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EP 0 275 005 Bl Description This inventionis relating to conplex conmpounds
combi ning flavonoids wi th phospholipids, to a process for their preparation
and to pharmaceutical and cosnetic corrp05| tions containing them 5
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wherein R and Ri, that are the same or different, are mostly acyl residues of the palmitic, stearic, oleic,
linoleic, linolenic acids while Rz is the residue of choline, ethanolamine or serine. Particularly preferred
phospholipids for use in cosmetics are the vegetal or naturally occurring phospholipids, such as those
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55 wherein R and [err], that are the sane or different, are nostly acyl
residues of the palmtic, stearic, oleic, linoleic, linolenic acids while
R2 is the residue of choline, ethanolamne or serine. Particularly
preferred phospholipids for use ERO@s5088 Bts are the vegetal or naturally
occurring phospholipids, such as those 3 EP 0 275 005 Bl obtained from
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55 protection, was in all cases higher in the complex compounds of the invention than in the free flavonoids.
Quercetin, apigenin and the corresponding phosphatidyicholine-complexes have been tested for effec-
tiveness in inhibiting the Croton oil cedema. From the results given in Table Il it clearly appears that the
complexed forms are higher in activity than the free flavonoids.
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40 caused to occur in application areas of respective conplexed forns, as
conpared with free forns; here, the action of the conplexed form besides
being higher in intensity at the same dose of .active principle, is |onger
lasting in time. It can be easily EHPPEIWRY how an increnent in bl ood
flow at the cutaneous level is of inportance also in cosnetic applications,
in order to maintain the skin noisturised, elastic and in physiol ogi cal
conditions. A peculiar action of the flavonoids in general, and of the
catechuic derivatives ijn 45 particular, is their fibroblastic
prokif:eration stinulatifjng gctipn, which acti or}fei s equally useful in
dermat o ogy for ulcer Healim pand I n; cosnetic {treatnments where it
intervenes to increase {the synthesi s,of the. micopol ysaccharides and of the
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inhibiting the Cr ot 09 ¢iy oétidma.’ Fromtl‘ﬁe _regults given in Table Il it
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The epithelium-repairing activity and the fibroblastic proliferation-stimulating activity exhibited by the
phospholipid complexes of catechuic dimeric and trimeric substances, such as those isolated. from
Tormentilla, are significantly greater than in the case with the free forms.

The peculiar activities of flavones, such as their capillary-protective and vasotropal activities, have been
checked for the complex compounds of rutin, diosmin, quercetin and of flavonoids from whitsthorn, passion
flower and Gingko biloba.
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EP 0 275 005 Bl Especially when tested by topical - application, the

conpl exes of the above-nentioned products have shown to provide significant
protective effect. From an appllcatlve oint of view of pharmaceutical and
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Conpl ex gaRhBraaa ot JRstagutcs sl oot % eanizf ﬁk
adm xt Urlﬁvemoh %aﬂ}oﬁ@mlpﬂyédﬂﬁn%te%roﬁée% soveld Qly. &Bgﬂiﬁn Qh ek dsga

and/ or - CRQREBRS fokms S CShaRacEuBiMl Gsds, BHIRIA b ansam adMhiNistiatioha B¥D tablB) &pgnesagymaeus

M Crogh SPaps, WdRtichS hd istipbiidioRs dhirDcohQo Ul d8&ds B itheOdormPRREIE Btiid phcBRITR ke X
conmpoundangefiroirhe td Bo0CMY.I Sdl pHammabeutical Ems\ivill Ibe EAMREETEA cht€ besbvaraiimed la dagver al
ti mes dadebynding eypethel isévgritg rof tiHeepaholngye wpheatraathd Lme theSpatibra [Tbwitions. The compositions

phar mac eastardiag toutseimyentign cndd paviculpralsecusba for hreatiogTetatess ofriflammation aof aalt¢rechplatelet,
capsul esaggregatiopsiates2 ©f aligred igedillery fragildy artdi porswoabilityl ashiippenesal.dmall thinfiedds i whichednn

uni t eﬁos@gv'tbﬁftbm@ﬂvmﬁpisémfezeaemfﬂﬁempr| nciple in the range from1 to 500
ny. Sal d plidheiatiowing examplgsethatsaregiven fos dilugireliyepuepoas &ad aotde beyeonstaugied g% lingifinges a
day, p‘BN!?Y‘?‘i‘ np Hset g been madetof a §py phegrhal M‘W’W“‘F’B‘"&é’"tﬁ"é&?@? Aty gids:

pati ent Enielicaqe: 1§ PRIHip a3 h§‘°§§1‘&€‘61’ Ay sleierpeid; baRad N B, toleh ridener
parti cul’ﬁ’f“rabﬁ“"ﬁ'?e?i Phesphofipidsaxiragiod frpm vegetal JOUCHT | ammti on, of altered pl at el et

aggr effat tes, of altered capillary fragility and perneability and, in
general, é)&'ﬂnpi i the fields in which an 25 activity of the flavonoids is

r eCOg”' Zﬁgpﬂtlopnro‘?%ﬁ&jcetirhg!-s{egﬁ)yi( &Jo%&%&&ﬂch%ﬁmhgﬁouekﬂaﬁcﬂpﬁ‘exg' ven for
illu t he i nvention,

use hgss beggo Wga&éeu@ws.@ysu%maha{mdmIof:h.eahyuaﬁ chRdAdeB Y dF istofiBy) PhlospheRERIC,

as fatt Yendib Hore 1394 tol tROSRpshsiaFrid. thel ARk TNbAISY B Ghifd. et BF/ediiph® dissoidiehd and
11% ol ei Thea6iubnlaas @Encaritratel Qo b Gdidhe G0 W, theldilited Withod00 H 6t bHhéxa, under stirring.
phosphol Thei ikeipRatéd prodiuetiwis el @gRdrdl uBdd aadn aB8 ‘EXAMPYbf 2 yeloavadriwere Of
quereet i ablahed, éay oyl phosphat i dyl chol i ne equi nol ecul ar conpl ex 35 3.02
g of euekect 1483.6m 288 muiGhtehiled in 100 M of nethylene chloride; 8 g of

di st ear ok PHESA A3 My [CHGBhol | ne were added to the suspension and the

m xture was heated to mld reflux to conplete dissolution. The solution was
concent rEAMLEZ a volume of 20 m, then diluted with 200 n of n-hexane,
under stirri |l Iter'ed an'd dr| el\d under
vacuufl at- err] [err]

EXAVMPLE 2 4 Fc@iﬁd %s. 2 &e%sid \ﬁerg ts Jegshjl q% ?rﬁ%f a_dioxa anol 2:1
phospha%&éf ‘%% f%‘ﬁ gi 2 3 985 ONRInCIRS 5Slinds Wak AedroSi de
(hyper osg .voé\@reﬁm d%w.su numd fi atql -8, ?%%ﬂﬁ‘an@%&ﬁﬂ@ha&re@zdﬂr%& ure, in
the presenge; @f of fa Sl Pllovs BYwdal) QRIS Sl ! dnidfordrhibhliCotiibe, Here YHiSRba! i

sol ut i ONprY@Et hbiAIno sRhAAROH-NVRSCHES YIRS cdi) BdiaSdidnbd @tai'd?r&tsélﬂ'dleﬁs A Ltk Bt
[err] amde tdaenatldiOmaigg. sol uti on was freeze-dried. so 12.1 g of a straw
yel | ow peyaecHClcempb.eaedsg nmol ubl e in chl orof orm ethyl ether, were obtained.
The
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:product showed no si gjnal s at [err] which could be assigned to aromatic
protons and to those of the saccharidic noiety. [err] of 160.2 at 258 nm
55 8 EP 0 275 005 Bl EXAMPLE 3 _Preparation of"

quer cet i n- 3- r harmogl ycosi de/ soy - pFBI#R08\R1chol i ne conplex 5 6.1 g of
quer ceti n- 3-rhamogl ycosi de were di ssolved together with 15.60 g (0.02
nol e) of somudrB@sphatidyl choline (95%titre) in 500 m of dioxane, heating

t he mxtu1'—e—t-o—1ﬂld reflux for 10 m nutes. When di ssol ution was conpl ete,

the i xt UpRpifaon St QLérdetRElmaMAGHTORE/RGY biibsfhudlichiIAE Corablm The
condentra I ting

preci pist at e ewag of iquéreating-riamedeglycysiiaUWers HesoiddN @Ggdtiivl vt Of5l6y g\d.d2 MolB)E ¥ EE.-
After dryptivgphatiPictidligy 5% ttitre) i GOP v Xof dexaBe, Hobthp Nedmixin@o gd refiwpior F0 fhites 10
[err] = OWheh dissoldi®d wasncompletd, 2he/ mixture36as coned [asd edncantrddd IO EMiAndRyr apautsat Tr@en  Of
kaenpf er otongeniyity wass pakesd Swy Sehwkel mettokaty lapdh ths iresettingopreriniate ¥as Hiterb8 ugden fvacuum,
kaenpf er otvasBing thorugbly dith aliexarte. diitey dofings 88,2 g}l%b!b?) Reprile yeternbiaineds hgwingemgi ss167-ved
in 60 M 9" Qi a4 a0 mybendi7A& @t W Ing b HdS 1T KeB A& igfPHEl): 12 g of the
conpl ex were obtained, which was conpletely soluble in aprotic solvents,
and had I\W&t ra in agreenent with those of corrpl exat ed fl avonoid
products. D ation of

Vi t exi ne- ; . a1 -k YO 2RI ne conpl ex 25
3.2 g O Vi tﬂ%' n& to ts |cl%hr%fw&g1t'ﬁ§%ng& kndé/d &\hgfl | ne
were dissg Th@o n @a Feg @d dbtafned, Wiich! was completely
freeze- drg fe il ddro MMVsB 5rﬁen9 R kHa Y:Ie% fidvénoid
[_er% and rﬁﬂﬁﬁtfh%&em%aéétaﬁn 'CRC@QJ Qﬁfﬁf‘a@ﬁeo EXAMPLE 6 Prepar ation of

NKYo zpi Toba extract/soy osphat i dyl choi | ne conpl ex 35 10 g of G nkgo

bi | oba extxswmLe shavi ng average titre in G nkgo flavone-gl ycosi des of about
25% and T5 g of soy phosphatidylcholine (95%tit.) were dissolved in 200
m of a nPreparadonadf vilexp@r"shapinosytel){aceteteishy phosphatiipidhdling aerhplef net hanol .
When di ssolution was conplete, the solvent was distilled off under vacuum.
to smakt voPR@eof vitewee-2 rdrenoeyderd’acdiate and @.9\gi of phaagBtidyichalins worgflisseivedhip [38 mbof

chl ori de, & fipyapastian 54 ryixtyre, then dreeap-drieth 7 gohe lighhyelieweawaer peepbiaieds g vol une;
the nixt uFe HAELR Z&’E'H(QMC{@}» 300 M of n-hexane and the 40 product

preci pi t abed™ ' PFBAIR W CHCBE ght bei ge solid, which was dried at 40 * C
~under vacﬂ]ﬁ'rﬁ’ecf?cﬂ"% amd?ﬁ?i??@%"’\/vere obt ai ned, which -was conpletely soluble
I n apo P{ERL S, the extract was in form of a conpl ex, as evidenced by
t he NMR s whi ch showed no signals of aromatic protons fromflavonoid

corrpoundspreﬁeraf#oneafaﬂaa oifdb4 chifadtbdyfiloindiiafibhdiiné odihdipOdi Sper sion of
I ncor por a MPLE 7 Preparat I on

of apl ggni n/1§ 8% @ihﬁ Bhs%h okbEER DAY Q}eﬁ:gb B ik SR AMvoRe-gly@dsiBds oRBioBEdBb) ariti @ ob- 9
g of soy ghep RO BOIWAR disdBvedih BOO i IR Frifitukdl &F Bkt miothyISHd diloridafl 50
met hyl enearahl gt lodmethaahewndi dis36lltioh wasconiplete; MBRbIRINEWas IIBHIBY b (Rier0labudimi tolematia s
evwr at eebluddef thé @siSuwsitas didddumd 200BMCmdré f matbyteris ehlonas; filerisCanp drtadigd wi t h 200
N- hex &nleent Vaeeygpeaediot svalt colipmeadbee tixivees was diliied etih 3000m! of n-hexane and the
40 product precipitated in form of a light beige solid, which was dried at 40* C under vacuum. 22 g of product
were obtained, which was completely soluble in apolar solvents, the exiract was in form of a complex, as
evidenced by the NMR spectra, which showed no signals of aromatic protons from flavonoid compounds.
Said extract may be directly used for microdispersion or incorporation into pharmacsutical formulations.

45 EXAMPLE 7

Preparation of apligenin/soy phosphatidylethanolamine complex

2.7 g of apigenin and 6.9 g of soy phosphatidylethanolamine (96 % tit.) were dissolved in 80 ml of
so0 methylene chloride. When dissolution was complete, methylene chioride was evaporated off to small
volume, and the mixture was precipitated with 200 ml of n-hexane. The precipitated product was filtered and
dried under vacuum at 40°C,
8.2 g straw yellow product were obtained, having spectroscopic characteristics in agreement with the
described complexes.
55



4 »

dri ed under vacuumat. [err]. 8.2 g straw yel |l ow product were obtai ned,

havi ng spectroscopi c characteristics in agreenent with the descri bed

conpl exes. 55 9 EP 0 275 005 B1 EXAMPLE 8 Preparation of

api geni n/ di st ear oyl phosphat i dy!| c/Eglc 278 00683| ex 5 2.7 g of apigenin were
suspended in 100 m of a di oxane: nethanol 7:3 m xture, added with 8 g of

di st ear Oé| Bhosphat I dyl choline, and heated to reflux to conplete

di ssol ut e obtained solution was concentrated to dryness, the residue
was di sspl ved“i“no Saigi {s pol og or Ic;\reﬂnga Q‘J' o 1 The chl orof orm sol uti on
Was nevapers s was poured into 100 m of

n-he qne. %7 fo apE r%n né%%r.ﬁ 1 Fnii oxak@r“étﬁgaoltﬂ?mfxﬂjtd QM&eBthh 8
char act e&létédﬁ'&%ﬁ)ﬁosp QE o Abhteld®S fehux 4 sletaisdoldtiog Par at i on of | uteo of rfn

7- gl ycosi dehe Gfaikdd %81 twasiwﬁkmlatb@@ driheR] B rediaddiwab didsollddlif 8D Nof/chBlotbRfsi de
Wer e SUSREHEMBICH: 1. Mhel&Hibrdidrmi sBiufon dbOsaptratdiRb BRdMQbiunie andtheesitie,wad PélirddiRe i dd

W th 4 gmidt nhenand) DQdd halcbrtliyléxohvad dbtaied, By thel follpwing Braradlendtics: t.pvasd -cef | uxed
till eonmpket @64k & 270 ahh;iEM) = HBOLwES28 nmas r enoved under vacuum and the residue
was taken up in 50 m a chloroformnethanol 8:3 m xture, which was
subsequekXAMPLE@noved. The residue was dissolved in 100 ml of nethyl ene
chloride. After concentration 20 to small volune, the residue was poured

i nt o 100PgParafon of liteolin-glyrosidg/seyf phosphalidyioholiug eampiey de and soy

phospffati d Ichol | ne conpl ex were obt a| ned haV| lg the f

h f Iu -7— gsus io; “df{%!ﬂgp
(ioarzgc}:(ra{él g&e "t’:n ‘%4 ph&? ?ﬁg@ " Pf?ﬂe [% %N:ﬁém?'ﬁgpj%%m@" é?m g?sosm n
and 15. 5 daé Je"% fob| 4G 'ﬁ@&&rdgﬁ"@“ﬁ}e

s nd

di okagge- Effi“ e %ﬁin- a&%& S

sol ution, attdy) v@é am\é@% g ch é(rQ dénﬁ pa -130€c; g indue
was redi 56 y@%gla{lzsﬁﬁl‘“hy ene chlori de After evapor ation of the sol ution,

21 g of diosm n-phosphati dyl choline conpl ex were obtai ned, having

chem co- pAamrLeab and spectroscopic char- acteristics in agreenent with

t hose20f "The above descri bed conpl exes. EXAVPLE 11 35 Preparation of gingko
bi | oba deyeparaticncofelidsmig$oy phbsphatidyjchpirespimplexpi ds conpl ex 10 g of G ngko

bi | oba depurated extract having titre = 24% in G ngkofl avonegl ycosi des in
100 M of Gexdigiosmie aoh? % ¢ diesoyehosphatittishpling @3 15 weregfuspenged;ihma digxape-mpthens!

Hhavi ng pFidSpHue. g Irefixadi tn cororisie dintoluticnpThe selytiongwasopAaRtratad I%’E‘?‘ia’ﬁ%ﬁrﬁ gall

cont et : volugw, and fhgsreside; er?q'ﬁﬁg'ﬁdd'l' aelhypnechioride dffar °YﬁPH'6?° E“ in
15 m of d'?FEt‘%%{WB‘lha“CUHEPé %?’T‘R'?"l ° °9Wé‘?’i’ {pdnaseemicp BWs\Rﬂs EISB '°s°§§?\‘f it was
removed PRRISICS (Apamen wih these of e Fopye deREibegirWPBIPed in 50 M of chi orof orm

t he sol UM then poured into 500 nl of n-hexane, under strong

stirri .Ng ous precipitate was obtained, which was decanted and dried
under Vap,lé m@gm{f . l ieRowder was

obt ai ned-—havtRg— —CHett €6 t ectroscopic

characteri spigeH GGBRJ @E«Q@&%&Qa fei&ra@t &Qﬁ@i«t@(: 25%%&@0%&05&3lyc£rdepﬁhrﬁb inpig¢ Of
Hawkbor nimg@yleraapideakdré Yadah Gt e g 604 [pRaspholipids, having phosphatidylcholine content: 30%,
40 phosphatidylethanolamine content: 20%; phosphatidylinositole content: 6% + minor phospholipids, in 15 ml
of methanol, under stirring.
When the solution was clear, solvent was removed under vacuum and the residue was dissolved in 50
ml of chloroform, the solution was then poured into 500 ml of n-hexane, under strong stirring. '
A viscous precipitate was obtained, which was decanted and dried under vacuum at 50 * C, for 12 hours.
45 A yellow-beige powder was obtained, having m.p. 105°C, and chemico-physical and spectroscopic
characteristics corresponding to a complex. '

EXAMPLE 12

s0 Preparation of Hawthorn/soy phosphatidyicholine complex '

10 g of Crataegus sp. extract, prepared starting from blossomed tops, containing 20% of flavonoidic
substances expressed as hyperoside, were suspended together with 20 g of soy phosphatidyicholine (95%
tit) in 300 ml of a 9:1 chloroform-methanol mixture. When the solution was complete, the solvent was

55 evaporated and the residue taken up with 300 ml of methylene chloride. The solvent was completely
removed under vacuum.

A beige solid, having spectroscopical characteristics confirming the complex formation and easily
soluble in water, was obtained.
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10 g of Crataegus sp.‘

extract,

phosphati dyi choline (95%tit.)

prepared starting from bl ossoned tops,
contai ni ng 20% of fl avonoi di c substances expressed as hyperosi de,
suspended together with 20 g of so

wer e
in 300

m of a 9:1 chlorof orm met hanol nERAR7E.006®In t he sol ution was conpl et e,
the sol vent was 55 evaporated and the residue taken up with 300 m of

et hyl eneg isge.
bei ge sol r—dﬂﬁﬂ%&g
EXANRLE

11 Forrml ation for

ng spectroscopi cal

for mat i oncaiReh Gafining s3thd it ingrabithEhe cORPIeR BF Ehdiie 1110
13— Creamcontarmnygas the—actTve tnygredrent—t

he c

100 g of cream G ngko bi | oba conpl ex (Ex.

2.5 g Carboxyvi nyl pol yie +HORer 216
30% Sodi um | aur yl sar cosi ﬁ§‘“€t'°"f°”°°9°' orcrodh 0.5 g Injidazoli
0.3 g [err] Gingko biloba complex (Ex. 110. 1 g Pol ysordsed ¢
3 g Hydrogenat ed | anol jj rearboxyvinylpolymer (Carbomer 934®)5| g 15 1.2g
Sper nacet es 30% Sodium laurylsarcosinate 5 g Ppl yi SO&’@']G#
5 g Weat oil Imidazolidinylurea 2lg Di mé)(q%”
0.5 g 10% Sodi um hydr oXiTden® e . 2 g 2(919
Per f um P°‘Vs°"bat°8° 0.3 g|wvater 39
gq.s. to 100 g EXAMPLE %gﬁté%ﬁaw’é" cont ai ni ng{as t he %ct
the cortbl ex of Exanpl e| LE IR For m%it i
ol eol yte G ngko biloba|caiBiex (Ex. 11) 2.8 g
[err] ethoxylated trig Jth ﬁy%):mcglo g [err] 20| (pol yqyélgeq
ol e I_et her) 7 g Isopr ®R¥eBokilm hitkide sol. 2g
0.2 Rer fum Perfum 0.3 @,
containing as the acti ye/vdtéagr edi ent the corrpl ex| Qfs. ey ¢
Fornmul ation for 100 g of '

2.5 g SoftigenO 727 [err] ethoxylated triglycerides)

i m dazol i EWIJLE

Cctil i m@Ne———

IvLIUII \:l Ilyr\U UI I UU(J. U

UITPT TA

25 g
0.3 g 50
0.1 g|[e

The solvent was conpletely renmpved. under vacuum A
characteristics confirm ng the conpl ex

EP 0 275 005 Bl
onpl ex of Exanple
11)

di nyl urea
80

silyconic oil

i ve ingredi ent
on for 100 g of
Sof ti genO 727
hyl ene 20
20 g Preservants
EXAMPLE 15 Lotion
11 45

rr] 20

g_ pg | yoxy eplpsly Konthinl] £%hEhARE Ingredient the Cofhprex SoERahgI¢fED CONPOSI ti on

30

Formulation for 100 g of oleolyte

35

Gingko biloba complex (Ex. 11)

Softigen® 727 (Ce-Ci2 ethoxylated triglycerides)
Voipo® 20 (polyoxyethylene 20 oleylether)

Isopropylmiristate
Preservants
Perfum

25¢g
70¢g

20¢g
02g

03g

40 EXAMPLE 15

Lotion containing as the active ingredient the complex of Example 11

45

Formulation for 100 g of lotion

50

Gingko biloba complex
Softigen® 727 (Cs-Ci2 ethoxylated triglycerides)
Imidazolidinylurea

Octilinone

Volpo® 20 (polyoxyethylene 20 oleylsther)
2,5% Parfumed composition

Depurated water

0.1

25g
25¢g
03g

79
1g
qs.10100 g

g

56
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] 3

ii)epurat ed wat er
EXAMPLE 16 Ge

11 5 Formul ation for
2.5 g [err] 727 [err] 2 ethoxyl aEBP F7Pi0gF Pder i des)

| m dazol i di nyl urea
0.1g [e
Car boxy

rg:ﬁQEQEOI yoxyet hyl ene 20 ol eyl et her)
lene [err] 934

[err] 55

100 g of gel

25 g 10

EP 0 275 005 B1
containing as the active ingredient the conplex of Exanple
G ngko bil oba conpl ex

0.3 g Cctilinone

79

2 g5 Gel containing as the activg In@%d?é?lf {hg 'Ebmplex of Example 11

1g Depurated—water
EXAVPLE 17 Capsul es

g-s-

containing as the active ingr

to 100 g
edi ent the

1.5 g Triethanol am ne

pH 7- 7. 2.
conpl ex of

Exanpl e 6 25 For mul
bi | oba conpl ex

30 ng Insoluble cr
Mai s starch

10 ngrPol yvi nyl pirr
3 ng. 35 EXAMPLE 18§
conpl ex of Exanple
conpl ex Hawt horn cq
Silica powder

20 nmg'Sodi um car box
30 ng Magnesi um st

ta.aon £ o Boil oo oot oo ot oo O oo o f Y
uﬁgrrh’x'ﬂ'ati'oﬁjior ;bao%?l coSiL,rirn(.:gl ;lo"lv\r;g ;‘JU o0t \,)erl ex G ngko
qsGihgkalbiiaba p@dpjexi Nyl pi rrol i done 30 egg3

Softigen® 727 (Cs-Cy2 ethoxylate@ Bigrgpri@silijum cardbgxyfret hyl cel | ul ose
olmiddentiin@@&00 PM 7 nﬁ Magne889n st ear at e

Quifrone es containing as the adtive i Rdgelli ent the
1¥olee8 2P &rclvgrvatyiens 2P gleyieieis ul eq cont af i ng 150 gy of

ypolymethylene (Carbopol® 834 5 ng {45 15g

riethanolamine 60 mg Mai s stlarch 2g
y$@°f’ﬁ d“é'btl | ul ose 10 ny Lgct ose 19
ar mp'ged water 349G 5 %5900

iy
EXAMPLE 17

Capsules contalning as the active ingredient the complex of Example 6

25

30

35

EXAMPLE 18

Formulation for capsules containing 50 mg of complex_

Gingko biloba complex

Silica powder

Insoluble crosslinked polyvinylipirrolidone
Mais starch

Sodium carboxymethyicellulose
Polyvinylpirrolidone 30000 PM

Magnesium stearate

50 mg
30 mg
30 mg
20 mg
10 mg

7 mg

3 mg.

Capsules containing as the active ingredient the compiex of Example 12

40

45

50

55

Formulation for capsules containing 150 mg of complex

Hawthorn complex

Silica powder

Mais starch

Sodium carboxymethylcellulose
Lactose

Magnesium stearate

150 mg
60 mg
20 mg
10 mg
30 mg

3mg

12



EP 0275 005 Bl EXAMPLE 19 Cream containing as the active ingredient the
conplex of Exanple 7 5 Fornulation for 100 g of cream Api genin conpl ex

2.0 g Pol yet hyl enegl ycol 29
10 Pol ysorbate 80 EP 0275005 B1 '
3 g Cetyl alcohol 10 9
Wheat oil 2 g
Silicon Mps 0.5 ¢
ég'; hg_;;saé&l m(cgmam% 4Qctive in iept the complex of Example 7 06189915
Tri et hgnol am ne : 1.2 g
Preservants (a g 0.2 g
Par f umed conpo i Forgyjation for 100 g of ream 0d1g
Depur at ed wat er{ Apigenin complex q.s.26¢ (100 g 20
EXAMPLE 20 Cr egnrayeniiendgiytyy as the active Ingredient the conp2gx jof Exanple
9 25 Far rmul at i gnPdlysorbd®60 g of cream Lut eol i ne conpl ex 3g
1.5 g dycerol |mGetgskeal at e 10g 39
[err] Liquid sgtWheteld triglycerides ' 291 Cet yl
al cohol Sificon oil 350 cps 4 95 r ogenat ed
| anol i ne Antioxidants (oxinex 2004) 10g |Pent an®l By] eri trene
3 g Polysor bat Gasboxyvinylpolymer (Carbomer 9348) 08g | og
: jethal 129

-IC-?' Ir le),? nggrglmpgl m&mmﬂﬁ ofgn%%g? and propy) p-hydroxybenzoates) . g g

. Parfumed composition 9
Par f\g/r,red conposji gé(a&edwa ; 2 g 40
Presefyants (a .2 g
Depur at ed wat er g.s. to 100 g 45

50 55 13 EP 0 275 005 Bl EXAMPLE 21 Gel containing as the active
| ngr edi enE*AMRLE@Bpl ex of Rutine 5 Formulation for 100 g of gel Rutine

conpl ex 1 i m dazol.i di ny| urea
0 gp g 25 Cream containing as the active Ingredient thg complex of Examplé/ &

Formulation for 100 g of cream
Luteoline complex 15¢
30
Glycerol monostearate 3g
Cs-Cy2 Liquid saturated triglycerides 10g
Cety! alcohol 4g
Hydrogenated lanoline 109
35 Pentamethyleritrene 3g
Polysorbate 80 ' ' 109
Carboxyvinylpolymer (Carbomer 934®) 05¢g
e Triethanolamine 06g
~ Parfumed composition 029
© Preservants {a mixture of methy! and propy! p-hydroxybenzoates) 02¢g
Depurated water _ qs.to100g

45

50

65

13



.10 ‘ Cctil i none 0.1 g
[err] Ethoxylated triglycerides (Softigen 767) 25 g Pol yoxyethyl ene 20

ol eyl et her 5 g Carboxyvi nyl pol yner (Carboner 934 1.5
Tri et honal m ne E"yo 272/0&353 g 1(5 ' ) :
Par f umed conposition 0.1 9 Depurated water

65 ¢ EX%MEZ‘,?I 20 Cream containing as the active ingredient the conpl ex of
Rut i ne Forrmul ation for 100 g of cream Ruti ne conpl ex

2 9 FSORPRaitihd hth8abtive ingredient the complex of Rutine ~ l'og 30% Sodi um

| aukyl sarecostrate 3—g- Car boxyvi nyl pol yner
(CarBpmer 9340) .~ 1.g 30 | 10% Sodi um

hydr oxi de sol ution - 2—2—g—Preservant s (et hyl and
propyl p- hydr oxybenzdaf®®ytation ion109 gpf gely ender essences

0.2 g Depurat ed wat er} Rutine complex hygs.| to 100 g 35
EXAMPLE 23 Sol uti on downtidazadiiimgurées t he active ingrddi®dhg |t he conpl ex of
Rutime 40 Fornul ati oy oiincd®0 g of solution Ruti nﬁ c&hpl jex
1 g 45 Ce-C12 EthoxylstaditidplyeerideeiSefiden 7@ | 259 0.3 ¢
Ccti | i none Polyoxyethylene 20 oleylether] g G yceri|de%9 PEG 6-caprilic/capric
25 g Pol yoxyet ht | ene 2@?"&"&‘{{’1‘{@9’#1'@?"(03’“"“9’ g Par flunk¥9 donposi ti on
0.1 g 50 Triethonalmine  \\at r 29 g.s. to 100
g O adfms 55 O ains floferined 8PP ng Contracting [St&l®d: AT, BE, CH DE
FR, GB, IT, LI, LU, NLDorygledwa noi ds with
phosphol i pi ds, wherein the flavonoids are selected fromthe group

consi sting of quercetin, kaenpferol, quercetin-3-ramogl ucosi de,

gue 2't IEXABPLER?nOSi de, quercetin-3-glucoside, hyperoside, vitexine,

i sovi texine, diosmn, kaenpferol-3-glucoside, 3-rammoside, 14 *C L M
* EP 0 e erpipining gsdhppptiveinoregipnt thy eomplgx gl RWING he active I ngredient the
conpl ex of Rutine Fornulation for 100 g of gel Rutine conplex
1 g Imdazolidinylurea 0.3 g 10
Ccti lsnone Formulation for 100 g of cream 0.1 g -
Rutine complex 29
Isopropyl miristate 109
30% Sodium laurylsarcosinate 3g
Carboxyvinylpolymer (Carbomer 9340) 19
% 10% Sodium hydroxide solution 229
Praservants (methyl and propyl p-hydroxybenzoates) 02¢g
Lavender essences ) 02g
Depurated water q.s.t0 100 g
35
) EXAMPLE 23
1
N~ Solution containing as the active ingredient the complex of Rutine
40 .
Formulation for 100 g of solution
Rutine complex 1g
45 Imidazolidinylurea 03¢
Octilinone . 01g
Glycerides PEG-8-caprilic/capric 25g
Polyoxysthtiene 20 oleylether Sg
Parfumed composition 01g
50 Water qs.t0o 100 g

Claims
Claims for the following Contracting States : AT, BE, CH, DE, FR, GB, IT, L, LU, NL, SE

1. Complex compounds of flavonoids with phospholipids, wherein the flavonoids are selected from the
group consisting of quercetin, kaempferof, quercetin-3-ramnoglucoside, quercstin-3-ramnoside,
quercetin-3-glucoside, hyperoside, vitexine, isovitexine; diosmin, kaempferol-3-glucoside, 3-ramnoside,

14



[err] 2 Ethoxylated triglycerides (Softigen 767) ;5 g Pol yoiﬂﬂl““ﬂlﬂlﬂl@'@]““l

ol eyl et her 5 g Carboxyvi nyl pol yner (Carboner 934

Tri et honal m ne 2 g 15

Par f uned conposition EPO0276005B1 "7 g Depurated water

65 g EXAMPLE 22 20 Cream containing as the active Ingredient the conpl ex of
Rut i N§xdMPLE 21 Fornmul ation for 100 g of cream Rutine conpl ex

2 g |sopropyrmristate | og 30% Sodi um

| aur y| Gl b6it@hia as the active Ingredient the complex of Rufing) 30

Car boxyvimnytpotymer {erri 1 g 10% Sodi um hydr oxi de

sol gtion 2.2 g Preservants (nethyl and propyl _

p- hydr oxybenzoat es) =10 CSSETTES
0.2 g Depurated wat g !memafm%hw R g9 to 100 g 35

EXAMPLE 23 Sol uti on] Getreaompleg as the active ingrledient] the conpl ex of

Rutine 40 For nul atl piimifggelidinglreg of sol uti on Rutire &dogl ex
1 g'945 Octilinone | mi dazol i dinyluregq 019 0.3 g
Ccti | i none Ca-C12 Ethoxylated "'9'V°°"ée (Seftiden (&7 |i 88 HEG 6- caprilic/capric

h Pol ° ylether
(2)51gngi)yoxyet ht | enp 22% o’g&@ﬁ ytfnﬂe@" {oareamer roaa® 9 Par
onoids with

g CI aims 55 dains TS?""{" '%""rﬁ L) ANI ng Contracti ng
FR °GB, IT, LI, LU, _Iggpur tor CONPI €X conpounds g
phosphollplds "wher t he group

consi sting of quercetin, kaenpferol, quercetin-3-ramogl ucosi de,
guercetin-3-ranmmosi de, quercetin-3-glucoside, hyperoside, vitexine,
i soyi tEMMREE 23yi osri n, kaenpf erol - 3- gl ucosi de, 3-rammosi de, 14 [err] EP O
275 00p Bl ) ) ) L M S * apigenin,
apl ge Py SUT ) e - —¢ + de rammogl ucoside, 5,7,3

- pent ahydr oxy- .
fI avone- 3D al f amr-hammopyranosyl -4- D het 2-Q (6 -t ranscoumaroyl - ) gl ucopyr anos
i de2s 3,5,7,4'} Formulation for 100 g of cream
tetrahydroxy-f| praiecanpimd! T a- rhannopyr anosyl - 4- b-bet a- '-trans-counmar oy
| -) gl ucopyr anos| #8profyl lkista@onet i ne, i sogi nkgonet | ne andlp adopi t asi ne and
Bi | obetine. 5 2 adhscaanpuekacaimasunds accordingjto cl asgr I wherein the
phogphol i pi d t of Chwgunjisblynet {Carbomer 834¢)he r ange |rom 0.Bgt d 2M

—
o

conposition
g.s; to 100
s: AT, BE, CH, DE,

10% Sodium hydroxide solution 22g
Preservants (methyl and propyl p-hydroxybenzoates) 02g
Lavender essences 02¢g
Depurated water : g.s.t0 100 g

35
EXAMPLE 23

Solution containing as the active ingredient the complex of Rutine

40
Formulation for 100 g of solution
Rutine complex 1g

45 Imidazolidinylurea . 039
Octilinone 01g
Glycerides PEG-6-caprilic/capric 25¢
Polyoxyethtlene 20 oleylether 5¢g
Parfumed composition 01g

50 Water gs:t0100 g

Claims
55 Claims for the following Contracting States : AT, BE, CH, DE, FR, GB, IT, Li, LU, NL, SE
1. Complex compounds of flavonoids with phospholipids, wherein the flavonoids are selected from the
group consisting of quercetin, kaempferol, quercetin-3-ramnoglucoside, quercetin-3-ramnoside,
quercetin-3-glucoside, hyperoside, vitexine, isovitexine, diosmin, kaempferol-3-glucoside, 3-ramnoside,
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3. The conpl ex conpounds according to claim1, wherein the rati

phosphol ipid to flavonoid is about 1. 10 4. The conpl exes corrptmimm,""l""l,l'”",
according to any preceding claim _wherein the phospholipids are =% TNl I i
phosphol i pi ds sel ected fromthe gFB®P™®®MEBIti ng of soy lecithins or egg, *
phosphol i pids from bovine or swine brain or derms, phosphatidyl choline,

phosphat i dylap Sli .,n eRJ\‘-?-&H& Eé.dweolﬁ:[ RIII- moQSe Ir L&;Q'd&hglg'gyé)engﬁﬁ"& > ay
be the same it Tt T@ﬁ@o—ﬂ&égfg"b-tg N o R S

ol ei ¢, 15  iopshydiil-Rivbne-3-0-R3lreRhSpyRhbsyiSe-D-Beta-O-(BLiRhESRmbBY I ghicEi) fEhbsite, AR
conpl ex CONRRKIAS I18§iRRbrdine%nd Sciddbsiadife aha Bilobéde! €i N the flavonoi ds are
reacted wth the phospholipids in an inert aprotic solvent, and then the
conpl ex canpmyREmpiex tdipbunbie decbiding VR pisimat whdiein feSshbsphblipidi t6 Mlavdiill Atfio is in the

1 yophi | i zat irenge #20 08.to ZMnar maceut i cal and/ or cosnetic conpositions
containing as the active principle a conplex conpounds according to clains
1-4, in a8mTob aereplexicompaandsapgording ita ¢ldin 1pWiwremetbeatio of phospholipid torfiatonad isabaut €r .
7. Therconpositions according to claim®6, the conpositions being in the

f orm of aftuddascompliexasdsogpelnds 2eeording t9j anys pregeding helaimo wherein 1y pirsalelipids are

di t PhegPhRlinigs selegted {fpma thajgrpup pensisy oy logl (989: jphosphelipidsdomhovine or
edi camrent . 249 Disin oy, pbgsRnatybehg ng\@‘g'@emfét'fg?quosef'raavvhmmmwwn
t he compl ex :.'(\,e ﬁ?gﬂ'ﬁ‘dﬂsi adyftl?r 2EES 9 WEEIL ) By {resyotenyss A PG, M8 PP'Gns
cont ai H?ng, BSTNEREPFY principle, conplex conpounds of luteolin and its

gl ucosi deg v |,3 e%f'fa? &Jag.lﬁh I Someidk RRBSELoMhS B Afind PRI HfeindhSndhHolab 8o 35
Gaims for thehQhh BM GRS ?Mna@a 5:§ts€§em, iR tnd-coffolf i IsHolted
preparing CoRl&Srafn! n Moot hephnbAs W th phosphol i pids, erein the
fl avengy ds are selected fromthe group consisting of quercetin, kaenpferol,
quer cet i Ng.3-AhawtacliddCMiod@smétid Rbdidkitidhs céffaining as3hd SEVOSIhEIRe a SoniPiet GopdlRYs
hyper osi de, aétording t6 Blaimb $-@Vih hddtkie witttinQpphoptiatelphariadettical or dostrsticCaasiede, 3-ram
nosi de, api genin, apigenin-7-glucoside, luteolin, luteolin-glucoside

r armogl uc®@s i Tihe codpogifi@is ,adéording to claim 6, the compositions being in the form of aqueous microdisper-
pent ahydr oxysioh$.avone- 3D- al f a- r harmopyr anosyl - 4- D- bet a- O- (6" -t ranscoumar oyl -
) gl ucopy ranoside, ' - : ]

3,5,7, 4" - BetThaispapiex gamreendoserdingoagidims 1 #Hanhrqiy tharremplex gompopnd ig fn.yse'es @ ans
- coumar oyl - Mediceeddyr anosi de, G nkgonetine, |sogi nkgonetine and

“Sci adopi t asine and Bil obetine, and are reacted. 45 wth the, . .
phosphdt i Bi d<ei mElR* ereund, pearding 1 slinsnt-4 wheren fencoMRiex Campvad ScBRBBUIRG i s
i sol ated by RVAPAti on, precipitation and/or Iyophilization. 2. A process

accordi ng im rein.the p | i.pid t id.ratio.is 0 the
Fange 1ot EE A Tl Bl A e, B R B
phosphg)ipid to avonol 3 ratio Is about 1. 4. K process according to any
precedi ngcfalmd 18t thehi8iloRady dorgadting BRIy :igd8] dr are phosphol i pids sel ected from
t he group consisting of soy lecithins or egg, phospholipids from bovine or
SW ne brain prochss Mk Brepdify compleR REAEUNAIS ol Yavoidida! with Ghosphslisifd) &hdérelly the Sievohdie,
pho at i dylareédand krarvina @roupconkistiad oft duercatia yHaergpteroipguertatin-dremtdgibecasidergu@cetin-
di fferent arramrasidapdpliopsidee rynesadids.r diexipea liseyitekics, didsmiar kagmpiglokd-glucosiden @trem—c,
| i nol eni ¢ aciogids, Bgigenin, Eapigenin7lugie. Palttesin.a nuteelinehveosidat eamnagiuqeridss h&.7814-
f ol gende VerReptayseorsfiayens-3D-affa-rhagmopyrgqosypD-bptey O-@fstranscoumarpyl-glucppy | Bposige..
1. Konpl exverbi-hiayaydiexvafiaonef-Rabutraeryarosyisibem 18 yeeseaumatliur ch
g ekennzei Chr)@ygopw’a@&%, éil gloggtme, |sog|nkg.onetme and Sciadopitasine and Bilobstine, anF! ?re reacted

45 with'the phospholipids in an inert aprotic solvent, and then the complex compound is isolated by

evaporation, precipitation and/or lyophilization.

2. A process according to claim 1, wherein the phospholipid to fiavonoid ratio is in the range from 0.5 to
2M.
50
3. A process according to claim 1, whersin the phospholipid to flavonoid ratio is about 1.

4. A process according to any preceding claim, wherein the phospholipids are phospholipids selected

from the group consisting of soy lecithins or egg, phospholipids from bovine or swine brain or dermis,

55 phosphatidy! choline, phosphatidyl serine, phosphatidyl ethanolamine in which the acyl groups may be
the same or different and are mostly derived from palmitic, stearic, oleic, linoleic, linolenic acids.
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5 vonoi de aus der G uppe bestehend aus Quercetin, Kaenpferol,
Quer ceti n- 3-rhamogl ucosi d, Quercetin- 3-rhammosid, Quercetin Tlm
Hyperosid, Vitexin, Isovitexin, D osmn Kaerrpf er of - 3- gl ucosi cl ”mﬁ"" "II””II,
Rhammosi d, Api geni n, Ap| genl n- 7-§PG&?§| B5Bi ut eol in, Luteolingl Utosid
Rhamogl ucosi d, 5,7,
Pent ahy ¥ V. %g 3D a rhan’nopyranosyl 4-D-g3-0-(6"-transcoumar oyl -) gl uco

a

pyranosi ent:g HuF fol ende Vertragsstaaten : AT, BE, CH, DE, FR, GB, IT, LI, LU, NL, SE
Tetrahydr oxy von 3- armopyr anosyl - 4-3-A°0-(6"-trans- counar oyl -) gl uc

0PY¥-2R0S4, dKorkpidXidihtRhden aua&lavono.h&pgm [HaBpRGRbiLih, WiflrcRP GeoRdhnRdidringt, Hat! R Fia-

Bi | obet i n adnsige wkiet GrappathestehendQUETTUBXMIA] KheRiptbrog QibreetiRS MamrdgisidCuerchtin-
dadurch gekemadski, héredtin-3g@aBosid Mgperdsiap virkin) Isovitgding Diobrik,okuemphe@Fglidotiai & | m
Ber ei ch voORhdhnbsid)i Bpigbniv] | Apipgiin-7-Ylocosid, Litestip| exteddindhicositl nBr@mnogheadid, BN @-uch
1, dadur chPergpbkdronyFialoc-RPreirhanciamyrancsy4-D-BIBE Hinanscoumpovitigiicepyanasidd v er RISI7HRI S
etwa 1 bet Tetgbydrogy-fladom$yDexxhammiopynabosyly&R-Srix Ol rtransreumahek)givesprenogd Hainkgenetin,
Anspr &che, 'seitkaetn we Reiadopitdsinivne BilobetaBusgpedhiPag phol i pi de Phosphol i pi de,
ausgewghlt aus der G uppe best ehend aus Soj al eci t hi nen oder Ei,

Phos phol# plefeaexahindungen e inachy gliisPraehwb | (fadirdh pkpnnzelchnet F’H’bsﬁ?fat'?*ﬂ?ﬂhe'hol | n,
Phosphat i d?FgléYWﬁdveTbﬁ'B'é‘dﬁzﬁ"fe&Ql"%’t?\%W%?é‘(‘rﬁe?f worin die Acyl gr uppen gl ei ch
oder Versc i e Se I ch n9|ste

St ear °n- & mpe’;}'\? o J”"ge ﬁg%ﬁ I’”én abl Limé'n gege""?e?'f'?gr gﬁéﬂzg%s I—%"iﬂhg'l | ung

F
der Korrpl e ve‘?gl |n93rrt1‘a'(t=3n nac Anspr~chen 1 bis 4, dadurch gekenn- 25

zel Chnet4 ﬂ&\%f&b@buﬁuﬁiéﬂ REdn Aol der Msfﬂgﬁmmsb Béhgedaddré?\ ;f‘d TR A=Y

apr Qt i schepndaséliiMPidssHoligiidD @a&bwanit V& AP Grig tinei €& + ung
dur ChzVer dergapréitiiden Rion Zriftiek-aédeP %chmkﬂﬂeédeL%&hlPhésﬁﬁﬁu&ﬂUﬂoﬂns ®hdsBidtidytdefis]. 6.
Phar mazeut prosratidyRehasutbain, kosi1aib iIAsAdeppEl gipiok adee versffediial doa N@nridh,Ssindl dnd Sstchf f

ei ne Konpl swiserdshion alnigin-3Stearin-, ORAdrol- d@dlevscrp dktdt@nn 1 bis 4 im Gem sch mt
ei nem geei gneten pharnmazeuti schen oder kosnetischen Trrger. 7. Pr~parate
nach Ansr Vetahén zg distetilng ok Bomplexiarbindotgen dadB den Andpriaen rdiise4,idadurcir gakenn-

waf i r#sger &aithngtlideB diselriavorgirsnmip gieh iPhepehplipi@®H i8 . eink nipdriex verplschred Lkdgungsraittel den
Anspr Uchenumgeisett werdedadod g ik effpmplokvetpindeng diedR Virdamriyng | Refiainitetion rundigdaig al s
Medi kanment Lxpehilgatief dspliegivird. 9. Korrpl exver bi ndung nach den Anspr Uchen 1 bis
4, dadursgh ?'Ié%ramzel chnet daB |8 Ko exver "r‘"ﬁ‘f‘t@ﬁ ol ?\tKﬂ P'?’g g‘

“Kosnet ol g

W r ks¥of f F'é B’?%P na&ﬁ H‘ TIE“ ﬁ%ﬁ‘?’f’ H°1ﬁ?8*°’a '?'38??2?'5"? (oYl 'Ei’é’ﬁ"ﬁ‘f o

Phosphol i p| n imGem sch mt einemgeeigneten Trager. 45 Patentanspriche
fU fol gen t :

Korpl exver Eé,gﬁﬁiléfﬁf&? it o sl gekdindetontft L M agifie ¥R, Gadaii
gekengzel chnet, daB di e Fl avonoi de aus der G uppe bestehend aus Quercetin,
Kaenpf ergl korfdiidriitdufly mchaai RABIIEIER S Hib 4, QhfaFch YekdinAidhi e BB HiedkompiekertsiPs i d,
Hyper osi d, da.{gtagmea.ka.ﬂ.eam&wdawm.rd Di os- 50 m n, Kaerrpf erol - 3-gl ucosi d,

3- Rhammosi d, Api geni n, Apigenin-7-glucosid, Lut eoI I n, Luteolinglucosid,
Rhamoglsglc&@itmhxverbindung nach den Anspriichen 1 bis 4, dadurch gekennzelchnet, daB die Komplexverbin-

5,7, 3%, 4' - Regtiradey Hosoetplobie aerpprd8Dvied- r hammopyr anosyl - 4-D-, - O- (6" -t ranscoumar o
yl - )gI ucopyr anosi d,

3,5,7, 40T ?slmahyhﬁ Efﬁyﬂqt 9. avbatersl gty Wirksior| SamplpxyerBindyagen aus ipyteolingund gerep BlyFRSi-couma
royl - )gI uBBIYH Enesbeip deﬁ"hﬁ%ﬁ%‘t"imrﬁ'"el“s@@?’ﬁ d€i n und Sci adopi tasin und

Bi | obet w hl t d t d hol d t
apr of %‘Ji’%@%“aﬁ%%uﬁrgesw PlepaviReepbeenePadt “ina dhnn d '6“52' neminerten
Korrpl exv1e r Qe ﬁirg gu d%yvergnagp[\lfengérmm’un Zen g}ué ;Eaﬁ%ld lﬁnrg{t holl‘ Ub%? du?c t ' on

I soliert ic % SHoter

das Phosp ér&'t ﬁ B oS STk 3. ﬁnad«&@s.ﬁef id %er@s: , >§n, Bibs-

EP 0 275 ORWw, 1empfero| -3-glucosid, 3-Rhamnosid, Aplgen|n il o7 didcodid, Uuleotin, Luteolinglucosid,
Rhamnoglucosud 5,7,3",4'-Pentahydroxy-flavon-3D-a-rhamnopyranosyl-4-D-8-0-(6"-transcoumaroy!-
)glucopyranosid, 3,5,7 4'-Tetrahydroxy-flavon-3-D-a-rhamnopyranosyt-4-D-8-O-(6""-trans-coumaroyi-
Yglucopyranosid, Ginkgonetin, Isoginkgonetin und Sciadopitasin und Bilobetin ausgew&hlt werden und
mit den Phospholipiden in einem inerten aprotischen L&sungsmittel umgesetzt werden, und dann die

55 Komplexverbindung durch Verdampfung, Prézipitation und/oder Lyophifisation isoliert wird.

2. Verfahren nach Anspruch 1, dadurch gekennzeichnet, dag8 das Phospholipid:Flavonoidverhéitnis im
Bereich von 0,5 bis 2 M liegt.
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*C L M S* 3. Verfahren nach Anspruch 1, dadurch gekennzel chnet daB

das Phosphol i pi d: Fl avonoi dverhaltnis etwa 1 betr~gt. .~ "W

nach irgendei nem der vorausgehend ‘ﬁgﬁp@% dadur ch gekenn ﬂrﬂﬂ "E mjm"l
die 5 - Phosphol i pi de Phosphol ?% ew~hlt aus der G uppecbes

aus Soj al eci thinen oder El, Phospholipiden von Ri nder- oder Schwei nehi m -
oder -haub, AR AX éfﬁapk | dBaurdR YRREHMRLILIhAY, S8 b3, phE’éaﬂaeia&tathﬁFhEgﬁLOA

worin di e Acybegtgtopen gl ei ch oder verschi eden sei n konnen, sind un

noi stens von Pal mt| n-, Stearin-, 0-, Linol-, Linolensguren ableiten. 0o
Revegdi cadi orsfatingy aadl |€g%ﬁdelhé\6 qwuaradsgéheEieatﬁnsﬁrmhb,r aiuRn t gokenhzoictitet; :daf\tio BE,
CH, DE,s FR, RHEBsphblibide LPhosphbilpidd\l ausgelwifiit asSO g 0GrGgpeC basphand caus dSvjalekithined @b o, -
avec des pho¥wénbblivjgbtiesy Rihders ofie sSSphedimhirme oddr | -haut nBRbgehetidylbtudin,cPresphatiiykains | a
groupe f or mePhosnhatidgiethancleint warie die| Acylgeuprep faBiah| oder| ¥erschieden sein kénnen, sind und sich

quer c6t i ne- mmm@gﬂ’aarws.usw@m-l@ Lirol, LinoleeAurep @blpitee- 3- r hammosi de, | e

quer cetine-3-gl ucosl de, 1" hyperoside, Ia vitexine, Il'sovitexlne. |la
dl osni rie, Revendisatgveer ol - 3- gl ucosi de, 3-r hamosi de eni ne, |

apl geni nef 7""3?\&6’&5’?«!’8‘" 'P%E?ﬁtceeﬁmcf@*s %"@'awat- A% BE, CH, B‘F’tfgog?'d'% Ll Lu, N, sE
r harmogl uqo% le 5

h olipides, dans lesquels les flavonoides sont
flavone- 3- D'c%q:?ﬁs% cﬁIe g Ine,'i Egkggmpférol le quercétine-3-rhamnoglucoside, le

evene S0 ,ouggfonﬁe Dy
de l'hyperoside la vitoxine, l'lsovitexine, la diosmine,
3,5, 7,4 -t 6t|§ a@/ﬁfé%y-gh \f@'%erh E%I% Fﬁﬁ S Mﬁ@ﬂ@@&x i {utéoline, le lutéoline-
D bgt a- O (6" quichdSmArtHAEBISNS, )eI5 1P RI6hERYARRY MonelaD- @pﬁ&krgé?fﬁ\ewrdﬁﬁosyl 4-D-béta-O-
' | sogi nkgo rl@"— {ra3-cBlimarayghicbslpRiskia Stb %,72@-tétrahyd@iy-fla%ngﬂlmﬁ#ﬂaﬁnop?ranﬂe%ﬁ-&
co 0Ses CONphaRx036 st toumdrofiRNedGrafmaside) R Ginkgbltiss, 'l&@ﬁld@hé}mé-et 14 84M4AOpitasine
T @ du phheagabskingdi de au fl avonol Ue se situe dans |'intervalle de 0,5 a
2. 25 3. Les conpos6s conpl exes selon |a revendication 1, dans |lesquels le
rapport de plesspimwkéspionheloxes séidrake caverditation It dats dasquslsde rapportimoldire siu plasphetidide
conpl exes sedudiavonoigmss sifuscdansifintanalieldes0.d £2endi cati ons pr6c6dent es, dans
| esquel s | es phosphol i pi des sont des phospholipi des choisis dans |le roupe
fornme pPar 3] d€S|caRpashs Aurpleyes saignda geremiisation 1, flapk lppquels de PRt B SasphIolRk
provenant dJ'aY,‘IQP‘G%a%"S'EI"’EIU‘ derrre de bovin ou de porc, la phosphatldyl cho-

i ne, os hat i dg/l S6 es s lRhos ati d‘él et h@?o am e dont Zﬁ’?&‘f‘?ﬁqgs
acyl es pe i |n oja
“d6éri ves des oeug% aq g\’/eé g?éj%u{’ l§ o{ ﬁ rﬂ@? boJiT: § O%J iﬂ %'a%ilﬁ&hque

s5 5. “ln g«i?h %ﬁiﬁ ka3 Emfessa% O peeppetovicho-
revendi cat | g el 2 homraa/eliidanine Tk i ot Gidue AV €C

| es phospholﬁnag dans un sol vant aprotique i nerte puis | e conpose

conpl exe est isole par evaporation, precipitation et/ou |yophilisation. 6.
Conposis | 8NVDKAcEaR GO tpkSpbBISIe£ bdntpdsés RBMBIbAes ¥616n 66 Rdverdtalions! N aCQ iRz Séquel les
conpl exe solfanbiss soayandiss 3 4€hgir avecOéd prospholibides dar QATERIVN iafrBtioE inardd, ipliis feen
el ange aveccothposseppisxs eftiiépaciyaoratiete prétipiumrstibu Igapailispg oprie. 7. Les
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10. Compositions cosmétiques contenant, comme principe actif, des composés complexes de lutéoline et
de ses glucosides avec des phospholipides, en mélange avec un support approprié.

55 Revendications pour les Etats contractants sulvants : ES, GR

1. Un procédé de préparation de composés complexes de flavonoides avec des phospholipides, dans
lesquels les flavonoides sont choisis dans le groupe formé par la quercétine, le kaempférol, le
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