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COVPOSI TI ONS FOR THE TREATMENT OF AFFECTI ONS OF THE

ORAL CAVI TY AND UPPER RESPI RATORY TRACT The present
wonvesssan rel ates to conpositions contai ni ng PCT/EP2004/012472
ant hocyanosi des and/ or procyanidins in conbination
with
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di seases. Common cold and influenza, which on the
average affect up to three tines a year both children
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conpositions contaln ocyanosi
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(4695, hesoRRORLE ]I 0% Nahdl08Sa BsNextent, adenovirus and parainfluenza
viruses. Although no specific treatments exist for these pathologies,
antihistamines and decéngestants are considered useful, as the edema
reduction alleviates pain and makes the course of the disease shorter.

DISCLOSURE OF THE INVENTION

The present invention relates to compositions containing:

a) anthocyanosides, and/or

b) procyanidins, and

c) floroglucinols,

useful for the treatment of the affections of the oral cavity and upper
respiratory tract.

According to the present invention, the compositions contain 1 to 200
mg of anthocyanosides, and/or 1 to 200 mg of procyanidins, and 1 to 200 mg
of floroglucinols.

According to the present invention, “anthocyanosides” includes both

real anthocyanosides and anthocyanidins, their aglycones. The

anthocyanosides preferably are derived from Vaccinium myrtillus extracts.
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real anthocyanosi des and ant hocyani dins, their
agl ycones. The ant hocyanosi des preferably are derived
wonremoszmei ni um nyrtillus extracts. The extract POT/EP2004/012472
bil berry (Vacciniumnyrtillus), 2as described in
literature, has marked antiinflamuatory activity, in
rij Leal [ ti . i lar
The é)lt?%&ltl"ﬂ(ﬁ BHBH&‘}JVM%‘?#@% %ﬁrgﬁ%@@pg? < 689118%& ih Re¥ature, has

per nea y an agi Tty Fon- ol
oSO SRS, 56,80 S OB R B eton o
8o QUSRI O] L ERLET B TR A gy, vt

c%@?ﬁt thm?aﬁ%iﬁg?tnigakﬂé\%}ée{o s nsk‘fH?&’ U the art. Bilberry

es. Accordin resent 1 nventi on,

aﬁfh%%’yléﬁd')ﬂ'ﬂ% a%ﬂngﬁfcg/faﬁ{cﬁﬂk a’exggt gﬁéﬂe}%‘gte{}fﬁo ﬁbtggﬁi\ﬁhich prevents

vini fera extract btal ne I SCI 0Se

bactefihl 468 fu‘?lrggi raﬂﬂ%%ﬂglgélf @)é&?lh??é“%"c %hﬁ)&teﬁ t%}ds’ﬁﬁradental level

disclosed in"EP O rom ot her pla

aid ehehabbys afintb@nesont ai ning them Fl orogl uci nol's
exert strong bacteriostatic action on a great numnber
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derived from Hypericum spp. extracts, preferably

plYRE rPrefetabBr EQiba, Wontning @B rtus spp. extracts,
preferably Mrtus conmunis, or from Hunmul us spp.
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and b acids. According to the invention, the fraction
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to 80% preferably 60% of floroglucinols expressed as

serak ufportopiecinohe ohr ?&EﬁWba@fer?a,ag?ﬂaﬂﬁ 8044rabits bdétetia and strains
80% preferably 60% of humul one. According to the

op Cemeltda nibienki cangeafrong0Shw Hypémicum sp. extracts,

particularly preferred is a Hypericump erf oratum

ext rActomdihf ta the present invention, floroglucinols can be derived from
Hypericum spp. extracts, preferably Hypericum perforatum, or from Mirtus
spp. extracts, preferably Mirtus communis, or from Humulus spp. fractions,
preferably Humulus Iupulus, enriched in o and B acids. According to the
invention, the fraction of P-acids prepared from Humulus lupulus contains
20 to 80%, preferably 60%, of floroglucinols expressed as colupulone; the
fraction of a-acids contains 20 to 80%, preferably 60%, of humulone.

According to the present invention, among the Hypericum sp. extracts,

particularly preferred is a Hypericum perforatum extract with a
floroglucinols (adhyperforin/hyperforin) content ranging from 20 to 80%,
preferably 60%.

According to the present invention, the Mirtus communis extract is

prepared from the leaves, by extraction with carbon dioxide under conditions
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florogluci nol s (adhyperforin/hyperforin) content

ranging from20 to 80% preferably 60% According to
woheospsegaent i nvention, the Mrtus communi s exPCaEP2(08/012472

prepared fromthe | eaves, by exBraction with carbon

di oxi de under conditionsof pressure ranging from 235
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the high activity floroglucinols on anaerobic
dhRgierial strains. The pharnmaceutical conpositions

will be preferably presented in the formof tablets

for FhahetavrditheQldthpitibAs 0Fehe il chBYh ket FARRMABIG action
guns whi ch provide the slow rel ease of the active
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and prophylactic treatnents”as well as for the hygiene
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aspect, the conpositions of the present invention wll

ckettéd by adbaty easitamd otbganiding)antd ciel @lie Migh activity of
oil. According to a further preferred aspect, the
floeoglosiriolo s afackblsiclyaRsaidl strains.

The pharmaceutical compositions will be preferably presented in the
form of tablets for the slow dissolution in the oral cavity or chewing gums
which provide the slow release of the active principles. These compositions
are used in preventive and prophylactic treatments as well as for the hygiene
of the oral cavity.

According to a further preferred aspect, the compositions of the present
invention will further contain essential oils, in particular mint oil.

According to a further preferred aspect, the compositions of the present
invention will further contain a Glycyrrhiza extract, preferably having a
content in glycyrrhizic acid of 10%.

The present invention, therefore, relates to compositions for the
treatment of the affections of the oral cavity and upper respiratory tract,

containing the combinations described above.

Said compositions will be prepared according to conventional methods
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invention wl|
pref erably having a content

further contain a dycyrrhiza extract,
in glycyrrhizic acid of
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Ampl e | - Tabl ets Each 500 g tabl et
cintumnyrtillus extract (25%in

g)‘fg?aratmn

atl hcéawty and

o el e

¥lrichehi, 30 ng dycyrrhiza extract (10% of

phosppa
gly

0O ng Mnt essential oil

SacohadPs60 208 taleMBbdiadRxt rin 150 ng

Vaccinium myrtillus extract

(25% in anthocyanidins)

Humulus lupulus extract

(60% in floroglucinols)

Soy lecithin (30% phosphatidylcholine)

Glycyrrhiza extract

(10% of glycyrrhizic acid)

Mint essential oil

Saccharose

Maltodextrin

Acacia gum

Magnesium stearate

Example II - Tablets

Each 500 mg tablet contains:

Vitis vinifera extract (95% in procyanidins)

Humulus lupulus extract

(60% in floroglucinols)

Soy lecithin (30% phosphatidylcholine)

10 ny

60 mg

10 mg
30 mg

20 mg
10 mg
200 mg
150 mg
15 mg
5 mg

80 mg

10 mg
30 mg



Acaci a gum 15 ng Magnesium stearate 5 ng Exanple Il -
Tabl ets Each 500 ng tablet contains: Vitis vinifera

wWexbisass719 95% i n procyani dins) 80 ng Hunul us | BOUIERS004/012472 —

extract (60%in floroglucinols)s510 ng Soy lecithin
(30% phosphati dyl chol i ne) 30 ngd ycyrrhiza extract

10%9f alyeyrrhizic acid) 20 M nt essential oil
I(\/Bnnw%?ﬂﬁéﬁ%ﬁma&i done )20 rrggSi l'iciumdioxide 5 rrgrTg
Magnesium st e.b Exanple IH - Tabl ets Each 50

O BRSO PLthEc oS i 2 mg

ng t s vinifera extract (95%in

procyani dins): 80.mg Mrtus comunis |ipophilic extra
(35% 'lr'?tr?ﬁe%lcaﬁg)& one) ng dycyrrhiza extract (10% 0?6 mg

gl ycyrrhi.zi,c acid) 20 ng Mnt essential oil ng
Mal t%@&lﬁln 332 ng Sodi um saccharin 3 ng Arabic gu%‘?o meg
30 "Bovidone 20 mg

Silicium dioxide 5 mg

Magnesium stearate 5 mg

Example III - Tablets

Each 500 mg tablet contains:

. Vitis vinifera extract (95% in procyanidins) 80 mg
Mirtus communis lipophilic extract
(35% in mirtocupulone) 10 mg

Glycyrrhiza extract

(10% of glycyrrhizic acid) 20 mg
Mint essential oil 10 mg
Maltodextrin 332 mg
Sodium saccharin 3 mg
Arabic gum 30 mg
Talc 10 mg
Magnesium stearate 5 mg

Example IV - Tablets

Each 500 mg tablet contains:

Vaccinium myrtillus extract

(25% in anthocyanidins) 60 mg
Mirtus communis lipophilic extract

(35% in mirtocupulone) 10 mg
Soy lecithin (30% phosphatidylcholine) 30 mg

Glycyrrhiza extract
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Talc 10 ng Magnesium stearate 5 ng Exanple IV -
Tabl ets Each 500 ng tabl et contains: Vaccinium

waooasiosbug extract (25% i n ant hocyani di ns) 60 ROTMPREOWS12472

communi s |ipophilic extract (35§ in mrtocupul one) ng
Soy lecithin (30% phosphati dyl choline) 30 ng

A ycyrrhiza extract (10% of glycyrrhizic acid) 20 g
M nt %Qé)gé?itgi%‘fyrgiuizwli‘)‘“&% Saccharose 330 ng Tragacanth 20 m8

gum Si J.iciym di oxi de 5 ng Magnesi um stearate 5

Ny éﬁ‘g%tg?séed@f‘?ﬁbl ets Each 500 ny tablet contains: 10m&
. . . hog .

Came! i ? ?‘I’ nensis extract (70%in procyanidol e 330 mg

ol i %80 my Humul us |upul us extract (60%in

florgglucinols) 10 ng Soy lecithin (30%
phosvg’%’gta ine) 30 ny dycyrrhiza extract ( % of20 M8

al yCé/.rlr hi zicﬁo)a&:ded) 20 ng M nt essential oil 10 ng

ilicium 5 mg
Magnesium stearate 5 mg
Example V - Tablets
Each 500 mg tablet contains:
Camellia sinensis extract
(70% in procyanidole oligomers) 80 mg
Humulus lupulus extract
(60% in floroglucinols) 10 mg
Soy lecithin (30% phosphatidylcholine) 30 mg
Glycyrrhiza extract
(10% of glycyrrhizic acid) 20 mg
Mint essential oil 10 mg
Mannitol 320 mg
Povidone 20 mg
Silicium dioxide 5 mg
Magnesium stearate : 5 mg
Example VI - Tablets
Each 500 mg tablet contains:
Camellia sinensis extract
(70% in procyanidole oligomers) 80 mg
Hypericum perforatum extract
(60% in floroglucinols) 10 mg
Soy lecithin (30% phosphatidylcholine) l 30 mg

Glycyrrhiza extract
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Manni tol 320 ng Povidone 20 ng Siliciumdioxide 5 ng
Magnesi um stearate 5 ng Exanple VI - Tablets Each 500

wogodsaksab contains: Canellia sinensis extract PCTAPR0M/012472

procyani dol e oligoners) 80 ng Hypericum perforatum
extract (60%in floroglucinols) 10 ng Soy lecithin

(30% phosphat i dyl.chol i.ne) 30 nmg d ycyrrhiza

ext r@@t{?gﬁfy&yré%&??ﬁfzi c acid) 20 g Mnt essenti al 20 mg
oi I 10 Mannitol 320 ng Povidone 20 ng Silicium
di oﬁt‘i‘élg%ssﬁﬁu% esiumstearate 5 ng Exanple V| - 10mM8

Chew Each 2000 ng chewi ng gum contains: Vitis
Vi n%ﬁﬁ%m ract (95% in procyanidins) 80 nmg Mrtus 320 mg

co ni.g lipophilic extract (30%in mrtocupul one) 10
ngngj‘ilv&éppﬁi za extract (10% of glycyrrhizic acid) 20 20 mg

Y héiTitCillelTsls(ﬁggd y oil 10 ng 5 mg
Magnesium stearate 5mg

Example VII - Chewing Gum

Each 2000 mg chewing gum contains:

Vitis vinifera extract (95% in procyanidins) 80 mg
Mirtus communis lipophilic extract

(30% in mirtocupulone) 10 mg

Glycyrrhiza extract

(10% of glycyrrhizic acid) 20 mg
Mint essential oil 10 mg
Gum base 1598 mg
Xylitol 250 mg
Aspartame 2 mg
Magnesium stearate 15 mg
Talc 15 mg
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Gum base 1598 ng Xylitol 250 ng Aspartane 2 ny
Magnesi um stearate ng Talc 15 ngCLAIMS 1. Conpositions
woanisassiing: a) ant hocyanosi des, and/ or b) PCT/EP2004/012472
procyani dins, and c) floroglucigols, for the treatnent
of the affections of the oral cavity and upper
Ci? ni.Latory tract. 2. Conpositions as clainmed in claim
+FegHtai ning: a) 1 to 200 g of ant hocyanosi des, and/ or
b) 1 to 200 ng of procyanidins, and c¢c) 1 to 200 ng of
floroglucinols. 3. Conpositions as clainmed in the
abovg cl ai wher.ei n_the ant hocyanosi des are derived
lfronégnWE@gﬁﬂpdﬁ? MR8t us extract. 4. Conpositions as
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tr trforatum or Mrtus communi s extracts, or from
Orrul us | upulus fractions enriched in a and b acids.

2. Compositions as claimed in claim 1, containing;:

a) 1to 200 mg of anthocyanosides, and/or

b) 1to 200 mg of procyanidins, and

¢) 1to 200 mg of floroglucinols.
3. Compositions as claimed in the above claims, wherein the
anthocyanosides are derived from a Vaccinium myrtillus extract.
4, Compositions as claimed in claims 1-2 wherein the procyanidins are
derived from a Vitis vinifera extract or a Camellia sinensis extract or from
other edible plants containing them.
5. Compositions as claimed in claims 1-2, wherein the floroglucinols are
derived from Hypericum spp., Mirtus spp. or Humulus lupulus extracts.
6. Compositions as claimed in claim 5, wherein the floroglucinols are
derived from Hypericum perforatum or Mirtus communis extracts, or from
Humulus lupulus fractions enriched in o and p acids.
7. Compositions as claimed in claim 6, wherein the p acids fraction from
Humulus lupulus contains 20 to 80% of floroglucinols expressed as
colupulone and the o acids fraction contains 20 to 80% of humulone.
8. Compositions as claimed in claim 7, wherein the P acids fraction
prepared from Humulus lupulus contains 60% of floroglucinols expressed as

colupulone and the a acids fraction contains 60% of humulone.



7. Conpositions as clained in claim6, wherein the b
acids fraction from Hunul us | upulus contains 20 to 80%
wofhodslossagl uci nol s expressed as cohi pul one andPCIEP2004/012472
acids fraction contains 20 to 89% of humul one. 8.
Conpositions as clainmed in claim?7, wherein the b
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AAL AL LU AT R e o
frg,'éf?gg{;lg&b/{?p extract is a Hypericum perforatum

h floroglucinols content ranging from20 to

1§02 ¢ BRpsSIRCH BRSSPSR BT ML R oA goncn
5 OB B T O T
LSRRG L SEH T SRl AP, SRl pommns

o453, B VSRR LA0B 39 O, SRR o e unde

cGRR RS AR O 288 47 DhHIPLRG By raning

ﬁfoﬁ{ qué doent ai ning essential oils. 14. Conpositions as
clai ne

I'n ¢laim13, wherein the essential oil is nint
il. o) [ : 1 OR 10f : ; :
0 1211 ChpelfolsSsclyehIl ERLAONOhn@bin e Yfiris communis

cfbgecbietonka, if mgbbpaRpooissap of 8 e cament
18nd @BRfPosiEGR rAf VINinkédRClr the above claims, further containing
essential oils.
14.  Compositions as claimed in claim 13, wherein the essential oil is mint oil.
15 15. The use of a combination of:
a) anthocyanosides, and/or
b) procyanidins, and
c¢) floroglucinols,

for the preparation of a medicament for the treatment of the affections of the

20  oral cavity and upper respiratory tract.



