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Description

FIELD OF INVENTION

[0001] This invention relates to a mouth hygienic composition, which is useful in preventing or reducing bad breath,
in particular for the treatment of halitosis, in the prevention of plaque formation, gingivitis and calculus and thus suitably
facilitate the development of a healthy mouth hygiene. It also relates to the use of a particular metal chelate in the
composition and a method for using the composition.

BACKGROUND OF THE INVENTION

[0002] Itis widely accepted that for many people the affliction of halitosis (bad breath) may constitute a serious problem,
particularly in social encounters. The breath malodour may be very severe and it may occur e.g. occasionally, regularly,
or chronically and at specific times of the day or month. For the purposes of this application, the terms "bad breath",
"halitosis" and "breath malodour" all mean an unpleasant breath odour that is objectionable to others.

[0003] Public awareness and concern for this phenomenon are evidenced e.g. by the support of an estimated $850
million mouth wash industry in the United States of America, despite reports that commercially available products have
no significant effect on breath malodour. Recent public opinion polls (taken between 1994 and 1995) have for example
revealed that about 55 to 75 million Americans consider bad breath a principle concern in social encounters (J.L. Richter:
Diagnosis and Treatment of Halitosis; Compendium 17 (1996); p. 370-386, and references quoted therein).

[0004] Studies on the etiologies of breath malodour agree that hydrogen sulphide (H,S), methyl mercaptan (CH;SH),
and dimethyl sulphide (CH3SCH3) collectively referred to as volatile sulphur compounds (VSC) are the principal odourants
in bad breath. Volatile sulphur compounds (VSC) originate from the anaerobic bacterial degradation of sulphur-containing
amino acids within the oral cavity. It is now generally accepted that volatile sulphur compounds (VSC) constitute the
major component of halitosis or bad breath originating from the oral cavity. It has also been shown that anaerobic, Gram
negative bacteria are responsible for this odour production.

[0005] Consequently, all conditions which favour the retention of such a microbial flora predispose for the formation
of VSC and thereby contribute to the development of halitosis. As substrates for odour production, the bacteria mainly
utilize the amino acids methionine and cysteine present in e.g. proteins from a dietary intake. These amino acids contain
sulphur and are metabolized by the bacteria to yield volatile sulphur compounds. These substances have an unpleasant
odour, even in extremely low concentrations.

DESCRIPTION OF THE PRIOR ART

[0006] It is known that aqueous solutions of zinc salts used as mouth rinses reduce and inhibit VSC formation in the
oral cavity. It is assumed that zinc ions form stable mercaptides with the substrate, with precursors of VSC or with the
VSC directly, since zinc has an affinity for sulphur and oxidizes sulphhydryl groups. It has for example been established
that zinc-containing chewing gum has an affect on VSCs in the oral cavity (S.M. Waler: The effect of zinc-containing
chewing gum on volatile sulfur-containing compounds in the oral cavity; Acta Odontol. Scand. 55 (1997); p. 198-200).

[0007] Several examples of compounds suggested to be effective as halitosis inhibitors are described in the prior art.
As an example, Canadian patent application no. 2,154,860 relates to an oral care product which contains alkali metal
pyrophosphate and a water-soluble zinc polyamine complex capable of releasing zinc ions in an environment such as
the oral cavity. The zinc polyamine complex is formed from a polyamine and a normally water-insoluble zinc compound
such as zinc oxide or zinc citrate. The aim is to provide a high-molecular weight water-soluble polyamine complex of a
normally water-insoluble zinc compound which has utility as an ingredient of improved palatability and reduced astrin-
gency in oral care products. The water-soluble zinc polyamine complex is present in an aqueous solution which has a
clear transparency and is without any visible evidence of a second phase which is distinct from the aqueous phase.
Reference is made to the fact that the polyamines cited in the above-mentioned Canadian patent application have an
average molecular weight of about 1,500 to 70,000. The invention described in Canadian patent application no. 2,154,860
is significantly different from the present invention, both in terms of the solubility of the zinc compound and in terms of
the molecular weight of the composition used.

[0008] European patent application no. 0 522 965 A1 discloses a composition for use in the treatment of e.g. halitosis.
The composition does not comprise a chelate of an amino acid with a metal ion.

[0009] US patent no. 4,814,163 relates to a solid antitartar and mouth deodorant composition comprising a physio-
logically acceptable zinc compound, an ionone ketone terpene derivative, a mint flavour and a sodium or potassium
gluconate, and having an acidic pH, in a sugar-free carrier. US patent no. 4,814,163 does not disclose a mouth hygienic
composition comprising a chelate of a metal ion with an amino acid.

[0010] In general, when metals such as zinc, manganese, magnesium, copper, non, cobalt and others become sur-
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rounded by and bonded to amino acids, in a stable form, this is referred to as chelation or chelate formation. Such
chelates are referred to in the art as e.g. metal amino acid chelates, mineral amino acid chelates and chelates comprising
ametalionand one or more amino acids. Furthermore, chelates are also often referred to in the art as socalled coordination
compounds. The coordination compounds are very often slightly soluble, non-ionic complexes. In the present description,
the term "metal amino acid chelate" is used in this meaning.

[0011] Chelation is the natural means for the body to transport minerals across the intestinal wall as part of digestion.
The body is very efficient at absorbing amino acids in this way. In a priority list of nutritional substances crossing the
intestinal wall after digestion, amino acids rank highly. In fact, 95% of all amino acids are absorbed. Chelating minerals
such as metal ions to these amino acids facilitates the transport of the mineral across the intestinal wall. In this respect
it is very important for the mineral to have a stable bond to the amino acid.

[0012] US patent no. 5,516,925 relates to mineral amino acid chelates specifically as supplementary mineral sources
for use in human or animal nutrition. It does not relate to a mouth hygienic composition, but is concerned with facilitating
the absorption in the gut and mucosal cells of the amino acid chelate.

[0013] WO 94/26243 discloses an oral composition against diseases of the oral cavity comprising an effective amount
of copper bis-glycinate and a pharmaceutically acceptable carrier. However, the structural formula of the copper bis-
glycinate disclosed does not correspond to that of a chelate comprising a metal ion and amino acids as described in the
present application.

[0014] US 4,425,325 discloses oral compositions comprising zink and glycine.

[0015] Water-soluble as well as water-insoluble zinc compounds have also been utilized as physiologically active
ingredients in oral care preparations. Water-soluble and highly ionized zinc compounds, such as zinc chloride, would
appear to provide a valuable source of bioavailable zinc ions. However, zinc chloride in aqueous solution tends to form
oxychloride and zinc hydroxides of low solubility, which results in a two-phase, cloudy solution. The pH of a conventional
zinc chloride solution can be lowered to less than 4.5 through the use of mineral or organic acid buffers to provide a
stable and clear solution. However, this method is not acceptable since the resultant oral care product exhibits severe
astringency and an undesirable sour taste.

[0016] Other zinc salts, such as e.g. zinc acetate and zinc citrate, have been used for the prevention of halitosis.
However, zinc acetate and zinc citrate also have a high degree of astringency and an undesirable metallic taste. As a
consequence of these undesirable characteristics, there has been a long felt need for a zinc-containing compound which
is capable of reducing and/or eliminating halitosis. It would be desirable to provide the zinc-containing compound as
part of a mouth hygienic composition which dissolves slowly and under controlled conditions in the environment of the
oral cavity so as to provide an effective contact between the zinc and the volatile sulphur compounds present in this
environment.

SUMMARY OF THE INVENTION

[0017] It has now surprisingly been found that zinc provided to the oral cavity as part of a metal amino acid chelate,
is capable of effectively reducing or eliminating bad or unpleasant breath caused by VSCs. Zinc amino acid chelates do
not possess the undesirable metal-like taste and high degree of astringency which are typical of the above-mentioned
zinc salts. Therefore the present invention provides an organoleptically acceptable mouth hygienic composition which
is effective in the treatment of halitosis and/or bad breath resulting from VSC.

DETAILED DESCRIPTION OF THE INVENTION

[0018] The presentinvention relates in one aspect to a mouth hygienic composition comprising a carrier and a chelate
comprising a zinc ion moiety and an amino acid moiety. The zinc ion is one capable of forming a neutral coordination
compound which is relatively non-polar. This is important since it is preferred that the solubility is low in water and
generally aqueous environments, such as e.g. the saliva found in the environment of the oral cavity.

[0019] In one embodiment, the chelate according to the present invention can exist in aqueous solution up to a
concentration of about 2%. At higher concentrations such a chelate becomes colloidal.

[0020] The pH of a 1.0% solution of the chelate in distilled water is preferably in the range of 7 to 10, such as in the
range of 7.5 to 8.0, for example 8.0 to 8.5, such as 8.5 to 9.0, for example 9.5 to 10.0, such as 7.5 to 9.5, for example
8.0 to 9.0. Furthermore, the chelate can preferably be dispersed in water and will retain its tastefree characteristics in
water-based liquids.

[0021] Chelates of metal ions with amino acids generally result from the reaction of a metal ion with one or more amino
acids. The reaction is guided by e.g. the valence of the metal ion in question and its ability to form so-called "coordination
bonds" with the amino group and the carboxy group of the amino acid. Coordination bonds are also known in the art as
coordinate covalent bonds.

[0022] It is desirable that the reaction leading to the chelate formation takes place under conditions characterized by
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e.g. a molar ratio such as one mole of metal ion to one to three, preferably two, moles of amino acids. The resulting
molecule has two or three five-membered heterocyclic ring structures containing a metal ion attached by coordinate
covalent bonds to two or more non-metals in the same molecule. Such chelates differ from traditional salts by having
different physical and chemical properties such as e.g. the nature of the chemical bonds involved in forming the different
chemical structures.

[0023] For the purpose of this invention, a salt is understood to be any compound produced when all or part of the
hydrogen of an acid is replaced by an electropositive radical or a metal ion. Salts are usually formed by treating a metal
with an acid or by the interaction of a base and an acid.

[0024] Accordingly, it should be noted that a chelate is not the same as a complex or, indeed, a complex mixture of
a mineral and a protein hydrolysate. Consequently, simply mixing inorganic minerals with amino acids in a liquid or dry
mixture does not fall into the category of a true amino acid chelate. Such a simple ionic and hydrogen bonding of minerals
to amino acids does not produce a stable product. Special processing must be performed to create a stable (covalent)
bond, which is important for greater bioavailability.

[0025] In general, organic reagents yielding sparingly soluble coordination compounds typically contain at least two
functional groups, each of which is capable of bonding with the metal ion by donation of a pair of electrons. The functional
groups are located in the molecule in such a way that the above-mentioned five- or six-membered ring structure results
from the chelate formation. Coordination compounds which form complexes of this type are also referred to in the art
as chelating agents. When forming a product with e.g. a mineral, such as a metal ion, the complex is termed a chelate.
[0026] Neutral coordination compounds are relatively non-polar. As a consequence, their solubilities are low in water.
The low degree of solubility of a neutral coordination compound can be exploited e.g. when providing a composition
which is to be slowly dissolved in an aqueous environment, such as in the saliva of the oral cavity.

[0027] As already mentioned, several definitions of a metal amino acid chelate are available in the art. One such
definition is concerned with the molecular’ weight of the metal amino acid chelate. The molecular weight of the chelate
is determined partly by the metal ion and partly by the amino acid moiety. It has been suggested that one such definition
should be that a metal amino acid chelate should have a molecular weight of at the most 800 Daltons (g/mol). To
determine the molecular weight of a chelate, the atomic weight of all the atoms in the ligands plus the atomic weight of
the metal ion being chelated should be included.

[0028] For example, one of the heaviest metals normally chelated is molybdenum with an atomic weight of 95.94
Daltons. In its +3 oxidation state, molybdenum can be bonded to three amino acids. Tryptophane is the heaviest amino
acid, having a molecular weight of 204.22 Daltons. An amino acid chelate of molybdenum and tryptophane with a 1:3
molar ratio (metal:amino acid) would then have a molecular weight of 708.60 Daltons. This illustrates why the upper
limit for a true metal amino acid chelate can be set at 800 Daltons.

[0029] A metal amino acid chelate can be formed with one, two or three amino acids. It is generally accepted in the
art that it is physically impossible to chelate any more amino acids to the metal ion. Additional amino acids must con-
sequently be bonded to other amino acids, which results in the product no longer being a chelate, as it is no longer a
coordination compound of a mineral to an amino acid.

[0030] Considering the molecular weight of selected metal ion amino acid chelates according to the present invention,
the chelated structure comprising e.g. a zinc ion moiety and two tryptophane amino acid moieties would have the
molecular weight 489.81 Daltons.

[0031] According to one embodiment of the present invention, it is particularly preferred that the chelate comprises a
zinc ion moiety and two lysine moieties. Such a chelate will have a molecular weight of 369.25 Daltons. However, the
present invention is not limited to zinc lysine chelates. The presentinvention comprises chelates of a zinc ion to preferably
either one, two or three amino acids.

[0032] Accordingly, in one preferred embodiment of the invention, the mouth hygienic composition comprises a chelate
comprising a metal ion moiety and an amino acid moiety, said chelate having a molecular weight of at the most 800
Daltons, such as at the most 750 Daltons, e.g. 700 Daltons, such as 650 Daltons, e.g. 600 Daltons, such as 550 Daltons,
e.g. 500 Daltons, such as 450 Daltons, e.g. 400 Daltons, or such as 350 Daltons.

[0033] Consequently, the zinc amino acid chelate used in the present invention is significantly different from the
compounds described in the prior art in terms of both molecular weight and solubility. This difference may well account
forthe factthat the chelate according to the presentinventionis particularly useful in treating, preventing and/or eliminating
halitosis while at the same time having pleasant organoleptic qualities and being essentially tastefree in the absence of
a flavouring agent.

[0034] The chelates used in the present invention may in preferred embodiments exist in solution, i.e. be fully dissolved
in an aqueous environment, at concentrations of up to at the most 10%. It may be preferred, however, that the solubility
is less than 10%, such as 9%, e.g. 8%, such as 7%, e.g. 6%, such as 5%, e.g. 4%, such as 3%, e.g. 2%, or even less
than 2%, such as 1,8%, e.g. 1,6%, such as 1,4%, e.g. 1,2%, or even 1%.

[0035] The solubility of the chelate according to the present invention will depend both on the metal ion moiety and
on the amino acid moiety employed to form the chelate. The chelate may be dispersed in water and will retain its
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substantially tastefree characteristics in water-based liquids.

[0036] The low degree of solubility of a neutral coordination compound of the present invention can be exploited e.g.
when providing a mouth hygienic composition which is to be slowly dissolved in an aqueous environment, such as in
the saliva of the oral cavity. It is important that the active ingredient of the composition, the metal ion comprising chelate,
may suitably be released under controllable conditions which facilitate an effective interaction of the zinc ion, with the
volatile sulphur compounds present in an oral cavity environment. This effective interaction desirably takes place without
the generation of any astringent taste or unpleasant smell. Preferably, the composition according to the present invention
is substantially tasteless unless deliberately being supplemented with a desirable flavouring agent.

[0037] Itis preferred that the composition according to invention comprises a chelate characterised by having a molar
ratio of zinc ion moiety to amino acid moiety which is in the range of 1:1 to 1:3, and preferably 1:2. However, the molar
ration may well depend both on the individual metal ion moieties and the individual amino acid moieties employed, and
the invention is not limited to the molar ratios stated above.

[0038] Chelates which are useful in the present invention are commercially available and can be prepared by following
the techniques generally available in the art of chelate preparation. As an example, reference can be made to the method
of preparing amino acid chelates disclosed by Ashmead in US patent 4,830,716.

[0039] The zinc ion, Zn2*, of the chelate is releasable under controllable conditions in the oral cavity and thus readily
available for reacting with volatile sulphur compounds (VSC) and other malodourants.

[0040] Any biologically acceptable amino acid can be used in the preparation of metal amino acid chelates according
to the present invention. This includes e.g. naturally occurring amino acids, essential amino acids, nutritionally valuable
amino acids such as for example glycine, alanine, valine, leucine, isoleucine, serine, threonine, aspartic acid, asparagine,
glutamic acid, glutamine, lysine, arginine, cysteine, methionine, phenylalanine, tyrosine, tryptophan, histidine and proline.
[0041] Suitable amino acids of the present invention also comprise basic amino acids, acidic amino acids, amino acids
with aliphatic side chains, amino acids with aromatic side chains, monoamino-monocarboxylic amino acids, hydroxy-
monoamino-monocarboxylic amino acids, monoamino-dicarboxylic amino acids, amidocarboxylic amino acids and di-
amino-monocarboxylic amino acids. In general, the reactability of both the carboxy group and the amino group of an
amino acid with a metal ion moiety facilitates the formation of the chelated structure. This readily explains why almost
any biologically acceptable amino acid will most likely be able to facilitate the formation of the chelated structures present
in the compositions according to the present invention.

[0042] Although any of the above-stated amino acids may contribute to the desirable formation of chelates capable
of releasing a metal ion under suitable conditions, lysine is particularly preferred, as compositions comprising this amino
acid chelated to a zinc ion have been shown to be exceptionally effective in treating halitosis.

[0043] Accordingly, the present invention relates to mouth hygienic compositions comprising a chelate of the general
formula

alone or in an aqueous solvent,

wherein M is a zinc ion moiety, and R is a side chain of a biologically acceptable amino acid moiety, preferably lysine
or an amino acid with similar functional physico-chemical properties as lysine. The side chain R may also include H, in
which case the amino acid is glycine.

[0044] Accordingly, in one particular interesting embodiment of the invention, the chelate of the present invention
comprises an amino acid residue wherein the side chain R has the structure -CH,-CH,-CH,-CH,-NH, or is a functional
derivative hereof. The term functional derivative shall be interpreted to mean that the derivative has similar or substantially
similar properties as compared to the non-derivatised side chain.

[0045] In one embodiment of the invention, Zn2* is preferably present in the mouth hygienic composition in an amount
of 0.05 to 2.0 weight per cent, such as 0.1 to 1.9 weight per cent, more preferably 0.2 to 1.8 weight per cent, such as
0,4 to 1,7 weight per cent, even more preferably 0.6 to 1.6 weight per cent, such as 0.8 to 1.4 weight per cent, and most
preferably 1.0 to 1.3 weight per cent, such as 1.2 weight per cent.
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[0046] In another embodiment of the present invention, the composition comprises Zn2* in an amount of less than 4.0
weight per cent, such as less than 3.0 weight per cent, for example less than 2.5 weight per cent, such as less than 2.0
weight per cent, for example less than 1.5 weight per cent, such as less than 1.3 weight per cent, for example less than
1.1 weight per cent, such as less than 0.9 weight per cent, for example less than 0.7 weight per cent, such as less than
0.5 weight per cent, for example less than 0.3 weight per cent, such as less than 0.1 weight per cent.

[0047] In another useful embodiment of the present invention, the mouth hygienic composition comprises a chelate
comprising a biologically acceptable amino acid, said biologically acceptable amino acid having an isoelectric point in
the range of pH=8.0 to pH=12, such as the range of pH=9.0 to pH =11.5, for example the range of pH = 9.5 to pH=11.0.
[0048] In yet another embodiment of the present invention, the mouth hygienic composition comprises a chelate
comprising a biologically acceptable amino acid which has an isoelectric point in the range of pH=4.0 to pH=8.0, such
as the range of pH=4.5 to pH=7.5, for example the range of pH=5.0 to pH=7.0, such as the range of pH=5.5 to pH=6.5.
[0049] The composition of the present invention may be flavoured with a flavouring agent to make it more palatable.
Suitable flavouring agents are those generating a flavour of e.g. lemon, strawberry, raspberry, peach, black-current,
orange or cherry. Raspberry flavouring agents are particularly preferred due to their ability to provide particularly pleasing
organoleptic qualities and their ability to reduce and/or eliminate any traces of an astringent taste associated with the
metal amino acid chelate.

[0050] Itis very important that the composition has desirable organoleptic qualities and is substantially free from any
metallic and/or astringent taste. Accordingly, the composition in one particularly useful embodiment is substantially
tasteless, i.e. free from any metallic and/or astringent taste.

[0051] Apart from being palatable, it is also desirable that the composition is capable of releasing the chelate in an
aqueous environment, such as e.g. the oral cavity, under controllable conditions, such as e.g. slowly and/or at a steady
rate. To facilitate the formation of such an environment the composition may comprise a saliva-inducing agent such as
e.g. sorbitol and/or xylitol in a suitable ratio in order to stimulate the production of saliva in the oral cavity. This stimulation
will facilitate the slow and/or controlled release of the chelate from the composition mainly due to the largely insoluble
nature of the metal amino acid chelate.

[0052] In another aspect of the invention, there is provided a composition for use in the reduction and/or elimination
of halitosis. The successful treatment of halitosis will be demonstrated in the practical examples provided below. The
composition according to the present invention may also effective for use in the prevention, reduction and/or elimination
of plaque formation. This aspect of the invention is largely due to the fact that plaque formation in the oral cavity is due
to a microbial growth and activity. However, by reacting with the sulphur-containing amino acids in the oral cavity, the
metal ion moiety of the chelate significantly reduces the microbial growth potential which in turn is likely to lead to a
reduced plaque formation. Consequently, there is, in effect, also provided a composition for use in oxidizing volatile
sulphur compounds (VSC) in the oral cavity.

[0053] Additional aspects of the invention relate to the treatment of gingivitis and calculus, relief from garlic odours in
the breath following the intake of a garlic-containing diet, or following the intake of tablets containing garlic as e.g. a
supplement to an already healthy diet. Garlic odours typically result from dimethyl sulphide.

[0054] The composition of the present invention is preferably in the form of a preparation suitable for controlled release
of the metal amino acid chelate in the oral cavity. Such a preparation or formulation is a lozenge.

[0055] A lozenge can be prepared by blending the mouth hygienic composition or the chelate of the present invention
with conventional ingredients routinely used for the preparation of lozenges. Such ingredients comprise e.g. sorbitol,
xylitol, sucrose, fructose, hydrolysed starch, magnesium stearate, a flavouring agent, a binding agent, a sweetener, a
gelling agent, an abrasive, and the like, such as the e.g. the ingredients listed above. The lozenge can be prepared
according to established procedures and lozenge preparations traditionally used in the art for the preparation of lozenges.
In one preferable embodiment, the preparations described above do not contain sugar so as to eliminate the risk of
causing calculus and caries.

[0056] According to the present invention there is also provided a method of reducing and/or eliminating halitosis by
means of oral administration to the oral cavity of the composition according to the present invention.

[0057] A socalled Halimeter may be used for testing the mouth hygienic effects of composition and the chelate com-
prised herein. The "cysteine challenge method" is suitably used for this form of testing. Consequently, after initial meas-
urement of a VSC base-line value, a mouthwash or rinse is performed with a cysteine solution (6mM, pH = 7.2), and
the VLC value is measured again. After approximately 30 minutes the potential halitosis inhibitor is tested. The test takes
place in the form of an oral administration of the inhibitor in a suitable form. Repeated mouthwashes at suitable time
points after the administration make it possible to test the effect of the potential halitosis inhibitor over time, as indicated
in Figure 1 outlining the experimental model used in the present study.

[0058] By using the cysteine challenge method it was possible to test the inhibitory effect of the mouth hygienic
composition of the present invention. It was found that an average reduction of VSC production of almost 50% was
observed after three hours. Importantly however, immediately after intake of the tablet, a reduction in VSC of more than
80% was measured. One hour after intake of the tablet, a reduction of more than 65 % was observed. After two hours,
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areduction in the amount of VSC of 56% was measured. The experimental results are listed in Table 3, and the percentage
reduction of VSC is illustrated in Figure 2.

[0059] Itis clear from the results that the mouth hygienic composition of the present invention is capable of significantly
reducing VSC in the oral cavity. It should also be noted that the cysteine challenge method is a very harsh method since
it initially generates VSC in an amount of around 1000.ppb. This level corresponds to a very severe bad breath. It is
therefore remarkable that a reduction of more than 80% is observed immediately after intake of the mouth hygienic
composition of the present invention, as illustrated in Table 3. The reduction of more than 80% is remarkable in so far
as the traditional treatment of halitosis has in many cases only been able to generate reductions of 40% to 50% in the
concentration of VSC.

[0060] In another embodiment of the invention there is provided a method comprising the steps of

i) oral administration of the composition to the oral cavity,

ii) allowing the composition to be in contact with volatile sulphur-containing compounds of the oral cavity for at least
30 seconds.

[0061] Asocalled Halimeteris aninstrumentwidely used in the field of halitosis research and treatment, which quantifies
breath measurement in parts per billion (ppb) of volatile sulphur compounds (VSC). The ability of the Halimeter to
measure VSC is based on the fact that the Halimeter is initially calibrated with an accurately known sulphide gas standard.
Because of the ability of the Halimeter to quantify VSC concentrations at the parts per billion level, these instruments
have been used in academic studies of halitosis. The Halimeter gives a digital read-out in parts per billion, which is not
only quantitative, but also more accurate than the subjective organoleptic methods also used in the art. The Halimeter
is specifically designed to serve as a reliable monitor for the measurement of VSC concentrations The Halimeter used
for measuring VSC concentrations were used according to the instructions provided by the manufacturer.

[0062] The Halimeter consists of a sensing device and a pump to draw the oral sample through the sensor. The
sensing device is a highly sensitive electrochemical voltametric sensor which generates a signal when exposed to
sulphide and mercaptane gases. The result of the Halimeter measurement can easily be compared to a standard curve
or to the peak values regarded as normal and acceptable levels of VSC, which are generally regarded not to constitute
a bad breath problem.

[0063] Dental practitioners and researchers generally consider peak values of less than 150 to 200 ppb as normal
levels of VSC. Such levels of VSC are not normally associated with bad breath problems. It has been reported that,
based on Halimeter data of several hundred patients, the average range of bad breath readings is 300 to 500 ppb,
although levels as high as 1000 ppb have been encountered.

[0064] The so-called "cysteine challenge method" was used in order to test the effectiveness of the mouth hygienic
composition of the present invention in the treatment of halitosis. The cysteine challenge method is a standardized
method routinely used for the analysis of potential inhibitors of halitosis. The method is based on the fact that repeated
mouthwashes with an aqueous cysteine solution result in a significantly increased VSC production. This, in effect,
simulates halitosis and makes it possible to test a potential inhibitor hereof.

[0065] Following oral administration of the composition it is possible by halimetric determination to directly measure
the reduction in the concentration of VSC in the breath. It is preferred that the amount of VSC detectable after oral
administration of the composition is reduced at least 50 % , preferably at least 60%, even more preferably at least 70%,
such as at least 80%, and most preferably at least 90 % , such as at least 95%, as compared to the amount of VSCs
detectable prior to the oral administration of the composition.

[0066] Inyetanotheraspect of the present invention there is provided the use of a chelate comprising a zinc ion moiety
and an amino acid moiety as a component of a composition for the treatment of halitosis and/or in the prevention of
plaque formation. Additional uses of such a chelate is in the prevention and/or treatment of gingivitis and calculus. The
chelate used in this way may preferably have a molar ratio of a metal ion moiety to a amino acid moiety of 1:1 to 1:3,
even more preferably a moiety of 1:2.

[0067] Zn2* preferably present in an amount of 0.05 to 2.0 weight per cent, such as 0.1 to 1.9 weight per cent, more
preferably 0.2 to 1.8 weight per cent, such as 0,4 to 1,7 weight per cent, even more preferably 0.6 to 1.6 weight per cent,
such as 0.8 to 1.4 weight per cent, and most preferably 1.0 to 1.3 weight per cent, such as 1.2 weight per cent. In another
embodiment the zinc ion of the chelate of the present invention is preferably present in an amount of less than 4.0 weight
per cent, such as less than 3.0 weight per cent, for example less than 2.5 weight per cent, such as less than 2.0 weight
per cent, for example less than 1.5 weight per cent, such as less than 1.3 weight per cent, for example less than 1.1
weight per cent, such as less than 0.9 weight per cent, for example less than 0.7 weight per cent, such as less than 0.5
weight per cent, for example less than 0.3 weight per cent, such as less than 0.1 weight per cent.

[0068] There is also provided the use of a chelate according to the invention wherein the amino acid moiety is a
naturally occurring amino acid, such as e.g. an essential amino acid, such as e.g. a basic amino acid, such as e.g.
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glycine or lysine or a functional derivative hereof, such as e.g. functional derivatives having an altered side chain albeit
similar or substantially similar physico-chemical properties.

[0069] There is also provided the use of a chelate wherein the biologically acceptable amino acid present herein
preferably has an isoelectric point in the range of pH=8.0 to pH=12, such as the range of pH=9.0 to pH=11.5, for example
the range of pH=9.5 to pH=11.0. In one particularly preferred embodiment, this biologically acceptable amino acid is a
diaminomonocarboxylic acid, or a monoamino-monocarboxylic acid.

[0070] In yet another preferred embodiment of the invention there is provided the use of a zinc amino acid chelate for
binding volatile sulphur compounds (VSC) in the oral cavity.

EXAMPLES
[0071] The following examples illustrate the invention.
EXAMPLE 1

[0072] It was initially decided to analyse various zinc-containing compounds for their ability to reduce and/or eliminate
halitosis. The zinc-compounds are listed in Table 1 below.

Table 1. Zinc-compounds analysed for their inhibitory effect on halitosis. The solubility is calculated as the amount
in grams of the compound which can be dissolved per gram solvent (H20).

Compound Source Solubility (g/g H,0)
Zinc acetate Merck Index 0.43
Zinc chloride Merck Index 4.3
Zinc citrate Merck Index <0.1
ZnS0O4(H,0)g Merck Index 1.7
Zinc gluconate Martindale Akzo 0.12
Zinc amino acid chelate, TF Albion Lab. 0.02

[0073] More than 16 different experiments were carried out with these compounds. With the exception of the zinc
amino acid chelate TF (tastefree) 10% Zn, product no. 3463, (Albion Laboratories, Inc., Clearfield, Utah 84015, USA),
zinc acetate, zinc chloride, zinc citrate, ZnSO4(H,0)g and zinc gluconate all had very poor organoleptic qualities, par-
ticularly a pronounced metallic taste, effectively preventing these compounds from being used commercially as an
effective inhibitor of halitosis. It was not possible to find a way in which to reduce or eliminate this metallic taste.
[0074] It was generally found that a treatment for halitosis was most effective when a high concentration of Zn was
employed and when the zinc compound had a high degree of solubility.

[0075] The results obtained by using the zinc amino acid chelate TF (product no. 3463 from Albion Laboratories) was,
however, very encouraging, as the results showed that this compound was able to reduce VSC to a degree comparable
to the reduction observed when using zinc gluconate. Importantly, the zinc amino acid chelate TF was substantially
tastefree and thus an ideal candidate for an effective inhibitor of halitosis. It was subsequently decided to analyse the
effect of the zinc amino acid chelate on halitosis more thoroughly.

EXAMPLE 2

[0076] The below Table shows the ingredients used for preparing a lozenge, which was subsequently used in a
"cysteine challenge test" in order to analyse its effectiveness in inhibiting halitosis. The zinc amino acid chelate was
initially granulated with P.V.P. in isopropanol according to standard procedures. Xylitol was dried at 35°C and added to
the granulate along with the other ingredients in the amounts indicated in the Table. The lozenge produced in accordance
with standard preparation techniques had a weight of approximately 0.5 g.

Table 2. Ingredients used in preparing 100,000 lozenges for inhibiting halitosis according to the present invention.

Ingredient Amount

zinc amino acid chelate TF (Albion Labs. no. 3463) 6800 g




10

15

20

25

30

35

40

45

50

55

EP 1 021 158 B9

(continued)

Ingredient Amount
Polyvinylpyrrolidone 800 g

Xylitol 10.576 g

Sorbitol 39.650 g

Talcum 455049
Saccharin sodium 170 g

Raspberry flavouring agent 1.665¢g
Mg stearate 250 g

[0077] The lozenge was used in a "cysteine challenge test", and volatile sulphur compounds were detected by using
a Halimeter, as described in the below Example 3.

EXAMPLE 3

[0078] The use of a Halimeter for testing the mouth hygienic effects of the lozenge having the composition as described
in Example 2 showed that the lozenge is remarkably effective in reducing and inhibiting halitosis.

[0079] After initial measurement of a VSC base-line value, a mouthwash or rinse was performed with a cysteine
solution (6mM, pH = 7.2), and the VSC value was again measured. After approximately 30-40 minutes the lozenge was
administered to the oral cavity, and the VSC value was measured immediately after this administration.

[0080] Repeated mouthwashes at suitable time points after the administration, as indicated in Table 3 and Figure 1,
facilitated the analysis of the effect of the lozenge as an effective inhibitor of Halitosis.

10
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TREATMENT WITH TABLET X

ppb VSC ppb VSC ppb VSC ppb VSC % ppb VSC + | %reduction | ppbVSC+2 | % reduction ppb VSC % reduction
Basis Cysteine Tablet X Cysteine reduction 1h after 1 h h Cysteine after 2 h after +3 h after 3h
after Cysteine Cysteine
treatment
230 1165 252 300 74.25 521 55.28 613 47.38 647 44.46
S 265 2600 270 288 88.92 840 67.69 1112 57.23 1470 43.46
250 1043 248 266 74.50 390 62.61 489 53.12 620 40.56
SM 189 1472 159 172 88.32 450 69.43 604 58.97 545 62.98
SJ 291 1500 279 330 78.00 400 73.33 546 63.60 635 57.67
Average 245 1556 241.6 271.2 80.80 520.2 65.67 672.8 56.06 783.4 49.82
max 291 2600 279 330 88.92 840 73.33 1112 63.6 1470 62.98
min 189 1043 158 172 74.25 390 55.28 489 47.38 545 40.56

649 851 120 | d3
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[0081] The results show that an average reduction of VSC production of almost 50% was observed three hours after
administration of the lozenge. Importantly however, immediately after intake of the lozenge, a reduction in VSC of more
than 80% was measured. One hour after intake of the lozenge, a reduction of more than 65% was observed. After two
hours, a reduction in the amount of VSC of 56% was measured. The experimental results are listed in Table 3, and the
percentage reduction of VSC measured by the Halimeter is illustrated in Figure 2.

[0082] Itis clear from the results that the mouth hygienic composition of the present invention is capable of significantly
reducing VSC in the oral cavity. It should also be noted that the cysteine challenge method is a very harsh method since
it initially generates an amount of VSC of around 1000 ppb. This level corresponds to a very severe bad breath. It is
therefore remarkable that a reduction of more than 80% is observed immediately after intake of the mouth hygienic
composition of the present invention, as illustrated in Table 3. The reduction of more than 80% is remarkable in so far
as the traditional treatment of halitosis has, in many cases, only generated VSC reductions of 40% to 50%.

LITERATURE REFERENCES
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US patent no. 4,814,163
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S.M. Waler: The effect of zinc-containing chewing gum on volatile sulfur-containing compounds in the oral cavity;
Acta Odontol. Scand. 55 (1997); p. 198-200.
Claims

1. Use of a chelate having the general formula

\H/ \ / _ '(H295n

C\o/ \/H\

Hz

wherein M is Zn2* and R is H or a side chain of a biologically acceptable amino acid, said chelate being controllably
releasable into the oral cavity of a subject, as the metal source for the preparation of a composition for the treatment
of halitosis, said composition further comprising:

i) a saliva-inducing agent, said saliva-inducing agent being effective in producing saliva in said oral cavity, said
saliva-inducing agent being further effective in stimulating a controlled release of said chelate into said oral cavity,
i) aflavouring agent, said flavouring agent being effective in reducing and/or eliminating any trace of an astringent
taste associated with said chelate, and

i) a pharmaceutically acceptable carrier,

wherein said composition is a lozenge.

2. Use according to claim 1, wherein the biologically acceptable amino acid is a monoamino-monocarboxylic acid.

12
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Use according to claim 2, wherein the monoamino-monocarboxylic acid is glycine.

Patentanspriiche

1.

Verwendung eines Chelates mit der allgemeinen Strukturformel

\H/ \ /
O/C\ / \ /H\

H2

) (Hz%

worin M Zn2* ist und R=H oder eine Seitenkette einer biologisch annehmbaren Aminosaure ist, wobei das Chelat
kontrolliert in die Mundhdhle eines Subjektes freisetzbar ist, als Metallquelle fiir die Herstellung einer Zusammen-
setzung fir die Behandlung von Halitose, wobei die Zusammensetzung des weiteren umfasst:

i) ein speichelinduzierendes Mittel, das fiir die Produktion von Speichel in der Mundhéhle wirksam ist und des
weiteren wirksam zur Stimulierung einer kontrollieren Freisetzung des Chelates in die Mundhéhle ist,

ii) einen Geschmacksstoff, der zur Verminderung und/oder Elimination jeglicher Spuren eines mit dem Chelat
verbundenen strengen Geschmacks wirksam ist, und

iii) einen pharmazeutisch annehmbaren Trager,

wobei die Zusammensetzung eine Pastille ist.

Verwendung gemaR Anspruch 1, wobei die biologisch annehmbare Aminosaure eine Monoamino-Monocarbonsaure
ist.

Verwendung gemaf Anspruch 2, wobei die Monoamino-Monocarbonsaure Glycin ist.

Revendications

1.

Utilisation d’'un chélate ayant la formule générale

\H/ \ / Hy0)y
0/ \ /H\R

dans laquelle M est Zn2* et R est H ou une chaine latérale d’un acide aminé biologiquement acceptable, ledit chélate
pouvant étre libéré de maniére contrdlable dans la cavité buccale d’un sujet, comme la source de métal pour la
préparation d’'une composition pour le traitement de I'halitose, ladite composition comprenant en outre

i) un agent inducteur de salivation, ledit agent inducteur de salivation produisant efficacement de la salive dans
ladite cavité buccale, ledit agent inducteur de salivation stimulant en outre efficacement une libération contrélée

13
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dudit chélate dans ladite cavité buccale,
ii) un agent aromatisant, ledit agent aromatisant réduisant et/ou éliminant efficacement toute trace d’'un goGt
astringent associé au dit chélate, et
i) un support pharmaceutiquement acceptable,

dans laquelle ladite composition est une tablette.

Utilisation selon la revendication 1, dans laquelle I'acide aminé biologiquement acceptable est un acide monoamino-
monocarboxylique.

Utilisation selon la revendication 2, dans laquelle I'acide monoamino-monocarboxylique est la glycine.

14
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