Frrrrerererrerererrerererrerer b rerrrrrr *159159*
COVPCSI TI ONS FOR THE TREATMENT OF AFFECTI ONS OF THE
ORAL CAVITY AND UPPER RESPI RATORY TRACT The presenrt—

invention relates to conpositions contai
ant hocyanosi des and/ or procyanidins in Cﬂmﬂummmwwwww
with floroglucinols for the treatnent of

affections of the oral cavity and upper respl ratory
tract. TECHNOLOG CAL BACKGROUND Throat redness and
|nflannat|on mnth formati on of plaques usual |y

He TRF AT O ARECTIONS OF THE

= : , ) LASH.F2 chil dren
and adults are related tomld V|ral i nfections
caused by rh| novirus (409, coronavirus (10% and, to
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. RAfhdey ABsRIRs an@%ﬂ Poxl amiafes i R mPREANRGLe i AN FRr&F18cinols for

consi der ed usef ul as the edemn reduction alleviates

fee tneamen todkihe Affetions b8 eheObral bevith sehappeh@speitory tract.
DI SCLOSURE OF THE | NVENTI ON The present invention

r el at EECHNO&GICATo BACKGROVND:  a)
ant hocyanosi des, and/or b) procyanidins, and «c)
f | or obineet Resiness anef inflamshationy Withaformations of plaques, usually

fections of the.oral cavity and. u i r
Breibick ataehdhBe e przeand THYERS(diisorirs. Commion cold
GRATARLEAANSVERR! 8 thd FvRre0affect up to three times a year both
children and adults, are related to mild viral infections caused by rhinovirus

(40%), coronavirus (10%) and, to a less extent, 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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nmg of anthocyanosides, and/or | to 200 ng of
procyanidins, and 1 to 200 ng of floroglucinols.
According to the present invention, "anthocyanosi des"
i ncludes both real anthocyanosi des and _
anthocyani dins, their aglycones. The anthocyanosides
preferably are derived from Vacci niumnyrtillus
extracts. X1121121 F0Er reeer rber rerer rrrrl ~~~~
~~~~ *000002* 2 The extract of bilberry (Vaccinium
rtillus), as described in literature, has nmarked
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obt ai ned as disclosed in (B 1,541,469, or from
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bacteria, gram anaerobic bacteria and strains _
@dards,darefeirdblg @dible acv@eaihingnth®md to 4 .tg/nl. According

to the present invention, floroglucinols can be

der i vEIpreglyginols exert strong bacteriostatic action on a great number of
bacteria and fungi strains. The minimum inhibitory concentration values of
some floroglucinols on gram+ bacteria, gram- anaerobic bacteria aﬁd strains
of Candida albicans range from 0.5 to 4 pg/ml.

According to 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 lupulus, enriched in o and P acids. According to the
invention, the fraction of B-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



Hypericum spp. extracts, preferably Hypericum

perforatum or fromMrtus spp. extracts, preferably
Mrtus conmmunis, or from Humulus spp. fractions,
preferably Humulus lupulus, enriched in a and R acids.
According to the invention, the fraction of 3-acids
prepared from Hunmul us | upulus contains 20 to 80%
preferably 60% of florogluci noJJ s expressed as

col upul one; the fraction of a-facids contains 20 to

80% preferably 60% of hunul one. According to the
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action on the cleanliness of the oral cavity and th
thasks g0 e effectoredueingpbamjerdal adhesiveness, as already mentioned,
exerted by bilberry extract and procyanidins, and to the high activity of
floroglucinols on anaerobic bacterial 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 compbsitions 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



thanks to the effect reducing bacterial adhesiveness,
as al ready nentioned, exerted by bilberry extract and
procyani dins, and to the high activity of
florogluci nol s on anaerobic bacterial strains. The
phar maceuti cal conpositions will be preferably
presented in the formof tablets for the slow
di ssolution in the oral cavity or chewi ng guns which
provi de the slow rel ease of thé active princi pl es.
These conposrtlons are used in preventive and
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upper respiratory tract, containing the conbinations
YRR TCpRiERtABOYect. Sai d conposrtlons will be prepared
according to conventional nethods 4 well known in
pharmaceuti cal techni que, as those described in

"Rem ngton's Pharmaceutical Handbook", Mack

Publishing Co., N Y., USA together with suitable

exci pients commonly used in the art. The present
invention also relates to the use of a conbination of

ant hocyanosi des, and/ or procyanidins, and

floroglucinols, for the preparation of a nedi canent

for the treatnment of the affections of the oral cavity
and



upper respiratory tract. 4a The present invention

al so provides any one of the enbodi nents discl osed
bel ow and indicated with the nunbers 1 to 15. 1.
Conpositions containing: a) anthocyanosides, and/or
b) procyanidins, and c) floroglucinols, for the
treatnment of the affections of the oral cavity and
upper respiratory tract. 2.4%onpositions as clained
inclaiml, containing: a) 1 to 200 of

Fine presgrtnvventiensalsapieviges BYY ang o t%wh$®ﬁnts disclosed below and
procyanidins, and c) 1 to 200 ng of flor.oglucinols.
®dicaleapyaithe Byrabers 1dPdPned in t he above cl ai s,
wherein the anthocyanosi des are derived froma

Vacci niumnyrtillus extract. 4. Conpositions as

bl ai reI0PSIEODS GAtARMB her ei n t he procyani dins are
derived Qéonla Vi.tis vinifera extract or a Canellia

si nerfdi ABQEYPREHIASS AL ot her edi bl e plants

cont gjy\nj 4 Conpositions as clainmed in clains
HHNhIAd; ﬁ? d ,
1-2, \R/hgre?l%] tﬁ é" oroglucinols are derived from

I—Nperg)cgmo?p&inolg@ rtus spp. or Humul us | upul us
extracts. Conpositions as clainmed in claimb5,

phrethel medthent lod rthelaffeictiohs ofirthe atel cadty andnuppepecspioatory
perforatumor Mrtus comrunis extracts, or from
tdachil us | upul us fractions enriched in a and ( aci ds.

2. Compositions as claimed in claim 1, containing:

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

b) 1 to 200 mg of procyanidins, and

c) 1 to 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 a and f 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 B 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 clainmed in claim®6, wherein the (3

acids fraction from Hunmulus |upulus contains 20 to

80% of floroglucinols expressed as col upul one and the

a acids fraction contains 20 to 80% of hunmul one. 8.

Conpositions as clainmed in claim?7, wherein the (3

acids fraction prepared from Hurmul us | upul us contai ns

60% of floroglucinols exprggsed as col upul one and the

a acids fraction contains 60% of hunul one. 4b 9.

Conpositions as clainmed in clains 1-2, wherein the

Hy perGaupesitpons extalaimied $n alddyyset 126 uwhensint dhatidypericum sp.

extract with floroglucinols content_ranging. from20 |

exjrapy s a Fhpetsuprordrfarefien s3trastay Hb dlaragkichials gontent ranging
er el floroglucinols content of the Hypericum
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%extract is 60% 11. Conpositions as clained
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prepared 1ro eaves By extractron wi
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Mrtus communis extract has a content in

ertraco dsipo¢pmed dfon33be 1d8/es Gynpxtsadtionnwithscarban rkolxida under
t he above clains, further containing essential oils. |
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gg%mgiﬂﬁ]gqa%%gggf | Sal)m ot glolcyanégu dl_-ge and/ 8]; ab)
Pﬁ.ocy@m:gé)ﬁaonsagg claimed in claim 11, wherein the Mirtus communis
extract has a content in mirtocumolone of 35%.
13. Compositions as claimed in the above claims, further containing
essential oils.
14.  Compositions as claimed in claim 13, wherein the essential oil is mint oil.
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

oral cavity and upper respiratory tract.



c) floroglucinols, for the preparation of a nedi canment
for the treatnent of the affections of the oral

cavity and upper respiratory tract. 5 The exanples
reported hereinbel ow further illustrate the invention.
Exanple | - Tablets Each 500 ng tabl et contains:
Vacci nium nyrtillus extract (25% i n anthocyani di ns) 60
mg Humul us | upul us extract: (60%in floroglucinols) 10
nmg Soy lecithin (30% phosphati dyl choline) 30 ng
G ycyrrhiza extract (10% of glycyrrhizic acid) 20 ng
M nt essential oil 10 ng Saccharose 200 ng
Mal t odextrin, 150 Acaci HistrYROMme Shvbntion.
st ealBEEXBIRIFS r@?ﬁ%ﬂlbeer‘?lphao%agl etérs Each 500 ng tabi et
cont & ns: Yiti LQi fera extract (95% i n procyanidins)
80 2 lyl b\Mgl us extract (60%in floroglucinols)
10 MEach 500 mg tablet contains:

Vaccinium myrtillus extract

(25% in anthocyanidins) 60 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
Saccharose 200 mg
Maltodextrin 150 mg
Acacia gum ' 15 mg
Magnesium stearate 5 mg

Example II - Tablets

Each 500 mg tablet contains:

Vitis vinifera extract (95% in procyanidins) 80 mg
Humulus lupulus extract

(60% in floroglucinols) ' 10__ mg
Soy lecithin (30% phosphatidylcholine) 30 mg



Soy lecithin (30% phosphati dyl choline) 30 ng 6

A ycyrrhiza extract (10% of glycyrrhizic acid) 20 ng

M nt essential oil 10 ng Mannitol 320 ng Povi done 20
nmg Siliciumdioxide 5 ng Mgnesium stearate 5 ng
Exanple 111 - Tablets Each 500 ng tablet contains:
Vitis vinifera extract (95% i n procyanidins) 80 ngy
Mrtus comunis lipophilic @&xtract (35%in

m rtocupul one) 10 ng dycyrrhiza extract (10% of

gl ycy zi,G_aci d 20 mg Mnt essential oil 10 ng
Mal toééﬂ’f e 33 Sodi um saccharin 3 mg Arabic gum

Tab et S

30 rrg O],;al Egﬁgyggglé\/ggpgy um stearate 5 ny Exarrplfohlv

bl et contai ns:

Mint essential oil 10 mg
Mannitol 320 mg
Povidone 20 mg
Silicium dioxide 5 mg
Magnesium stearate 5 mg
Example ITI - 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% phosphatidyicholine) 30 mg

Glycyrrhiza extract



Vacci nium nyrtillus extract (25%in anthocyani di ns) 60

mg Mrtus comunis lipophilic extract (35%in

m rtocupulone) 10 ng Soy lecithin (30%

phosphatidyl choline) 30 ng dycyrrhiza extract 7

(10% of glycyrrhizic acid) 20 ng Mnt essential oil

10 ng Saccharose 330 ng Tragacanth gum 20 ng

Siliciumdioxide 5 ng Magresiumstearate 5 ny

Exanple V - Tablets Each 500 ng tabl et contains:

Canel lia sinensis extract (70%in procyanidole

ol i gt déraf)glwoyribizic maiddl us | upul us extract (60%in 20 mg

florqQglucinols) .10 ng Soy lecithin (30%

phos H’ttiCWPEEIZﬂ‘ﬂne) 30 ng dycyrrhiza extract (1003 M8

of glycwrrhizic acid) 20 ng Mnt essential oil 1
gy 33Pme

Manni ngy
Tragacanth gum 20 mg
Silicium dioxide 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 S mg
Magnesium stearate Smg

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) 30 mg

Glycyrrhiza extract



Povi done 20 ng Siliciumdioxide 5 ng Magnesium
stearate 5 ngy Exanple VI - Tablets Each 500 ng tabl et
contains: Canellia sinensis extract (70%in

procyani dol e oligoners) 80 ng Hypericum perforatum
extract (60%in floroglucinols) 10 ng Soy lecithin
(30% phosphati dyl choline) 30 ng dycyrrhiza extract 8
(10% of glycyrrhizic acid) 0 ng Mnt essential oil
10 ng Mannitol 320 ng Povidone 20 ng Silicium

di oxi de 5 m% Magnesi um stearate 5 ng Exanple VII -

Chewi(h9”@fral FRiHhizZi600idly chewi ng gum contains: Vit 20 mg
CommHE SHHEBHRTI | ¢ ext ract (0% in mrtocupul one) oM
ngy %Xﬁﬁfi[c{lhi za extract 320 mg
Povidone 20 mg
Silicium dioxide 5 mg
Magnesium stearate 5 mg

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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(10% of glycyrrhizic acid) 20 ng Mnt essential oi

10 ng Gum base 1598 ng Xylitol 250 ng Aspartane 2
ng Magnesium stearate 15 ng Talc 15 ng CLAIMS 9 1.
Conposi tions containing procyani di ns and
floroglucinols for the treatnent of the affections of
the oral cavity and upper respiratory tract. 5 2.

CCoI itions as claimed inglaiml, containing: a) |

_Lézggg nmg of procyanidins, and b) 1 to 200 ng of
floroglucinols. 3. Conpositions as claimed in claim1l
or claim2, wherein the procyanidins are derived from

1'2x:/ir aokﬁp%%iﬂbﬁg%%gﬁﬁgflﬂl fji ﬁog?%ﬁggm lidd Sh@?@?}h@ino@ for the

nts containihg them
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erern orogluci nols are derived from Hyperi cum
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Conpositions as clainmed in claim4, wherein the

f1 orgah ygiruol ﬁélﬂffepro@aﬂi@ﬁﬂls\{%ﬂdf rom Hypericum
per f oratum or rtus conmuni s extracts, or from

Humy)us tbYoe Mg §ff Aetdgdasinety.i ched in a and (3 acids.

6. Conpositions as clainmed in claimb5, wherein the (3
3.28:% d(s)?ﬁ“??g“}{)@ fafsomllailﬂmrhl irs tlapul Us eontkims 20 wherein the

gl uci nol s expressed as

procyanidins are derived from a Vitis vinifera extract or a Camellia sinensis
extract or from other edible plants containing them.
4. Compositions as claimed in claim 1 or claim 2, wherein the
floroglucinols are derived from Hypericum spp., Mirtus spp. or Humulus
lupulus extracts.
5. Compositions as claimed in claim 4, wherein the floroglucinols are
derived from Hypericum perforatum or Mirtus communis extracts, ‘or from
Humulus lupulus fractions enriched in a and B acids.
6. Compositions as claimed in claim 5, wherein the  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.
7. Compositions as claimed in claim 6, wherein the B acids fraction
prepared from Humulus lupulus contains 60% of floroglucinols expressed as
colupulone and the o acids fraction contains 60% of humulone.
8. Compositions as claimed in claim 1 or claim 2, wherein the Hypericum
spp. extract is a Hypericum perforatum extract with floroglucinols content
ranging from 20 to 80%.
9. Compositions as claimed in claim 8, wherein the floroglucinols content

of the Hypericum perforatum extract is 60%.

10. Compositions as claimed in claim 5, wherein the Mirtus communis
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col upul one and the a acids fraction contains 20 to 80%
of humul one. 20 7. Conpositions as clained in claimb6,
wherein the (3 acids fraction prepared from Humul us
| upul us contai ns 60% of floroglucinols expressed as
col upul one and the a acids fraction contains 60% of
hurmul one. 8. Conpositions as clained in claim1l or
claim 2, wherein the Hyperijgum spp. extract is a
Hyperi cum perforatum extract with floroglucinols
content 25 ing from2Q t 9 : {4
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cO i extract is prepared fromthe | eaves by
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eﬂgfhcff hak B ke BirfodutSolME lofS 59eMIUNi s extract has

content 1n mrtocunol one of 35% 12. Conpositions as

12! 8l EBApbBitRAY ANel@helinm BARCRE 6 the giresedihgrelaims, further

contalnPng essential oils. 13. Conpositions as clained
c(grﬁami@é RyskatiaMigeei n the essential oil is mnt oil.

10 14. Use of a conbination of procyanidins and = .
13.] oroginpesinohs af oraitke in olamak 2 tvlemeiof the efsanitighrdris mint oil.
for the treatnment of the affections of the oral .
14¢aviUye aofl aippenbinasipir af opsocyeaidins and floroglucinols for the

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

cavity and upper respiratory tract.



