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(57) Abstract

chewing gum.

(54) Title: A PREPARATION FOR THE TREATMENT OF APHTAE

The present invention relates to a preparation for the treatment of aphtae, preferable aphtae stomatitis. The preparation includes: (a)
5.0 - 10.0 % by weight of orange interpenes; (b) 0.1 — 3.0 % by weight of glycyrrhizin; (c) 0.1 — 1.5 % by weight of xylitol; (d) 1.0 -
10.0 % by weight of cocoamphodiacetate. The inventive preparation is administered in the form of mouthwash, paste, tablets, capsules or
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A PREPARATION FOR THE TREATMENT OF APHTAE

The present invention relates to a preparation for the

treatment of recurrent aphtae (aphthous stomatitis).

Aphtae in its different forms is both irritating and
painful. The aphtae group includes both small and large
ulcerations. The smaller ulcerations are the most frequent and
manifest in the form of shallow ulcerations measuring up to 5
mm in size. These smaller fofms of aphtae occur primarily in
labial buccal mucosa and at the bottom of the mouth. They heal
within the space of 10 to 14 days.

The larger forms of aphtae are more rare and of a more
serious nature. They can exceed 1 cm in size and often leave a
scar. It may take longer than 6 weeks for the larger forms to
heal. Lips and the mucous membrane of the mouth are the most
common points of attack.

The most serious form of aphtae is the herpetic form. Up
to 100 ulcerations measuring about 2-3 mm can form
simultaneously, and these ulcerations may grow into one another
to form large irregular ulcerations.

The underlying causes of aphtae are many. Various attempts
have been made to establish these causes and also to find
methods of treatment. It has been assumed that the ulcerations
occur as a result of an increase in the permeability of the
protective epithelium layers, so as to enable bacteria to
penetrate into the connective tissue, such that the epithelium
layer will be in danger of disappearing and inflammation
occurring. In its most serious forms, the condition can be
partially disabling, where all movements associated with the

mouth are extremely painful. No effective preventative measures

- Oor treatment agents have been developed.

The preparation according to the present invention has
been found effective in the treatment of different forms of

aphtae, particularly in the treatment of aphtae stomatitis.
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Active substances included in the preparation are orange
terpenes, cocoamphodiacetate, glycyrrhizin and xylitol.
The inventive preparation includes the following

substances as active ingredients:

a) 5.0 - 10.0 % by weight of orange terpenes

b) 0.1 - 3.0 % by weight of glycyrrhizin

c) 0.1 - 1.5 % by weight of xylitol

d) 1.0 - 10.0 % by weight of cocoamphodiacetate

The preparation is used for the treatment of aphtae.
The inventive preparation may be administered in the form
of mouthwash, paste, tabletes, capsules, or chewing gum.
According to another embodiment of the invention, the

preparation for the treatment of aphtae includes the following

substances, in addition to water:

a) 5.0 - 10.0 % by weight of orange interpenes

b) 0.1 - 3.0 % by weight of glycyrrhizin

c) 0.1 - 1.5 % by weight of xylitol

d) 1.0 - 10.0 % by weight of cocoamphodiacetate

e) 1.0 - 10.0 % by weight of polyethylene (20) sorbitan
monostearate

f) 1.5 - 3.2 % by weight of carboxymethyl cellulose

g) 0.2 - 0.5 % by weight of parahydroxy bensoic acid methyl
ester

h) 0.05 - 2.0 % by weight of sodium fluoride

The preparation also includes 1.0 - 5.0 % by weight of silica
as a polishing agent.

The inventive preparation is used for the production of a
medicament for the treatment of aphtae.

Other embodiments of the invention are defined in the

dependent Claims.
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Detailed description of the invention

The present invention relates to a preparation for the
treatment of aphtae in its different forms. The inventive
preparation includes orange terpenes, which are included in
orange oil among other substances. The orange terpenes have
been found particularly effective in capture proteins and
polysaccharides and moving these away from the site of the
attack. In the most preferred embodiment of the present
invention, the preparation includes orange oil. Orange oil 1is
fat dissolving and is able to dissolve and absorb lipids in
plaque.

Cocoamphodiacetate is an ampholytic surfactant which
loosens up the plaque layer, therewith providing for the
effectiveness of the orange terpenes. The inventive preparation
therefore also includes cocoamphodiacetate. The toothpaste form
does not include sodium lauryl sulphate, which is a surfactant.
In a Norwegian scientific research investigation, G. Embery and
G. Rolla, Clinical and Biological Aspects of Dentifrices, pages
173-180, have shown that sodium lauryl sulphate is a
contributory cause of aphtae. It was observed in this
investigation that aphtae failed to appear in about 70% of the
cases in which sodium lauryl sulphate was excluded from
toothpaste. Most of the toothpastes (dentifrices) commercially
available at present contain sodium lauryl sulphate.

Another substance which renders the present preparation
favourable in respect of the treatment of aphtae is
glycyrrhizin, which is included in liquorice root extract among
other things. Glycyrrhizin has a bacteria-inhibiting effect and
will inhibit preferably the growth of streptococcus mutans.
Glycyrrhizin is also pH-reducing in vivo.

The inventive preparation also includes xylitol. Xylitol
acts synergetically with the aforesaid substances, therewith
enhancing the effectiveness of the preparation. Bacteria take
up xylitol, especially when other sugars are present in small

quantities. Xylitol prevents the normal metabolism of the



10

15

20

25

30

35

WO 99/32132 PCT/SE98/02366 -
4

bacteria, by forming xylitol phosphate which is poisonous to
the bacteria and thus prevents their growth. The bacteria
transport xylitol phosphate out through the bacteria membrane.
The process is highly energy consuming and the xylitol
phosphate will thus be accumulated in the bacteria. Xylitol
also has the advantage of not decomposing to organic acids, as
is the case of other sugars. The use of xylitol as a sweetener
enables the pH to be maintained at a more favourable level and
also enables the demineralisation of dental enamel to be
avoided.

With the intention of investigating the effect of the
inventive composition, a dentifrice (toothpaste) that included
the composition was prepared. The form of the preparation
described in the following example shall not be taken as
limiting the scope of the invention, and it will be understood
that the intention is to show the form in which the preparation

was administered to those persons taking part in the study.

Preparation

A toothpaste was produced by dry-mixing 10.0 g/kg
glycyrrhizin and 22.0 g/kg of carboxymethyl cellulose, and
thereafter adding 100.0 g/kg 85% glycerine whilst stirring
uniformly to obtain a smooth mixture with no lumps. 50.0 g/kg
orange terpene, 50.0 g/kg polyethylene (20) sorbitan
monostearate and 3.0 g/kg parahydroxybenzoic acid methyl ester
were heated to a temperature of 40°C whilst stirring until all
parahydroxybenzoic acid methyl ester had dissolved, thereafter
the solution was left to cool to ambient temperature. The
ambient temperature solution was added to said mixture whilst
stirring uniformly. 10.0 g/kg xylitol and 2.4 g/kg sodium
fluoride were dissolved in 545.0 g/l H,O and the solution added
to the mixture. Finally, 50.0 g/kg cocoamphodiacetate were
dissolved in 127.6 g/l water and stirred down into said mixture
together with 30.9 g/kg silica. The mixture was then stirred to

provide a smooth paste.
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Pilot study

With the intention of testing the effect of the inventive
preparation, there were selected thirty persons suffering from
aphthos stomatitis in the mucous membrane of the mouth. These
persons were treated with dentifrice (toothpaste) with no
additional water on each treatment occasion and on a daily
basis for six months. The study was carried out in the form of
a double-blind study. The pilot study showed that several
people treated with the iﬁventive preparation experienced a
marked improvement when using the toothpaste in question. This
result was also strengthened by the fact that several patients
treated with the toothpaste outside the study also reported a

positive result.



10

15

20

25

30

35

WO 99/32132 PCT/SE98/02366 -

6
CLAIMS
1. An aphtae treatment preparation including:
a) 5.0 - 10.0 & by weight of orange interpenes
b) 0.1 - 3.0 % by weight of glycyrrhizin

c) 0.1 - 1.5 % by weight of xylitol
d) 1.0

10.0 % by weight of cocoamphodiacetate

2. The preparation according to Claim 1, characterised in
that the preparation also includes an emulsifier, a thickener,

a preserving agent, and sodium fluoride.

3. The preparation according to Claim 2, characterised in

that the preparation also includes a polishing agent.

4, The preparation according to Claim 1, characterised in

that the preparation also includes water, preserving agent and

sodium fluoride.

5. An aphtae treatment preparation including:

a) 5.0 - 10.0 % BY weight of orange interpenes

b) 0.1 - 3.0 % by weight of glycyrrhizin

c) 0.1 - 1.5 % by weight of xylitol

d) 1.0 - 10.0 % by weight of cocoamphodiacetate

e) 1.0 - 10.0 % by weight of polyethylene (20) sorbitan

monostearate

f) 1.5 - 3.2 % by weight of carboxymethyl cellulose

g) 0.2 - 0.5 % by weight of parahydroxybensoic acid methyl
ester

h) 0.05 - 2.0 % by weight of sodium fluoride

6. The preparation according to Claim 5, characterised in
that the preparation also includes 1.0 - 5.0 % by weight of

silica as a polishing agent.
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7. The preparation according to any one of Claims 1 - 6,
characterised in that the preparation is in the form of a

paste, mouthwash, tablets, capsules or chewing gum.

8. A use of the preparation according to any one of Claims 1

- 7, for the preparation of pharmaceuticals for the treatment

of aphtae, prefrable aphtae stomatitis.
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