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‘esculosi \égs ?nq'.pré)::x;ﬂfngghg' NS-gokhe ”tﬁéovaswglﬁxfﬁgtlch%g“ Uppptaining
| combznatrons l_of_' coumarrns, such as esculosxde,:
-_esculetzn,_ extracts contaznrng them _-or . mixtures
;5'1-_ thereof, with dimeric and. oligomerlc proanthocyanxdzns B
for the treatment of perxpheral vasculopathles related
to an lmpa:.red per:.pheral m:.crocxrculatlon, moreover,.
' the 1nvent10n relates to the use of said coumarln .
, der;vatrves in combrnatlon wzth proanthocyanzdlns “in
.'.10: _ the'cicatriiation processes and in the complrcatzons of
"fchron1c venous stasrs (leg heavrness, ulcus crurls) and'
in the treatment of 1nternal and external hemorrh01ds.
In a strlctly cosmetlc field, the combxnatrons are used
_ ”in-the treatment of unesthetxsms related to superflc{al g
:15l:."cap111ar1es .(couperose),- rosacea, telanglecta51as and
_the.llke. 1t has surprxsrngly been found that a strong.
1s§nergism'exlsts between these coumarzn derivatives and
proanthocyanidins;t . | :
'2 The mlcrovasculokinetic';actiyity of esculoside,.
20 _responsrble ' for many ‘of the properties of 'tnet
" combinations ,'(cicatrizing and : antlhemorrhozd) was
‘evaluated. by non-1nvasxve technlques such as. 1nfrared'/
ohotopulsoplethysmography, Laser-Doppler and | v1deo-
caplllaroscopy which . allows to check the dlstrlctual
25 mlcroanglotectonlc and the caplllary morphologlcal
-changes pefore and’ after the treatment'With_the testedc

substances. Esculosxde induces favourable changes in’
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- the welght ratlo . of coumarln derivatives " to .
l“proanthocyanldlns preferably ranges from 4:1 to 1l:4.

' For. example, comblnatlons of three parts of esculos;de;

and “one part ,of proanthocyanldlns_ (selected from.

prOanthocyanldln A2 and the procyanldole ollgomers of a

-dlfferent orlgln preferably those extracted from V 1§1§_'
‘yinifera ' _ggg;;;g ‘ginensis) exert _synergistic N
.1_act1v1t1es whlch are qualxtatzvely dxfferent from those'

--Eof the sxngle components, ‘a non-lxmxting 1nterpretatlon

of this fact: is' that esculoside 1ncreases the

'”proanthocyan1d1n absorptlon at ‘the toplcal level as a':-h

‘15 ;lconsequence of the increase- in dlstrlctual blood flow,5

and therefore of water Partlcularly synerglstlc"is the

modulatlng act1v1ty on the C1catrization process}_

'_whereln ‘a stlmulatlon of the. tlssue restoratlon ‘and al

gular orlentatlon alongszde the c1catr1c1al axls are

-observed, thus preventlng the formatlon of keloids. -

Analogously, these. comblnatlons -are favourably f

'dsed in the. unesthetlsms and on the reductlon of the

couperose. In the 1atter case,-20 1nd1v1duals of both_

'sexes were treated on one 51de of the- face in the
'temporal—zygomatlc area thh a 1.5% escu1051de and O. 5%

- of proanthocyanldln A2 formulatlon and on _the other']

sxde w1th placebo. The treatment contlnued for 60 days;

tw1_ce a days the evaluat:.on of the 1ntens:.ty of the

'unesthetism Was performed by means of scores and w1thﬁ

objectlve evaluations measuring the colour lnten51ty of

the area treated with +he comblnatlon of the'invention
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'-; .-_effe_ct can be used 1n plast:.c surgery - aCse vlvgllhes :.n
decubltus and venous sta51s ulcers.: To evaluate the
“'cicatrlzatlon effect, " patients were selected whlch had
undergone superflclal surgery, having wounds of a ‘size
lo_f suitable 'to thef151multaneous treatment - with . -the
-.comblnatlon of the lnventlon and with placebo. FOr -
example- cauter:.zed wounds larger than 2 cm, ‘so as to -
allow, after suturat:.on, the treatment of 1 cm with a -
N - . placebo. formulatlon and of 1 cm with: a formulatzon‘
-'115 'contalnlng 1. 5% esculos1de _ and 1. 5% procyanldole'-'
-olzgomers from _;t;s, g;n;;g;g, Immedlately after the
rftreatment the adhe51on edges and nearby areas of the'--
‘wound - were checked w;th .'a f'vzdeocaplllaroscope'f.
.(Scopeman-Morltex ' vldeo ': Imag1ng ~ System, ' Alpha1
20  Strumenti, Milan), £itted with a halogen-'-light optlcal_'
| probe w:.th 50 to 400 X magn1f1catlons, measuring the-'. :
._caplllary density. (number of blood-perfused capillariest-
.per area unlt) and evaluatlng the space orxentation of.'
o the capzllarles and their morphology. 15, Mlnutes afterh
.. 25 the treatment, the capillary denslty lncreased by 100%
| | compared with the pasal one and with- the placebo-
treated control Surprlslngly it has been found, and it
.sfls a part of the present 1nventlon, that follow1ng the
_ .improved dxstrlctual clrculatlon (the c1catr1c1al area
'-l,30 _f is usually' poorly vascularlzed, , ontrary “to. what. was

belleved up to now) and the f:.broblast prollferatlon

an ' :
@n-limting interpretation of.this L
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A2n?ornulagggga;ng g;e?hmnth a 1. 5% escul oside and 0.5% of proant hocyani di N
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accelerated and at ‘the same time modulated. In bedsores 'h.*5

5. ° and torpld ulcers, the 1arger blood flow to the
':.necrotlc area 1eads. to a, restoratlon of the tlssue"
.heallng propertles and . a reductlon and dlsappearance.of
.the ulcer. Analogous results are obtalned in the hemor-{
’ rh01dal pathology,_ln ‘which - the s;multaneous effect on'
10 al arterles.and velns allows a fast regresszon of venous'
:.sta31s. . . ';_ _ ' _ |
| The treatment above - descrzbed relates to 'the:
',_treatment of cauterlzed wounds and or. heallng wounds,
: fﬂor of cutaneous ulcers, or of venous staszs condxtlons..
J-jls'; -Further,;lt has surprlslngly been found that the admi-
-'nlstratlon of a formulatlon contalnlng l% esculetln and
- 0. 3% procyanldanole ollgomers from Camellla §1ngn§1§ onne
'newly formed scars leads to a faster dlsappearance of
. ~ the c1catr1t1a1 outcome, - w1th a: remarkable reductlon ln"
_'20_ ~ the hyperhaem:.c ‘area compared w:.th the controls. The
.'result of such a treatment is partlcularly 1mportant 1n
'the exposed body areas, where fac1a1 esthetlc surgery,
-': removal of naev1 and the like are performed, '
_ Moreover, it has been found that the above cited
325, ' coumarlns, alone or .xn comblnatlon w1th, proanthocya-
' nidins, are markedly effectlve 1n the treatment ofg.'”
';-atoplc ﬁdermatltls_ and haematomas of".any orlgln.
| Therefore, topical admlnlstratlons of a formulation
. 'contalnlng 2% esculetln on. atoplc dermatltls ‘induce a_
e3Q'_' reductlon of the dermatltls w1th1n one week or. in -even

Shorter~t1mes, dependlng on the severlty and degree of



under gone superficial surgery, having wounds of a size 10  suitable to..
the simultaneous treatment wth - the conbination of. the .invention and
i th placebo. . For. exanple: cauterized wounds 'l arger than 2-cm so as to-
allow, after- suturatlon the treatment ok 1 cmwith a placebo formulation -
~and of "1 cmwi th  a fornulatlon containing 1.5%esculoside and 1.5% -
..procyanldole ollgoners fromVitis vinif era. Innedlately after the _
gtreatnent the adhesion edges and nearby areas the wo r hggﬁgked
Wi th j'V|deocaﬁéIbathsdopw ( SspesdRe VEPFPY at 19f"<ﬁleo%%q1"e\ﬁa8n

- System .- _Alpha 20 . Strunenti | a i bhegelkt hwathahogan- Eeghtdays.
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the space orientation of the capillaries and their norphology. 15 M nut.es-.
after 25

nﬁthbthe ?as%h' ong an a@&Eguagglglac%Q@fuureah@d CembﬁphenS§rprﬁgrnglf
1as been- fould, an

*formulatlons of the 1nventlon proved to be. phospholl-f .
| lplds, pure or in form of the natural mlxtures thereof,.;.
whlch allow a qulck absorpt1on of the substances- |
themselves; eﬁen though other exc1p1ents can advantage--
10  ously carry ‘the products of ‘the. invention, enhancing
= their therapeut1cal or- dermocosmetlc functlonalltxes. .
| ‘The formulatxons accordlng _'to _ the . 1nventzon o
contain, bes:.des the above def:med act:.ve pr:mc:.ples,
carriers, add:.t:.ves, preservat:.ves and the lJ.ke known.-l
.lg' 1-141 pharmaceutlcal technlque,' such as those llsted in )
: | the examples reported herelnbelow,'whlch 111ustrate the .
::rnventlon w1thout l;mltlng its scope. _ |
’ Example I - Gel contalnlng esculosxde and procyanldole-

ollgomers from Vltls v1n1ferg. 100 g of gel contaln.

20 . Esculoside’ - . ' ‘r : : :_' l--l .50 g

o 96% Procyanldole ollgomers L p__j'f' '1.50 g

IHydrogenated castor 011 40(0E)f‘ ' _ | .: )
-(Cremophor RH40 - BASF) . ' ';.;_ 1.00 g |
.'Propylene glycol p.‘ ' o N ' . 1.50_g:

25  Preservatives L ' l.-[“ o S .0;19.9

_Hydroxyethyl cellulose o | - ) f
| (Natrosol 250 HHX - Aqualon) o .'i ;-. : 3.90 g_.
purified water R o o ' __llg.b. a'lQO;g.{.”'

Example II - "Alcoholic fluid gel containing escu1051de:

.jo: and-proanthocyanldln A2. lOQ g.of-gel coutaln.. | o

| -Esculoside_ - S SRR _1_ : _:-: l.Sp.g.._

the treaempgpducke capillary. density.increased by 1009600npared I



.;is a part of the present invention, that follomnng the |nproved di st ictUaI
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scirculation (the cicatricial area 30 is usually pestsy

eontrary to what was believed up to now)-and the f meﬁﬁag er &t ion
"4 stimulation, ‘a renarkable: inductior- of a rgg __;__;___,,,J SIS
-takes place. The wound healing with the products & present invention

turned out to be accelerated and at .the same tine modul at ed.. | n-bedsores: 5‘ -

“and: torpid ulc lood flow to. the necrotic aread &
"to a restoratlonsgiaPﬁ ??ssﬁgghegPlng properties and a reductlontgnd

~di sappear ance ofHyaeogbnatedAuabagmuslﬂeéaKoﬁ)are obtai-ned in the hemor- .

- rhoi dal - pat-hol.og I'n -which_t S|nult neous effect on 10 ~Cartery and
~ veins allows a fggFeW8§P8§sﬁg of @éﬁgﬁ ' g‘ﬁh

s sta5|s _ _ .
WPropylene glycol o ] _ - 3. 00 g
'“5 ' 'carbomer 940 (Carbopol 980 - Goodrich) =~ 1.00 g
‘Ethanol' 95° . . . 45.00g
 Phosphat1dy1chol1ne | : i_ L L L
"(Phosphollpon 90- Natterman) - - - 1.60 g
. ‘ Glyceryl 6(OE) Caprllate/Caprlnate ﬁ  . _' -.
10  (Softigen 767 . .. 15.00g
| ' Preservatzves_" S . “ . '-_ _ '.' 0.40 gf;
Buiylhydrgx&tbluenéf' S __ - 0.05g
'ia;Tocdéheroi a ;_: : :'L-__ o o -Q.ZO g
':ASCOIDIC acia . - . - o e 0;30“9
15 - Dlmethlcone copolyol | i_ | | R o -.r
(SF—1188 = General Electrlc) a _E': R -g.QO.g
'~ 10% Trlethanolamlne L B ;.SIOdjg
Purified water S _:l  - q.s,_to 100 g
| Example . III ;“_ Cream - containing _escdldsidél' and
20 '..prdahthOCYAnidin A2. o | '
100 g of cream contaln. _ | _
Esculoside o L | - .. 2.509
f;Proanthocyanldln A2 D o
“Hydrogenated castor 011 40(0E) o R l-l.OO g
25 (Cremophor RH40 - BASF) .~ . 2.00g
| _.ProPYlene glycol - "_ o ". o _' ._.'11 2.00 g
Carbomer 934 (Carbopol 934 P - Goodrlch) o 0. 50-g _
;Alkyl Cio- 30-Acry1ate (Carbopol 1382 - Goodrxch) 0.50 g .
' Ethanol 95° - .. 15009 .
30 ?rese#Vativés' : o i AR _. ; B : 0.40 g

. Cetyl Palmitate .
' P . This Sheet Has Been Reﬂlace




The treatnent above. described relates to. the treat ment of cauterized

Vounds and or healing wounds, ~.of cut aneous- ul cer ! 31.S -
‘eonditions. 15 ' Further; it has surpr|5|ngly been ?ou giFgEzATﬁ%BédN1 =
nistration of a fornulatlon cont ai ni ng ke escul etiniz ] :

- _procyani danole.ol i goners from Canellia sinensis on new y formed scars 1 eads
to a faster. dlsappearance of the cicatritial outcome, with a renarkable o

reduction iin 20 .the hyperhaenic area conpared with the control's. @
resul't of ‘such a(FﬂeépﬁeﬁP rsHeaKeldul arly i nportant in the exposéﬁib
"areas,; .- where fac mav naevi- and the |i ke, @u
perforned Nbreo?géyggbgggggbzg%gsgﬁﬁga?hat%%ﬁghabove cited 25 5 .
coumarins, - al oneoaysbmbacheblanat(i’rmem B pr & Mte,za.carnaﬁ ns, ar & Re I&dl y
effective "in. the trea& of atopic dermatitis =~ and haenato any§
‘origin. Therefor 8 TOCERAE adninistrations of a fornulation contmlﬁ

2% escul eti on gggg&g%g EE&h'Eb%e'nduce a 30 reductlon of - theo ;o g
dernatltls W t hin-one i h even -

Hydrogenated lanolin (Lahocerlna - Esperis) _ 'e.S;Od_é
Dimethicone 350 cps (Teglloxan 350 - Tego) 0. 50 é
| Phosphatldylchollne (Phosphollpon 90- Natterman) 2. 50 g
© 10% NaOH sol. . 2.40¢g
10 7Pur1f1ed water-jf TS ) .. q-s. to 100 g

)

:'lxample v - Ge11f1ed emuls;on contalnlng esculetln and
:'procyanldanole ol1gomers from g_ gll;a §1ngn31§. 100 g

of emulslon contaln.

- Esculetln'V S :5_1_— | I fl.odig -
h 15. __95% Procyanldole ollgomers o K o .-0,30_g
P Isopropyl myristate .- ;_'_-l' _ f',.-e_“ es;ob g
- Preservativeee : o o _'. _f: - Oe40_9
perfume - - -f_ | - . o0.10g

_ *Polyacrylamlde, C13 14 1soparaff1n and lauric

g 20 alcohol 7(OE) (Sep1ge1 305 - Sepplc) o o 3.00'9

Purified water S . 'g.s. to 100 g

"EExample V - Gellfled emulsion contalnlng esculetln. |
:eloo g of gellfled emulslon contaln._' | o

Esculetin | B o 2.00

g
--.25' _ Isopropyl myrlstate-' S ' '.-._'-' - 5.009
3_'Preservat1ves - _ . 0.40g

. .Perfume . .- .7 o0.10
| Polyacrylamlde, C13 14~ 1soparaff1n and lauric '
-'alcohol 7(0E) (Sep1ge1 305 - Sepplc) . *"'_ e .3709'

30 Purified water - - .. g.s. to 100

Q.a .
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shorter tines, dependi ng on t he severlty and degree of 5 the pat hol ogy.
The-sanme fornul ation, applied on haema- tonas,. made then1 .to disappear:

“wWithin .a few- daysL probabl y- t hanks to the .m cr ovpset ' ity

-of the product. 5 Particularly ful = as TehE GHEBNHAS BERN the .
formul ations of. the invention proved to b phosphol_e pi FSPLAGED or il -form -
of the natural nixtures thereof, which allow a q- f o

the -substances t hensel ves, even 't hough ot her exi ge- -

ously carry the proguanImMs of ‘the. .inventi.on, “-enhancj eutlcal

or” dernocosnetic functionalities. The for rruI at.i on !ﬁﬂf HE“L @m the
invention contain, besides the above defined actl earrlers
~addi tives, preservatlves and the I|ke knomm

--l. Pharmaceutxcal _and/or cosmetlc formulatlons for :
5: :'the toplcal use, contalnlng as active przncxples.- d
e a) coumarlns selected _from escu1051de,. esculetln,
extracts conta;niné them and'nlxtures thereof, combined
_ -b) dlmerxc ‘and ollgomeric proanthocyan;dzns.
lolv_,z. : Pharmaceutzcal and/or ' cosmetlc _fornulaticns_;:”
| _ accordlng to clalm- 1, 'characterlzed in' that' the
_contained proanthocyan1d1ns are selected from the gtoup_
?-cons1st1ng _of proanthocyanldzn A2, procyanzdole
oligomers extracted from Vitig vinifera and Camellia
Ise'e.glnens1§, and mixtures therecf.': | | _
3:: Pharmaceutical'-' and/or cosmetic 'formulations__'
.accordlng to clalm 2, characterized' in that' the
-ﬁ_conta1ned proanthocyanzdrn is proanthocyanldln A2. |
4. Pharmaceut1ca1 and/or - cosmetic formulations ”_:
20 -accordlng _ "to ~claims ' l -3, .for-' the “.treatment . of
o _perlpheral vasculopathles ccnnected w1th 1mpa1rments ‘of _
.;'the arterlal. or venous c1rc1es and_ of unesthetlsms_i
..::frelated d tc impaired caplllary permeabilitj - -and
N ’fraéility;?' partlcularly for _'the'*'treatment' of
.25 -_suberficial; or . deep _scarsf* internal and external_l
hemorrhoids; conditions related to chronlc venous .
”.staSis, 'such 'as stasis ulcers and telangxecta51ashc:
- couperose and perlpheral caplllaropathles.' _ '
5. _ Pharmaceutical and/or cosmetlc formulatlons for_'
30 'ythen topical - use, ,conta;nlng as “act1ve pr1nc1p1esa

;coumarins-selected from esculoside, esculetin, extracts-'

; This Sheet Has Been Rep laced




15 " in pharmaceutical technique, such as those. Ilstl
reported hereinbelow, which illustrate the i nventien- w

its
cope. Example | - Gel cont ai ning escul osi de and pr-ocy; m’mm’g},ﬁ,
~fromVitis vinifera. .100 g of gel contain: 20 - Escuio =
-1.50 g 96%)Procyan|dole oligomers -~ . 9 . M 1.50¢g '
_Fwdrogenated ccastor oil 40(0E) (Crenophor RH40 - BASF) '
1.00 g Propylene glycol . f' S 1 ‘50 g. 25

Preservatives  containing - them and - mlxtures 0 tﬁegebﬁ¢r0X%Fﬁibﬁall
cel l ul-ose (Natrosol- 250 HHX - Aqual on)/

water combined ‘with perqih%?nWmnpﬁerl 1the AF—EGRéF‘PEthQﬁd

gl contalni ng eSSl Worlheie AL FANMNEURNL be' 4y PP Of 0°!

contaln EscuI03|

5 accordlng to any one of the above cla:ms, characterlzed

in. that they contain pure phosphollplds or mlxtures'

i thereof as exc1p1ents. _ _ o

.7.  The use of coumarins selected from esculoside, o
esculetln, extracts.' contalnlng them and. mlxtures,i

flol ‘thereof, " combined with - dzmerlc _ aﬂa' ollgomerlc'-‘

g proanthocyanldlns, for :the- manufacturing fof:- a ;,

“medlcament for . the toplcal use”ﬁllntended for 'the'

-treatment of perlpheral vasculopathles connected with
_ ;mpalrments of the" arterlal or venous clrcles and of
15 : unesthetlsms related to - 1mpa1red capillary permeablllty
: and fraglllty, superf1c1a1 or deep scars, 1nterna1 and
hekternal' hemorrh01ds, condltzons related to chronlc._a
venous stasis, stasis ulcers and telanglectas1as,.,f
:.couperose and perlpheral caplllaropathles. o

20 .8. ' The use. of coumarins 'selected from escu1051de,. B

lesculetln,'_extracts-_contalnlngw them and mlxtures

'..thereoﬁ;' optionally ' comblned;“ uith ' d1mer1c ' and'
"”_oligomeric-proanthocyanldlns, for the manufacturlng of

.~ a medicament for _the.ytopical use 1ntended for the

25 - .treatment _of.. atopic dermatitis". and h_aematomas of any

Pur|f|ed' :

-6. Pharmaceut1cal : and/or cosmetlc formulatlonsif -



-

:REPLACEMENT SHEET 6. Proant hocyani di n A2 L
'+Ndrogenated ‘castor oil-40 (oe) (Crennphor RH40 - BAEE9~—~~~w-~~-ww~:‘

- 5.00 g Propyl ene glycol - 300 g1 '

" Car-bomer - 940. ( Car bopol- 980 - Gbodrlch) 10 S 00 g EthanoL;[err]

-45.00 g Phosphati dyl chol i.ne (-Phosphol i pon 90- hbtterh&n) R
1.60 g G yceryl 6(CE) . Caprllatelcaprlnate 10 (Softlgen 767) -

15.00 g Preservatives . : o ) : 0.40 g
ButylhydroxytoILﬁhﬂiiiﬂi. ' - o 0 05 g [err] Tocopherol
0.20 g Ascorbic acid = e ' ' o 30 g 15 : .
.Di. nethlcone copolyol (SF 1188-- GEneraI Electrlc) S o - 2.00 g -

The,.present Jinventieq- reiates to the_.use of
_coumarins' such'_es”'escﬁloside, esculet1n, rextracts )
: ncontalnlng them and mixtures thereof, - 1n_,combinatibh -

‘ wlth _dlmerlc- and ollgomerlci proanthdcyaﬂidinsl inn
.10 topical 'fOrmhletions"for- the treatment of peripheral'f
.vascﬁleéathies; includihg ‘the compiications of acute
_venous staSie, or of the hnesthetieme'.re;atedﬁ.to:“
Jeapillary.alterations,'or to imprdve'the'cicétrization”

. 'ptdcééses;" These coumarlns, ~alone or in':cembination_
15_ with proanthocyanldlns, are also useful 'in"etdpicel..

dermatitis and in the treatment of the haematomas.

.__;;___;;;~;_;;;;_;—;; f"

- This Sheet Has
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1096Tr|eth "ami ne .
g--s.. 1,0, g Exanple 111 Cream contai ni
ng"" ocyanidin A2. 100 g of cream contain

0 g Proant hocyanidin A2

castor oil 40 (CE) 2.06‘99 25
Propyl ene gl ycol o
(carbopol 934 P - Goodrich) 0.50 g A
(Car bopol 1382 - h)0.50 g Ethanol [err]
15.00 g 30 Preservati ves '
Palmtate - -(Cutina CP.- Henkel) -

5.00.g. Purified water

ng. escul oside _and 20
Escul osi de
. 1(&?%&%%%%%%%%%.%%

( Cr emophjor, ASNPR 1996

2.00 g ------------------ ‘
kyl [err] - [err]-AcryIate

~ 0.40 g Cetyl
8.00 g

| Coumarms and proanthocyanidins for cosmetic and pharmaceutl al use

The present invention

- coumarins such as -

containing -them and mixtures thereof,

with dimeric

10

vasculopathles:

‘venous stasis, or of the

‘capillary alterations, or to
_ processes. These coumarins,
15 with ‘proanthocyanidins, are

esculoside,

and oligomeric

to the

_relates' use of'

esculetin, extracts
in- combination

proanthocyanidinsf in

topical formulatlons for the treatment of ‘perlpheral

1nc1udlng the compllcatlons of acute

unesthetlgys related_ to
improve the cicatrization
alone or in combination

also useful -in atopical

dermatitis and in the treatment of the haematomas.



Pol yi-soprene (Syntesqual - Vevy) B 5 00 g PolysoﬁggﬁﬁpﬁMENT'SHEET
(Tween 80 - I Cl Anmericans) 2. [O0—g—fFerrr—Tocophe et ol
0. 20 g5 Ascorbyl palmtate 0. 10g

Hydr ogenat ed | anoiin (Lanocerina - Eso-rls)RtPLACEDS 00 et hi cone 350
cps (Tegil oxan 350 - Tego) 0.50 g 'uosphatldyICh0|ﬁE§LlCE

90- Natternman) 2.50 g 10% NaOH sol . T |
2.40 g 10 Purified water toZléOWﬁ '§§E

-
Exanple IV - Gelifl sion cont ‘and 'c.an1daﬂole ;
ol igoners from Carre nensi s. Mﬂm\(ﬁmmm“ cont ai n: Escr‘"‘**\--:if

1.00 g 15 96@6Procyan|dole ollg 0.30 g
| sopropyl nyristate ~5.00 g Preservatives
0.40 g Perfune 0.10 g

?F,’Og%acryl am de, [erp], angpadraiceutical alaz@r 7((Ieet3er ¢@lrmddation@PPifo)r
: g
S the topical use, conta1n1ng as actlve przncxples*

a) coumarins selected from escu1051de, esculetln,
extracts containing them and mixtures thereof, combined_
with N
_ b) dimeric and.oligomeric proanthocyanidins.
10 2. Pharmaceqtical | and/or cosmetic formulations
according to claiﬁ 1, characterized in that the .
'dontgined proanthbcyanidins are selected from the group

consistihg of proanthocyan;dzn. Az; . procyanidole

ollgomers extracted from Vit tis vinifera and Camellia
15 '.§;5g3§;§ and mlxtures thereof. . _
3. .Pharmaceutical. and/o: cosmetic  formulations

according to claim 2, charactérized in that the
contained proanthocyanldln is proanthocyanidln Az..
4. Pharmaceutlcal '_and/or - cosmetic formulations
20 according to «claims 1-3, for the treatment of
per1phera1 vasculopathles connected with impairments of
the arter1a1 or venous circles- and of unesthetisms
related to impaired capillary permeability and
fragility, particularly for the treatment  of
25 =~ superficial or deep scars; internal .and external
hemorrhoids; conditions related to _chronic venous
stasis, such as stasis ulcers and telangiectasias;
couperoée and-peripheral capillaropathies.
5. Pharmaceutical and/or cosmetic formulations for
30 the topical wuse, containing as active principles.

coumarins seiected from esculoside, esculetin, extracts

een Rep lawd

i



Pari-fied water to 100

B L s Illﬂhltﬂblillf oc, 1 [ emmeeniy o
Escul et i nl g SHEET HAS BEEN r 2.00 g 2 ?}% i
nyristate REPLACED i . 5,00 g Presery@ate/€s, ! 3
0.40 g Pe ylan1de [e9r] and | auri ey :
(Sepi gel 305 - Seppic) 3.00 g 30 Purified water

g.s. to 100 g 7a The fol | owi ng Exanpl es VI-VIII clearly

b Fns andFUAR AR Snaf i), FORGGE Whbeosle cortinaton
effect, 18 pati ericnbiindibt hlshquc(aglaaodﬁanlcﬁnsearf@)r welke s dlreattgent of
atopic dermatitis and haematomas of any origin.
6. Pharmaceutical and/or . cosmetic formulations
5 according to any one of the above c1aims, characterized
in that they contain pure phosphol1p1ds or mixtures
thereof as exc1p1ents.
7. The use of coumarins selected from escu1051de,
esculetin, extracts containing them and mixtures
10 thereof, combined with  dimeric and oligomeric
proanthocyanidins, for the manufacturing of - é
medicament for the topical dsé,. intended for the
treatmeht of peripherél .vésculopathies connected with
impairﬁents-of thé arterial or venous circlées and of
.15 ung§£hetisms related to impaired capillary permeability
| and'fragilitf;'superficiél or deep écars;.intérnal and
external hemor#hoids;- conditions - related td chronic
Veﬁous stasis, stasis . ulcers ahd telangiectasias;
couperése aﬁd peripheral_capillaropathieé. |
20 8._' The use of .coumarins selected from esculoside,
escuietin, extracts .containing' them and mixtures
thereof, e combined with dimeric  and
oligomeric proanthocyanidins, for the manufécturihg of

a medicament for the topical use intended for the

25 treatment of atopic dermatitis énd. haematomas of any
origin. ' o -
This Sheg "

i~



whi ch had .under gone superficial surgery, having wounds of a size |onger
than 2 cm so as to allow, after suturation, the treatment of 1 cmwth the
pl acebo formul ation and of I cmwith the active formnul ation, contalnlng$ T
1.5% escul oside, or 1.5% procyanidolic oligong&s fromVirts EpP QAGEME HEE
their associ ati on. Innedlately after the first treatnent, the adhesion
edges of the \Aoundt\r@@ qakad, Wdrs -] A8PGRPIIJ0W ¢SGR than the basal
(Scoperman-Moritex Vi Fﬁﬁg%ﬁg,SysteneyAﬁ%ﬁa Strumenti, Italy). fitted
with a hal ogen-1igKg 8ﬁﬁ ‘cal probe with 200x nagnlflcatlons,neasuring t he
capillary density (nunber Dh ﬂh@odoﬁsiﬁaﬁ@dneaabbb&ah@g tleeithdy davetitjon,
(see Thulesius O, Vasa 21, 87-88. 1992; %¥d Curri S..B snetics &
Toiletries ED. It. 2§81 r . CREDRIIES VaF e 8ind W
m nutes after5the pmhmuﬁcyéﬁhaimi blrefyrddilss tyanges e&&mh by: abaot 10D%
conpared with the al t ce I ’ r-eat.e
MA?E t he fornulatlgﬁﬁ%o ?Hﬁ%gqb :lé%€U g% %ﬁ gﬁ%e rﬁg%gglgfogg o%é%ﬁmﬁs
fromVitis viniferandShmsineer p?;'mj: noef stmwmthat:vgnsdgnsf i deelesttfestt sSExwme
observed in the ot A s

[ nla?ler ér ocyani cfl% IC oI | go r%fcyta'QB' eacP_l_pig&ﬁ‘éfQ”oP

escul oside: Vitis eir socl atl on
on the capillary déadiflerent mﬁmdmf@raéﬂge¢hmla;@u@mgd from Vitis

vi deocapi | | aj @scopy 3¢ s MgRi fEgabh88h Mindsis) NugREELOf RhRAGistic
reat nent, . _

perfused capil | arie€s per, area uni
subj ect s Ti e 02ftAvitigswhichiare qupldtad@vgly diddayent from those

18 15.3 [errbflthe s:.né‘ie%&ﬁl{abheiaté a néa- §1[n&ﬁ:&hg1131t5&<‘p£ét%.tﬂﬁn

0,
ié?O/?err] 3. 5 of this fac% is tﬁat %g'1051de 1ncrLg;gg 'ghe

proanthocyanidin absorption at the topical level as a

15 consequence of the increase in districtual blood flow,

and therefore of water. Particularly synergistic is the

modulating activity on the cicatrization process,

wherein a stimulation of the tissue restoration and a

regular orientation alongside the cicatricial axis are

20 observed, thus preventing the formation of keloids. The

effects of the synergistic activity are reported in the
Examples (see Examples VI-VIII).

Analogously, these combinations are favourably

used in the unesthetisms and on the reduction of the

25 couperose. In the latter case, 20 individuals of both

' sexes were treated on one side of the face in the

temporal-zygomatic area with a 1.5% esculoside and 0.5%

of proanthocyanidin A2 formulation and on the other

side with placebo. The treatment continued for 60 days

© 30 twice a day; the evaluation of the intensity of the

unesthetism was performed by means of scores and with

objective evaluations measuring the colour intensity of

the area treated with the combination of the invention

i PLACEMENT ﬁgg'r




Vitis vinifera procyanidolic oligomers 1.5% 6 15.1 [err] 2.8 20.9
[err] 3.5 20.7 [err] 3.2 Formul ation accordi ng to Exanple I
(Esculoside. 1.5 % + 6 S. HEPLACEMENT SHEET
30.5[err] 4.1** 28.6 [err] 4. 2* Vitis vinifeera procyanldollc ollgoners
1.5% Values are neans [err] SE.; * p < 0.05 ** p < 0.01 Student's t-test
vs. basal val ues. REPLACEMENT SHEET Exanpl e Vi

eval uate the reduc |on%g oiYa%%ﬁﬁ%w%se 60 i ndividuals of both sexeg %agg
33 - 61 years) andHydrgienai€d orastns ohbséfetPsin were treated on one side
of the face in the(tggggﬁﬁkﬁ;xgggytiquéﬁp with a formulation contasnppag

1. 5% cscul osi de, 0. 5@6proanthoc anidin A2, or their association,_and on
t he ot her side mntﬁrBPX featnent continued for 60 days t wecB0a9
day. The evalyatlocaeioo&d&& Ismenﬁcézyb@éolh9suneSGb©atrs.@m/as perfornedoo g

I medi ately after 5&%& rt of treatnent and then after 30 and 60m§€y§ bg
nmeans of obJectlve ohs measuring with a | aser Doppler flo P
(Peri Fl ux PF3, PERPMEEpH&ﬂmﬂyDchd&nmapiIIary bl ood flow of the exam ned

areas(sec: N llson | FEE Transacti on oghe
Eng. 27, 12-109. 19385% 5}?&%&\}&«0 ger b%ﬁtgr%&nagh A.J.G Wight A EB 81

Cont act Dernotitis@Glyceryl 6 (OE) Caprilate/Caprinate

10 (softigen 767) 15.00 g
Preservatives 0.40 g
Butylhydroxytoluene 0.05 g
a-Tocopherol 0.20 g
Ascorbic acid 0.30 g

15 Dimethicone copolyol
(SF 1188 - General Electric) : 2.00 g
10% Triethanolamine ' 5.00 g
Purified water g.s to 100 g
Example III - Cream containing esculoside and

20 proanthocyanidin A2.

100 g of cream contain:

Esculoside 2.50 g
Proanthocyanidin A2 1.00 g
Hydrogenated castor oil 40 (OE) 2.00 g

25 (Cremophor RH40 - BASF)

Propylene glycol 2.00 g
Carbomer 934 (carbopol 934 P - Goodrich) 0.50 g
Alkyl C,, . ;o~Acrylate (Carbopol 1382 - Goodrich) 0.50 g
Ethanol 95° 15.00 g
30 Preservatives : 0.40 g
Cetyl Palmitate
EET
REPL?QIEI\%%\&T 535
DALE teeveereanrsraremnssassrnasnes




24, 172-77:1991) After 60 déy treatnment, a 41%reduction in the uncsthetism
was observed in the group treated wth the fornul ation containing both
escul osi de and proant hocyanidin A2. Smaller and |less statistically

significant effects were -observed in the osher gr oups ﬁEPLﬁCEMENT SHEET

Effects of toplcal application - escuI05|de proant hocyani di n

A2, and their associati-on on the bl ood perfu5|on of "couperose" area,

eval uat ed by | aser-:Doppler flowneter No. of Tenpor al - zygomati c

bl ood perfusion (PYCUEina @t~ Henkel) | subj ect s TBmB00g

days Ti me 30 day, 0

10.1 [err] 0.5 §5ﬁxf§éé¥%§%){§Q$E£1£§§910 geY%?r] 0.6 Escul osi de I g 3 :

20 9.9 [erpdiysdrbate 8. Oryesn180.4 1c1 Améritans) 0.3* 2.00 g

Proanthocyanldln A2 0.5 % 20 9.8 [err] 0.4 9.5

[err] | 9.%"%PePBRA%AR at i on according to Exanple || (Esculograg

1.5 A} O [err] 0.5 6.8[err] 0.31*

6.2[err]0.2%* proan‘ﬁwcy%&' m%t?)e% % Values are nmeans [err] S.E.; - ;0 2

0.05 ** p < 0.01 Staytbrdgendtédslancslipl éhapbocerina - Esperis) 5. 00 g
Dimethicone 350 cps (Tegiioxah 350 ~ fego) 0.50 g
Phosphatzdylcholzne (Phospholxpon 90~ Natterman) 2.50 g
10% NaOH sol. o 2.40 ¢

10  Purified water ) o . © g.s. to 100 g .

Example IV---Gelified'emuISion containihgfesculétin and
procyan;danole olxgomers “from g;_gLL;_ g_gggg;g. 100 g
of emulsion contain: ‘

-~ Esculetin A 1.00 g.

15. .96% Procfanidole_oligomers . _ ) ; -7 0. 30}g
| '  Iso§ropj11myr;st§te, o B _ o . 5.00 g .
' Preservatives = ' ',f' : o  ~_' 0.40 9.'
Perfume = - o '”':'l' 0.10 g

Polyacrylamlde, Ci13- 14-lsoparaff1n and laurlc - .
20  alcohol 7(OE) (Sepigel 305 - Seppic) " 3.00 __
' Purzfzed water = ' : . g.S. to 100 g -

Q-

.{ Example V - Gelified emuls;on contaznlng esculetln."

;100 g of gellfled emulsion conta;n* '

'@ a9 a.a

fEsculetxn: lﬁ : R N _'-f_ . 2.00
'-25*-7tIsopropy1 myrzstate T L _"SLOO
- ;Preservatlves oL T o . " 0.40
‘“__Perfume o I o {“f ©0.10

E_Polyacrylamlde, C13 14-lsoparaff1n and laurlc _
 alcohol 7{(OE) (Seplgel 305-- Sepplc) . 3.00g
30__J'Pur1f1ed water S T R q.s. to 100 g

| -égpyAgze_}\A%qgcsy\éggT




7c Exanple VII| To evaluate.thé cicatrizing effect, 24 patients of both
sexes ,(age: 23 - 45 years) having newy forned scars were selected for the
treatment with the placebo fornulation or a formulation c | ni,n .9
escul etin, or 0.3% procyanidolic oligoners, from Canellia lggmﬁég\lﬁﬁ%% r
associ ation; the treatnent continued for 15 days twice a day. |Imediately
after the txeat ty,, the hyperhaem c areas of the scar, were checked and
measur ed V\A'{lheaanwoolelo"c'éﬂql aﬁ%'s‘_’- &S( ScBpaVhEh- MFH8aR i dgﬁmf’ﬁﬁﬁfﬁﬁe the
System Al phenditgisenti ackiabiyy bhkkedew Wef ae0dadnt indtiiodPtd £ ako Wi G, s
wi th 50x magnjfications (see: Thulcsius O, Vasa 21,' 87-88. 1992;, and
Curri S.B. ARhRFIINRENMBidiBses ED. IL no. 2/95, 31-55. 1995) The check
was repeated after 3, 7, and 15 day treatnent. The hyperhaernic area was
reduced by about 70% (p < 0.01), conpared with the placebo values, in the
group treated with the fornul ati on containing both esculetin and
procyanidolic oligoners from Canellia sinensis. Smaller and | ess '
statistically significant effects were observed in the other groups, Table

3 - Effects exampy@i¥hl application of esculetin, Canellia sinensis

procyani dolic oligoners, and their association on the h rharm.c.area of
heal i ng wouRdsvalate thetcepnzing effeeic 4b prtaatsodf Ry s ’%?W}/rggﬁih"%i ﬁéﬁ)f"ﬁ ".“Ki‘a‘?‘i"
of Sc awhishpksdhuedtrgons spegfisial surgee) haviog Noupdseh3 size fenger tan 2 cm, 30 s lo

subj ect s dllove, et aymratioa] theetréptroeny of | crwitie ‘Wléﬂﬂe fon'm‘xlati.on a:}d of 1 cm with t_he
active formulation, contining 1.5% esculoside, or 1.5%! procyanidolic oligomers from Vitis

vinifera, or their association. o :
Immediately after the first treatment, the adhesion edges of the wound were cl‘lecked with 3
videocapillaroscope (Scopemaa-Maritex Video Imaging Systera, Alpha Stument, ialy), t‘m:ad
with a halogen-light optical probe with 200x magnifications, messuring the capillary density
(aumber of blood-perfused capillaries per area unit) (se: Thulesius O., Vasa 21, 87-88. 1992;,
and Curmi S.B., Cosmatics & Toiletries ED. It. no.2/95, 31-55. 1995) ;

The check was repeated 15 and 30 minutes after the treatment. The capillary density increased

by about 100%, compared with the basal and with the placebo values, in the group treated with
. the formulation containing both esculoside and procyanidolic oligomers from Vifis vinifera.

Smaller and not statistically significant effects were observed in the other groups.

Table 1 - Effects of topical application of esculoside, Viris vinifera proéyanidolic aligomers, and their association on

the capillary density in wound adhesion edges, evaluated by videocapillaroscopy (200 x magnification).

No. of Number of b!ood"p.erﬁ;sed capillarics per area unil

Treaiment ' subjects TimeOmin  Time 15 min Time 30 min
Placebo . _ 18 153+1.5 156+ 1.4 148+ 1.3
Esculoside 1.5 % 6 15.5%2.1 185£3.1 18.0£3.5 -
Vitis vinifera procyanidolic aligomers 1.5% - & A5t £2.8 209%35 20.7£3.2
Formulation according ta Example [ _ . .

(Esculoside 1.5 % + . 6 15.04+2.2 30.5+4.1*" 28.6 £4.2°
Vitis vinifera procyanidolic oligomers 1,5%)

Values are means £ S.E.; * p <0.05 ** p <0.01 Student's t-test vs. basal values,

REPLACEMENT SHEET

------------------------------




Pl acebo . . . 6 96.5 [err] 2.5

64.6 [err] 3.3 27.4 [err] 2.7 Esculetin 1%

6 88.4 [err] 3.6 49.8[err] 4. 3* 19.1 [err] 2.5* Canellia

si nensis procyanidolic oligoners 0.3 % 91. 2[ err] g¢ rr]
3.5 22.7_[err] 3.2 Fonnul ation accorgﬁ\g to Exanpl EEﬁv\(E@ENf:SJEﬁ % +
6 65. DEARP IR VEE 22.9[err] 2. 3*x* 8.5[err]0.9** Canellia

sinensis procyanidolic oligoners 0.3 9% Values are neans [err] S E : *9 <
0.05 **p < (Fopavakistribareduction efthe gaupersisa 68 iusdividualpolchoth sesi (age: 33 - 61 years) and
Phar maceut i coffcringifrom Wissunesthetisiowatel togatedran duerside of the fase i fiedamperabzygomatic «
cont ai ni ng aeeaawith\a fomiutatiopl @stait)g 1.5% cewmlmidensr 9% praagthoryanidia Ad ofitheir
escul etin, assocatbs, andrintheothgr sidrewitiaplicebiox the tresricheswatifiyedfomd dryd twice i diy).
di meri ¢ and Thkiegalwetiorc of the dntieinsiny o Rheciriesthetisth was gerformed Rhmediatcluafkac ahe start of
and/ or  coOs fehtintent aad then2ift«? B0 and 60 days by means of objective evaluations measuring with a
laser Doppler flowmeter (PeriFlux PF3, PERIMED, Sweden) the capillary blood flow of the
examined aregs(see: Nillsonn G.E.., Tenland T., Oberg P.A,, JEEE Transaction Biochem. Tng.
27, 12-19. 1980; and Gawkrodger D.J.,, Mclonagh AJ.G., Wright AL, Comact Dermaiitis
24, 172-77.1991) . S

After 60 day treatment, a 41% reduction in the unesthetism was observed in the group treated
with the formulation containing both esculoside and proanthocyanidin A2. Smaller and less
statistically significant effects were observed in the other groups T

Table 2 - Effects of topical application of esculoside,’
Pproanthocyanidin A2, and their association on the blood
perfusion of "couperose"' area, evaluated by laser Doppler

flowmeter
- No. of Temporal-zygomatic blood perfusion (PU)

Treatment subjects Time 0 days Time 30 days Time 60 days

: | Placebo 60 10.1 £0.5 104106 10.51 06
Esculoside 1.5 % 20 9904 0.0£0.4 8.7+03*
Proanthocyanidin A2 0.5 % 20 98+04 9.5%£0.5 . 9605
Formulation according to Example II :
(Esculoside 1.5 %+ 20 10,0 k0.5 6.8 £03** 6.2+0.2**
proanthocyanidin A2 0.5 %) '

Values are means £ S.E.; * p <0.05 ** p < 0.0l Student's t-test vs. placebo.

............
------------
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according.to claim1, characterized in that the contained proanthocyanidins
are selected fromthe group consisting of proanthocyanidin A2,

procyani dol e oligoners extracted fromVitis vinifera and Canellia 15
sinensis, and m xtures thereof. 3. Phgimaceutical and/or cosnetic
formul ations according to claim2, characterized in thafRERIACEMENT

pr oant hocyan,l‘-,gg,@pj_é wf pant hocyani d| n A2. 4. Phar maceutical and/or
o‘r'rTU'I'aT'T"UTT§‘2

cosnetic according to c'I aims 1-3, for the

treat n'ent eral_vasc es _connect ed a f
arortal oo U Sl BER ThoBibt PRI G 0N IR ?e?'"
capillary ?)’@'P‘iﬁ’e%ﬁif’l PECP f"o{' Fltf"g?‘m%{ﬁd” Fhet A c‘?ff’e gﬂﬁ formulation
super f i ci alcogipingag IO/Hé’é 'etgbé‘Fs“g %oi prerenulolic gligomess {9 “’"Wé‘hﬂf”reﬁm Y their

condi t i ons assecitiew; 'i‘B“G%'iF gorfisnes for 46 dgysstwica 1da¥s ul cers and

t el angi ect dmimedjatelp afier tedrestmencthe typerhacriaardas of Yisatcrq were ahiccked and measured

Phar maceut iveei a aiddpepilbieseeps (Schpeman-SorieexsVideo [maging System, Alpha Strumenti, Italv)
fitted with a halogen-light optical probe with 50x magnifications (sce: Thulesius O., Vasa 21,

87-88. 1992, and Cumri S.B., Cosmetics & Toiletries ED. 1L no. 2/95, 31-55. 1995)

The check was rcpez«ted after 3, 7, and 15
about 70% (p < 0.01), compared with
formulation containing both esculetin an
Smaller and less statistically significant

day treatment. The hyperhaemxc area was reduced by
the placebo values, in the group treated with the
d procyanidolic ohgomers from Camellia sinensis.
effects were observed in the other groups,

Table 3 - Effects of 1opical application of esculetin, Cmnellm smen.u.s' procyanidolic ohgomers and their association

on the hyperhaemic area of healing wounds, evaluated by vudeocapnllaroscopy (50 x maghification),

No. af Scar hyperhaemic area (basal value = 100) .
Treatment subjects | Time3 days - Time 7 days Time 15 days
Placebo 6 96.5+2.5 64.6+3.3 27.4 %27
Esculetin | % 88.4:k3.6 498 +4.3* 19.1 £2.5*
Camellia sinensis procyanidolic oligomers 0.3 % - 6 91.2£3.8 54.74£3.5 227+£3.2
Formulation according to Example IV
(Esculetin | % + 6 65.0 £ 3.2*" 229423 8,5 09"
Carnellia sinensis procyanidolic oligomers 0.3 %) '

° Values are means £ S.E.; *

p <0.05 **p <0.01 Student's r-test vs, placebo.
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30 the topical use, containing as active pr|n

sel ected from escul osi de, esculetin, extracts 9 con ﬂué ﬂ Um
m xtures thereof, conbined with dineric or oligoneric r oan

for the treatnent of atopic dermatitis and haematomas o6f any origin.

6. Phar maceutical and/or cosnmetic fornulations acREPdA@E\AENTMBhe
of the above clalg;mfﬂguacterlzed in that they contain pure phospholi pids
or mxtures there Xcipients. 7. The use of coumarins sel ected
from escul osi de, 10 esculetin, extracts containing them and

m xtures thereof, 1, Conb'PﬁQrm&bEﬂt1@bﬂeéh@/ora@@sm@ﬂﬁﬁﬂﬁ8EMhlatlons for
proanthocyanldlns for the manufacturin a nedi canent for the toplcal

use, intended for Hfe HIREAEHe ISR contglnlng as active principles
a) coumarins selected from esculoside, esculetin,

extracts containing them and mixtures thereof, combined

with
b) dimeric and oligomeric proanthocyanidins.
10 2. Pharmaceutical and/or cosmetic formulations

according to c¢laim 1, characterized in that the
contained proanthocyanidins are selected from the group
consisting of proanthocyanidin A2, procyanidole
oligomers extracted from Vitis vinifera and Camellia
15 ginensig, and mixtures thereof.
3. Pharmaceutical and/or cosmetic formulations
according to claim 2, characterized in that the
contained proanthocyanidin is proanthocyanidin A2.
4. Pharmaceutical and/or cosmetic formulations
20 according to claims 1-3, for the treatment of
peripheral vasculophaties connected with impairments of
the arterial or venous circles and of unesthetisms
related to impaired capillary permeability and
fragility, and for the treatment of superficial or
25 deep scars; internal and external hemorrhoids;
conditions related to chronic venous stasis, stasis
ulcers and telangiectasias; couperose and peripheral

capillaropathies.
5. Pharmaceutical and/or cosmetic formulations for
30 the topical use, containing as active principles

coumarins selected from esculoside, esculetin, extracts
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capi Il aropat hi es. &ntainille #86mOhndOHIRELR®sS RGIRSE from escul osi de,
esculetin, extracts contalning_ them and _m xtures theregf*, conbi ned

with dineric
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ant fdPHhe rbapnedit b¥eatBpead@drhatithie anddtaematomaatofic
-dermatitis and haenmat onps, of any origin.

any origin.

6. Pharmaceutical and/or cosmetic formulations
according to any one of the above claims, characterized
in that they contain pure phospholipids or mixtures
thereof as excipients.

7. The use of coumarins selected from esculoside,
esculetin, -extracts containing them and mixtures
thereof, combined with dimeric and oligomeric
proanthocyanidins, for the manufacturing of a medicament
for the topical use, intended for the treatment of
periphera'l vasculopathies connected with impairments of
the arterial or venous circles and of unesthetisms
related to impaired capillary permeability and
fragility; superficial or deep scars; internal and
external hemorrhoids; conditions related to chronic
venous stasgis; stasis ulcers and telangiectasias;
couperose and peripheral capillaropathies.

8. The use of coumarins selected from esculoside,
esculetin, extracts containing them and mixtures
thereof, combined with dimeric and oligomeric
proanthocyanidins, for the manufacturing of a medicament
for the topical use intended for the treatment of atopic
-dermatitis and haematomas of any origin.

| REPLAGEMENT SHEET

1T DEC®

1
\

4

|

1



