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COVPOSI TI ON COVPRI SI NG AN AQUEQUS EXTRACT OF RED VI NE
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BACK- GROUND OF THE I NVENTI ON 1. Technical Field The
invention relates to conpositions conprising an

ef fective dose of an aqueous extract of red vine

| eaves and a bl ood circul ation-inproving agent for
preventing or alleviating O mld-to-noderate chronic
venous insufficiency of the Iegs The conposition
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prevent subjective synptons such as | assitude
(l'istlessness), heavy legs, tired | egs, sensation of
tension, and pain associated with swelling of calves
and ankl es due to disorder of leg venous flow 5 2.
BReCH@ROAND PIEFHEIINWVENTEIN are nillions of people
around t he . l? who suffer fromm | d-to-noderate
chrohﬁ@k@@ﬁéﬁgm?%sufficiency of the legs. This conmon

RNV LAHOR rdi egﬂﬁ&ﬁl@o%ﬁioﬁ@eo&ynﬁﬂ b afEaNR EYsbt afnrh%ueous extract

venous circulation to return ood fromthe legs t
dfired Wimar¢avesTiel 4 lokd oitculatimeinnowing egon fonpsevanting or alleVIatmg

I%Qﬁé%ﬁ!) E:psqdﬁl @n tqv&nﬁ%gg V%I%Q?% ﬁs&?ﬁcgep%gdf gqcﬁr IeFas c:ro(rer?psolslrt%n according to
tﬁ%\&ﬁb&%ﬁ Biso YhcIRRE QBFRpEIBIE FHaSH bRk c YR afetétietaeaitiv@@ In addition,
Chroni c venous insufficiency (CVl) is a functional

thﬁ songesitiguusedding to &nsn@@@tmnmdﬁ@mwlm@w@m fuRiECli ¥ B)aptoms

S 1 D0 BT B R PSR e PGB B8

ds%}ﬁate@azitn s@elling g balngs malds @lns to Wiedrdbr afrleg tatpius dokvy

5 anplified by standi ng upright and by hi gh anbi ent
tenperatures Thi s dysfunction may be a source of

maj or, gf %f with a significant negative inpact on

t he pat I ent’ s overal | well bei ng

Presently, there are millions of people around the world who suffer from mild-to-moderate

chronic venous insufficiency of the legs. This common condition is characterized by an
inadequacy of the venous circulation to return blood from the legs to the heart. The lack of
adequate venous return results in venous stasis and an increased pressure within the venous
circulation, promoting the development of oedema and tissular water retention. Chronic
venous insufficiency (CVI) is a functional disorder caused by persistent inadequacy of the
venous return and is characterized clinically by oedema, skin changes and subjective
complaints such as tired, heavy legs, pain or tingling sensations, which are typically
amplified by standing upright and by high ambient temperatures. This dysfunction may be
a source of major distress with a significant negative impact on the patient's overall well-

being and quality of life.

Early stages (grade I) are characterized by coronal phlebectasia paraplantaris, subfascial
congestion and oedema; grade IT CVI is associated with low-grade skin changes, eczema

and lipodermatosclerosis. If untreated, grades I and IT often progress to an advanced stage
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and quality of life. Early stages (grade |) are
characterized by coronal phlebectasia paraplantaris,

waewbasbsel 0 congestion and oedenma; grade CVIPCEEP2004/014456

associ ated with | ow grade skin changes, eczema and

| i podermatoscl erosis. If untreated, grades | and often
progress to an advanced stagecharacterized by
recurrent venous leg ulcers (grade H). The stress
caused by the synptons, even when relatively mld
charddtaizest by ae@rxth@vmbsklegﬁﬂdeﬂ (@radedipl Thastteansawsed by the

for r rtive a ventlv asures to
BT AR P e T ety TPl ARk o Mt R califhs callfor

S suppbitivedhd pRfve fres T 861 i A HEKE .
%gﬁ?égﬁtﬁérapyeand%vg%|%§2?&§u$gery)fu?%gydggeg $fthges of CVI

corrpr essi on stockings with or without additional

RES Lt ichS cy P oLRly POkl BT Brp BRREcARE erapy and
‘;'atﬁo%alas‘@@ge@?)c thedRE6f mﬁpr@isicﬁpdtocqcﬁngmmﬂegﬁ withut bediabed

bi ol ogi cal ﬁ/sfunctl on (capillary fragility in
plasmqth@masrl)st Fupstisemmmdreatipentappepast nThegitast of compression is

SRIRY GRSLBRP YOI NGOk BRed A6 KireGATRLE 4066 BRSO Lo ica

IC doncern e overa I nconveni ence

ﬂi@ulﬁxﬁm} (Eepsilare fragitickinpasicul 41). tmaﬂ&urmt thienreatment with compression
particul ar. Therefgre there is an urgent need for
gpelén&%@fr%aﬂﬁﬁpw!&% befrse gt gosgretig coperEns and the overall

éhve%?én@% 8t & candRaLe stggﬁggsg L?ﬂé syfﬁlﬁie? 1aﬁ£r Ofherefore there

vine [eaves contains

rsgalnungﬂfrﬂ) nectefor aiendti va@\appmiaclsss thattake effective, well tolerated and more
quer cet i n-3- O bet a- D- gl ucur oni de and isoquercitrin
%ﬂU@F@EYln 3- O betagl ucoside) as its main active
i ngredients. The range of their pharmacol ogi cal
actions has not yet been fully el ucidated, but
Thisiktraes of resdviesleavasicontainstfizaion (Mbyglmélea ngiuowdodiskes and

nd_an 'l anmat ties.and .that t L nhi

e, g SEERT S aRh Tl DR e G (B ti's-0-beta-

%1% 64180) 2P DS Sha Yetiv¥ idgReden B ITESRInkt Bf Nleﬁ@hﬁi&@ﬁbidgidﬂl actions has

eclinical in-vivo experinents denpnstrated

aeftyet besm fayralusidptednlont denyitrq dadiesvadicaterthatidesy hivgye antioxidant and
%ﬁt[ fngfc @mﬁb{s}éjﬁ!&% Irt?]ééé lgg@% g@rlhﬂ@ t[;b‘f'z}tglgte %%%HS& W% hyaluronidase

and reduce oedema, possibly by reducing capillary permeability. Preclinical in-vivo

experiments demonstrated anti-inflammatory and capillary wall thickening effects.

Dietary supplements including an aqueous extract of red vine leaves are disclosed to
prevent and reduce the discomfort relating to mild-to-moderate chronic venous
insufficiency of the legs in WO 01/28363. However, there are no hints to compositions
comprising an aqueous extract of red vine leaves and other active ingredients such as blood

circulation-improving agents given by WO 01/28363.

SHORT DESCRIPTION OF THE INVENTION
Surprisingly, potentiation of anti-inflammatory action and inhibitory action on oedema,

indices of pharmacological activities of an aqueous extract of red vine leaves, is found by
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prevent and reduce the disconfort relating to
m | d-to-noderate chronic venous insufficiency of the

WO e@s/063268N0 01/ 28363. However, there are no hi PCBEPZH04/014456

conposi tions conprising an aqueous extract of red vine

| eaves and ot her active ingredients such as bl ood

circul ation-inproving agents given by WD 01/ 28363.

SHORT DESCRI PTI ON OFTHE | NVENTI ON Sur pri singly,
potentiation of anti-inflammtory action and

corhbibati@r of eldbodeiraiatived mpegvingagenesithfan aqueous extract of red vine

h I I t of an aqueous _extract
e L L Ao i 0L S 180 S
ﬁhﬁrGH'ngtag&Rs tégﬁﬁé&ﬁh@gfe%@ﬁﬁbsM’bﬁ@wﬁ&ea&H@&rk}? s FotbhiRedd RF

vi ne | eaves conparing the action itse Mor eover,
E@Wﬁmgr@d milpdatipdiscapifor wélatingie Imjdmw-mcgiemgsedtrsmc venous
resul t ed 0si tions V\a/gllose cac is "
S0 elsRE bbep B B RE iy e R Feeeh G s sgpposiions

éehpridinga bRodclrénib@orRER6Ahe a%&i{t QAH @n YGIKIMS extract of red vine leaves
insufficiency of the legs wth m ninumor no adverse

PRigRiiatows effitrey ﬁéweamﬁrngvﬁﬁloacfﬁlpmlértﬁgn@erﬁt@daonlc venous

[ OV|ng agent and an aqueous extract of
ﬁls‘éﬁ\g eﬁé ?g%g%r potentiate the efficacy of prevention

or relaxation for mld-to-npderate chroni c venous

' sg{ofl ciency of the legs. Therefore, this invention
Taatsious, thia ISR LTRSS tP PEWSOmPAsitionhial camprise@nfediestiVeedose of an
ARRGu LAl GG IR 1844 B a Bibod e fadh, n?%a%ﬂg%g&t%

00 C|rcu tion-inproving agent cordgrcar
Mawlsgbdtaanm@mbauadcds lasd theafa‘fﬁcmmese potentprddfot pedventing and

reyenti ng, and reIaX| chronic
A LT %sra&@ymaf Vit fasylicion et the s« ne
present invention A primary objective of this

i nvention provides nore effective interna
conposi tions for preventing and alleviating the

SC nf } aSSOCIate% wth mld-to-noderate chronic
the legs. A further objective
Afprid¥ir$ objRve dfQhis vt 66 froiies nfiré eEtdtie ihtBin@l Edhpositions for
conposi tions
prex?e%tmg and alleviating the discomfort associated with mild-to-moderate chronic venous

insufficiency of the legs.

A further objective of this invention provides more effective internal compositions
including herb components and a blood circulation-improving agent. The herb
components are manufactured pursuant to a controlled process that preserves the herbal
effectiveness of the ingredients for preventing and/or alleviating the discomfort associated

with mild-to-moderate chronic venous insufficiency of the legs.

Another objective of this invention provides more effective internal compositions
including herb components and a blood circulation-improving agent with minimum or no
adverse event for safety of internal consumption that prevent and/or alleviate the

discomfort associated with mild-to-moderate chronic venous insufficiency of the legs.
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i ncl udi ng herb conmponents and a bl ood
circul ation-inproving agent. The herb conponents are

worawsex2ssir ed pursuant to a control |l ed processPCTIEP2004/014456

preserves the herbal effectiveness of the ingredients

for preventing and/or alleviating the disconfort
associated wwth m | d-to-noderate chronic venous

i nsufficiency of the |egs. Another objective of this

i nvention provides nore effective interna

dhepter vbjeadve efdhiadivegtiore ptyvitsapue affectiva dntarng] plggmaceutical

ci rcul.gti on-.i adver

ving. agent w th,.m.ni [..nQ .
SomRvsifons W s PRHeEg andlon AUTHimEShe e 5T et ogited with
HH-RLmalidanicatdid Wo0d BeeffcRhty asgRetéat ed with
m | d-to-noderate chronic venous insufficiency of the
| egs. The ot her objective of this invention provides
nore effective internal pharmaceutical conpositions
and foods for preventing and/or alleviating the

OBECAAMED DESSRIPEIGNK O THEMNVENTDIONder at e chronic
venous insufficiency of the |l.egs, DETAILLED o )
BRSCRY PHonNElefes fHRIGTRAERMPERLaRs 1or PrRYsineRT aleyigting thegliscomfort
'aEsIo@%lfb"ﬂl W@?Hﬁ‘aﬁblﬂl@d'éﬁté OiroRIc SR i Qufﬁfzieﬂ&d}i &th@ldg8 thcluding an
the disconfort associated with mld-to-noderate
effectiviecdoge nbarsaquesu dxitatterfoyd einetléryes egba biloodl outeulgti@nimproving
effective dose of an aqueous extract of red vine
128%/fes and a bl ood circul ation-inproving agent. The
internal conposition of this invention consists of
her bal ingredients derived froman aqueous extraction
(e tintamabiennopasitionvaf whis érvgatier ednsists affiesinl ingeadienitedarined from an
%&}1%031? g%/t![r%cﬁiplp Eg’%/tgéclt% gé’i}dg}m{fetnﬁeeyo' l?%;i??sgg)g Ce??zgceua}n)bolf ?&9 vine leaves
i(PBLSRH e if@he)ldng aiRT dRlilgioAReptdvifNadest.t he aqueous
extract of red vine |eaves (foliae vitis viniferae

The term "aqueous extract of red vine | eaves” in

L.). | |
bGP B 1 A BB BB o o e
aeuves Ghliedyigs viafeme)at preserves the herba

3&1{32%%{ ‘yagggglgcf?({;‘pctﬁg)% rod Wins feaves th-li-g1 Evention rl;lga{nls et}gje aqueous or solid
aqueous extract of red vine leaves manufactured pursuant to a controlled process that
preserves the herbal effectiveness of the ingredients. The term “dried extract of red vine
leaves” in this invention means dried pure extract of the above aqueous extract of red vine
leaves. The term "red vine leaves extract" in this invention means solid extracts added
with silicon dioxide in the range of 1 to 10 (wt/wt)% (described as %) and glucose syrup
(as dried material) in the range of 5 to 25 % to the above dried extract of red vine leaves

(solid pure extracts) in the range of 70 to 90 %.

Red vine leaves as starting material for the aqueous extract of red vine leaves in this
invention is also known as “dyer” which are leaves of vitis vinifera LINNE with blackish-
blue pericarp and a red pulp. Concentration of each polyphenol compound in red vine
leaves and its composition are affected by various ecophysiological factors around. It is

preferred that dried leaves of red vine containing at least 4 % of total polyphenols and 0.2
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| eaves” in this invention neans dried pure extract of
t he above aqueous extract of red vine | eaves. The term

WO e@d/oed2ne | eaves extract” in this invention nRETEP2004/014456

solid extracts added with silicon dioxide in the range
of 1 to 10 (w/w)% (described as % and gl ucose syrup
(as dried material) in the range of 5 to 25 %to the
above dried extract of red vine |leaves (solid pure
extracts) in the range of 70 to 90 % Red vine | eaves
fisofsétocyarg anateediaalstaftong hiterislqo dis ventiorcRedfine Edves

PN AR e e —
@a@i‘féﬁ' e§1 tl'ﬁﬁ.lnﬁ’ ?E ' a‘i'éﬁrﬂ tﬁé‘ﬁaﬁeéﬁ% i & th@@fﬁﬁ@é"tmﬁéo‘?& fss than 15
each phenol conpound in red vine ledves and its

cmr’rmgh amcblmssmen éﬁ tmcvidth dfired ainedeayee e@mﬂgffgrablaa gihedeaves are

ar,ou | ref d that | eav
a0l R Hd Gramhod, o CREkEPR H RS o 4 o BRESTRE piferably 5 to
20 ¢hi). 2806hicP H@;ﬁxaﬁt@ntaffelau&aﬁd@ﬁae%mﬁdﬂdags ﬂ@deafsﬁr@,l purified water
in this invention. Red vine | eaves characterized |ike

@&ﬂi@\@t@rt@mmarrawgtpé@fe@blyaat goemperafury infhe ygnae of 6@ ko 80 °C, over a time
¢ . . . .
I’l[ lg &{ ? E{é t(};I 116“14815}?' ‘il‘ge le%?reerfegﬁﬁ%}ﬁgd %ﬁg%gjgf{a%eg%@&éer ;’)ercolatlon.

arvestin

Tﬁé §o-b£1w@1 fhid extrdce otainedirdthe @sscebhafithd 2xteativh diay befdirectly used in
red vine | eaves are preferable. The | eaves are
thermserarationciliggiddasags fogRR oln qrder 18 et ABOTGFPICHITAiRhRdEct, at least

Q'bﬁrt %E{he SBIRhES ??Cm?fedm erS ?QE Labld Qra ggrampﬁré@raﬁﬁ' eve

con ent o n0| e extractio
The ngclepmmmt Bdterdived urater hd:amchd:(ﬁﬂpmmp epadition preferably ata

bropeciiire o 170 b LE (pobut b frepeis B e Lcr ik gt § emperanre
Rgf &1 8d 48t RaD dSotNRboRfs. e MibRLEECY BbRREE ™ Al é@éb may again

The so-called flui'd extract obtained in the process of
bhéuexbmacdudmem&muﬁ@ummg@éhqwdabgmﬂﬁﬂmme preparation

Porio Mvearan albo sicMys foPud bt Thick Pl Pl Ryiguee by use ofa

WU @YeE din bs e vaduug &yideddohee Ry apef Rl O6r dxcRi@nalky be added
The thick extract is sterilized under

Hemngdryingrtpecliate lvgherreensing pethe cabnst. at a

tenperature from 120 to 1500C for 1 up to 30 seconds,

nore preferably at a tenperature from 140 to 1450C for

Zhel ?atio@f&aﬁﬁ:@@@hb&cip’féms inlthetangx bf A to Ih%eaindettied Bxtriit ©f red vine
step may aga

leaves (as pure extract) in the range of 70 to 90 % in red vine leaves extract is preferable.
Such carriers or excipients exemplify one or more than 2 kinds among silicon dioxide,
maltodextrine, glucose syrup, cellulose and others. Silicon dioxide and glucose syrup are
preferably used in this invention. The ratio of silicon dioxide in the range of 1 to 10 %,
glucose syrup (as dried) in the range of 5 to 25 % and dried extract of red vine leaves (as
pure extract) in the range of 70 to 90 % in red vine leaves extract is preferable. The ratio of
silicon dioxide 2-5 %, glucose syrup (as dried) 10-20 % and dried extract of red vine

leaves (as pure extract) 75-85 % in red vine leaves extract is more preferable.

The aqueous extract of red vine leaves used in this invention by pure extract conversion of

an aqueous extract of red vine leaves contains total flavonoids (quercetin-3-O-beta-D-
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be directly used in the manufacturing of |iquid dosage
fornms. For the preparation of solid dosage forns the

wao hioskersg ract is dried, for instance by use OPCHEP2004/014456

vacuum dryi ng oven or a vacuum dryi ng conveyer

Carriers or excipients my be added during drying to
facilitate further processing of the extract. The

ratio of carriers or excipients in the range of 10 to

30 % and dried extract of red vine | eaves (as pure

ghacrenide) ipreferablyrin teperange .63 DE3%Pi moreariciprabdy jndtho sange of 1.25
%( 55 "Sl% syémgl ef et'ﬁg?in e oﬁg %ﬁgr‘% elrhzs ntg)%al %%rﬂ)écg ﬁfu%rcetln-B-O—beta—

qb I»ulcd@mdmb@m&extl rerdnene ghme&&aaxfdmxmplel wb@een ahéth dried
ot hers. Silicon di oxide and gl ucose s

SrERG p&sﬁdywu%k@wr{a% PHIE KRG G is nrﬁ{errbé@ fremoq 5 to 20 %, more

| | to 10 % ¢l
TS8R AT R0 SRR BE P s 0 and dr e

extract of red vine |eaves (as pure extract) |n t he

range of 7 red vin aves extr 1S

TRt ptonslieviaa b dispoiar elgmiio gaders diogic venous
%é&%&lc@y&f ik 1(‘3@@ gl dla?l?)do%e%? e ﬁj;hgoﬁr @Gttt @G ine Waves for an

vi ne’| eaves puife extract) 85 % n red vine
Iaéalv eseqxvaled nuargltymf drigl extractadfired vifiadeayqsiGuinsexsact)ds tsually from

f ' h
Bhp 3@?%%39?9%@@0%?@&5 BBl PR 5oL o g0 m anc
lfeaE e @Ife%ﬂﬁﬁlyt 1R/ @igi ddSage of the aqueous extract of red vine
(quercetin-3-0 bet a- E%gl ucuroni de) preferably in the

egygefasfan @delp i @crbm@éemfauammeomeéfvmealbaxps ieftradiés wsyake from 80 to

3%0%{;,313%%{5‘!1% frplé’ 300RG gb(? HL% rrio'i]r-f‘ M&?eg[x%? %§9 % 730 élg B Hther more

avonol

Prerbtablir4puielg) content in red vine | eaves extract (for
exanple, a case in which dried extract of red vine
| eaves (as pure extract) 80 % is preferable fromO.5

tél%e%ggré@/slﬂgﬁseao%ﬁfr k‘.l’llng rweﬂg}x?m'isﬁld% R156a &E%&l@ﬁ-lﬁl?ﬂﬁlng agents

pr eve evi ate the discont
@b sedohd attivenngedans io Iadahtlmm tovahooe aquavss EXtrask ehieeg vafe leaves.
the legs, the daily dosage of the aqueous extract of
red vine | eaves for an adult in equivalent quantity of

qﬂb&?c@@&ﬁa{tﬁﬁtl O\VH?% O%'nfb%sle& AVES ibPaHtRn ﬁ&%rﬂltédsand determined if
usually tfrom®6 preferably from 240 to 640

g agentsecoptagf eload bycdlatm@g@o‘nog acjsmmgowq@r for safety of this agent
with minimum or no adverse event, blood circulation-improving agents with mild effects
used in non-prescription drug and health food field for many years are preferable. In
addition, types and dosage of blood circulation-improving agents change depending on
whether this internal composition is pharmaceutical products or foods.

Examples of such blood circulation-improving agents are nicotinic acid and its derivatives,
vitamin E, vitamin B;, vitamin B,, vitaminBg, vitaminBi,, vitamin C, vitamin P,
ubidecarenone (coenzyme Q10), crude drug and herb having blood circulation-improving
action, etc. These blood circulation-improving agents can be used in one or mixed with

more than two kinds.
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further nore preferably 360 ng. The daily dosage of
t he aqueous extract of red vine |eaves for an adult in

weouwswed2esit quantity of red vine | eaves extracPCT/BP2004/014456

usually from80 to | OO0, preferably from 300 to 800
ng, nore preferably 350 to 750 ng and further nore
preferably 450 ng. The conpositions according to this
i nvention include blood circul ation-inproving agents
as second active ingredients in addition to above

Fqrtaus detlll Aicotiné aci@dnd ithaeriwAvesincBlde@totinic acid, nicotinamide,
circul ation-jinproving agents used in this invention

ApRIopisate) ingpitd exaicodisaieeti ned i f the agents contain

bl ood circul ati on-i nprovi ng acti on, however, for

safety of this agent with m ninum or no adverse event,

Miaetn & grou acludes ionpphevol ngcagendl sicstatchtosbplirefsbedhae, tocopherol
u%ed in non-prescription drug and health food field

£ F“WﬁHV”Vﬁﬁ&gmﬁVﬁmEL%WerabIe. In addition, types and

dosage of blood circul ation-inproving agents change

dependi ng on whether this internal conposition is

phitamin Be graupahclpdesdhiomsnedry dif aahdisideEshaarine sitote, bisthiamine nitrate,

l.ood cj.rculation-inproving agents are nicotinic acid . .
MRl e ARG Y SR8 il 1k fgffe Sctotamine,
Bibutiahde, BBbentiantiAdliriBulkidming, bARURiafaind/ bE@8H AnfRe etc.
ubi decarenone (coenzyme Q O, crude drug and herb
akamig By lgowe ia¢lpdasirioflaying mpeitavimbutsicts, siboflatin sodiheghosphate,

I I.r t4.0n-1 nprovi ng agents can be used in one
gﬁgﬁ%gé%ngmﬁi@dﬁgﬁ%e ian two ki nds. Further in detail,

nicotinic acid and its derivatives include nicotinic
aci d, nicotinanm de, hepronjcate, inosital
lYabesrn Begrovptiacludes pysexne hydoghletige. ipererpd ghosphate ete.

B o R o O O P R BBl
Bydgcldopide, ytrotesotahindmacstatbydeadalaatinde, t hi am ne

nitrate, bisthiamne nitrate, thiam ne disulfide,
di cet hi am ne hydrochl oride, fursultiam ne

Rydhes ol g%ﬁ:lﬁjﬁ)clu‘a% 2bdid 28d, RichiRYidodbtd) Qodium ascorbate etc.
bi sbentiamne, fursultiam ne, prosultiamne,

benfoti ani ne etc.

Vitamin P group includes hesperidin, rutin, glycosyl hesperidin, glycosyl rutin etc.

Group of crude drug and herb having blood circulation-improving action includes ginseng
(Ginseng radix), olive leaves (Oliva folium), hawthorne berry (Crataegus spp.), hawthorne
leaf and flower (Crataegus spp.), mate leaves (Mate folium), motherwort herb (Leonuri
cardiacae herba), hamamelis leaves (Hamamelidis folium), ginkgo biota leaves (Ginkgo
folium), oat herb (Avenae stramentum), garlic (Allii sativi bulbus) etc. Crude drug and
herb having blood circulation-improving action can be used such as a dried powder, an

extract, a fluidextract, etc.

Esculin or 7-hydroxy-6-cumarinyl-glycoside, which is a component of the extract of horse
chestnut seed is not considered to exhibit blood circulation-improving action, but protects

the blood vessels.
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Vitam n B2 group includes riboflavin, riboflavin
butyrate, riboflavin sodium phosphate, flavin adeni ne

walzowsobeet i de etc. Vitamin B group includes pyPCTIBRIONE014456

hydrochl ori de, pyridoxal phosphate etc. Vitamin B12
group includes cyanocobal am n, hydroxocobal am n,
hydr oxocobal am n hydrochl ori de, hydroxocobal am n
acetate, necobalamn etc. Vitam n C group includes
ascorbi c acid, calcium ascorbate, sodium ascorbate
etc. Vitamn P group includes hesperidin, rutin,

gl ycosyl hesperidin, ycosyl rutin etc. G oup of

cIGaEliRgl vpsaHin s by @eﬁwpﬁ §*Endshirom the granp @f]blioﬁé eiseuptgon-
l)ides ginseng {G nseng radix), olive |eaves

?ﬁ%ﬁgﬁﬁﬁégiﬁﬁ hawt horne berry (Crataegus spp.),

haw horne | eaf and fl ower {Crataegus spp.), mate

I S tefoliurn not herwort herb (Leonuri

R o bR By vt e SEU S (BRI i this invention will

fil

vRlditdint &b &m%a &1 Bh8s &ﬁﬁM@&cﬂc@lﬁﬁﬂ%r{p%\hﬁ%}%eggféng{hggobwhether

(Avenae stranmentum’, garlic (AlU sativi
@pm@emdbm of taiscinhention hisptiamga¢dutioal produtd @atfoods: Hopreoer, adaily

AL S ) oo o St

7- hydr oxy-6-cumarinyl - gl ycosi de, which is a conponent
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concrete, daily conbination dosage of nicotinic acid

By Rb&BIHaAB 16 E 8f inB8itol hexanicotinate for an adult is usually between 10 and
1800 mg, preferably between 100 and 1200 mg, more preferably between 60 and 600 mg.
Daily combination dosage of vitamin E for an adult is usually between 2.5 and 1000 mg,
preferably between 5 to 600 mg, more preferably between 10 and 300 mg.

Daily combination dosage of vitamin By for an adult is usually between 0.1 and 400 mg,
preferably between 0.5 to 200 mg, more preferably between 1 and 100 mg.

Daily combination dosage of vitamin B, for an adult is usually between 0.5 and 180 mg,
preferably between 1 to 90 mg, more preferably between 2 and 45 mg.

Daily combination dosage of vitamin B for an adult is usually between 1 and 400 mg,
preferably between 2.5 to 200 mg, more preferably between 5 and 100 mg.

Daily combination dosage of vitamin By, for an adult is usually between 0.0001 and 6 mg,
preferably between 0.0005 to 3 mg, more preferably between 0.001 and 1.5 mg.

Daily combination dosage of vitamin C for an adult is usually between 10 and 5000 mg,

preferably between 25 to 3000 mg, more preferably between 50 and 2000 mg,.
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adult is usually between 3 and 400 ng, preferably
between 6 and 200 ng, nore preferably between 12 and
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adult is usually between 2.5 and 600 ng, preferably

between 5 and 450 ngy, nore preferably 10 and 300 ng.
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(lihe @] ok 2R ThifP BENHPE in this invention can be used in various types of oral forms

as tablets, granules, fine granules, powders, capsules, caplets, soft capsules, pills, oral
solutions, syrups, dry syrups, chewable tablets, troches, effervescent tablets, drops,
suspension, oral fast-dispersing tablets, etc. Any of these formulations may be prepared
using regular methods, and, in addition to the aforementioned components, any excipients
in common use may be used upon preparation of these formulations, if necessary. In
addition, preparations formed into microparticles such as microcapsules, nanocapsules,
microspheres, nanospheres, and included in the aforementioned formulations.

For example, the active ingredients, i.e. an aqueous extract of red vine leaves and blood
circulation-improving agents, can be various types of drug forms as separate granules,
multi-layer granules, multi-layer tablets or dry coated tablets, tablets of separated granules,
microcapsules, etc. Coating preparations such as sugarcoated tablets, film coating tablets,
coating granule, can be used as well as chewable tablets, oral fast dispersing tablets, matrix
tablets, matrix granules, effervescent tablets, dusting powder, solid solutions, etc. These

methods can also be combined. Moreover, the properties of the inventive internal
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action for an adult is usually between 1 and 8000 ng,
preferably between 5 and 7000 ng, nore preferably 10
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i nvention may be adm ni stered parentherally,

preferably orally in divided doses, nost preferably
given once a day in the nornig, especially before
breakfast. Dose adjustnent of the active ingredients

may reflect age, body weight, and manifesting

S ol o el e Al el -k RSO
dissrdutlm;lcunkmalnmdmda of @ste) wepro veguend ireutage ef€heandreakgulatsd gy the
%i deg .bed. in thl??invention can be used in

99dine et gD 5poWR I P@Fing as tabl ets, granules, fine
granules, powders, capsules, caplets, soft capsules,
pills, oral solutions, syrups, dry syrups, chewable
{Thbgeenrsl doseaschun desstibed irethisanventiahinedyshe Rimﬂ@@i using regular methods

nsi on r st di sper.si ab et
PHebERE Pl Fane b BR Rl ERbRd AR Phg fodl oY sfth as
BRdipRAs; bindds, disintagididrd, Miibricantshevadih e b ey ki@ @bating agents,
conponents, any excipients in common use nay be use
plsehCipere patifaing %ﬁenghé%@hf Framming egeptss antistatiegenis «ogiccant,
!sxﬁ]rffﬂcq%ttsjo%lhz@f %Bﬁ‘f’staééeggsrefs&rv%g §oﬂ1b?hiﬂ1§ %ée‘ﬂ [ Isél%rﬁ? diluents,

mcrocd ;. nanocapsules

@l&bﬂ?ﬁﬁﬂ@ﬁd&rﬁ@lmfﬁﬂg agemed, w@@énsmn tsh@eaﬂmgagans Icﬁﬂped;mg agents,
formul ati ons. For exanple, the active ingredients

{SONIZiAg a&f@és@a%wéa@msaadu@pg GER e AT G QLS TARA ABSH et modifier,
glglgg RhAQNdERVAY VG AUERAS of&ﬂ@rsbﬁﬁ‘fﬁcfdﬁ?é@ AR O

orns’ as separate ¢ anu ayer granul es,
praseivati eogeswdetdningt agents, arsigavac&iRerabyicagents, tthiybengs agﬁfnts perfume,
gﬁagar at ed ranul es, mcr ocagsul es, et.c._Coat.i

335 GO RYOTE FElier 5o gL KT Bembaris: @XMPPIF%?%%J&P pfidjtives are
HaRkiBt$in epRlcsOBh AR Rl ?ﬁgplgﬁs P RAt02P 208 ledASH by Japan

chewabl e tablets, oral fas g;r3|n tablets matri x
PhineceytioshExdinienfs Slouneib issapd by Wakeiée Miproabids) and The Japan’s

CHRC P RREM ChmdiRat O R 0By Flspy BT TEOE P Ries
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rel ease, continuance, disintegration, distinglation,

The compositions according to this invention can be provided as pharmaceutical products
or foods. The compositions described in this invention are explained by the following

practical examples. However, the scope of this invention is not limited to these practical

examples.

Examples
Example 1
Capsules

The following ingredients were prepared as granules through regular methods, and

capsule-filled to give an amount of 300 mg per one capsules.
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pract i calRakdnpleases dktaopl es Exanpl e 1 C2psgl es

Ascorbic acid 50¢g
Tocopherol calcium succinate 25 g
Thiamine nitrate lg
Riboflavin lg
Pyridoxine hydrochloride 3g
Nicotinamide 10g
Cyanocobalamin 05¢g
Hesperidin 5g
Ubidecarenone 5g
Calcium carboxymethylcellulose 80¢g
Mannitol 410 g
Corn starch 1645¢
Tartaric acid 8g
Aspartame 8g
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The follow ng ingredients were prepared as granul es

t hrough regul ar nmet hods, and capsule-filled to give an
warwans326§ 300 ng per one capsul es. Red vi ne | eBOBEP2004/014456

extract 450 g G nseng extract 90 g Corn starch 30 ¢

Li ght anhydrous silicic acid 6 g Talc 18 g Magnesi um

stearate 6 g (Red vine | eaves extract = dried extract

of red vine | eaves (pure extract): silicon dioxide:

gl ucose syrup (as dried glucose)) = 80: 3: 17 /W%

Exanpl e Acekdfamleqsotakbignt ol | owi ng i ngredi ents were

prepared_as granul es through a regular nmethod to

prepar e HF3gEHt Jateriady es, and packed to gi Ve an anount
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Pyri doxi ne hydrochloride 3 g Nicotinan de 1Qy
Cyanocobalamn 0.5 g Hesperidin 5 g Ubi decarenone 5 g

Example 3
Powder
The following ingredients were homogeneously mixed. The resulted mixed particles were

divided into portions of 1000 mg to prepare powder compositions.

Red vine leaves extract 675¢g
Hepronicate 300 g
Tocopherol calcium succinate 150 g
Corn starch 186 g
Lactose 162 g
Light anhydrous silicic acid " 15¢g
Magnesium stearate 12¢g

(Red vine leaves extract = dried aqueous extract of red vine leaves (pure extract):

silicon dioxide: glucose syrup (as dried glucose)) = 80: 3: 17 wt/wt%)

Example 4
Tablet
The following ingredients were homogeneously mixed. The resulted mixed particles were

compressed with a mold to prepare tablets at 300 mg each.

Red vine leaves extract 450 g
Nicotinamide 10g
Tocopherol calcium succinate 30g
Lactose 100 g
Microcrystalline cellulose 296 g
Light anhydrous silicic acid 7g
Magnesium stearate 5g
Talc 2g
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Cal ci um car boxynet hyl cel | ul ose 80g Mannitol 410 g Corn

starch 164.5 g Tartaric acid 8 g Aspartane 8
w@2memed2bane potassi um 3 g Fragrant materi al s BCOEPReH014456

vine | eaves extract = dried aqueous extract of red

vine | eaves (pure extract): silicon dioxide: glucose

syrup (as dried glucose)) = 80: 4: 16 wt/w% Exanple

3 Powder The follow ng ingredients were honpgeneously

m xed. The resulted m xed particles were divided into

porti o fﬁle 108 dBrato- B BoRQRHGET TP Qﬁl'etléaQ/@§ {pure extract):

Red V|ne eaves extract 675 Heproni cate 300 g

Tocophkiicon divaldei glivresesyiupdeedridaiglgcaBon s 82 dr ¢h wid6%g

Lactose 162 g Light anhydrous silicic acid ' 15 g

Magnesi um stearate 12 g (Red vine | eaves extract =

dried aqueous extract of red vine | eaves (pure

extract): silicon dioxide: glucose syrup (as dried

glucose)) = 80: 3: 17 wt/w% Exanple 4 Tabl et
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The follow ng ingredients were honobgeneously m xed.

The resulted m xed particles were conpressed with a
woriod/oex6pr epare tablets at 300 ng each. Red VPCEEP2004/014456

| eaves extract 450 g Nicotinam de 10 g Tocophero

cal ci um succi nate 30 g Lactose 100 g Mcrocrystalline

cel lul ose 296 g Light anhydrous silicic acid 7 g

Magnesi um stearate 5 g Talc 2 g(Red vine | eaves

extract = dried aqueous extract of red vine | eaves

(pure extract): silicon di oXigiypd! ucose syrup (as

dried glucose)) = 79: 4. 17 trweydains 1. A

C drrpos’% compositem foh theprexestion amdock]leviatioh of imalditormaderate chronic
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as pharnacol ogi cal | yacti ve substances.

conpdsianeesn accordingto claim1 contalnlng an aqueous
extract of red vine leaves (1), which is obtai nedby
extraction fromdried red vine | eaves containing at

| gast AMcSmpdsiticat @corfdiigypkReneal Isamehigihg e agtedds 2xt¥@t of red vine
ant hocyansusing purified water. 3. A conposition

ac crugsdd)-thiel @.qwaln@rbyzextﬁﬁ,ﬁm%fre@ﬁir@ﬂﬁ@d Ying fgames ¢qgtaining at
100%;15{!11, %Q{Ig{z)tﬁfngtﬁg% gélsta d 804192 ‘% fr acht ' eL‘trs é@\tg)ﬁﬂhed water.

360 r|e agueous ex
Ieaves (1) 4 A conposition according to any one of
cl.ai s to whi ¢ cont?lns fromO0.625 to

% b
8 gt SR B EORA D ST 210 TR GG 1 1000 m,
f1 ayRRALES 6410 BOE Y, irBshrticular about 360 mg or 450 mg of dried aqueous

extract of red vine leaves (1).

4. A composition according to any one of claims 1 to 3, which contains from 0.625 to
25 % by weight, preferably from 2.5 and 10 % by weight of flavonoids ir the dried

aqueous extract of red vine leaves (1).

5. A composition according to any one of claims 1 to 4, which contains dried aqueous

extract of red vine leaves (1) and an excipient.

6. A composition according to any one of claims 1 to 5, which contains from 70 and
90 % by weight, preferably 75 to 85 % by weight of dried aqueous extract of red vine
leaves (1) and from 10 to 30 % by weight, preferably 10 to 20 % by weight of an

excipient.

7. A composition according to any one of claims 1 to 6, which contains 2 to 5 % by

weight of silicon dioxide and 10 to 20 % by weight of glucose syrup.

8. A composition according to any one of claims 1 to 8, wherein the blood circulation-

improving agent (2) is selected from the group consisting of nicotinic acid and the

-14-



10

15

aqueous extract of red vine leaves (1). 5. A
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from70 and 90 % by wei ght, preferably 75 to 85 % by
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80.000 Angprayfosising ageordipgdo Brvers @fi daimsdtangrfs wihgredy thegveight ratio
agents (2). 10. A ¢C iti cardi t . .
ol oot s o8 «GHERERRRh b R R HR Y B LR Ao improving
dr i ggna @) eOEEmEXforigelo tefl,0oedo ti ne | eaves (1) to bl ood
circulation-inproving agent (2) is from1 to 1,000 to

1,000 to 1. 11. A conposition according to any one of

ai 10, r I -
111 CP PSR i ORGP AL st o
conpasiteta prefsrabl yporakediminisaatyonrone of clainms 1 to 11
for the preparation of a pharnmaceutical product or a
health food for the prevention and/or alleviation of

?’EJ dlt Pse BPHEERDEsiGEY AVIAmEE ROMSy bitSdifdldifls @6 Y 1 ¢6Mhe pRiparation of
e | egs.
a pharmaceutical product or 2 health food for the prevention and/or alleviation of mild-

to-moderate chronic venous insufficiency (CVI) of the legs.
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