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COVPCSI TI O\ISAW@MINHMTNEM OF AFFECTI ONS OF THE
ORAL CAVITY Pl RATORY TRACT The present

i nvention rel at estidseé*conposi ti ons cont ai ni ng

ant hocyanosi des and/ or procyanidins in conbination
WP2ASPHEbgl uci nol s for the treatment of thBCT/EP2004/012472

affections of the oral cavity and upper respiratory
tract. TECHNOLOG CAL BACKGROUND 5 Throat redness and

COMROSITIONSWOR THREIREA TV ENBQEAFFECTIONS OF THE

acconpany common influenza, coryza and other co

DR A%cE4 VIFHAND ASPRE RRESPIRAIBORY TRACT on t he

average affect up to three tines a year both children

and adults, are related to mld viral infections

caused by rhinovirus (40%, coronavirus (10% and, to

a | esShext BigsentaddA¥GREQR aiedatar atonf | ¢smpesitions  containing

Vi FUSES. t hough no specj.fi¢ treatnents exist for .

ERLOEYisidss odler Progylaniling dmdeambinakon eth Jlasoahcinols for
' |, t he ;ede rreduction,

B CARRRESE Bt MEEHons,eldng e EEHT and EPPRGtFPatasy tract.

shor P CHNSEOBICA R AR RFORDON The pr esent

invention relates to conmpositions containing: 15 a)

ant hoLRAPFediRss A HlandhalRbRC YA %ﬂfatidg{‘g{ Hgaques, usually

floroglucinols, useful for the treatnent
ad¢domppanynsoraiohhiafiaenta, GayyiayaethepROld disRafis’ TodMon cold
tract. 20 According to the present invention, the
aethpoBienzanswhisht an rthé dver®0 affiect ap wntinee yames i d1§sar both
and/or 1 to 200 ng of procyanidins, and 1 to 200 ny
ehildren rang| adulsolase releteask Wi mald: virahinfpetésrencauseddnt rlinpvirus
p hocyanosi des" includes both real_ anthocyanosides
%@%M@%MZWSO@H%) bt aglgsy esteat, ademevirus 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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25 ant hocyanosi des preferably are derived from
Vacciniuin nyrtillus extracts. ~I LI 1L0EEE Freer il
Free et 1t~ ~ *coooo2* WO 2005/ 053719
PCT[ EP2004/ 012472 2 The extract of bilberry

&t‘/)?cci niumnyrtillus), as described in literature, has
REPS¥A i inflammatory activity, in parti cREEHEP2004/012472
topically, due to its action o capillary

pernmeability and fragility. The preparation of

biliebestract enft bitleersy (Foevimiumi myrtiliud)o @y aleseiibed in ditkraows, has
to those skilled in the art. Bilberry 5 o
ke yaHydiarematory astisityain pamtisulardopiceHys dué dstitstdation on
actipn whi ch pr.event bacterjal and fungal adhesion,
aptllzy preneabiliik and fragiligh o The, Besparation efbilbemy orracts

B e LB e o
oDl 4P 4 oA AE S SRLABAE WS ovacn qvens
Blasetiap %ﬂdifﬁngegl zéhh%%i%nS%g’f eﬁmélﬁgirgtﬁf:%htal pin‘ainé]%ﬁcslental level

preferably ed cont ai ni'ng ["orogluc

axéion miéARMMBAGEA{dsOSt ati c action on a great nunber
of bacteria and fungi strains. The m ni mum i nhibitory

conceAbcadding to dhelpesent inventod,| 186 qberdni@ing AR SHefdiibly be
bacteria, gram anaerobic bacteria and strains 15 of

Garisied &rom Bikaniifeangrtrictonotiiafmet @sAligrloted HCGBr H548,469, or
to the present invention, floroglucinols can be
deym gl fig winasire exteants, sispdisensechint EP @r8dfe$2lor from other

[ f f Mrt . t ts,
BIEN G LB (LU ORI DB r om Humil Us. Spp.

e L A P o £ e o
‘i - aci | ul.us _ .
Feesion by e MBSO HisHL s o
SHRE EFGHRE RIS P BIAME babidfia, EFARS hg%rﬁgir(r:ﬁ?%ﬁgﬁé and strains

contains 20 to 80% preferably 60%
A€ Camdidugalbicdri e aige ot 0. 5R¥@Nig/ail, anmong the

Hypericum sp. extracts,

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, enriciled in o and B acids. According to the
invention, the fraction of B-acids iprepared 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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particularly preferred is a Hypericum perforatum

extract with a 25 floroglucinols
(adhyperforin/hyperforin) content ranging from20 to

80% preferably 60% According to the present

invention, the Mrtus communis extract is prepared
VOFMYBE1P eaves, by extraction yith carbon dPEKEBW04012472
under conditions WO 2005/ 053719 PCTI EP2004/ 012472 3

of pressure ranging from235 to 260 bars and

tod mne&sarmrmim&%@iWQﬁ te @60 Gatsoand @@ paraeies molging!fiém 40 to
The resulting extract usually has a m rtocunol one
SOrEemreisradgods “theThe rpadiing oixdrast usmally rhasne i mirtenuenolone
capabl e .of preventing the 5 formation of purul ent
ﬁPEEfﬁ‘éQfgé/‘gvi ng from various saprophytic infections

ant i bagei EameGRYieY; ot BF o§VEREb D Fadie of yeventing the
BRERIERE hRUOR A lertVHAE SERNAHChS BBt Tafespigns of

fe rc?rgfirc‘ﬁitﬁlf‘%hgéjra@%id?ﬂ% Ofhe! & of Stics:Owhile reducing  the

Furthernore;’ the conposttions of the invenrtion exer
pRy@esalifethRCidfedtio® Nt Pertiduban|theesompdsitib®s Fathe invention
cavity and the renoval of the dental plaque, thanks
pootdie tefdxect ar sdicegisge kdfdce mainlyadbeipgdaiiedtfe, dafation of the
al ready nentioned, exerted by bilberry extract and
gisgegani di ns, and to the high activity of

fl orogluci nols on anaerobic bacterial strains. 15 The

phar nkBeheinaene, dmperapesitinns of the veptioneaxeny favourable action
presented i.n the, formof tablets for the s

<1 SIERBHRSSY OhiicoPal el 13nco e KempYe) ghifhe depiekiplaque,

PR 8, S PR REALER Byl SeRPUbReR, o RS mensionea,
hact; L] cas f i .

tesﬁg@%arf i i ebye @ggmt §n@§}r§€y;{né&‘igsf gglgt e Y Gigh faecg%y of

cavity. 20 Accor her “prett
R6Eluciddle ofl ARRGDbIJ BftPerdd] stiathsPr €sent i nvention
Wi Il further contain essential oils, in particular

m nt ®hé.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 hygiené
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
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According to a further preferred aspect, the
conpositions of the present invention will further
contain a dycyrrhiza extract, preferably having a
content in glycyrrhizic acid of 10% 25 The present
wiopeesnissma, therefore, relates to conpositi onspdEPINGE012472
treatnment of the affections of 4he oral cavity and

upper respiratory tract, containing the comnbinations

e
éﬁﬁg&gﬁ%’i Heatibdok®, Weadk EﬂBl’i@hlhﬁ GBarWelUSAa|together with

ni que, as those descri Rem ng

se?ﬁ@ﬁl@%@&;ﬁlbﬁ@l coiandapplised Ybdle bl i shi ng “Co., NY.

USA, together with <suitable excipients cormonl y used

i n titeeaptesehtenpessentalseieidteontoakis® usel afes ¢ombination of
use of a conbination of 5 anthocyanosi des, and/or

apthocyanosides, aredidr fprocyanldias nehd ﬂo‘rogludmoksr épatla pogparation
of a nmedicanent for the treatnment of the affections of

of ke mrditarpant for shel traaprent oésthier affeetjons attheToral cavity and
exanpl es reported hereinbelow further illustrate the

upperrgspigatoryixagtpl e | - Tablets 10 Each 500 ny tabl et
contai ns: Vaccinium ngrtl | lus extract, (25%in

ant ha?byaﬁaﬁam &3 rgrisg heugbelew tupden sl wfqiaéhe {TESRtiOR.
fl orggl uci Gl(j! Z %E ng 15 Soy lecithin (30%
phos i 30 ng dycyrrhiza extract (10%

of ghé[%rérglal zi Ctﬁglcet c%ntzaun”g Mnt essential oil 10 ng

Sacc
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
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20 Mal todextrin 150 ng Acacia gum 15 ng Magnesium
stearate 5 ngy Exanple Il - Tablets Each 500 ng tabl et
contains: 25 Vitis vinifera extract (95%in

procyani dins) 80 ng Hurul us |upulus extract (60%in

v ososgsares nol s) 10 ng Soy lecithin (30% PCT/EP2004/012472

phosphati dyl choline) 30 ng WO 20305/ 053719
PCT/ EP2004/ 012472 5 dycyrrhiza extract (10% of

al ycy h| 7] O ng Mnt essential oil 10 ng
Manni &fcyér Zg%kg)a ovidone 20 ng Siliciumdioxide 5

[ my Exanple Il - Tablets
Eachh@gyaf%f%(%lﬁrg?&con 15 ns 10 Vitis vinifera extr ac? mg
(95% \AnPEQCHARI 8i1NS) 80 mg Mrtus comunis 10
i pop ]ﬁﬁn. c extract (35%in mrtocupulone) 10 ny me

G ycyrahin#@d] ext ract (10% of glycyrrhizic acid) 20 ngg mg
5 Mnt essential oil 10 ng Maltodextrin 332 ny

Sodi uppgideabarin 3 ng 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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Arabic gum 30 ng Talc 10 ng 20 Magnesium stearate 5
ng Exanple IV - Tablets Each 500 ng tabl et contains:
Vacci nium nyrtillus extract (25% i n anthocyani di ns) 60
ng 25 Mrtus comrunis |ipophilic extract (35%in

m rtocupul one) 10 ng Soy lecithin (30%

WR3L5MEIHyY| chol i ne) 30 ng 4 ycyrrhiza ext r BET/ERRHP4/012472

2005/ 053719 PCT/ EP2004/ 012472 66 (10% of gl ycyrrhizic
acid) 20 ny Mnt essential oil 10 ng Saccharose 330

gy (16%R6RslybyaHIRi@Acidy S Siliciumdioxide 5 n 20 mg
Magnesi um stearate 5 ng Exanple V - Tablets Each 500

ng t aWitessemiahiofls: Canellia sinensis extract 10 ( 10%ng
in procyani dole oligoners) 80 ng Hunulus | upul us

ext r acch®0%6in florogl ucinols) 10 my Soy | ecithi B30 mg
(30% phosphati dyl choline) 30 ng dycyrrhiza extract

15 ( Toegadangh guiy rhi zi ¢ aci d) 20 ny 20 mg
Silicium dioxide 5 mg
Magnesium stearate 5mg

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 essent‘ial oil 10 mg
Mannitol 320 mg
Povidone 20 mg
Silicium dioxide 5mg
Magnesium stearate . 5mg

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
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Mnt essential oil 10 ng Mnnitol 320 ng Povi done 20
mg Siliciumdioxide 5 ng 20 Magnesi um stearate 5 ng
Exanple VI - Tablets Each 500 ng tabl et contains:

Canel lia sinensis extract (70%in procyani dol e

ol izgorrersg 80 nmg 25 Hypericum perforatum extract 560%
VR 2PEPY4T uci nol's) 10 ng  Soy |ecithin (30% PCI/EP2004/012472
phosphati dyl choline) 30 ng @ Ycyrrhiza extract WO

2005/ 053719 PCT/ EP2004/ 012472 7 (10% of gl ycyrrhizic

aci d)(18% ofglyMmhizéssed)ial oil 10 nmyg Mannitol 32020gng
Povidone 20 ng 5 Siliciumdioxide 5 ng Magnesium

st earMimng eSsemgial Blanpl e VI|1 - Chewi ng Gum Each 2000 rf mg
chewi ng gumcontains: Vitis vinifera extract (95%in

pr ocyMangitels) 80 my 10 Mrtus communis |ipophilic 320 mg
extract ,%30%i n mrtocupul one) 10 ng A ycyrrhiza

ext r RQVIgAW4 of gl yeyrrhizic acid) 20 ny 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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Mnt essential oil 10 ng 15 Gum base 1598 ng Xylitol

250 ng Aspartame 2 ng Magnesium stearate 15 ng Tal cLLOYD WISE

15 mg 20 LLOYD WSE 8 CLAIMS 1. Conpositions
cont ai ni ng: a) anthocyanosi des, procyani dins and
floroglucinols; or 5 b) anthocyanosi des and
floroglucinols, for the treatgrent of affections of the
oral cavity and upper respiratory tract. 2.

gg‘gﬁétions as claimed in claim1l1, containing: a) 1
ng of anthocyanosides, 1 to 200 ng of
procyanidins and 1 to 200 ng of floroglucinols; or 10

b) 1 to 200 ng of anthocyanosides and 1 to 200 ng of
1ror ositions as clained in claiml

lucinols. 3. Co

or cﬁgPﬂ¥§F“%ﬁb?§ﬁﬁ"Pﬂ * ant hocyanosi des are derived

O a5t B i SORBR 4 7%, 25

o T SRR A MBR, 5 % 5 b
o8 T AR T h, SRR Gy BT s
2 A R Rl e oo™ s

o ST IR BL 1 L KPPy nc 1

fromg 200 mg of floroglucinols; or

b) 1 to 200 mg of anthocyanosides and 1 to 200 mg of floroglucinols.

3. Compositions as claimed in claim 1 or claim 2, wherein the
anthocyanosides are derived from a Vaccinium myrtillus extract.
4. Compositions as claimed in claim 1 or claim 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 claim 1 or claim 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 B acids.
7. Compositions as claimed in claim 6, wherein the B acids fraction from
Humulus lupulus contains 20 to 80% of floroglucinols expressed as
colupulone and the a 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.
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Hurmul us | upul us fractions enriched in a and (3 acids.

7. Conpositions as clainmed in claim6, wherein the R LLOYD WISE

acids fraction from Hunulus |upulus contains 20 to
80% of fl oroglucinols expressed as col upul one and the
a acids fraction contains 20 to 80% of hunul one. 25 8.
Conpositions as clainmed in cl@im?7, wherein the 13
acids fraction pr epar ed from Hunmul us | upul us contai ns

60% f floroglucin ressed as . col ypul one and t he
a ac¢8§lplorsgb‘%PsoﬁS Sg‘ﬁ’i"gﬁn‘g‘g OﬁG]’ﬁJF’o eWherewpphgypericum
ositions.as clai,ned in claiml1 or_claimz?2

ST BEETL The BT i PRSP byt SEiTapt val%%%mgéwpols content
g AW B0HAEo 00 100 Cormosi i one as ol ai med in
l%pe{f‘?%m“ﬁiér?' st imedtngdats o GuBerei M Bapaieingl§ content
of e Tl pgo""rea%reaﬁ“w‘“ﬁié EQ%SSMb;t extract on i th

L2 BRI, HE aimEE AL SRS iy e ol MR apmunis
"mﬁ oS, prefates ARES e bﬁez&r%g”fq‘iavéﬂs%eﬁiﬂ%ovﬂe under

I
HBRE T PSR reping Bom 2R 15 NS s Bl et ranging
frgf}l 46p0m@stions as clainmed in claimi13, wherein the

essential oil is mint oil. 15 15. Use of a

1zontd 'ogﬁl s_ a§‘)0191b'1]1§ aﬂgﬁhd?f wHE AU AN+ Sommunis

floroglucino hocyan05|des and

cliggulanndpobpas e o o o
132nd CHRBOsitRIR A1 @IMnddd@Gh- the above claims, further containing
essential oils.
14, Compositions as claimed in claim 13, wherein the essential oil is mint oil.
15.  Use of a combination of:

a) anthocyanosides, procyanidins and floroglucinols; or

b) anthocyanosides and ﬂoroglucinols,

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

cavity and upper respiratory tract.



