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for example any of the following compositions:

1.0.1. Composition 1.0 wherein the basic amino acids are arginine, lysine, citrullene,
ornithine, creatine, histidine, diaminobutanoic acid, diaminoproprionic acid, salts thereof
and/or combinations thereof,

1.0.2. Composition 1.0 or 1.0.1 wherein the basic amino acids of the peptide have the L-
configuration.

F0.3. Any of the preceding compuositions wherein the peptide is from about 5 1o about

300 amino acids in length, e.g.. about 20 o about 100 amino acids,

1.0.4. Any of the preceding compositions wherein the peptide is enriched with basic
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1.0.17.  Any of the preceding compositions wherein the {luoride Salt is stannous fluoride,

sodium flueride, potassium fluoride, sodium monoflucrophosphate, sodium fluorosilicate,
ammonium fuorosilicate, amine fuoride {e.g., N'-octadecylitrimethylendiaming-N NN
trisi 2-ethanch-dihvdrofluoride), ammonium fluoride, fitanjum flucride,
fexafluorosulfare, and combinations thereof,

1.0.18. Any of the preceding compositions wherein the fluoride sait is a flucrophosphate.

1019, Any of the preceding composition wherein the fluoride salt is sodium
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1.0.33. Any of the p{wndm; compositions further comprising an abrasive or particuiate.

1034, The immediately preceding composition wherein the adhesive or particulate is
selected from sodium bicarbonate. calcium phosphate (e.g., dicalcium phosphate
dihvdrate), calcium sulfate, precipitated calcium carbonate, silica (e.g.. hydrated silica},
fron oxide, aluminum oxide, perlite, plastic particles, (e.g.. polyethyl i‘:mi}‘ and
combinations thereot.

1,035 The immediately preceding composition wherein the abrasive or particulate 18
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1.0.40. Any of the preceding compositions wherein the anionic surfactant is selected from

sodium fauryl sulfate, sodium ether fauryl sulfate, and mixtures thereot.

1.0.41, Anvy of the preceding compositions wherein the anjonic surfactant is present in an
amount of from about 0.3% to sbout 4.5% by weight.
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monoperthalic acid and its salts and esters, ascorbyl stearate. oieoyi sarcosine, afkyl
sulfate, dioctyl sulfosuccinate, salicyianilide, domiphen bromide. delmopinol, octapinol
and other piperidino derivatives, nicin preparations, chlorite salts; and mixtares of any of

the foregoing.
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(IL-1), IL- I'b converting enzyne (ICE), transform ng
gromh factor bl (TG--bl ), inducible nitric oxide
w@wvhemrer (i NOS), hyal uroni dase, cathepsins, nRCI/E82009/033285
factor kappa B (NF-kB), and IL-1 Receptor Associ ated
Ki nase (1 RAK), e, g, selected fromaspirin, ketorolac,
qurbiprofen i bupr of en, naproxen, indonethacin
aspirin, fen r.oxi.c ! fenam.c
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percen conposition wel

1458 preGetiNGLAMASHbANHs fu%érraglapm@mmmg
triclosan in an anobunt of about 0.3% of the total

1.C QIR O iy IoO1he WRE@M: coBpabitioATyriat cdnieisipg eedinngd xylitol.
conpositions further conprising a whitening agent. 62.

;@my ofAnky lvéthp pecethigngmeohipositiiconsnfrting hefosgonpitdlsingilg a
@F %ghgg?gggggbagtected froma whitening active

rom group consi sting of peroxides, mnetal

ﬁg'é ori }ng%i th@@fc&%ﬂ%%%pos?@ﬁ%ﬂ@ A RBS8ing Q@irﬁﬁyu@?xlalda%em in an
ypochl orites nbi nati ons thereof 63. Any of the
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eroxide qQr a h en Eeroxlde source, . E’ . .
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pedoaxy@hoesphat €. ppemoxyieanbonabesitiqaershor. at e,
peroxysilicate, or persul phate salts; for exanple
l.zal.ci umypéthoxyephivephapeitiosoditunpeanbos atcesasod umunt of
CHLASE & RELAK i Radlm per oxyphosphat e and

assium ersu y of the preceding

@Q{TDOSL\,QVI (9% Jr&@élﬁgedbnﬁ@s!mfnk 8 cBRprrgentwtidahe agent.
interferes with or prevents bacteri al att achment ,
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ﬁhx‘éjgmaén‘sgé FladeeErnt BRCET TREIE Pﬁﬂé\l EL% ' zeza? C%f{}m“
C BiTRIr@Xe Sorcathoates, Gl @ hdidyl IB@AinUMEes. and combinations thereof

1063 Anv of the preceding compositions further comprising hydrogen peroxide or a
hydrogen peroxide source, e.g., urea peroxide or a peroxide salt or complex {e.g.. such as
peroxyphosphate, peroxycarbonate, perborate, peroxysiiicate, or persulphate salts; for
example calcium peroxyphosphate, sodium perborate, sodium carbonate peroxide.

sadium peroxyphosphate, and potassium persuifate}.



phosphosilicates, and (ii) cal ciumprotein conpl exes,
e.g., casein phosphopepti deanor phous cal ci um
wW@bwsphrse. 66. Any of the precedi ng conpositiBEEUS2009/033285
further conprising a soluble calciumsalt, e.qg.
sel ected fromcal ciumsul fate, cal cium chloride,
calciumnitrate, calciumacetate, calciumlactate, and
conblnatlo s thereof. 67. rece
oo Rt RSPt rR g S i e o YT G MR pieyeres
acigepbables potas siddimaalds,, sebgl or cpmtsasy um nitrate or
pot assium chl oride, in an anount effective to reduce
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70. Any of the preceding conpositions effective upon
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(RedoleFHRES, Gl 0L MRl dunl ARG R0 Bl BTN i GRERER:
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|'i ght-induced fl uorescence (S% or electrical caries
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f@Wkﬁumﬁ@wsm@apr%ﬁaﬁﬁbﬁgéf (X|) reduce plaque

accurmul ation, (xii) treat, relieve or reduce dr%’ ,
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ngre
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of
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ect e nmout oot ast e, )
p@mmt,%n horsialiragihpe rgepbial oty @rmt@am thyot W‘v Bpil ‘si*ye,nse

and/or matntain plaque pH at levels of at least pH 5.5 following sugar challenge, (x1)
reduce plague accumulation, (xil) treat, refieve or reduce dry mouth, (xiii} clean the teeth
and oral cavity (xiv) reduce erosion, (xv) whiten teeth, (xvi) immunize the teeth against
cariogenic bacteria; and/or (xvii) promote systemic heaith, including cardiovascular

health, e.g., by reducing potential for systemic infection via the oral tissues.



| ozenge, oral tablet, dental inplenent, and pet care
product. 1.0.73. Any of the precedi ng conpositions
wok@pad26d he conposition is toothpaste. 1.0.74PCHI$2009/033285
the precedi ng conpositions wherein the conposition is
a toot hpaste optionally further conprising one or nore
of one or nore of water, abrasives surfactants,
].{)Lgﬁglc? gﬁ?‘gﬁ%q‘f‘ﬁ obtﬁm %};‘ g&&ihdtﬁ& % &é)}ﬂogliﬁé%n A mﬁéﬁmm as set forth in
phesehvaticdies porfidoaiviansi ngs, col ori ngs and/or
conbi nations thereof. 1.0.75. Any of the preceding
1.0g8nposint dlohsprace@ing comrgsiF@swhetoen relicird feBmpudiiticon is a
WQHMAV{@%M Ja Qeo?rﬁpm%@ry n@fabtREe PLERSHINGab ornmsg phdyONs
wherein the conpoSition is a ch emnng gum
1&9937m“Aﬁﬁ“d*“@ﬁémbme@eﬂﬁﬁ@“@6ﬁﬁ€§ﬁt|ons further
conprising a breath freshener rance or avor i

ng.
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enriching m xture of peptides for basic am no acids
L0aiSgi nitAeor the pyedig conpipsignst! Be i ELEHSIYIE BHR0ETHET BAs
WhekRiam t he peptide provides a basic pH to an aqueous
solution, e.g., a pH of at |east about 7.5, e.g., at
1.d. Bast Aabeitte Beceingcogmp@boetts (8 -t 100. abokiteid Be cdr}@08Pn Fhe
present invention also includes Method 2.0, conprising
56? Y# R any of the preceding conpositions e to the
i Qoﬁal %ﬁykft%}{e rggegmm L(Wl Qu&&#&%ﬂ&mphﬁnéi Qrceﬁ}?g&ﬁﬁmpr
I nhi bi Wation-of 'dental caries, (i1) reduce,
ﬁéﬁgmﬁﬂwﬁ3Wﬁm$blt pre-carious | esi ons of the ename
as detected by quantitatijve |ight-induced
G i8dor d8x ErieePreeting cERPOE I PYFIE R NP I SR TTFEHE AT
(=6Mh derliiative) reduce or inhibit demneralization and
pronote rem neralization of the teeth, (iv) reduce
1.dnpper sensi thé mideying torteitivreetdnsin (w proregds greusimul prhictoi ¢r
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| ow ng sugar chall enge, (xi) reduce plaque
.mc umuhabf Bprededing fonfr@eiiae vdicyinmhuehtide(pxdvide) a basic pH to an

aqueous solution, e.g., a pH of at least about 7.5, e.g., at least about 8, e.g., about 8 10

about 16

10008} The present invention also includes Method 2.0, comprising applying any of the
preceding compositions e to the oral cavity, e.g., with brushing, 1 {3} reduce or inhibit
formation of dental caries, (i1) reduce, repair or inhibit pre-carious lesions of the enamel,

e.g., as detected by quantitative Hght-induced fluorescence (QLIF) or electrical caries

R



clean the teeth and oral cavity (xiv) reduce erosion,

(xv) whiten teeth, and/or (xvi) inmunize the teeth
wWQ@aoneneécar i ogeni ¢ bacteria conprising: introRCEUSZP09/033285

into the oral cavity to a patient in need thereof an

oral care according to any one of conpositions 1.0 -

1.0.78. [0009] Additional enbodinments of the present
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hout'hri nse, abou for a consuner
th«c@@tphmsztxemmduawdumm%L%@ut 20 wt %for a

2 fpr otﬁ%%ﬂhg&a‘l 0 (Qr” 2RE P@&Htﬁ@@dr&ﬂs;ﬁ@ﬁ%hwg atPEQAdMEd: 7.5%
Fl uoride nmay be present at |evels of, e.g., about 25

argigingbout 25, 000 ppm for exanple about 25 to about 250

2. P POk Qe thadsut hE vASEin tRReMbostRR istaGle@biaet 2, 000 ppm f or
a consumer toot hg ste, hor about . 2,000 to about 25, 000
2.5 prX Brthadsgrbt od SPEHAIMGPTBFESE SAPUEH T r eat nent

2.9r oddelethodseme! 85 @ﬁc:&nthaha@bc&hlcaﬁs amel.l vary simlarly,
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cont ai n about cl osan 011] O her
enbodl ments of the present invention wll be apparent
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system and the ;jamwlar active. For example, the protein comprising basic amino acids
may be present at levels from, e.g., about 0.1 to about 20 wt %{expressed as weight of free
base), e.g., about 0.1 to about 3 wt % for a mouthrinse, about | to about 10 wt % for a
consumer toothpaste or about 7 to about 20 wt % tor a professional or prescription
treatment product. Fluoride may be present al levels of, e.g., gbout 25 to about 25,000 ppm,
for example about 25 to about 250 ppm for a mouthriase, about 750 to about 2,000 ppim for
a consumer toothpaste, or about 2,000 to about 25,000 ppm for a professional or
prescription treatment product. Levels of antibacterial will vary similarfy, with levels used

in toothpaste being e.g., about 5 to about 15 times greater than used in mouthrinse. For



[0012] Peptides and their formation are known in the
art and are short polyners of am no acids. Peptides of
W@ b@Ipersent i nvention may be, e.g., from abourCBUS2909/033285
about 500 ami no acids in |length, preferably, wherein a
majority of the am no acids are basic am no acids,
nor e preferably ail of the amno acids are basic
am no aci ds, wherein th ti.o qf n trogen atons
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Thus, speC|f|c proteases for use in the conpositions
SkB'f'“f}hé“present i nvention are dependent upon the
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dependent upon the specific protease incorporated
payt ﬁf}%i‘ peptide sequence, For example, trypsin cleaves proteins at the carboxyl side of

ivsine and argining, and thus would be sultable for use with polypeptides of lvsine, arginine,
anel tysine and arginine,
[0016] Preferred proteases include endopeptidases which cleaves the polypeptide

within the polvpeptide chain rather than at the terminal amino acids.
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t he conposition. For exanple, when trypsin is
i ncorporated as a protease, serpin may be used as a
WQEe@vaere i nhi bitor. Preferably, protease inhiBRCT/0820091033285
concentrations which inhibit protease activity while
conpositions of the present invention are not used in
the oral cavity, e.g., during nanufacture processing,
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invention are marketed under the trade designation Sylodent XWA™ by Davison Chemical
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those which are reasonably stable throughout a wide pH range, for example, anionic,
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surfactants are those which are reasonably stable

t hroughout a wi de pH range, for exanple, anionic,

cationic, nonionic or zwitteriopi c surfactants.
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enbodi nents within the scope of the present invention.
The exanples are given solely for illustration and are
wmoeiootian2be construed as limtations of this i nRENUS®NI/033285

as many variations are possible w thout departing from
the spirit and scope thereof. Various nodifications of
the invention in addition to those shown and descri bed
herei n shoul d be apparent to those skilled in the art

and are intended to fall within the appended

TGl BliBs Jhatawhich is claimed is: 1. An oral care
conp03|t|on conprising. (i) an effective anoun
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o2 SLUMLORSRULES: | B heRAPRPAE ANARUESEres e o
pot ass U T d uor i e sour ce,
polymkwhunectant f. a protease inhibitor, and
combi nat i ons, t henaof, ioAourdi® conposition of any one of
t he precedln claims wherein the basic amino acids are
sel ected fro aPbispidsaon 19&Ene, citrul l ene, ornithine,
creatine, histidiRgudbatupebut anoi c acid,
dlan1nopropr|on|c acid, salts thereof and/or
conbi nat i ons9t REFFEE 30U The conposi tion of any one of
the preceding @b&g&ﬁmm@ﬁ&eln greater than about 50% of
the amno aci.ds in t tide are basic am no acids.
6. The conpoél Pgﬁmﬁfnﬁﬁypone of the preceding clains
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fad

provi es a basic pHto an aqueous sol ution.
thereof.
5. The composition of any one of the preceding claims wherein greater than about 50%

of the amino acids in the peptide are basic amino acids.

6. The composition of any one of the preceding claims comprising a mixture of peptides
derived by partially hydrolyzing or partially digesting a protein and enriching the
resulting fragments for peptides comprising basic amino acids,

7. The composition of any one of the preceding claims wherein the peptide provides a
basic pH 1o an aqueous solution.

3. The composition of any one of the preceding claims wherein the peptide is enriched
for argining,

9. The composition of any one of the preceding claims wherein the basic amino acid is
present in an amount corresponding to about 1.1 to about 20% of the total
composition weight, wherein when the composition is used in the oral cavity, the

weight of the basic amino acid being calculated as free base form.
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any o precedin wher el n pH is
16aboiibe @nmgs:tabomny@m misthe hedop plposivhiegin tfeﬁ ﬂt@mﬂn YR& of
the P@&ﬁ?%@%m}& &' BB WO el MrotpSt BRI, '9§oﬁ9@&;€é¥éd§§ﬁ;¥a§ ioh
neu he conposition of any one of
preteditng clainms further conprising an abraS|ve or

17Par thedhRb&tion of any one of the preceding claims wherein the pH is about 6 to

about 9.

8. The composition of any one of the preceding claims wherein the pH is approximately
neutral.

19.  The composition of any one of the preceding claims further comprising an abrasive or
particuiate

20.  The composition of any one of the preceding claims further comprising an adhesive or

particulate sefected from sodium bicarbonate, calcium phosphate, calcium sulfate,
precipitated calcium carbonate, silica, iron oxide, aluminum oxide, perlite, plastic
particles, polyethyiene, and combinations thereof.

The compesition of any one of the preceding claims further comprising an abrasive in

3

an amount of about 15 wt. % 0 about 70 wit. % of the total composition weight,
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0. The conposition of any one of the preceding clains

further conprising an adhesive or particul ate sel ected
wo e@omie2éd um bi car bonat e, cal ci um phosphate, cBCTUS2WM09/033285

sul fate, precipitated cal cium carbonate, silica, iron

oxi de, alum num oxide, perlite, plastic particles,

pol yet hyl ene, and conbi nati ons thereof. 1. The

conmposition of any one of the preceding clains further

conpri sing an abrasive in an anmount of about 15 w. %

221 0 AR RioWhs anQ/%ch et‘tﬁﬂ%rnc@&&l ﬁ@lﬂ'ﬂ%{,&b&fﬂriw (@bhmﬂ_ he
conposi tion of one of the pr urt her
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xtures there er ei
231 he B ORP OB OF 144 *&*vaﬁ*th“Cg‘%‘rﬁéyé’ﬁt%’?%‘dé‘ e AR
abofim Bbo3P0.19 wadbouttd. 4 BKy éb@ht wethghtal ofmpehgort etigl.
4conposi ti nposiLil.on Y. 9f the
n@édmﬁﬁmqio” Lavk %?f?f?e ar f%%np?ddgtloﬁgﬂsﬁ% Igcni&an ts
S eI ﬁ%@ﬂlisf%bmiti&tm oniotic, zsztctltjleif iaphii@ionaridr favenisonit ¢
surifng&trcabql{!g -and mi xtures thereof. The conposition of
any one tﬁe preceding clains further conprising at
25] eablic comeoshipmetinane efdheareceding ¢lams JIrearMarisidsy Bt one

andhﬁ&@hi@@htéﬁﬂﬁ)n{ 16BRfsorbit@ns QMR s aRrdf. any one
of recedi ng clains further corrpr|S| ng .at | east

’éoneﬂWVﬁ%ﬂm‘Ph@V CBAPGR RFBHN B! &%ﬁytlf@hfewia*fﬁ“t*fﬁedf cast one
pregadidg clainms further con'prl sing gum strips or

fragments. The corrposltlo of the precedi
27¢1 af EOPEiRB P ¥ PSP ét‘%ﬁ%@f‘%ﬂd%ﬁﬁ%‘%& onpBEY! ‘Ea SR %’fm o
anyienef the preceding clai ms further conprl sing an

ant bact er i al ent Iject fraom 0 al
ext JID&CCLQ p(}Sétg)g éﬁﬁ y e %ﬁ e ;?rtcr{,ozg %}ﬁir{m u co%t%ﬂsmgeu dig
29ext Tachmpositgnol arg oeea(birtb\tcgtrwntlshgcmmﬂ filrélﬁft dyoipgising an

euca . ?}Qc‘t glm carvacrol, citral, hinokitol,
cat ‘m{lﬁgcltﬁ"”dlrfié’?'ﬁ sal |O§cnyl ate, epigallocatechin gallate,

epi gal | Gmse@hl n, gallic acid, mswak extract, sea
buckt horpextiaet and propolis, bisguanide antiseptic,
chi or heX| gl ne, al exi dine and octenidine, quaternary
armoni ureFeBiho InsenEet AR R AIAEH B XS thee) ! ol

ben@@hskﬁm UMl QRhAS, cit- @i RHRS YdaRYHd, iciiyumighhgr i de
(T ggwa%ggtaﬁn}l gatiirafacdx%?cr%llocgtcchln gallic acid, miswak extract, sea buckthorn
extract and propolis,
bisguanide antiseptic, chiorhexidine, alexidine and octenidine,
quaternary ammonium compound, cetylpyridinium chloride (CPC),
berratkonium chloride, tetradecylpyridinium chioride (TPC) and N-tetradecyl-4-
ethylpyridinium chloride (TDEPC),
phenolic antiseptics,
rexetidine,
octenidine,
sanguinarine,
povidone todine,

delmopinol,

¥
e



et hyl pyri di ni um chl ori de (TDEPC), phenolic
antiseptics, hexetidine, octenidine, sanguinarine,
w@owpdaned i odi ne, del nopi nol ,salifluor, netal PORPS2009/033285
stannous salts, copper salts and iron salts,
sangui nari ne, oxygenating agent, buffered sodi um
per oxyborate or peroxycarbonate, phthalic acid and its
salts, nonoperthalic acid and its salts and esters,
ascor byl stearate, ol eoyl sarcosine, alkyl sulfate,
di octyi (gul fosuccinate, salicylanitide, dom phen
brom de, del nopi noi, octapinol and other piperidino
deri vat i"&$°nj ci n preparations, chlorite salts; and
m Xt ur esuefonatys,0of the foregoing. The conposition of
any one of the preceding clains further conprising an
antibacFéﬁFéﬁkhggﬂFnﬁw&an anount of about 0.0 1 to
about 5 aMuuin¥6ef the total conposition weight. The
conposi tion of any one of the preceding clains further
conpri si'MFBHTAATT" i nfl ammat ory conmpound, wherein the
ant i - i nfluitmbtcoiy: eopewndoripgrogytaibniidi t or  of

phthalic acid and its salts,
monoperthalic acid and its salts and esters,
ascorby! stearate,
oleoyl sarcosine,
alky! sulfate,
dioctyl sulfosuccinate,
salicylaniiide,
domiphen bromide,
delmopinol,
octapinol and other piperidino derivatives,
nicin preparations,
chiorite salts;
and mixtures of any of the foregoing.

30.  The composition of any one of the preceding claims further comprising an
antibacterial agent in an amount of about 0.01 to about 5 wt. % of the total
composition weight.

31.  The composition of any one of the preceding claims further comprising an anti-
inflammatory compound, wherein the anti-inflammatory compound is an inhibitor of
at Jeast one of host pro-inflalnmatory factors selected from matrix metalloproteinases
(MMP’s), cyclooxygenases (COX), PGE2, interleukin | (IL-1), IL-1f§ converting
enzyme (ICE), transforming growth factor Bl (TGF-B1), inducible nitric oxide
synthase (INOS), hvaluronidase, cathepsins, nuclear factor kappa B (NF-<B), and 1L~

i Receptor Associated Kinase (IRAK).

frd
)

The composition of claim 31 wherein the anti-inflammatory compound is selected

from aspirin, ketorolac, flurbiprofen, ibuprofen, naproxen, indomethacin, aspirin,
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at | east one of host pro-inflammatory factors sel ected
frommatrix netall oproteinases (MW s),
weymboerygenases (COX), PGE2, interleukin | (1RET/VS2009/033285
IL-1 b converting enzyne (I CE), transform ng growth
factor bl (TGF-bl ) inducible nitric oxide synthase
(1 NOS), hyal uroni dase, cathepsins, nuclear factor
kappa B (NF-kB), and [Li Receptor Associ ated Ki nase
(I RAK). The conposition of claim3 1 wherein the
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ctive to reduce dentinal sensitivity. The

conﬁﬁ@“ﬂpbn of any one of the preceding clainms wherein

3¢t he 1eOMRQSiitidT ahvSork 0OLD PR&LIRE kN VORAPOS! EohPBsiadn iany
one of clains 1to 37 wherein the conposition is a

nouﬂﬁﬁﬁ§ﬂ- The conposition of any one of claims | to
3537 WhesRiphsifidiereanmest ¢4ieR | ksl 7avieh@whagmposition is a

mouthwash.

40.  The composition of any one of claims 1 to 37 wherein the composition is a chewing
gum.

41, A method {i) reduce or inhibit formation of dental caries. {'ii} reduce, z‘ep&ir or inhibit
remineralization of the teeth, (v} reduce hypersensitivity of the teeth, (v} reduce or
infiibit gingivitis, (vi) promete healing of sores or cuts in the mouth, (vii) reduce
levels of acid producing bacteria, (viil) to increase refative levels of arginelytic
hacteria, (ix} inhibit microbial biofiim formation in the oral cavity, (x) raise and/or

maintain plaque pH at levels of at least pH 5.5 following sugar challenge, (xi) reduce
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gum A nethod (i) reduce or inhibit formation of

dental caries, (ii) reduce, repair or inhibit
w@e@ogensous | esi ons of the enanel, (iii) reduP€T/U82009/033285

i nhibit dem neralization and pronote rernineralization

of the teeth, (iv) reduce hypersensitivity of the

teeth, (v) reduce or inhibit gingivitis, (vi) pronote

heal i ng of sores or cuts in the nmouth, (vii) reduce

I evel s of acid producing bacteria, (viii) to increase
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accumul ati on, (xii) treat, relieve or reduce dry

moutf ™ (xiii) clean the teeth and oral cavity (Xiv)
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teeth ag ? 1 chkggeigq Qﬁcterla and/or (xvii)
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a reof an oral care the conposition
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44§ nadhd Wﬁb@@fé?‘ aerebg! @H*S A e e E PP 1t toothpaste and
i nt rodueach hoba Lbe Wial weRYity. The method of any one
of clains 40 to 43 wherein the conposition is a
toothpaste and is applied in the oral cavity with a
toot h brush.
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