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COVPOSI TI ONS FOR THE TREATMENT OF DI SORDERS OF THE

UPPER RESPI RATORY TRACT AND | NFLUENZA SYNDROVES
WESUNMAMRE0OF THE | NVENTI ON The present inventi oPCT/EP2DE803673

to conpositions based on benzophenant hri di ne

al kal oi ds, extract of H ppophae rhamoi des and extract

PEYITRORS, ROR SEHECTREATIMERT DISORDERS OF THE UPPER

RESPIRATORY TRACT ARD INFAYERZA SYNEROMES! and viral
= —and in the
treatnment of influenza. Prior art The preventive and
curative treatnent of influenza is an inportant

tar QSUMMSGFW‘HE |N\)§$poﬁffect s mllions of
peo : : year, with a huge | oss
of WPRKI ngrQQé‘r‘itS Ghdeoh OUselafi®! |tpat 'cﬁﬁé%‘%‘}i%ﬁs | Based on

debilitated patients, elderly people an

b&h b EManthidQify 8k Sidsakedtract o |HiBPaphEE BAMASHEE N extract
dangerous i n elderly patients because of its

of TBHih§8b4 CASqustBAS] WA¥h! posdens Antivadyertall TaitiifMand anti-

the respiratory disorders typical of old age. The sane

inmbﬁhhﬁfﬁrzr hé@aty Rnd hadtifsefln iMARE tredindenE of | RAMEHaPANd viral
aftermath of continual colds and rel apses. For many

infé&tichs Bf BEOppBLreASAFAtBA} trakt, Vidd APt flekefeh obthflutthza.
nost effective nmethod of dealing with viral diseases.
HowepPgbr arfn t he case of influenza, the efficacy of
thisTmeasure is |imted due the unusual antigen
nut aTh@ngref@ndioe Bydt Barainre areuifrRMf oNenflué®sd Ssaah important
variants of the virus. For this reason, chenotherapy

tadget, Gevmpeeii ilins soaffettsamiliohe of ipyuplarstl dVer g’ dorld every
standard today. Various products for the treatnent of

yeédar, wiehzaheye 4bss rcdngondnd maurs ihdkdribas anglications which, in
adamant anes i ntroduced in the 1960s

debilitated patients, elderly people and small children, can even be fatal.

Influenza is particularly dangerous in elderly patients because of its
complications, especially if they already suffer from the respiratory disorders
typical of old age. The same problem arises in infants, in whom influenza
leaves an aftermath of continual colds and relapses. For many years,
preventive vaccination was considered to be the most effective method of
dealing with viral diseases. However, in the case of influenza, the efficacy of
this measure is limited due the unusual antigen mutations caused by the
appearance of new, resistant variants of the virus.

For this reason, chemotherapy and chemoprevention of viral infections
are the gold standard today. Various products for the treatment of influenza
exist, ranging from the old-fashioned adamantanes introduced in the 1960s
to the recent neuraminidase inhibitors which, however, present low efficacy
and often problems of toxicity, and cause the development of viral resistance.

These substances have different impacts on strains A and B, so substances
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to the recent neuram nidase inhibitors which, however,

present |ow efficacy and often problens of toxicity,
wara#s8e t he devel opnent of viral resistancePCIVRR29/003673

substances have different inmpacts on strains A and B,

so substanceswhi ch attack bot®h strains are essenti al

willfoatiatc HaIF) St BReLRS 4 RAlcER iktybe; & dpfection is not

e of the throat, with formation of plaques,
kngpj %J#ﬁ%ﬁ synptorrs that acconpany common i nfluenza,
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m@érﬁ%’%hfoﬂ%ﬁe{fbp‘fb %Hﬁﬁ*ér{ ‘én‘drgaﬁl@nﬁ) {ooﬂgteléeﬁr%es a year on

sorders, ant m nes, decongestan
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ca.\JEEQtB ofh,hgs,,ggsqrodﬁr Qgswr%q\ﬁr%sgo ‘?nél portion by

ese ISOF ers 'sone I ve I cCa IOﬂS ue

adehoviISEind (??Sﬁﬁfb%rz)é Pﬁﬁé.eﬁ\'ltﬂbugﬂfﬁl“e 5985, S?%%che freatment

the outlets e nasal sinuses dre often o ruc

foPYhESDURSEidUIs Ofan"tlh?ﬁtg]f’lﬂﬁ% @%’&Bﬁg@@ﬁan‘f@ €A Jhﬁﬁ%‘?ﬁﬁ]atorles
olrfe

gerns can easily pr rate, causing fever an

aré%@hélagped)%é&aéul hddHuseC R8Guchithh | & Yedentd e@iéﬁé}%g‘ Pain and

require Itionto synptonatlc treatnents

shbPRn3RARLIERGH Qﬁtﬁ@ﬁi%d?eé’?ﬁﬁﬁérl?fr% @\%Si%ﬂaﬁﬂnatlon
el I mnating possible conplications, and are

I epreRet §dobYe@NsbRictiheEs m@dWé dd?ﬁbl"i’d’ﬁ’fﬁfrﬁ H8& @"the onset of
antipyretics. However, not all the preparations

se%BhHSW b)écﬁéf?dlhﬁ?&cﬁlo?\‘% tﬂ&a'iﬁ,'ékﬂie pafleReob #eE MAal sinuses are
children and pregnant wormen. Antibiotics, especially

ofﬂre'gll d; gi@%t&%h?géﬁggﬁghén RsideSmiebBB REMbraAEs Whére pathogenic
germs can easily proliferate, causing fever and localised pain. In this case,
antibiotic treatment is required in addition to symptomatic treatments.

The therapeutic aids used nowadays are based on eliminating possible
complications, and are represented by antibiotics, anti-inflammatories and
antipyretics. However, not. all the preparations currently available on the
market can be used by children and pregnant women. Antibiotics, especially
in infants, reduce the body's defences, leading to relapses. This means that
antiviral preparations which are fairly harmless to both adult patients
(including pregnant women) and children, and do not cause the development
of resistant viruses, is essential. The possibility of combining products which
are perfectly tolerated and act on all fronts of a disorder is therefore required

by the medical profession.

It has been reported in the literature that benzophenanthridine
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antiviral preparations which are fairly harmess to

both adult patients (including pregnant wonen) and
w@hiobdsasn7 and do not cause the devel opnent of PCT/EP2009/003673

resistant viruses, is essentigl. The possibility of

conbi ni ng products which are :gerfect ly tol erated and
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dose- dgpgadeniyne3k eBtect ﬁQFi BSEhOW onstrated in v{tro on the
| kal ol f

12-1i poxygénase. These a s performa powerfu

A" S AR MO B! 1 AURERTRRS: roren
models. /n vitro, sanguinarine markedly suppresses the inducement
of cell migration, sprouting and cell survival to a dose-dependent
extent;

- inhibition of 5- and 12-lipoxygenase.

These alkaloids perform a powerful synergistic action towards
inflammatory processes and in bacterial and fungal infections, whereas their
activity against viral infections is less marked. Hippophae rhamnoides extract

possesses antiviral and mildly antibacterial properties.

DESCRIPTION OF THE INVENTION

The present invention relates to compositions based on:

a) benzophenanthridine alkaloids;

b) extract of Hippophae rhamnoides;

c) lipophilic extract of Echinacea angustifolia

having antibacterial, antiviral and anti-inflammatory activity, which are

useful in the treatment of influenza and disorders of the upper respiratory
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activity against viral infections is |ess marked.

Hi ppophae rhammoi des extract possesses antiviral and
worzdodhiyesant i bacteri al properties. DESCRI PTI ON EFI/EP#009/003673

| NVENTI ON The present invention relates to

conpositions based on: a) beﬁlzophenant hri di ne

al kal oi ds; b) extract of H ppophae rhamoi des; c¢)
tract.nophi i c extract of Echi nacea angustifolia having

R 68! BT AR Bt acvy on
i TR ey S P rBREL OBl i 4 Bfoacrera
acfifih) JuiEh evabls ¥ng JgbrRUPRapt RALIEVAI: pERUES, Aoy infections of
g e BT EA PR BBB LT Htgea. The
S N e
ot aBte G h Pireblidns iy atistel VRETEPPER Mol cdffifragmmatory
aclibf rslaut 6 Boob e 1Ry LB AR B RaRAE oLy agicpmpany
Conﬁeghgqm& it the conpositions of the invention

possess an extrenely powerful antiviral, antibacteri al

andlta'%tasi rid?v%?t\:/n@?fsgﬁ@yaﬁgbw ?cy?%@rg%ttﬁlfg ggéggbggﬁio%fs of the

t he sum of corponen a

in\gegﬁﬁ)rr@tp%s%ﬁs§%ﬁ 8&{@%!@0\9%"@Pear{tRLir%l,.s%'?\%i i(czzgergal and anti-

I on necnani sm no reseeanle a priori, akes

EAERASE: SR AR 04 SOTRTRBIS R ot orius componerts
adhlIRistOBP LddHakM | $aitO¥rfich MMy BE 1 QYS to a synergic action
mechanism not foreseeable a priori, which takes place between the various
components of the combination in question.

According to the invention, the compositions will contain the various
components in the following intervals (by weight per unit dose):

a) benzophenanthridine alkaloids: from 1 to 5;

b) extract of Hippophae rhamnoides: from 10 to 100;

c) lipophilic extract of Echinacea angustifolia: from 0.2 to 2.

According to a particularly preferred aspect, the compositions in
question will contain the various components within the following intervals
(by weight per unit dose):

a) benzophenanthridine alkaloids: from 2 to 4;

b) extract of Hippophae rhamnoides: from 15 to 45;

c) lipophilic extract of Echinacea angustifolia: from 0.5 to 1.

According to a preferred aspect of the invention, the

benzophenanthridine alkaloids will be selected from sanguinarine,
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conponents in the following intervals (by weight per
unit dose): a) benzophenant hridine al kal oids: froml

W 2009/1448)7 ext ract of Hi ppophae rhammoi des: fr oPCT/BP1009/003673
100; c) lipophilic extract of. Echi nacea angustifoli a:
fromO0.2 to 2. According to 2 parti cul arly preferred
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partic Iarly effective Tor the purposes of this

:mg%%:lbgﬂn f‘rflcgoégﬁ‘%fgh%cf RPI&" bPhASPRGENAbN! the extract of
Hippophae rhamnoides will be present as extract of Hippophae rhamnoides
obtained by extraction from the aerial parts enriched with ellagic acid
derivatives. According to a particularly preferred aspect, the extract of
Hippophae rhamnoides will have an ellagitannin titre of 90%.

The extract of Hippophae rhamnoides is prepared by extraction from
the aerial parts with alcohols having one to three carbon atoms, variously‘
diluted with water, preferably with a 50% v/v mixture of ethanol/water, and
then concentrating the water/ethanol extract until complete elimination of the
organic solvent and adding to the resulting turbid suspension a quantity of
polyvinylpyrrolidone amounting to 2% of the weight of the biomass. The clear
solution obtained by filtration is absorbed on polystyrene resin, and the resin
is washed until the soluble substances have been completely eliminated. The
active ingredient that constitutes the extract used in the present invention is

recovered by washing the resin with 90% ethanol, concentrating the ethanol

eluate to a small volume and drying the residue under vacuum at a
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H ppophae rhamoi des will be present as extract of

H ppophae rhammoi des obtai ned by extraction fromthe
wa@empakesparts enriched with ellagic acid deri vBCT/ERR09/003673

According to a particularly gs(raeferred aspect, the

extract of H ppophae rhamoi des will have an

ellagitannin titre of .90% The extract of H ppophae
teMpgraiyig oot eé(cﬁ?gk%rég ((b)y extraction fromthe aerial
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i et e A
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une an e residaue u
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t owar enovi rus, paranmyxovi rus arrhal i

md’dtféjs VJ 97! oy rlH§er"l’é‘IQ>nr e%Wdr ai}l fty SMQ Hat! and fungal
h

ract al so presents ant

pr@l%?é{ﬂléﬁ’anaripérlﬁﬁ ?({?IF? ngacf)altnhr%tach ﬁ eI ' agl c

tannins conplex t anchoring the conpl ex

Wi t Mcltsg?.h St'odé'éﬂre e'c? R Lo o"sh?oﬁ@ bth@finvention will

bact er rotelns eventlng herr
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toxicity Ination. In vitro test

cohﬁgﬁgﬁgﬁﬁéﬁ{ HEh PRkekbe paiReRII BntitinfiamrhBfory and analgesic
activity, as they are ligands of cannabinoids CB1 and CB2.

The compositions of the invention will be conveniently formulated in
the form of tablets that dissolve slowly in the oral cavity or chewing gums that
release the active components slowly, mouthwashes, gels for dispersal in the
oral cavity, or the like. Said formulations can be prepared according to well-
known conventional methods, such as those described in "Remington's
Pharmaceutical Handbook”, Mack Publishing Co., N.Y., USA, together with
suitable excipients. |

The invention will be illustrated in detail in the example below.

Example - 1000 mg chewable tablets containing

Extract of Hippophae rhamnoides 20 mg

Freeze-dried extract of Echinacea angustifolia 0.5 mg

Alcoholic extract of Macleaya cordata 2mg



i nduce the production of interferon, and inhibit
bacterial and fungal proliferation and the
WO ndobasisat ory and pain reaction. Accordi ng to BCT/EP2009/003673
preferred aspect, the conposigti ons of the invention
will also contain essential dils of Echinacea
angystifoli or the isobutylam des contained in t
whi Yﬁo@g&gg‘ a powerful anti-inflanmatory and hfdr}"g
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i nv ntisgn.vvi Il be conveniently fornulated in the for
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Hanﬁ@%tg&fqe”ﬁg%ﬁ? Publishing Co., N Y., USA toget her40 mg

Wi t ' I [piepts. The invention will be

il E%??%{oi%aﬁwﬁéét%rqu n the exanpl e bel ow. Exanpl e50- my
100 l/%ﬁkal . tabl ets contai ning Extract of

Hi p%ggﬁggnﬁ arrrlljgllngg's 20 ng Freeze-dried extract of 40 mg
Echi ' ] .5 nmg Al coholic extract of
mcl@gégﬁggpg%g¥®9%%g§a l ecithin 30 ng Anhydrous 5> mg
citr-ﬁ'(fcacid 5 nmg L-cysteine 5 ng Lactose 200 ngy
Mannitol 567.5 nmg Methyl cel lul ose 40 ng d ycerol
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5 mg
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10 mg
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Soft fruit flavourings 40 ng Potassium glycyrrhizinate
5 ng Talc 10 ng Sodi um bi carbonate 25 ngCLAI MS 1.
W@09p0$sdT ons based on: a) benzophenant hri di nePCT/EP2009/003673
al kal oi ds; b) extract of H ppgphae rhammoi des] c)
i pophilic extract of Echinacea angustifolia. 2 .
c ]B sitions as clainmed in claiml1, based on: a)
enz8phenant hri di ne al kal oi ds sel ected from
sangui nari ne, chelerythrine and chelidoni ne; b)
extract of H ppophae rhammoi des enriched with
derixative Ilq?ic acid; c) lipophilic extract of

1'Ec:hi 3@@883%{%6‘??% 8- 3h Conpositions as clainmed in
[ ai 2 . .
or enpEnRopnEne IS ghiek “%Fﬁls( Eg”‘&gféﬂi “per unit
d : i di . i ds: 1 5;
0059l pRlinBERF PARIRTALTh ik or s rom 1 Lo o
| P bt B ABBR BB 0 L2l ™ 2
| ai - ' . | di al kal oi d

2.5 oIS PR PRRBIRNE Mg <L

pr e nbgi’mg?%/&gaﬁtrhr@éfi Sﬂ(afl&tﬁ%]e %%Iéd‘lgp i'f'rom sanguinarine,

subst’an ure rmor In rmor extracts o

S BRI BRER chpBfey2 corcata or tacl eaya
b) extract of Hippophae rhamnoides enriched with derivatives of
ellagic acid;
c) lipophilic extract of Echinacea angustifolia.
3. Compositions as claimed in claims 1 and 2, wherein the various
components are present in the following intervals (by weight per unit dose):
a) benzophenanthridine alkaloids: from 1 to 5;
b) extract of Hippophae rhamnoides: from 10 to 100;
c) lipophilic extract of Echinacea angustifolia: from 0.2 to 2.
4. Compositions as claimed in the preceding claims, wherein the
benzophenanthridine alkaloids sanguinarine, chelerythrine and chelidonine
are present in free or salified form, as such in substantially pure form or in
the form of extracts of Sanguinaria canadensis, Macleaya cordata or
Macleaya microcarpa, or Chelidonium majus.
5. Compositions as claimed in claim 4, wherein the benzophenanthridine
alkaloids are present in salified form with luteic acid.
6. Compositions as claimed in claims 1-5, wherein the extract of
Hippophae rhamnoides is present as extract of Hippophae rhamnoides
obtained by extraction from the aerial parts enriched with ellagic acid

derivatives.
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5. Conpositions as clained in claim4, wherein the
benzophenant hri di ne al kal oi ds are present in salified

wo eooanwdsvh | utei ¢ acid. 6. Conpositions as cl aPeEEP1009/003673
clainms 1-5, wherein the extr%gt of Hi ppophae
rhamoi des is present as extract of H ppophae

r hammoi des. obt ai ned by extr Ctl n fromthe aeri
7. part ’@HP?EW@& 7 Pﬂa E{qdatﬂ g'ad W@P’%‘é‘tﬁf\%gxﬁad of Hippophae

e et LA E L
2?2fc§é‘$eo§enws”3$f#|%~h$3$dﬁfar§'f YRR 2SI e form of
B el D ST e o LR B 25y ) i etoaso

cavit

di | |
. thgalt e\gesE@{%&ﬁﬂﬁa%%um%U%M?aﬁh&Sdsge's)f%éxglﬁaefs%f'n the oral

pophae,.r hammoi des; c) |ipophilic extract of
ca,\:.cbtﬁ g likerqustifolia to prepare oral conpositions
for.ll e tre tment of bacterial and viral disorders of
the Lﬁ?p% 'Spl ratory tract. 10. The use as clained in

o Alpep ARG BA ¥ BEIO8s. e ot he sequel ae. of
' nf %St N3cCEH RS Ph FAMRRBRE, T uses.
c) lipophilic extract of Echinacea angustifolia
to prepare oral compositions for the treatment of bacterial and viral
disorders of the upper respiratory tract.
10. The use as claimed in claim 9, wherein the bacterial and viral
disorders of the upper respiratory tract are due to the sequelae of infections

caused by influenza viruses.



