WO 21)09/129926PCT/EP2009/002515 1 COMPOSITIONS FOR THE TREATMENT AND
PREVENTION OF INFECTIONS OF THE ORAL CAVITY SUMMARY The present invention
relates to compositions comprising benzophenanthridine alkaloids, benzofuran compounds and
catechin polyr{ighaisywigh are useful in the treatment and prevention of gfegtions eéatRe oral cavity.
The compositions of the present invention possegs antibacterial, antifungal and antienzymatic
activities, which are useful in oral hygiene and the treatment and prevention of pathological forms of
various origing epareistac N RO RitiPR I NREA eV ESPID NN PRBVIERY e g foral
cavity. Said compositions can be administered in the form of tablets that dissolve slowly in the oral
cavity, or in theNolf oL &f Rewing 4l Prior art 15The formation of bacterial or fungal
films in the mouth very often gives rise to disorders such as tooth decay, pyorrhoea and periodontal
and gingival infections. In particular, the formation of bacterial or fungal films is very common in
implantology, dentukg mgNiteagce, and elderly dental patients in general. 201t has been reported in
the literature that benzophenanthridine alkaloids possess antibacterial and antifungal activity, in
particular against Gildm+ bpoteeiat, antharatibte torriptese the bacteripbfiitiptisus wakingsiimg pathogen

sensitive to bacteriostatic compounds gr anfibiotics. Benzofuran compounds with a neolignan
structure are JRYRABIIES ‘o‘ﬁ%’oit ﬂ%‘?‘%‘ﬂ'}%’tiorpfs%%\%%ﬁbl FRPIRYRARIMLBE ru SR Riths already
WO 2009/12950RteiSHE ARG o AR Mtk e R HE MO RV If Y PRt GRmpounds

are found in extracts of Krameria triandra, Eupomatia laurina and Piper sp, in particular
eupornaténoitlseanmd 12:6%'ity-dihydroxyphenyl)-5-propenylbenzofuran.

The compositions of the present invention possess antibacterial,
antifungal and antienzymatic activities, which are useful in oral hygiene and
the treatment and prevention of pathological forms of various origins
associated with the dentition, implants and complications of surgery of the

10 oral cavity.

Said compositions can be administered in the form of tablets that
dissolve slowly in the oral cavity, or in the form of a mouthwash or chewing
gum.

Prior art

15 The formation of bacterial or fungal films in the mouth very often gives
rise to disorders such as tooth decay, pyorrhoea and periodontal and gingival
infections. In particular, the formation of bacterial or fungal films is very
common in implantology, denture maintenance, and elderly dental patients in
general.

20 It has been reported in the literature that benzophenanthridine alkaloids
possess antibacterial and antifungal activity, in particular against Gram+
bacteria, and are able to rupture the bacterial film, thus making the pathogen
sensitive to bacteriostatic compounds or antibiotics.

Benzofuran compounds with a neolignan structure are also known to

25  inhibit the formation of bacterial and fungal films or ‘rupture films already



Enzymes such as a-amylase, glucosidase and takadiastase which are 5 present in the oral cavity
promote the breakdown of carbohydrates; however, this leads to the formation of glucose which is very
harmful to oral hygiene because it contributes to the formation of bacterial film in the oral cavity.

Inhibitors of thege, RZY¥shgs therefore help to prevent the formation of the pagtesial filiths1s
10Procyanidins, in particular catechin oligomers esteyified with gallic acid, are glucosidase and

takadiastase inhibitors. The polyphenols extracted from Vitis vin(era are powerful inhibitors of

a-amylase ang glucosifase DESCRIETION QF FHE INVENTIGN LT RERSSR inygRtioprelates to
compositions %Oompﬁ’sing: a)pbenzotpmgnanthridigne a}lzﬂa%é{dél;\%) ber?zofuran compounds; and c)
catechin polyphenels; of Krwitaantiragkelial, BuphmgahaldantenayinRiperastyitiepaniecitareduce 20
the formation of bacterial and fungal films in the oral cavity, thus reducing halitosis and the formation of

dental plagqueSupoTkEgseIds T2o0h e andiRHRbSIRY i AR eI BRAMFREAhd sanguinarine,
while the preferred henzofuran cohmgts)u_nds £ ggn?g gliﬁggléh ﬁlaegmgsﬁgéc%cfp%g in

. BNz €S C o~ as! !
extracts of Krameria rla}?gra, éllljpomatla Egl aurinaandPipersp,inparticulareupomatenoidsand
2-(2',4'-digydrgrygenenyline-prapeaylegrrotucas. the Aeeskdingriaotheartisintidnthe lewzobaran

compounds have the following formula WO 2009/129926PCT/EP2009/002515 3
this leads to the formation of glucose which is very harmful to oral hygiene
because it contributes to the formation of bacterial film in the oral cavity.
Inhibitors of these enzymes therefore help to prevent the formation of the
bacterial film.
10 Procyanidins, in particular catechin oligomers esterified with gallic
acid, are glucosidase and takadiastase inhibitors.
The polyphenols extracted from Vitis vinifera are powerful inhibitors of

a-amylase and glucosidase.

DESCRIPTION OF THE INVENTION

15 The present invention relates to compositions comprising:
a) benzophenanthridine alkaloids;
b) benzofuran compounds; and
¢) catechin polyphenols;
with antibacterial, antifungal and antienzymatic activities, which reduce
20 the formation of bacterial and fungal films in the oral cavity, thus reducing
halitosis and the formation of dental plaque.
The preferred benzophenanthridine alkaloids are chelerythrine and
sanguinarine, while the preferred benzofuran compounds are compounds with
a neolignan structure, found in extracts of Krameria triandra, Eupomatia
25 laurina  and  Piper  sp, in particular eupomatenoids  and
2-(2°,4’-dihydroxyphenyl)-5-propenylbenzofuran.
According to the invention, the benzofuran compounds have the

following formula



HO  where R may be hydrogen or a linear or branched alkyl chain with 2 to 6 carbon atoms, or an
alkyl chain substituted by amino, nitro groups; R is preferably hydrogen or CI-C3 alkyl. 5Said
benzofuran compounds are known and can be prepared by conventional methods, for example by
reaction of a Suitably substituted with 2-phenoxy-2',4'-dimethoxyacetophenone in the conditions
reported in CWrﬁi%g#ﬁiegrgaggéeutique 1973, 8, 398, followed by cyclisation in &Ce#&%%)g?{g(gsog
polyphosphoric acid in xylene and hydrolysis of the rﬁethoxy and 10 hydroxy groups. It has now
surprisingly been found that the compositiofrs &sgording T thg jnvention possess an extremely
powerful antibacterial, antifungal and antienz i /, greater than that obtained from the sum of
the various components administered separately. Saitceffect may be due to a synergistic 15 action

mechanism which takes place between the various components of the association in question. The

compositions accordifift5 gﬁe‘ﬁﬁ%‘?ﬁi&ﬁ g%@fﬁr@ﬁ%@f&riﬁ%?h‘ﬁfbi% ]_aﬁaﬁH’tHYé eatfient and
prevention of B%Q%%'Cﬂofﬁ@%i’fa‘fﬁﬂ% NS aseastaled Wylha%?n%‘?nﬂﬂ?& Mg@f"ﬂ?% and

complications of 20surgery of the oral cavity. More particularly, the present invention relates to
compositions pesfirisiygh gd tegeroph€iabthetkyé alkaloids selected from sanguinarine and/or
chelerythrine and/or derivatives thereof; 25b) benzofuran compounds as defined above; ¢) monomeric

or oligoméric catechittBbiyHAI A COPRPRAth AR SR Ntha b niBBsifsn PRR TS al the
various WO ZLQ)Q)Q/QI%?(?&%P%éﬁﬁ)%gpgfgnggtgrﬁple by reaction of a phenol suitably

substituted with 2-phenoxy-2’,4’-dimethoxyacetophenone in the conditions

reported in Chimie Therapeutique 1973, 8, 398, followed by cyclisation in the
presence of polyphosphoric acid in xylene and hydrolysis of the methoxy and
10  hydroxy groups.

It has now surprisingly been found that the compositions according to
the invention possess an extremely powerful antibacterial, antifungal and
antienzymatic activity, greater than that obtained from the sum of the various
components administered separately. Said effect may be due to a synergistic

15 action mechanism which takes place between the various components of the
association in question.

The compositions according to the invention are therefore useful in oral
hygiene and in the treatment and prevention of pathological forms of various
origins associated with the dentition, implantology and complications of

20 surgery of the oral cavity.

More particularly, the present invention relates to compositions
comprising:

a) benzophenanthridine alkaloids selected from sanguinarine and/or

chelerythrine and/or derivatives thereof;
25 b) benzofuran compounds as defined above;
c) monomeric or oligomeric catechin polyphenols.

According to the invention, the compositions will contain the various



components in the following intervals (by weight per unit dose): a) benzophenanthridine alkaloids: from
0.5 mg to 10 mg; b) benzofuran: from 5 to 25 mg; c) polyphenol compounds: from 10 to 100 mg.
5According to a particularly preferred aspect, the compositions will contain the various components

within the follgydngJsigsyals (by weight per unit dose): a) benzophenanthr%g&?i@&ggisfrom 25t05
m

mg; b) benzofuran compounds: from 3 to 10 mg; 100){ polyphenol compounds: 1ro to'50 mg.
The benzophenanthridine alkaloids sanguinarine and chelerythrine may be present in the free or

salified form, %%ﬁ%%@ﬁt%‘%%%ﬂ@%h%%ﬁ%ff?ﬂ&%]@ g%et gpg{ghqﬁggms&%@ﬁn guinaria canadensis,

Macleaya cordata or Macleaya macrocarpa. Accordi re aspect; the 15
benzophenanthridine)alkatoidpveitidnehpie rentikaditm Galifi€dniil kadio agig. Said salts, which are
prepared by reacting the sulphates or chlorides of the alkaloids with the sodium or potassium salt of
luteic acid and subs8duBFREPIREANSHIRA, ik pFBSed particularly effective for the purposes of the

present invention. ZQJh 0999}&%%@%%%{8%@18@5%‘&{&}% %t)r%tblrﬁal described above may be present as
S them,

such or in the form of extracts containin m, such as extracts gt Krameria triandra, Eupomatia

laurina angl Piper spATtherdingpaunds peetedathflonpkipdneta dspastiatbicdbhpss piexsdwarticularly
active are Eupomatenoid 6 and neolignan 2-(2,4-dihydroxypheny1)-5-(E)-propenyl- 25 benzofuran,
which have d&R/ask dhed AstDicHaPaRapttiHya deitalloninanrieyssudinsorichamer bacteria,
fungi and a”aﬁﬁ‘%?i(ﬁ(])?@fte”a- The polyphenol compounds may be present in the form of monomer

units such as catechin, épicatechin and gallocatechin and its gallic esters at the WO

2069/129926PCT/ERP U LOgRm At e dIME rad] 1deli amesis ubits npgeferably up to five units.
According to a particularly preferred aspect, the oligomer units will be esterified with gallic acid in C3.

The polyphenol compblsaeeharaalseppradentrpnthd fork oigixtracts of seeds or aerial parts of Vitis
vinifera, 'IADESCUIUS hl@fmﬁ:&%}gﬁ&%l compounds: from 40 to 50 mg.

The benzophenanthridine alkaloids sanguinarine and chelerythrine may
be present in the free or salified form, as such in substantially pure form or in
the form of extracts of Sanguinaria canadensis, Macleaya cordata or
Macleaya  macrocarpa. According to a preferred aspect, the

15 benzophenanthridine alkaloids will be present in a form salified with luteic
acid. Said salts, which are prepared by reacting the sulphates or chlorides of
the alkaloids with the sodium or potassium salt of luteic acid and subsequent
crystallisation, have proved particularly effective for the purposes of the
present invention.

20 The compounds with a benzofuran structure described above may be
present as such or in the form of extracts containing them, such as extracts of
Krameria triandra, Eupomatia laurina and Piper sp. The compounds isolated
from Krameria triandra which have proved particularly active are
Eupomatenoid 6 and neolignan 2-(2,4-dihydroxyphenyl)-5-(E)-propenyl-

25  benzofuran, which have demonstrated antibacterial and antifungal activity on
numerous straiﬁs of Gram+ bacteria, fungi and anaerobic bacteria.

The polyphenol compounds may be present in the form of monomer

units such as catechin, epicatechin and gallocatechin and its gallic esters at the



5 Camellia sinensis, Theobroma cacao and the like. These compounds are particularly indicated in
oral hygiene, halitosis and gingival infections. = The compositions according to the invention will be
conveniently formulated as melt-in-the-mouth tablets, mouthwashes, gels for dispersal in the oral

cavity, chewing gyinsaidgthe like. Said formulations can be prepared 10 a¢qording i vg!l-known
conventional methods, such as those described in "Remington's Pharmaceutical Handbook", Mack

Publishing Co., N.Y., USA, together with suitable excipients. The formulations according to the

invention will be YHiBINEred D RARIEAIRARIAS JORRIRGANONSHOE SeYRLRl MRS ippaRdNg on the

disorder 15to be treated: For oral hygiene aloné, the number ‘of administrations could be reduced to 2,

taken at mainpaeilalakhe gederpldsasgicout tielovligiusizatentie inileriorestwitifind kviitingailscscope
Example 1- Preparation of benzofuran compounds 20Step A. Preparation of

2-phenoxy-2' a%ditfethdxyEee Bphantne lagomEsHibn B2 -BlsM B DAt iMeiRotlmdatsditdnone (5 g,
19.1 IS) i - d i f I , Is),
k2008 (. YT B SEUIEID ST BAECIR P RCRAIINA ARSI diBot it e )

solution veas tiemeefluxechéers 20 MLshAMMZ hvsbirendasidltaire. amthébe soivgidulds eigporated
off under vacuum. The residue obtained was dissolved in EtOAc and washed with a 10% aqueous

solution of NakFrfigHirthedige iRty orpkloigiemie dalisesivasd gbagsval fsssions filtered and

evaporated under VaI%JeurQbr@ng%iéplg Cartlégce)rr 1rslgut%wt%se invention will be conveniently

formulated as melt-in-the-mouth tablets, mouthwashes, gels for dispersal in
the oral cavity, chewing gums and the like. Said formulations can be prepared
10 according to well-known conventional methods, such as those described in
“Remington’s Pharmaceutical Handbook”, Mack Publishing Co., N.Y., USA,
together with suitable excipients. ’
The formulations according to the invention will be administered to
patients up to S times in 24 hours for several days, depending on the disorder
15 to be treated. For oral hygiene alone, the number of administrations could be
reduced to 2, taken at main meals.
The examples set out below illustrate the invention, without limiting its
scope.

Example 1 - Preparation of benzofuran compounds

20 Step A. Preparation of 2-phenoxy-2’.4°-dimethoxvacetophenone (a)

A solution of 2-bromo-2°,4’-dimethoxyacetophenone (5 g, 19.1 mmols)

in 25 mL of 2-butanone was added to a suspension of phenol (1.8 g,

19.1 mmols), K,CO;3 (2.6 g, 19.1 mmols) and KI (41.5 mg, 0.25 mmols) in

20.0 mL of the same solvent. The solution was then refluxed for 20 hours. The

25 mixture was filtered and the solvent was evaporated off under vacuum. The
residue obtained was dissolved in EtOAc and washed with a 10% aqueous
solution of NaOH and then with water. The organic extract was dried over

Na,SQO,, filtered and evaporated under vacuum. Finally, the crude residue was



WO 2009/129926PCT/E1P2009/002515 6 washed with Et20 and dried under low pressure to provide
4.4 g (yield: 84%) of the title compound. Step B. Preparation of 2-(2',4'-dimethoxyphenyl)benzofuran
(b) 12 g of polyphosphoric acid was added to a solution of the compound 5 obtained at Step A (4.4 g,
16.2 mmols) iy $36e9 mlef Xylene. The mixture was refluxed for 2 hours, apg thendaihiascool at room
temperature. The solution was then decanted and evyaporated under low pressure. The resulting
residue (3.7 g, yield: 90%) was used in the next step without further purification. 10Step C. Preparation
of-(2',4'-dihydipxsmhe b enzofdmn dikd untdnigipRENRCaMmpIndPERa ey RIBI8RR)(3.7 g,
14.5 mmols) and pyridine hydrochloride (11.1 g, 96.4 mmols) was heated to 225C for 45 minutes. The
red product fopiide Wis pemeetingo 10% HC1. The mixture was washed repeatedly with EtOAc; the
combined organic Iaé(ers \ ?edrziled over 3 §O4 ang evar orated hzersidu as purified by

column chromatogra 1R gazoturan (0 btained in a 41%

yield (1.36 g) after crystaligasion mgm@ra@if%@um% qyampdtutiolIf-thdhesmputhdablets
Benzophenanthridine alkaloid2.5 mg 20Benzofuran compound10.0 mg Extract of Vii is vinifera50.0 mg
Xylitol50000 mpimeditalddE0 hd4idurité.Bavsneilsg50.0 g2 eNlaghesilenstddrataligionng

A Ifame K5.0 m
cesuflame \%aos refluxed for 2 hours, and then left to cool at room temperature. The

solution was then decanted and evaporated under low pressure. The resulting
residue (3.7 g, yield: 90%) was used in the next step without further
purification.

10 Step C. Preparation of-(2’.4’-dihvdroxyphenyDbenzofuran (1)

A mixture of the compound prepared at Step B (3.7 g, 14.5 mmols) and

pyridine hydrochloride (11.1 g, 96.4 mmols) was heated to 225°C for 45

minutes. The red product formed was poured into 10% HCI. The mixture was

washed repeatedly with EtOAc; the combined organic layers were dried over

15 Na,SO4 and evaporated. The residue was purified by column chromatography

(hexane/EtOAc= 7:3) to provide. The final compound was obtained in a 41%
yield (1.36 g) after crystallisation from benzene.

Formulation example 1 - Melt-in-the-mouth tablets

Benzophenanthridine alkaloid 2.5 mg
20 Benzofuran compound 10.0 mg
Extract of Vitis vinifera 50.0 mg
Xylitol 500.0 mg
Mannitol 400.0 mg
Liquorice flavouring 50.0 mg
25 Magnesium stearate 10.0 mg

Acesulfame K 5.0 mg



WO 2009/129926PCT/EP2009/002515 7 Formulation example 2 - Oral gel Benzophenanthridine
alkaloid3.0 mg Benzofuran compound10.0 mg Extract of Camellia sinensis50.0 mg 5Glycerin400.0 mg
Liquid sorbitol200.0 mg Hydroxyethylcellulose30.0 mg Mint flavouring20.0 mg Methyl para-hydroxy

benzoate10.04p%.k9AsRskIfame K5.0 mg Purified water g.s. 102.0 g MC RPN 002515
2009/129926PCT/EP2009/002515 8 CLAIMS 1.Compositions comprising:

Formulation example 2 - Oral gel

Benzophenanthridine alkaloid 3.0 mg
Benzofuran compound 10.0 mg

Extract of Camellia sinensis 50.0 mg

5 Glycerin 400.0 mg
Liquid sorbitol 200.0 mg
Hydroxyethylcellulose 30.0 mg

Mint flavouring 20.0 mg

Methyl para-hydroxy benzoate 10.0 mg

10 Acesulfame K 5.0 mg

Purified water g.s. to 20¢g



a) benzophenanthridine alkaloids 5b) benzofuran compounds of formula OH HQ m{i‘;,ere R may be
hydrogen or a linear or branched alkyl chain with 2 to 6 carbon atoms, or an alkM%ﬁaln substituted by
amino, nitro groups; 10c) catechin polyphenols. 2.Compositions as claimed in claim |, comprising: a)

benzophenanyidipsalsafoids selected from sanguinarine and/or chelerywmg&gmbglesrivatives
thereof; b) benzofuran compounds as specifiegl above, or extracts containing 15them; c)

monomeric or oligomeric catechin polyphenols. 3.Compositions as claimed in claims 1 and 2, wherein
the various copppRRgRds are present in the following intervals (by weight per unit dose):
a)benzophenanihridine alkaloids: from 0.5 mg to 10 mg; 20b)benzofuran compounds: from 5 to 25 mg;
c)polyphenol compounds: from 10 to 100 mg. 4.Compositions as claimed in claim 3, wherein the
various components are present in the following intervals (by weight per unit dose):

a)benzophenanthrid i@ BRAIHIRESHTAMPIE B mg;

a) benzophenanthridine alkaloids

5 b) benzofuran compounds of formula

R
O N O OH
0]
HO
where R may be hydrogen or a linear or branched alkyl chain with 2 to
6 carbon atoms, or an alkyl chain substituted by amino, nitro groups;
10 c) catechin polyphenols.
2. Compositions as claimed in claim 1, comprising:
a) benzophenanthridine alkaloids selected from sanguinarine and/or
chelerythrine and/or derivatives thereof;
b) benzofuran compounds as specified above, or extracts containing
15 them;
c) monomeric or oligomeric catechin polyphenols.
3. Compositions as claimed in claims 1 and 2, wherein the various
components are present in the following intervals (by weight per unit dose):
a) benzophenanthridine alkaloids: from 0.5 mg to 10 mg;
20 b) benzofuran compounds: from 5 to 25 mg;
c) polyphenol compounds: from 10 to 100 mg.
4. Compositions as claimed in claim 3, wherein the various components
are present in the following intervals (by weight per unit dose):
a) benzophenanthridine alkaloids: from 2.5 to 5 mg;
25 b) benzofuran compounds: from 3 to 10 mg;
c) polyphenol compounds: from 40 to 50 mg.

5. Compositions as claimed in the preceding claims, wherein the



25b)benzofuran compounds: from 3 to 10 mg; c)polyphenol compounds: from 40 to 50 mg.
5.Compositions as claimed in the preceding claims, wherein the 1.4CSL.LP 9 benzophenanthridine
alkaloids sanguinarine and chclerythrinc are present in the free or salified form%éséﬁgh in
substantially pure form or in the form of extracts of San guinaria canadensis, Macleaya cordata or
Macleaya niacrocarpa. 56.Compositions as claimeddn claim 5, wherein the benzophenanthridine
alkaloids are present in the salified form with luteic acid. 7. Compositions as claimed in claims 1-4,

wherein the penzofyran co unds.are present as.such or in the form of extracts containing them. 8.
Compositionge%g}ﬁ?ﬁ%lﬁﬁ}gfg]iﬂ’? ﬂl%?jéﬁgﬁ ﬁ%‘g%lélﬁ)irl&rberaaf?éoci%%%%}unalsngr%rﬁrggfésn%ﬁ %e form of
extracts of Kiianigria iaggra: &L Ramatias 1auenaRRd Ripaksly D Grenteasitiantmag slasnadin claims
1-4, wherein the polyphenol compounds are present in the form of monomer units such as catechin,

epicatechin antrgelfocatecivvigndrity iallicwstsienaithe Madatgdrexyk o dmeligomeManitearo.
Compositions as claimed in claim 9, wherein the polyphenol compounds are present in the form of
extracts of sBEHL OF Hdifhl parts of V//is yinifera, Aesculus hippocastanum, Camellia sinensis or

Theobroma gacao. ddmbesnibations dsigiimed ARy Oneleéalaimad bedfy ph éhafaimdohe
20melt-in-the-mouth tablets, mouthwashes, gels to be dispersed in the oral cavity, chewing gums and
the like. alkaloids are present in the salified form with luteic acid.
7. Compositions as claimed in claims 1-4, wherein the benzofuran
compounds are present as such or in the form of extracts containing them.
8. Compositions as claimed in claim 7, wherein the benzofuran
10 compounds are present in the form of extracts of Krameria triandra,
Eupomatia laurina and Piper sp.
9. Compositions as claimed in claims 1-4, wherein the polyphenol
compounds are present in the form of monomer units such as catechin,
epicatechin and gallocatechin and its gallic esters at the C3 hydroxyl, or
15 oligomer units.
10. Compositions as claimed in claim 9, wherein the polyphenol
compounds are present in the form of extracts of seeds or aerial parts of Vitis
vinifera, Aesculus hippocastanum, Camellia sinensis or Theobroma cacao.
11. Formulations as claimed in any one of claims 1 to 10, in the form of
20 melt-in-the-mouth tablets, mouthwashes, gels to be dispersed in the oral
cavity, chewing gums and the like.
12.  The use of:
a) benzophenanthridine alkaloids;
b) benzofuran compounds;
25 and
¢) catechin polyphenols;

for the preparation of oral formulations for the oral hygiene and for the



12. The use of: a) benzophenanthridine alkaloids; b) benzofuran compounds; 25and c) catechin
polyphenols; for the preparation of oral formulations for he oral hygiene and for'fie EsLIP wo
2009/129926PCT/EP2009/002515 10 treatment and prevention of disorders of the oral cavity of

various origing:olobisobze as claimed in claim 12, wherein the disorders gf-figamlwasity are
pathological forms associated with the dentition, imglgnts or complications of surgery of the oral cavity.

treatment and prevention of disorders of the oral cavity of various origins.
13. The use as claimed in claim 12, wherein the disorders of the oral cavity
are pathological forms associated with the dentition, implants or

complications of surgery of the oral cavity.



