TI TLE OF THE | NVENTI ON Met hod of Reducing Oral Tissue

I nfl ammati on Usi ng Magnolia Extract CROSS REFERENCE TO
WOREOADEBSAPPLI CATI ONS [ 0001] This applicati on PCHURB05/046238

priority to United States Provisional Patent

Application Serial No. 60/640, 161, filed Decenber 29,

2004, the contents of which are incorporated herein by

ref erence. BACKGROUND OF THE | NVENTI ON [ 0002]
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) bacteria, The st co n.bacterial pathogens. .
inflamPRAi{oR ea8 BEoTeq WeRRagYarc i R Gl e e by g oral hygiene
orvar&aasys&ﬁmg-orilgﬁs. nmut ans), Porphyrononas spp.,

Actinobaci| 'us spp., Bacteroides spp., and
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discasde she pthogenesid ofithesdisease is mediated by the host response. Circulating

polymorphonuclear neutrophils (PMNs) are largely responsible for the hyperactivity found at
sites of infection. Typically PMNs and other cellular mediators of inflammation become hyper-
functional and release toxic chemicals that are partly responsible for the destruction of tissue
surrounding the foci of infection.

[0004] Thus, bacterial infection of the oral tissue stimulates the host’s immune

response and diminishes the healing process by up-regulating inflammatory mediators that cause



surroundi ng the foci of infection. [0004] Thus,
bacterial infection of the oral tissue stinulates the
whoe®b/0s1653mune response and di m ni shes t he heaP@TyS2005/046238

process by up-regulating inflammtory nmedi ators that
causesignificant tissue damage. One class of nediators
extensively studied for their effect on the
i nfl ammat ory response is the arachidonic acid
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t f0&peutQtbe tematmentmidiads inshide theedse of atinaicohial therapeutics and
ot SR e e BRSSP TR QPR o e e soue
of irri&hﬁ?s%&d@erﬁ%ﬂﬂﬁ hiretshev foostiect BHOR i@ A ASPorise td the tdxind sesreted by
secreted by the bacteria. In addit.ion, _g};ét ain

the bagieipp baddiionasratagt Hitbiofie rrd QthIHEMITRAHpeERguLSs potentially
cause! %ﬁﬂitoh 3k Bﬁé} fﬁg&ﬁﬁ AL RBu@ion OF LsqIMEAHS JTRIFAT&BR oloration,

uctiron o esquanative gingivitis, discoloration,
the potdrgiapfor entibiietic esistangetdfisi polangeduiage,qu oeellad exacerbation of tissue
. ral onged usage wel | as.exacer. on of. ki
it SRR STEH Hle i vl rE R iRy gl
comp&éifion thd dadleffogivant lediddf draltizRicafifarmimatiorciappaseskively diseased
can effectively reduce oral tissue inflammation in
mamipaliggsuliityel y di seased mammal i an subj ects. BRI EF

SUMVARY OF THE;k YRR ROQOF T HE imnemeiondti nent,  a

net hod of treating a mammali an subject having oral
t (6T i dhloaerembodmeit apraghoddé treatittger memmetarcebjnct kaving oral
tissuecigﬁgn?r%gtiior}l ] %po%icieﬁf "I%g?r(ljeﬂ%rd%lom%hg’e% l’c':%nt\ﬁnctg& the inflamed oral tissue with
an oral composition comprising an anti-inflammatory active ingredient consisting essentially of
an extract of magnolia and an orally acceptable carrier. The oral composition reduces
inflammation of the oral tissue by reducing one or more mediators of inflammation.
[0008] In another embodiment, a method is provided for reducing oral tissue

inflammation in a mammalian subject. The inflamed oral tissue is contacted with an oral



an oral conposition conprising an anti-inflammatory
active ingredient consisting essentially of an extract
wotiagresd i a and an oral ly acceptabl e carri er. PANESmOHD46238

conposition reduces inflammtion of the oral tissue by

reduci ng one or nore nediators of inflammuation. [0008]

I n anot her enbodi nent, a nmethod is provided for

reduci ng oral tissue inflamuation in a mamal i an
compésitijneoprising airohtiaitethgamalunt ofssmtitisfllaonatact adiveditigdiedent
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anti-inf]lammtory and anal gesic treatnent, Further,
the pregrat igventiop grpepriambiondriosgrationsebiorth et anmmat ory |

consti tuent trr 1 m@% i ENTE

bot ani cal slgg??}nglE-urt dgl@gé(gg@%gﬁggﬁ?s&gngw
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both the ligwitius 2geht pnéd thedtjuvd tiseepdn e aehicdbindt ibghdragtenzed by pain,

heat, gﬁ%ﬁ%ﬁrs,gs%egg{és glgch I§§S S g’dtioﬂ{h b?lquon?celrn\flgr%rrltagoﬁj %Séts SV process and

primarily characterized by the formation of new connective tissue. Chronic inflammation is

often a continuation of acute inflammation or a prolonged low-grade form of inflammation (such
as that associated with periodontitis or gingivitis) and usually causes permanent tissue damage.
Histologically, inflammation involves a complex series of events, including dilation of arterioles,

capillaries, and venules, with increased permeability and blood flow; exudation of fluids,



both the injurious agent and the injured tissue. In
the acute form it is characterized by pain, heat,
WO ean®ss3 swel | i ng, and | oss of function. ChroPCTUS2005/046238
inflammation is a slow process and primarily
characterized by the formati on of new connective
tissue. Chronic inflammtion is often a continuation
of acute inflanmation or a prol onged | ow grade form of
includingfpl Afmagrbeins (Middéukasytichaigramadad dtegdflamatory locus. Inflammation
periodontitis or %;nglv tis) and ysua
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preseﬁ)t 11?\}en{1bx§,scﬂ§productlon of cytokines is not entirely repressed. Thus, in various

embodiments, the magnolia extract active ingredient is present in the oral composition at a

concentration that prevents the over-expression of one or more inflammatory mediators (which



surface. [0016] In various enbodi nents, the ora
conpositions conprise an anti-inflammtory agent at a
W@ oweleTitesat i on where the production of one or POF/ES2005/046238

proi nfl ammatory nedi ators, such as for exanple, PGE2

or TNF-ce is significantly dimnished. However, as

recogni zed by one of skill in the art, a conplete

suppression of formation of such cellular mediators is
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therapeutically beneficial amount of magnolia extract at repeated intervals over a period time,

from one week up to a lifetime. For example, a typical method for treating diseases, conditions,
and disorders of the oral cavity that are associated with inflammation, infection and elevated

levels of one or more inflammation mediators comprises administration of a therapeutically



physi cal manifestation of inflammtory response due to
a di sease or condition. Upon treating the inflaned
W e®se653 he i nfl ammati on, di sease, or conditiPCI/US2005/046238
aneliorated or prevented fromdeteriorating to a
wor sened state. For exanple, the application of
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side e&‘fla&?]gﬁum o tgxfcﬁﬁ iRit8iork HEPARE it ?éggblﬁepécﬁi’{rhgﬁgraité'\nﬁlﬁ]a reasonable
ani product;’ such as a pe ood, pet food
benefi/rsh kative The peasent ineentiorepoyidepmethodhefmse dyprovide taraeutic benefits
osition.nma

using\%?ﬁqgﬁe ﬁplgp%?orﬁé]?% Flg S%%vt%ﬂﬁg ilgﬁgilol_mp%gigg & teﬁt?a{cit 8P1§1agnolia for
use with a human or other mammalian animal subject that has inflamed oral tissue.

[0024]  The compositions of the present invention comprise an extract of magnolia.
As referred to here, such an “extract” of magnolia is an extract from dried cortex, or bark, of a
plant from the Magnoliaceae family, such as Magnolia officinalis, (hereinafter “magnolia”) or a

synthetic or semi-synthetic equivalent of such an extract or an active component or compound



Preferably, specific materials and conpositions to be
used in this invention are pharnmaceuticallyor
weomaeticsal | y- accept abl e. As used herein, SuchP@rUS2005/046238

"orally acceptable” or "cosnetically acceptabl e”

conmponent is one that is suitable for use with humans

and/or animals to provide the desired therapeutic,

prophyl actic, sensory, decorative, or cosmetic benefit
thereofli Pﬂa&uﬁblja mdma:tadﬁ/Magwhs iCoveterfthe bark of Magholémoffiorntis)togntain active

compcl}urélrglg%l IB}%% glggtg}laﬁ it grgrosfx}e?)gn?c)lpgmcﬂfé 1?9(/6 l}onoﬁofe‘whlch

have deffOMétFhesl vaBlchRoms!] Iﬁf)pdﬂﬁf% atg@mQtr D Vhdenstih tea @it test Minimal
benefits using oral care conpositions h V|n an aCEIVG

Inhibitory Ferieatitiond )sﬁﬁbo‘%b%?&?t%&}tat &R Hiahown dhefpenglippeae family
1 h
o s R B S5 TR O ARG BABLRRIS by s
that the kmtrzmt esepises A emimlombwdirmﬁestevaaamneemram ofgf cqma?gmod pedected
r ef erre to.here, ch.an r.act
from 3 i Farstsopp S e el HOPIED, e iviRoen g1 TR RileRil, ana
numnﬁngkggnollaceae famly, such as Magnol i a off|C|naI|s
(hereinafter "magnolia") or a synthetic or
s @95k y niMrempla exfract rgrwiee HhsrexgIreHOB A QRICF e Bommmatory
a

medlaﬁ)cf% in aog%lgtgo ?/%m:ul?ﬂ}é &chi??%;g{ct r%g ostfggﬁ‘fdﬁwgs %lgﬁ?tgenes tumor
necros§ facoir-apha S'ﬁNE‘ﬂN)tlaﬂeﬂeLémtsl, el the nnptugﬁlj&sform of m@nm@{lde using cell

cultur{: é‘?Yl&%’] g)la?ealﬁgeﬁgsk -I\g?g‘no e{a){:t??lg%%eo 1'%3 CeS PMT?‘ ar?q%atlon to sites of challenge

u&ng@ﬁgﬁﬁﬁb@ﬂﬂal properties against S. nmutans in the in
vitro test Mnimal Inhibitory Cbncentrgtlon

sH3fL beisrisedberematexipsiing] ahtexfrgant Aka ﬁ;ﬁ@rﬂg:}aqgggggenal means
conta{‘;ﬂl@ﬂll éténaﬁg)}q'ﬂﬁgﬂ Pgéb(gl n%@gl&ﬁﬁ%%%d@%@ RisRBc AR ERHM to be

used tern I ments, preferably such that
extradtdnleﬁcmxtheanattemwnfffhesee@e anteid isrsobid,abis ardfgrallfy fdeicd pndcrushed or

oncentrati.on .a .conpou sel ect ed from r
grounf GG Bep gt ok iR RPN b kR an Sxraeph Ay b adiedfi oy
convehBbiad Myt ehisae Ak ohe ofahill il thé bt efsr éxhﬁip&;oﬁy u@1ﬁ@215]3xtract1on
Magnol i a extract reduces, the expression of one

apparpipss iswby agreorBle) apRsbus Whishireaigs e sofid aygteriahing holiarapg glows the
solveﬁ:&f& Ay Qﬁ%u 1 el #@éﬂ'&g OPB %Ie%g n%riﬁié D¥vent SRLELHANESother and then

t unor necr SIS ctor- a , Interleukins, and
separa:timg thenlamed &desoflid phases omworlrrumsc@bldélqusil phgseseduch eeby fltiation or by
i ﬁﬁghtro .experiments. Magnolia extract also reduces
setting K ¥%ation to sites of challenge using animal

TTWHW]S [0 Qﬂ@}mﬁ&dlﬂSﬁﬂNhgﬁ@idEXtraeKﬂs mede ifen’ drivd Magnolia plant bark
"extraction" of ag%ﬁlld or. liquid naterlw

and cqroh RIBRHGPY FEAMSEPT BTk 23 APRISEREE 14T CoTgErsolans
1nclucfe%aﬂaﬁloi Qﬁlaﬁbﬂbﬁkﬁf}ﬁﬁé ShloHES 'h’é%etc?clgﬁexﬁffé "p@ﬁtﬁﬁéj pE’&&Eﬁm ether,

erraterla Wher' e erraerla ) SOI
chlorcpfpmﬁ elnseﬂm@ﬂqm asitl, athpllene dishloddarang ﬂladmﬂuqrp%an%osuch as 1,1,1,2-

B B 4 RSO SRR G 5 v
aboutSkb labouit B0 hhks, pidferabl abexdSplatts tdgbous3garadnf edlt¢making an
extraction apparatus where the solvent is contacted with the bark to obtain a concentrated paste
which is then subjected to one or more additional extraction steps with different solvents to
further concentrate the originally obtained paste over an extended period of time, preferably

about 6 hours to about 1-2 days, more preferably for about 1 day. In one simplified method of



apparatus, such as a Soxhl et apparatus, which retains
the solid material in a holder and all ows the sol vent
W 20060053 hr ough the material; or by bl endi ng PEEUS2005/046238

solvent and material together and then separating the

liquid and solid phases or two imm scible |iquid

phases, such as by filtration or by settling and

decanting. [0027] In one enbodi nent, Magnolia Extract
extractiéh, Iﬂ’aadﬁleﬁ[ ansid iMegnMigbak iimathp|femt ofrepdeden o aataclse with a

L LT T RN A G I

extracti®t V¥IAGREanCa¢ticHfainhi R 8t 53tbce{b@tﬂt€90%1§0ndkﬁﬂtaﬂ@ gbout 5 to about
petT ol eum et her, chloroform hydrochloric acid,

50% meaghglobne di chl ori de, and hydr of | uor oal kanes, such as
e @ha Ets uQ438n oral
T R LSRR
care cxahpnsitlcﬁls 1aﬂe cﬁhepjbdlﬁﬂ)lcp ataibly arpt lefve mbbblom salfstypar ong
Cgo ab arts of zlol vent1 usi n% tdrbac N ool fluid
embo f\‘Rﬁ? FEveionsGF Magto A xE8 t‘%\}ff’ ytsﬁ‘p? RfiggL R
extractiéh @m)mamg cEBHE kI8 (€0, P Siperciiiéat fuids ateh@éeﬁuiﬁj pobaties
to one or nore additional extraction steps wt
betwee] fhpiertentnogasly ahase of gasragd iquid- FEerewRY ?%%tlé’nﬁ ﬁ%“tml the properties of
RESE R&Li@bik
e o LENATHLYS AR ASEESIE BURC Y RIS, it
behavimr efeperalihgyorf the amﬂwamom Spgreritinal dhvedsgiserp soliv et dhates taardily

. extract.ion, .the drie cr d ar
wvailef g P o S OUIEH TG BRU ST A BB APl dr BLP s g toxie
non-eXpiokit, 8sadil} availkblé ah& basdllylreras et i the (ekirdctd Bpybludto HrOdem;

a concentrated final extraction_yielding an extract
tempegagienfoniSKE apermerally i AhBatersGos it ok EFodities agnyolgent-fiee
produ&t g%ﬁrthé g\/& Athlﬂzlal PQ[QI%&‘LH&IDI‘CQ&%&]?I‘ red

i nents, a ural extract active ingredients
u{wa9] n @faalhraha)ntamnam&lattm@nbe eatentigfly p@@midm ethpy exfraction

TN T T T N —
as arisochbBEhcill 8nd SlRAliSGuly a§1ﬂ@§fo@ﬁﬂ1ﬁd #d |tu‘tfdctiﬂaﬂn€,)@ﬁ¢‘ kept atdow

(SFE) using car bon di oxi de er %I‘Itl cal
conceRtrafions (faF exagae gengrelly 15?8&}3@%9 00 seqeBor Pohdt Gsremgodiment

where tﬂé) ohaqg] 2a6icRl b? AFEARY elxjﬁg& '1§jsubﬂﬁﬂ§d?1§rfpee\fﬁﬁﬁ SlchR03

contr the properties’ of e supercritical fluids,
alterawnsdaho@nabmgphefat ard wates figassdlydaereidhesy pad other mefaets.

SIHDE | e P bl g SR Mol e PR Rcrrable

Certaid \Wadthat| of maghEliRR e dtite, prédite @il tleowe pfoalhlbwthstaﬁ afﬁcﬁimo
and. H20O). Carbon di.oxide is non-toxic, no %dpl oSi Ve,
formulage iy Wrakfarq sopPesiting 5o g da de¥eR GhiopgPncentrations. In

certaift éﬁlﬁ@(ﬁh%gts pglﬂgé’;&faétlorf) pro8fces atnﬁﬂsﬁ %%HE&&T §Qhagabhia &tRct (a light
genera low to noderate. Thus, roduces nearly
beige poiduet) thak isqartpubdysigablaf apsiatioalty ﬁwm caﬁlwowp@h@n al
terioration reactions. [0029] Natural contam nants
S‘rmy be potentially present in other extraction
[0031] In various embodiments, it is preferred that the active antibacterial ingredient

form

comprises either magnolol, honokiol, or both. Magnolol and honokiol are non-ionic

hydroxybiphenyl compounds, the structures of which are believed to be as follows:



met hodol ogi es are generally absent in the SFE
extracted product. For exanple, conpounds such as
wa@eiospoehdl i ¢ aci d and al kal oi ds, such as nagnPCT/UR2I965/046238
and tubocurarine, are kept at |ow concentrations (for
exanpl e, generally less than 0.0002 percent). Thus, in
t he enbodi nent where the magnolia is extracted by SFE
the extract is substantially free fromchem ca
al terations brought aboutmpy heat ayid water, from
sol vent residues, and other artifacts. [0030] Further,
certain magnolia SFE af e very cosnetically
acceptable. Certain ) gnol i a extraction
produce a dark brown At is difficult to
fornmulate in an oral posi tion, due to the dark
color, even at |ow doncentemtions. In certain
enbodi ments, SFE extpaction produces a ruch |ighter
col or of magnolia eyfract (a |ight beige product) that
is particularly suitable for ??sthetically pl easi ng
oral conposition f or nul atipgrelo [0031] In various
enbodi ments, it is preferred that the active
antibacterial i ngredi ent conprises either magnol ol
honoki ol , or both. Magnol ol and hongki ol are non-ionic
hydr oxybi phenyl conpounds ructures of which are
bel i eved to be as folteu«s: A6
Additionally, tetra y
t et rahydr ohonoki ol a
magnol ol and honoki o)/ often found inrelatively snal
concentrations in the extracts of magnolia, and as
such may be included) n the anti-inflammtory
ingredient. [0032] 7 us as wll be described in
greater detail bel ow, éario s enbodi nents of the
present invention, an eff &9 anmount of magnolia
Additienilla @Jtraﬁﬁﬁpﬁlh thﬁ@ t@fah Hableondkiol ¥ Hyarggenbtslisanalogs of magnolol
nol ol , honoki ol , tertrahydromagnol ol and
and hwl%oé Rijen HehBIEkvelamal epRfeRiations Mube extRcis magegolia, and as
such 1tnglu!i&1n¥1 %é ?r{tlhl%ﬂ%ﬁﬁﬁﬁ leg%éllr&ﬁ ion of cellular
rators of inflanmmuation n oral tissue at sites of
| ffoBajmatThos as sl bd dbﬁﬁnbm‘ mcgtaatﬂn de@d\bﬁkmn frevarigus embodiments of

toxi.ns, or tr avi t effective
the prBL TP ARG T S PoeERERtE Se T eo Tl S ifore acive
comp@flds:ihdghoRA, HohelkibT, k@ﬁﬂﬁfdﬁfrﬂagﬂﬁldl at@ue@ar@damummbmnﬁ@mxtures
reduce the concentration in the mgmmalian subje

thereofabirh presedstojiphipH dhexgess prafueiongi celasppfigetsol Finflammation in
oral tlggu@ at & 5 Yﬁnﬁgﬁﬁa tiHh @ﬁfs@éﬁ?{ﬂfédﬁoﬁ %ﬂpfr&%ﬁérﬁﬂ t&ihs, or trauma in the

Interce lator activit 33] In vari ous
oral cavityo dimeffictye arh@magmgmcéla@xtrm eed u9¢s thetevpls esagitvity of

proin%r%ﬁat%{ygﬁecg%gﬁradgqe}fa{eqa%g ol ocle éléeo ho @1{9 %1R1(1e ?1{ thp &taﬁnﬂlaﬁlaﬂ Igubj ect to

basal levels in the oral tissue of the subjects treated, without unnecessarily suppressing all

intercellular mediator activity.

[0033] In various embodiments, the magnolia extract of the present invention
comprises magnolol, honokiol, or both in an amount of about 2% to about 95%. In other
embodiments, the magnolia extract comprises magnolol, honokiol, or both in an amount of about

5 to about 50%. In one embodiment of the present invention, the magnolol is present in an



enbodi nents, the magnolia extract conprises magnol ol,
honoki ol , or both in an anpbunt of about 5 to about
WGOMs/0Twsdne enbodi ment of the present inventiPCT/US1005/046238
magnol ol is present in ananmount of about 30 to 50 %
I n anot her enbodi nent, honokiol is present in an
anount of about 10 to 50% nore preferably in an
anmount of about 30 to 50% Magnolia extracts anong
amouritfedabout é@twﬁo %erIelanothcreendmdmrxt,l henpkiokig areseisliean @reunt of about
extra obtaln e
1010 5 S et Hiaplyn 87 = M Bo 05 d 0 on S Rflq BBl mops those
usefuliePéin b8 Q3khneAd iy avatlable.yOné firheatas id dSkﬂfIlh@Tb}OHFA—BA extraction
magnol ia extract in theﬁgral care COEE?SItiOH depends

and cqrppsises Magnabelat pheut é SR PRk Rt 820U he%act i ve
¢ nd SaSttiHf exirdct irbthe oral
B Ay e s o
compqmnesehpendayapvmﬂgc relstiveeogmittzion bfjthe petivsicosippyndsiin therpxiract, and
as sucgylﬁ 154 cgpiiegppgaé ﬁ%’trtﬁ% Iargg% fo{ ﬁhe Olfahe]lxog e%&%q*naﬁmﬁy lc1§recogmze:d
by on€ 6f3k@Sintthert. FhE caxampition oﬂﬂlﬁfabﬂivenﬁgﬁdieiﬁp umicylli]éqﬁndbnt upon

relatively | ow concentration of_ an activ n red
the fopg oRfiPE AEHPPTATE SE°T CHBIRLS, TBUERER wa@ﬂ; rslag ety low

conceltrAElor 6o Q@t%ﬁﬁ@%&l@ﬁ‘t LOWRGH H@ﬁfﬁn&é@ege‘}@ QEtodBipbWaERtave a higher
osage based on ease’ of di spersion, Likew se,

concegwaticwdo a@nweyche enmpodiliversh dosagp basstl oy ehwwé digpersioat iLiksmse,
confec\ghoggfy cog‘%f)?lgonscto nl%%ﬁ‘} LR Ia?&ﬁtnpely %ﬁ&e r\étggel Jt Qf)&%&lﬁrgttmnts Qf active

I Cle I'spersion as ve or
ingrediBgtd &ﬁb&@ufﬁdﬂ&ﬁﬂlspw@ioh% they diskotivé bngre hstidaeedr | es by

whi ch t he esent lnvention | s boynd, enera ..

U3 oo SRS Rt Tisaine o tha<as by S{hath it ont i ERp He PaRrL it
gener%@&JdQBétoﬁgac%hcf@gl@%l '(Iﬁlrﬁ?ﬁ'ilfnaﬁihlbﬁt@ﬁ/ CRRSMIRDnPYf magnolia

negnol ol , honoki ol he conbi nati on of both active

extraat éamwﬁasq by maigeelak éﬂnqmimr the @repinationrd bR astveegnepounds) is
v B g Yo A RAPP FATR SRR 20538t B s

target_bds sﬁeﬂﬁﬂiﬂh dieaudalt dagity.i Forsanmplej it tsuspsdidatedthat ia sning iciroumstances, a

. .inhibitory concentr ctericidal, l.eye
mini g AN QR SR BT 58 MG 8P L iy PG R Hyeen about
T abBRM6 Dl I(BHhfHeR tesRubl M6 OSRVINESin He bRE
8 ug/rg;lrﬁa?}géawat y. djo%lh (Fﬁ ﬂ hesy senS|Vt ive ti ssll?et eh| g?}amy
c dm;"aéht r dnihighdy @frnsmm Hesup, lgingpnsmteﬂpn%@fl njagpglia may potentially

cause|11[1r1r ét ?gx%%gqa?g(l ﬁ%‘l %{16 h Jﬁ%@%‘eh@ it r\)?flﬁ‘re{hetpla?e%tlal for

UCG or a

addltlbﬂéilllﬂmi’f&hatm ib derctadenn dpdﬁt thel prolivithiee sl eht’\s isthtiesl and response to
subj ec

at nd _respaonse t
it g5} & P EUP BT SIEE PORE PRSI RE TPy tkaﬁﬁ%@@%?"éa extractis
provildiBb theabiBONR Al dof-ifithtidCond htRii GV B’ﬁ%&l%ﬁtﬁ]ﬁlg@ Ubis @6dant that the

at a non- |rr|tat|ng concentrati on. y non-irritatin
contagtrofithe qrelapempobision vl thoirtize tngmdlftrﬁ eOPPESinEHAGSSIRtexBAct does not

incre%\%égre%%?, cilt Hé/d%eéspgxr 1%9%1%1@&5 é ﬁ'eQ%:ef@mlvélcﬁs&?ﬁhﬁ%atmn of

Nerease’ soreness pal n, ness
the olabtigheress, nor does it exacerbate or worsen

! TI)&B 5| t'f’h%g V?/‘ 11§ R ?s b%rnggiciatlllfglstﬂg magnolia extract to have both bactericidal

and anti-inflammatory effects, in some circumstances, a non-irritating concentration that is anti-

inflammatory may fall below the bactericidal concentration for magnolia. Further, at high

concentrations magnolia has potential to discolor teeth. Thus, in some embodiments of the
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[0037] Thus, while it is beneficial for the nagnolia
extract to have both bactericidal and
w@ebAH7esd ammat ory effects, in sonme circunst anPE€FUSH05/046238

non-irritating concentration that is anti inflammtory

may fall below the bactericidal concentration for

magnol i a. Further, at high concentrations nmagnolia has

potential to discolor teeth. Thus, in sone enbodi nents
preser@invEi@y, efahignoly exttacolins atrblativelg hmt faggetdt defivtryhinsaga to the

relatively | M/tar deI|v dosage
inflamie i T8 P65 i L A TBO L GUSEBERY of MBEPa a(jsp compounds
in poo?éag)@fdﬁt: Is&th 1‘35‘ aRholRaBOppfcAlh! ¥er &@g‘?ﬁ# RflSertath @ﬂl&i(ﬂﬁents the

que sanples an hour after application. For exanp

concenmatloe of magn@nb@ml/qrélnn@uoltlhbss:@m ek 30 peimlof Iqﬁbttmpdlmems

the ma&q.glg {] TSt 1r1 tﬁe | § (?d }%}Q@ts%glg)gs bsflgsssquéﬂ{]}bou% E(()e Bé/lﬂﬁr In

certanpétﬂ}bcﬁﬂmﬁﬂlt@,qhenﬁ@ﬁmta&‘itrm id @ssent Marcoatmthtidonigdsnthan dhout 5
certain enbodi rents, the nmagnolia extract [

resent
ng/migtn pRolSdRAERE FREPISH At VAFUE CERERTALButh SIRgHON efgact has efficacy as

an antp&@llaﬁt%a%ﬁq Tﬁscﬁﬁ'ﬁ%ﬂt&ﬁhméﬁts VR ARUBISARERDY hd &fhsactﬁ'chﬁ delivered
magnol 1a éxtract has eff |cacy as an anti-inflammto

at a relatively hew epixsairation that hapboth apfi-infimagteritediogts nasgkel 4Satm i-bacterial
e is d | j ver v, i

T L e LRI

inflan@itéryRffidaey kathe eﬁﬂ@ﬁi&ssderbeodd’se thealokepdiiniest than & hactericidal level.

anti -infl amyat or active rovi des on
 HOBElma ooy eb s emans 6 (kR mra oD (o mabtslia dnkstis present
in thetopaer“ cﬁ@%@ﬂlﬁoéﬁoﬂ 58 a‘i’rﬂﬁﬁt St BBELE001Gh dBdut16YL1 As §ipRedBted by one
her enbodi nents of the present invention, the

of sklﬂ'aghhg pnaswhpmgnqentrgthprlé denendend upprathg pgmce@gat@n of active ingredients.
In one em éﬂtot'ﬂ In%gg&laaé@rgat S gllss%lp ﬂwhe 9 pg&t’re Egmg ﬁ(‘in hQ¥amount of

recta one 0 e art
abouta:)cmo: ecmhtmaﬂt Bom In@thée pabeEmtntypbe rrtagtmha@nuwux piesemhatdss than 1%,

actjve ingredients. In one enbo iment, the N 0
for exaple s B EEERE 3 hOTRENHIRN CLLFE RRHI0ST $100h 0.0 lagbout 1%
In on@ﬂ@féﬁ%d efnbaliitht, e IRdenbRa B8RRIt isPHesedtin BieltRE] care composition at a

mbodi nents, the magnolia extract is present at |ess
conmmmdnmlﬁ@bﬁmﬂ)%%anple the extract is present at a

TOET ot Ao DT e RO B ok B Elifon

compi‘i&s ph esiflantmithey mgradhemadomlstmgmsanttaltbnotahagloha and an 01'a11y

centration f about, 0. 3% I QUS .
acoepiahisaTiREN (S Ued R e B AP OIS O materal o
combT@HRPSH hhieRals HHPhlc 8B fus8 i thelcBinhauiigHs Of Yhd pte¢e@tlineéttion,

consi sting essentially of magnolia, and an oral

commEB e étbtheﬂ rcasonplle bel)ﬂtﬁt/ﬂéle@tlﬁe‘f"éh whichthe agnqlip extract may be

assoma%eﬁ% t%ln%‘g glé}g?lcang gfff%g(fyht e%r:ﬂﬁrt a% éé)%% 19 Eamer may c%meprlse a

Gonbl Nat | are sa use
Vanet(yQﬁDKhS]t tonoastionkl ddtiee mgwtmmts lmmwnrtt) oonof skdhmeths altt,an@udmg, tartar

a reasonabl e benef lt/r
contagTsh AT AET g o SET APEe M Bt Y i g or does not
subst&HtiaIy fddaadihe @fida6R68he a_tlitﬁlrﬂ'faﬂinlla)for@ aeBRliafledicaBdonbisling essentially
may conprise a variety of other conventional active
of magpelieceitedtt s known to one of skill in the art,

' T&Mfﬁj' NYA shidfrii@ehicle or carrier includes one or more compatible solid or liquid

fillers, diluents, excipients, or encapsulating substances which are suitable for topical

administration to oral tissue surfaces. It is preferred that the orally acceptable carrier does not
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control agents, anticaries agents, sensitivity agents,
and the like. Preferably, the carrier does not
wauiwsvawess al |y reduce the efficacy of the PCT/US2005/046238
anti-inflamuatory active ingredient consisting
essentially of magnolia extract. [0040] A suitable
vehicle or carrier includes one or nore conpatible
solid or liquid fillers, diluents, excipients, or
cause ien@APS svatlinggr paihand d@EESS’IOV\kMthHﬁPEdBQﬂ qneddleegi¢ or untoward reaction

s B SEr AL LB . 068% oFLBRR S 35l Seencn

on the Q8%ife@Y88duct folrh Bnt1Qfing Retifricey todthppatd) taiid polodss, rpﬁiphylams
typically roduce an aIIerglc or untoward reaction
pastes.gueh 45seFalorenees, BYBIEL g° Iy ppigisaandrtheilibs i ness. Sel ection
eC| SBRMIAA AR afkBused t
0(s)ifred %#gdﬁﬁ%é¢§§%$gﬁﬁgﬁgg%ﬁab ﬁtlfrlces arpeiused 1o
preparé ambha;b amhmsmdrmtﬂpnpmﬁtsr—plpm p@n;xteamszqddm @9 of ﬁlﬁUtnh the art,

i nses,. .l oz e |nt and t
theorg g R GuEBBE e o Rk B BiosR iblgbaicp os o
examqu@ Q‘sb&ﬁﬂy%ocﬁﬁéﬂé | Bleitsefrthe RiePaettsasuchng hurmmfss erhiileifiers, and
conprises a mater-phase As recogni zed by %ﬁi of skil
foam medwlafersapll madiyingRgFIte GRFASHICH i Blﬁgctamsatfﬁ%utb agfnts, sweetening
agen‘csI ﬁyx%qtagém Rk a‘hxleger’vé]tﬁjey &Bﬁ?ﬁaﬁ%ﬁ@s Blctk STt 1§Mﬁl@rsﬁ§)d that
Pe, Vise ty nodifiers, luents, surface
while gerteral attabjtﬁeﬁt o eadu«zﬁthaab@@mﬁ‘agmrwﬁ 08 mamlssmy &ffst, thgrgimay be

o BRSPS BB i o o o

of suclfl Eﬁ&gﬁne@@@ﬁfa&naﬁ obgifeiably, sueh eSEiEVRhicHElS aﬁmélected for compatibility
onbinatigns thereof, It is understo

t ha
with ﬂg‘e%qrm anfibepteritlmeagnatia activR trgrediont aé%ﬁ’s #b‘gg?f ipgredjpnts of the
Comp&$:%[|als may differ, there may be sone common
tributes and any given material may serve nultiple

p[,(}()p%}s es T\hettd:rm*f‘rmminmse ﬁmut é1e@fesgu@mwe@‘ap@@f¢ns gaorgk compositions
that arg é]tllgsr al.nzlaﬁy Bgul ber abal[cge? 1y SUE hw? ?’lrﬂlrl (r:‘]‘vsgeasgﬁsp? %r And! % such a
prepardfibi BRGEATY a@beﬁ%@&h@ tiysital4ehak ﬂ@ﬁ@(ﬁoﬁ:ﬂﬁhasé\ﬁomﬁlingi\sater ora

with other ingredients of the conp05|t|o [ QO % E
water pradt fpoled ikpFo Jerther, f YasoUpPrRRQHDCR R R PA ?Pﬂfl%f pgectant
and Sll?{] AManCRROG el g&%vvt I'ﬁ?etneﬁlﬂg thd! Q%f‘gﬁf]ltah@lok'Wa{e'r @H"élgoﬂonlls in the range

aracter, such as a nout spray, -or rinse

of in agacivuAt qn(faé)pair i tooabouh20: brmbﬁegabb/@bepit?ab kel @hend @ore preferably
about Mptg I,a% C? J;ailbeﬁnﬁa?% g%h T-8 cﬁhoqpmlxﬁllr% glrtll!%%htzﬂe o(f“i)re%aratlon 18

typlcaﬁmgrh BRBHE of bhwt 00 & atoat 99.9% oh&ﬁ: pRefaitiont &imtvarboud embodiments,
factant as descri bed bel ow. Cenerally, the weight
the alqoé‘?l i§ tyricalkyredpanelorassmarel s in the range of in an

W@% OfT}ékf)@p si!lcﬂ-fl&m@QQ&'Bthglq)reﬁlaratﬁﬁﬁBﬁﬂﬁtiﬁ%nﬁ&{)idtgenerally in

10:1 an nore preferably about 4 :1 to about
an am6uit. of Theuttich tal abautd@n fThopr/mné)p cmtr,ctbhé Iwithi agidtecs. icifrie Reig or

benzox;%ﬁ:{da Oéﬁgﬁ%g ar a fhy@h x}/cf%:) Slabuf%éfédgnwml Sﬁg}\glg?%lg%é’ b%H?&gte,

e preparatl
carbo@418) el ibmfbtoﬁate,t di@)dﬂinﬁ; alhdibgérspHoyyhiatzabi 3odatnin dihglirogen phosphate, for
i_sopr opanol
example).

[0044] In various embodiments, the aqueous oral composition (e.g., mouthrinse)
contains a humectant. The humectant is generally a mixture of humectants, such as glycerin and

sorbitol, and a polyhydric alcohol such as propylene glycol, butylene glycol, hexylene glycol,
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[0043] The pH of such liquid and other preparations of
the invention is generally in an anount of about 4.5
wa o00akboes3 10. The pH can be controll ed with acPdI/{82005/046238

citric acid or benzoic acid) or base (e.g., sodium

hydroxi de) or buffered (with sodiumcitrate, benzoate,

carbonate, or bicarbonate, disodi um hydrogen

phosphat e, or sodi um di hydrogen phosphate, for
polyetbydammglgqcﬂ ThOthedtant verterd issin éindadgeretabout § teebapt@oand

prefer%}l}cr@lz:o[ué ’%Sallphlgt Wﬁeggrﬁ,ﬂtan S usgtrélh tg?e P&esegl%t ar@nm)?)?cll}r%qeent 1fnc1ude anionic,
noniof&HR8 LattcSionis YeiTadkantg | Vieahi ctands sresdiit irothe a@r&:dusaoral

pol yhydric al cohol such as propyl ene /ycol ene
compqgitipas pf thy @;@W@ pfé/egp%@ anggloyal )f‘lb@’ﬁé) (gy (i &(bzllbou‘fl-#@ preferably in an

amourﬁ% (}uzflfjts ty 5(;5 in the range of about 5 to abut
nd p a Iy about 10 to about 30% Surfactants

UpeHs] | Ahe teemp pesfeﬂtonewbvdmnshon’i msgdjberamllmiu(tes chewing gums,

o S R OIS S B0 e TR A0 o

produdt! &RERbmbidY ldn‘ged béhtA0D wathRLH) tsu@:iceab@t}fat the Adoeirpoftheut
5% prefera I.n_an anount of about _ 0. 5% bo
antlbagtela%agm@n@}he?ﬁtécatlfé}lﬁﬁ SyYEtSmiB &19%5RET F0kh ?ft‘i?'swmga%lm form

ensurelﬁlgﬁq afl Q& él@&dl g?ﬁle%laﬁw 1H&e@ﬂém§ arddiveleakd the %941 Whlffe when

ets ozenges. Saliva dissolves
thepréchmEmgleecbr chevvabl e gum product and pronotes

p ged_cont act surfaces that
Lq%“g]gr yqlbﬁ’etpﬁeegelgn bﬁ’gg{le itAT 4 %n‘fceg agle Cﬁ% 102 the form of a
lozeng@béadiaBlét stScheyiigEiini 6k @hdr @121@[33@ @olﬁdiﬂ)d:lﬁ/kry dystatl. Guch dehvery
chewi ng_gum form ensures tha g’ afe dos
Systemyac ¥ IkV%WIP et skilldheih ag g?%? Oe%lt% RS gpctlve antibacterial
and antihLRGS a%rh&l {oNEw REPEHLE RVlthsﬂalv'éte fnd hRERI0gbdlc bh&teners.

present ment, the orally acceptable carrier is
| (D0Ak f &mnpmilyactquaé)h@@ehldbfe%d:ameam elozgngedisadhphigblgtiiha non-

canogg{}lgt Sé)ﬁlig W eé a@ H? rlf %l | o1 Ii%q;l}%iigl}c ats %%ﬁ]tﬁtoq e)UllYoar%rbltol

malitod er@ﬂf(ﬁglehateﬁiﬁrah hydibkilﬁﬂeng/dfdgemaéd gl\aeoﬁmydb@ehaed disacehakides or
anti cal cul us ents into a _warm base w

and
hydrogegtedaol xﬁ@%h%r “§1i8 af amor of pogh p R D3t eﬁatﬁe total Somposition.

Emulﬁﬁ%? RIARL G146, Ghe t®letn@ubhighntd, rin EihQZBNE8tsRE LRI 1 to 5%, may
i s“a noncariogenic, solid water-soluble

be lnCmeydigcbllmtocthatabtﬂhdieaQ plologt@lg)% faymailaties terfasiitete Fhe psiaration of the
ot e S Sa UOREARIBH R, s Moyl

magnéindh @l@@rﬁ&t ﬂdmﬂ@lhryﬁaﬁﬁﬂ&ﬂfalcdﬁﬁch hid @AR&I@WIAIX (Sulﬂbleuion%'logemc
to_about 95% of the total conp Siti

gums giriiledapR GFEAESCHIN, SAPOXUBTRY IR ulP%ﬁV@ameé it gpd th ke
angu4Ri S Ofhe3PRHEe, %eé]d $:0am tll%ﬁallmécfd&ﬂa&ﬁﬁb ¢datiflg material

the tabl et, bead or ozeng ormul ation to facilitate
such dslveaxps, ebdlaatqamxwmeﬁlbrbcqﬂa e Pobeienatmeplsip sryygede copolymer or

kappa- %agrtgg%tngn Jcol%rtiler 1n<§r§ase rt]l?e tHﬁje it YRISHR %bqec%lr IlGQZer?ééCtB d@&Rolve in the

mouth. The uncoated tablet or lozenge is slow dissolving, providing a sustained release rate of
active ingredients of about 3 to 5 minutes. Accordingly, the solid dose tablet, bead and lozenge
compositions of this embodiment affords a relatively longer time period of contact of the teeth in

the oral cavity with the anti-inflammatory active ingredients of the present invention.
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magnesi um st earate, alum num stearate, talc, starch

and CARBOWAX. Suitabl e noncariogenic guns include
whappa7ess r ageenan, carboxymethyl cellul ose, PCT/US2005/046238

hydr oxyet hyl cellul ose and the Iike. [0048] The

| ozenge, bead or tablet may optionally be coated with

a coating material such as waxes, shell ac,

car boxynet hyl cellul ose, pol yethyl ene/ nal ei c anhydri de

C[opad]y meThechdwdpp aurn af the geesaairintantibn is freferabhcs swsdess lshewing

tine it takes th bl et | ozen dlssolve
gum CRRE T PRESRIAT P BRIs s FOF B0y e CPE B gy TotulbfShs
typlcaﬁli/ Rt AR: gddlﬁf)ﬁ)‘t/d dich@via. %ﬁtﬂl%tb@beﬂ ede benBRastidizgligents, at least
active ingredients of about 3 to 5 m nutes.
one swestsoingiaaefitynd phleass ong dpvepss 2gdll et, bead and | ozenge
c Sit f 1
ORGP | aBPLAL mlfl SRR, Bke B hOBASIE dFRli8hEloh aro we
knowrcﬁh\thé yt mid incituie namtal eti syhthaticrpuo bysea ot inguties reeadif. e Regresentative

f the resent |on 49] . The, chew gum.of 1he ..
natural R A 4 RRTY insfde higfRes W&bv%?b e bl e lePryghe ot
caspi, Q&Wh CRRkgyNERYmtduen, ﬁéﬁllob aEin@ftinb t@ﬁéﬂ)f aRépresthiitivel Synthetlc gums

npounds.” Chewi ng g m fornul ations typically contain,
or elaqtqamgrg mc{ng R@utaéwng—s@r@wcg@lmﬁaisb@@so@%e@ranﬁféqoé)utylene 1soprene
a3ty lig @Rt (B 2AGE @8 of
copofpf L S8 8e B HcSofled 1 3 cHBRLONGER BRI, FEERIRGn o
about Meteatioat 40% ehd pimtf@a‘tﬂpabamséo tcnaltolueﬁ%actl ce of thi S

i pvention are we known in the a i,nclu
B}OE} L % asgg}ﬁpﬁ/épft@n%eg‘g £omman )Hlx%?? it %}Sevv%rfgegué% ]oomposmons
are sulfEE 853 Q5 AlthN Gnveatisn, @lchﬂiﬂﬁ%‘?‘g&&tlrﬁ WS s i x fufedl thieteof in amounts of
chicle, natural rubber ut on bal at a, guttaper.cha,

about 0dcth |apré§ Hi- ng,eoqan(pgtem@gtaggn a@gtec@?lgmedg]@ﬁl?e a¢toe| th16 ],nventlon
may bg}sgl'é%{gfﬁoﬁﬂe\{f??&%Jlgggfngﬁﬁgfsaéﬂd\ﬁﬁclﬁa@ﬁlg @%&aﬁﬁ@ﬁl $Md polyol

oners I n I ene- styr ene COpO yners,
sweet@@ky/issd urttyd praparatich dfabhbets )bleeds@mldslwng%e Polypobswentarsts such as

. The qu ase is in orated in the.ch
sorvitg g Ao AT PrE Bt GEr G B ADSH 10 4 4 St dspton n
amoufB &f $oaf 87 RYLYUEEN tand Prf@a @D ABbutI8%0 alldd033%. The artificial
Pl asti ci zi ng/ softeni ng agents_conmonly used in chew n

sweetgnemisTaPasBisin o VARG R iona thrsrcseRt inpprgion m amourts of
N\ o, A0 WBES,.and m xtures
aMMHOﬂégg% ?ﬁigﬂghﬁgéggygﬁtout 0.1 to about 5% The .
s \[ﬁﬂéﬂ.p ni g centpgm bthen@psedale firmg o6 thi$ mvm@nptha otal cempésition may be
IS invention ecLed from

s onet, ALYGELLR RN, RS SCL S, L O S f 95501 eaning o

oral sSMRSWEME! fhe 858 @a\ﬁ%f Subl@ d@ftERedsahdlade 0bthp@ialeet eSdenlaa& Mﬁe’c
and | ozenges sweet eners such_as sorbltol

toothppgtei(getal aifeénﬁr@sg@i/\tlnuaﬁoqthw%@m iftpeglirPRYnpesPia lﬁPaB‘?ef may

B

compasitiorf.i ci al sweetener is present in the chew ng gum

;E@Es I0t Ifg ngélb%% gr eiﬁﬁs frﬂ;l n]}/rgg ! I %3/6!& ogugﬁ?'g%s Ppofpylene glycol,
sorblt@b 9bllyprl)%{gflef1@§153&1 anb/oe poly@hylend Hgtoldes), #@lbb@0)fans sutable

his I nvention, the oral conposition y be
humectants/camers Also advantageous are liquid mixtures of water, glycerm and sorbitol. In

certain embodiments where the carrier is a clear gel and where the refractive index is an
important consideration, the composition comprises about 3 to about 30% of water, 0 to about

70% of glycerin and about 20-80% of sorbitol.
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a dentifrice. As referred to herein, a "dentifrice" is

a conposition that is intended for cleaning an oral
waeebaresa t hin the oral cavity. Such denti friP€BUS2005/046238

i ncl ude toot hpowder, a dental tablet, toothpaste

(dental cream, or gel. In a toothpaste dentifrice,

the orally acceptable carrier may conprise water and

hunmectant typically in an anount of about 10%to about

80064]f t hevatoak emb:mmsm; soph ag m@ﬁ&}hphstew graapgsnd gels, the oral

enbodi nents of re nvent i
compo,g}tleﬁyp%tﬁléls §|n9@63[ g&t}lﬂ%{: glillckﬁSISII‘ Vrﬁ'eﬁlblﬁl gﬁl}e/t WFVH other than silica
thickeAR¢ i uRA: YiRhIH @ﬁﬁh&ic)@aﬂ{s dnf cBlloid4 (rcB QBixabde¢ hickeners include
sui'tabl e humectants/carriers. Al so advantageous are

naturally esuering Relymers sush anseadgeepiny cRnihan gha SEHETIC Shickepgy such as
polyglgcoéé %@rgﬂ‘? ﬁ‘zg) { S B E1d R CAE fh&hnatns POIS ERTand8iulose

re ractive 1ndex Is an I nportant
polymeﬁ r98¢}dasr}@tircmy¢thym1mlonqmsi| tyidorxpoapypedllstese.aQther i®rgagic thickeners

1nclud5 B%}H{al A ‘3@%2}3%‘? c]gssr %1?:1:1 %? hfcgggttﬁ]cya%{ol@mu% %@%Es&masﬁlcate (laponite)

and m§ SdhiBRhHunSiHEdAd Other sult@slt Bpashas aresyadetc Hrwﬂor@@ |s§nthetlc
e oral conposition contains a natural or synthet

colloldah meReqrim aikakyaleta siticag eorplenklay rvalehieror Ramns 15 Tegonite (e.2,
CP, Slg 91)({2?)8{]55 iihg rt]e(al lglq‘l%ggﬁ%e H{dﬁgm@ﬂmﬁ%ﬁt g 6r§tegy Qﬁal?s‘i‘sdsh?/ws

I ds I ckeners 1 nc e nat ur al
approxigatety, |5&@Om$1mﬂ5940§/uMg(h§ 5& Nagh &rdgfis]i.0amdemeguatgr and trace

MR ST R R e

moistii8) dfUl @SB deRhMIERIbEdisieats, s thiviniipyptitib preddt il Osdesitdce
hydr oxpropyl cellul ose. Qher ingrganic thi ckeg got/
e

compgsiioin gl ekt P& EboahY | 49 ARATEH DG, Bl RN 8o R
rrL(ﬁgg]‘SI ! 'dtﬂ 1%{{1’[;@&9@1 AR ﬁicldd%éhgﬁl thbRPAR H83acai, starch,

um a um num s icate er suitable thickeners
POlyVﬂﬂS’Eyﬁymmt hyﬂr@%ﬂw}f propyl f@lmlbhfeﬁlb’@fouﬂum mﬁlllyl W&@}ﬂ@@l um

oo gk T Bl B eSB! Do BYB! LB Blt seipinge nd
couol@a\{ sih@ﬁ)@licﬂﬁislfﬂﬁlysgtrcﬁdnﬁ%yldlm(é ed44).aponi te D anal ysis
shows, approximately, 58.00% Si 2, 25.40% MO, . 3. 05% .
NEIDEHT 0. OBTEPLP SCHOGMEN'S GHWCRERSER! TAYFATY? Blee CoapHiies Sy active

agent,%ﬁ&l@lggg !ﬁﬁqcﬁ 1? & e{ u‘ffagtraﬂﬁ’ bdn¥]sBer 2maRr ?(ﬁ?h ﬁ@dﬁ%@r SiHace active

, at 8% nmoisture) of 1.0. In certain
agentsagdneldlly'acﬂhs\/e mb[easmh pripblaciie @glgn,tby tborpuggl@ dispensing e active

ingred ropsBeribera ) SHRER Sy Thadil e Boge | Bohar
reasoffdbliaftatidlhieddhs tﬁﬂahglkﬁﬂﬁbvfiddlfﬂkam@e 1h¢‘lh($1hg m&SoapQIMﬁnlc nonionic,

tragacant h, starch poI vi nyl py rroI|d ydr oxyet h
zwittesiopisynd eBphefers ergarhy AYm L%Wg%% HpFt @eF‘P’fﬂCB aglive fhgidionts

prefelj%’l? E&Tﬁgggﬁ%@t J{t@&ﬂ}ydsﬂg)o's IHHJIQ §(?smeﬁ¥éjfy%¥<ﬁ)ttemfé The organic surface-

I um car boxynet hyl I"ul ose,
activeoodtemil deprefirdtily amsmchloagmtq crr@ln;phglry@@ ndn@}moanﬂl P(f@e@bly a detersive

I A L O
embodiments, one or more surfactants are present in the oral composition of the present
invention in an amount of about 0.1% to about 5% preferably in an amount of about 0.6% to
about 2.0%.

[0057] Nonionic surfactants useful in the compositions of the present invention

include compounds produced by the condensation of alkylene oxides (especially ethylene oxide)
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agent, which may function as a surfactant, emulsifier,
and/ or foam nodul ator. Surface active agents generally
wW@eivseyws3 ncr eased prophyl actic action, by thororgkiogs/ 046238
di spersing the active ingredients throughout the ora
cavity. Suitable enulsifying agents are those which
are reasonably stable and foam throughout a w de pH
range, including non-soap ani onic, nonionic, _
with a Wigahie thiyariphotda corapmind hick noy haaliphasiy ot hkkdylagomatic in nature. One
detergents. Further, surface_.active ingredients
sroup B BRABIYS PO EHENTHEE an ot BIRFOBITTEIE By Gs of chylene
oxide &R TRk zﬁ;ﬁ"isl MitRee6R13 hiey antides, PEBRdE HtiHoRs @’%Ctsioﬂﬁtan
material is referably ani oni ¢, noni oni c or awphm
monostearzigltanelhe el "Belasabaipy'yis heaene eEieD &0 Aakat ¢ é!onwmcc%}ffactams
R
avallalsla rﬁ)ﬁmtaamﬁlsasaheﬂwm? surfactants Otﬁi[@\l Ivé@nbmswtg] @@Sﬂifnplfes irigéude

poy B 200 Rl NP AT O 0

(polyo?(y&?@/leﬁé)@@;&bﬁﬂﬁﬁh&fb‘-@leaﬁé rweERAES). usefadled IpBlytsdirBates include those
onpositions of the present invention include

with ab@_rt@@lﬁcm 68 mptes @fi eballeny oxide peigHele AS ST Bteral kyl ene
L
g 8?% h ( %ﬁﬂ&%hlﬂbﬁé’ noﬁﬁ&%} Sﬂﬁdc&ﬁfs R J@)ljﬁex%}g@éﬂe?

obi ¢ corpoun atic or
poly(oalyipbpleneeidck Cblﬁblmbtsr ape@fib' iglbk@ub polfym;wr ¢fdhis amesmtlstwo blocks

of POl pRU R P b RIoh ot Pty g, FEP P DR aRatel
commERtY b@iﬁh@ﬁ&b—plﬁ@ﬂlé‘t%@fah& ok lpﬁlbhﬁh&s tﬁ@n@ne b&ﬁg meﬂ&ﬂﬂ conjunction
nonost earate) and the |jke. Polgsorbates IS the na

with agiureric seife te Hesignatsy the i vt idsptifiertion pf saqhoaplygr- Hyploxamers
may h&e{‘@%ﬁxh@%h@&té ?ﬁetﬁﬁ@ﬁa’e e ﬁfﬂiﬂ gp\})?énle%g R fadmnf afd \Yllcﬁcﬂngge of

commercCl a for exarrp e
chemiea strhﬂufEV\EﬁEmolreyulauwélghtsamns podferted| polcmmer isrRoldxamper 407. Ttis

wido GRS O R R LAEPONC LB YR BBgprion
( poisypxy abhst! n@fi&lnﬁﬂng @idhh}fl@éfbﬂmm-lé)xhcﬁﬂdrﬁc surfdEENGs iclude products
Preferred, pol ysorbates include those wth, aboyt

denves_icﬁqr@ thseronganeaioprol sthhiane R8s it hgepotifg ROt QigreR e oxide

and etﬁzl'éﬁ ia o Toh gizﬁﬁ 'Ee é‘l‘kta?meeoﬂ&@' 1805 Ghadh! fefr%g/ ﬁl’iﬁsﬁhme oxides,
I nc e pofy xyeth pol y(oxypr opyl ene
long chaipaliatkdrsslfoedgsend did ket ri bl ock pol yners of t h| s t ype

mﬁﬁ%{’txyp&b%&fﬁaﬁ‘%ﬂtg %%%‘&lo ?ercrl% ﬁg&é&l en% o%nl? 0L Pention

include QR on®] dyMthbic §ufichan: Weﬁ@llilloﬁlﬁﬁfyceﬁ?ﬁfm)r@:fdly described as
pol oxaners, the nane being used in conjunction with a
deﬂvarﬁlu Aol alipBiforquRtepyTy ISRV () P{S“Pﬁé ‘PIHEPEHV? onium compounds, in

whlc;hI tﬂg Qﬁﬂ}faﬁ@ ?etdllcgﬁ gh b? ded ﬁ RS BfanciRl W&r@ oRBYf thé¥8phatic

contents o |'ene oxi de and pr opyl ene
subsnmentse:pnﬂaam cﬂnomg8 tool &cammtwrawel awf comfeirs gaaniopic eturselbilizing

and no
T TP T
zwittedid AR sut B arit i P4l ex arrei(Ph\RORY B y1)- NFokZadeoflaiBAbhio)-butane-1-

Cor por at i on.
carboxylate.
[0061] Other suitable zwitterionic surfactants include betaine surfactants, such as
those disclosed in U.S. Patent 5,180,577. Typical alkyldimethyl betaines include decyl betaine

2-(N-decyl-N,N-dimethylammonio) acetate, cocobetaine, myristyl betaine, palmityl betaine,
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[0059] Other non-limting exanples of suitable
noni oni ¢ surfactants include products derived fromthe
w@ondensas | on of et hyl ene oxide with the reactPONUS2005/046238
product of propyl ene oxide and et hyl ene di am ne, | ong
chain tertiary am ne oxides, long chain tertiary
phosphi ne oxi des, |ong chain dial kyl sulfoxides and
the like. [0060] Oher surfactants useful in various
lauryl Bething] ceBhbataik, dtdweylireedenind the Bke.i Dine amidphetianes are exemplified by

erionic synthetic rfactants.. Cert
coconginebl b e ey G e i Ep VATt S e
Particldy BIcRAbYta AR iRt ROREP BUdhMMbopRspd] Bdﬂhﬁ@mdllﬁmamldo propyl
conpounds, in which the aliphatic radicals can be

bﬁmn@tralght chain or branched, and where one of the

‘dOE@at | QuitARS éiatnj“b?&to% afiORk %hﬁéctéﬂt@ﬂe%va&e? sORbRAGROBY higher fatty

one cont'ains an anionic water-solubilizing

acid m@phogipceride glo,noadfaltﬂsxgu,ch sutht coditm,sals of MWHOM@MO@%YCCHCIC of

hydrogqgﬁegggcg)%{lteqlg atty a01 rH:)gher acllﬁ(ylasu%tu {ets gL?c!heas i 1um(;1‘aur91n su‘ffate alkyl
aryl sﬂfoﬁmei\blﬂh b2 sdiiGth %H%‘N&&eﬂ‘é‘s@ﬁbﬁﬁ@ Gy grReRRAl sﬂ)fohidztac’ﬂeb”sehilgher fatty

carboxyl ate. [0061 her suitable zwitteri
acid egjers foéé,@ahhsgqu>wreﬁ@et§ékfwaﬁe aud j{he gulpsiptially siEied dishRpiphati
acyl ax%}%g lo?l%ﬁf(% %l&hggg talglﬁﬁ)tecg{ﬁo%gl é%@d (g(gng ciuﬁ}ig 'sgcf’hlnag those having 12 to 16
carbord-if R\hed‘etmy;/:ltc-ldt;l alNeyd iorredyh yddanatsparidathe ak‘et Exmplﬁzﬁ(ﬂf dlivetestinentioned

IR AT O
N-myﬁﬁbﬁow BhIRGyRELcNRNIEH dre @reﬂéﬂa’ﬁl?@ﬁ@d‘ﬂﬂnﬁ@l@ﬁ ﬁyd: from soap or

betai ne, cocoam dopropyl betaine aur am dopr opyl
similap biehprattnsad magerial- ke, Particul arly useful betai ne

EL p afnt AR Sark 16 et %dﬁ&%&%&gﬂéi&ﬂy ﬁw@rﬁ%ﬁ' \Qﬁeré‘ﬁ{é carrier of the oral

do propyl betalne Sui tabl'e exanpl es of
care campomm(m is solfda@tagpist, the erahadmeposstodnuireisrabhy Qoglp@fsew @fh?éfﬂly

woep Bl RS e S E B SR A S BB g M provie
whitedi} 6l e@€8NBY 186 pEREAKLA 0D Hentidtide)odposiSion, hbghees ahic |may be used in
sul fates such as sodium|auryl sulfate, alkyl

the pragiice ghthe @§es§rﬂdﬁ"°§§(’% Bludrsided %l?fﬁlvﬁeﬁq(z'}é?’ﬁé’r%‘i}]’lf%?%%ﬂécas having a

mean E%&?E 51 E fatoséﬂofui)é‘@ i @b&Ss c?l 20 POT R TY 1@9 I rREEEHS J. M.
roxy propane sulfonate, and t

Hubers ubrist taaﬂul dhhgw@ﬂtmmhctte;ﬂurmeglhe tradé dqzﬁhgmtl@n AEQDEME@ ég5by J. M

Hubo o1 M 1o BB AN Eo R0 G PO F RSP s tht is about

7 to a@&itd() ndérkdd inQliarAé@y, hisHBEBkSfacaAekatdfg o hﬁ% of Eﬁﬂﬁlﬂnﬁ&m oil
of the |ast nengloned ami des are N-1au sar.cosi

absorpfigd af hess &aai7Qrem H@f)&g iStis- QT lé%qﬁ%lr?&méﬁ?% %brg%qusmgflde sodium
metap%%ﬁ\u{egé/ tass gﬁ&ghate gflcaﬁh{?ﬁlﬁﬁb}sﬂl\é{e SRYGARH ARk D

era nt free fron1soap or simlar
phosphatgh&}uminamtsyh@m dalmttéahuamna ponaEle driothea siliggpys materials, or

of the present invention, where the
cmnbE%EWFégggFSthe oral care conpositionis solid or a
pfﬁ@ﬁ@f t g ofied bmbBedinRAs bof 8 ppdseifitdheddliyn,anefinl Algasveamaterials for
|y

dent a
preparing dentlfmce compositions include silica gels and precipitated amorphous silica having an

oil absorption value of less than 100 cm 3/100 g silica and preferably in an amount of about 45
cm’/100 g to less than about 70 cm’/100 silica. Oil absorption values are measured using the

ASTA Rub-Out Method D281. These silicas are colloidal particles having an average particle -
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accept abl e abrasive material, which may serve to
ei ther polish the tooth enanel or provide a whitening
we@bdoent16s3 n t he preparation of a dentifrice  PCT/US2005/046238

conposi tion, abrasives which may be used in the
practice of the present invention include silica
abrasi ves such as precipitated silicas having a nean
particle size of up to about 20 mcrons, such as

size rafdERIDENK( dnhouht 6f abvat keﬁcﬁdnsh}b aBoutNI2 rhutves, an@meore pesfieribly about 5

o abo%%r@?%%? I)agcieg glgg\?edq@]u er t @ \%‘% gh’d% gg?cf wq'xen measured as

596@Qﬁ35|veness to tooth enanel and is a preC|p|tated
silica that is about 7 to about 10 m crons
di08eAlt er Furihes spitabierabsasivog secthwith p1039 emhﬁ%lea?s of the present

inventloo]n ageﬁ%yvcogfgf&%ﬁ er?‘ul)n Qﬁ%oa[bgfisﬁ\%g Qéh As m%tgcpulﬁﬁy {h%a@e

use nt| rce rasives i ncl ude
desigratich SYLODEXIT® 3PhiAtee SYROHIST @isibYy é}alwrsgp Khemjcal Division of W. R.

Grace g RGP NS B Uy A S TS BORCIRER LGP 650,

silica ﬁ’}tdk’cgel Sdhpdse@us d?ﬁ@l@sfdf@oﬁmd@lrmlﬁkﬁrmifmghlvm& dohienesff 29%,
[0064] In other enbodi nents of the present |nvent

averagiegedbolt Alsy zheit 0 mirrensiin Higmets, amd@a@ﬂ ahepraon okl F¥sclan 70 om’/100
gof sﬁga!TB gﬁ)lléf{eg&?? ?@lﬁgﬁa 15! dll%s&?{lé%gﬂga ME?SWGQ].SER& ?ﬂjthe practice of

ous Si avi ng sorptlon val ue of
the prd:seﬁsm\tdnaln 10Be e840 pg:sent lin the danidfripe ecfrep@sbiqp dfthegpresent

amount of about 45 cnB/ 100 | ess .t t 0

inver G &GRS ol epp S A B4 Pt AhA A B AT e dbout 30%.

URoBg t heohad QiR polidhiddhhieda1P2lude ThasetiQildte GRSmeveaing resins,

col I oi dal particles having an average partjclesize
such as aw@rmge,mhemilcaﬁ%ww-@ma’%émde% apfl erostinksl pbvRpexiflgs and

r t

ptsel R AL pRLELS LA GRSl 8Bl adBl s oo o
aboutékmﬁubnﬁ atroead, panivéesinec{syrie dbag lal ﬁ%@ﬁmﬂldya sufface@pa of up to

S tabl ab )
about SBANEG WGl aRPRal e RoL st p o Bha B syl
alumiafRgREfRL | ONn S|I|ca abr asi ves such as those narketed
under the trade designation SYLODENT%ia
SH06TENT (p pmbedinspts eherecha denfirieeiap © Wrsﬁr%sﬁpﬁmgeha polishing
agent %@@1%1&%1 gg% %a\# (tﬂ(%% §oldl\ﬁﬁé?| tﬁ@gadeyﬂkﬁ S¢1 SiBkeast fier the

0, a silica hydrogel
trademhﬁam@EL®aﬁkaﬂxah@d ahhulquSilma@acme]emszme havicnlgrlza useful, since
ey S S0 25 ALY MR ABOH T d BBPRil Rt
waterlah@6r Hifdndotet) s190mg C@lﬁmﬁhiyhﬁéd insdeatipiced. er red exanpl e of

a low oil absorﬁtlon si|ica abrasjye uieful in.the

pl@égl ce Many ofdhpreedlnd "Vages YRl nefishmgmaipyals prg anionic in
charaptgrea%ﬁ I’MSO 1&1&@5@%&5{30& s&lgﬂﬂ%zhéﬂa@ nTRAs, H@@lu@fees%&mn

a concentration of about 10 to about 40%
metamnsj)hmeelfrmvabdsﬂ\/lahdllfs saltsand Kuated'si sal 309 x 66! sGithde polishing

mateqaﬂser ole ?ﬁ%h}éc?slf)bagg F]{ES‘ teglﬂ\kﬁ logléll aﬂélnﬁ ) sgfu%qltﬁ zrh %Vla{é‘:y aﬁ& %&refore are
comn{bhgﬂ‘efe%m sielayslesle nRB@hesphsiss (IMIY eSu@DMMgBﬁIeﬂaﬁs cautalin a minor

amount, usually a few percent (e.g., < 4%), of soluble phosphate material as impurities. Some of

these impurities can be removed by pre-washing the material. The insoluble alkali metal
metaphosphate is typically employed in powder form of a particle size such that no more than

1% of the material is larger than 37 microns.
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pol yesters. Preferred polishing material s include

crystalline silica having particle sizes of up to
W@bwaH765311 crons, a nean particle size of up tRCHDS005/046238

1.1 microns, and a surface area of up to about 50, 000

cn2/g, silica gel or colloidal silica, and conpl ex

anor phous alkali netal alumnosilicate. [0067] In

enbodi nents where the dentifrice is a clear or

tpoeesgpar enter@l emvdpatiits Hhedrapenmaghlsodhdlodedahiteness-imparting

silica, such. a ose so]d und ra
sbras SR By 6 TG IBHon NP atBIE R SANTCRE G 47 R spmprise any
metal SBUAhaBHBWAIBOa Fhité 6AbE M| BXS&ENPIE tiddfiirh ©uldaf dll)/mmum oxide,
useful,” since they have refractive indices close t
tin oxitlpy@alcafm axidp.reagnpdime3idst bayei o¥ids. ae ﬁ?mbinamrathereof Certain
s QRN 200 BRI, SYRLP AR minr o
chemicdMgpeies] sishhsl Hbleexamplel esshhamge smalh aymwlasordnﬁnahloamlﬂoridﬂt By

Ccharacter and so |(&lu . amount s of %
mical UG AT 8 ERR S LS AT L Dt eohere MBS
morph@ﬁ)gy%m ﬁlallfeo‘f? b§£i (midit@olY kle@bags. At cadltR, R KA, sbbet mica,

sui polishing nmaterials. These met a hosphat e
scrap lsaiat er fiakiainkiFa, 28 eronpdifigd hwwsw@mwftﬂ@f oggRitsrtyPeipigas. In

some errntle e;{ﬁﬁglétght { gea?lg{wga}‘tga cec1|:1 ng‘gp‘g%n%?’é d‘x’rﬁitrglmr% néme than one

minerdton Ohiengicpluspécies,) suchlak yfonefaewly mmte@emgh 3 metaliofide gyfch as
sol y Ie phosphate material as inpurities. Sonme of
titaniufth@dee- npuriti es can be removed by pre-washing the

NRiogo] al In yﬁ%odlﬂéﬂtls WHef tBé Baltifrideat 8l a sRidaphasp faigtiesbrasive
pically enployed in powder formof a particle size

mateng Igemhi y m@smmt@bputalrw% apput39eo ofthe p}ﬁépomgoqlwg dp certain
emboch %Hts tﬁe gbl‘fﬁﬁ&srflitgrgaq ?s] ﬁ%&%%%uﬁﬁ@@a%ﬂﬁmﬁ to §H38t 75% in
may e

rasive al'so 1 nc i teness-inparting
toothpaktg,amnd\oéabmrtﬂDWtesbmhl%% innodtygevdenr exanpl e, a net al

0X] The netal oxide ca e _any netal

CTAFT o ameoa P ey e e BBy eighitg g Present n the
oral c&hﬁ@ﬁidﬁ”ﬁ@%féﬂ@d t@hBYVe N WWRtEdntoyell intheXpiréfaratioalo | b(hiﬂh’ler(:lally

oxi de, nagnesi um oxi de, barium oxide, or a conbipat

suitabletfepthpdstesCasls, andmpnibr@pss §h@%atiefqrfﬂ>éy he fiﬁgwa%a%@rféﬁe of organic
1rnpurfin e%.gy\gal?é’:} %eﬁ%%@ﬂ%oggﬁ{steé 930%? 100)'\’*1](5 5(?]%,61 & elbi’}eaﬁbu% Q@}glt@40%, of the

! speci es, , or exanpl e a
toothpaktk icompesisasherdn. i leayateris lfies wateh wbio}noh hdfeddigdus Byt which is

) "mca" | is nme n an

m“°@ﬁ?ﬁW¥hﬂﬁ@ﬁ %ﬂﬁé‘ﬁfﬁ%?% ‘Vﬁ?ﬁmgigﬁgi Pﬁﬁ%ﬁggy and
p ﬁf(ﬁ@f t klﬁ&@hm(s'@hib@ﬂfh%ﬂﬁs), tiel 2 ¢agombbsidog anthb @resérﬁ finvention
exa sheet mca, scrap mca, or_flake mca,

contaigg a ﬂmrmgeewe@ky FiRYSEBY REAIS ‘Bhlélﬂ pre@sestinghe 6@6%‘?%% ﬂiwésent
1nventr%n ﬁ%l‘ud‘!: st@t?[fgl? oﬁ%%él%aﬁoﬁ ﬁﬁoﬂﬁ%%ﬂd@ﬁﬁﬁ@tesﬁ?sr bioGH RS and

a conpl ex conprising
s1m11armmmmls oxn}udmﬁmble hveecir eweetenichmariaboay elgahpemployed.
Examgfes of gu?ta{)l%%a\\lfmo}npg c%nstltueAts are fg\gor?n%coﬂsaes gto1f gfn spgarm?rﬁ Igje%permlnt
wintergreen, sassafras, clove, sage, eucalyptus, magjoram, cinnamon, lemon, lime, orange,
grapefruit, and methyl salicylate. Also useful are such chemicals as menthol, carvone, and

anethole. Suitable sweetening agents include sucrose, lactose, maltose, sorbitol, xylitol, sodium

cyclamate, perillartine, AMP (aspartyl phenyl alanine, methyl ester), saccharine and the like.
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[0070] In enbodi nents where the dentifrice is in a
solid or paste form the abrasive material is
w@ewenzalesy present at about 10%to about 99% OPCT/H82005/046238

oral conposition. In certain enbodi nents, the

polishing material is present in an anount of about

10% to about 75%in toothpaste, and of about 70%to

about 99% i n toot hpowder. [0071] In various

The fl&aba drektcaingfagémenpy eséntr togettenbé oreprpesdtedt infosthe brd composition

present in the oral co i tion r.ef d.to pve.
R R S e A R

SbAP! end RRLARRAHAimerIbThe frasbniTiveRiaS tiRSrd kombsition may be

preferably be deionized and free of organic )
in the fompuof iatioegbrayige medigamentgel. B Y oRpiraRaItab duincan that gre sel is

. 509 ref.e 0 9

provi 5 R BB e RPN o ek f st
detrimagtdiegbndilot sr diserse Wiihepresent embodigientasineti intendadiie fimit those

materials for exanple, such as that added w t .
compogHions Wg}c_i af@dtﬁ?g‘]l a nﬁe@ﬁ?m%% a%ﬁﬁé’&?vﬁ%% Ys‘,?esf*ii%eedg?%ﬁls poral
compd3RiTA9 Sletal BRuRdb1d Namediessdts. IHuwRREL, @ik GrRindodipdsitians provided in a

flavoring agent. Flavorygﬂ agents which are used IH
non-alrpgivepged ot Pigenest farmearp pagiefarly we8H fPrgacalised featment and can be used

in con eu%?t%}% Ltk wgh%c?(ih‘gésnﬁ,ldéau%é AL 18 $hd 11aY QbR ge1ahdfh 'both
Bsters, alcohol s, Sirilar materials, Any suitable
aqueoiid @Maohaguais gulsendindgdathose fomiulations ateyipubky desqyibed above.
Exanpl es of suitable flavoring constituents.are o
TOJR g oBrip ooy Eels e rroca BRI 1 pRisiihlo the eineival
sulcusWr MB5i8! BATor HBSHfvaPSHPliEdOU e SusP@ficoti kg geRtrdBy comprise a
mar j oram cinnanon, |enon, |ime, orange, grapefruit,
thickegerdn pp mgimt o4 pbay Dt te abeyt 36 Y gefutecinbnAic Rk 2Kt to

about gg"éﬂ? g&%‘ﬁ 5@ VP RCamB oRLRLDO0E 1o sbtut 38L& SNERhi&B 2Bt in an

I ncFPude sucrose, |actose, nm t ose, sor bi t ol
amount\of eba@it 0. 1o dbarn3Opcdpaivatity, a qéoring agent (rean andeng agwint §.01 to

yl al ani ne, th est er saccharine_and the. .
avoud B B e R SRS g BB fsing oty
selectéPE6h RS B bMKAyIRATcAHCRT pbIREIgcdiivaactd, pblytoiybosighycolic adid,

a_concentration of about 0.001 to about 5@banq ,
polyapineteidaich anpelyaspartame, shisgsamcotagsm, pelgeyupiny gelpti pagd pydrolyzed

animagg%ggﬁ %Wvﬁ‘ly%v&@giolﬂés?aﬁ@g? b &H#Ij Wher oiB1OEMs, polyanhydride, and

oSi‘t1’on orm of a non-abrasive
polyorteetisasrdn tertpith emByditheetj thage rbthpiisesipolymesanand deaplyntees of

el 1. ovyi ded f.or dici nal tr.eat,nent, ar ther .
oot 8B G B s SRARER Ry
gel cofpided dopblyRlerstif $@2FE and foRdEmend mesPoltireiotidd nipeises about 15

intended to |imt those conpositions which ar seﬁ¥l
to abogt 8ke mostRERieEbl R apEoyRERfiaBad 3P 18 8BeHion et apg .gfﬁﬁo e

mono#ggf: g%e%les %és)rﬁﬁl?%l dob @S5 ALE aRuf ?5 2’&(;)' i }éfg!aﬁly%gout 35 to about 65 % on a

nent wever, the ora ositions provided
molaribasia. non- abr asi ve gel or ointnent formare

partj_cul ar useful .for l.ocalized treatnent . b

DT oo e OE B b SRRl Plu i 5906
especallly @B gs, 846l ahlBodsbk By tiRehipRl of rélatyvel yhdrd dexfdved fgainst the pet's

aqueous and non-agueous gels, and jnclude those. .
teeth by ehawing {f@q@ca@p@vbmfsqua& cloeisentabeqmast with active ingredients

associated with the animal products further promotes dental health in animals. Thus, in certain
embodiments, the active ingredients of the present invention can be incorporated in animal food

products, supplemental food products (e.g., pet treats), chew articles, and the like.
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[0074] Certain aqueous gels are particularly suitable
for application to the gingival sulcus or margin, and
wo oooemulses Ngi val application. Such agueous gel BCT/US2005/046238
generally conprise a thickener in an anmount of about
0.1 to about 20 % a hunectant in an anmount of about
10 to about 55% a flavoring agent in an anount of
about 0.01 to about 2 % a sweetening agent in an
a[ouelt oChakatticld. ot tdye cabbelfortedin Dpdriepnel] deyigas and sizes, as

oS A St s et e e B B bracion wit
the todtR WX Bm §1§r‘fa[c'e eﬁroﬁl‘aﬂﬁ’g £iffivel PWARSn8RE abt @8gilvaIArtidierelease.
group of polylactic acid, polyglycolic acid,

Exampled gﬂ saclt fplys can g anes, bells endiropgel ehdie Pederiqdcthatdhe chew toys
ar tane. chit I

are caga%ll A% ymﬁ &cti;]ve dl e?éﬁtg eall%l%m apgl?cla%gl @%ﬁ%ﬁr bly impregnation

into theyhdteral, dﬂﬁ&atm)gamtd‘lafurﬁﬂdo%bmy fva‘te&ampl@l G}hb‘e agnui@ of the present

| hyd d | th
embo S EHSEEo FAGAP I PSee o riAHERL TR R rgkaF gample
rawhl&kf or%l}bﬁllé%:.tsdcﬁ a§?b@est&@r¥91yifs%9}dn§ aci d, and poly

[ actyl-co-g ic acid. I'n other enbodl ments, the gel
cHa7) s e§09@ pmd}l?ﬁé prd sypplemenisder animalg peors H@l%ﬂ@rﬂéﬁr%’t and are

prefel\émglﬁneadle %1’&1 agﬁ SRy do%g? g?&f;{;lgélt%rr%gt &th' er?é?a’ﬁg Jgﬂﬁ)tnses at least

rably an anou to"about 65 % and _
one oigﬂlcylﬁ th:aﬂi,efaﬂm’at?di’fernid@pﬁ@ﬂﬁb/ @srtmohrmprswrrabnmus pdrSichss (for texturization)

about. 85 % preferall bout 0 about 6
and i Foragicel B aF PR A AEH3 SBeE LB O R doBg g e vsed
optlorﬁ[l? EM&lﬁ?ﬂg%ldC%t@f;ﬁH@lEse& théht REA/Ss m@ﬁd)y%ﬁ&ﬁl@’cs&ﬁ'fa&’nﬁ@@ﬁls material.
and horses, by the scraping of relatively hard

Examplgs f)é@etgblgggugi‘sﬁor theerqsiuctian plchard, a@so@{gﬁ%glg(h@pectant for water
controﬁﬁ%nr%%jlemscgﬁp Sre%s%‘fgs%% UWIE {]%{t?rﬁmi\ﬁ)l Q(?St Saj%t 5 Wb@ 54?% 45\4% 63;

ents associ a e aniral” product’s
4,454f164 tthetonpntnaiteash dewiieh aleéaddrporated Aeieinedysrefefdngs., Such

certain enpodi nent the active..ingre s, of
comppens gte Rrg@?ﬁ#wﬂ( & ?%heoaectllvm%dd?fﬁg?adb 208 h’regfbﬂéi"f included
in an PR fdsSrvoi® YR LB MNeter, bPOsht QT Sy ﬂi&%uﬁ@ceg)f a b@ﬁéd food supplement
treats), chew articles, and the |iKke. 00710131,1 Chew

by dipping @isprayme. gyt ﬁult?élefréﬁamé anP‘ﬁn i ongrqf ekl i thepat fog Aelivering
actlveaiﬂglfeﬁ Yo aﬁﬁlaﬁ%&) é?)n{ellﬁgﬁ }/ ﬁl@rﬁxéseﬁtq IdhgoRr t, and
prefera vel phy

I y provi Sone Sical interaction
Wi[@a78f he Tm@bhlpamdorgumckmra‘camdanq@rvaﬁﬂhe p@segpt igiewaén optionally
sti mul atl n and/ or [
compRseARPEenY e YR @@Slé o swgén opif gy 2 ngpsdient
conmﬁh'l';gtelé‘s%ﬁtlal 1\yt ofiaf eRfr8t 6f ﬁlﬁgndhﬁaﬁlhich@s Syfeeabld foy thedpi@ention or treatment

QIMP carrél ng active | n%éedl ents, _either through
of a copfitien @rrqqqgrdqr@§ prgon poft E%ﬁu? ﬁ{, QF‘PAPP\GW thgigeveption or treatment of a

phymgﬁ%gx%gll (ﬁﬂo'rc&]? or S%ﬁdgilg cengtgfjp?oxﬁﬁéygésﬂfeﬁc BEndrer tthY,h elfngf)dlments the

ew arti resent e 0] ar e
one opmefeei‘ddhioylalfamtln@dlgﬂﬂleatsmbm mhnmt thd ieﬁlcecymfttm arai inflammatory

ncludln by, wa rawhi de ar
ingredj g By B et PR Py DA D077 BT BB BURCLD 1 to have
anti-iSERLAOB Prépdr@és. ani mal s are wel | known in the art and
are
[0079] Additional actives agents among those useful for the composition described

herein are disclosed in, e.g., U.S. Patent No. 6,290,933 and U.S. Patent 6,685,921, the contents

of each of which are incorporated herein by reference.
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preferably made with any suitabl e dough. Food
suppl enment dough general ly conprises at | east one of
wo b@an7ienkal , fat, water, and optionally partiPRCli/E8305/046238

prot ei naceous particles (for texturization) and

flavor. For instance, when the desired product is a

bi scuit, conventional dough can be used, optionally

contai ning discrete particles of nmeat and/or neat

bi9eg0]oduThs ont cdngrositan @b tie predeat inedntioExwmypoakinyn anticaries agent,

sui_tabl e dou h for,the productio d_and sqft.
such ag g Hper LA‘LFI 1AG SH O s PO 8 °8‘8P1?1}68F?1r“ JAfif cHibodiments, the
ﬂuorld@ 'bﬁéé‘d' atnﬁc:ﬁfe@ agén\‘@ﬁ'l Re&dt inhinldnunPaifRditnt thNaSppl PatARb2 BEkin to

4,163; 4,454,164, the contents .of each

5,000 mm wﬁﬂuw@rlens riéssfub entigasigs prsnii iclwie ineeanie fgridagipltp, such as
solublé gﬁlﬁ?%e{all ?zﬁt% %Eng g e g?e%rﬁc]lbfmﬁﬁq? chl}gers%‘é%f’#}éﬁx the conllposmon are
sodlunaﬂud)lﬁrleeth!aSSuIr&ﬁem\Ktﬂ sodanmhluarcsdfcatec@mmamunnﬂuqr@adleaile amine

R R b S N A e

dihydrSHhdride); st adfih fhuefideke bichesk istnde fluvfidé REr Lainend cfhldrilie
ani mal s are al so contenglated by the, present

i Q08Ht i oft VIO sRbaHmCB e ST P@HBOS&sO@a of e geesatdayragon
comprygle %Hm%ﬁ? %‘(} ?t% ?ﬂreb&l\f SR/ })10 rﬁx@‘z’e%gl%lluy E&ﬁ%&ﬁ.s@n@& more of such

I ona 've materia e from
agmmanﬁbepﬂﬁhannatory active |ngred|ent consisting

e tially . of an ract . ol
oL o splfedle Pyt AlngrnelFRE Fako R BFR. prdsphates and
polypliRpiehitdsl Phosihafdiaf@pEEPh&phitakalistiie §aktalllictpleyedfin thbgorm of their
oral cavity, the prevention or treatpent of a

whollyerpaiiealbygieunlizarl sigica 8pIuble catoriy snceies (%o RASasspgy sefiumg or
ammoﬁglg{r%ﬁ 15 éﬁlﬁ%ﬂg flidturel hepdt gpent 2 0%%51‘? Hos ank'}ﬁlo%}ﬁté)arnd”m e

tive 1 ngre 0 not nh|b|t t he
polyplefsphat@salts ot ustratey ekyninic luide floanmalend cgtidng gritdnenmbssic, dibasic and

. .pr vi usly .descgri [ ly such additi.onal
tribasiP R p R PO TR R g B ekt RO i topR tra-
pyropidspRAEd; hes €y ?ﬂigéﬂha‘éﬁl dallid gﬂﬁaﬁallﬁl&hd)v\/leﬁl thgents “as@ptisphates”).
(0]

t hose usef ul r the conposition described herejn are
Usefulymerevgleat catipns ef ych phpsghatpgglisipcings hygrogsn, manovalisat petals

1ncludFr%[a?lEHh rﬁetgl%S r@er I nﬁglncﬂPE% c.0f each of which are

cor por at ed reference. [ 0080] The ora
cHogdki t iAotditacaliy eapommhodumwmﬁ tonpueegnt ovwnigiminelpde an

carie t, such as a uoride -l an e
amiea s e B e s R sdch ey 1 BRH R Eotymer.
The atibfic linb@ ot aibas@ste @gdrﬁﬁﬁlly@(y‘ntﬁwﬂ blyﬁhsmg a8 @Iﬁﬁnicﬁll‘jﬁﬁr

anount sufficient to sup about 25, é (ﬁPW
ethylegically wesefueied epnoxylig é?léﬁhaé (PRiaigs praciiygien P’ﬁ &fP aadé olefinic

doublé B@&ﬂﬁﬁ' 28 1546 'C%Sm%ﬁ ot . SiHE Qcﬁ%o%ing Bh %leﬁlnh%addub%t)ﬁdi which

For exanpl e, preférred fluoride sources useful
readily funictienscio rpplmenmimneheeatgg df tisrpresanos indbe mepemssnplgeule either in

the al}%}}aq?e&aali;oes’,[tloirﬁfole]grren?p}c luot(rg)lrao Sé1|r13|c>|xC %rﬁtd%mg*’t%ﬂa t!:rﬂi%a? methylene
group(nly., T0gshadecyl duth Mdshatb GC@han‘neﬂbacNdN, dthadrylics @E)h@h]nlambl)yhc

- di hydrofluoride); as. ai quorldq) as
crotorie, GARATE) PFIOPP QB eIt ARHOAILOTEHPig ¢ i, Deta- Sitaer

muconic, itaconic, citraconic, mesaconic, glutaconic, aconitic, alpha-phenylacrylic, 2-benzyl
acrylic, 2-cyclohexylacrylic, angelic, umbellic, fumaric, maleic acids and anhydrides. Other

olefinic monomers copolymerizable with such carboxylic monomers include vinyl acetate, vinyl
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[0081] In various enbodi ments, the oral conpositions
of the present invention conprise antitartar agents to
w@e@eeTtesand/ or m nim ze cal cul us formati on. QOPET/U82005/046238

nore of such agents can be present. [0082] Suitable

antical cul us agents include without limtation:

phosphat es and pol yphosphat es. Phosphate and

pol yphosphate salts are generally enployed in the form
chlorid¥, dirh@hyl ilekd shdahe s, t Tiad dyytheididiadic Zieehr palyereris pblybarboxylate

cationi ¢ species (e.g, tassi u sqQdj um ar. a ni um
compapgRkig rnaaﬂ:dg amm?ﬁrt(z%}%éé Oteﬁwgbﬁl?égnﬁﬁa -CQRLURIE Substituents and
linkagbin%r Jgésréht:in@&%a_ fefesBn iR b POesRbale _'Ph%lcbﬁql%/mers preferably

| stratively 1nclude nonoval ent cations with _
containowliorsi eyrbaiyhasilcgrawes for whtgssadullies phgtterss "synthetic” and "linear"

t.ri.pol yphosphat e and t.etrapol yphos ; - ' .
oo BELERNBSRIE ek 50 YANGARNRE Bt fho nd o
derivatiadsseT cgRilledeaint yhatard \womis/nokr ICarb@pbdls dsvihpeddapdiopibditg sty to cross-
, Usef ul nonoval ent cations of such phosphate salts
linkagptyc| ude hydrogen, nonoval ent netal s including alkal

NRI0BUE VAN BHOD bkibark QbR 814 b8 ind18H83H the oral composition of the

Addi tional Iy, various enmbodi ments of the present
presenit iventioroimcliudiok tithse descaihed dwive shelsassapdibageniah agents (Sedhes,

.C Ises a.synthetic I.ond | g t
e
preverg@dRésedn of piyne fresi etachebyurfast, Bgeheas, NP-aéyliandhd acidalkyl esters,

. et hyl eni cal 'y unsaturated carboxylic acid that o
includigeR a3 SEPINS HIBA LS R GHek 6%%’1%%’?%58%% igmin E or
coenzRB & 18N dnAdarib§ AsthisOlGsERIRMGHocfts QHidh ad R8I citrate, potassium
contains an ol etm c double bond which readily
tartratg,(pe¢askivpschiogidparofarsiviy sl faterand petassen gitrate)s Whiteadneagsnisgsuch as,

t he. . b ' - : k4 hQn
e 0 DO PGS BB ) OO gt
compdtibledrrgnesieirby bente] gty ipagodohtal aaives tchioeophiyll sompounds, nutrients

acids are acrylic, nethacrylic, et rylic, .

(such a3, SHAMER| BIGHELY $14 EPIORGEipeTO %glfasgeﬁy‘foawmes and the like)
abrasiPEO BB FoshMHdnBlodd RRBoLAPeMs SRICR] £5.zifd ANAE as zinc gluconate,
~ befa-styrilacrylic, muconjic, itaconic, citraconic, . . _
zine chssaenichlorits, endedrrione), arbiilivary stigufnis-(pirbmg sael g9 ¢itric, lactic,
. 2= A eryli.c. - I . AVN LC.: . .
i SRR A e, FHEAUBMTRCNL) G BR9SLL B pesiens
for ordllcafe kmoenno el skilt mpbt ymeTheeabddtivdst Whenehseoq riroxgdrparated in

noners, i nclude vin acetate, vinylchlori .

the orgh RGRY o A GSHEF QorEY FitRamoof e o B prgpyrgies and
charadtb@iRE dRRLY RALEIPRbNCRNORXM R @ f GBOR OB o AoulBN! Y @

hydr ocarbon W t h 'opti onal hal ogen and O-containing .

s 1 Vaseusothaianaterinkaiges baBcepexaiadiin opal cempesitions o0& this
invenfion %El’udﬁ%&?%er@gﬁivegj;ugfl QY Po%liun-‘[ BS] Qt@f)éﬁﬂrg?ﬁc% & ?Jr%&ﬁgf)l)é. These

cont ain I'ci ént’ car boxylic salt groups Por
adjuvavas, evhes @rashit] dre yncoffveatedinrtbe Eaymistions ol ananults"whickede hot

substaggﬁlgs? %%\%e%éfygag‘gﬁéﬂg\ﬁ&p%%eg kening or, gellLng agents

EXAM®erEvati ves of cellul ose and natural guns, nor

Car bopol s having reduced solubjlity due to i
Cc {Q{B§F Ardeatisise composition having the ingredients listed in Table I is prepared by

the following method. The magnolia extract obtained by isolation with HFA-13A has

approximately 15% by weight honokiol and 37% by weight magnolol.
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[0084] Various optional oral care actives may be
included in the oral conposition of the present

w0 povetiesh i ncl udi ng those descri bed above, supdI/ES2005/046238
anti bacterial agents (such as, botanical extracts or
gal eni cal active conpounds), antiplaque agents,
anti - adhesi on agents (that prevent adhesion of plaque
to an enanel surface, such as, N-acyl am no acid alkyl
g6083] Sodiuncdaoehianig, s!‘ddtdnaﬂmcmde indeamyiatfien saltstabsy dlispessedyin water and

mixed g%agépgggplé%r@g]%?xeém ek égq’féggr? ngliqq]ﬁ%rlilgcgae e%s$1§’9éﬂnrhn'z:i sBfbitol, are

added @)gtﬁ@\gvg'teﬂ SGhreasdePRttagdl UMek bidadicethicR@ies sichins carrageenan and
tartrate, potassium chloride, potassiumsulf

CMC, m{vdl;@ @mmﬂmgg ale, adggdh: tTé]mrﬁSgl talétéwgiglr? Jéﬁgﬁatgi unt&}lﬁg}gmogeneous

gel ph% I d e ﬁi%%% Q %rtﬁ% tgi&g?h@d toSaQFHgH RAROKAL tiRdtdwhere the

yV|ny pyrro done- conpatl € enzynes;
SYLODENI@r X8 660 bnéa@%ht)@,ENT@ 7$dadmesye andtsilice ghickener ZEODENT®

165 ar%?cigggrl Ofgg/ mé)ﬁareggﬁﬁg %ﬁ%ﬁfd&g En %lhesg%?sd ig); Iﬂ’grg Sat§ |’3 é)\rqrhﬁiﬁ{&; Nder vacuum

of in aﬁ RBEH FB b AR D0 kH S0 hink@f)Hg’%MﬁBﬂaHE&,bobﬂ ¥ahin Hg. The ﬂavor 011 is

fresheni ng/ nal odor control agents %sqﬁ as liLﬁlnc S
weighed whaubmagnsdiags thea added to therflaver oif-afke flayprl g Bred ia'sHixture i

added B n&u&ﬂ%n %.?a’stlf r%grfas&zltr{té/ Aoh 3 SbAUHRAMS! &1&‘&&"{838) a(tjr% 'éﬁeﬁged into

as Ci , succlnic, ascorb

the mikétMHhé eesaltaht parduat is ¢ haobgispousa smlmawydmrredafé@mwréel product.
| n—to—one—of skitt—Tmnthe

r These additives, wh ent, are incoiporated

in the oral conp05|t|on in anmobunts that do not
substaﬂﬂgﬁﬂh?ladversely affect the properties andWt %
characteristics
of Magnolie Gorige Extractahont 100 [ 0085] Var i ous—ot her
neSebitcl(Z0%8y Hh@) i ncorporated in oral conpositions ¢/
t hGBcérivent i on i ncl udi ng preservati ves, such as sodi%

eogah Buodde silicones, for exanple. These adjuvant@3
S8UiBh 858Rhnin ar € I ncorporated in the conpositions i®5
&ﬂ&ﬁhwgbgﬁhqggnqﬁE@@pstant|aIIy adversely affect 2.0

tTes ana characteristics desired. EXAVPLE ¢g
mg the 1 ngredi en
I G?WHFEL?.QSOS)W CONMpOoST t1 UII naV| g g ©§

] prepared—by—tte |U||Umnngkneln?90
LI
%dgd?ﬂt WAﬁQr oxi mat.el \ 1504 h\/ wei nhf henoki-el an.llo'o
7 T dhgntnddidsg hit maonol ol f00871 Sodi um sacchar i n,— sodi o
Satinddqurgnuilfatey3@hlvencsal ts are di spersed in "vater40
hdiO¥osedd IMica conventional ni xer _under agitation. THé
IMG4aR0338) 9., glycerin and sorbitol, are added tol.0
e f6r I8Ikidsy € under agitation. Then organic 0.05
mers, such as carrageenan and CMC, as well asQs.
y—potyners are added. The resultant m xture 1s
agitated until a honogeneous gel phase is forned. The
M[0088] Thé Sxaniides andattst embatiments defvrigbd hyseio dra/isuptary and not
m xer; .where the SYL 650 .and S
intendie 4 BB G EGn SHRPTDIMEE T P AREaH P BBV oo of this

invention. Equivalent changes, modifications and variations of specific embodiments, materials,

m”*:m—hmIq—.—ﬁ‘mgc

compositions and methods may be made within the scope of the present invention, with

substantially similar results.
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165 are added. The mxture is then m xed at hi gh speed
for from5 to 30 m nutes, under vacuum of in an anount
w@Rooabowsss 20 to 50 nm of Hg, preferably about BOI/D#20bE046238

The flavor oil is weighed out and magnolia is then
added to the flavor oil. The flavor oil and magnolia
m xture is added to the m xture. Lastly, surfactants,
such as sodiumlauryl sulfate (SLS) are charged into
the m xer. The resultant QrAiMSt is a honobgeneous,
sem -solid, extrudable paste or gel product. TABLE I

We claipgr edi ent W . % Magnolia Cortex Extract 0.3 Sorbitol
(70%in HO 26.7 Aycerin 12.0 Sodium fluoride O. 3
Sodi um saccharin 0.5 Sodi um hydroxide (50%.in H20) 0
OVC 20808 tedofitpetizgpmammalipBsYHEs having o) figsye mﬂathlon the

1.
A g S e B
1nﬂam|ﬁiaﬂ)t9 @ctﬁﬁﬁn@r&ﬂﬁenﬂcoﬁsﬁhmsmﬁaﬂy Si):’inlﬂxhaﬂ o ngno¥éet &1d an orally

[ 0088 exanpl es .and ther
acceptg 56?11“8&(3” é“r”é ﬁéowaﬁﬂ%@u%ﬁw BIm‘? W&%&:@e&@ fisgys by

reducihg Uhé biNHotemEBR6SsI0PidBniRRiohul | scope of conpositions
and nmethods of this invention. Equival ent changes,

nmodi fications and variations of specific enbodiments,

teri d Y/
G T
compasitivnl fafthderBU\i'lﬂ& aﬁbﬁhl@&l(\/ﬁf@lt a the tissue, thereby reducing sensatlons of

pain and sensitivity of the oral tissue in the mammalian subject.

3. The method according to claim 1, where the concentration of the magnolia extract

is less than 0.5%.

4. The method according to claim 1, where the concentration of the magnolia extract

is less than 0.3%.

i

5. The method according to claim 1, wherein the magnolia extract comprises an
active compound selected from the group consisting of: magnolol, honokiol, tetrahydromagnolol,

tetrahydrohonokiol, and mixtures thereof.

6. The method according to claim 1, wherein the extract of magnolia comprises
about 2% to about 95% of an active compound selected from the group consisting of: magnolol,

honokiol, or mixtures thereof.

7. The method according to claim 1, wherein the orally acceptable carrier comprises
one or more oral active ingredients selected from the group consisting of: anti-tartar agents,
antibacterial agents, anticaries agents, whitening agents, densensitizing agents, vitamins,
compatible enzymes, breath freshening agents, malodor preventing agents, and combinations

thereof.
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1. A nmethod of treating a manmal i an subj ect having
oral tissue inflammtion, the nmethod conprising
W@ omvbAatteshg the tissue with an oral conpositi oPCT/US2005/046238
conprising an anti inflammuatory active ingredient
consi sting essentially of an extract of nmagnolia and
an orally acceptable carrier, wherein the ora
conmposition reduces inflammtion of the oral tissue by
reduci ng one or nore nediators of inflammation. 2. The
nmet hod_according tQ claim 1, erein dyrin h . .
ctnt acthsigethedaccgrding @ocrﬁi’a‘;li’ Ve Floff’g{y aﬁg"t?&ﬁbgee%mé‘ﬁ COMPIISES
one orIGk 362b6n sl et te@ Prohl @i lgtobp ¥Bnsidth@ o@DV sdoS b fidiiers, diluents,
sensations of pain and sensitivity of the oral tissue
surfacg activieagertppll nedifsnm pesnts, algasivRsehyrpectass, moudr igelngents
claim1 e [ f ¢ [
sweeryfy Qefs, MREE Eochfie SBGEEIAGH S0 and PENTRAD ot
claim1, where the concentration of the magnolia

extract is |ess than 0.3% 5. The t hqd. accordi ng.ta

cPai m The MREPERerORRES el b et hee] 5%?#%@?%%1011 n the
mamn@ah ¥€hjEQMPAWIHSEVEE LRUnk paifbidiee ifQBncONSi sting of :

magnol ol , honoki ol , tetrahydronmagnol ol ,

t et rahydr ohonoki ol , and m xtures thereof. 6. The

hod—ac | 1M1, ] - ext .

miginol 1o sy Peokuglclly, WARRREIR ol sk hAhmlonds
associgledpathndcondition seectéd fromtthegrgupamsstng of ttoatly las$, oral surgery,

magnol ol , honokj.ol , o i xtures.thereof. .7. .The neth
endodZRdtikasty: COMEH i AES RS RtsE. b Rr Py Pap ot
tobacoAhAh@H d&eAR) dnaRSnPRALiOhs HEESE. Or al active ingredients

selected fromthe group consisting of: anti-tartar

agents, antibacterial agents, anticaries agents,

t eni eqslti zl . [ ' :

cotpat 1B EPEEE kLo ARERELAL! £ S FOREb ol ok B Htiator of
inflanpmiagioans 2 ogoldgent s, and conbi nati ons thereof.8. The

met hod according to claim 1, wherein the orally

acceptabl e carrier conprises one or nore conponents

seb ect efde eMBd bR r@he UPCISANS et did tHefone bk B@ESHfitle mediators of
) nmodi fiers, diluents, surface active agents, pH
inflanprationyis mproggelandin. abr asi ves, humectants, nouth fee

agents, sweetening agents, flavor agents, colorants,

preservatives, and conbinations thereof. 9. The nethod

atgor diTrhgniethod hedondihg torieimel, mhichsn dreadontactisgie repeated for a

infhgnnati%n i.n.the manmal i an subject is associ ated
pluralfy of, days toy FRdpos Bl BaHPR i nfection. 10. The net hod

according to claim1, wherein the oral tissue

inflammtion is _ _ _ o
14. The method according to claim 1, wherein the oral care composition is in a form

selected from the group consisting of: a mouthrinse, a dentifrice, an animal product, a

medicament gel, and a dentifrice.

15. A method of reducing oral tissue inflammation in a mammalian subject, the
method comprising contacting the tissue with an oral composition comprising a non-irritating *
amount of an anti-inflammatory active ingredient consisting essentially of an extract of

magnolia, and an orally acceptable carrier, wherein the oral composition does not irritate the oral
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associated with a condition selected fromthe group
consisting of: tooth | oss, oral surgery, endodontic
w@20hosws3 stomatitis, al veol ar bone resorpti OPCT/US2005/046238
| esions, gingivitis, periodontitis, tobacco induced
di sease, and conbi nations thereof. 11. The net hod
according to claim1l, wherein one or nore of the
nmedi ators of inflanmation is a cytokine. 12. The
tissue et fafberacdieesinignination af the bral vikerdyneduimgone oomongpmediators of
of the mediators of inflammtion is a prostaglandin.
inflamgationrhe et hod according to claim1, wherein the
contacting is repeated for a plurality of days to
reduce inflammati on. 14. The net hod accordln%
116. wh efhsimethedacsprdingcta ckeite d apwBereingiter e cAntacting, Pﬁe non-lmta‘ﬂng
amourn %ﬁ?%%)?aq CI)IEIBS@IE‘I&}? rega[i gll!(? 01%‘.‘o %&%'a@@ve&kgr e@wﬁ‘@ l&f lﬂ{e' 1ﬁ§g%oh§extract
rice, an ani produc ament gel, and
presentlR¢dr itHerdralaissddat a/éon@hhﬂtbrn‘ff lessduegi Agugimbl  ti ssu e
inflammation in a manmal i an subj ect, the nethod
conprising contacting the tissue with an ora
CPITPOSIHe RSP BRIOEEAIS cthifa3; whédeinPdfich the BB Eing) thedidn-irritating
anti-inflammatory active |ngred|ent consjstin
amouns 9§ hstorad cpypefitiemrelaiisiia ene O MAGABYS Bgredisais o %%?rrawg?ha extract
e osi tion does
e R S R U RS S TR e
i nflanmation of the oral ti ssue by redu0|ng one or

di at t
B or e bogpehontieto YRR b ngrtigu PR ST toy e o

comp&shﬁ)nriﬁ)t@hél pEdvi@dsl aRGnApEdffeRf ol e tRER| theRbP esiuting @ensatlons of
relates t0 one or nore active ingredients of the

pain andsgveitiviy ekthe gial tisvue dethe nprapaignsubiest tissue at a
concentration of less than 20 ng/nL. 17. The net hod
according to claim15, wherein after the contacting,

t h® nofhd methbabécvglivgrowitimols, hereshatoncentpadion of the magnolia
rel ates to one, or. re active i dlents of the
extraq ﬁ?)?’iahccg&li’qsﬁan lﬁfo%@ﬁ‘% Olneélélfﬂ tf’lgp'Sr Oral tissue at a
concentration of less than 10 ng/nL. 18. The net hod
according to claim15, wherein during the contacting,
the oral conposition further provides an anal gesic
ebpectrh Cfpmgﬁgd ta&c%?&iﬁ totJ] 3 upf?i/ th]%féﬂﬁh@ Gx Pt §Pltnlc1§i{b°f1a‘%mpnses
pain an enS|t|V|t the oral tissue In
about RggMRbOETD5SLb] ax:etctlvd@)mp'bluad selbdtediframdior ghowy cculms@hg pfnmagnolol,
h %ﬁ, wher e gﬂgﬁcgncentration of the magnolia extract in
onoki¢jgorgpixpur §%tion is less than or equal to 0.3%

20. The nethod according to claim15, wherein the

extract of nagnolla conpri ses
21 The method according to claim 15, wherein the orally acceptable carrier

comprises one or more oral active ingredients selected from the group consisting of® anti-tartar
agents, antibacterial agents, anticaries agents, whitening agents, densensitizing agents, vitamins,
compatible enzymes, breath freshening agents, malodor preventing agents, and combinations

thereof.

22.  The method according to claim 15, wherein the orally acceptable carrier

comprises one or more components selected from the group consisting of: viscosity modifiers,
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about 2% to about 95% of an active conmpound sel ected
fromthe group consisting of: magnol ol, honokiol, or
worRoob0r®s3 t hereof . 2 1. The nmethod accordi hg tBCT/IUS2005/046238
15, wherein the orally acceptable carrier conprises
one or nore oral active ingredients selected fromthe
group consisting of: anti-tartar agents, antibacteri al
agents, anticaries agents, whitening agents,
diluentd ssusfResSiclive bggtsapd mhadifyng aehnssbrasompdtuniEcensnmywb $eel agents,
breath fr shening agent s, nalogor %%fve tin@ agfnt§,
sweeteging agehiTHAPT TR WEFBYP, ProsTVaie et (o5 SR8 Bt o
clai m15, wherein the orally acceptable carrier
conpri ses one or nore conponents selected fromthe
Poup emsthed argording toickaimdidt yhereigione eF Bog; 9ffpmediators of
inﬂmn%%ﬁ&?&%u: &5&; agents, pH nodifying agents, abrasives,
urmectant’'s, nouth feel agents, sweetening agents,
flavor agents, colorants, preservatives, and

conmbi natians, thereof. 23. The net hod accordi ng .t :

A% m g}eﬁm PLrqalpe A I'Iaﬁlnl’ﬂﬁliaél sg‘% e(?[ﬁ‘]ngg 8F%?18§"% naﬁammatlon, the
methodl BEhRHIIRS éddackifg eGil Add\Gral thdue WithBl BRUcdBpositloddbinBgsing an

a manmal1an subject having oral tissue inflanmmtion,
orally paseptaleisaiics an asiirigllemmeisy pstly e ineEedipnt caputingeggentially of an
o STl LA Sl SRS RO TR0, 88l o mor
mediatorsgrfeailanthaton sidsyhergingbs ently atdeytable camiee xempidses ofie or more oral

v S e SRR L el Bt agets,
anticati & dg BBV hiRMNingdBEh YR RInKitiLiNg 288, b itarBie fdingfatiBle enzymes, breath

carrier conprises one or nore oral active ingredients
freshewjng agentsy Malesier PlsEeing @gory @ sompigatiams thateqf. ¢ ar t ar

agents, antibacterial agents, anticaries agents,

whi t eni ng agents, densensitizing agents, vitam ns,

czmpat Tl reethnd yuvesiingtoedtim ¥4 whbreini thejoraligpteptalyel codier further

reventing agents, and c I nations thereof .. 25 .The ..

comprRgt WS AR P S S LR B8 Gl gt Hodifier,
diluenBC SRR B tB/eGaEdts, OH hUdiffies a gy ibrasGesPNen&tani®) iduth feel agents,

conponents selected fromthe group consisting of:
sweetspingagsnisyfawoapganisy eolomnis g vatiyey pateoralipatins Nsesefs

pH nodi fyi ng agents, abrasives, hunectants, nouth fee

agents, sweetening agents, flavor agents, colorants,

preservatives, and conbi nati ons thereof.
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