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EP O 395 287 Bl Description The present invention relates to dentifrice
conposi tions containing bacterici de gpyhosegy f or f oam ng. Bi guani do
bactericide and N al kyI di am noet hyl gl yci ne (hereinafter generally referred
to as bacterd‘ qﬁ‘?n are known to be effective for inhibition of the
formation of ‘dem pl aque, and have hitherto been added to dentiffices. On
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pr opert | es amelare edverselnaffested.ar-e adversely affected. The probl em addressed
herei n i s therBleproblemaddsessed hdeeinistherefonatd frevide aew dantifgics compesitionsyvhichidesiably eand| y
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dentifrice wn@hgﬁ eggﬁ’dﬂ] L;g
bacteri ci de cng p}ﬁ% ¥i bﬁaﬁeﬁﬁﬁ Y Gﬂ-bé Eiriy s an pipO! YITE e
present iyvent herd'is u.%&.m aldBhtifte Borﬁﬂiio?:%ﬁbrfsin&
surfactant co bigtinidb BatteRAATURGLAN-SK-dikHhiRdat il dHebattSriclab:e
stability of b@Pﬁ%ﬁé sdwlsv webht df HdijokyRthyle? e-ﬁo!}@xybﬁgﬁéﬂﬁ biedk@BpofyFhcelrfatiiit, B ex-
cell ent foam ng)NrhigHeRadyl dhfino' 5B o2t thBiledr and need not necessarily use
any bi nder. 25tThe present ivihtiontelsd @rolidébta rhedhdd ldPm4king & Aaritifrics ehiposifioh, coprising mibing to-
provi dedse dyethérd fri ce conmposition conprising (a) 0.001 to 0.5% by wei ght of
bi guani do bact @y biguanido tmniedolze afd/ax Nkajidyl-ditiminoethyglycng bartesicidene bact eri ci de;
(b) polyoxyethylene-polyoxypropylene block copolymer surfactant, and
{c) N-higher acyl amino acid or salt thereof;
wherein said composition comprises 0.001 to 0.5% by weight of the bactericide and from 11% to 80% by
35 weight of the polyoxyethylene-polyoxypropylene block copolymer surfactant.
In another aspect, the present invention provides use, in a dentifrice compaosition comprising 0.001 t0 0.5%
by weight of biguanido and/or N-alkyldiaminoethylglycine bactericide, of from 11% to 80% by weight of poly-
oxyethylene-polyoxypropylene block copolymer surfactant and N-higher acyl amino acid, or salt thereof, in
A combination as foaming agents, to inhibit loss of activity of the bactericide and to gel the composition.
40 Biguanido bactericides which may be used in the invention include e.g. chiorhexidine hydrochloride, chlor-
hexidine gluconate, chlorhexidine acetate, and 1,6-bis~(2-ethylhexyl biguanidohexane)dihydrochloride. The N-
alkyldiaminoethyliglycine may be an N-(C2 to Cyg)-alkyldiaminoethyiglycine. Examples thereof are N-lauryl-
diaminosthylglycine, N-myristyldiaminoethylglycine, and N-(C,, to C,4)alkyldiaminoethyliglycine. These bac-
tericides can be used alone or in combination. Salts e.g. hydrochlorides may be suitable. Although the amount
45  of bactericide to be added is not specifically limited, usually it is 0.001 to 0.5% by weight based on the total
weight of the dentifrice composition in view of bactericidal activities and economy.
Suitable polyoxyethylene-polyoxypropylene block copolymer surfactants for use herein include e.g. poly-
oxyethylene-polyoxypropylene glycol represented by the general formula:

S

% CHa
HO=-(CH,CE,0),~( CHZCHO) v~ { CH2CH20) x'"H
85  wherein x, x’ and y are integers, and

polyoxyethylene-polyoxypropylene glycol addition compound of ethylenediamine represented by the
general formula:
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(b) 11%to 80% by wei ght of pol yoxyet hyl ene-pol yoxypropyl ene bl ock

copol yner surfactant, and (c) N-higlmrosseszsyn no acid or salt thereof. The
present invention also provides a nethod of meking a dentifrice
conposition, conprising mxing to- 30 gether (a) biguanido bactericide
and/ or N-al kyl - di am noet hylygl yci ne bactericide; (b) cg, CH

pol yoxyet hyl ene- pol yoxypr opyl ene bl ock copol ymer surfactant apa (c)

N-hi gher zacylj-egoHRo8 A deoncmakh tereof; wher et n emicto o) il
conpr i ses5 0.001 to 0.5% by vve%ht of Ntm-bgfixe?: cfd? an%pﬁ(on% ﬁgﬁoto 80%

by 35~ Wli- OO oﬁ,)yhe-mhm@gﬁ.atyfyl ene- pol yoxy piepyhens qu;p,cdg §pygahyrrer
surfactant. In anotheraspeat e present invention pyovides use,
adentifrice conposition cogpyising 0.001 to 0.5% by vgi,ght of biguanido
and/ or Nsal kyl di am noet hyl gl yci ne bacterici de, of from11%to 80% by wei ght
of poly- oxyethyl ene-pol yoxypr opyl ene bl ock copol yner surfactant and

N-hi gher acywhengimxnd xast, oy’ gtand gt dre integergof , i n conbi nation as foan ng
agents, to inhSusha blmkygpomnedemmmerqa“mvaﬂdbb uhdec the triads ndme of TELURONIC® "ot “THIETRON-
conposi t i on.IC®pmanufactuml By BARFomotianelSe. iiaenerdhitetcopalymenis chemicelllydafinetl according

i nvent i off i eihe meleulayweight pidisiwdronhipbicportipn cerpresesiof eriyoxyerepyiane apdthe proppstion (% by
gl uconat e, Meigbh efds hydrapbilicspagtion cempogad of P'SGXEF"!'?’PZU theimplepia Preferred polyoxyethylene-
bi guani dohefﬁ'ﬂé‘)ﬂﬂ? ne alyop| pasa meleculerwalghtof the drolypryaP @I“P?é’f h’%ggbdé’o%n

N-[err] - al kgt @F‘ﬁ@fhe fo %@@W@P@Wﬂ red poly-
di h | ia as amole Iarweightofthehy-
N forr] afk §| V% m %ﬁw ggﬁ? w*g&é“wg@vm'r" g,

in Conbi natl oxy h
anount. 45 jﬁg“g r‘sbf‘fﬁ: ﬁ um'"%ib.: a&%‘% gf?f
it is 0.001 ,,tge ugiilfns

conposi t byPn pbgy Mhe%%é’afmohﬁ%&&éds%ﬂ% w@i t) déb&n Getatio' S t3SHEHY® ob Suittiviscosity
poI yoxyet hylagggg,mmoyoxypr opyl ene copo ynmer surfactants for use herein
i ncl ude e. g .Exiliphes of tRN-AighY &AM _e&wawma&nb 85 bed InYieresérit VRt tNl(Opto ERE
gener al f or EgiaiiinolaGitld 4nd alRkali vétP Sefith theréof. ExamplesthetedlinClude3bdh@eN-faurofl @Rltamate, sodium
pol yoxyet hy INsia@oyDseroo6inate) sodiyn R-Afrisidyl/saftbsinutkl] Nloledy sared¥inate, ¥ddiarh lauroyl methylalanine.
et hyl eneel arsuthea dompouad eantbe dseld plohd @ ingembinatibn fheresfLitha amount of the compound is usually 0.01
to 5% by weight, preferably 0 1 to 3% by weight, based on the total weight of the dentifrice composition. When
the amount is less than 0.01% by weight, the improvement of foaming properties is usually inadequate and,
when the amount exceeds 5% by weight, a problem in safety for oral mucosa such as detachment of oral mu-
cosa and the like, is likely.

35 A dentifrice composition embodying the invention may be prepared in the form of toothpaste, pasta and
the like according to the conventional production process. Further, in so far as unacceptable adverse effects
are not created, appropriate ingredients, for example, polishing agents such as calcium secondary phosphate
anhydride or dihydrate, calcium carbonate, calcium pyrophosphate, insoluble sodium metaphosphate, alumi-

, num hydroxide, aluminum oxide, a resin and the like; humectants such as polyethylene glycol, sorbitol, gly-
St 40 cerin, propylene glycol and the like; essential oils such as peppermint, spearmint and the like; flavors such
as 1-menthol, carvone, anethole and the like; sweeteners such as saccharin sodium, stevioside, nechesper-
idyl hydrocharcone, glycyrrhizin, perillartin, p-methoxycinnamic aldehyde, thaumatin and the like; pharma-
cologically active ingredients such as sodium monofluorophosphate, sodium fluoride, dextranase, mutanase,
hinokitiol, allantoin, s-aminocaproic acid, tranexamic acid, azulene, vitamin E derivatives, sodium chloride and

45 thelike may be added as desired.

As described below, dentifrice compositions embodying the invention maintain the stability of bactericidal
activities. Therefore, they can effectively inhibit the formation of dental plaque and prevent gingivitis.

The following Examples and Comparative Examples further illustrate the present invention in detail.

In the Examples and Comparative Examples, all the percents are by weight unless otherwise stated.

80 .
Examples 1 to 12 and Comparative Examples 1 to 28
Using the formulations as shown in Tables 1 to 4, toothpastes were prepared according to the conventional
method.
55 Bactericidal activities and foaming propertles of the toothpastes thus obtained were determined by the
following methods.
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2" EP 0 395 287 Bl 10 [err] wherein x, x', x",
"', 'y, y, y" and y" are integers. gpghoseePbpCk copol ymer is comercially
avai |l abl e under the trade nanme of "PLURONIC[err]Jor "TETRON IJerr]",

manuf act ure ASE. Corporation, U S. A ln general, the copolyner is
chem cal ly &@?‘%ﬁgﬂaﬁyﬁﬁ’g ng 15 to the nol ecul ar weight of its hydrophobic

porti on conpo iR Y& r. s
(s, hydr goh f%%dqh% @JA{% ‘%‘nﬁ%ﬁ&éﬁfﬁ"%ﬂ“ g 'fmﬁg%ﬁ" % /f'mfw’{ .%i".iﬁﬁ

Preferred

m’ fEand x@fe nt EFRUr Kiixidin@ G 1/éBhdde) br
the \bydropheemw £ b BROAO L] o G496, A GG OSHS 1ot Pecis
to 80% by wWeLslflct pﬁ SoNREt@R)! | C grou’f) (150I yoxylet hylgene) | nht he *e 513

ol ecul e.  Apr gy rdhﬁﬂmemhevgluoﬂiﬁé%hmmérﬁﬁ&tr&%yyﬁe(wammﬁueme §hpyrately dissbived in aistil-
CONMPOUNGy,0f o8 iwaié) SRl ttidBoRt@nt BN therad? betatb 8.05%D. 1D¥ian@ 0.20% i thy/cas@ & thectoraph obi ¢
group (pol yexys, 00yda)0.004% inthdcas®of thelatbr. Thebe aalutions weare dddtl @s Saaid polatiogéoo

t he hydr ophieideteifatigh df Piainyumoactbrtidhleopntiatiort (Mchenakiatianabiweviatddas MBC).

pol yoxyet hy| ervo esuhlsampte 10 raipydsaddedibiae $0° CEoI of mBirentocécgust mutens call puspensien (0cldnl} o
the conposi aidarbattaricial reactianwias cerriesiiooin a watertbeth 9UBFEGfpr 1Aaninyhes. After comelption ofthe - ¢ o
40% by Wei ghétion, basleabfud of eathcsample whs spevadjerta tryptianescy ager (TEA) Riate eoptalpiag 0-6% gtpoly-
Wien the anoxyethylerfe moneolesterfid:075%rof lecitiin clien. § WF%%%W&F?”H%W?% Ptaerobjc con-

probl em | n fHitens(NLHGO, F 85/10/R) and MBS wpsdateiminedends to ari se t hr

| nsuf fici ent Geaf therstandard sojytiong we®,0.05% h’ﬁﬁﬂ&""‘%é’r‘f"‘i“ﬁt@ a%q?a{%li’%yc(g@a%mge%
bydwe![ gpitw - inogth E‘Y‘Htelhm‘i'"gﬁ*&ﬁ%q§1bn 0 tal n a suitable viscosity as
a dentif#®ice. ;;'E

usewin the pr’é%’l Pf tT' ) F°§tﬁd °E'ti °h§°%eé'dlh{]§&§&ﬁe 6?5 al
salts thereof.”® % I t amat di

N- 1 aur oy! sarc% N—asnflrl Stoy SaI‘COSI nate O:Jeorrfj1 & sodam

sar cosi ngt e[Fognﬁ#ggqlauroyl rret hyl al anine. 30 Such a corrpound can be used
alone or'1n nation thereof. The anount of the conpound is usually 0.01

to 5% by wei ght ddfndsfe 156 tstl was iffuted tArbB/tinB with listilBerecsl afd thé dRatell 8dkaion (180 gt
of the dentiff hif@d nAHeasikihd Ghhder\AiRdiameter: 6.5 mm) and stirred in a water bath at 30°C for 3 minutes
by using a contrarotation stirrer (1000 r.p.m., contrarotating every 6 seconds, four bladed screw, 5.0 mm in
30  diameter). The foaming volume was expressed by the difference between the apparent volume just after stir-
ring and the volume of diluted solution before stirring as follows.
Foaming volume (ml) = Apparent volume just after stirring (ml) - Volume of diluted solution before stir-
ring (m)

85  [Overall evaluation]
Overall evaluation was conducted according to the following criteria.

A: Evaluation of bactericidal activities was A and the foaming volume was not less than 180 ml.
B: At least, evaluation of bactericidal activities was B or the foaming volume was less than 180 ml.

S 40 The results are shown in Tables 1 to 4. In the following Tables. 1 to 4, all the amount of ingredients added
are % by weight.
45
50
55
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the amount is |less than 0.01% by wei ght, the inprovenent of foam ng
properties Is usually inadequate angpggbessziie anount exceeds 5% by wei ght,
a problemin safety for oral mucosa such as detachment of oral mu- cosa and
the like, is likely. 35 Adentifrice conposition enbodying the

i nvention may be prepared'in the fotm of'toot'hpaste, phsta add thé Iike
according tto the conventional production process. Further, in so far as
unaccept abl e adverse effects are noj created, approprigte ingredients, for
exanpl e, “pol i shi ng ggents 'such'as caIC|un1secondary phosphat e anh¥dri de or
di hydrat e, cal cium=®arbonate, cal ci um pyrophosphate, insoluble sodi um

met aphosphat e, al ung-, num,hydr gxi de, al um num oxi de, a.reS|n'hnd the |ike;
hunect ants such as Qolyethylene gl ycol, sorbitol, gly- 40 cérin, propyl ene
glycol apd the |ikeg essential oils such as peppermint, spearmnt and the

| i ke; flavors such %s:l mant hol, carvoney anet hol @ andgst he |i'ke; dweeteners
such as saccharin s8di um steV|05|de neohesper- idyl hydrocharcone,

gl ycyrrhi zin, perllEartln p- met hoxyci nnam ¢ al deppyde, thaumatin and t he

|'i ke; pharma- col ogkeal |y 'acti Ve ingrediknts ‘suchaas sbdi um

nonof | uorsophosphat e§ sodi um fl uori de, dextranase, mnutanase, hinokitiol,

al l antoin, s-am nocdproic acid, tranexanlc aca d, zulene vitamn E
derivatives, sodium ¢hlori'de aid 45' the' I|ks=nay be added as deS|red As
descri bed belom1 dentifrice conpositions enbodying the invention maintain
the stability of bactericidal gctivitiesf Therefore, they can effactively

i nhibit ®he formation of dental pl aque afid prevent gingivitis. The
fop*ﬁmnng Exanpl es anmt—ComparatTve EXanmpres fartner rirustrate the present
Invention in detail ..sn the Exanple§ and: Conpar at iwve Exanpl est, al I t he
percents are by melﬁht unl ess ot herWi se stated. 50 Exanples 1 to 12 and
Conpar at jve Exanples 1 to 28 Usging theformulations asshown in Tables 1 to4,
t oot hpast'es were pr red accorgling'to t he cohvent'i onal' nmet hod. 55

Bact eri ci dal act|V|§pgs and foam ng properties of the toothpastes thus
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EP 0 395 287 Bl [Bactericidal activity test] Each toothpaste (about 6.0 Q)
was wei ghed and suspended in distil|gopssbgips The suspensi on was cen- 5
trifuged to obtain the supernatant. The supernatantwas diluted with
distilled water so that the concentration of bactericide in the supernatant
became 0.05% 0.10% and 0.20%in the case of chlorhexidine gluconate, or
0.001 % 0.002 % and 0.004 %in the case of N (err)alkyldi am noethyl%l yci ne
hydrochkqgride (TEGO 51 manufactured by Gol dschm dt Corp.). Al so, ao

chl or hexi di ne gl uconat eoand di am noet hyl °g| Ci ne hydr ochl ori de were-u
sepa\*-ﬁt ely dissolveainsdistil- 10 | ed ers so t hat «€he Qg)ncemratl

t her eof becane 0.05% 0¥10% and” 0. 2(§’/o| n=hé case of the former, or-P. 001%
0.002% and 0.004% in the case qf thg |l atier - These sol uti s were u@d as
st andar d#sol uti ons.Mr &he detefnm nadi ondof Jvi ik mum bBcterfci d4f n
concentration (% BereiMafter abbreW ated as MBC). To each sanple ( m
was added [err] Cr&/m of a Streptoedpccus matars cel | suspensi (Ol m
and a bacteri cidal g—r ea(gl on vvasocarlg ed out dn-a water bath at 7[ers] C
15 m nutes. After gonpletion of the re- 15 action, one | oopful of edgh
sanpl e w¥ spread B, arypticdbe s& ag® (TSK pI ate corﬁal nisgg 0.1% of
pol y- oxyet hyl ene fiono@eate arfdl 0. &% of | &ithin. Then, Tt was i ndibat ed
at 37[err] Cfor2 dda¥gs under anaerobic con., ditions ferr and_ MBC was
determined. MBC of ¥he Jtandardisol ®ion§ wife D. @%dor &l or hexi didie

gl uconat ¢ and O. OOE% f o N (er r‘fal 3<yl dram noét h gl yci ne. hydr ochl q,(l de
(TE\g) 51 20 SThe sanpl es yere pval dated ggco®ding tq,the fol | @M ng
criteria. A NMBC of hegsanpl e destll wag thp s@neaas®t hatgof the stgandard
sol ution [chlorhexidiné*glutamate: 605 % N-(err)dlkyl am noet hyl gl i ne
hydr ochl ori de (TEGO dl)e 0.01 %. Bie MBCoOf «f hes sanpl & tessed vias gr"ueat er
than t hags of the standa»d sol ute on. &5 [Soana ng<t est] “The & oot hpast@to be
tested was dil uted H%ee—+m=e-s~a++—h—d4—s¢44—ked—¥»a-t—%xd—t—he—d4—@t ed g
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was placed in a neasuring cylinder (inner dianmeter. 8.5 m) and stirred in
a water bath at 30[err]C for 3 m nugp9sbyesrsing a contrarotation stirrer
(1000 r.p.m, contrarotating every 6 seconds, four bladed screw, 5.0 nmlIn
30 dianeter). The foam ng volunme was expressed by the difference between
the apparent volume jist dfter 'stir! ring and the'vol ufre of dilutédd -
solution before stirring as follows. Foam ng volune (m) = Apparent vol une
just after stirring (m) - Volume of diluted solution before stir- ring
(m) 35 [Overall evalsation] Ouseralk evaiuation was comducted acceyding to
the ol lowing criteria. A Evaluation of bactericidal activities was A and
the foam ng volune gas not less than 180 m. B: At |east, evaluation of
bactericidal activifdes was B,or the foam ng vol yne was |l esdthan 180 ni.
40 dhe resultsgate shown in Thbles 1 to 4. In the folloWng Tables. 1
to 4, all the anoung of Ingredients added are % by weight. 45 50 55 4 EP
0 395 287 B1L 55 5 :L‘_.EP 0 395 287 B} n
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EP 0 395 287 Bl Exanple 13 Using the follow ng formnul ation, a toothpastE
was prepared according to the convegpip@esdsgy Bt hod. 55 12 EP 0 395 287 Bl

I ngredi ents % by wei ght Chl or hexi di ne hydrochl ori de
0.2 5 PLURONIC F88 30.0 average pol ynerization
degree ethyl ene oxide; 194 propyl eng oxigde: 39 10 Sodi ym

N- | aur oyl sar cosi nate © 0.5 CaIC|un1hydrogenphosphate
anhyerdg 20.0 15 dycerin

10. 0 saccharin sodium 0.3 Fl avor n

1. 0 \Sadi um nonof | uor dphosphat e * ! ' ' o0's ' o
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0.5
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0.5
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Distilled water up to 100 % 25 Exanple 14 Using the
following fornulation, a toothpastegpgseddspar €d according to the

conventional rmnethod. Ingredient s % by wei ght 30
Al exi di ne 0.5 35 TETRONIC [err]
F1307 «20. Ocaver @ageepoleyneri zgt i org degrpe ethyl ene
oxi de: 296 -propyl ene COXI de: 92 4 e §od|==um-N-I aur oyl & utamate @
1.0 Al um num oxi de , 10. 0 Sor bi tol »
20.0..Di pf)t assi um gl ygyrr hi zi nate,,, o o o0.2 Flavore o
0.8\Dkstilled watf o a ouatmloo BExapl e 5 Usidng the
following formul ati oY a toot hpast e Was pFfepared according to the g
conventional metdod. 55 13 EP, O 3%5 287 B;, I rlgredl ents L
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PLURONI C[ err] F85 35.0 average
pol yneri zati on degree ethyl ene oxi depgseskeszBiopy! ene oxi de: 47 10 Sodi um

N- | aur oyl net hyl al ani ne 0.5 Cal ci um car bonat e
25.0 15 Propyl ene gl ycol 10. 0 Stevioside
0.4 Fl avor 3 ! ! ! ! ' 0.9 20 All dntoin
0.1 Distilled water up to 100 % 25 Exanple 16
Using t.hg follow ng fornulation, a toothpaste was prepared accordlng to the
conventional method. 30 { tingredients ¢ ' %
by wer ght Chlorhexidine acetate 0.2 PLURONIC [err]
F87 25.0 35 aver age pol ynerization
degree ethyl ene OX|EQ, 124 propyl eng oxide: 39 Sodi um N nyri $toyl gl utamate
0.5 40 Ajuni num hydg ki de 25.0 Pol yet hyl ene
gl ycol g 8.0 45 Saccharin sodi um
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Fl avor 1.0 Azul ene

0.2 50 Distilled water EP 0 395 287 B1 up to 100% Al the
conpositions of Exanples 13 to 16 had good bactericidal activities and
foam ng properties. 55 Clains 1. Adentifrice conposition conprising (a)
0.001 to 0.5% by wei ght of biguani do bactericide and/or

N- al kyl - di ami noet byl gRyci ne bact®rici%e; 4 © EP 0 395 282Bl lLgredients
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As shown in Tables 1 to 4, by using biguanido bactericides or N-alkyldiaminoethyliglycine in combination
with the polyoxyethylene polyoxypropylene block copolymer surfactant and N-higher acylamino acid or salt
s0  thereof, good foaming properties were obtained without loss of bactericidal activity of the bactericide used.

Example 13

Using the following formulation, a toothpaste was prepared according to the conventional method.

12
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Distilled water up to 100 % 25 Exanple 16 Using
the following fornul ati on, a toothpgpoggssmespr epared according to the

conventional nethod. 30 I ngredi ents

% by wei ght Chl or hexi di ne acetate 0.2 PLURONI C
[err] F87 Ingredients 25.0 35 _J_S-bgﬁ&* by w ge

pol ymeri zati on degree et hylene oxide:.,124.propyl ene oxide: ,39 Sodi um

N-myri st gyl qutaﬁBféFhex%glne hf@rochlor16$5 40 Aluninun1h96roxide

25. 0.-Pol yet hyl enepglycol ® pgg 8. 03450

Sacsbarin sodium " 3erage polymerization degree 0.4 Flavor

1.0 Azul ene ethylene oxide: 194 0.2 50 o
Distilled water ropylene oxide: 39 up to 100 % All the conpositions
of Exanples 13 to 16 %adpgood bactericidal activities and foam ng

properties. 55 Cl sbdsud. NAbEmntoyflsiazeosdnpbsi ti on conprising.fa) 0.001 to

0.5% by wei ght of biguani do bactericide and/ or_ N-al kyl -di am noet hyl gl yci ne
bactericide: 14 Calcium hydrogenphosphate anhydride 20.0

15 Glycerin 10.0
séccharin sodium 0.3
Flavor 1.0
o * Sodium monofluorophosphate 0.8
Distilled water : up to 100 %
25 Example 14
Using the following formulation, a tbothpaste was prepared according to the conventional method.
Ingredients | $ by weight
¥ Alexidine . 0.5
% rerronic ® F1307 20.0
average polymerization degree
ethylene oxide: 296
propylene oxide: 92
- 4 Sodium N~-lauroyl glutamate 1.0
Aluminum oxide | 10.0
Sorbitol 20.0
“ Dipotassium glycyrrhizinate 0.2
Flavor 0.8
5 Distilled water | up to 100 %
Example 15
Using the following formulation, a toothpaste was prepared according to the conventional method.
65
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EP 0 395 287 Bl (b) 11%to 80% by wei ght of
pol yoxyet hyl ene- pol yoxypropyl ene bl oclgp@apiayigar surfactant, and (c)
N- hi gher acyl amno acid or salt thereof. 5 2. A dentifrice conposition

according to claim1l1, wherein.the biguanido bactericide iis.chloth éidine
hydro- chl ori de, chlorhéﬂﬂﬁﬁaésgﬁﬁconate, chl or hexi di ne 3@8¥a¥8%9§-

, 6-bi s-(2-et hyl hexy] bi quani,dohex i h - chloride, or onbi nati on
of any of these. 3.Tﬁigﬁﬁﬁﬁﬁgégﬁégﬁgégfai%;yéiﬁﬁncﬁng to cIa?ﬁ?l orclaim 2
wherein the N-al kyigi¥g yggl ycine is N-=[err] 10 89.0

[err]dial kyl am noet h\dy@raGlen®oldme £i 880164 Idedfr&NPOSI ti on according to any
one of the preceding cleahienldcoriget he 4§ hi gher acylanm no acid or salt
thereof is N-[err]-acylpidpyrenei dxpdean g7 kali netal salt thereof. 5. A
dentifricegpconposition according to any one of the preceding clains,

contai ning 0.01 to Sshdilum Neilghrogbmethylakanine N-hi gher acyl 8aPno acid or
salt thereof based on the total weight of the conposition. 6_ A nethod of
maki ng a denti fri c€adaipdscardaragenpri si ng ni xi ng t oget her 28a® bi.guani do
bactericide and/or N-al kyl -di ningethylglycine bactericide;ISbh

pol yoxyet hl ene- polRFSRYHERGy B&¥ECH| ock copol yner surfactant Yald 20

(c) N-higher acyl eg? na H%eor salt thereof; wherein said cg osition
conprises 0.001 to 3¥%ﬁ§} i ght of the bactericide and from 11%to 80% by
wei ght of the pol ygqueidyy! ene- pol yoxypropyl ene bl ack copol yngr gsurfact ant.
7. Use, in a dentifrice conmposition conprising 0.001 te 0.5% by wei ght of

bi guanj do #nd/ or N-pljladedsa - 25 noet hyl gl yci ne bacterpgeade, of from
11%to 80% by wei ght of pol yoxyet hyl ene- pol yoxypr opyl ene bl ock oo- pol yner
surfactant and N-hiojswilaed wvatemo acid, or salt thereoup te #0@bknation as
foam ng agents, to inhibit loss of activity of the bactericide and to gel

t he conpos'tiglgE Rde PatentansprCche 1. Zahnputzm ttel - Zusammenset zung,
dadurch geken et, dal sie (a) 0,001 bis 0,5 Gew.-%

Bi guani dobakt er 'uyngtdme%efsnduraeénwmhaﬂmebmrwaeécm fHo R&rvEhtiokd? nethdd. Pi S
80 Gew. - % Pol oxyet hyi enpol yoxypr opyl en- Bl ockcopoi yner al s
grenzflfichenaktives Mttel,

30 Ingredients | $ by weight
Chlorhexidine acetate ' 0.2
PLURONIC ® F87 25.0

%5 average polymerization degree

ethylene oxide: 124
.~ propylene oxide: 39

'NB Sodium N-myristoyl glutamate 0.5
e “ Aluminum hydréxide' : 25.0
Polyethylene glycol - 8.0
pe Saccharin sodium 0.4
Flavor 1.0
Azulene | _ -0.2
s Distilled water _ up to 100 &
All .the compositions of Examples 13 to 16 had good bactericidal activities and foafnlng properties. ____
55

Claims

1. Adentifrice composition comprising
(a) 0.001 to 0.5% by weight of biguanido bactericide and/or N-alkyl-diaminoethylglycine bactericide;

14



35 und (c) elne N-h8here Acyl am nosaure oder eln Salz davon enth3lt.
2. Zahnputzm ttel - Zusammenset zung ngplg ségspeych 1, dadurch gekennzel chnot,
daB al e al s Bi guani dob- akterizld Chl orhexi di nhydrochl ori d,

Chl or hexi di ngl uconat, _Chl or:hexidi nacetat, 1, 6-Bis-(2- ei hyI Bﬁ é!& - 40
guani dohexan) dl hydr ocm ein Gem sch aus lrge eser
Ver bi ndungen ent I %;bgﬁigmnsetzung nagh Anspruch |
oder 2, .dgdurch g %tﬁ%@?%hég‘:ﬁ#f Al - kyl di am noet hyl gl yci n
N (C..2-C, 8)di al ky;l dﬁﬁ Igggym n enthalt. 46 4. 35.0

ZahRput zmi ttel - Zus Aebifatbdn Bgr@eher gehenden Anspruche,
dadur ch gekennzel chn@bh ea gidks N-&®here Acyl am nosaure oder Sal z davon

N (g 2-C, 8) acyl am nonylmr ogiidedl k4?inetall - sakz davon enthilt. 5.
Zahnput zgi t el - Zusanmenset zung nach ei nem dervor her gehenden_Ansprf che,

dadur ch gekennz| e3ddiumiN-lauBoylmechplalaning Gew. - % der N-Higheren

Acyl am nosaure oder eines Sal zes davon, bezogen auf 60 as

Gesant gewi cht derCaARIM@AFDORARE enthilt. B. Verfahren 2ut9 Herstel | ung
ei ner Zahnputzmttel - Zusa nse zung, dadur ch gekennzel chpgte daiB mt-

ei nander 15 a) ei n &5 ‘Eﬁérﬁ | zid und/ oder ein

N-alkyldiam'noetl’%% terlzld 55 (b) ein 0.4

Pol yoxyet hyi enpol ypropyi en- Bl ockoopol ynmer als grenzfl achenaktives
Mttel, und (c) epg,d¥ hB8here Acyl aninosaure oder eln Sal zodawvon verni scht
wer den, so dag d| e Zusamrenset zung 0,001 bis 0,5 Gew: -% Bakterizid und von
"11. bl s 8& Gew. - % Ropsoedsat hy! enpol yoxypr opyl en- Bl ockeopol y@et als

gréﬂﬁf | achenaktives Mttel enthilt. 15 C 111111111111111111 EP 0 395 287
B1 Distilled water up to 100 3

25 Example 16
Using the following formulation, a toothpaste was prepared according to the conventional method.

30 Ingredients $ by weight
Chlorhexidine acetate ' 0.2
PLURONIC ® F87 25.0

35 average polymerization degree

ethylene oxide: 124
propylene oxide: 39

Sodium N-myristoyl glutamate 0.5
- @ Aluminum hydroxide 25.0
Polyethylene glycol 8.0
pe Saccharin sodium 0.4
Flavor 1.0
Azulene 0.2
50 Distilled water _ up to 100 %
All the compositions of Examples 13 to 16 had good bactericidal activities and foaming properties.
85

Claims

1. Adentifrice composition comprising
{a) 0.001 to 0.5% by weight of biguanido bactericide and/or N-alkyl-diaminoethyiglycine bactericide;

14
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7. Verwendung einer Zahnputzm ttel - Zusammenset zung, wel che 0,001 bis 0,5
Gew. - % oi nes Bi guani do- und/oder N-gplosbshgagynoet hyl gl yci nbakt edzids, von
11 big 80 Gew. - % Pol yoxyet hyl enpol yoxypr opyl en- Bl ockoopol yner al s

gra\e/gﬁf i chenakt | I%}{% erg%@ %f ghq & %%%%%I?Oéfbwﬂlenﬁ b?c%l? %polwlerglgr%ctgnt, an§ ai z
AkthltltsverIué f'er|2| sun fflrdie Ge- Ilerung der
Zusanmenget gUngdéhindééompoditol BEEHdRgHolcRING1, Mierdin thEBIGRARb bacRAciELIEdHI ekidiRe hydro-
conpr-enant  ( a) cHibrif)dniofheXidine Jiacoate)EtidFifxidine dbatatert,s-lid-(2at i eiy)biy@aniionaxans) diiéydro-
et/ au’'de bact eghiofitle] or dNdombiliatioslofany siedesdy| - gl ycine; (b) 11 A 80 % en nasse
de tensboacti f copol ynere saquence pol yoxy6t hyl i ne- polyoxypropyllne et 15
(O un N-(aéyl Adenbittics compysition prserdingfe claim 19ncii 2yberein the §- "!'d'a'mB?Pﬂwlyf'i'QjﬁN'(cﬂ
dentifrige seloCd-gialkiaminogthglydnen 1, dans | aquell e |l e bactericide de type

bi guani de egt lorh drate de, c | or hexi

et A A et S b o e
- (2- 6t hyl hexyfcol guani exan‘az%r eurs assocl ations. 20 3.

Conposi ti ongd € R bdrkifrics SonfpBaitidA abodrding YRl briedk ihe PretedMy clbifs,/cOMSIIAY EITtd 5% byweightins

| aquel | efsl a N- arckeN-AibRadyaino adid/dr gaittRersupbased onl the thialviblghitu the bomposition.

C1lxC18) dl am noet hyl gl ycine. 4. Conposition dentifrice selon |'une

quel conque GesAmethedeflimakindrentiffceccompnsition sompisingsmikipgogsthee | e N- (acy!

sup6ri eur ) am nod@ibiguanidg bagterigide andior N-alkd-diaminoatizyighycipe,l P“‘i‘;‘h Cl - C, 8) ani noaci de

ou un de ses s el(B) peligoxyqthyigne-pajyoxypropylefie block Gopolymer |aE‘ on dentifrice selon

ne qul conqué")Mgthﬂ‘P@HEPl“ea’i"??iﬁ?t tes,. CO 0 %
rras e du Nwacyl 2;9 {;T‘?%mﬁ | %?ﬁ% béé";'ﬂ'&é’nb gf %Té(ﬁrbﬁ ¢ ﬁ&f’ a
masse total s de W¥eg ene RS YBYPRIVELR AR 8%p°|3'r"13para 'on d' une
conposi ti onydepld fu'd deftiffie BampEARBH compridiidl B 0.5% by weight of biguanido and/or N-alkyldiami-
25 noethylglycine bactericide, of from 11% to 80% by weight of polyoxyethylene-polyoxypropylene block co-

polymer surfactant and N-higher acyl amino acid, or salt thereof, in combination as foaming agents, to
inhibit loss of activity of the bactericide and to gel the composition.

30 Patentanspriiche

1. Zahnputzmittel-Zusammensetzung, dadurch gekennzeichnet, daR sie
(&) 0,001 bis 0,5 Gew.-% Biguanidobakterizid und/oder N-Alkyldiaminoethylglycinbakterizid;
(b) 11 bis 80 Gew.-% Poloxyethylenpolyoxypropylen-Blockcopolymer als grenzfiéchenaktives Mittel,
85 und
(c) eine N-hdhere Acylaminosiure oder ein Salz davon enthéit.

2. Zahnputzmittel-Zusammensetzung nach Anspruch 1, dadurch gekennzeichnet, daB sie als Biguan idob-
, akterizid Chlorhexidinhydrochlorid, Chlorhexidingluconat, Chlorhexidinacetat, 1,6-Bis-(2-ethylhexylbi-
S 40 guanidohexan)dihydrochlorid oder ein Gemisch aus irgendwelchen dieser Verbindungen enthéilt.

8. Zahnputzmittel-Zusammensetzung nach Anspruch 1 oder 2, dadurch gekennzeichnet, da sie als N-Al-
kyldiaminoethylglycin N-(C;,-Cyg)dialkylaminoethyliglycin enthélt.

4. Zahnputzmittel-Zusammentzung nach einem dervorhergehenden Anspriiche, dadurch gekennzeichnet,
daB sie als N-hhere Acylaminos3iure oder Salz davon N-(C12-Cys)acylaminosdure oder ein Alkalimetall-
salz davon enthéilt.

5. Zahnputzmittel-Zusammensetzung nach einem der vorhergehenden Anspriiche, dadurch gekennzeich-
net, daR sie 0,01 bis 5 Gew.-% der N-hdheren Acylaminos&ure oder eines Saizes davon, bezogen auf
das Gesamtgewicht der Zusammensetzung, enthait.

6. Verfahren zur Herstellung einer Zahnputzmittel-Zusammensetzung, dadurch gekennzeichnet, daf mit-
einander
(a) ein Biguanidobakterizid und/oder ein N-alkyldiaminoethylglycinbakterizid;
55 (b) ein Polyoxyethylenpolyoxypropylen-Blockcopolymer als grenzfléichenaktives Mittel, und
(c) eine N-hdhere Acylaminoséure oder ein Salz davon
vermischt werden, so daf8 die Zusammensetzung 0,001 bis 0,5 Gew.-% Bakterizid und von 11 bis 80
Gew.-% Polyoxyethylenpolyoxypropylen-Blockcopolymer als grenzflichenaktives Mittel enthéit.

* [ L M s *

15



- A

(a) du bactericide de type biguanide et/ou bactericide
N al kyl di am noet hyl gl yci ne; (b) du gpgsesmesgqf copol ynere sequenc6t
pol yoxy6t hyl ne- pol yoxypropyl bne et (c) du N-(acyl superieur)am noaci de ou

(c)i gn(ydgnsrerzggglaaﬁe %dl bvgp 6’§d1t on |ee|r‘1at$Bl ood% A
copol yner e- seqHQ e ﬁg}gﬁ “ﬁ?se;g?
une conp Sltloité Fﬁ ?II'JQ'EM BFH] m é S gﬁﬁ)n <oed) t&%ﬁssfa ﬁzn ﬁﬁcﬁfﬁi-rdle‘ée e

de type |guanﬁ e de 11 % A 80 % en masse
du tbisisl oacti f copo ynere s6quen-

pol yoxyet hyl hne- pol yoxypr opyl bne et du N-(acyl suphri our)am noaci de ou d' un
de ses sol eRe@dhdfcafiéns Ci ati on en tant qu' agents noussants pour inhiber |a
porte d @ctivité du bactericide et pour gelifier la conposition. 45 51
16~~~~~~~~ 1. Composition dentifrice comprenant '

(a) 0,001 & 0,5 % en masse de bactéricide de type biguanide et/ou de bactéricide N-alkyldiaminoéthyi-

glycine;

(b) 11 & 80 % en masse de tensioactif copolymére séquencé polyoxyéthyléne-polyoxypropyléne, et

15 (¢) un N-(acyl supérieur)aminoacide ou un de ses sels.

2. Composition dentifrice selon la revendication 1, dans laquelle le bactéricide de type biguanide est le
chlorhydrate de chlorhexidine, le gluconate de chlorhexidine, 'acétate de chlorhexidine, le dichlorhydrate
de 1,8-(2-éthylhexylbiguanidohexane) ou une de leurs associations.

L 3. Composition dentifrice selon la revendication 1 ou la revendication 2, dans laquelle la N-alkyldiaminoé-
thylglycine est la N-(alkyl en C,,-Cyg)diaminoéthylglycine.

4. Compdsition dentifrice selon I'une quelconque des revendications précédentes, dans laquelle le N-(acyl
supérieur)aminoacide ou un de ses sels est le N-(acyl en C;»-Cyg)aminoacide ou un de ses sels de métal
galcalin.

5. Composition dentifrice selon I'une quelconque des revendications précédentes, contenant 001a5%
en masse du N-(acyl supérieur)aminoacide ou d’un de ses sels, par rapport & la masse totale de lacompo-
sition.

6. Procédé de préparation d’'une composition dentifrice comprenant le mélange
(a) du bactéricide de type biguanide et/ou bactéricide N-alkyldiaminoéthyiglycine ;
(b) du tensioactif copolymére séquencé polyoxyéthyléne-polyoxypropyléne, et
(c) du N-(acyl supérieur)aminoacide ou d’un de ses sels;
35 dans lequel ladite composition contient 0,001 & 0,5 % en masse du bactéricide et de 1%&a80%en
masse du tensioactif copolymdre séquencé polyoxyéthyléne-polyoxypropyléne. :

7. Utilisation, dans une composition dentifrice contenant 0,001 & 0,5 % en masse de bactéricide de type
biguanide et/ou N-alkyldiaminoéthylglycine, de 11 % & 80 % en masse du tensioactif copolymére séquen-

'\-«’ 40 cé polyoxyéthyldne-polyoxypropyléne et du N-(acyl supérieur)aminoacide ou d'un de ses sels, en asso-
clation en tant qu'agents moussants pour inhiber la perte d'activité du bactéricide et pour gélifier la
composition.
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