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;The present 1nventlon relates to the use of novel

-_bformulations . for - the topzcal . use contalnlngr

combznatrons . of coumarins, such as esculosxde,.

-_esculetzn, extracts containing. them _-or . mixtures

_ thereof, wzth dlmerxc and oligomerlc proanthocyan;dzns B

for the treatment of perxpheral vasculopathles related

to an lmpa:.red per:.pheral m:.crocu:culatlon; moreover,.

" the 1nvent10n relates to the use of said conmarin7f
der;vatlves in comblnatxon wzth proanthocyanidins"'in"_ff
the cxcatrlzat1on processes and in the comp11cations OE'_l
"f hron1c venous sta51s (leg heaV1ness, ulcus crurls) and: 

_in the treatment of 1nternal and ‘external hemorrh01ds.

in a strlctly cosmetlc field, the comblnatlons are used

”in-the treatment of unesthetxsms related to superfxcial-

"caplllarles .(couperose),- rosacea, telanglecta51as and |

_the like. It has surprxsxngly been found that a strong

1synerglsm exlsts between these coumarzn derivatives and

proanthocyanldxns.t : |
- The mxcrovasculoklnetlc _actiyity .of esculoside,

responsible ~for many of:”thei properties of the

. combinations',.(clcatrlzlng and : antlhemorrhozd) was

.evaluated by non-1nvas1ve technlques such as . 1nfrared'5.

photopulsoplethysmography, Laser-Doppler [and '_v1deo-

'caplllaroscopy which . allows to check the. districtual

'mlcroanglotectonlc and the -caplllary morphologlcal
hanges pefore and after thettreatmenttWith_the tested

substances. Esculosxde induces Zfavonrable changes in’
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;the Cabillaryfdensity;_np.to 300% higher'than:the pasal

values. B

In the combznatlons accordlng' to the _invention,_°

. the welght ratlo - of coumarln * gerivatives  to .
l'oroanthocyanldlns preferably ranges from 4:1 to 1l:4.
~ For. example, comblnatlons of three parts of esculos;de;

and “one 'part ,OE proanthocyanzdlns_ (selected from.

proanthocyanldln A2 and the procyanldole ollgomers of a

-dlfferent orlgln preferably those extracted from V _;t;g_f
'vinifgra ' amelllg §1ngn§1§) exert synergistic.[
.1_act1v1t1es whxch are qualxtatzvely dxfferent from those'

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

of this fact: is' that esculoside 1ncreases the

'”proanthocyan1d1n absorptlon at ‘the topxcal level as a':asl'

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

and therefore of water Partlcularly synerglstlc'is the

modulatlng act1v1ty on the cicatrization 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;

tw:._ce a days; the evaluat:.on of the 1ntens:.ty of the

'unesthetism Was performed by means of scores and w1thf

objectlve evaluations measuring the colour lnten51ty of

the area treated with the-comblnatlon of thedinvention
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'_compared w:.th that treated with placebo. After the
treatment, a 41% reduct:.on m the: unestheti‘sm"'w'a's o

R observed, using the pat:.ent hlmself as control.

-Partlcularly - 1mportant is the heal:.ng effect_ of

the comb:.nat:.ons accord:.ng to the :.nvent:.on, ‘which

'-; -'_effect can be used 1n plast:.c surgery - as well as in

d,ecubltus ‘and venous stas:.s ulcers.. To evaluate the

cicatri,_zat:.on effect, " patients were selected wh:.ch had

under'gone superf:.c:.al surgery, having wounds of a size

su:.table 'to the'_" s:Lmultaneous 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 -
'--placebo formulata.on and Of . 1 cm with' a formulat:.on‘

'conta:.nmg 1. 5% esculos:.de _ and 1. 5% procyanldole“ '

-ol:.gomers from 1t1§ v1n1fera. "Immed:.ately after the

RS YT

_ "treatment, the adhes:.on edges and nearby areas of the -
'wound were checked w:.th a v:.deocap:.llaroscope .'

' . (Scopeman-Mor:.tex Vz.deo ': Imag:mg ~ System, ' Alpha'-

Strument:., M:.lan), f:Ltted w:.th a halogen-light optrcal_'

probe w:.th 50 to 400 X magn1f1catrons, measuring the-'.

._caplllary density. (number of blood-perfused capillaries 3
‘p_-er '_area un:.t) and evaluat:.ng the space or:.entation of o

~ the cap:.llar:.e_s and their morphology. 15, MJ.nutes after

the treatment, the capillary dens:.ty :anreased by 100%
compared with the pasal one and with- the placebo-

treated control Surpr:.s:.ngly it has been found, and it

.-'_'lS a part of the present J.nventlon, that followa,ng the

improved dxstr:.ctual c:.rculat:.on (the c:.catr:.c:.al area

is usually poorly vascular:.zed, , ontrary “to. what was

belleved up to now) and the f:.broblast prollferatlon ;
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':stlmulatlon, a-'remarkable 1nduct10n of a regularf

cap111arogeneszs takes place.; The wound heallng thh'

‘the products of the present’ 1nvention turned out to be

accelerated and at ‘the same tlme modulated. In bedsores '_3*5~

and torpid' ulcers, the 1arger blood flow to the

i 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-{

o rh01dal pathology,_ln ‘which the s;multaneous effect on'

rterles and veins allows a fast regresszon of venous

: sta31s.

The treatment above- descrzbed relates to 'the:

_treatment of cauterlzed wounds and or. heallng wounds,
S fﬂor of cutaneous ulcers, or of venous staszs condxtxons.._V?-'

-'nlstratlon of a formulatlon contalnlng l% esculetln and

Further,;lt_has surprlslngly been found that the admi-

- 0. 3% procyanldanole ollgomers from Camellla §1ngn§1§ on3~
'newly formed scars leads to a faster dlsappearance of

~ the c1catr1t1a1 outcome, w1th a: remarkable reductlon ln"

the hyperhaem:.c ‘area compared w:.th the controls. The

result of such a treatment is partlcularly 1mportant”in
the exposed body areas, where fac1a1 esthetlc surgery, :

-': removal of naev1 and the like are performed.

_Moreover, jt has been found that the above c;ted |

' cOumarins; alone or .xn comblnatlon wlth, proanthocya-

' nidins; are markedly effectlve 1n the treatment ofg.'”
;-atopic ﬁdermatltls and haematomas of".any orlgln.
| Therefore, topical admlnlstratlons of a lformulatlon

'contalnlng 2% esculetln on. atoplc dermatitis'induce“a_

" reduction of the dermatltls w1th1n one week or. in -even

Shorter~t1mes, dependlng on the severlty and degree of
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;fh.the pathology. The same’ formulatlon. ‘applied on haema-.

tomas,_ made them - to dlsappear w1th1n ai few days,

'probably thanks to the mlcrovasculoklnetlc activity of

" the product.

Partlcularly ‘useful ~ as. excipients'c.for' the

-Vformulatlons of the 1nvent10n proved to be. phospholii,

| 'pids, pure or in form of the natural mlxtures thereof,._l

which allow a qulck absorpt1on of the substances-

themselves; even though other exc1p1ents can advantage--'”
' ously carry ‘the products of ‘the. invention, enhancing

.thelr therapeut1ca1 or- dermocosmetlc functlonalltxes.

The  formulations accordlng _'to ~the . invention

contain, be31des the above defzned actlve pr1nc1p1es;"f'
"'_carners, ade.tJ.ves, preservat:.ves and the lJ.ke known
. in. pharmaceut;cal techn1que,' such as those llsted 1n'
-.the examples reported herelnbelow,'whlch 111ustrate the -
:ulnventlon w1thout 11m1t1ng its scope. '_ ' |
’ Example I - Gel contalnlng esculosxde and procyanldole-

.ollgomers from Vltls v1n1ferg. 100 g of gel contaln.

Esculoside: - . - S 'f - 1. 50 g

96% Procyanldole ollgomers o f o __pf'ﬁ""l.so g
IHydrogenated castor 011 40(0E)f - ._ |
-(Cremophor RH40 - BASF) . - B B 1;oo"g'
.lpropylene glycol ;'. o ._ : o 1.50 g
'Preservatlves L S _;y - S 0.10 g

Hydroxyethyl cellulose

(Natrosol 250 HHX - Aqualon) S - 3.009

purified water R - : hrq b. a 100-g..

ExamplejII - Alcoholic fluid gel contalnlng escu1051de

,and'proahthocyanldln A2. 100 g of gelucontalnﬁ

Esculoside T o 1.50 g .
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| __Propylene glycol _ _ _
Carbomer 934 (Carbopol 934 P - Goodrlch)
;Alkyl C10 30-Acry1ate (Carbopol 1382 - Goodrlch) '0.50
o - 15.00
30

| cetyl Palmitate

'Phosphatldylchollne

',Example 1T -

6 A

'Proanthocyanldln a2

.Hydrogenated castor 011 40(0E) T

(Cremophor RH4O - BASF)

f Propy1ene glycol | ,
. Carbomer 940 (Carbopol 980 - Goodrich)
HEthanol 95°

"(Phosphollpon 90- Natterman)
‘_Glyceryl 6(OE) Caprllate/Caprlnate ﬁ 
'(Softlgen 767) ' ' '
' Preservatives .

Buiylhydrgx&tbluenéf'

2§4Toc6§heroi - .
':ASCOIDIC ac1d

g Dlmethlcone copolyol

(SF—1188 - General Electrlc)

' ~ 10% Trlethanolamlne

Purlfled water

Cream

'..proanthocyanldln A2.

100 g of cream- contalh.
_Esculos1de _
f'Proanthocyanldln a2

“Hydrogenated castor 011 40(0E)
'(Cremophor RH40 - BASF)

' Ethanol. 95°

Preservatives

— EEN :
-”MbahEHTHAbB
HtPLACED

"’\

containing esculoside -

5.00
3.00

1 1.00
 45.00

. 15.00
 0.40
© 0.05
0.20

. 0.30

Q@ @ . a a

Q@ Q9 v a -\

2.00 g

© 5.00 g

q.s,~£o 100

-1.00

- 2.00
2.00

0.50

0.40
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of emulslon contaln.

Perfume - B . - . 0.10

*Polyacrylamlde, C13 14 1soparaff1n and lauric

- ] REPLACED

.'(Cutlna cp - Henkel) - o . N '_SLOO
.'Polylsoprene (Syntesqual - Vevy) _g: R o 5.0Q
'Polysorbate 80 (Tween 80 - ICI Amerlcans) S 2.00
~a-Tocopherol A E o 7 0.20.
."Ascorbyl palmztate l _ 'J'- . . | | . :i 0.10'
.lHydrogenated lanolln (Lanocerlna - Esperls) - 5.00

| Dimethicone 350 cps (Teglloxan 350 - Tego) ._ 10 Sd
Phosphatldylchollne (Phosphollpon 90~ Natterman) 2. 50
108 NaOH sol. o o o .' - 2. 40'
7Pur1f1ed water jf S ._f_ ) . gq.s. to 100

| 'Esculetln'V B -  ' . 1.00
_96% Procyanldole ollgomers o K f. - 0.30
Isopropyl myristate .- ;_'_-l' . f',.Va ) es;ob'

- Preservativeen : R _ _'. o 0,46

-

'g: m"m @ '@ @ 9 a a

g

-'lxample v - Ge11f1ed emuls;on contalnlng esculetln and

:'procyanldanole ol1gomers from g_ gll;a §1ngn31§. 100 g

Q- QO Q@ O -«

alcohol 7(OE) (Sepigel 305 - Sepplc) . . 3.00g

'f:Example V - Gellfled emulsion contalnlng esculetln.
100 g of gellfled emulslon conta1n° o

Esculetin | B 7 2.00

_ Isopropyl myrlstate-' S . 5.00
3_'Preservat1ves - . - ﬁ'::' ' © . 0.40
: ,Perfume _ N 5 o -'-  N | : 0.10

| olyacrylamlde, C13 14~ 1soparaff1n and laurlc _'.

-'alcohol 7(0E) (Sep1ge1 305 - Sepplc) . R _ n 3.00.

This Sheet Has Been Replace
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Purified water S . "qg.s. to 100 g

@ @ a a

-

‘Purified water - . o - qme. to 100 g
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1. Pharmaceutical _and/or cosmetlc formulatlons ‘for
'the top1ca1 use, contalnlng as active przncxples.- |

- a) coumarlns selected _from escu1051de, esculetln,

extracts conta;niné them and mixtures thereof, combined

-w1th

'b) dlmerxc ‘and ollgomeric proanthocyan;dxns.
,2. : Pharmaceutzcal and/or cosmet;c _fornulaticns_;:”
_ accordlng to c1a1m- 1, 'characterized in' that' the
_contained proanthocyan1d1ns are selected from the gtoup_
?-cons1st1ng _of proanthocyanldzn A2, .procyanzdole
ohgomers extracted from Vitig &rg_f_g_g and Camellia

_ sinensis, and mixtures thereof.

3;f Pharmaceutical"' and/or cosmetic 'formulationé_.

.accordlng to clalm 2, characterized' in. that' the
-ﬁ“conta1ned proanthocyanzdrn is proanthocyanldln A2. |
4. Pharmaceut1ca1 and/or - cosmetic fcrmulations
-accordlng _ "to ~claims ' i -3, .for-' the “.treatment . of
_perlpheral vasculopathles ccnnected w1th 1mpa1rments of

;'the arterlal. or venons c1rc1es and of unesthetlsms

..':freiated ddto impaired caplllary permeabillty - -and

30

’fraéility;f' partlcularly for _'the'*'treatment' of

.25 _sﬁéerficial; or_.deep _scarsf* internal and external Ny

hemorrhoids; conditions _related to chronlc venousr:

”.stasis, -such as stasis ulcers and telangxecta51as,_'

- couperose and perlpheral caplllaropathles.'

5. _ Pharmaceutical and/or cosmetlc formulatlons for_'

'ythe' top1ca1 use, ,conta;nlng asd“actlve pr1nc1p1es7

‘coumarins selected from esculoside, esculetin, extracts -

; This Sheet Has Been Rep laced
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. thereof as exclplents.

“medlcament for the toplcal a;¢e~

_esculetin, extracts. contalnlng

. thereof,  optionally comblne;”;

Iy |

containing : them and ' mlxtures ' thereof | Optionally'f“

combined . ‘with proanthocyanldlns, for the treatment of T - .

atopic dermat1t1s and haematomas of any or1g1n.

6. Pharmaceutlcal . and/or cosmetlc ' formulationsif .

- accordlng to any one of the above claxms, characterlzed

in. that they contain pure phosphollplds or mlxtures'

.7. ' The use of coumarins selec;ed' from esculoside,

esculetln, extracts ' contalnlng;frthem and. mlxtures

‘thereof, _combined with - dzmerlc _ aﬂa' ollgomerlc'-‘

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

1ntended for 'the'

-treatment of perxpheral vasculopathies connected with

;mpalrments of the" arterlal or venous clrcles and of

unesthetlsms related to - 1mpa1red capillary permeablllty

: and fragllzty, superf1c1al or deep scars, 1nternal and '
hekternal' hemorrh01ds, condltzons related to chronlc._a
venous stasis, stasis ulcers and telanglectas1as,.,f
:.couperose and perlpheral caplllaropathles.

-.8. ~ The use. of coumarins 'selected from escu1051de,.

J_them and mixtures

ulth ' d1mer1c ' and

"”_oligomeric proanthocyanidins, for the manufacturlng of
ar medlcament for the top1ca1 use 1ntended for the

'--treatment of atopic dermat:.t:.s and haematomas of ‘any

origin.
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