COVPCSI TI ONS COVPRI SI NG EXTRACTS FROM SANGUI NARI A OR
MACLEAYA The present invention relates to novel
WEmIposi7id ons cont ai ni ng ant hocyanosi des and/ arCT/EP2005/013047
procyani dins in conbination with bactericidal
I soqui noline al kal oi ds and optionally with a
i pophilic extract of Zanthoxyl um bungeanum and/ or
Echi nacea angustifolia. TECHNOLOG CAL BACKGROUND
Thr c@atpos ethioss ScCapd 1$ WG| BXTRALT S IFROM {SANGUINARTA IR YACLEAYA
pl aques are a frequent aspect of conmon influenza,
cold and other cold di seases. Common cold and
i nfluenza, which affect on the average up to three
tinmes a year both children and adults, are related to _ |
m | @Thei rdesemf eiovientisncaakades bio r hovelvi ¢easpesidngns containing
coronavivus (10% and to a | ess extent adenovirus and |
anffercaianbbidenz and/ousprogyanidigh no eeehimationr egithehastericidal
for these pathol ogi es exist, antihistanm nes and
isaipdnalas tadkaloidy and optional B avijk &f lipopkidict rrasd fndanthoxylum
reduction alleviates pain and shortens the duration of
bupgeanivgers¥on Hedinadeaqangustigehiet i on. Sai d conditions
can sonetinmes involve conﬁl ications due to secondary

bac{TECHNOI:QEloAL, BAL PUNRuses are often
obstructed by the congestion, of nmucoys nenbrangs
meﬂéirﬁaba@ﬁeg@nia@dgém%mé%ml%swﬁ g?rémﬂﬂ%lﬂ 9% plagues arc a
frqqhisat RERFC o) SoMERDREn BRoTiAE SOWERH ERer ol dgssafes. Common
cohd e bRk SRR Eh BRTRRShLL 215 SENLE M09 e both
B IR T R AT A—
(40%), coronavirus (10%) and to a less extent adenovirus and parainfluenza
virus. Although no specific treatments for these pathologies exist,
antihistamines and decongestants are considered useful, as the oedema
reduction alleviates pain and shortens the duration of the disease underlying
inflammation. Said conditions can sometimes involve complications due to
secondary bacterial infections, as nasal sinuses are 6ften obstructed by the
congestion of mucous membranes wherein pathogenic germs can easily
proliferate. In this event, it is necessary to undergo antibiotic treatment.
DISCLOSURE OF THE INVENTION
The present invention relates to novel compositions containing
a. Anthocyanosides, and/or
b. Procyanidins,
c. Isoquinoline alkaloids extracted from Sanguinaria canadensis,
Macleaya cordata or Macleaya microcarpa, |

and optionally

d. a lipophilic extract of Zanthoxylum bungeanum and/or of Echinacea
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and optionally d. a lipophilic extract of Zanthoxylum

bungeanum and/ or of Echi naceaangustifolia. According
WO 2006h637pF esent i nvention, "anthocyanosi des" CPIPEPBES013047

bot h ant hocyanosi des per se and their aglycones.

(ant hocyani di ns). Ant hocyanosi des preferably derive

fromextracts of Vacciniumnyrtillus. The extract of

bi | berdngifsvigeliani um nyrtillus) is known to have

mar ked, particularly topical, anti-inflammatory

act Adicbydinghankse presehs imodrtom, dfantlpdanasides” comprises both

perneability and fragility. The preparation of
antniclyanysides ipde se amidathaimaglpc e (aptkeodyamedms).s known.

Mor eover, both bil berry ant hocyanosi des and

pr odyahooytimsidesy epledetadly osleatviec from oexthicth of Vaccinium

prevents bacterial and fungal adhesion, for exanple at
myrhiduderte expactdgnbdbeayd( Hucsugmenpridies) ey drown to have

According to the present invention, procyanindins, ,
marked gpaiioplaidy itopicht, amtivinflammiatdfyeactiaky, rthenks to its action on

obtai ned as described in GB 1541469 or from Canellia
capilliays perragabidicy sandisfragidisy oSkt ipreparay@ugd3 angrocyanosides-

other plants containing them preferably edible _
copteantng  ThEbersyt eetragts anihodknaivei dddoregngror both  bilberry

procyanosi des- containing extracts can range from %10
anthpa@nagidss rangnprocyssmding bav aibagtareostatc meaiganyhich prevents

i nvention, "isoquinoline_alkaloids" nmean jsoquinoline
bagteial opad fingahpdhesiamctar expmpde i afi the deatel cparadeytal and

sangui nari nes_and cheleritrines, preferably obtainable
MYGQRH METRIARE d&fdsi ¢ extracts of Sanguinaria

canadensi.s, Macl eaya cordata or Macl eaya m croc . .
TheshGeaTing: dadepBERSE i AKERHPr BERSYAPRREING: PLF LofOdY, derive

el PN St PTan S BAEh LB F1460 or from
Carn%éc’ﬁziar a}vtir?errysis extracts, as disclosed in EP 0814823, or other plants
containing them, preferably edible plants.

The content in anthocyanosides- and/or procyanosides- containing
extracts can range from 20 to 80 mg per unit dose.

According to the present invention, “isoquinoline alkaloids” mean
isoquinoline alkaloids having antibacterial activity, particularly sanguinarines
and cheleritrines, preferably obtainable from water-alcoholic extracts of
Sanguinaria canadensis, Macleaya cordata or Macleaya microcarpa. They have
broad-spectrum antimicrobial activity. 0.2% Water-alcoholic solutions have
shown therapeutic activity in a number of conditions of the upper respiratory
tract, acting on pathogenic gram-positive and gram-negative bacteria, mycetes,
fungi and protozoa. The extracts containing these alkaloids have shown strong
anti-inflammatory topical activity. The extracts containing the isoquinoline
alkaloids are typically present in amounts from 2 to 20 mg per unit dose.

Preferably, the compositions of the invention also comprise lipophilic



10

15

20

25

tract, acting on pathogenic gram positive and
gram negati ve bacteria, nycetes, fungi and protozoa.
wdbmeesdTi@ct s cont ai ni ng these al kal oi ds have B&DWRP2005/013047
strong anti-inflammatory topjcal activity. The
extracts containing the isoquinoline al kaloids are
typically present in anmounts from2 to 20 ng per unit )
exttas®s.offwitboaplyn buhgeawnpasid{ droliehiscenangnydfalioanriched in
al so conprise |ipophilicextracts of Zanthoxylum
isdhmigleandas afaid Extiantsc bavengastli amplgasientappeldactivity through
i sobutyl am des. Said extracts have useful anal gesic
inhibptiemlofaneivens coniduetigh. Eaghong eh setd satrastsscan be added to
conduction. Each one of said extracts can be added to
the wempesplaens Poribe onvendon ineHMPBRLs] FRngypg Temr 84 #y0.05 mg
from0.02 to 0.05 ng per unit dose. Therefore,
Peé@ﬁﬁﬂﬂﬁﬁg to a preferred aspect, the conpositions of
the invention wil] contain, jn addition to conponents
1 addessioge, apeorslingdiocat BerfaHsdeaspacto thyy compositions of the
. i sobutyl.am de-enr.iched .Iipophilic extract

m%?giqugiﬂ]lgiﬁr?gﬂbsan lﬁﬁlg{tgr:@ﬁﬂf’ﬁ?&téalbéﬂé/?{{t?i%}dq é:in.dicated
abguE oridi higah (SPEP DA ENTeRed EHRPRBHIS HARCPT A ey lum
biligBBLT FSHL T B Tl CREAF @ P ylum bungeanum
exfiach A R BPasPl gt cabQrofige 1o o PaBES Tor pEEE Ehinacea
exfiah Fal Do PreriEcd fr oo g SoEPLY 468 256, Fh Yodositions of
th§ DA ERlibh 2, Phnatle & HFOV e iRY TPraRiCPE fulent plaques
infeR0eh otioh vaigus RAREReS et OF SR TREP Ay B0 uftls Miiging, the use of
anfip TR P it At 88 b Y p RIS CHR LR HERASN, Py At Bcular, he

cogg%@éi{isa%f@,@tigggﬁﬁgn t rgvgpgﬁb&&?w%sg@égfs@ﬁt 8tt80%mainly on

cyani n activi

thb SR BRI R A 1R QbAS FARhBRAEFORKE RAcH&itiBhs T tAENAvention

are capable of exerting favourable actions, cleaning the oral cavity and
removing dental plaque, thanks to the bacterial adhesiveness-reducing effect,
as already mentioned, of both bilberry extracts and procyanindins, énd to the
high activity of isoquinoline alkaloids on anaerobic bacterial strains.

The pharmaceutical compositions will preferably be formulated as
tablets for the slow dissolution in the oral cavity or as chewable forms,
particularly gums, which provide the slow release of the active principles.
These compositions are used in both prophylactic and curative treatments, as
well as for the hygiene of the oral cavity.

Therefore, the present invention also relates to the use of

a. Anthocyanosides, and/or

b. Procyanidins,
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The pharmaceutical conpositions will preferably be

formul ated as tablets for the slow dissolution in the
woe@bk/0cHave ty or as chewabl e fornms, particul arl BCOBEPBPS/013047

whi ch provide the slow rel ease of the active

principles. These conpositicdhs are used in both

prophylactic and curative treatnents, as well as for

t hec hyigh@migodinet hakdloads ceirigted THievraf Faaguiheripr eaentlensis,

invention also relates to the use of a .

Ant hogyapksiydesrdantbpMdrlebyomiarddirpa, C.

I soqui nol i ne al kal oi ds extracted from Sangui nari a

canadensi @ptidwa:l?eaya cordata or Macl eaya m crocar pa,

and optionally Zant hoxyl um bungeanum and/ or _ .

Echidn&mahangust ifolgeanuimpapbidri Eckitacaat angustifohia lipophilic

preparation of conpositions for the prevention and the

treakiwracd, of bacterial infections of the oral cavity

and for the hygiene of the oral cavity. According to a

pr efar thedbreppextion dfieonpupdsirs forghefpreventperegadithe treatment

invention will also contain essential oils. Said ,
of baotesil tihfisiosis| df the qrkpavity and dor dhabygiengedf thengah cavity.

conventional methods, such as those described in

" Redicegtdimgs tPhar prefeuteidc aspeetndibsolkompasitiomu el Jhe ngresent

Co., N Y., USA together with suitable excipients. The
infeiti @il dsaephidn iessetal ks t he i nvention in detail.

EXAMPLE | - 1000 ng chewabl e tablets contajning: 1. :

Vac Said comppsitions vellabe prapared asqording tpowgl-known conventional
Sangui nari a canadensi s alcoholic extract 2 ny

: [13 3 3' ’
method$hosughuan Biasgedasgrbed in adtamington s Riprmagoutics] Handbook”,
Mack Publishing Co., N.Y., USA, together with suitable excipients.

The following examples illustrate the invention in detail.

EXAMPLE I - 1000 mg chewable tablets containing:

1. Vaccinium myrtillus alcoholic extract.................ooon 40 mg
2. Sanguinaria canadensis alcoholic extract...............ccooe e 21mg
3. Zanthoxylum bungeanum extracted purified.................. ... 0.025 mg
4. SOy leCithin......ouiiini i 30 mg
5. Anhydrous citric acid..........ooiiii Smg
6. L-CYStIME. oeeeeitniiiiee ettt e 5mg
7. | DR Te1 0 - OO PP PR UTOTPIPRPPPPPPP P 200 mg
8. JY T 0005 110) DU PP 552.475 mg
9. MethyleelTULOSE. . covveieciiiiiiiii i 40 mg
10.  Glycerol palmitostearate............ooovviiiiiniiiiieiniiii 50 mg
11, Berry flavour.....ccoooiiiiiiiiiiin e e 40 mg
12.  potassium acesulfame...............cooviiiii 0.5 mg
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4. Soy lecithin 30 ng 5. Anhydrous citric acid 5 ng 6.

L-Cysteine 5ng 7. Lactose 200 ng 8. Mannitol 552.475
worgos/ocivied hyl cel | ul ose 40 ng 10. G ycerol pal nP¢CDEP®EF/013047

ate 50 ng 11. Berry flavour 40 ng 12. potassium

acesul fame 0.5 ng 13. Talc 10 ng 14. Sodi um

bi c MPLE | |, 1 hewahl e
¢ abR SAVBRETR R0 HiE chevebls, PTds HafBHRY ¢
extract 80 ng 2. Sangui naria canadensis al coholic
1. ext Vags vidifdga Ilcobabichaxideum. bungeanum ext.racted............80 mg

purified 0.025 ng 4. Soy lecithin 30 ng 5. Anhydrous
2.Ci t Suggmieiadiong adehsiOptodohie eXtragt.7.....Lact.ose . 200..ng. 8. 2 mg

2 0 oS el AR GRRIAE2E, 40,0 10, rsmg
4.my $3y lPgtleissi.um.acesul f.ane..0.5..ng.13...Tal.c..10 ng........30 mg
5. Anhydrous citric acid.............cocoi 5mg
6 L-CySteINe...ceiiiiiiiiiieieees it e e e 5mg
7. | Do o 11T U 200 mg
8 Mannitol. ..o ... 512.475 mg
9 Methylcellulose. ... 40 mg
10.  Glycerol palmitostearate.............oooiiiiiiiii i 50 mg
11, Berry flaVOuUrS. ...ttt e e 40 mg
12.  Potassium acesulfame..............coooiiiiiiiiiiiiiiii 0.5mg
13, TalC. e 10 mg
14.  Sodium bicarbonate..............oooiiiiii 25 mg

EXAMPLE III - 1000 mg chewhble tablets containing

1. Vaccinium myrtillus alcoholic extract...................ocvee .40 mg
2. Sanguinaria canadensis alcoholic extract..................... ... 2Ig
3. Echinacea angustifolia lipophylic extract..................... ..o, NG
4. Soy lecithin.......oooiii i 30 mg
S. Anhydrous Citric acid........c.ooooiiiiiiiiiiiii i s 5 mg
6. | O 017§ - T OO PP 5mg
7. LaCtOSE. ettt e 200 mg
8. Mannitol.... ... 547.5 mg
9. Methylcellulose. ... 40 mg
10.  Glyceryl palmitostearate...............oooviiiiiiiii i 50 mg
11, Berry flavours......cooooiiiiiiiiiiii i e 40 mg
12.  Potassium acesulfame................coiiiiiiiii i 0.5mg
13, TalC. 10 mg
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14. Sodi um bi carbonate 25 ng EXAMPLE 111 - 1000 ng

chewabl e tablets containing 1. Vacciniumnyrtillus
w@bmehad7i€c extract 40 ng 2. Sangui nari a canadePSI/EP2005/013047

al coholic extract ng 3. Echigacea angustifolia

|'i pophylic extract ng 4. Soy lecithin 30 ng 5.

Anh It yd, C id 5 6. .L-Cystejne 7.
Lacﬁ%@étn{y&ﬁ@&nﬁgt% t%%?%%ﬁwgl.bpq\&%r]\g‘gcel | ul ose
40 ng 10. dyceryl palmtostearate 50 ng 11. Berry

1.f | avons sirdferaaldoholicad-assi um acesul fane..0.5..ng 13.......80 mg

Talc 10 ng 14. Sodi um bi carbonate 25 ngEXAMPLE |V -
2. 1008anguinanicasé aviadgneh edediiodict atitast s. .1... Vi.t.i s..vi ni.f.era 2 mg

I L .~ 80 1S ' ' d '
> 1Ol AR, (PofBpAR L3 coradenels. . smg

4.1 1 pSphyktichiaxt r.act.. 5..mg..4...Soy..l ecit hin..30..ng..5...........30 mg
5. PR (S B v or So7s hg 2 5 mg
6. LeCyStRINE. oottt ettt e e 5mg
7. Lactose L 200 mg
8. Mannitol. ....o.oooni i 507.5 mg
9. Methylcellulose. ..o 40 mg
10.  Glycerol palmitostearate............c.oovviiiiiiiiii i 50 mg
11, Berry flavours.....ooreis it i e 40 mg
12.  Potassium acesulfame.................oooiiiiiin i 0.5 mg
13, Al veeerenn.. 10 mg

14.  Sodiumbicarbonate.............cocoiiiiiii 25 mg
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9. Methylcellulose 40 ng 10. dycerol palmtostearate

50 ng 11. Berry flavours 40 ng 12. Potassium
wa@ewsné7aare 0.5 ng 13. Talc 10 ng 14. Sodi um PCT/EP2005/013047

bi carbonate 25 ngCLAI M5 1. Conpositions containing: a

Ant hocyanosi des, and/or b. Procyanidins, c .

soqui.nol i ne al kal oi ds extracted from Sangui nari a
o sis, Macl eaya cordata or Macl eaya mi crocarpa,

and optionally d. a Zant hoxyl um bungeanum and/ or

Echi nacea angustifolia |ipophilic extract. 2.

sitio almed in claim1 wherein the

l’anm%vgﬂégioﬁscoﬂﬁl%Qgract ed from Vacci ni um

myrtjl 0Si ti ans as claimed in claim1 or 2

in Vi éﬁpﬂ‘éyaﬁ'ro& af‘maﬂﬂ Hs are extracted fromVitis

vi ni;f e npositions as clained in any one of
cl algrrsi)?o%)ﬂanégbﬁ whi ch the isoquinoline alkaloids are

Compos e bBTHREC MG B A F oRigi | S Bfipete comadensis,

furthep um bungeanum and/ or
Echi na%‘gcqgagus{)ﬂ?a ajPIt gpeﬂﬁfl |THETRLE T bt . 6.
Co”posbﬁéi%%%o"ﬁ%l Sll ai msd in any one of the above
conmpositions in

d. a Zanthoxylum bungeanum and/or Echinacea angustifolia lipophilic

C

extract.
2. Compositions as claimed in claim 1 wherein the anthocyanosides are
extracted from Vaccinium myrtillus.
3. Compositions as claimed in claim 1 or 2 in which the procyanindins are
extracted from Vitis vinifera.
4. Compositions as claimed in any one of claims 1 to 3 in which the
isoquinoline alkaloids are selected from sanguinarines and cheleritrines.
5. Compositions as claimed in any one of the above claims further
containing a Zanthoxylum bungeanum and/or Echinacea angustifolia
lipophilic extract.
6.  Compositions as claimed in any one of the above compositions in the
form of tablets or chewing gums.
7. The use of:
a. Anthocyanosides, and/or
b. Procyanidins,
c. Isoquinoline alkaloids extracted from Sanguinaria canadensis,
Macleaya cordata or Macleaya microcarpa,
and optionally

d. a Zanthoxylum bungeanum and/or Echinacea angustifolia 1ipophi1ic



formof tablets or chewing guns. 7. The use of: a .
Ant hocyanosi des, and/or b. Procyanidins, c .

w0 sw6u6ex1od | ne al kal oi ds extracted from Sangui NECT/BEP2005/013047
canadensi s, Macl eaya cordata por Mcl eaya m crocar pa,
and optionally d . a Zant hox;ﬁ)um bungeanum and/ or
Echi nacea angustifolia |Iipophilicextract, for the
pr epar &itiagt,of conpositions for the prevention and the
treatment of bacterial infections of the oral cavity.
8. T thedreparasion ghedopysitiosisdos thapdéwmtinn and the treatment
Procyani dins, c . |soquinoline al kal oids extracted

off basfetahguiestions of she@ealssayityvacl eaya cordata or
Macl eaya m crocarpa, and optionally d. a Zant hoxyl um

8.bungEB@USe Md/ or Echi nacea angustifolia Iipophilic
extract, for the preparation of conpositions for the

3 hy gi nd\hockanesides, aad ety .

b. Procyanidins,
c. Isoquinoline alkaloids extracted from Sanguinaria canadensis,
Macleaya cordata or Macleaya microcarpa,
and optionally
10 d. a Zanthoxylum bungeanum and/or Echinacea angustifolia lipophilic

extract,

for the preparation of compositions for the hygiene of the oral cavity.



