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I NVENTI ON Oral Conpositions Conprising Propolis CRCOSS
WRERERENMGE TO RELATED APPLI CATI ON [ 0001] Thi s PCT/US2006/062502

application clains benefit of United States

Provi sional Patent Application No. 60/"752,617 filed

Decenber 21, 2005, which is incorporated herein by

reference in its entirety. BACKGROUND OF THE | NVENTI ON

[ 00021 Human periodontal diseases are inflammatory

di d t hat h I I nt ti
between per | adonSPERILERE DVENIEORbS S | mane
System respopge C!J{ngof%iécﬁvt‘?{%'&\ﬁq L tl?rto%%f.igf are two

interrel ated aspec e progressio ( _

per i odontROSH ERERENURET O IREIATEDt AlPBR A YRbION Of

the i mmune system of the host and the second is the
[0001] pr odUBtis eppbfatoxygeins betiatilos Limiect Flefas Arevistcedl Patent

Applicaliy o R T HeCRIT Pyon s PEe ey Gh i e B oL Oean by

Pseer{t{%&l.ved i n periodontal disease, [0003:(

Ivitis-is the inflammation or infection of the
guns and t he BACEOIRDUNIDOESTHRANGERNPOON t he teeth.
~Gngivitis is generally believed to be caused b
[0002] pact ddpmainrperidtorildireaspantd inflpamhgtorn didsademsrthat are the

) ssoci ated with plague formation) and the . . . . . X
result of G Pl P e e e AR P B HRY e g Wb diesip immuune
system péégoﬁgé.alt%‘ Helidiod @X1 Aford QAIBE ARerrWrdt] Q%Fﬁoftﬁg Mrogression
the bacteria. Periodontitis Is a progressively
of periodonsa niiskastahe (0ft is theeabatas dahpanethiosygtdigiol thd Bost and
where inflanmed guns begin to recede fromthe teeth,
the secanglis the PreHectEBERery seRendicpbanddheingelated sgfabolites. Increased
produ,c‘rg(l%rﬁ k)gg%ﬁ%%} rrq% Igaloll%,rg}l@g c%%%rfi %uﬁ%gclo %%c%&%\%egsﬁregggﬂ ﬁC%qg believed to
be involvell iAPERIJRRtALgHtal |y results in the subsequent
| oss of teeth. [0004] It is generally believed that
[0603] the dceinkitisic ictnrpafiemnsatiorpdl eddeeidbnyt thbgnens diddrstsecolar
and conditions _include epithelial tissue, gingival o
bones thatisupprasihe, teeth Gingbtitiais srgeralburaiayeddo balcpuedd jhpagteria in

tri,bute to the host response.t at hogeni ¢ factors
the mo R TbrRuE) Ind R pesk PR EoDg e RO G e
inflammd¢BHE edsp@Rsé BiQfdref by Re BréRhAILCBctENLRhd Re MRS Rfmed as
these oral diseases, "the pathogenesis of the di sease
by-prodistnediretheddoyerih ePdrositontieispon peogresfi00h] wBaehed isalte of

) infection _of the oral_ tissue increases the host's
disease prfpReasgd i@ gngivitis, where inflamed gums begin to recede from the teeth,

'refereng(%‘%n i
ng

thus forming pockets there between, which can ultimately result in destruction of the
bone and periodontal ligament. Chronic infection and inflammation potentially results
in the subsequent loss of teeth.

[0004] It is generally believed that the cellular components implicated by these
diseases and conditions include epithelial tissue, gingival fibroblasts, and circulating
leukocytes, all of which contribute to the host response to pathogenic factors generated
by the bacteria. Although the bacterial infection is often the etiological event in many of
these oral diseases, the pathogenesis of the disease is mediated by the host response,
[6005] Bacterial infection of the oral tissue increases the host’s immune system
response and diminishes the healing process by up-regulating inflammatory mediators
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response and di m ni shes the healing process by

up-regul ating inflammtory nediators 1 WO 2007/ 076446
WEON 082006/ 062502 that can induce significanPCT/USEN@062502

damage surrounding the foci of infection. [0006] There

Is a need for oral care conpositions that effectively

reduce the devel opnent or progression of ora

di sease, preferably by having an active ingredient

that dimnishes the effects of oral disease by

vent.in reducing nultiple eti ical factors
that cany lﬂgPt%ﬁkzF%ffﬁa{f Lisgugp %%pg.,, S‘ér%%’é‘#'é’ﬁ eég%ﬂ ofdnfesHes.

[0006] FUrt A®kre fhek&:d ﬁr%rgfc%ge [:(?mgagﬁl% Ny ttlﬁ'ﬁ L?{Q%LN&@I reduce the

actives in an ora
developinratdr gragidsyioanst orhi @BM@I@! phifbiably 85 heelrigval §@{nt&n%red1ent

subject in vivo is preserved and Stabilizéd. BRI
that dmggpgjhpﬂthe@ffep}t@q EENTHear: b oorentingoenedining mul’nple etiological
directed to an

factors tixggfon%g»}%nog) grdfor r esembgi&clr}\é% &5%?%3}1}@1@,(#}%&5 a gged to
stabiliz@6@l ccﬁ@ra%tl@@é {rV&n 6RREHNDENSE {)1 ﬂft{tQHElr%uﬁgtII&u?ﬂ tg and

anti bacteri al agent, an anti - t achment

bioavailabiifty kenddlisenept toans egentin ofvo dpRRbived dHd ﬁﬁﬁﬂiz@ﬁy
agent; and a source of fluoride ions. [0008] In

certain em&ﬁlﬁgrﬁwwﬁw@ﬁ%}ﬁ IINFESHTCON is directed
ooun L& TR AR B0 oca Comoett ot copr 103

Comp%{} Sinem Xture; adding a fluoride ion source to
the m xture;” adding at |east one of: a cationic
ant i bact enipgbpafjeattra@n anti- attachnment agent, a
biofilm disruption agent or an anti-inflammtory
agent ; and" C3AGHE agtiYR epBPPYné thesest from: pisationic antibacterial

ture at t er atur es of | ess than
P AR AR st el r PR 5 RER S0 arERcet pofnt
nﬁf@@ﬁ%@ iaidy enbodi nents the present invention
is directed to nethods of preventing bacterial from
f or mi ng aalsboufdel shilisarphr iessi ng an i Mune system
recognition of an antigen on an_oral surface of a
[6008] g cerﬁ@al%mﬁg. imentmhe Bresgst Byyention is directed to a method of

making an oral composition comprising:
admixing one or more carrier ingredients to form a homogenous
mixture;
adding a fluoride ion source to the mixture;
adding at least one of: a cationic antibacterial agent, an anti-
attachment agent, a biofilm disruption agent or an anti-inflammatory agent; and
adding a propolis extract to the homogeneous mixture at
temperatures of less than or equal to about 40° C to form the oral composition.
[0009] In certain embodiments, the present invention is directed to methods of
preventing bacterial from forming a biofilm, suppressing an immune system
recognition of an antigen on an oral surface of a mammal, reducing an immune system
response, and suppressing production of one or more mediators of inflammation on an
oral surface, comprising administering and applying the compositions herein to the oral
surface. In certain embodiments, the present invention is directed to methods of
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response, and suppressing production of one or nore
nmedi ators of inflanmmation on an oral surface,
wa@eowpni@iserg adm ni stering and appl yi ng the conmpOBUS20061862502
herein to the oral surface. In certain enbodi nents,
the present invention is directed to nmethods of 2 WO
2007/ 076446 PCT/ US2006/ 062502 rmai nt ai ni ng or
i ncreasi ng system c health of a mammal conpri sing
applying a conposition according to claiml to the
. oral surfaces at |east once a day a period of tine.
maintaipEyAPT BSTEESER ST orltHe 3 nerNToemposog aplying a

I rre 0. herei I references . ¢ited her iq are.
compod{fioTalah BEIDr8n Bupe bEEH RS HaTEr iR D b o
time. Where there is a conflict between a definition in the

present disclosure and that of a cited reference, the

present MEEAGSEDOESGRIOIION (HUTHRESNWERTIAN

percent ages expressed are wei ght percentages. [001.11
[0010] |y vt BSTEANG derain &l reffresead clteshygsin 318rhereby incorporated
R ' . . hses...an.extraet of propolkis,. and
oy ereBERY LRGN BOPIVREE n R XL REE: R ERROAL gt e

presentalitd bagte@hidahafgei tite@Reféftrice Ahk 32 BRA HIRURA e céntrols.
bi ofi | mdi sruption agent, an anti- inflanmatory agent,

Furthergnomi adl pewentages espresher] sonweigib pdicentrges. t he active

_ i ngredi ent nmay conprise threg or nore constituents. )

100111 £o; dRarpions SFPRU MR raUF HRRPEUPRE Progiged ahat comprises
. . ‘ o it . ; . o

on e80T, QTR A58 SRR er iy ctioni

antibacRia0 Ay NS antibetehaler QFPAS b LiGAInt @EPHHEES 228N RHh ARLC
) polymeric linear polycarboxylate, as will be
nflamgetery pgent, Phovistueesidentof. [hebow erplogliglerthdhe active ingredient

conmposj tions of the present invention conpris .
may compRlERthiee G Congiticiis of pLEkARPIROREHEATE R ROBENLS the
active iﬁgxreﬁ tleSmpriges QRIS oR8hiFAGE thfco r"'e§§5rsg‘é%ceo(§f fluoride ions.
propol is refer to a conposition t a%lso alnedu

In otheff Erabbdins@its Gl piraldisegodiiohessprithd sM adictic BERRR@E Nnear
classified in the famly Apidae, preferably of the
polycargenyistenapigll bestesestbegiremore dietagldbedoext ract s i ncl ude

those.isolated.fro sour ce ,generated by is nlelli
100121 o TR RN G A SEE IR HEEEist hBRURpexiract. As

et yta USSR R BIET S - oo B

refer to hanayettioothat eobuasddeirom HoneydpedduceAy BEE] vddcH fre
hereinafter, the terns "propolis,” "propolis extract"

generally claggifiechiny thedamdly fppigpn preferainy offusgemisiAgisi Fabexample,
Suitableree)c%}a%tsq%%%%ttgogé %gija%gg tr% gpsggircgsge%g%ted by Apis mellifera
{(commonly known as the “honeybee”), including its various sub-species (Apis mellifera
ssp.), such as Apis mellifera coucasica {the ”"Caucasian honeybee” or the “western
honeybee”). As referred to hereinafter, the terms “propolis,” “propolis extract” or an
“extract of propolis” encompass all suitable resin products produced by species and
sub-species of the family Apidae, as well as synthetic or semi-synthetic equivalents of
such natural extracts or active components contained therein.

{0013} Itis reported that propolis contains numerous active compounds,
including many classes of polyphenolic compounds, flavones, flavonones, phenolic

acid, and esters, While these compounds are not entirely understood or characterized,
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sub-species of the fam |y Apidae, as well as synthetic
or sem -synthetic equivalents of such natura
W@ and4g6 or active conponents contai ned ther ePET/US2006/062502

[00131 It is reported that propolis contains numerous

active conpounds, including many cl asses of

pol yphenol i ¢ conpounds, fl avones, flavonones, phenolic

acid, and esters. Wile these conpounds are not

entirely understood or characterized, 3 WO 2007/ 076446

PCT/ US2006/ 062502 they are generally believed to vary
they arelsechilposiidvhd tgeeny bptedoaporn theagdognapinidalinertéon fird where the

bees are | ocated. Gene ?bg%, on Wﬁi ht basis

bees aredperiafli Seasially AS 2a8BEht k8%it BRI COBEYS ARRTHE iapout 55%

. _bals inel uding. f adpl, & oif- 1S RN ERAG LG )
resins w138 b38T (LR HERD0: Ly BREmBl Spo b StoRlr hSRel )
about 25 & 481 RT5%SwaREPMId AREP R588Rbbat 10% 8serabobils Ao Bhepollen

(including proteins and protein-derived am no acids);
(including ghrafednst arkdpuiteiot denivet gameacidoppod sbisunh afiaibenprganic

e Lo e TS KA RN s
quinone Z&tg)écrﬁtfls %g\zéjggiglﬂf%n% gg%?% aﬂﬁ@ﬁ‘rafs?rﬂ?%ﬁﬁld StherlB3Hsbuhds.

din € n e propolf's extTact conprises

[0014] ONe OIn B8N edfidditheai PR PESpdlizaix Hhayeorhpebed ond ait mobre
- froma propolis source. The propolis extract may
active comploudds shatdmyke deenisabited dromea proppbapeistcratlbedirppolis extract

may incidq hEOBHUBRAL T UERE COMHRA P RBr ALY RRGRREH Firaopolis
source. e)\%fl%?){)lis aRda@los ltﬁ@@l‘es@ﬂ?ir%%ﬁtﬁfﬁ n?asmﬂé% a fn BRaEd 8ract
t 0 s, or even

nore active tonpoun a plurality of

and at 1@t bvie acovparngsune/ fov edafnupbntvao pr opatiastisouomgouhds, or even
certain enbodinents, various propolis extracts can be
a pluralgy efiadede rempyuandpHetived rom pEgpRPHS SOUTEGr b egréain
.dependi ng on the.sol vent used during.e ion,  fthe ;...
embodigiE R OHRy SR IS Ch S O PRt B b SR P hlic
carriers;%%er?u#hgg i!)ﬁjch@%ﬁr@h{hégcﬁﬁ@ﬁﬁg RIS BrdBaWH Bhay be ina

e and pronote formation of a dental plaque
liquid, peate, iox drledepowlieroforhr) on an oral surface, which in
turn facilitates formation of tartar, gci ngivitis, .
[0015] peri Seakain EUSTOCEERMIERIS AER KBPHITELS] 2 U8 PddifogiQte formation

tomatitis, .inter_.alja,  In certai L.ment t

of a desfgfiaart Pt nEl L abn SV Bk B B Bk gl
formati® oF kAt bﬂ%iﬁt'i_s, WG dBrAHROEGAR S{RlidBERPOLE Solh@sntheen

reported Yo“inhibit the accunul ati on of ) .
stomatitis,ar e paninsastasu etnbastimactsptiecidnhpgsitaond oo gessent invention
. _leptotrichiae, non-p-henolytic streptocogcci, e
inhibit thetespemsdation of %@m%ﬁ%ng@n@ﬂ&mpﬁewﬁa% #s Begrpyeported to inhibit
the accumulation of microorganisms such as lactobacilli, actinomyces, leptotrichiae,
non-PB-hemolytic streptococci, enterococci, miscellaneous gram-positive cocci,
neisseriae, diphtheroid bacilli, fusiform bacilli, bacteroides, spirochetes, yeasts
(Candida), and combinations thereof. In accordance with various embodiments, the
propolis extract may provide one or more of the following oral care benefits:
antibacterial, anti-microbial, anti-inflammatory, anti-oxidant, anti-caries, antiplaque and
anti-tartar.

[0016] As used herein, "extracting” or "extraction” of a solid or liquid material

refers to contacting the material with an appropriate solvent to remove the substance(s)
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nei sseri ae, diphtheroid bacilli, fu.siform bacilli,
bact er oi des, spirochetes, yeasts (Candida), and
wa@ eovionaté ons thereof. I n accordance w th vari BOBUS2006/062502

enbod. i ments, the propolis extract may provide one

or nore of the followi ng oral care benefits:

anti bacterial, anti-mcrobial, anti-inflammtory,

anti-oxidant, anti-caries, a.ntiplaque and

anti-tartar [00.161 As used herein, "extracting" or

"extraction" of a solid or qui d material _refers to
desired o he astrpetgdifrenthe @natalrmlvv.‘%«’he%ﬂqthﬁgm@sw ! Hrsolidof s RECIELY

e the substance 007 ‘
cteaned s THE 8 SASBERE 5080 e G GERLA R B gl o o
toa pOV{;@éIe[Bfléll to é@ﬂﬁ&@nﬂ % WIRL 8l L@Jivérﬁ SQlch An édrakBon may be carried
preferably cl earned of de ris and excess wax, and then
out by dohwketiohaitraeamakhowwh eéceae of skiflindhe ert; @nmmmple,cb}aubmo an
powder prior to contacting it with the solﬁﬁnt Such
extractiom “@RFW&’é% syl R S@éh@éﬁppé%?mwt’l% re vt g material in a
holder %'vf %@? W%scgig QNG 48 h' t}} tnl?ﬁeﬂtif 'or fb‘&"bt& tﬁ? solvent

trac |on ap arat us, such” as

and ma?éi’%@ rt@éé%ﬁm é(‘fﬁfi gt[brf tnd e 1eplil dnesoBdl }ﬂﬁasbgl oﬁtwo immiscible
hol der~ and al | t he sol'vent to flow through the

liquid phates; kath aoby lﬁ&hbﬁlm di hy stiténg ehdelecantamgl Hras prafatred that

et her. and then separati n the 1iqui.d and sqli
natural sﬁ%@@sac@wetwq%’fg St i o3 aﬁﬁe&%%%gon%ﬁw%gépﬁww ble,

stable qbla {)f a4 g%g%?%bi?&%l&ﬁ&f d decanting. It is

erre act active i'ngredients

[0017] used PBp @h@bxﬁré&t&n&ﬁE@@?é}_ﬁdr@ﬂibvéﬁm&fmgehé ool pbbEolis material
stabl e guality and have i crobiol ogi cal safety OOIQ
using aﬁappmplsa@mi‘wﬂt Ealyctm@l pf dpardrcton sgtveatis ’fﬁf@lq dictated by
olid opolis terl ri,at e ,sol vent

e S PP RS 505, 0, SPRLSEEL LB L e
for extrit (Lﬁ&%gftp‘%/ notnlag\y]:‘lhg @1}1\!@% ?li élb{gh&ysﬁ@i‘f'és ANALADL, and ethanol;

easl erred, non- | |n1t|ng

polyhyé é’tﬁk YEREAts, EAh @%pﬂf}ﬁﬂér&ﬂglfy 861} bekicraranabyitimdysbyietet s,
.e., al cohol s such as nef hanol and et hanol ;

(pr eferqjﬂ;v y:m ycdmbmaggjmwﬁbgmatgu}; kv ader; ﬁ@qudetﬂi@ ligey dfhile gehgrisplvents
dlun1h dr oxi de ref rably in conbi ﬁatlon W .t

th
can alsyie B39 R aracanL Pramdy AecH Sehebier BTG Rgpeene aid
ammonsie? | gﬁ?a éise %ﬁ‘?&aﬂg%& Dnsi§ dfsﬁftaBPétfﬁf‘ﬁEé B0 cRFQRBhpSitions.

cetone, enzene and ammonia, they are

{0018} generca‘cﬂa Methode s edeaeibrsinchatel fedrardistiigation (mrsaipeezmimcal
conpositions. [00181 O her nethods of extraction
fluid exitragtigde I@p@gm:@h@men&tth@ ﬁr@?dm@mk istipelated by prpercritical

nb di h |
i o SRR A0y DR o I oA o
using Vgﬂﬁzbesas%c§%§ sHRHBH S BE Q@Bcﬁi(ﬁé'ﬂsd VbR of Fr884Ring a propolis

stillation or
extract can include those known in the art, such as, for example, those described in U.S.

Patent Nos. 6,153,227 and 6,153,228 to Shibuya et al. and 5,922,324 to Aga et al.

[0019] Generally, one part of propolis (dry basis) is extracted with about 1 to
about 50 parts of solvent, preferably from about 10 parts to about 40 parts of solvent
using an extraction apparatus where the solvent is contacted with the propolis matter to
obtain a concentrated extract. The extract can be in the form of a paste, which is then
optionally subjected to one or more additional extraction steps with different solvents to
further concentrate the originally obtained paste over an extended period of time, for
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usi ng vehicles such as sunflower or avocado oils.
Met hods of preparing a propolis extract can include
wo bese7deamown in the art, such as, for exanpl e, PChUS®06/062502

described in U S. Patent Nos. 6,153,227 and 6, 153, 228

to Shibuya et al. and 5,922,324. to Aga et al. [0019]

Cenerally, one part of propolis (dry basis) is

extracted with about 1 to about 50 parts of sol vent,

preferably fromabout 1.0 parts to about 40.parts of

:solvent using an extraction apparatus where the
exampksaﬂom Gthdissto labaut 2days,ton fcmmbcmtdptm sTlrmptcmolts gnay be

obtain a conce d t t- Th b
e

P S 0% e AT o 12

to aboutdk:1 9IM@drkain @Rl isddiatnpa shefi Y ebnaituent endpeisper progolif extract
tinme, for 5 WD 2007/ 076446 PCT/ US2006/ 062502 exanpl e

comprisapont of nhwerstive caygounds dayiged §rom arprapelis squr@ayat ey about

BREF IR MR T R i -
product%( i 9?& e{'hlgc{]f?cr‘ﬂlé.\éﬁﬂﬁs,'mé( [be c@ngﬁt?geH{ Eblﬂfari\é@; %od‘cq to about 5% by

naratio about " 1: to about
weight (Qi zktwle RoggFdEids drbad fentthe prbpoltd srtﬁirc@,mut pdemtbout 99 %
conprising propolis extract conprises one or nore
solvent and ppsiovalpebadt0ddp pbedt T ofier gorapornds, ek aepregervatives
fromabout 1 to about 75% by wei ght of the extract.
and IMAYIESy t i n embodi ment's, t he propolis extract product

[0020] 'S 1 @ahbﬂg 'eﬁ*ﬂo%ﬂ?en@h% %EIE bkEhcGo %t?édch%' &0the oral

conpri ses about to about 05% by weig active
composfHUTReiEas: t @e000¢ ed aboans & by '»pﬂ@ht}lhi% thanrbent h%dl}t W@tgh’c about
to about 99 "3 solvent and optionall about_ 0.

0.0002 tepbeiet H¥%ckot Wetshe @ﬁﬁbaﬁb@oo%ir@wbézﬁlf Bﬁ 5By \%ﬂlgb%s and
[0021] D ;‘r‘gg(r%l ti 2 %,wg 8% (g,ltE\cF \égag Iﬁ?}l%sp Oensoor aré %reqeﬁ? mvention further

comprm@fanalggpttzarg 20804 cbﬁl QM chds&f H)SnW%' @lonid ﬁ@cﬁ)dct@[hl agent, an
bout % by wei gh about 0.0002 to about 1% by

antl«attamﬁlrgimﬁ: agéna bdﬂbﬁﬁn @iﬁﬁiﬁpnon agemlt af abteinflawengiory apog2od
As descri bed above, the oral ositions of the
mixturep theyepf: Apeppracitied byigmercf sggmr he @rp Aangral casg ﬁéﬁve compound

oy IS 5 SR RGN 0SSR A £ LG, AOMLERS! it g

and/or @H@&E arﬁ‘f‘rx@@Hdt'Héﬁhﬁﬁ%E@ﬁ ¥irdBCAInctidOh or fﬂé@sﬂfeﬁﬁon In cc,rtam
hereof. As’appreciated by one of skill in the art, an

Ql’I’lbOdlﬁfL&t% dla eraAcare/atvempoyraindnzs ﬁiﬂctmn&bﬁm@n@rhmwe for
of these classifications, as it.my_have nultip

preventRgIne rseatiii PraCAEciseasgnty hﬁﬁ*yﬂwape%@mﬁr%CP@H?I%L%
and/or %ugfafg%e%t&t, %h%cgegﬂarﬂgmcél%§§iefd W{Heoiﬂ opoﬂs CRELA! dbscribed above.

it

In addition, for the present purposes, the terms “cationic antibacterial agent,” “anti-
attachment agent,” “biofilm disruption agent” and “anti-inflammatory agent” refer to
compositions other than propolis extracts.

{0022} In certain embodiments, the oral care active compound is a cationic
antibacterial agent that is highly effective in oral care compositions for use in certain
embodiments. Suitable cationic antibacterial agents for use in oral compositions

include, for example:

(i) quaternary ammonium compounds, such as those in which one or two of
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enbodi nents, the oral care active conpound has a
functionality or nmechanismfor preventing and/or

WO e@anidage an oral care di sease, where the necheoi/Ea2006/062502
conpl enments and/ or suppl enents the mechani sm

provi ded by the propolis extract described above. In
addition, for the present purposes, the terns
"cationic anti bacterial agent," "anti-- attachnent
agent," "biofilmdisruption agent” and

nf [.anmmat conpositions ot her

) f
the Gub*ﬁ@ﬁh& e B S imasE Lo ebbIrpi it S LeBod: oML fo 18
carbon b ﬁ%ﬁﬁw Q(I?a s gﬂ:ﬂ v{r%icﬁ‘ n %‘f bg{ibﬁaliv ke fnterrupted by

ant | act er agent t Ive -1 n

an amld:careetee meg&ht sudas, be hetés6eyl iclc @Exfgt aillle tﬁ@’@@x@ﬂaﬁﬁﬂtr%ubshmentg
Suitabl e cationic anti bact erial "agents for use ’n oral

have a I%Y‘ﬁidﬁirmb@fr@f Caifb@'h &tﬁ@nb ffor inafeamp hi@ng il jto fuand mmapyeferably alkyl,

or o LI SOTBRITS  SUEhc 0 Lboog L1 WAL ch 20 1, L

benzal%w?ﬁlgﬂr(g#}'%?&a% d}}ﬁ%etrcgletrﬂ‘g@tth%ﬁ Woﬁh%%%i%g}dgageﬁ{?g 'Hl%gld"?yl stearyl

ammoref ddaditly, exadedpitrigetiyd anwhbsiunrbyoraptd, daakéthoBBim chloride
interrupted by an anide, ester, oxygen, sulfur, or

(diisobyfat pheRge qﬂéow%@’l difathyk brmzy bamimdrHgns detideliend saethyl

v r. nunber of carbon atons, for instance from
bematl%?}&mf}dé’ﬁ?@ ‘are preferably al kyl, for i nstance net hyl

{iPr et hybyri@niRenaw ; Q{H?ihﬁﬁn nﬁ%ﬁ!h O RYY, 'i'ﬂ%
¢ ?ncl ude}l)y éer?zlal koni 15,% chl ori de, dec CFD trinet hyl

heanveryi pynidiniomi de, benzyl dinethyl stearyl ammonium
' hexadecyl tri met hyl ammoni um br om de,

..chlorid
Ch}ond‘ﬁ)éﬁ‘gékwgﬁ?%n@ﬁl‘%m BEOM{dERi sobut | phenoxyet hoxyet hyl

- gi met hy, n I, | ori de). .and, et
(nﬁenzet hé)shl?ﬁ‘rlr%%ﬁ&?ﬂ%% 8{'%, é)’i1 B 81151 R ?1‘&13/0&3 -bis(2-
ethyg@etingl i ni um conpounds, i ncl udi ng

Hexadecyl pyri di ni um chl ori de and al kyl isoqui nolinium

1nethvl-me@aﬁn§d?é$>pytmmﬂ)nqjyrl m di ne derivatives such as
hexetidi ne (5--a ino-1,8-bis(2- ethylhexyl)-

(iVret hy! aﬁ@%@éﬁ@ dawszvml@hﬁ@)hexemf@m;eihma@fe (4,4 adippédino-a

o-such as hexam dine isethionate (4,4'-dianiidino-a (0

diphenoxy-hexane isethionate);
(v) bispyridine derivatives such as octenidine dihydrochloride (N,N' [1,10-
decanediyldi-1 (4H)-pyridinyl-4-ylidene]-bis {1-octanamine) dihydrochloride);
(vi) guanides, for example, mono-biguanides such as p-chlorobenzyl-
biguanide :
and N'(4-chlorobenzyl)-N"-(2 4-dichlorobenzyl) biguanide, poly(biguanides) such as
polyhexamethylene biguanide hydrochloride, and bis-biguanides of the general
formula (1):

A(X),-N-C-NH-C-NH-(CH,),-NH-C-NH-C-N-(X"),;-A’

Il

RNH NH HN  HNR! ()

in which A and Al each represent (i) a phenyl group optionally substituted by
(Crg) alkyl, (Cra) alkoxy, nitro, or halogen, (ii) a (Cia2) alkyl group, or (iii) a (Cai2)
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di phenoxy- hexane isethionate); (v) bispyridine
derivatives such as octenidine dihydrochloride (N N

W 29010764decanedi yl di -1 (4H) - pyri di nyl - 4-yl i den_JF/DER06/062502
(1- oct anam ne) di hydrocl-doride); (vi) guanides, for
exanpl e, nono- bi guani des such as p-chl orobenzyl -
bi guani de and
N (4-chl orobenzyl)-N'-(2, 4-di chl orobenzyl ) bi guani de,
poly(biguanides) such as polyhexanethylene bi guani de

acyclic g%}% 3@&(@%5 eqc %L%?gse?\k: Cl 3) %ﬂ@ql de eac T e%rl ?&l»ent

hy drog TE‘ %‘) I%%\I\}I;i R(%Lr EEXF(C&%(\ALM@ ,{12 Ea‘d Zlﬁe&g% bh rrlé ikgxse Ry N%’cjecrer from

2 to 12; émai the pbnytthgieperhapt (OFal, hﬂa\fs@lbt%mzﬂlﬂ l@éjnjlwn uptdd ¥y oxygen
al kyl, (C14) al koxv, nitro, hal ogen., (ii) a ~
or sulfu@@r.ap@rog}akxw(iogﬁw,gnw; rphgnyl <))r pagichyl) ’@)ucldxsmd orally

el e B SR T bl T
chlor heh‘%ﬁﬁ@ asd talexliH/ﬂEOgﬁﬁab&gmd@d&tﬂ%ﬂts oP Eheafu%lbl g'mx%ies of

kyl ; Z and are each 1, nis an inte
general ZotmquQ(l) amﬁlddﬂﬂleahhgﬂmﬁehﬁ{eaﬁnm dhadhlofi @Hand theigluconate.
optionally be interrupted b or sulfur or an

Sumblea%ﬂﬁfiﬂetm s qfﬁwaﬁb@m%mwi %rﬂwab@lwmﬂm défbewste,

ciscoto 1SR e BGERRLPR S G BRE 180 BB SR E e,
and tari@ AIeXEH e 2O\ ekﬁﬂh@n%ﬁltg OPQ@(HH?@ 1I§:?1|1c§<[5 tig; dl‘hﬁﬁroﬂu oride
bi s- bi guani des of general fornula I nc

and thEdilhjztéztos:hkmdermltdjhyﬂr ochl oride and the di gl uconate.
3$ Cld addﬁf gn salts of cl-dorhexidine incl|ude
‘t‘ e gf‘CLY GuRe aciq 4y hetters angi sadiasretally jepspsictnst lay the
¥ hl ori de, dihydroiodide, dilactate, dinitrate,
formula P}S a?\é and tartrate salts. Suitable acid addition
salts of al exidine incla#¢ the dihydrofluoride and
t he di hydrochl ori de saltfs; and vii) N, ~-aryl am no
acid al kyl esters and sa ts generally represented by

the fo[ri”ﬂ&qﬁéh@ﬁz)@%c’\'ﬁh }11 FR2 CONHCH( CH2) NHCNH2J +

COOR!
2)

where R is an alkyl chain of 1 to 8 carbon atoms, preferably from 1 to 3 carbon atoms,
and most preferably 3 carbon atoms; R2 is an alkyl chain of 6 to 30 carbon atoms,
preferably from 10 to 12 carbon atoms, and mixtures thereof; and X is an anion. In
various embodiments, the R*CO moiety comprises a natural fatty acid residue such as a
natural fatty acid chosen from coconut oil fatty acid, tallow fatty acid residue, or a
mono-fatty acid residue such as lauroyl (Ciz), myristyl (Cua), stearoyl (Cig) fatty acid
residues, or mixtures thereof. In certain embodiments, the R2CQO moiety comprises a
lauroyl fatty acid residue.
[0023] X may be any counter-anion that prcﬁ‘i&es a reasonable degree of
solubility in water (preferably at least about 1g in 1L of water). Examples of X counter

anions that form antibacterial ester salts of the above identified formula, include
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COOR (2) where R is an alkyl chain of 1 to 8 carbon
atons, preferably froml to 3 carbon atons, and npbst
wee@ierabs y 3 carbon atons; R2 is an al kyl chaPer/usfo06062502
to 30 carbon atons, preferably from10 to 12 carbon
atons, and m xtures thereof; and X is an anion. In
various enbodi nents, the RLCO noiety conprises a
natural fatty acid residue such as a natural fatty
acid chosen fromcoconut oil fatty acid, tallow fatty
acid residue, or a nono-fatty acid reS|due such as
nor 03111(33@@1@@[&1&@,@112%1 as ﬁ@cpqegpmpr@mgjmakge@mt@mq ((’ [ gyﬂoﬁgﬁeﬁy bromide)
resi m xt.ur w{f}gr eof .

or dihy @i HETIPIAG RE SRAB T ot St UE RS Srtalt Rl & iate, or

}{@ALI € [00231 X may be any count er-ani on
Py Rat yaﬁ?’g\% heséjzg’dgfeasonabl e degree of solubility in.

[0024] Vvat erBxgpnplee bablefubintileasdriaketts bftlienblivedtientfié@fgrmula
Exanpl es of X counter _ anions that form antibacteri al
whereigtegpalsa} inglugde: Nheogpidvieargiame meda] epsr miifecocpyici-gdginine

2007/ {6446 PCT/ US2006/ O rgani.c_ac @
ety esfegy Re2 ok Gt M £V i g R Gy Ebiee (et ester, N
stearoyﬁtllzﬁghgﬁe BhyR 6ot A8drocBloslid VI QELEMBBASRERAL the é&rvnﬁﬁe
organi c salt” such as acetate, tautarate, lerate

derivatjvgraontpalonbiscae b&ﬁy&gﬁﬁc}ﬂéﬁé& salk 602¢{y] Exaopl aginie (EL AH). It
Hould gsef ul antl bacterial esters of the above-identified
shou

dthafiphe %I,“ﬁu:ﬁ AP acig aﬂﬁ&eg‘aeg salts are generally classified as

cationic nt%: gagcg%ita'l Eggrrdg: I rx]/\?evel %qtyc:h é&inds also tend to exhibit anti-

attachnN¥ar 688 Wthel- ﬂfp@k@ésﬂﬁapﬁfh‘%éht ﬁﬁatf%ﬁmahon of plaque on oral surfaces,
Na- st ear oyl - L-argi ni ne nmethyl ester, Na--

which gtlebe 69$cribedrlgummaieeazhwﬂoest er hydr ochloride. In one

. enbodi nent, the arr%&dt1 derl vative co{)%gun% is the
[0025] ydr ot ShFEIABETERAK GRS HIR FAtRNT BYfDaH g Hiagent 1s chosen
from: bér@t@i{gwﬁ chl%?%ilé gctF%d'ﬁ% %‘gxép%ar ngal\%ﬁd@ﬁg fcegg]p[e%dmmm

TSTAY & gener &

chloridé€ ?@P@? la@eﬁﬂiﬂebﬁﬁla@{d @hzrﬁgﬁﬁ@{ ﬁlk}}‘ﬂ%\é@f%its %ﬂ&:ﬁ a8 RERH UQ@'&)V
also tend to exhibit anti- attachnment and ot her

argininpesipe hyleschidtrade GrieVidht andhenikouneatherrobf pl aque on

oral surfaces, ich will be descrjbed.in nore detail
[0026] pe| ouin T@é@@]emﬁﬂmpﬁ @é@f?&f%@ﬂﬁtﬁéﬁ%ﬁawg@pﬁ@ present in the

oral corgg&ﬁ 511‘?9{1' Hﬁﬁﬁ{? ok Qﬂ)ougtgfml i! abccgﬁ%e/n &bo%?%ﬁa to about 2% and

Zét on| umchloride eni di ex
about Oliexalablodk ne: cetyl pyridinium chI or| de (CPC),

al exic-line, Na-acyl amno acid al kyl ester salts
{0027] ( sucHnaghet mbodmﬁrﬁylthe oral care active compound is an anti-
attachment agent. While not limiting as to the present invention, oral care active
compounds are generally believed to operate by either (or both) of two predominant
anti-attachment mechanisms. Biofilms (also referred to as pellicle) are a matrix formed
on an oral surface, typically on a hard tissue surface, comprising bacteria (generally
about 60-70% of the biomatrix}, bacterial extracellular byproducts, proteins, lipids, and
glycolipids. The term “oral surface" encompasses hard and soft tissues within the oral
cavity. Hard tissues include the teeth, periodontal support, and the like. Soft tissues
comprise gums, the tongue, surfaces of the buccal cavity and the like. The oral

compositions of the various embodiments can be used in a mammalian subject, which

includes, infer alia, humans and other warm blooded higher level vertebrate animals,
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argin.ine ester hydrochloride (ELAN)), and m xtures
thereof. [0026] In various enbodi nents, the cationic
waniwbaceri al agent is present in the oral PCT/US2006/062502

conpositions in an anmobunt of about 0.001 to about 3%
about 0.000' to about 2% and about 0.01 to about 1 %
(0027] In other enbodinents, the oral care active
conmpound is an anti- attachnent agent. While not
limting as to the present invention, oral care active
c, ounds are generally believed to operate by either

such as f@ﬁ?‘ BAF20fFPwo predoni nant anti-attachnment

[0028] MEC hégﬂéf@aae@'o%&dm& Ko%ﬁ@ioh%@lhﬁ%dmt 1928 baelekiaQh@dr that
are matr1% formed on an oral surface, typically on

attaches@o Elﬁrdial sxdae, gandraite beh@ma’rﬁodmmtmﬂém lggarglemeragihegins on
about 60-70% of the biomatri X) bactea§| al d i
the bacteysalrcgl ev )y kgt 1@%@@ AViEh Eecepiyp Qp@ oy bx,nggce dhis believed that

NS T
The bacﬂe[ll%s EH.)S:)%&E b 1d8eh Qtroﬁg&' &%ﬂhﬁintW%@fdratuﬂ@@ﬁit%ﬂhléﬁ%lucan

i ssues conprise gunms, the "tongue, surfaces of
polymeishe adibesato davirtysuafitet AdeltiakeeriaThengral arcbdivéds, founmg a

of the various enbodi nents be used i
dense lagghpadhe opHlisgrace. n@Ft@HééPe‘Pg\f E‘ﬁnﬁﬂF‘i’ G4 f‘—ﬁ‘cﬁféﬁéf 13??&3%‘1%&1‘“ the

cterin 56 A B SRS B R PPy Sy P

the blofﬂi@ﬂhﬁ% {0928 o &a6 hilvsh ageplef a&@b@lfanbmdi ofidietlagared and
include an initial bacteria |layer that attaches to an

diverse spafiessthiat forey cgledestis yitadieddodte pockering bacthde objhe first
I'i gands or adhesins on the bacterial cell wall that
layer. jnteract with receptors on an oral surface. It is

[002 bel i ayed ézl?t?tattaglli‘x?\el ﬁéée%rté ?zL n b ‘?:t @}tltt}?éihma‘? stifffce to form a

sallvary gl'ycopro e ora surface, e.g.

protectx@@?e{%lr suchnBabaetRictediREBIof 1o d‘dm}]maﬁtﬁ$ Camgﬁradhere to the
at t dchment by generating extracel|u  ucan

oral surfrakytherabit pr(a'@theng angnitisd anehorig lHysE & Om'f@'nB}EGtOé‘rthé oral
theri_l grow and divide, formn

surtace.oafh S RRHCB R SERigBEY PR BRREY 50T o ekl e on
preventfa%ta%ﬁ{r{q%l\( of yhdd, Cftéltﬂe?an@ BHE b I SRNGAO! 3 ROPaUHHAX! tha

rs and 1rregular surface structures.

second Ei&hﬁ‘ﬁl%m of ah@u—ﬁtt@éﬁrh@ﬂxtfwgeht@; theahglatavethehbagmténi@racts with
conpl ex associ ation of nulti-layered and _diverse
the bactspiedisel tollsaoitirare |aﬁa@huugtte ke gralgepagetikebniy interacting

with ’chedﬁ(gﬁor | g, ba tﬁ,teorrl ng{ xgttoh 1635 Ort]‘y.t %F 58?%\% {)E hé:?]b 8%@%@%%% would
ordinarfy tgaﬁ{eaté 2l Ifx&ragé vith a receptor or other moiety at the oral surface. For

example, certain active ingredients may interfere with a glucosyl transferase enzyme on
bacterial outer cell walls, thereby preventing conversion of various sugars to glucans
that would otherwise form the extracellular anchoring matrix for the biofilm.

[0036] While not limiting as to the present invention, it is believed that in some
embodiments where the oral care active compound is selected to comprise an Ne-acyl
amino acid alky! ester salts, such as ethy! lauroyl arginate hydrochloride (ELAH), the
active ingredients function as an anti-attachment active ingredient, in addition to a
cationic antimicrobial ingredient. ELAH appears to alter the surface energy of hard
tissues, such as enamel (by reducing the surface energy), and in turn, prevents
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protective |ayer, such that the bacteria and biofilm
conponents cannot adhere to the oral surface, thereby
w@e@ven4iserg an initial anchoring | ayer from f oP@OT/N§20061062502
the oral surface. Such an anti-attachnent agent may
substantially cover an oral surface, and prevent
attachnment of the bacteria and other conponents of the
biofilmmatrix. In a second nmechani sm of
anti-attachnment agents, the anti-attachnment agent

interacts with the bacteria |tself to disa Ie it from
adherengeghating hireitiod rgicsorganiRedhat MRy gfheryviee ferrag plaggie biofilm

on the t%% ?bthj?fce &Hrbé}é)telce\lrslg%qg% SQBS’[%?“lggf :ng t%tc' tS?tho{hr}zD:% such

ace of
that it r&@fah{g dtelcBed fbi AkagRicMt ariadre et & Li@éctﬁkln\eprdﬂéhet y
at the oral surface. For exanple, certain active
microoigagissad garsadigringtetegpethsivrfaca, @Lw@sytawnangm redecing
ne on bacterial outer cell walls, thereby
bwfﬂmg?ré% 'ng conversion of various sugars to glucans
t hat I t I N
[0031] "8 z}’éﬂlkégmgr% 1.?r€e|nft§) F%l%%xg]agg\hart%gﬂr%%ﬁt%ﬁ%%ﬁglia't_n%tamtd

at low dodckiteatdees @@t’eﬂtﬂﬂ@lﬂd}(&ﬂ ithé Mininbel Irtvedoityh@bndahtesion (MIC)
enbodi nents where the oral care active conpound is

for ELAJQY I;@tf@ldonm@@ﬁérmg@tSaﬂwmp&éwon aftheobladtasikgtive

. ..ester salt such as aur oyl at )

ingredifiySioniites Fine®t BpAdo g n G diP bR el on

conce11t§‘§t1@1@3 Al oﬁéﬁmﬁﬂtmﬁ b’&%r '"Lﬂﬁfrﬁgﬂo%ﬂl’m Bk th A e

cationic antimcrobial i1ngredient. ELAH appears

Waf;hedtzm ajr trerheté(apze@us foaglecagiter Fyriber, haitbout lissties thesprebersts

enanel reduci ng_t he surface ener 8%) and in turn,

mvenﬂ%ét/édwoxb%m% E@%ﬁm@m@r#rtfsz mabohsm of

h d f
microo AR e MR AR B e T R A Bt R b Planper
contrzbtﬁe/W tRE Hﬁﬂfrﬁmﬁ"@bz@?\éﬁhsplg @'&h‘n‘l%ﬁlguﬁﬁs,té?ﬁi §:98bBriodontitis
surface, such that it mai ns ached for a

efficacysoffthe actévd irpeediedt of ortal mampom&bhe ¢thiveelso prréveni:g as a biofilm
m croorganl sns from adhering to the tooth surface,
disrupHHeagssy)- pr event i ng or reducing biofil mformation.
[003%1 In.var enbodient.s anti.-attac

00321 577 ot el G R RRRE AT S SRRl s EHREOIRRL ol
compod?@éﬁm B dtnoligt eraBdig oMo BLBLLPB%DEESEY. @@H‘&ﬁiﬁdiﬁ@'%oéhd

for ELAH. I n vari ous enbodi nents
about Oddpbiabatit ®%. of the ELAH as an active |ngr ed| ent
prompt es | onger _and n%e effective antl

100331 beneflPEema eTDAdmentrike AFAEFFOME T 5‘ Sohbitim
disru ptﬂﬁinz%%e% h ?xhbxaﬂirh'algfu%kefoﬁ] aojeﬂgfseadéo %&tu#f' @Ratﬁr@ﬁeﬂ@?&ggahon of

ueous “ora
and/ orlattatkd aBidhe HE@8BMormed on an oral surface.
[0034] Enzymes have conventionally been selected as biofilm disruption agents,
based upon the ability of various enzymes to hydrolyze proteins, starch and lipids,
which form a part of a biofilm matrix. In certain embodiments, such enzymes include
protease enzymes, such as cysteine proteases. In certain embodiments, the biofilm
disruption agent is an enzyme chosen from: papain, ficin, krillase or mixtures thereof.
[0035] Papain is obtained from the latex of the green fruit and leaves of Caricn
papaya. Papain hydrolyzes polypeptides, more specifically, cleaving the carboxy
terminus of arginine, lysine, glutamine, tyrosine, glycine, histidine (adjacent to
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invention, it is hypothesized that ELAH may interfere

wth the netabolismof mcroorganisns in the biofilm
w@eohapsi4by argi ni ne regul ation, and in this nPOTMEE2006/062502

contribute to the anti-mcrobial, anti-plaque,

anti-gingivitis, and anti-periodontitis efficacy of

the active ingredient in oral conpositions (thus also

performng as a biofilm disruption agent). [0032) In

vari ous enbodi nents, the anti-attachnment agent is

pheny R8I Yelibat PranBLe S EaBbleoh: suselh, PaBsar Hpeh by
drying ?Q@Eﬂteﬁng hd Bt&bQHIn %e%icﬁé%&?b% (lﬁgﬁﬂﬁg%@%%%zﬁmm)

he oral “care active conmpou I's a biofi Pm" disruption
Krillasedg extractéd hiood Wnaditisiufil (Ruphaganiupedap Taopsiutbitdngio- and
revents formation of and/ or attacks a biofilm

p fol . .
exo-pepfidagefd i mstudmicn sstiae psaiersgsand pog s mwppentidases-

: conv Lonally been.selected . as biofilmdisruption

100361 500 EIheO BB nte BRI s BEUF rn g Pislie lBpp@ops as

plaque XSG NT £ R0 ©nBSeleBtd &b y@iHal PhlShe (oMU ARG Bobination
part™ of a biofilmmatrix. 'n certain enbodi ments, such

with a proppresnzyime isite afprestebglecennyhss, Ghuchnagasy steedaneharifying
rrg},r'ot ea XS' I.) certain enabodinmen:ts, the biofilm

glucoa '%?cmbf DT AP RgIneR B rated Ry B FMERBHONp dpEF Anzyme can
1.6 rild ase b X LU r [003p]; Papai. n i s,

nyeoh Sl 81 LB QFo R0y SEERA ol Q03P BBk o

glucosyDblisstab&firidRa P YR itiBARPH LAY @ MEPB- RV IABE Rl @B iase and
noré specifically, cleaving the carboxy term nus of
mutanaae.gi ni ne, |ysine, glutapLine, tyrosine, glycine,"

- histidi .adj tt 11 WO 20Q7/ 076446 .
[0037] p'c:?/ b%%ﬁg}x?&%éﬁﬂyrﬁﬁgm UpeATieRIRays diuragopopel grsagive
| peryal dnimey gt =l .
commpo YR IRIFY e IR B U LBk OB el i

antibactetiabpioprltids 16y faca@atihpehs hgHanyas af bacthsib] defiswall$cleaving the
_extracted fromAntarctic krill" (Euphaausi aa superba).
glycosidic bond betweerotarbataurabet 1 efdy-grefptlindasesd; avitiarkd carbon number
« include four serine.praoteases and four o
4 of N-a&gf.ryh“ -g}dlﬁgﬁlpa}% elg_zizgol . ]m&q@gbowﬂﬁé§rgpgbépglazed to form
the cell ﬁ%ﬂlﬁ@gifs%c&%i&@ ChUSEQMANR, gé@ckrgl% : ,%Pél%)}lﬁg thfts pgels@ﬂyﬁl most
di srupti on agents. e selected enzyne “that may"be
plants, ey fadiktaestherhyeobisiabs K poli dabclRarilOp ABEINRN 2N PRy siafid
the aforesaid gl ucoanyl ase. @ ucoarnyl ase is a sacch
galachuyonfiqadigy, thyp genhimitingw digradpiéorypf bagersmgod odhéri n
. cultivated by fernmentation. This enzyme can hydrolyze
MICrootggMi™he a-D- 1, 6 gl ucosi dic branch points and the

(0038} @ 1, EbMEQTLAbERRAIS Rde lipases such as plant lipase, gastric lipase,
pancreatic lipase, tannase lysozyme, serine proteases, bromelain, chymotrypsin,
alcalase, amalysecs, lactoferrin, gingipains, glucose oxidase, elastases and/ or cellusases.
Other exemplary oral care biofilm disruption agents include synthetic histatin,
furanone, and derivatives and mixtures of any of the above.

[0039] In various embodiments, the biofilm disruption agent is present in the oral
compositions in an amount of about 0.001 to about 3%, about 0.005 to about 2% and
about 0.01 to about 1%.

10040} In certain embodiments, the oral care active compound is an anti-
inflammatory agent. Suitable anti-inflammatory agents include cytokines and
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gl ucosyl oligosaccharides. Additional useful are a and
13- anyl ase, dextranase and nutanase. 100371 O her
wamoaies enzynmes for use as a pl aque di srupt i BOT/OSENG6/062502
care active conpound include |ysozyne, derived from
egg white. The enzyne can exhibit antibacteria
properties by facilitating the hydrolysis of bacteri al
cell walls cleaving the glycosidic bond between
carbon nunber | of N-acetylnuram c acid and.carbon
nunber 4 of N-acetyl-D-glucosam ne. In vivo, these
prostaglandirsaieygpacsiorapeopobymer e pétheaboverdescaibrd cel |
~ _wall polysaccharide. Additionally, pectinase 0 e
proinflagHpginey PReIAioss BFSast iy rstats éF%ﬁt ‘”:mﬁ%é‘ixa?‘ég?’i figsggedoss
t he hydr. I h [ i B 40 as anti-
when th s S, A B e R B i o 2 g
inflamnf@RGHAERINOR Klpprasd eid & Adde aidiRstorndindafrganicmsre useful for
[ 00331 Ot her useful enzynmes include |ipases such as
oral conpb@antionhs. pase, gastric |ipase, pancreatic |ipase,

oo e LS RS S B RaER BTt prvens
the accungéﬁgitigﬁid? %\ﬂ%‘%@éﬁf XLPASE &t ARt @&%Sarﬁﬂﬁﬂgfnc acid pathway

usases. er “exenplary oral care biofilm

that is tdbSérefby0Ruagaatesteficdetdetiay of hethidgdn.i Ohatlass of mediators that
furanone, and derivatives and m xtures of any of the
modulathior énflfrooRgaryl iespanseonrs asadvdpmsrcy] merbabites prmely

i sruptiqn _agent i resent in the oral econposifti
prostaglas it SHOHCOP 0P o o0 ey 4hgters profRaeRrbbeb B
0

’ D0k gk Q- Dwh9s abREKe th¥abdBR4 kv been
qdogxggﬂ%}%i@#&gﬁéod near?t s,%%?wle I%}al 221r e active conpound is
implica®ul @rthe primé heediatoad o gingietis, peSiddoabitie, osteomyelitis and other
) anti-ii.tlaxmmtory agents inclyde cytokines %nd 12 he
inflammgop0dipresEs 4 16T PETNDE? 506 26" mm%%%@&%%? 1S prayfait the

ressi,on of, aone oy. nore. of the . Lhed. .. co 1.
om0 SR B SRR ARy, o
non~stefdi§ﬁluﬁtgm9&n§E&{y%ugb $RBATDIP S ExATestdFisk il NBAITS anti-

I nfl'amed. Thus, orfal Care active conmpounds that serve
inflamn@gofnagents dfdedmatdomye thiggnt Sutbopsigp fessprofi, druproie),

medi ators of inflamation are fuseful for oral
naproxeipmprsdofenamic aqid o1 Mixpasapheregt- usef ul

anti -i nf | .ammat or y. nts _can ; R
B L S
suppred&id MedhuheRifLRbEAH I @drtk Ralhbyentigens produced by
pathogens on an oral surface. For example, gram-negative bacteria have endotoxins,
generally known as lipopolysaccharide (LPS) components, which are embedded within
the outer membrane of the cell wall. The LPS of the bacterial cells serve as antigens that
are detected by various cells within the immune system. The recognition of the LPS
antigens by immune system cells, such as by CD-14 receptors on monocytes and
macrophages, will typically result in an immune system response that includes
production of cytokines, activation of the cascade complement (e.g., histamine release
resulting in vasodilation and neutrophil chemotaxis), and activation of the coagulation
cascade. Certain useful anti-inflammatory compounds may prevent an immune

system from recognizing'of one or more antigens present in the oral cavity, such as LPS

on the cell walls of gram-negative bacteria. Such anti-inflammatory drugs are believed
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that is triggered by i mune system detection of an
antigen. One class of nediators that nodul ate for

WO pdoandraé ory response are arachidonic acid  PCT/US2006/062502
net abolites, nanmely prostaglandins, |eukotrienes, and
t hr omboxanes, which are produced through the

cycl ooxygenase or |ipoxygenase enzyne pat hways. These
net abol ites have been inplicated as the prine

mediators in gingivitis, periodontitis, osteonyelitis
._..and other. inflanmator [ . Far, PL UG o
o interéGiRy B s S AGAE (R s b/ FRaie s nB¥per

recogniz@&%%le@%%}oﬁg of debhatralsafthaedhate §starefeffdreively cloaking it

arachi doni ¢ acid pathway, include non-steroida

from im@aintrie-siyafena rtec toy) ardigeeré¢NSAPRIessiBgaminusuné sygemuyesponse.
NSAI D anti- inflammtory agents include.. .nglgmet hti cin, s

[0043] {1 ur bikgF@A SRETISH IRACEANIS {5 JPLFATe ARAFPRBHRATOTY dgents,

e anti- B AL ERRM £ 6 Rl > d:0R4R) rebBiive oxide
e s FERSORTAREHA0T, FAEUCE SchRERGhe (ORA iy o
species WARAPHR &kl cAHBPIRSSHRE ok BRI 3%@)?@ @03)ecogrpitalpnhighly

one or nore antigens produced by pathogens on an qral
reactive puodlace préduceskdmphe vayjousbinshaniicad pyaeasass anfaygdude

s I 5SS At PR LRGSR gy, T
formatiaglgmég%agfoétli‘ﬁa nﬁehjt o s c@ﬁi&r@ﬁg@é&é?&cﬁﬁﬁhgrrh_ﬁbchondrial

s Serve as antigens that ar etected by various
respiratio@l, Irimretell refSorisBaLRR ifyey Seat iadiatkroghntnporiging, fiom
LPS antigens by inmmune systemcells, such as by CDI’L4
metabolise eptiongs and adies chemicain ROraEs Sptratdo bgimyolved in almost all
[ ult i,n an.iininune ste

[
disnse SRLSELI LR b AL RS XSS SR90I58 Me

patholo gﬁﬁlcc%%%l'ﬁ{:?ﬂg)is%@@ec( B ChuseRbBLRMAAG AR 1BASE&:h ARkSIekohnd these
PN vasodi T afion and neut rophi |l chenotaxis), and

highly ra&dtineahbhirutds ByheosdiagingptaninscastagmiziGgriildiin andef ul
anti-inflammatory conpounds may prevent an imune
peroxidigpsg Bpids om r ecogni zi ng of one or nore antigens

« present in. the oral .cavit ugh S Jents the
00441 i 1 Eemraph Rt et e B Pininblifofgents that
serve todBlihcd Bhd APRREOROSHIGS REEcRO] 8186 SrVERARTNO E6AdHunds
serve to%%%i?s%%mgoz to interfacé with antigen in sucﬁf{tg)'
comprisigd aeleath@ie fiveorid rolnpobad: dlawnaddnerd gamgerlly described in are

recogni zed by the receptors of certain cells of the )
a class of e vedstgamerali foanpve Rjas Shih ry € the SF‘F‘Sr%@Phﬁ’ }jjgracture

: tem det ect i and 4 her S I | ; o

oYL S 8,5 AR SRR 0GR AR s
and derfBERREHRMELT [rlfeaif 8n®odithbnisNHeasvaRé Ak ¥nagefthfimalohe agents

anti-1nflanmatory agent serves to reduce or scavenge
compriserfecB-img davemstlicoeminds and/ or flavans, which include flavanols.
Compositions comprising free-B-ring flavonoids have been shown to inhibit activity of
the cyclooxygenase enzyme COX-2, for example. Examples of suitable anti-
inflammatory agents include those extracts and compounds derived from Scutellarin
baicalensis, which contains significant amounts of free-B-ring flavonoids, including
baicalein, baicalin, wogonin, and baicalenoside. A description of useful oral care anti-
inflammatory agents comprising free-B-ring flavonoids may be found in U.S. Patent
Application 60/639,329 to Trivedi et al. filed December 22, 2004.

{0045] Certain oral care active ingredient anti-inflammatory agents include a
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species wthin the oral cavity. Reactive oxygen
species (ROS) are typically highly reactive products
w@e@dooads duri ng vari ous bi ochem cal processesPCENN2006/062502

i ncl ude superoxi de anions (Qa-), hydrogen peroxide

(H202), and hydroxyl radicals (OH). The formation of

ROS can occur as part of many cellul ar processes

i ncluding mtochondrial respiration, imune cell

responses, cell injury, heat, radiation of many

origins, from netabolismof drugs and other
nmtmwfmiwwnem -Biring thoingieid aad pé lqesteny Bavam Breppplary sources

| |
IR
subfamﬁ@ m«qbr‘ids&’ﬂ t'h§ %éﬁh!) AeA, 1 pozcéi\%%ﬁ;l‘é Eduli thAd fig@iﬂﬁ%n be isolated

rough ion of these highly reactive nol ecul es
from thb)plaa’itomknartkten@ pEateehinsis amexagenie of afabhidhatdan byret
oxi dizing lipids, [00441 Exanpl es of active or é
extensivelpodvasia; fat eah@lfénwm aﬁ@lﬂ%ﬁ%ﬁéf%?%ﬁg@%@% wiifplavonoids,

antiv 1rq§ ﬁgﬁ@a\%mé}cga}nl{ Cag};lvﬂg C?O rxx/% as %R%ﬂ Db hl%u%{tamhgﬂy %%oth the

gt
COX-1 éﬁéﬁoﬁnﬁeﬁ g%ﬂé%n% ¢hi¢AFR Q@A ek &V@ﬂ%@é-@& A ﬁa@@ﬂ@;ﬁ&;{r{g a
described in are a class of conmpounds generally f ound
flavan ib alpl saritadbld fratush ag @ntangi- mélamrgewey akest ra deacrr@tlcamdf useful
i ncl ude conmpounds as fl avon flavans, fl ay

oral carg RYdGRPAMHOY S P APORIRSS sl ag 1yt FYGRAnE At least ome
i r | -7
flavan 1& I%?I.Il?‘? ?Plél I%t%lrltaAggﬁéQQR)% @%ﬁ?,?gie %(glecfﬂél??%{g December 22,
2004. flavonoi d conpounds and/ or fI avans, which i ncl ude
flava.nols. Conpositions conprising free-B-ring
[0046] f | avohabdenbuialbeerilabloowal tareiaghivp compaising @fyleéi'rt oretgee-B-

1RO UPSTESE ST Ny TR BB B o
the gen%éts{ 515 %gld\%ﬁg}?ﬁ g5 .4 %ﬁ'[‘?‘ﬁ%&lr PG dARY | 'h':l‘c é?uperior,

ensI’s contal ns srgni cant amount

Coloradlé, 983 8).- Aidig@cfipavaRe WLVFS’IGN@d:zﬁgbe hairchirefar, example, US.
bai cal | n, wogoni n, and bai cal enosi de. A description of

Patent a@@ham@n Bubbaatenamqw ORHHBAnlino GNRGERt IS ® @ﬁpbﬁg PpRfiiic

enzymﬁotgng fz{ylgg%g ggﬁl@ds r{zrg)}éqk}w%sésd gu Iasg?nc'? F(‘i)rl eg&mpie the COX-
1 COX%%SHEFLO%% Q4. 100451 Certain oral care active
! [

ent anti-inflammatory agents include a 14 WO

[0047] 2007/ RAEHHS sBERHIISAAPHHRGRDAD ry Pigxhtis@refarat exteast Aeneferred
free-B-ring flavonoid and at | east one f]|avan.

to htreEbaéﬁfrpl "B 9ZETY rezm@mwssw Alargblaspasiestanghe- ?p@&wéh% genus
ved frompl.ants of ah?ceae,

Origan ek TR 2B O1 B R JEME AR IR g or S7 e 41
oreganSUbt aRkiE It:llaﬁ%?éﬁﬁ’)‘} ML RSnL S Atesbecies (Origamum ziulgaw sbp‘)

Origanum onites (commonly known as “Italian oregano” or “pot marjoram”), Origanim

majorana (commonly known as “marjoram” or “sweet marjoram”) and Origanum
heracleoticum. Origmmum vulgare subspecies include O. vulgare ssp. vulgare, O. vulgare
ssp. viride, and O. vilgare ssp. hirtum (commonly known as “Greek oregano” or “Wild
oregano”). Useful oral care active ingredients comprising oregano extract are discussed
in U.S. Patent Application 11/256,788, Worrell et al. filed October 24, 2005. Yet another
suitable anti-inflammatory agent is magnolia extract, derived from plants in the

Magnoliaceae family, such as Magnolia officinalis, that typically contains magnolol,
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fromthe plant Acacia catechu. Catechin is an exanple
of a flavan that is found extensively in Acacia, that
wezxdlord4e¢ bot h al one and in conjunction w th PCT/US2006/062502

flavonoids, antiviral and antioxidant activity, as

well as an ability to inhibit activity of both the

COX-1 and COX-2 enzynes. A m xture of at |east one
free-B-ring flavonoid and a flavan is also suitable

for use as an anti-inflammtory agent. A description

.of .useful oral,gare,anti-infla it S
ool atFuting el b Bt B R oY PRI in - Patent
Applicki@VETY 448, 16048 Gder s 81, gt BRterABR 29x2D0oN 60/ 639, 331

to Xu et al. filed Decenber 22, 2004. [0046] A

[0048] conmelnciaidus embodiabings,chabntdnamomatosy egempris presgnain the oral
| east. one free-B- ring flavonoid_and, at st one
compogifigRe 31 amuvﬁgfrff&w*) 0.0 oo 3k sPa%éﬁg? w{%@%@ and
t pus Scutellerici, and manufactured by Unigen
abouwg;latror%?g‘g icals, Inc. (Superior, Colorado, USA). A

[0049] descrintiek@nn embidiiMERE! E\'c&r@)@ﬁitﬁ% dfauBgredent i®fention further

exanple, U S. Patent plicCation Publication .
comprig@08s@at6aBilupgdgiians YNIVEST-Neidingddshpenspess fnig-caries
et/ RS oL e O AT S P S S4B
5 G ORAE] ! oS fonl IRERIA | -
3000 PR R P E T e kA Rt ! P AT R gpraanc

fluoride efleganch aLns1aPRaSRES nadth] salikt Bbt € @l 8scatdn embodiments,
sub-species of the genus Oiganurn; for exanple,

the flu@idegmunnin/fleganep ¢sormprybasrsimmdiuoiiequassium fyarile,

. _oregapo” or. "wild marjorant), .including its. o .
sodiur g Ber G E B ety (g aiBl, ARdpjse] fngp silicate, amine
Tuord Q54D LAt LI 0B SR AL 0Ll
dihydrofineide)asd well assiveftiorfded, sudnly stanood flgaridem

~lveracleoticum O igam mvui gare subspecies include O
[0050] vu| garertbek anignisalirear olyaariydates aps efficasy enhansingngents for
e ulgare ssp. lairtu comonl.y known as.!'q eek .

optionaf s e PP G EE i AT S PP e,
antibackd}H] SRR B CRRAESAAE AR HAR0I RN ﬂh%‘iira?&ﬁng bSiEHAS 8fch

in US. Patent Applicati&n 11/256, 788, Worrell at al.
anionicfpdlechrBotydhess a2d ge?Qly eeflopadirhiie fosmi dfabki free acids, or

anti-inflamuatory agent is naé%gol ia extract, derived

preferaplyopatprlrreuiialispé of peersarpigsed s fahnnpytraliged wader soluble alkali
et QSRS Eh P s S ORI B e
"symhég‘fgm gig&s gﬂri?ebaggkiicﬁﬂ%.g qg@%@éemﬁgﬂ& $QLinaRYEReNeRVKiGhe
carboxymethylcellulose and other derivatives of cellulose and natural gums, nor
carbopols having reduced solubility due to cross-linkages.

[0051] Preferred copolymers are 1:4 to 4:1 copolymers of maleic anhydride or
acid with another polymerizable ethylenically unsaturated monomer, preferably methyl
vinyl ether (methoxyethylene) having a molecular weight (M.W.) of about 30,000 to
about 1,000,000. One preferable copolymer is methylvinylether/maleic anhydride.
Examples of these copolymers are available from ISP Corporation under the trade name
GANTREZ®, e.g., AN 139 (M.W. 1,100,000), AN 119 (M.W. 200,000); $-97
Pharmaceutical Grade (M.W, 1,500,000), AN 169 (M.W. 2,000,000), and AN 179 (M.W.
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Application 60,/ 640,161 to Gaffar et al. filed

Decenber 29, 2004. [0048] In various enbodi nents, the
wa@naATIfie amrat ory agent is present in the oraPCT/US2006/062502

conmpositions in an anmobunt of about 0.001 to about 3o,

about 0.005 to about 2% and about 0.01 to about 1 %

[00491 In certain enbodi nents, a conposition of the

present invention further conprises a source of

fluoride ions or fluorine- prOV|d|ng conponent as
tart ents, in anDun

/or ant
240,08 | Rk B; pRREARH BRbliR s Ha e Scou e 00 (Bh.
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compogitian mgdtf,lfgbexample{, @d&ﬁ[onﬁy anﬁn’e&atenamg@ntsc V\Hru&e@;ﬁg aoents
es are efficacy enha agents for
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actives Qﬁ)trééi@eé BALEH fl%g%x%rénrtﬁgr&geﬂ@ ﬂgaloc? o\%%icﬁ%rlgleﬁ wtonth desensitizers,

anti-tartar or o I'vé agen

salivarycstifpOiirits Ond cSbinatfitsARbfeob 05 Y& b%%shlﬁﬁt@n hst of ugeful
general |y enployed in the formof théir free aC|

aﬁdmomlaré} ek yopmonings ligclndes nahiawd antibacesabagies, ahﬂytdmv
ized water s Iubhe al kal i nmet al

phenoli i5 8%@?%‘?}%}%1%% CBFQOME{ A ﬁ%oge%@teglﬁ«mhgm e&]aqzxﬁsmcludmg
triclosarl E@th}eftﬁ@hior@ Enh??%dﬁ% %igﬁxg{lg e'tf?e%a’c’rm}g@% ng% Kpown

i ckening or ge conpri
chMorcwa@) lay et 4412-pBenangkrbiRer béiﬁfda‘!@édt&%sa&ﬁ carbanilides.
cel lul ose and natural gums, nor carbopols having

Useful Erréateéé?d ag@ntmnr:hqcye tifuent syueeass sudh asagbsas §A0EHE Auoride,
1:4 to 4:1 copol ynmers of

stannon R RGPS 0 BB RO RHA T SAHOR 6P BT REF<Bapich 25 zinc

chiorxdeetzm@&&hféaéﬂd’zﬁ@ Yated rmononer, preferably methyl
vinyl ether (‘methoxyet yl ene) haV|ng a nol ecul ar

{0053] wei gﬁhe(d&/hl\/&i@mpcﬁmﬁbﬁ&lma&%eq%@v&@d 20Ubrall ePRBle fer or
referabl e copolyner is methylvinylether/maleic

P
vehicle. 5Ll gprrigs can Eﬁéﬁ’;ﬂ%‘é ssmitsod séoc@qzicﬂ pheses intle favai dabheuth
rade nane. GANTREZ OF,

e L B o Bl a5 s
confectx&n@ﬂe k:&%!res(%ﬁ@ %‘1"%[ (\éy'\e/la{#%fg 0B, SN OSther form

(MW ooo and AN
known to one of skill in the art Selection of specific carrier components is dependent

on the desired product form.

[6054] Conventional ingredients that can be used to form the carriers listed above
are known to the skilled artisan. As recognized by one of skill in the art, the oral
compositions optionally include other materials in addition to those components
previously described, including for example, surface active agents, emulsifiers, and
foarn modulators, viscosity modifiers and thickeners, humectants, diluents, additional
pH modifying agents, emollients, moisturizers, mouth feel agents, sweetening agents,
flavor agents, colorants, preservatives, solvents, such as water and combinations
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WD 2007/ 076446 PCT/ US2006/ 062502 2, 400, 000); wherein
the preferred copolyner is S-97 Pharmaceutical G ade
W@ MoND7642¢ 500, 000) . I n various enbodi nents WhePET/HS2006/062502
synt heti c anionic polycarboxylate is included in the
oral cor position, it is present in anounts of about
0.001 to about 5 % about 0.01 to about 4% about 0.1
to about 3.5% or about | to about 3% of the oral care
conmposi tion. 0052.1 Additional optional oral care
ereot ¢ TR 181 B0 e S LYERE AP RIS Bl v o o ofsuc
categorRRIdrRARIEAI Al PrageIiI§, subhich8iéNBa AGRIM Sre seBEd FRRRBImpatibility
anti-caries and tartar control agents not already
and staldilisy weitle dll ab tdwecorpaticrdoot tle achiveiingsdialy asiudsg propolis
breath fresheni ng agents, mal odor c¢ontrol agents,
extract piyd the 9B 8F 1R pEglsare agivecoryP g fetarted Hydhe oral
conbi nations thereof. Specifically, a non-limting
Comp()&!ltilg;?‘ of useful additional oral care conpounds
[6055] i ncl upgsicaoRekdnugfaddhi haci@iitahreatieflbsad inpleyshitdl references
phenol’i’c and bi sphenolic conpounds, such as, )
referendeal oy dicedsadi giivanyinchtdieg &1 U.Sdladetitdgo. 483421 Usantd US. Patent.
. (2,4 4" -trier.gro-2' -hydroxy-di phenyl ether, . )
Applicatiargge kb 65; uecs Kitoin AOEaBGIRIRAT 8 én FEPREFS gect of
the oral&o?x?ﬁ?ﬁ%%ﬁt &acﬂgi ca RIZORLE SR AL Efrité?} g, oafRent g Grodulators,
e a i'n

nti-tartar agents 1nclude ti'n 1on sources,
and/ or 3 De as@dedht st apnatents! TBlikd@eir sslcbbaUsT EdthphtibRity with
and stannous pyrophosphate, and/ or zinc ion sources,
the activebigradienit gonstgbenisiisenpeitaet. darrexpepdedn gopeodiments where the
| uconate. [0053;1 The. oral conpositions nmay.be . e e
oral corlpBRaad S AL F AP0 CRPE PO R AFPiic G HbggRiE) ggent, it s
o - . - ( S 1d- ;¢
prfene 88 362 Dt b SRR 8 o i s such
anionic Cofigdididigandahd pa dieestiontoidipevirlgralieansbpnidgby Fakiceng its
‘ pastes), confectionaries (including |ozenges, and
bicavai ty. medi canent, film or any other form known to
one skill i.n the art. Selection, of specific, carrjer
100561 ComparibFiLLe PR R AR AE ST ALgdbrh et THsaagl 1 Bp fend
foam th%gvg‘?rlﬁ PPNEObHORA | @Eé@d&x@%éuﬁ&?&re%v@?iryé%daﬁ,%nd
ormthe carrters Fisted abo are known to the
includeskir-d@p atibh&ang., dsdiunebagnl adthtbySIB)eNohysikstdstl, dmd Nae
art, the oral conpositions optionally include_other

palmitoyh sasicpaine). inenienif {4 o elpsenhe et Groboneictiylepe &0 sobstap

d i iy di ng._f | i
monola§ERE: TAACENP 2P} 4} Dohviitpey ST dadibBESe 2 et pone
oleate, T‘%ﬁmﬁ 8@}, apdl ok HheK BT LS ai1 AMIEBEHBN tralid H8REPluronic® F127

addi ti ona pH nodi fyi ng agents, enollients,

from BASKF Stowpbzeion), cativhi, fedteragen(sy., sweetrédo i pad btasne and

lauramido propyl betaine), and amphoteric organic synthetic detergents. In
embodiments where the active ingredient comprises a cationic compound, the surface
active agent may be chosen from: non-ionic surfactants, cationic surfactants, betaine
surfactants, amphoteric surfactants or mixtures thereof. In various embodiments, one
or more surface active agents are present in the oral composition in an amount of about
© 0.001% to about 5%, or about 0.5% to about 2.5%.

[0057] In embodiments where the oral composition is in the form of a

mouthrinse, an exemplary carrier is substantially liquid. The term “mouthrinse”
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flavor agents, colorants, preservatives, solvents,
such as water and conbi nations 17 WO 2007/ 076446
WwWEON 082006/ 062502 thereof. Any given nateri aPCTHS2006/062502
serve nultiple purposes within two or nore of such
categories of materials. Preferably, such carrier
materials are selected for conpatibility and
stability with all of the constituents of the active
i ngredient, including propolis extract and the one or
. . nore oral care active conpounds selected for the ora
includeg % WRghes, eys Tinsepi Akl thediteu Insyeh agereneratinpg the orally

B T R ——
and alcbREREX NG, PuBBds, 22028865 &nBodPateR! the OQ‘QPJ:ziiriEi@? bﬂﬂcaﬂy has a

No. 11/ 256, 788. Surface active agents generally dre an
humectianp outfatardspettoref pHithdfeoirg) agemirposi ti on, as they can

functjon as surfactants, *enulsifiers foam nodul ators, )

10058] and JPeReS 78 GThigr &P ant oy P§‘_EF@_P%P%‘§ thgetncentrpfgy of the propolis

extract hg&i fa t?f?el : L9 E) irtioﬁomi@ébgﬁglkz ttl%(atv{?:\te Iggetﬂhﬁxcg/:&' &or of
I'ngredirent constriuents 1S T nportant. "For exdnple, 1n

propolie BREEHTR Mot avkiBeBcdIepleint 6 SROTbhs@ReRASTIAR R & datrable to
i ngredi ent conprising a cationic antibacterial agent,

formulate ansorape@hpppigidntthalt canhprisesroomgroreonpitias eeduce any adverse
surfagtants that, are_pnot strongl ni.oni.c,. a uch , .
perceptigh Bh e RN RIS Eiart 157 FAT: PO RIS REns Bt Telatively
. . . Ciald . . . L abi ity
soong IRBLERH G BOLEBLLABA LRI S 3y L DRULLEBUALY: nsome

embodiafientt ehe drablringsdoabt magnstovidisand furaighaoud tiee Metes Bkbociated
range. These caonmpounds are known in_the art, and

with beejupdaetsn dxemgdpryai wring gubstances suilyde thase Wnosu foaa ekilled

. (S Nnyristoyl, an | mtoyl sarcosine), o
artsan iy s R La g P PREP PRt @ IR FhoE YRS e aloagt 0.05% by
weicht 3O LRbh L Ew, {#@&l‘r ate, TWEEN(r) 20) and Pol ysorbate 80

G ?po yoxyet hyl enre 20 sorbitan nono- ol eate, TWEEN) 80),

[0059] Pol oXai etabodliientawdidrabh eralndeipdditgont isadehsdo®n of a
Pluronic(r) F127 from BASF Corporation), cationic,

confectiniary <1} offieplesy garries scomsteadistlyppliduatsgtisolidd Confectionary

. _laurarn.ido.propyl befaine),,and anphoteric organic. X

carriers I RiIEP L ARG R st P Aot R CEO ALY EOPE RS FAsee
|l P@beBLa Rk isfh bQIh

b SO LD OB R RyEeR) LR UI b9 cF kA g

derivatsiel) feacerantsifie atlilondant suflfanfmnigentpe tlaickener, and optionally a

~ surfactants, ,anphoteric surfactants or m xtures
coatingprpgtesigt. Chawiag BBUsCAaTiBEEMERLY, horrea coewhgr sumdesacane or

more p%%gii‘%‘i\rﬁm ﬁ%geegitg,a%%vg?&ér%?@%%eh@ akﬁ% f?a%%rir?go Qfe%%f tion in

[6060] In embodiments where an oral composition is in the form of a film, an
exemplary carrier is substantially solid or semi-solid. Generally, such film carriers
comprise a water soluble or dispersible film forming agent, such as a hydrophilic
polymer. Optionally, the film carrier may also comprise hydrophobic film forming
polymers, either as a removable backing layer, or mixed with a hydrophilic film
forming polymer. Film carriers optionally comprise additional ingredients such as
plasticizers, surface active agents, fillers, bulking agents, and viscosity modifying
agents,

[0061] In embodiments where an oral composition is in the form of a dentifrice,
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0.001%to about 5% or about 0.5%to about 2.5%
[00571 In enbodi nents where the oral conposition is in
wo b@7homme of a nou.thrinse, an exenpl ary carrPET/USRI06/062502
substantially liquid. The term "nouthrinse” 18 WO
2007/ 076446 PCT/ US2006/ 062502 i ncl udes nout h washes,
sprays, rinses, and the like. In such a preparation
the orally acceptable carrier typically has an
aqueous phase conprising either water, or a water and
al cohol m xture. Further, in various enbodlnents t he
an exemPla@) cedidriiesubgtphiially yemlafmlal othasBd. aﬁientgacemwmdiy contain

and/ or a pH buffering agent. 0581 Dependi,n
surface agkve agem’r@nh@mgf@ggs ggﬁj:O@l% VARG AEEHIS A1E O?It}élnkeners,

IS tract U r tis
abrasweg,égg it spegtas t%aete% % &E%l;t%f ?Aa var Ogﬂlz{lﬁ% 9 ontll; <
00621 XU Allertadn Qﬁ(bcﬁﬁﬁieh@é b @rdDeophRasiifngidio thederm of a
consuners. Thus it is desirable to fornulate an oral
medicant@itpasiht asaennd)ﬂi}albrmvmgeﬁms)mmmm rﬁbrm{t eary lp@@pplé(%@ethg igngival

adverse perception of the, ext ract., N
sulcus op gqaggmﬁf peerbEn W}gﬁ@fw eéslsyig g?lé‘f.]eg ff?ms, and the

. fl el
e oS BUEEARRS uts?wear&%%ﬁ%ﬂ%g%ﬂ%ﬁghﬁg% 1y o

generalltilca rida d@&?ﬁier%)ﬁe,w{%Ydl@ﬁeﬁﬁd{tﬁﬁec&ﬂh’aﬁd&ntdﬂmgfelgmnarzs
associ ate W th bee products. Exenplary flavoring
sm@euxﬁm@agﬁnpﬂsiaaokumet§pmséymﬁﬁwﬁngdvaﬁ%klIled artisan,

10063 ignci‘t%?argéﬁigw@r'd@e%ﬁ%t 6 G507 By PoRBI T8 s i Byl
compongg ogh%sfeo qg%%héﬁerﬁﬁ?@n?ﬁcﬁ@ ?e WRRTBnAbsHidh includes both a first

ronis in conf'ecti onary, an
and a seB¥SABbMOneAE el aré Seruitetjambirahingds Waihtaining the components
sem -solid. Confectionary carriers are_kno in the

separat(iiy tequioes amijy dheinide, copporeatsare rmfewiegqi Y SeehpiaYes g

S O b R 19 SBLEr ST oo
another cggﬂrﬁ/o%tehy ?e]th Akal @@ﬂ?@glfabﬁr %ﬂaﬂ b e@at eoxﬂpﬁh@l\mﬁrhn g

ener opt i3 coating
composﬁﬁirﬁisle@x loGhe Wi igre ghidpecas bheds rrgaee emcairhyaﬂnialeengledzents
chewi ng ‘gum base one or nore plasticizin a
mcludeémétee«ma% gommtzormﬁpr@xaqrm if t%@ %agﬁgng fomprises a

second &%@&g@ﬁﬁ t %ﬁﬁgﬁ%&gﬁ'&m% r%)kiaa&tenaq%ch%e, #id A'Eﬁza]fr@ég@ous to

Stanti al

mamtaﬁc‘t%\é gat%mtcf %&n n!dfjs %&W%&éxﬁ’s‘r@ﬁ%ﬂ‘y Eiﬂo@%t@@frﬁp&ﬁ@tb, such as

se a wa sol beOr di spersible filmform ng

anionic @ﬁﬁﬁée aé’di@ingﬁecﬁeh&;d I‘Iﬁ)ﬁhepmtmp@jfynmpor@ts oalvd s;ccomﬁlshed

filmcarrier ‘may also conprise h drogqobﬂlc film
through anninegns known in the art and includes chemica ysical, and mechanical
means of separation or any combination of these. For example, the first and second
components may be combined but certain components may be separately maintained
by wrapping or encapsulating one or both in a film, coating, capsule, micelle, etc.
[0064] In various embodiments, a method promotes oral health in an oral cavity
and treats plaque on an oral surface of a mammalian subject. In some embodiments, a
method of providing one or more oral health benefits to an oral cavity of a mammalian
subject comprises preparing an oral composition according to any of the various

embodiments described above, where an active ingredient comprises a propolis extract,

an oral care active compound and a source of fluoride ions. Various embodiments are
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pol yners, either as a renovabl e backing | ayer, or
m xed wwth a hydrophilic film formng polyner. Film
W@ 2007i0eg486 opt i onal | y conpri se additional i ngrePCEOIER06/062502
such as plasticizers, surface active agents, fillers,
bul ki ng agents, and viscosity nodifying agents.
[00611 In enbodi nents where an oral conposition is in
the formof a dentifrice, 19 WO 2007/076446
PCT/ US2006/ 062502 an exenplary carrier is

. gubstaniiglLy sem -salid or_a solid. Dentifrices
directeq {inf 2ath9d O ATl THNGUrACkRE Hew pemape Aty RBeRIRb surface, a
N . . n , o
methodSEERELLEE DARMEAYENA 80 B RESHBES, on g gt e

of a maaidals WeritBoiing ragefhs an ihQREA sy fle®Bleh Bbikee ARQAHAB IS,
an oral conposition s in the formof a nedicanent,

suppressieghpesiutivorpfameagimergekedatowi aitinBatnidtanm cannleal surface.
applied to the gingival sulcus.or margin and used in
In fhes@c%ﬁ}’aﬁ%?‘?‘%h f@ﬁﬁ%ﬁﬂ%&ﬂ&f&f@%}?%@?ﬂ GAEIACER VRS ag Rl surface.
Th qb I 2 ... 4" é)i: 1 al
e o Bk HERIER, BTty OSSR RO AR SR v
may prpoidgrei drasere erat hegleberiefits JudABe hakitgingivilia\wii-pariodontits,
. agent, a sweetening agent, and a solvent, typically
anti-cariqte pifetitpgasantrinipopedpry mnplgasiru snidmiginl, medk breatinfreshening.

R SN
describ&@HBOR fia§'bel dRkAMIES WAR] br %lnéliéﬂemﬂ}ﬁ;egz 2604 urtace for at

conponent “that are separat mai 1t al Mal nt ai ni ng

least onthe dagrfpoagetind cfepae.anelused datdineSpaidd/of fhak” ey refer to, for
conponents are maintained in such a way as_to

examplg, e gridavarpyltipleda Inngwepktar alangieret daheot viepkhydrasis, or

t al gsjtion with another conponent of the
evenfmgirhéel&g%%o(giatciﬁgﬁ@e‘ Typically, a dual component oral

[0066] CONPOSYAiORs diAbBARhANE heWB HElatdIQS BRI En i P8l
i nconpati ble ingredients included in the ora
compostiomposi¢ purpoliBextrexiaispl wtuidl produasiticeatdings@dit®nd compounds
conprises a second constituent that conprises a
that carchg pefenbalineepaivred padameged dy heat satmonint Hytooertain
.ITR | Ny tionic.C und separately from .
embodiffiefl Sl Bl b G ARG ST SO Srbaos ommies
admixiBE&he/ 8y IdPE @ﬂ‘r&@tﬁ%re@i@n@ PR AL & BBnfIeRBAPANLALS, £RMadding a
be acconplished through any neans kﬁ%mn In the art
propoligierdraai¢d tuekombganaed mixoys aiceinpeaatiraschiass thaln aboeans® C to

of geparation OIE“ any conbi nation of these. For
form th%&e&ﬁﬁpgemsrt@fﬁ ST esRlermneng FsdnORess plyagianay be added

~into 'rhe%?fﬁétog?%@e%éi'tgn 3?&1&1@@%%@1@8&%}@% g'?.}’legg tt’?’aerp\s%oat}t%loy@ or less

than or equal to about 25°C.

[0067] The oral compositions may be prepared by suitably admixing the
ingredients. For instance, in the preparation of a mouthrinse, the propolis extract may
be dispersed in a flavor oil or an alcohol and then added to a mixture of humectants,
surfactants, and water. The resulting rinse product is then packaged.

[0068] Dentifrices are typically prepared by adding various salts (including
fluoride salts, when included in the composition}, and sweeteners {e.g., saccharin), and
any water-soluble oral care active ingredient compounds to water, where it is mixed.
Into another container, all humectants, gums, and polymers may be added together.
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by wrappi ng or encapsulating one or both in a film
coating, capsule, mcelle, etc. [0064] In various
wenodrdamant s, a net hod pronotes oral heal th i nP@USI086/062502
cavity and treats plaque on an oral surface of a
mammal i an subject. In some enbodi mrents, a nethod of
provi ding one or nore oral health benefits to an ora
cavity- of a mammualian subject conprises preparing an
oral conposition according to any of the various

nts descri bed above, ere n actijve
The Waf&n@%ﬁeaﬁqe T crae @’O‘ﬁrﬁﬁéﬁmé tayt +a@%tameaﬁ~%b the

humect\c\/g?se ggﬁse &d %8 £ dar ed':fgn%ﬂggzggr%g_}%{iy gfé 52 heated to a

temperh¥ite UB20064:062h Qﬁouﬂwﬂ tfefletdinplerediacmboat 6W@Mﬁ£ﬁdﬂ@0°C to
bacteria fromform ngha bi ofi |l mon an oral surface,

dispersgdht gunsfansuppy sess. nfhaheaterhunixtesesis éher emignrh te less tlnrm

urf,ace .of a ma a et hod
approxfia Bl B ant THrRER TES EriShite S s Reb A A RGb gRoLves, where
it is mbRUPRIISSE s PP LAGUCK bgap% (8P b0t P HTREALARER! The
on on an oral surface.

propohe @bﬁdttﬂfe atimixédintpflapar efl (enaf oﬁ@lﬂ@l@@lf) t&iSQﬂﬂt By lipophilic oral

contacted with an oral surface. The oral conposition
care acfé‘cﬁﬂ%rﬁqhﬁgt& Héispixtse inqimiiesho the mtesbasgdanmmbcsm

e.one or _nore raI Lt benef t

where LR Wi BEREPGR RET rer oG oo e s dispersed. The
ot S6oR88 sAbe RSALL ALIRLIBTIRE., (o,
[6069] Thus, Inarytadf etnbedimentelis mesthod ofenilksng hn bhe con@bpositide

.conposi tion , described above nay be contacted with or
comprl%fﬁp@ﬁd;ag B gdriaional pealgare amvwwaélémr torthgrone|ogagere carrier

mgl'eciiQLQt%%rﬁbd*qg% 1%1'9&111% H%rot]fﬂ(gl% {Tng?rb’cﬁs angi %& gale %ﬁ% garg active

dé‘@ﬁ’ Ak hatieHdayR polis @ wa@kt 188 FRhQGohs hiflHte!
ngre 1vveelltilay bagl S, t}gﬁy eveﬁ %(or tl”?e bal an(g%glgf alifet ?(/vrrgéthcr

additiohgl0g8] cava ramusccempodndsa atesadbrcetontheedrater rhoren@irtiodihpobdients
r?éiﬁ ng oral ?rrp05| tions. As propolis extract is a '
prior topgirpang Bt torm ¢ hepnaanays seiire; YeadGipouhgsnixting with

| d d.by h "y
N L T A N
active 1@@@@& Rir RBRIPI vlletBEAlt CBARPERIthAD ﬁe&t‘i’ﬂ%’fd g leer than or

amxmg one or nore carrier ingredients orm a
equal thapogefiddsand whether inisdiyatidphgbia, hpdopbllics asidriaehtidoic, or

mon-iorylo Uyt A ) U k36 CRBIRE a%&c'l»%‘?’%aﬁq'“?ﬂ@n the
methodfcgfgﬂorla hé o}eh%oﬁl IS ér‘?taoﬁ%f? %fé %cq% iR§ e%ldergcg bassd apon these

oSl ehperatute
considet&nd. TR eﬂ@z@l@lc, 30 CertAin drRBSdiments, where the additional constituent

in the oral care active ingredient comprises a source of fluoride ions, the fluoride ion
source can be added to the one or more carrier ingredients prior to the admixing
because it is soluble in water.

[0670] The oral composition can be incorporated into confectionary and tropes.
Such methods of forming confectionary (e.g., gum) or tropes {e.g., lozenges) are known
by one of skill in the art, and can be prepared by, for example, stirring the propolis
extract and other oral care active compound(s) into a warm gum base or coating the
outer surface of a gum base (for example, jelutone, rubber latex, vinylite resins, inter

22



than or equal to about 25C. [0067] The ora
conpositions nmay be prepared by suitably adm xing the
WO pgredident s. For instance, in the preparati onPOIf/US2006/062502

nmout hri nse, the propolis extract nay be dispersed in

a flavor oil or an al cohol and then added to a.

m xture of hunectants, surfactants, and water. The

resulting rinse product is then packaged. [, 0068]

Dentifrices are typically prepared by addi ng vari ous

salts (including fluoride salts, when included in the
alin), destipbosiith amjvendntalswestiapes ot Ceftgnerss e 4K ORYC! SyYfRFteners or

any water-soluble oral .care active ingredients. . .o e
carbohy §opbBHILas 6 dateero ket e 1 ke R b aimspize the

CQRLAL el : S s ARAGARLNITRISOMTEY: han or
Pfopohsaea‘é“‘e%‘f?‘o%%%‘i?eéroﬁﬂ%ﬁ%ﬁ S s e R e e 5500
equal to Hp@upA®r. based m xture described above is added to

the container with the hunectants,

< ! uns, and ‘
[0071] pol yWéhere taeral spmipssBiamigie dhefre aFe gg'f)‘t jt6RRPeformed by
eated to a. t erature of qgreat t h ) : "
any rrkla G ARSFRNT AR o b 1O RO T /DC T o g Aperaiion ©
solvent %%gﬁr%%(g@%gs.pl@(l)ryéﬁ%hﬁale,-rt@gn!éﬁgfeeﬁﬁﬁh Wolydrs chéteny, a film

ess than “approxi nmately 38C (about 100F).
forming ey et tisidsolsed hien saffitiemednoiphofabsavémes hichtie pempitible

i's mi xed at high speed under a é/lacu&‘rén_f,gr aboéjé %(geé 0 41

with theapolymezo Afien atsekitionas heegierned ek PlagHEFLCA T REFET With
. . into flavor oil ..Cand/ or al : [ -

st PyEp RS o A ot S RS, Al ang
homogdn2ofd BbHebn!iRsHakn YeheEd, Hase edibyt theaddidreot thehetieel t

I's mxed under high speed and vacuumuntil
ingredi@uf finchueling praficisexsedt, sTHece ativergeaty byjkingegangesnd any

~and the mxture is again mxed to gi sperse.%égowl | Ne less

other ingegdiants s8ah 68 FREAIANISHERTRORS 6F 2 1BIRPRERTHIT QO &3T Srampre, e

co i thon_ _conmprises ' i Lol QR . Size and
than abGETROE 1 Pas GFoe, B A 1 O e BHEIY AT, Bf SbicfAE Gine an
shape agﬁ%%ﬂé&ﬂ% WiRbld @ragiexi ng. In other enbodiments,

additional oral care active ingredient is added
[0072] Wi t h THeeorat apopositiens awctpplited ioeoreoprogeroos! pstaeasan the oral

Whet her additjonal oral. care actijye.co unds .are ..
cavity, abpEOTet RETBh ETheRthe T L eI MR TR TS SRRy
. .o.adm xi . Nels j .
gingivif RefioMn RS Ao LMHAnERA0SH BURa R dh i imels AHIC B

compos34Hh XiiBits kfow@Pendeiusuralbidieinahd ferthér prowides at least one
additional © active ingredient (for exanple, whether_ it

of: antiaffamiridtetyaadiviyabiofigm disyryiresnd farprdratiedyagniasivity.
Thus, cgqggig}trﬁrgﬂoctgggggﬁ\égse {Jg}evridfla trmlﬂt%p@/ grra? ggr%qge%bfipsysqr@x%’c@nleb&sly.

{0073} The present invention is further illustrated in the following non%imitin g
Example:

EXAMPLE1
[0074] A composition in accordance with the present invention was prepared,

with the following constituents:

Component Weight %
Water 40-70
Sorbitol 20-30
Hydrated Silica 10-20 ~
Methy! Vinyl Bther-Maleic Acid Copolymer 1-3 N
Sodium Lauryl Sulfate 1-3 ]
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non-i onic).

worarogpdtdre or al

i ngredi ents,
exanple, in.
consti tuent

conprises a source of fluoride ions,

One of skil

based upon these
certai n enbodi ments,
in the oral care acti

source can be added to the one or

I

in.

in the art can readily
determ ne the appropriate point
conposition to add the acti vePCT/US2006/062502
consi derati ons.

the method of

For
where the additional
ve i ngredi ent

the fluoride ion
nore carrier

a-n-

adh
IngCUICHLQ

F}-"—'“’70]:cr1l ubl-e

| A-Wat-er.

HIIUI

h 1 1 FIr=Y
Sc GUDC |l TS

ost+ti-oh-can—be
}—G-ahl—pPe

TS

Eated jinto r‘nnf ectionary an

EU”?;::\;:Q Qu:‘“h

Titaniumlai,cp%;ﬁ

Carrageestanods of f ormi ng confectlonary

8.1g3 duni or__tropes

NaOH(e. g.,

| ozenges) are known by ong

20df3skill in the

Sodiun@bilts @ntfatanaliRnpte phlcedichy,

for ¢

QanPl e, stirring the

TriclosBiOpol 1s extract and other oral ¢areszactive
SweeteRPPOUNA(S) TNTO a Wwar m gum base of ¢pating The outer
hon()ﬁd @%ﬁﬁziiujlgun1oase (for exaggl‘ﬁimi usggguﬁiuooer
Propyless ‘@@éulbeEEOécaér?a\l”d;;:?;b!b%ﬁﬁgﬁ uoz:;;t}onal
SOdlunhFi:Vé}ri zers or «;nftpnp:':: sugar—0 G,i her _sweet ener.s
Alcohobr __car hohydrat es such _as_glucose 099 t ol _and the

Propolisifiéractn_certai n_enbodi nent s,

t he

PrOpbI3 s_extract is

Color added to the gum base when it

i s ab.(@0idnperature of

| ess than or

equal to about 40C.

f0071] Where the

oral conpositionis inthe formof a film it can be
formed by any nunber of conventional filmform ng
processes, such as conventional extrusion or solvent

casting processes.
sol vent casti ng,

For exanpl e,

to prepare a film by
‘a film formng polyner is dissolved

in a sufficient anount of a solvent which is

conpati bl e

been forned,
stirring,
di ssol uti on,

has been f or ned,

active

with the polyner.

i ngredi ents,
surface active agents,

a plasticizer can be

until a clear and

After a solution has

added wi th

and heat can be applied if necessary to aid
honogeneous sol ution
foll owed by the addition of the
i ncl udi ng propolis extract,
bul ki ng agents,

and any ot her

i ngredients such as flavors and sweeteners at a

t enper at ure
ease of use,

cont ai ner.
one or nore

pronot e over al

of, for exanple, |ess

the dry filmcan be cut
sui tabl e size and

conposi
or al

oral health,

pl aque formation,
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gingivitis, periodontitis, halitosis, and the like. In
certain enbodi nents, the oral conposition inhibits
w@e@abviad vari ous oral bacteria and further pPOWUSES6/062502
at least one of: anti-inflammtory activity, biofilm
di sruption and/or anti-attaclunent activity. Thus,
certain oral conpositions provide nultiple oral care
benefits sinultaneously. 100731 The present invention
is further illustrated in the following non-limting
Exanpl e: EXAMPLE 1 [00741 A_conposition in accordance
Wi th the present inventi prepared, wth the
Vvedai%gllomng constituents: Conponent Wt "Jo } Water -
- 40-70 Sorbitol v-- 20-30Y Hydrated Silica

Met hyhn VridonBb B8 fioMBbRIgisAGhd Cc ol vimgr =-3__ Sodi um
Lauryl Sulfate ' 1-3 23"WDO 2007/ 076446

PCT/ US2006d 63503 extaayor 10. 5-3 Tit ani um Di oxi de

10. 1-3 Carrageenan 0.1-3 NaCH O.%-B -~ - Sodium . .
Salts (sul FaPEl CRE HETACRMRNIIESTRasT s FQGaRbacterial

0.1-3 et ener 0. 1-2 4. _ b osen
Pr opﬁgé%\ge@ %Igz]tg?aﬁg?%%‘%?&éée%g’da %lr% %Fu o rg{%ﬁ)dp %gc(}% ot an anti
Al coh@blammater}QgRd akdPropol is Extract 0.0001-3 Col or

_j 0.0001-1 24"WD 2007/076446 PCT/ US2006/ 062502
CLAI MS a source of fluoride ions.

2. An oral composition according to claim 1, wherein the propolis extract is

present in an amount of about 0.0001 to about 3%.

3. An oral composition according to claim 1, further comprising a polyhydric

compound and water.

4. An oral composition according to claim 1, wherein the propolis extract
comprises one or more active compounds derived from a propolis source in an amount

of about 1 to about 5% by weight of the propolis extract.

5. An oral composition according to claim 1, further comprising an anionic

polymeric linear polycarboxylate.

6. An oral composition according to claim 5, wherein the anionic polymeric
linear polycarboxylate is an anionic polymeric copolymer of methyl vinyl ether and

maleic anhydride.

7. An oral composition according to claim 1, wherein the oral care active
compound is a cationic antibacterial agent chosen from benzethonium chloride,
octenidine, hexetidine, hexamidine, cetyl pyridinium chloride, alexidine, N#-acyl amino
acid alkyl ester salts or mixtures thereof.
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W claim 1. An oral conposition conprising: a
propolis extract; an oral care active conpound chosen

wo e@mo7&4€at i oni ¢ anti bacterial agent, an PCT/US2006/062502
anti-attachnment agent, a biofilmdisruption agent or
an anti- inflammtory agent; and a source of fluoride

ions 2. An oral conposition according to claim]1,
wherein the propolis extract is present in an anount
of about 0.0001 to about 3% 3. An oral conposition
according to claim1, further conprising a polyhydric
compound and water. 4. An oral conposition according

é o cl gh %‘rz}l 'CO (szfhgn %P@orBEIRP@ &Iém‘?%tﬁ ﬁ@ein @}%TBHI%;?& active

one or nore active conpounds derived froma propoli
compo8RdIis ehbsendRo@blstdoco9f-Lakgitind rethwikatsr, &%@}c()%[.gshtgmme
of the propolis extract. 5. An oral conposition
ethyl uaer, OFetepapyi-6.-aiganime propyl edhen \b*cﬂ’f‘ﬁﬁfpsl hgelrgmlaﬁ imepthg! ester, No-

nmer.i c I| ear gl ycar boxyl.at e.
stearoy R A gBns SHOL Cabr o R LT DALAE O e TP Hfes thereo.
pol yneric Ilnear pol ycar boxyl ate is an anionic
pol ymeri c copol yner of methyl vinyl ether and maleic
anhydAhdgal comprsitivabcoatpgsia dl@ﬂm a,cwhr:ﬂjm ¢hd¢ Or'd lcarenactive
1, wherein the oral care active mpound i S
compoghd compsisaneiltyh ey hiv Ggages e Méﬁoqlﬂ@we é*ﬁlzéfﬁcﬂmca sl

chl ori i di ne, hexetidine, h.ex-a idine, cetyl
PYﬂndﬁyV¥H#ﬁ?%ﬁ$§ﬁf§-ide, al exi di ne, Na-acyl anmino acid.

al kyl ester salts or mxtures thereof. 25 WO

2007/ 076446 PCT/ US2006/ 062502 8. An oral conposition

m: cor Anhngal wmpaditivd acedrdireg to dlhien by @heoan ¢haotdlvere active

nmpound |s chosen from N, a- cocoyl L- ar.gi_ni ne met hyl

compogg@i é?rchosm mdg,qzy@% B}bﬂﬁtﬁb UERIRVE ad gf:nvatlves or mixtures
hercofNu -cocoyl -L-argi ni ne propyl ester,

NAY- st ear oyl =L- argi ni ne net hyl ester, N--

stearoyl -L-argi ni ne ethyl ester, Na-lauroyl arginine

ethyl ester, salts or mxtures thereof. 9. An oral

thnpoAitdreinccasposidongcetadaigionldim Inlvbesiin thderarcate active

care active
compound is chosen from: indomethicin, flurbiprofen, ketoprofen, ibuprofen, naproxen,

meclofenamic acid, at least one free-B-ring flavonoid, a mixture of at least one free-B-

ring flavonoid and at least one flavan, an extract of magnolia, or mixtures thereof,

12, Anoral composition according to claim 7, wherein the cationic

antibacterial agent is present in an amount of about 0.001 to about 3% by weight.

13.  Anoral composition according to claim 1, wherein the source of fluoride

ions is chosen from sodium fluoride, sodium monofluorophosphate or mixtures thereof.

14. An oral composition according to claim 1 in a form of a mouthrinse,

dentifrice, confectionary, medicament or film.

15, An oral composition according to claim 1, further comprising one or more
carrier ingredients chosen from: surface active agents, viscosity modifiers, thickeners,
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conmpound conprises ethyl |auroyl arginine ester
hydr ochl ori de (ELAH) or cetyl pyrindiniumchloride

W@ @R@N76440. An oral conposition according to cPEi/IsA06/062502
wherein the oral care active conpound is chosen from
enzynmes, histatin, furanone, and derivatives or

m xtures thereof. 11. An oral conposition according

to claim1l1, wherein the oral care active conmpound is

chosen from indomethicin, flurbiprofen, ketoprofen,

i bupr.af en, naproxen mecl.of enam c_acid, at | east one
hurnectpie dlupite PRTIORHEIME SE P s Ledp QP radeesoRputt feel agents,
sweetellih€8roBnts| hﬁgo%%\ag&wsﬁs&o&lm\rak&é@ loPfifty bk PYARv Al es

extr&ct of magndlra, or m xfures thereof, 1I2. An oral

conposition according to claim?7, wherein the cationic

antibacterial agent is present in an anount of about

18: 00170 S RFOMP BB HOREHENE to dBm Anvberin dynped ceicastive
compm?g% gsrelg{s QC %gcgﬁllmﬁkg%m&%%%%%n&h@ &% ?uﬁ 8%%" r%éf %&,}ou §8bt goe about 3%
bymmgﬂﬁnofluorophosphate or m xtures thereof. 14. An oral
’ conmposition according to claiml in a formof a

nmout hrinse, dentifrice, confectionary, nedicanment or

film 15. An oral  conposition according to claim1l, )
Vor t Ho R AHTRIFIEOR SR AR AR S Hreodab fazs active

compoa%rlinlg ?s?{ll% %ﬂét%x?%%&@l&ga fe‘}\% '16"}5%?%8:8%3 Bu?éasi%%%c{l%nti—inﬂammatory
drug (NRQIIYS2006/ 062502 humectants, diluents, pH modifying

agents, enollients, noisturizers, nouth feel agents,
sweet eni ng agents, flavoring agents, solvent, water,

ol orants .or preservatives. 16. An_oral conpositio
10 or A gk SR S 0T ACRKERIS 69 GHEY b ay N &e ATty glammatory

g SRR 0 N HSSLFSI BREBLCEBA ol e

meclofepiadhic @I asidabiotheaiee@BAiing fhoofbidl MrdixtMRRIF ek Tedbhéne free-B-
~_oral care active conpound is an anti-inflammatory
ring flageeeid arshprleaitvgedlaven- an extohdall naagriolianfr rainatesrtereof.
drug (NSAID). 18. An oral conposition according to
claim17, wherein the anti-inflammatory agent is

1ghose fo&éﬂ'?ongﬁ;%% Q&%@P&f tjgh%ﬁhpf ﬁfvﬁ'fbregfﬂ‘\%%ﬁ{—ﬁg}ammatory

I buprofen, na xen, am c acl d, east one
agent isf preser-ihiamgarhbaviosteibdut 8.001 xb ubeutd % ay Wweiakt, one
free-B-
20.  An oral composition according to claim 1, wherein the oral care active

compound comprises a biofilm disruption agent chosen from: an enzyme, histatin,

furanone or derivatives or mixtures thereof.

21, An oral composition according to claim 20, wherein the biofilm disruption

agent comprises a protease enzyme.

22, An oral composition according to claim 21, wherein the enzyme is papain
or ficin,
23.  An oral composition according to claim 20, wherein the biofilm disruption
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ring flavonoid and at |east one flavan, an extract of

magnol ia or m xtures thereof. 19. An oral conposition
w@ewandismg to claim 17, wherein the anti-i nfl aP@BEUSI006/062502

agent is present in an anmount of about 0.001 to about

3 % by weight. 20. An oral conposition according to

claim1l, wherein the oral care active conpound

conprises a biofilmdisruption agent chosen from an

enzyne, histatin, furanone or derivatives or m xtures

thereof. 21. An oral c It rdin o claim
agent ‘5258>W1téf‘é“|r’napf‘ﬂ’émbﬁ’%qoﬁgg@lgi 2 6??\5% g’ efEeonpri ses a
prot ease enzyne. 22. An oral conposition according to
claim 21, wherein the enzyne is papain or ficin. 23.
2An orah o@@lmspdm@dm acooditigntg dancl dumh20 compeistiga theier that
bi ofi Il mdi sruption 27 V\D 2007/ 076446
Compl‘l‘Fé@’E/ Stus,@@@@/l%@ ggent dgeen frogn: @rxwemmq: pludpctanb gatloge surfactant,

0,001 o about. 3% or al
betaine éBﬁ‘ﬁS@ﬁt’l %ﬂpé te5F aPH; Ctlag%f g}lﬁﬁ%fts FT?F?‘#AP conprising a
carrier that conprises a surface active agent chosen
from a non-ionic surfactant, cationic surfactant,
et ai Aensirvliat pastentaghataid fosuidradhgatbioflnroxtar @sl surface
thereof. 25. A nethod of preventing bacteria from
comprifing i gtea eyl YiRg dp saisl Qfﬂhmémea@@np@‘@ﬁﬁmasqtmpwéon
tq sai & face a conposition a
Ccmpmé%%ﬁgmtaf %ﬁnié@ﬂ%ﬁnaccoﬁgl% o‘lrla ftl'onposi tion according
to claim1. 26. A nethod of suppressing an imune
systemrecognition of an antigen in an oral surface
2f a Asmmthbd of suppiesbing cadmmiist ey $tag @cognitiosi ¢fiagrantigen in
according t cI aiml to said oral surface. 27. A
an oral giggt ?F@dog? ma@amé ﬁ@n’éﬁlsi 1@%’—%’%‘&%%8%180“ according to

| lying a conposition according to claim
clmmlﬁ@g%{goz{n orl'?ﬁ?(%surface 28. The nethod according to

claim 27, wherein the i mune systemresponse is
i nflammation. 29. A nmethod of suppressing production
23t orfe roethrdroé redutiing ensmofund sifstamraspaseonmgrisrghpplying a

surface, .conprising_ applyi an oral conposition
COmPOSété‘%‘b?‘di%éu’tcotO R g? ﬁopg% O’éfﬁ %BF%FQ'S ur f ace.

28.  The method according to claim 27, wherein the immune system response

is inflammation.

29. A method of suppressing production of one or more mediators of
inflammation on an oral surface, comprising applying an oral composition according to

claim 1 to an oral surface.

30. A method of maintaining or increasing systemic health of a mammal
comprising applying a composition according to claim 1 to an oral surface of said

L'd

mammal at least once a day for at least 2 days.

31. A method of making an oral composition comprising:
admixing one or more carrier ingredients to form a homogenous mixture;
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30. A nethod of maintaining or increasing systemc
health of a mammal conprising applying a conposition
wa@aewandismg to claim?2 to an oral surface of saPdI/US2006/062502
mammal at | east once a, day for at least 2 days. 31. A
met hod of making an oral conposition conprising:
adm xi ng one or nore carrier ingredients to forma
honogenous m xture; 28 WO 2007/ 076446
PCT/ US2006/ 062502 adding a fluoride ion source to the
m xture;. adding.at.| east one.of:.a cationic
ant i b‘ﬂécgqlggiaaflllu%é‘z%ﬁn bglliu%ﬁw{g)l tpﬁt@é‘%ﬁ%nt agent, a
bi of i Adﬁlﬁg%& Uit 8Re 86 %%&ﬁ@ﬁic%t%&ieﬂaﬂ‘ﬁé@z%ﬁ Qh¥-attachment
agent; and adding a propolis extract to the
agent, shoichiyantierigptivixigare oatn ketpeflatnmerofagehieasdt han or
equal to about 40 Cto formthe oral conposition. 32.
A metHEHNEARIOROHS exgadtaiths Bemogrerer i HEI QA e pRyatures of
- f_one [e, ier _ingredients o rs at a
tess thafl 5P FBGRACE Bl BF R SPREHLE Soc” 33 A
met hod according to claim 31, wherein the one or nore
carrier ingredients are chosen from surface active
Fgent & methodogionding tb flrenS], whieckisrike sdmikimgedtomete, more
. diluents, pH nodifying agents, enollients , R
carrier {{gre lﬁPFsz‘é‘r%é‘FS Ao IR aiuTs gasrter thas, Wrerdial ke aear0sC.
flavoring agents, solvent, water, colorants, and
preservatives. 29

33. A method according to claim 31, wherein the one or more carrier
ingredients are chosen from: surface active agents, viscosity modifiers, thickeners,
humectants, diluents, pH modifying agents, emollients, moisturizers, mouth feel agents,

sweetening agents, flavoring agents, solvent, water, colorants, and preservatives.
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