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JEFE DE DIVISION DE NUEVAS CREACIONES 

SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO 

E. S. D. 

REF: Expedients No. 04 096 267 - solicitud de patents de invenciOn a favor 

de COLGATE-PALMOLIVE COMPANY 

Respuesta a oficia No. 675 del 25 de enerO de 2008 

JUAN PABLO CADENA SARMIENTO, portador do Is tarjeta profesional No. 

57.492 del CS .J., . obrando como apodorado de Is sociedad COLGATE-

PALMOLIVE COMPANY segin IS acredita el documenlo do poder 

prosentado an esa DivisiOn, me permito dar respuesta a INS observaciones 

de carÆcter tØcnico y juridico, relacionadas con Is patentabilidad, para la 

concesiOn de a paterto do acuerdo con Is Decision 486 sogin el concepto 

tecnico No. 0035 notificado par fijacian an late de fecha 25 de enero de 

2008. 

En cuanto a las objeciones senaladas par el senor examinador frente a IS 

descripciôn de la  presente solicitud, so le remite al Breve Sumario de Is 

lnvencion’. En Is parte final de cliche sección, IS solicitud claramente  describe 

como Be realizaron pruebas comparatives frente a un control conocido an el 

arte, demostrando Is eficiacia de los compuostos alli reivindicados y Is 

sinergia qua Se logra al combiner iones do zinc y iononas con cloruro de 

cetilpiridinio. Asi las cosas, Is objecion no as prQcedonte puesto qua 

claramente se domuestra el efecto inesperado de IS presents solicitud frente 

a composiciones reveladas pavements. 
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En atenciOn a Is objeciones del senor examinador so presents an flUevo 

capitulo reivindicatoria can I - 13 reivindicaciones, las cuales no adicionan 

materia nueva ni extienden el alcance de Is solicitud como SB presonto 

originalriiento, y reemplazan comptetamente el capitulo reivindicatorlo 

presentado anteriormente. En dicho capitulo reivindicatorio as ban elirninado 

las reivindicaciones 14 y 15 par ser reivindicaciones de uso, acatando lo 

sohoitado par el senor examinador. Mi mismo, an IS reivindicaciôn 6 del 

capitulo reivindicatorio original as he procisado Is deflniciOn de IS ionona, 

aclarando qua Is ionona moncionada as una irona. Par lo tanto, Se he hecho 

Is debida modifloacion an busca de precisar Is definicion de la ionona, 

acalando lo solicitado par el senor examinador. For otro ado, a 

reivindicacion 4 he sido incorporada a Is reivindicacion I para resaltar Is 

adicion de la cetona de terpeno OR ionona como un elemento esencial de Is 

presente solicitud quo Is proporciona su efecto inesperado e inventivo. 

Igualmente, acatando Ia solicitado par el senor examinador, IS reivindicaciOn 

13 he sido modificada para as! reivindicar Is composiciOn an su su 

presentación final. 

Can referencia a las objeciones expuestas par el senor examinador respecto 

a la novedad y al nivel inventivo de Is presents invonciOn, nos pormitinos 

presentar los siguientes argumentos: 

El senor examinador cita quo Is anterioridad WO 90/15592 (Dl) y WO 

00/51559 (132), afectan la novedad de Is prosente invencion. MI mismo, Cita 

Is antorioridad US 4,659,2-14 (D3) ía cual, an su concepto, afecla Ia affura 

inventive do Is solicitud an estudjo. Con respecto a las objeciones senaladas 

fronto a Is novedad de Is presonte solicitud cabe resaltar qua an ninguno de 

los documentos moncionados as revela la combinacian de Is cetona do 

terpeno de ionona con cloruro de cetilpiridinlo y jones de zinc para former an 

enjuague Ducal antimicrobiano Due controls el mal alienta superior a Ia 

conocido an el arte. como so demuestra an as ostudias camparativos an el 

capitulo descriptivo. Claramente, Dl y 02 as limitan a rovelar conposiciones 

qua comprenden sales o ones de zinc con cetilpiridinio yen ningun momento 
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contemplan combiner dichos componentes con canines de terpeno de lonona 

ode irona para asi obtenor one sinergia do componentes qua proporcionan 

on ofecto antibacteriano, contra el mal aliento, inesperado y superior frente at 

arte conocido. Par atm lado, D3 as limits a reveler sales de zinc combinadas 

con octane de terpeno do ionona; an dioho documento nose contempla Is 

posibilidad de utilizar 01 cloruro de cotilpiridinio on combinacion con los 

cornponentes mencionados pare caterer Is composicion reclamada an Is 

presents solicitud. MI las cosas, estÆ clara qua ninguno de Dl D2 a D3 

revelan Is composicion reclamada an Is presente solicitud, por 10 cual Is 

misma as claramente novedosa frente a lo conocido an el arte. 

En cuanto a Is altura inventive objetada par ci senor examinador, el 

solicitante as porniite presenter los siguientes argumentos. Este claro quo el 

anÆlisis realizado par el senor examinador as Ileva a oabo an restrospectiva, 

sin cansiderar qua nada an las anterioridades citadas sugiere al experto 

media an Is materia el combiner one cotona de terpono de lonona con cloruro 

de cetilpiridinio y compuestos de zinc pueslo quo no habria manera do 

predecir Is sinergia antibacteriana -el efecto inesperado- obtenida con esta 

combinacion sin realizer los debidos estudios comparativos fronts a 

composiciones conocidas. No exists motivacian an Dl, D2 a D3 para quo el 

experla an Is material tome to revelada an dichas anterioridades, anticipando 

qua exists un potencial do mejorar las enjuagues bucales conocidos an el 

arte, y leve a cabo Is combinaciOn do componentes revelada an a presents 

solicitud, realizando los debidos ostudios y Ilegando a una composiciOn 

antibacteriana superior a los enjuagues bucales concidos qua comprenden 

los compuestos mencionados an distintas cambinaciones. En efecto, Se dabs 

recanocer Is actividad inventive del solicitante at Llejar a card dichos estudios 

comparativos, doscritos detalladamente an Is presents solicitud dada los 

resultados favorables de dichos estudios, el inventor estØ en todo so derecho 

de reivindicar Is conposicion aill descrita, Is coal deber ser tendiente a 

obtener privilogio de patente do invenciOn. 
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En vista de lo anterior, respetuosamente solicitamos el ratio do las 

objeciones a Is presento solicitud, sabre Is base del nuevo capitulo 

reivindicatoric y los argumentos presentados ya que, on opinion del 

solicitante, Is presents invoncian cumple con los requisitos de claridad asi 

coma los de novedad, altura inventive y aplicabilidad industrial do Is Decision 

486, 

BeIP
 

 Is Seæora Jefe, 

Ate ntamente, 

JUAN PABLO CADENA SARMIENTO 

T.P. No. 57.492 del G.W. 

C.C. 80.410.337 de UsaquØn 

Centers 7 No, 71-21, Torre B. Of. 402 

Bogota, abril 18 de 2008 

M EVJJ ON 
snexos 

BRIGARD& CASTROABOGADOS S . - NIT. 860.047.372,3 



WO 031075865 P0T10S03106204 

6 
RE! VIND!CA Cl ONES 

Reivjndjcamos: 

I. Una composición oral sinØrgica que controla el olor del aliento de 

compuestos volatiles de azutie, que comprende on compuesto de zinc 

atóxico y cloruro de cetilpiridinio siendo Is proporciOn de jones de zinc a 

cloruro de cetilpiridinlo de 1000:1 a 2:1 on peso, y cetona de terpeno de 

ionona, estando presente compuesto de zinc en Is cantidad de 0.01 a 5% an 

peso, estando presente dicho cloruro de cetilpiridinio en una cantidad de 

tIe 0.0005 a 3% an peso y estando presente dicha cetona de ionona an Una 

cantidad de 0.0005% a 2% en peso. 

2. Una composición oral como an In reivindicacion I on donde dicho 

compuesto de zinc estâ presente en Una cantidad de de 0.02 a 2% en peso 

de compuesto de zinc, y ci cloruro de cetilpiridinlo estÆ presente an 

cantidades de de 0.00! a 1% en peso. 

3. Una cornposición oral como en Is reivindjcaciOn 2 en donde dicho 

compuesto de zinc se sejecciona del grupo confornrndo par cloruro de zinc 

y acetate de zinc. 

4. Una composición oral como en Is reivindicacion I an donde dicho 

compuesto de zinc estÆ presente on una cantidad de 002 a 2% an peso; 

dicho cloruro de cetilpiridinio estÆ presente en una cantidad de 0.001 a I % 

an peso y dicha ionona estª presente on Una cantidad de 0.001 a 1% an 

peso. 

5. Una composiciAn oral como en In reivindicacion I en donde dicha 

cetona de terpeno de ionona se selecciona del grupo conformado per alfa-

ionona, beta-ionona, gamma-ionona, dihidro-ionona, alfa-metilionona e 

rona. - 



F -
WO 03)075865 PCTJUS03I06ZO4 

2 

r 
6. Una composición oral como se reivindica  an Is reivindicación 5 an .5 
donde dicha ionona de terpeno de cetona es alfa-ionona. I 

7. Una composición oral  come SC reivindica on In reivindicacion I an 

donde dicho compuesto de zinc se selecciona del grupo conformado par 

cloruro de zinc y acetato de zinc. 

8. Una composiciôn oral coma se reivindica en Is reivindicación 4 en 

donde dicho compuesto es cloruro de zinc. 

9. Una composiciOn oral como se reivindica en In reivindicacion I on 

donde dicha composición comprende una porción  liquids, que comprende 

agua y humectante, y una porciOn sOlida quo comprende on agente 

gelificante y dicha composición oral es on dentifrice. 

10. Una composición oral corno en  Is reivindicaciOn I on donde dichos 

derivados de terpeno de cetona de ionona estop presentes en on componente 

de on aceite saborizante an cantidades de 0.5 a 1% en peso de dicho aceite 

saborizante 

11. Una cornposición oral como en  In reivindicaciOn 10 en donde dicho 

aceite saborizante es aceite de hierbabuena, el coal aceite de hierbabuena 

esla presente an dicha composición oral on cantidades de 0.005 a 2% on 

peso, 

12. Una composición oral como en Is reivindicación 1 en donde dicha 

composiciOn comprende composiciones de alcohol aduoso, en donde dicho 

alcohol es on alcohol alifÆtico inferior, atØxico. 

13. Una composición oral como  an Ia rehindicaciôn I Ia coal es un 

enjuague bucal o aerosol bucal. 
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(57) Abstract 

A non .abrasi;e dentifrice 8e1 comprises an effeetIe antibacterial amount of a combination of a zim salt such as zinc chlo- - 
ride and a qualcrnary ammoniun, compound such a, cetylpvridinium chloride, and a gelling agent. 

at 
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The, .flp salts . w .heue.pas el 

� composifloq of this invention  j,oc.Luda...ariy. water ..-aolule ( 

zinc salt .aMCh. as, dice chloride,  zinc acetate, also 

� sulphate, n4. the .like. Other less soluble zinc salts 

5 such as zinc fluoride and zinc citrate may also be used. 

Preferably, the zinc . salt..is... sins .ChIOrId&. The zinc 

salt may be included In the gel .. psipp,fltiqn. in an amount 

of from about 0.1to5%.y.ig4t. Preferably, zinc 

chloride is added in an amount of from Q2ta.Q4 by 

10 weight, more preferably an amount of about .Q32t by 
weight. 

Suitable fof 
nc.l9sQn.n..tte..gel. coppsition of the presert,i,weut44,n 

15 include (913) alkyl pyridinium chlorides and (C8_18) 

alkyl pyridinium bromides a 
c�çyl� pyri4inuiR...chlQriUe. (çPc. The quaternary ammonium 

compound may be incorporated in the gel composition in 

amounts in the range of Q.W....p. 2.,.,5t by weight. 
20 Preferably, the ..tc cpippflt �4uc1ue.!CP in an amount 

of 0.01.tc...O.it..by .weight,. more preferably an amount o 

about Q.QLky. weight.. 

’ The gel composition of this invention also 

25 includes a gaixGage1, Preferably, this galling agent 

is a non-ionic galling or thickening agent such as the 

natural or synthetic gums including hydroxyethyl 

cellulose, hydroxymethyl cellulose, and the like. The 

galling agent may be used in amounts in the range of 0.5 

30 to 5% by weight. Preferably, the galling agent is 

ydrcxyet1’y2 cellulose in an amount of 2 to 4% by weight, 

more preferably an amount of about 2.5 to 3% by weight. 

The gel composition may also include suitable 

� 35 fluoride-providing compounds including, by way of 

example, soluble inorganic fluoride salts such as sodium 

� or potassium fluoride and sodium monofluorphosphate. 
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Abstract 
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art III a. 
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Oral composition for inhibiting oral malodor. 

The present invention relates to an oral composition which is effective 

against halitosis (oral malodor, faster ax ore). Said composition is effective by 

eliminating or reducing the production of volatile sulfur compounds (VSCs) in the 

oral cavity. It is well established that in the majority of cases of halitosis this 

originates from the oral cavity and not from the stomach, as frequently believed 

by the public. 

Bacteria located in the crypts at the back of the tongue and in periodontal 

lo pockets produce VSCs, mainly hydrogen sulfide (HS) and methyl meroaptan 

(MM). The bacteria produce these by proteolytic, anaerobic metabolism, and 

they have an extremely unpleasant odor even in very low concentrations. The 

VSCs are able to penetrate epithelium and have pathogenic potentials by 

damaging cells of the underlying tissues and also affect their metalool  It has 

5 been suggested that the VSCs produced by bacteria in periodontal pockets may 

well be an important factor in the development of periodontal disease. MM 

appears to have a higher pathogenic potential than HS and has also a more 

offensive odor. 

The most important substrate for HS production in the oral cavity appears 

20 to be cysteine. US forms immediately upon rinsing the mouth with an aqueous 

solution of this amino acid (see example 2). Methionine is   major substrate for 

MM formation, although this compound is not as rapidly formed in the oral cavity 

as hydrogen sulfvje. 

15 T ---- ..L . ’1’� 
. ..._... ..�,.L bek. ’’ 

fransfornatico of sulfur .containing substrates to VSC2ªog4J4–ierme 

.pQes,aQerlin antibacterial .activity and this metal ion is known to be able 

tautfcRatiornd TethIce acid formation in dental plaqu4 The Zinc 

io salts usually used for such purposes are the chloride, the sulfete and the citrate. 

However, aqppuJtjons of the two former salts have low ph and are thu& 

not necessarily suited for oral use whereas solutions of zinc citrate contain 

complexes of zinc and citrate and very few tree zinc ions. 
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The Problem of getting zinc in a suitable form is the issue of US patent 

No. 4.289,753 and UK patent Application No. 2.052,975. In the former the zinc 

compound used is an ammonium or alkali metal citrate. It is also stated in this 

patent that this zinc compound maybe used in oornbiriaüoFlwithaAtthaSSl 

s ants such .aaaetyIpridinØaehJeSw 

The above UK Patent Application discloses an oral composition in which 

the pH of a aim -containing soluuion is adjusted to 4.5 or 8 by means ofglycine. 

The .zin4s -generally. Pleasant as zinc .chloride. 

Aritthacterial agents such as cationic bisbiguanides andquteinaw 

� 0 arnmoriiurn compounds, have been widely used in preVnthJadaatatas 

The bis-biguanide

chiorhexidine is frequently used for this purpose, usually as an aqueous solution 

of 0,29(o of as guconate sl%, and is applied as a riouthrinse twice daily. Such 

concentration and frequency are necessary to obtain consistent clinical plaque 

inhibition. However, chjorhexidine in these concentrations has a bitter taste and 

causes dental stain Chlorhexidine forms salts of low solubility with chloride, 

sulfate and citrate and is thus not compatible with zinc containing these anions. 

The other cationic antibacterial agents which inhibit plaque formation, for 

example cet’$pycdinjum ch%orde or benzalkonium choriUe have less cYinical 

20 effect, but show a less pronounced tendency to cause dental stain. The cationic 

antibacterial agents mentioned above are able to inhibit VSC formation in the 

oral cavity, but relatively high concentrations are needed (see Example 1). 

It has now unexpectedly been found that anti-VSC effect of zinc ions is 

mainly directed against hydrogen sulfide production and to a far lesser extent 

25 against the production of methyl morcaptan {see Fxampe I Fig. 2). The VSC 

species with highest pathogenic potential and the most unpleasant odor�i.e. MM, 

is thus incompletely eliminated by zinc ions. 

This selective effect on HS by zinc can presumably be explained by the 

fact that cysteine (which is major substrate for HE formation) has an exposed 

30 �SIl group, which will react ready with zinc ions, vLl,ereas methionine (which is 

a substrate for MM formationi has no suth group. When hydrogen sullide is 

dissolved in water (or saliva) KS- and 8-- are formed (together with two 

protons), and both these sulfur containing intermediates react rapidly with zinc 

ions to farm insoluble sulfides, 
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It was furthermore unexpectedly found that when a combination of zinc 

� ions and very low concentrations of certain cationic antibacterial agents were 

used the combinations inhibited both HS and MM formation. TJiaaUecLettbe 

combinatioss4saagaMc4ExampL..4table4)ascop1binationa oi zinc .and .. 

low concentratior,sof antacterial agent caused a much highec4ntribewó 

VSCsThan any of the 

aQtJbacterialagpt ri ..Ns way against owl mated" win  

,thao the concentrations needed to obtaki plaque 

formation in plaque 4U1QAa). 

itle irnportnce otth(.invention resides ia. the .factthat4oflQw.*a,Mae 

bleary Jaw CQflGSflUatjQfl&oafltibaQtag aQos, i.e. cOfltra&a&&thacsaW 

The contribution of the antibacterial agent is 

probably mainly to inhibit MM formation, but synergistic effect with zinc against 

HS was also observed. although not to the same degree as against MM. The 

15 concentration of zinc can also be kept lower than when zinc is used alone, for 

the same reason. Zinc has a metallic taste which is concentration dependent. 

The use of combinations of zinc acetate and chlarhexidine is described in 

DE 30001575 Al. However, the purpose is to avoid discoloration ofteath by 

chlorhexidine. In US patent No. 4.522.506 an anti-plaque effect of the 

20 combination of chiorhexidine and zinc acetate is mentioned (page 5, first 

paragraph). The combination was found to be numerically better than 

chlorhexidine alone but the difference was not statistically significant. 

In US patent 5,906.811 a combination of zinc acetate and 

benzalkoniumchloride is mentioned as an ingredient in tooth -pastes. The main 

25 purpose is to avoid damage from free radical species on the oropharyngeal 

cay of tobacco smokers, including secondary smokers. 

The present invention provides an oral composition for ina 

malodor, con1pæsipg aRantia!eciaI agent and .a abas; awwwwad. The 

ornpps’ition is ifl fin efrntOf a mo.uthwahconW 

30 atibaQtdal.age,4 aelctettrow b4s,biguandod.qiaoraea.enio.r 

tnpouods. and 01 05 % wiv zinaaiaedale. 

When zinc acetate is used together with an antibacterial agert selected 

from the bis-biguanides or quaternary ammonium conipounds.4heefct 

oplaidurarlp be .as mentioned above. This means Ihal by using such a 
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combination, the amount of both (i.e. zinc acetate and anti-bacterial agent) may 
be kept very low. By using such low amounts the bitterness of the taste and the 
tendency to cause dental stain will both be avoided. 

A major benefit of this invention is that it allows the use of much lower 
5 concentrations of anIbaCteTjas in compositions specially designed to inhibit oral 

malodor, than in ordinary products intended for anti-plaque and anti-gingivitis 
purposes. 

The low concentrations of the antibacterial agent is favorable both from 
an economical and toxicological point of view. The presence of zinc in itself 

’o reduces the tendency to cause dental stain, because zinc sulfide is white or 
Sgray whereas the other all sulfides which form on teeth are black, brown or 

yellow! 

As mentioned above it is a great advantage that the concentrations of the 
We ingredients, in particular the concentration of the antibacterial agent, can be 

35 kept very low. This is particularly easy to control in a mouthrinse where the 
concentrations of said active ingredients can be readily adjusted to the desired 
value. According to a particularly preferred embodiment the oral composition of 
the invention is in the form of a mouthrinse containing from 0.01% to 0.025% w/v 
of the antibacterials and 0.1% to 0.3% w/v of zinc acetate. 

20 As mentioned above, a preferred antibacterial agent is chlorhexidine or a 
salt thereof, in particular the acetate or the gluconate salts. Preferred quaternary 

5
 

ammonium compounds are cotyl pyridinium chloride or benzalkonium chloride. 
According to another embodiment of the invention a composition 

comprising an antibacterial agent selected from the us-biguanides and the 
25 quaternary ammoniun, compounds .nri 7irr nrc4t is used for the preparation 

of an oral composition in particular in a mouthrinse, for inhibiting oral malodor. 
In a further embodiment of the invention a composition containing an 

antibacterial agent selected from bis-biguanides an quaternary ammonium 
compounds and zinc acetate, is used for the treatment of oral malodor. In the 

Jo use indicated above, the amounts of the components should be as described 
above in connection with the oral composition. 
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t? Example 1 V 
In vitro experiments were performed to test the VSCinhibfting potential of 

different combinations of zinc acetate and cationic antibacterial agents. 

To a I ml sample of freshly collected human saliva in a test tube Was 

added 10 microliter of the solutions (mouthrinsos) described below. The test 

tubes were closed with a stopper and incubated overnight at 3C. A control 

tube which contained only saliva served as a control. It is well known that large 

amounts of VSCs are formed in a test tube during the latter conditions, the 

io bacteria breaking down the salivary proteins and forming VSCs from cystelne 

and nethionine. The VSCs in the gas phase above the incubated saliva, were 

measured by gas chromatography in a Shimadzu 14B instrument and hydrogen 

suffice, methyl mercaptan and di-methyl sulfide were used as standard. 

The solutions to be tested were: 03% zinc acetate. 0.025% 

is chlorbexidine, 0.025% cetylpyridiniuni chloride and 0.025% benzalkonium 

chlorides. Subsequentjy the zinc acetate was combined with each of Me 

individual antibacterial agents. All the experiments described in this paragraph 

were performed on the same day under identical conditions. The concentrations 

chosen Were based on experience from pilot experiments with different 

zD concentrations of the zinc and antibacterial agents. The results can be Seen 

from the chromatograms in figures 1-8, and from table I below. 

The experiments showed that the control contained very high amounts of 

both hydrogen sulfide (HS) and methyl mercaptan (MM), whereas the samples 

which contained zinc had low amounts of both HS and MM. 1% waB, however, 

25 found that the zinc acetate reduced the amount of HIS much more than the 

amount of MM. This effect was seen in many experiments with saliva from 

different subjects. 

Addition of chlorhexidine had a clear effect on both HS and MM in the 

same order of magnitude as zinc acetate. The other antibacterials were 

30 effective but much less so than chlorhexidine or zinc. However, when 

combinations of zinc acetate and the different antibacterials were tested, a clear 

further reduction in VSCs was observed, both for HS and MM. It can be seen 

that ctilorhexidine was not better than the other antibacterials in these 

experiments. 
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An examination was conducted to investigate whether the effect of the 

combinations of zinc acetate and the individual antibacterial agents represented 

a synergistic effect. This was performed according to the method of 

Behrenbaun, (J.lnf. Dis. 137:122-130 1978). The fractional inhibitory 

5 concantrations(the FIGindex) was calculated based onthe amounts (AUG) of 

hydrogen sulfide and methyl rnercaptan formed under different conditions. A low 

AUG thus indicates presence of a strong inhibitor The FIG index was calculated 

from the following formula; (A+)/A + (A+B)IB where A+B represents the 

combinations of zinc and antibacterial agent, whereas A and B alone represent 

io the individual agents. 

If the FIG index is below 1 (<1) a synergistic effect is established. If the 

index is like 1(1) an additional effect between A and Os seen, whereas an 

Index above I (p1) indicates an antagonistic effect. The FIG index of the 

different combinations is seen in Table 1. All the different combinations had 

is synergistic effect against both I -is and MM, but the effect was far stronger 

against MM, presumably because zinc acetate had a weaker effect against MM 

(table 1). 

Table 1 

The table contains the AUG values (amounts ofVSCs) from fig. 1-8 and the FIG 
ndex* forme combinations of zinc and the individual antibacterial agents. 

tested HS FlU MM FIG 

index index 

Control >27 mill mill 

c,0,3% 
Thu-Gao.025%

 

7AzO,39A.

443 000 355000 

,025%lk
 0.025% 1,4 milE 1.7 mill 

c 0,3%+CI-IX 0.025% 82000 0.73 34000 0.1c
 03%+Denzalk 0,025% 47 000 0.33 13 000 0.01 

8 Zinc Ac Q,S+CPC 0.025°%  47,WD  
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AUC - area under curve 

Ac - acetate 

CHX - chrorhexjdine acetate 

Benzalk. - benzalkoniuni chloride 

CPC: cethylpyridinium chloride 

*A TIC index below 1 (ci) indicates a synergistic effect 

HS - hydrogen sulfide 

MM - methylniercaptane 

LO Example 2 

it has been shown that aqueous moutbrinses with 6 mM cysteine give an 

immediate, steep rise in VSC formation in the oral cavity. The effect can be used 

as a test system by observing the effect of a cysteine rinse when a prerinse with 

15 an inhibitor of oral VSC formation is performed (for instance with zinc Solutions). 

This system is described! in US patent No. 5833.955 of Kleinbe,g et al. (1998). 

By subsequent cysteine rinses each hour after for instance a zinc solution, it can 

be shown how long the inhibitor is effective. In the following it was shown that 

with 0.3% of zinc acetate and 0.025% of each of the antibacterial agents 

10 chlorhexidine and cetylpyridinium chloride was effective for more than 5 hours. 

The experimental design described is presumably severe, and its seems likely 

that under normar conditions where no cysteine is introduced in the mouth the 

duration of the effect would be expected to test consicarrilay longer than the 

present results indicate. A imitation of the model is that only hydrogen sulfide is 

25 formed by the test subjects upon cysteine rinses- This is clearly shown when the 

mouth air is analyzed by gas chromatography! s in the present study. If the 

frequently used Hallmeter is employed for measurement, this limitation is not 

obvious because the Halimeter operates by chemical sensors which cannot 

differentiate between hydrogen sulfide and methyl mercaptan. The present 

30 experiments thus show the nhibfting effect of the rththitors on hydrogen sulfde 

only. However, in combination with the experiments in Example I (which 

examined the effect of the combinations on methyl mercaptan as well) the 

present experiments are judged to provide valid data. 



W0011151559 PCT/N099/00346 

In the present experiments the test subject rinsed with 5 ml of a 6  m 
cysteine solutJon and the VSC in the mouth air was examined after the mouth 

had been kept closed forgo Sec. The subjecttMn rinsed with a VSC inhithfict 

(i.e. combinations of zinc acetate and the respective antibacterial agents). After 

5 one hour the subject again rinsed with cysteine. Any reduction in VSC (i.e. 

hydrogen sulfide) from the original values was assumed to be caused by the 

inhibitor. Q’steine .rinses .were .performed each how for ! 5.hours toestRbSSUtle 

dwration:of. the 4ntsibiting.ft. The results of these tests are shown in the 

chromatograms in figures 9 and 10. Fig. 9 shows the normal hydrogen sulfide 

,o production by the lest subject in the morning after a rinse with cysteine, which is 

10 mill AUG. After a rinse with the combination of 0.3% zinc acetate and 0.025% 

of chlorhexidine acetate and a further rinse with cysteine one hour later the HIS 

value was only 32 000 (fig. 9a), after a further hour it was 500 000 (fig. Sb). then 

270 000 (fig. Sc), 1.7 mill (fig. Sd) and 1.7 mill (fig. Se). The combination thus 

is reduced the hydrogen sulfide production in the mouth by cysteine with more 

than 80% five hours after a single rinse with the combination described above. 

In a similar experiment with the combination of 0.3A wigginolai 
0025%Osseyeteine 

rinse was I t. hit AUG of hydrogen sulfide (fig 10). Aea.AneaMthbJe 

20 combination and a.systems  rinse one hour later the HZ. Value .wa.ao4a.as 

22 000(9. 1 OM. .After two, hours it waa67,QQQft, 101a)..after4gg&waa45 

� 000 (fig. bc). four hours Z75 000 (fig .1 ad) and five hoUr&47 ouaa4Gs). 
itnbQ concluded ..that .the coktjnji$of.zip,c.aaotaSe.ai4Ie4vsg 

tçstedtiPacterS  bad :a very stiong saidonajeftQ.apat 
23 chiorhexidine was not better than cetylpyridiniurn chloride in combination with 

zinc. It is Probably safe tor conclude that a noWdIffingo of #IL% 

otal malodar for sight boom or Moto 

It was furthermore evident from additional experiments with the individual 

agents In the present experimental model, that the ant(-VSC effect of the 

so individual antibacterial agents was markedly inferior to the effect of the 

combinations. S.ynergistic affects of combinations cf. zinc .acatatsad.ta 

!ntiactel agents were. thus .demonstrated .stop in the 

included, hydrogen .sulfide .only (reasons nDthOWn). 
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cOMPOsrrION TO COUNTER BREAM ODOR 
eI,t .acae areffisods 

- . 

This application a a coutoivalioii in part of applics- 
ee aame,l ..lrfl ee 

dee b,etda de iodide 
ion Sor. No. 723,7a6. filed Apr. 16.1985. now ban- 5 ee rielk 

domed, � thnuale ,jno ptas.l silkeilt 
ze4s.......fqrm .flou 

coE$m&tOwtioaQnort.wbl*aO$das z 
ispgoa ipsont kc*on4 nuns an4leciive. a. 
moped) g*fl*reatIi.vdqr,. 10 dii tlyanoph..rbjl. 

IS 

comlpositpona as an anti-plaque ella auu-cawIIlUs agent ---
as well as an odor inhibitor of fermthtafion and potre- funding,

The aolubiiity of the zinc salt to provide one, Ions faion which ocotits iii shared game. Compositions ti 20 a,,,,a rn a faptor it the notheit,, a,.et ’.doc Fonna-- 

35 

atom product of a zinc conipoond and Isodge, 80 the raUo of of ions to bamne is about I,W)O:I to 10  

an dasoribed an U.S Pat No 4,138477 as a by Weight. Other vaiünts of Sane � as gma-

which cffnctively controls montE odor. maymet dihydroi0000e and aiphootetbyl i000itt may 

ol can last a few hours  but generally not also be employed. Furthennore, as eased herein, the 
term aj’ boone ketone dnzivafiv&  inoThdes estimate 

or, zinc complex of a eDecifled diketone as 35 loans of imagreace, e.g. irone. It Is convenient to employ 

biown to have de pan Seems  welles other In British Vat, No. 1,381,000, it was theorized that 
proprrl]ns desinble in oral hygiena 40 anehoradon of oral malodoes by imism, may hive ac 

Reodorant terpenea hove been deacæbed In British carmed due more, to an ability to blk we, receptor 

� 
Pat. No, i.3ll.O6 Such teten ieojce gas ketone now,In the ollhetory epithelin or to how olfactory 
terpeaes, alpha-boone and beta-lonona thyetholds foe the compound and poasibly a combine-

M fbi. ., .,..1M* � lion of bark Renrdlasa of die reason for the eflent. 

little. it afl, redoottom It found. .11IP.S. 

so iiingiz=M 
M%ieo,85 solia thd dktdoin o& tonucA. $zebc 

sad various now am brown materials can he tted in we 
in vitzo system Bud In vivo. In the as vitro tat, whole 
human saliva wed, L-cyateine M suhee,ee A Incubated 

15 for 3 hours or overnight at 370 In so sirti�Iit con-
bear, After intonation, the beadipace volatile sulfur 
compound (VSC’, the ninia cause of otmnslve breath 
odor) forinsuon Eu measured by an iesm,m,nW QC- - 
Same photoznet4c tcnhnique. Since breath odor has 

�0 been athibuted to the prenoe 0IVSCs such as hydes,
san sulfide, methyl mercaptan and to a leaser extent 
dirnethyl sumde, resulting from putrthndve proceas 
occuring As the oral eavty, the S vitro teat provld 
� coeiiarsblt to he vivo tat e’4suataw, 

65 In vivo tests are done on. panel ofeandoinly equally 
divided people Into two groups, one of which Uses a 
control Moratorium, aaIust the other which uses a test 
mourininse, litiflally, for one week. eacb gronp rinses 



with its tespcctive I 
night helore sleep. f 
group rine5 th the 

Uaselli,e brct £sfl 

U 

or . 

I 
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4 
minute eanh metaphoaphata aadlor a oalcjuzu phoaphait. auth as 

week. each dicloiijm phosphate dihydrata. In gener* thee, polish 
ing agents will couprise a MI P, proportion by weight 

rn each sub- or the solid ingredleats. The poliahiug agent cont’t S 
nofllmg after 5 vaiiable but will generally be op to about 75% by 
flSIfl eaJg weight of the total composition, gepenfly about 
mftomeach 20-75%; althougi, even lower amours of polishing 

of counter-
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R - N cit �C H - C R2N 

wherein 
R is a Ibity alkyl group lyphol3t, cot.iulug from 12 

to Ig carho,’ stools, and s, y and z total) or higher, as 
well as malts thereof with iiii naTal Or organic aoids, MY 10 

also be used 
The va,iotn svdaoe-ecdve m,ateciaIs may be ’mcd In 

sty suitable amount, ge,’erally from about 0.05 to about 
10% by weight ajid prefesably from about 0.505% by 

is weight or the dtnti&ict COpCSItJOtI. 
Vasious other materials may be incorporated in the 

vehicles of this iitveiition. ExalDples thcreofare preser-
vativea, silicones, chlorophyll compounds, asusoniated 
ntctals stti as teta &M tiuls) pit.$iale � 
mixtures thereof, matesials which can bicrease cantraft20 

th the p dam. suchas mw o,dde or tiraujum dioxide 
asd other constituents. These adjuvants are lucorpo-
ated in the instant coa,positioua th amounts which do 
not substantially adversely affect the Mpffame well 25 
oharaotetsrics

 
suitably selced and used in proper 

amount depedin upon the psziicu!n type or prepa_n. 
tion involved. 

AnacteIlaF agents may also be employed in the 
vehicles of he instant invention. Typical anObacttiai 30 
agents ’dude: 
N44clilorobenzyl)N’.444icalorobenzl)blguaoid 
p-cliloropheoyl biguanide; 
4-cllloroben2hydryl bigumjiidet 
4vjbeuyyybore--

r1l 

,ro-2.guouidioobeflrnudawte 
mcipiu 

rophenybflS-Iauo4bigtnnide; 
py- Of PalidJats are formed for covModvs Va ,3.bi,(2-ethythnyfl-3-oethylbexahydro 

breath analysis by gn ebrontatograplty in combin.th 

non-toxic aei dditio, � a flame photoinetsic de–ecdo,’ system arding to 
the procedure deserThed by solls-Gaffar. Journal of 

oi4votPi- wapta.geac’av. De,’t Research, Vol. 54, N 1, psges 351-357,1975. 
The rinses have formulations A, t C and D below. 

’iubagdogo. saiaIs..a In’s 

Pgyn4oA,holude th5o noDucr PORMULAflONS 
eyetwe e ea addithwa tq�iis 
we, of.flivodiig UOipt9V.th.. team, oi tb A Eiam we, 
awatea  a4tbk�.ape. zhechiwd. 
avorums oils include cOsof apwxbmz epwar.5 Maiithma aIhztsc 

rgroe, ssassfrP!m clove, mag, ucabptus,, zmrsika Fetcesi Petceni 

b :oi000. I oa.and .9154j as. wcB.y EJ..ei emoc, Room 
toy’at&MJnt oils such as oil of peppen,pit is nemesis ’is iJs 0 Im 

erred. Suitable swcattmming agents inclnde its-
 

amo 
otce., maltose, sorbilol, ’odium cyclamate. 

oIyse,s 
ZeasltMs Gate Dow 

C, atosnlfam, N-1-a-aspsrtyl-I-pltenvlaniline- 60 fl.vciimaiec 
urn 

Q215 0215 O.,ho 
icr C’aspartsme"X xylitol, choleone materials. dt5 1% 

flavor mad sweetesmiog agent nay togetherwit 
a-itcc 5) 

waoshs,miautew 
from about 001 to 5% by weight or more of 

_____ 
totes 

onitlona orthe inausnt kve,’tion, each typically 
tt ai5-2.5%. In a typical codilloadon of a 65 D}lb mini 
oil such as oil of pepperlot which contains . . tthe 

% 

peppermint and the remualuer anethole, Meuth a4thun 
sod/or carvone. about 0,5-1.5% ionoue is 
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continued 
PRODUCI FOn4ULAII0NS 

I0W WB0 
lot 0.500 

dkn ,o#ot.i (045 O45 
QI,tr 
fl.eo!(Pspeb0 040 aziS note b,el!& 

dg 1% 

w.l.t n.didsieed) aLl], 

PARTS 

ElInl.icoItol(95%) IS 
O* on 

Z,c Ate 11*. ds.,*.Me 0.40 
Sodien s.cchJSh 603 

420) 
lobLtI 

Olyre 
ID Wear Q.S. ’00 

(sedire. eyoaM, nay IeFI Iods0. goochisi.) 
’FkW, CnLI. 

PARTS 

is APIok 9.75 
M.uthel 911 

I 
in475 

is of SL*4oeaub. óbyteiuneee .]]d eI,neathyI bO]t .rey 
epkg: eJpha4reee.) 

The following toothpaste is prepared for countezing 
brea* awom br ovtteÆtht ptæods abta brdiht ot 

25 teeth - dsperS in the oral cavity ioniedlatdy be-
fore eleep: 

A B 
PAflS PARTh 

30 oI,s 25 25 
13 - 

I1ydneyI Ib]0e -10 
ago ago 

Sedine see.th 0.20 
35 samw, mwo. am 0.40 

liar eluddo - 00 
The Aaie 1.00 - 
sedlen flCeddr  
1eo49" Deton) 292 2t00 

odjwaIL4unl- ISO - 

TABLE 

. N.  or Oe,Mtou vw 
51,dy Rb &be efelleos jmit.J nr.L % saireaore 

I A. ZVCz 12 3 hours 13M law �24 
D, Pl.eeho 12 3hmea ESIO 11.70 _t3 RS, Not IIna*) 

lii. IIE&rMho/ IS oebE 14A II2 - NS 

.tthoui 

Ct W5b Mvnenue IS reorsijiot 05.69 744 �53 a001 
wizbc 

3. C. rnfl MJrv 19 reastt 065$ 93 �46 aWl 
I"-

0. Plato 19 o,,aIt 06.45 5.95 2." NA 

The elbilcal studies that (I) Zinc is STetive up to 3 
hours (IA)1 (2) ZiIIoThgh pqlpcmlblt/a-0000ae flavor Seda t6l4 reov0t4’S,e - 1.50 

n effective overnigl’ ugh pepperinila-ionone with- Fke.� ISO I .00 

out rhic is not effective overnight (2C and SC); no (3) 
40. Ito QS lo 00 

Zinc/high peppeomintia-ionone is sigoificanty more 60  
9h PI eae Le E!an 11. 

eJjecrive - plsoebo (3). The combbnttloii of n,2a 
(Z&Mi 

BXAMPLE 4 
EXAMPLB 2 65 The thBowg mouth spray dpenaz Is freon propel. 

The following molithskjse Is prepned for countering ant Is prepared counterliog breath odors for oveogbt 
breath odors for ovemight paleds when isd immedi- periods when sprayed hdo the oral ossity imnedistely 
akly before ejeep witoota additional rkiu�: before sleep from a bobiitane pr.ssudzed container: 
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5. The oral con,poótion claimed in Salin I whorelu 
MW we not Is selected from the Eroup condsthg or 

PAN zinc chloride sad alit acetate. 
S 029 

& 

The oral compo.Inoo and daimed it) claim 
cacr al Egr(Cmpbu, El) aso S wheceln said zinc salt is zinc chloride. 
Zir Clt,idr ’°° 7, The oral coojposhion claimed in claim 1 wherein 
AIph..OIe am 
sul ftOQ 
WM*r Q 5 w In Q comprising waler - a homectant and a solid Vol 

comprising a gdlthg agent and said oral composition is 

Although this invention hue been described with 10 a toothpaste. 
The oral conpoaiSon claimed In claim I wherein 

reference to spairic exampleA zt wifi be apparent t,000 
- jonone ketone lapene dinlablas is prsaett in a skilled in the art that various mOItLcMiOnS may be comoneat of a ftavothg 00 In amounts of about 

made thereto iliicb fa within 31, 05-2% by weight of said .voiing ol?, - - 
IS 9 The oral composluon claimed in claim wlietain 
- flavoring oil ’roil of peppermint wbich oil of pep 
permiol Is prent in said oral composition in amounts of 
about 0005-2% by weight. 

10. The oral compealtion claimS in claim I wherein 
30 - vehicle is an aqueous alcohol vehicle wherein said 

alcohol Is a non4oxjc lower thphalio alcohol and -. 
oral prepanlion is a moulitrinse or mouthspr.y 

II. A niathod of syoergistically countering volatile 
sulfur compound brth odor which cornists examatimily 

25 of dioperaing a the all cavity an oral prtpantion corn. 
prising as au,ous vebide and 9 zinc salt which pr 
vides about 0.01-5% by weight of zinc ions and about 
15-1% by weigh’ of boone ketone tni,ene denyl 
live the ratio of ziso lens to ionone ketone lapene being 

30 about Il to 5;I by weight. 
U. The melbcd of wunttins breath odor claims in 

claim" wherein said lonone ketooc derivative alpha. 
boone and .aid zincoalt it zinc "WIdde. 

.� a a � a 
3, 

40 

45 

’0 

5, 

65 
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ASUNTO Radicacion Q4-098267 
TrØmite 002 
Evento 001 
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patents de lnvoncion Patente do Modelo de Utilidad 

Via Nacional C 
Via PCT (rose nacional) Cap.l Cap. II 

No. So]. Internacional PCTIUS03/06204 
Fecha do Presentacion Internal. 27 do Febrero do 2003 

Coma resultado del examen do rondo, realjzado con fundamento an el articulo 45 do 
Is Decision 486 de Is ConiisiOn do Is Comunidad Andina, as Is comunics: 

1. Docunientos estudiados 

1.1. Descriocion: Folios: 22 a 33 come as radicO inicialmente 

1.2. Roivndicaciones: Folios 34 a 36 come as radicO inicialmente 
Folios 113 a 114 rTlodificadas 

1.3. Prioridad: Folios: 01 
US, 04 de Marzo de 2002, 60/361511 
Us. 05 do Fobrero do 2003. 10/358710 

1.4. Resouesta del solicitante Folios: 109 a 112 

2. Analisis de Is Prioridad 

La feoba do prioridad del 4 de Marzo do 2002 y su correspondiente documento, son 
aceptados para el estudio do patentabijidad. 

3. Objoto de Is invencion 

Titulo do Is sokcitud: ENJUACUE BUCAL REFRESCANTE DEL ALIENTO, 
ANTIMICROBIANO" Folio I 



El objeto de (a preserve soc{tud de patente do ineciôn consste an on 
bucal refrescante del aliento con efecto antimicrobiano. 

Reivindicacion 1-13: Una composiciOn 

El problems planteado an esta solicitud as Is necesidad do composiciones de 
enjuagues bucales con efecto antimicrobiano y mejoramiento del aliento. 

Pam solucionar este problems tØcnicc Is solicitud en estudio proporciona una 
composiciOn oral sinergica que comprende on cornpuesto de zinc atoxico y cloruro 
de cetilpiridir,io. 

� Clasificacion Internacional do Patentee (IPC): A611(8/27; A61KW35; 
4611<8/49; A6IQII/00; A6IK9/19; A61K8/30; A6IQII/O0 

4. De Ia solicitud do Patente (segun el case) 

4.1. DesoripciOn (articulo 28 0.486) 
No as encontraron rates comparatives con las composiciones previamente 

40 divulgadas an el estado be Is tecnica que demuestren so efecto inesperado y 
superior al adicionBr cloruro de cetilpiridinia y una cetona de terpeno ionona 

4.2. Reivindicaciones (articulo 300486) 
� La reivindicaciOn 1 an so preÆmbulo solo Se refiere a Is composiciOn oral 

sinergica que comprende un compuesto de zinc atoxico y cloruro de 
cetilpiridinio, el solicitante debe especificar claramente Is formulation quo 
pretends proteger 

� La rejvindjcacjOp, 4 referenciada a Ia 2 y Is roivindicaciOn 7 referida a Is 1, Se 
encuentran equivalentes an so contenido siendo posible organizarlas dontro 
del capItulo reivindicatorio bajo solo una. 

5. Doterminacion del Estado do Is Tecnica 

La fecha que Se he tenido an cuenta pam determiner el Estado de la TØcnica as: 

Fecha be presentacion de Is solicitud prioritaria: 4 de Marzo be 2002 

Considerando qua Is fecha do presentacion de Is primers solicitud de patente do Is 
cual as roivindica prioridad as: 04/03/02 se encontraron los siguientes documentos 
del estado de Is tecnica relacionados, que puoden afectar Is patentabilidad del objeto 
de Is presents solicitud: 

N° Documento Titulo 
Fecha do 

p 

ubli Ca ci on 

91 
__________  

WO 90/15592 "Anti -plague dentifrice" 2711211990 

D2 W000/51559 
Oral composition for inhibiting 

08/09/2000 oral malodor"  

D3 

_______________ 

US 4,689.214 
Composition to counter breath 25/08/1987 

odor’  

7. Analisis do patentabilidad (articulo 14 D486) 

7.1- Nivel inventive (a,lIculolO 0486) 



Los eJementos caracteristicos esenciares de Is composicion oral sinergica qua 
controls el olor del aliento do compuestos volatiles do azufre presentada an Is 
reivjndjcscion 1 son: 

� Un compuesto de zinc atoxico on una proporciOn de 0.01-5% an peso (002 a 
2% en peso-reMndioacion 2) 
� Cloruro do cetilpiridinio on una proporción de 0.0005-3% on peso (0.01-1% an 
peso-reivinthcaciOn 2) 
� Cetona do terperbo do lonona (0.0005%-2% on peso) 

La proporoion de jones do zinc a cloruro de cetilpiridinio 1000:1 a 2:1 pot peso 

La composicion seguin las reivindicaciones 9 y 13 referidas ala I as un dentifrico 
un enjuague bucal 0 aerosol bucal respectivamonte. 

An terio rid ad es 

Dl ensena previamerite as retiere a composiciones de un gel dentitrico que 
compreride una cantidad do uris sal de zinc tal coma cloruro do zinc y un 
compuesto de amonio cuaternarEo tal coma cloruro do cetilpiridinio y un agents 
gelificante. 

Las sales de zinc usadas an Is composicion puoden ser cloruro de zinc, acetato do 
zinc, sulfato do zinc ontre atros, an las proporciones 01-5% por peso (Sal do zinc) 

0.0141.5% por peso (Cloruro de cetilpiridinio). (Ver pagina 5, mess 1-11,14-21, 
reivindicacian 2) 

D2 ensena prevismente composiciones orales an enjuague bucal pore inhibirel mal 
aliento, conteniendo un agents antibacterjano on urla proporciOn de 0.005-0.05% 
W/V y un compuosto de zinc tal como acetato do zinc on una proporcion de 0.05-
0.5%. El agents antibacteriano as seleccionado de bis-guanidinas y compuestos de 
amonio cuaternario. Dicha composicjon as Util pare eliminary reducr los compuestos 
de sutfuro volatil an Is cavidad oral (Ver resumen, pagina 1, mess 17) 

El documerito D2 as refiere edemas at uso de las sales do zinc an Is actividad 
� antjbacterjsna reducciOn de Is  place y formacjon de Æcido, entre las cuales Be 

encuentran cloruro, sulfate y citrate. (Ver pagina 1, Ilneas 25-31) 

D2 describe to divulgado previamente an las patentes US 4.289.753 y UK 2.052.978, 
refirlØndose at uso de las compuestos do zinc on asociacion con un agents 
antibacterjano tal como cloruro de cetilpiridinio (Ver pagina 2, rmneas 1-5) y cuya 
sal as cloruro de zinc (Ver pØgina 2, lines 8) 

02 menciona qua Ida agentes cationjcos bacterianos pueden ser cloruro do 
cetilpiridinio o cloruro de benzalconio, los cuales jnhjben Is tormacion do sulfuro 
volØtit an Is cavdad oral, relatWamente con altas concentcacones (’./ev pagna 2, 
lineas 18-22), sin embargo Is combinacion do una sal de zinc con un agents 
catiOnico antibacteriano a bajas concentraciones produce un ofecto sinorgistico 
on Is inhibicion do sulfuro volitil (Ver ejomplo 1, tabla 1). Las combinaciones do 
zinc y bajas concentraciones del agents  antibactoriano causan una mayor inhibicion 
de VSCs (compuestos de azufre valatiles) quo los agentes individualmonte. La 
importance de Is invonción reside an el hocho qua  el uso de bajas concentraciones 
de agentes antibactehanos los efectos indeseados as  pueden evitar (Vet begins 3-
lineas 1-12). Adicjonalmente as rofiore S uso del acetato do zinc pars el mal otor 
(Ver pagina 4, lineas 27-31) 



D2 an Is table 1, ojemplo 1 Se refiere at Indice do FIG el cual si as manor do 1 el 
efecto sinergistico as puede demostrar (Ver pØgina 6) (Ver resultados No 8) 

El ejemplo 2 do 02 describe el oxperimento con Is combinaciOn do 0.3% its acetato 
de zinc y 0.025% de cloruro do cetilpiridinio, concluyendose quo las combinaciones 
de osto tipo pueden inhibir el ma] olor oral por octic homes C into  bajo condiciones 
normales. (Ver pagina 8, lineas 23-27) 

Las composiciones cuyos elementos caractoristicos son un compuesto its zinc 
atoxico tales coma cloruro de zinc o acetato do zinc y cloruro de cetilpiridinio sogUn 
las reivindicaciones 1-3, on las proporcicneso.1-5%y 0.1-05% an peso (D1)yO.05-
0.5% y 0.005-005% wlv (02), respoctivamente an enjuague bucal 0 dentlfrico, ya Se 
encontraban previamente doscritas an el estado de Is tecnica, demostrØndose su 
efecto sinergistico an concentraciones bajas del agents antibacteriano tal como 
cloruro do cetilpiridinio y one Sal do zinc (labIa 1 ejemplo 1, 02) 

D3 ensefla una composicion para prevenir y controlar el olor del mal aliento 
proveyendo jones its  zinc y un derivado do cotona terpenica ionona (Ver resumon, 
columna I, lineas 6-8 4447,52-58 64-68) 

La sat do zinc so encuentra presents an cantidades quo pro400n entre 0.01-50/c par 
peso do iones de zinc y proforiblemente entre 0.02%-l% its iones de zinc an Is 
composiciOn oral (Columns 2, llneas 15-18-03) 

La soubilidad de Is sal de zinc para proveer Jones do zinc parece ser an factor an 
Is actividad contra Is formal del olor. Sin embargo, el efecto as 
sinergisticamente mejorado cuando Is cetona de jonona terpeno as encuentra 
presente y ademØs por un periodic do tiompo prolongado (Colurnna 2, linoas 19-23, 
lineas 47-50-D3) 

En cuanto a las formulaciones 03 divulga Is incorporacion do Is sal de zinc y el 
material do joriona an composiciones crates tal coma rinses, sprays y dentrificos, 
los cuales contienen un vehiculo acuoso oral o dental a polvos los cuales pueden ser 
rapidamente disporsos 0 disueltos an on vehiculo acuoso. Cuando Is composiciôn 
oral as una solución simple o un rinse o un spray, Is sal de zinc y Is  ionona Se 
disuolven an ague a an un alcohol no tóxjco. (Ver  columns 3, llneas 21-27) 

En el caso do los dentrltioos, 03 utilize una porción liquids constituida por un 
humectante y ague y una porción solida de agents gelificante, (Ver columns 3, 
lineas 29-57) 

Adicionalmente las composiciones pueden container an germicide activo cationico 
y compuestos antibacterianos como c]oruro do diisobutilfenoxietoxietil dimotil 
boncil amonio y aminas torciarias entre otras, an una tantidad do 0.1-5% on peso 
(Columns 4 ineas 60-68) 

Cualquier agents saborizanto a endulzante bustle ser empleado para suplementar el 
componente do ici an 0, los cuaes nckren scene coma hieTbabuona (Ver 
columns 5, lineas 48-68) 

El documento 03 par Is canto ya sugerla las composiciones orales do una sal do 
zinc atóxica,  un compuosto antibacteriano y an tarpons cetonico de unions. El 
solicitanto a diferencia utijiza ospecificamente el coruro do cetilpiridinio, como 
anti b acts ii ano. 



rj 

7 
Table I Nivel Inventivo’ 

Solicitud presentada Dl D2 03 
Sal do zinc (Reivindicci6n Sal de zinc Acetato de zinc SI 
1): 0.1-5% por peso 0.05-0.5% Sal do zinc 
0.01-5% an peso Cjoruro de zinc 

y 

(VerresUmen 0.1-5% par peso 
Clowro de zinc 

y 

Acetato de zinc Pagna I Itneas I- del ion 
Acetato de zinc (Var reivindicacion 1- revindicacion 1) Raivindicacion 1) 
(Reivindicacian 3) 4) 0.3,0 - 

(Var TabI I-pag’na 
y_n_ 

Cloruro de Cetilpiridinio SI SI SI 
(ReivindicaciOn 1 0-1-0.5% par 0.005-0.05% Antibacteriano 

peso wIv 0.1-5% an peso 
(Ver reivindicaciOri 8- (Var resum&fl NO 

9) pÆgina I, lineas I- Cloruro do 7. rev’nd’cacpôn I) coIpIrmumnmo 0.025% 
Wer Table 1-p691na 

Cetona do terpono NO NO SI 
ionona La proporcion de 
(0.0005-2% an peso) jones do zinc a 
(ReivindicaciOn I) iorQna Os 1000:1 
Alfa-ionona 5:1 
Beta-ionona 0.0005-2% an 
Game iononapeso 
D]hidro-ionona (ReivindjcaciOn 1) 
Alfa-metilionona Alfa-lonona 
Una ionona Beta-ionona 
(ReivindicaciOn 5) 
Amite saborizanto 

____________________ 
SI 

__________________  
NO SI 

0.5-1% per peso its 83% v/w (en Is Amite saborzante 
jonona terpeno tormulaciOn) 0.5-1% por peso 
(ReivindmcaciOr, 10) Diferoncia: no de ionona terpeno 
Amite do 1-tierbabuena presents ionona (ReivindicaciOn 8) 
0.005-2% an peso (Verelemplo, pagiria Aceito do 
(Reivindicaoi6n 11) 7) Hjerbabuena 

0.005-2% an peso 
(ReivindicaciOn 12) 

Alcohol alifatico inferior NO NO SI 
ReivindicaciOn 12)  

La solicitud no presents el efecto superior e inesporado y so aporte al estado do Is 
tecnica do las composiciones qua pretendo rejvindjcar de enjuague o aerosol bucal 
mediante Is adiciOn de one sal de zinc atoxica, cloruro de cetilpiridjnjo y one ionona 
de terpeno cetOnica a las composiciones previamente divulgadas an el estado de Is 
tØcnica, demostrando so capacidad sinergica frente a las composiciones ya 
divulgadas. 

El problems tØcnico objetivo a resolver coma as ’obtener composiciones de 
enjuagues bucales con efecto antimjcrobjano y mejoramiento del aijonto" no 
quads resuelto con Is solicitud presentada pues as clara qua los enjuagues 
aerasoles bucales con cloruro de cetilpiridinlo, sales do zinc, one terpeno de ionona 
cetona y on aceite saborizante serian logrados par el experlo an Is materia 
facilmente con ayuda do los documentos Dl y D3 0 D2 y 03, careciendo par Ia tanto 
do habilidad inventjva. 



Es evidente pare el exporter an Is materia quo con el USC de or; documentos Dl y 03 
0 D2 y 03 as obtienen )as composIciones de Ia solIcitud presentada, conscience per 
to tanto de ni/el inventive. 

Conclusôn: 

Los reaulsitos de oatentabiljdad do to oresente solicitud as encuentran afectados asi: 

Docomento N 
Reivindicaciones 

Requisito quo afecta 

DI WO 90/15592 1.13 Nivel Inventive 
02 WO 00/51559 1-13 Nivel Inventivo 

11331 US 4,689,214 1-13 Nivol Inventivo 

8. Respuesta a los argunientos del solicitante: 

� El solicitante dabs comparer con las composiciones previamente divulgadas 
an el estado de la tecnica, el efecto superior sabre los compuestcsvolatiles de 
azufre (VSCs) qua demuestren so efecto superior, pues el documento D2 ra 
divulgaba el efecto sinergistico an concentraciones bajas del agente 
antibacteriano tel come cloruro de cetilpiridlnio y una sal do zinc (Table 1, 
ejemplo 1) y el ejemplo 2 describe el experimento con Is combinaciOn do 0.3% 
de acetato de zinc y 0.025% de cloture do cetilpiridinio, donde pueden inhibir 
el mal olor oral per ocho house 0 mis, bajo condiciones normaFes. (Ver 
pÆgina 8, lirieas 23-27). El solicitante solo reporta el enjuaque bucal A con 
Cpclacetato de zinc!alfaionona y el enjuague bucal B con acetato do 
zinc(alfaionona sin an comparacion con acetate do zinc/CPC (02). 

� Los datos del solicitante rare disminucian do compuestos volØtiles de azufre 
(VSCc) so register pars tres home y Is noche, sin presenter dales 
comparativos con las composiciones previamente divulgadas an el estado de 
Iatncnica. 

� El solicitante no presents datos comparatives de Is table 5 do la descripciOn 
con 10 previamerite divulgado an el estado del arte tal come las 
composiciones de 03 con one tire de antibacterianos. 

En cumplimierito del articulo 45 de Is Decision 486 de is ComisiOn de Is Comunidad 
Andina, see andma qua debedar respuesta dentro del tŁrrthno de 6D one conlados 
a partir de Is fecha de notificaciOri de Is presents comunicacion. En case de no dar 
respuesta al presents requerimiento, 0 si a poser de Is respuesta subsistieran los 
impedinientos para to concesiOn, Se denegarØ Is patente. 

Natifiquese el presente oficio nfo ea lo dispuesto en el numeral 5.2, literals), del 
capitulo quinto del tit to pri ere a Circular Once N 10 de 2001. 

ALIXCARMEN CESPED$DEVERGEL 
Jete de DiviO do Nuevas Creaciones 
El anterior ’ querimiento tue notificado per fljaciOn an lists, de fecha 

CONCEPTOTECNICON0.01285 
C6digo No. 202070 

jfl 


