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COMBI NATI ONS QF VASQACTI VE AGENTS, THEIR USE IN THE
PHARMACEUTI CAL AND COSMETI C FI ELD, AND FORMULATI ONS

wWOCHNEAMSBIGTHEM FI ELD OF | NVENTI ON Thi s i nvent PQWEP2004/007375
relates to conbi nati ons of vasoactive substances which
act at venous or arterial level with phosphodi esterase
|nh| bi tors, | ncl ud| ng _c- G\/F:nphosp‘hl\odl eer“erase
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It has also been demonstrated that this compound, when applied
topically, has a strong vasokinetic action on the precapillary arteries and
arterioles, and increases blood flow and tissue perfusion (EP 0418806). The
supply of blood to the tissue involves better nutrition and the elimination of
metabolic waste, with consequent benefits for the treated area. Visnadine also
has an anti-phosphodiesterase activity.

Esculoside, a coumarin glucoside present in many plants, such as
Aesculus hippocastanum, Fraxinus communis etc., possesses a vasokinetic
action and venotropic activity at both venous and arterial levels.

Icarin and derivatives thereof, which possess activity on c¢GMP
phosphodiesterase V, are useful activators of the microcirculation in certain
areas.

Amentoflavone is a biflavone present in modest amounts in numerous
plants, such as Gingko biloba, Brakeringea zanguebarica and Taxus sp.

The saponins of horse chestnut or Centella asiatica act on the venous

and lymphatic system, where they perform an anti-oedematous action that
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The saponi ns of horse chestnut or Centella asiatica
act on the venous and | ynphatic system where they
woeodsmomsan anti - oedemat ous action thatfacilit&CeaP2004/007375
| ynph drai nage. DESCRI PTI ON OF» THE | NVENTI ON The
invention relates to pharmaceutical, dietetic,
cosmet]j c or Anu_traceuti cal conpositions conprising: -
facylitetesdiveerlp draivageosi de; at | east one conpound
selected fromicarin or derivatives thereof or
ext RIBAGONQE THE BNY¥ENTEONba di meric flavones
in e free formoy conplexed with phospholipids, and,
arre'hﬁ%f 1By eRgon atre{aé%ﬁs??‘bné’ oRpeeidcale| @é‘ftégcf r §afmetic  or
escin, escin beta-sitosterol conplexed with
DULERERULIESE CAMROSILRRS eQRPHENG er i cosi de conpl exed with
phosphol i pids, or Centella asiatica extract in the free
form or %‘8%&@)‘?&{ Wplef’sb&isphol i pids. The conbi nation
of vasoactjve substances accordi to the inyention,

whith actt SARLPRESEBIRIMdateletied fom isarn Aneeidv#teve thereof
one of 1HEeRRER E5BInRE tor Candhh pelopanaiaetio Hevones n the
from cel FGF o GrepRehEleara grids phosRhaaRitsy&nd amentofldvone;
o1 i entyreaet Prig " titlprthd B £ Seltbustin hte-sitosterol
and acr oRbRISH wEpraRord ¢ it risaside Bmplexed
syt oms s PR SRAL S PR Be SoiER i, n the froe form
I Si f h .he  f | at i
zecor i ng pSmBREtd B iAPholiRfis i g compounds wi th
vas bt SOl FETHAMTR: oRETARREs R Bhhe dayention,

which 56 éiﬁlxﬁlttérf'eo%l}ggggﬂgfigf b¥§ RABTS G PH P lymph drainage,

reduces stasis oedema, which is one of the first symptoms of chronic venous
insufficiency, with pathological consequences ranging from cellulitis to crural
ulcers of various aetiologies. The warning signs of circulatory deficiency of
the lower limbs include below-normal skin temperature, a feeling of heaviness
in the legs, and acroasphyxial syndromes with peripheral pain. Various
attempts have been made to treat these symptoms, but with modest success.

It has now surprisingly been found that the formulations according to
the invention, containing compounds with different action mechanisms,
prevent peripheral vascular and tissue degeneration.

The most common case is cellulitis or degenerative panniculopathy.
Before the formation of painful fibrous nodules or fat deposits due to
degeneration of the adipocytes, cellulitis is caused by seepage of fluids and
protein into the perivascular spaces as a result of venous insufficiency. The

resulting oedema, due to mechanical compression, reduces the free circulation of
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Before the formation of painful fibrous nodules or fat
deposits due to degeneration of the adi pocytes,
woebidswosdsss i s caused by seepage of fluids andprpraPreiono0737s
into the perivascular spaces ag a result of venous
insufficiency. The resulting oedema, due to nechani cal
corrp[essii on, redu;:e§1 the free circul atiLon of t he )
the rfesial dplopreisenstr Bader Uprser Citviiseianresc thes edipeektes mecumulate
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fatsy 90@1@5‘@@%&:3@&@@@ ayay |spacerfiom gher ogilshIreatment with anti-
anticellulitis forpulat.ions, should, begin at this point
celluditisformlatians, shoukbbeginatthisRoigt H theanaxinpun success is to be
association according to the inventjon enables the
achiSredh (iNGrASECHE O ASEPHNE (0 The ipyeation eratdes thel candifien to be
in.order to prevent jt from progressing tq peripheral .
treaig iy d! e e IogIotAhiage; §hordentonPEGy et 1t i progressing to
syccessful | en when the disorder has becqgne
pergtiesnl Sampgto Fhe: SaHNce [EIHFGPNS 6A8 ALTC, RS U3ed Pusgesfully even
unwant ed adi pose masses with lgong-termtyreatnents, b
whe S dispr ST ks deepmmAEPRIGNTQ ewu%fﬁﬁs Gpes and seduce

' lcarin _
QREsLPIL AEGAHRRLS oDY hEeans of lipase

of cycli,cal nucl eoti d; in the tissues.
tive

unviapted o plinase WAiaskes akithe
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altrpaigRy Bt . RS oy eietFisasiom bathylgnino-icarin, 7-
am RS- et o CobBb NS B i EBR ARy Ot s TrpminogHv-3-
ranfglRyfifeatin g edithiior CatiB phd, B8 ENhRA T #7988 37 ana 7-
hy QR A e e p e ot § pidse 0 1o 156 i carin or o
der{yat ic%ﬁﬁ)otsﬁ%r?so fac%rorgi)ﬁtgr At SnEONhILR; e b&éfe@aﬂiifl%ontain
visnadine.

The compositions according to the invention typically have the

following concentration ranges by weight:

visnadine or esculoside: 0.05-2%;

- amentoflavone or Gingko biloba dimers in the free form or
complexed with phospholipids: 0.1-1%;

- icarin or derivatives thereof or extracts containing it: 0.1-1%,;

- at least one compound selected from among escin, escin beta-
sitosterol complexed with phospholipids, sericoside, sericoside
complexed with phospholipids or Centella asiatica extract, in the
free form or complexed with phospholipids: 0.5%-2%.

These compounds can be incorporated in the most common

pharmaceutical and cosmetic formulations, such as oil-in-water and water-in-oil
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conpl exed w th phosphol i pi ds:

wat

| east one conmpound sel ected from anbng escin,
asitosterol conplexed wth phosphol i pids,

tella asiatica extract, in the free formor
0.5% 2% These conpounds
can be incorporated in the nost common pharmaceutica
erapdianes peitatdy fcormed hy iegripicnise burctents and selubiisgny
er-in-oilemul sions, suitably carried by excipient

formfor

escin

sericosi de conpl exed wi th phosphoPCpir#s008/007375

- - S
sur fMerenyes, arausts obi ihesErraulptadety eveany walke 88d @eh form for
be formulated in cream mlk and gel

treategniehdarge araagef theslenof the skin. The fol | owi ng

exa

7-h
0.2

g Et hanol

les illustrate the invention in detail.

her trlhwiag ommplesadpsiragteshegnvention in detail.

droxyet hyl - 7- desgl uco-icarin 0.35 g Anment of | avone
EXAMFLE b ~@elframintion 0. 50

20. 00 g Chol esterol

8.00 g Butyl hydroxy toluene 0.01

I mi dbiseriiie urea 0.30 g Hydroxypropyl - net hy8é’é|g

2.0
Esc

Og Water gs to 100 g EXAMPLE 2 - Cel
¥

EXAVPLE 1

ul ose

fornmul ati on

ul-Beilgexyetind- G- desghicR-Basis g Ament of | avoé 08
Amentoﬂax}one 0.25¢g
Escin 1.00 g
Lecithin 20.00 g
Cholesterol 0.50 g
Ethanol 8.00¢g
Butylhydroxy toluene 0.01g
Tmidazoline urea 030¢g
Hydroxypropyl-methylcellulose 200 g
Water gsto 100 g
EXAMPLE 2 — Gel formulation

Esculoside 1.00 g
Icarin 035¢g
Amentoflavone 025¢g
Escin 1.00 g
Lecithin 2000 g
Cholesterol 0.50 g
Ethanol 8.00g
Butylhydroxy toluene 0.01¢g
Imidazoline urea 030¢g
Hydroxypropyl-methylcellulose 2.00 g
Water qs to 100 g
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Escin 1.00 g Lecithin 20.00 g Chol esterol 0.50 g
Et hanol 8.00 g Butyl hydroxy toluene 0.01 g I m dazoline
woness/004830 g Hydr oxypropyl - met hyl cel | ul ose 2. 0@cwyEv&i0a1007375
gs to 100 geXAMPLE 3 - eel forgulation Visnadin 0.25 g
7- Hydr oxyet hyl - 7-desgl uco-icaritin 0.35 g G ngko
bi Inga diDrpers2 conpl exed 0.25 g with phospholi pids
Es Palg | ldfopmutatifn exed 1.00 g with
phogphol i pi ds Lecithin 20.00 g Chol esterol 0.50 g
Et hy#¥1adgt 00 g Butyl hydroxy tol uene 0.01 gO2d 8azol i ne
urea 0. 30 g Hydroxypropyl.-nmethyl cellul ose 2. 00 g Wat er
qs {dhidoxycthivanpdesglucodspritisr nul ati on Es@dd8i de
0. Za,g 7- Hydégxyet hyl - 7- desgl uco-icaritin Q.35 g
Anett
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akoabidpea gimsrycomplexe 025¢g
with phospholipids
Escin beta-sitosterol complexed 1.00 g
with phospholipids
Lecithin 20.00 g
Cholesterol 050 g
Ethanol 8.00¢g
Butylhydroxy toluene 0.01g
Imidazoline urea 0.30 g
Hydroxypropyl-methylcellulose 200 g
Water qsto 100 g
EXAMPLE 4 - Gel formulation
Esculoside 025¢
7-Hydroxyethyl-7-desgluco-icaritin 035¢g
Amentoflavone 025¢g
Sericoside 1.00 g
Lecithin 20.00 g
Cholesterol 0.50 g
Ethanol 8.00 g
Butylhydroxy toluene 001g
Imidazoline urea 0.30¢g
Hydroxypropyl-methylcellulose 2.00¢g
Water gsto 100 g
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Sericoside 1.00 g Lecithin 20.00 g Cholesterol 0.50 g
Et hanol 8.00 g Butyl hydroxy toluene 0.01 g | m dazoline

woness/004830 g Hydr oxypropyl - met hyl cel | ul ose 2. 0@cwyEv&i0a1007375

gs to 100 geXAMPLE 5 - Gel forpulation Visnadin 0.3 g
Ament of | avone 0.4 g Centella aSiatica extract 1.0 g
Leci thin 20.00 g Chol esterol 0.50 g Ethanol 8.00 g

But BKAMPEE S t-dbelefosnmilation | mi dazol i ne urea 0.30 g
Hydr oxypropyl - met hyl cel | ul ose 2. 00 g Water gb 100
gCLXisvBdin Phar maceutical, cosnetic, dietet?d ®
nutraceutical conpositions conprising: - visnadin or
eschsitgdavene | east one conmpound sel ect ed Ot48micarin
or derivatives thereof or extracts containing it,

G ngkotebia eviaticn estiagt f | avones either in tHe0Bree form
or conpl exed wi th phosphol i pids, anentoflavone; at

| eabeciBi® conmpound sel ected from escin, e2di(P g
bet a- si t ost er ol

Cholesterol 0.50 g
Ethanol 8.00¢g
Butylhydroxy toluene 0.01g
Imidazoline urea 030 g
Hydroxypropyl-methylcellulose 200 g
Water gb 100 g
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conpl exed wi th phospholipids, sericoside, sericoside
conpl exed with phospholipids or Centella asiatica

weoexbosaoisssn the free formor conplexed with PCT/EP2004/007375

1.

phosphol i pi ds. 2. Cbnpositions7as claimed in claim1,
havi ng the foll ow ng concentration ranges by weight: -
Vi snadi n or escul oside: 0.05-2% anentoflavone or

bil oba dineric flavones in the free formor
conpl exed wi th phospholipids: 0.1-1% icarin or
derivatives thereof or extracts containing it: 0.1-1%
Escipn, escin beta-sitosteraol conplexed with .
phoBBaanassuical,s cppepstige, digetie oo dawtansutivall wompositions
phosphol i pids or Centella asiatica extract in the free

COMPrIHBE conpl exed with phospholipids: 0.5% 2% 3.

2.

Conpositions as clainged.in claiml or 2, in which

i carin duisPadi geesdepidese 7- hydroxyet hyl -i cari n,
7-ethylam po-icarin, 7-amnqgethyl-icarin, 7- . .

hydr oxyefhifasgone g s¢lgglicdfrom 1carin or derivatives thereof

7- am noet hyl - 3-r hamosyl!l -i. carjn -_di hydro-icarin and .
its gl ucgg%{g@gcﬁsrpoptgi,l%ng it, é{agko %ilo%a imeric flavones either in

& o med 7 kg TOHE SrCURBlcRE] 1 BhASERB Pismpmento lavone;
o crearmy A kLB T SRR b Brw-soser
U snadi neomoTaysar ifephpretalfudl it rpoieoside complexed
et AR B TR G TSP R R e o
e O Bt EhSPS BioSafgiRRRaL o1 o ol aimed i

P%dﬁﬁﬁyf(%,sz%loqsgggn%gag{n%%qn' &%{ﬁl nl’, h%vli] K eb%(l)l?(?\%irggl Conhcentration

ranges by Wéight:

3.

- Visnadin or esculoside: 0.05-2%;

- amentoflavone or Gingko biloba dimeric flavones in the free
form or complexed with phospholipids: 0.1-1%;

- icarin or derivatives thereof or extracts containing it: 0.1-1%;

- Escin, escin beta-sitosterol complexed with phospholipids,
sericoside, sericoside complexed with phospholipids or Centella
asiatica extract in the free form or complexed with
phospholipids: 0.5%-2%.

Compositions as claimed in claim 1 or 2, in which icarin derivatives

comprise 7-hydroxyethyl-icarin, 7-ethylamino-icarin, 7-aminoethyl-icarin, 7-

hydroxyethyl-3-0-rhamnosyl-icarin,  7-aminoethyl-3-rhamnosyl-icarin, 8-

dihydro-icarin and its glucosides in 7 and 3, and 7-hydroxyethyl-7-desgluco-

icarin.

4.

Compositions as claimed in any one of claims 1-3, in the form of
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conpl exed wi th phospholipids. 9. A conposition as
claimed in claim21 containing Visnadin, G ngko bil oba
waoi2oesrmm4ss8npl exed wi t h phosphol i pi ds, escin PCT/EP2004/007375
bet a-sitosterol conpl exed wthgphospholipids. 10. A
conposition as clainmed in clai ﬁw 1 cont ai ni ng
escul osi de, G ngko biloba dinmers conplexed with
crephss gabllpEpas, mé&kei n beta-si tosterol conplexed with
phosphol i pids. 11. The use of a conbjnation of:
5. vi shaimpesities asl Jsimed imeldimakt caartaindngpisnadivel ect ed
fromicarin or derivatives thereof or extracts ) _
6. confaianrpeEsition Gasgikdaimedbbim oeleEmi d.f Icautaisingi Vinadin, 7-
in the free formor conplexed with phospholi pids,
hydnexyednilalrdgsglugo-iasias emsmsoflavgrsumad estiact ed from
escin, escin, beta-sjtosterol conplexed with ) o
7. phodpRempesHion & rladmicdein sdgintdsi sentainipgersanlopidn, icarin,
phosphol i pids or Centella asiatica extract in the free
AMEBYOHBDIONEo AfflExed wi t h phosphol i pids. For the
preparation ,of a conposition for the treatnent of . )
8. pantti CompRtiHpnarms oflaimed pibbekd@ cbneestaining t Wisnadin, 7-
enous insufficiency of the |ower |inps.
hygroxyefchyl-ﬁﬁesgluco-icgrin, Gingko biloba g;pmers in the free form or
complexed with phospholipids.
9. A composition as claimed in claim 1 containing Visnadin, Gingko
biloba dimers complexed with phospholipids, escin beta-sitosterol complexed
with phospholipids.
10. A composition as claimed in claim 1 containing esculoside, Gingko
biloba dimers complexed with phospholipids, escin beta-sitosterol complexed
with phospholipids.
11.  The use of a combination of:

- visnadin or esculoside;

- at least one compound selected from icarin or derivatives thereof
or extracts containing it, Gingko biloba dimeric flavones either in
the free form or complexed with phospholipids, amentoflavone;

- at least one compound selected from escin, escin beta-sitosterol
complexed with phospholipids, sericoside, sericoside complexed
with phospholipids or Centella asiatica extract in the free form
or complexed with phospholipids.

For the preparation of a composition for the treatment of

panniculopathy and of the problems connected with venous insufficiency of

the lower limbs.
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