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COVPOSI TI ON FOR MODERATI NG ALCOHOL METABOLI SM AND FOR

REDUCI NG THE RI SK OF ALCOHOL | NDUCED DI SEASES The
w@e@sent13e nvention is directed to a conpositi oPCDEP2006/007466

matter, in particular a food conposition, dietary or

food suppl enentati on, and pharnmaceuti cal conposition,

respectively. The conposition of nmatter reduces the

OOV PSS ITeONOPBIRYIO DEI OHRIENEr 80O 1 NIFERSES1 ISM AND FOR
including | ate-onset Al zheinmer ' s disease, and

cancer REDUGENGI THERISHE QJaad(c@QHIQL I¥DAHaBdHUSEASES
or opharyngol aryngeal , liver, colorectal, |ung and/or
breast cancer, in particular the drug and/or alcoho
The prGHCREefiti iKisQfired Bdddiotd s8aFSStiod Bf hldt®r, 8 pRAG ar tah®od composition,
~ present invention is also directed to a conposition_of o
dietarpher feqd, suppleprentation] and pharDeerULOMFOSIROSEHIRD, WRRACHNSYoFhe composition
of B 3HPRL FIPRLR e AR BB 0L SOIRR, (h vt onse
Alzheah6ohalseglegamtadrcen ippagRatarWitpahtrebig chopraedoehwphdiytgolaryngeal,
. present invention particularly addresses the problem .
liver, gplogsealmynang/er Sreasceansridh pasicalar dic fiagi adir @siebp! induced risk of
said dgs%g{eg.dﬁt thﬁqe%%e@%}?é @Q&lt iﬁ@%‘hﬁgg lié A% By 1 Lf g&flﬁés'?tion of matter, in
nost people n-Caucasi an type genetic structure.
particlifar b $oabsnrditidnatliethry ok ifowgl saipp hdntatiohparel gigemadesitical composition,
iated with [ drisk f th
e et R RIS o Sop e BOLR B e wit e b
brain and nerve system which | eads to change in
behavi our, notor coordination and, in the extrene
case, brain damage. In particular, peripheral nerve
pol yneur opat hy .i 0 nly obseryed in al coholic ,
The ppeéﬁﬁltelﬁtf%r?tlw%ﬁérffvb ?@E p a*%epprogfen% R a_%ﬁ“eaﬂ%ﬂone?fr wgtaldehyde after
rapid hif ol @lc@lad8iOEe. aftobORkibbRth Gs HRL RO ihendt F&ip'l‘@GPN on-Caucasian
Acet al dehyde is a highly reactive nolecule with
type gor¢tdadtiegiract i vity and has cytotoxic effects and
nodi fies proteins in the cells, leading to their
dysfunction. It is also assumed that drinking
It is abgahal tar REVRERD @R ohSli@SKaetateds Wiskbei@Bd | WEK eas ettreased risk for
ri sk for neurodegenerative di seases. These di seases ,
neuropathy dicpesss detharolhedurgs edakeldefitirts ore thidpas) andgisrss system which leads
o chageg uSrPietP ah P { Rt G PRI i RisFs FRE iR Fuintge. In pariculer
peripHe@d1! £ & @ ol yrpltbppei/ Ol EerhinonlyC absededyn akdotlald patisntehOne possible

~as reactive oxygen species, are _ ) )
mediator of the alcohol effects is acetaldehyde, a highly toxic metabolite of ethanol.

body.

Acetaldehyde is a highly reactive molecule with oxidative activity and has cytotoxic effects and

modifies proteins in the cells, leading to their dysfunction.

It is also assumed that drinking alcoholic beverages is associated with an increased risk for
neurodegenerative diseases. These diseases are expected as being caused by the deposition of
inclusion bodies in the neuronal cells, and finally disappearance of the cells. Oxidative stress and
the following lipid peroxidation caused by oxidants, such as reactive oxygen species, are
reported to play an important role in the pathogenesis of neurodegenerative diseases including
Alzheimer’s disease, Parkinson’s disease, and cerebral ischemia. Acetaldehyde is thus thought to
be the cause of several alcohol-induced neuronal changes. Acetaldehyde is also suspected to play

a pivotal role in the development of alcohol related cancers because of its established DNA
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reported to play an inportant role in the pathogenesis
of neurodegenerative di seases including Al zheiner's
waele@easa39 Par ki nson' s di sease, and cerebral i SECERPENG/007466
Acetaldehyde is thus thought to be the cause of
alco nal Acet a| deh )

damamgoa eé:t gtsgaru?émgldaygg sgﬁa\l}gt IagdI %ar%‘ﬁg emc1¥ in laborator)
mnanﬁvelopnent of al cohol related cancers because of its

est abl i shed DNAdamagi ng effects (single-strand and

doubl e-strand breaks) and carcinogenicity in
It is a!laob r at or g%[”dﬂ%l(?ho ilgoﬂo%ceg %&ta@gss %nF%o&af%h \gfth nalfl' Q@reased risk for

everages i's associ I NCr ease

certaiff IkSdef @f cﬁﬁéérairﬁldﬁhr[ngaﬁre&anctﬁér i qaddrgetianglupanbreast ieGpphageal and
liver, colorectal, lung, breast, esophageal and
orophayaEaaryy Rassndihe casprEsionTRk alseBelc PenstBwtion Witk oReteased risk for

esoph%g?%? EH&) B}og)ﬂﬁwrn%glg Ca[ gﬁ%grdw cbﬁﬁdgr% a?ﬁ%g @g%%t aqrfgast implicitly from

cancer 1 s considere

epiderﬁldld@ﬁztl atidieeasdicatingl thai alcyhdl namfemndﬁms)hmgxbohte(s) has carcinogenic

studies indicating that al cohol itself and/or its
potengyet abol i t e(s) has car ci nogeni ¢ potency. Furthernore,

i ncreased estrogen levels in wonen drinkers appear to

be an i nportant nechani sm for devel opnent of breast
Funhaﬁmmeﬁnmémadnmeeg@ikvﬂe@hanﬁsnﬁﬁmkmshpp@maobaaaim@onmnxnedmnsm

est rogen ¥§ t hat over produc. % acetic acid after

for dea?]‘oneﬁbo IR ANCE e l’{eoPngl amlsms %Otggll%qrgasreoqf estrogen is that
overpRuB&ElRLAENYGE éf?err Hﬁﬁklﬁlv CQth)n\!'e'PQHCﬁﬂ 88t TMRNGBEsible role of

appears to be evident. A Very recent paper (Lancet
acetal@igde fFr the Bik@hdbBidueBgFast caessmgatshie be gvacnonshi p

bet ween al cohol consunption and the risk of col orectal

cancer and |ung cancer. Ethanol taken into the body is

A ver%kéc@hﬂ?&&g (Dézhclei OnéNi dakvaBe, 1@%2 bMchsled bR rkiaviBhship between alcohol
t hano CH2OH) is first netabolised to

consumpspalagé Hwtesk( dHRGHe)tabyanedr @R WINgR#AGRIF ogenase (ADH),
and then acet al dehyde (CH3CHO) is further netabolised
to acetic acid (CH3COOH) by al dehyde dehydrogenase

EthanéAkdRdh, idi®i tk Ybdy ks \éﬁmuadtaieiwdﬂs dﬁlmaﬂmgemm@z #h the liver. Ethanol
ALDH2) . CH3CH2COH + NAD (r) H+ CHsCHO
(CH;CH2Q¥D) 1s fipometapolnyadcoaretaldrinmg (ﬁﬂeﬂH@sliy %iﬁohol dehydrogenase (ADH),

o oGS AN BTN B BRRERR T PSR by i

dehydaseenpsd (ATIDHRirainkafyolives ahleh AleDhado gehas 2 (A LADR).
( ALDHR) |
CH3CH20H + NAD — CH:CHO + NADH + H"

CH3CHO + NAD + H20 — CH3COOH + NADH + H’

Most of acetaldehyde generated during alcohol metabolism is promptly eliminated by ALDH2,
the low Km ALDH. There are polymorphic isoforms of ALDH and class 2 ALDH (ALDH2),

which has the lowest affinity constant (Km), is the most important enzyme for acetaldehyde
oxidation. A mutant allele, ALDH2*2, has a single point mutation (G—>A) in exon 12 of the
active ALDH2*1 gene. This mutation results in a substitution of glutamic acid (Glu) at amino
acid position 487 by lysine (Lys). ALDH2*2 encodes thus a catalytically inactive subunit and

acts in a dominant negative fashion. Individuals with heterozygous ALDH2*1/2*2 genotype

2
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whi ch has the |l owest affinity constant (Kn), is the
nost i nportant enzyne for acetal dehyde oxidation. A
W(brmaammasb l el e, ALDH2*2, has a single point nmURPEI/ERPI00§/@7466
in exon 12 of the active ALDH2*1 gene. This
shoul%a@t' qy géﬁfsﬁagﬁzlé o?noozaly%)l & ﬁ%eogngfm%im%éql% 0 %Lg' ALDH2*1/2*1

oenoté‘é@ﬂﬁﬂb@ﬁ@rﬁﬁlﬁﬁLm{%‘ alleRt vadriet boahdey it i pedvialear SUEaHﬂlAtsm but has not
and acts in a dom nant negative fashion. |ndividuals

been {funp indiagresrangang ArOrES Wik edan el M4 Ihallade. *40-50% of East
0
Asian gh%vzesg{%eﬁ gl %\%Bﬁzﬁ%a;fdegneg t%geﬁ)‘\l\gr% ue{algglnof blood acetaldehyde

conceArBIEAs 2 fad 1 BHa *varp eﬁteb()’zyroa&e anil tAL]SHpF‘E/\ZalZ emtnolziylch%ifter drinking
Asi a but has not been found in Caucasi ans an

of a smpjagmonat olbanea (@ | e brdyi Weighl Brpkye Hmes |aéd 1§ dinsgopespectively, of
o S EREAAS MY 5o 051 AT E! Bl oAyt il 03
g/kg BbDHAYEi6).2 Thet @@y geft eeetaneh)ﬁhDHZ’sﬂ/l@* 2s hmreasygome&LDHz*l/z*z

heteroggtg?e/tre%g{vlﬁgtlg crc])gp]gfapg \ytgrl?\lfe,lréglsawgeq g goﬁlzgé]ganon of acgv %LDH7*1/7*1

c 0 n ALDHR.*
homo%m% Es'o‘ti’rg'glylgefdté %ﬁ [9H glhmtrcr)éder atth};llg%rg%% Therefore acetaldehyde
o‘(1da'e<bxhﬁ;rmhk1(1@y8mgﬁlkgi ilmod&vmhuagsm ith ATHE ZifPoaltele. of
acet al dehyde in saliva is increased in ALDH2* 1/2*2
het er ozygotes given al cohol, and its level falls when
Deﬁcﬁh@@%@lAPEHdaéan/ﬁ qf a@&‘&c‘léf@d AL REd (ROMREYEO R Ser 8nd therefore
I nhi bited by an ZDH i nhi bitor 4-nethyl pyrazol .
acetal&ﬂe/rdefls) r%an@d@tsad crebipdgenoXin dedti angtaldehyde icki dgmyc’e culture hepatocytes
d npai r ed 'QdVdP%%W‘th ALDH2*2 al l el e.
an f%é‘ﬁl&%ﬁ%gﬁaaf KRBty is associated with
i ncreased the risk of cancer and therefore
acet al dehyde is regarded as a carcinogen. In fact,
It appeset alsdekyidentc shet JARBIE il mney Hepesseeigteds wathdan increased risk of

romEFALD 48 A GRRIRLY OGRS BBl LRt Bycron e

swmﬁftﬁnﬂl‘ﬂ tngasedaphisdse afconoliy peivnepatihhyposttivk ABDE20NaHEle than that in
Al zhei mer' s di sease. Mbreover, sensory conductlon ti

activej ALBHGAI 21" E Samogysiety grdlmnsabaﬂ@g@mapésmhe&a ﬁﬁtuioéﬁggthe formers.
The e}gk%%?gﬁ% hXﬁﬁ é%lﬂD% Jhfcht MT)IJI n@toehgtmaa‘ﬂz &ctivated, becomes

onozyg | "ndicat i ng dysfunctio
highlyoetinpraeteato Bmgeﬁmlpfadﬁdfth afdehpar metéﬂm@te@mpéllcaﬂnmglﬂalt oxidative stress

neuronal cell system in which AL I S netic
causeq RYCFGICBIC BEIFEDINLGRAE DRABIAIS L Erevoutilegively suseest

that o%ggﬁge aldlehvsle drﬁ§ Q&Qélﬁeﬁyde'rﬂ@ QﬁﬁM@mﬁteé‘ﬁon‘aﬁhﬂ@t{e'ré’yeproducnon and
stress cause y acet al dehyde considerably damage
modifgguestemalin tel desrorithedbs, teadungtts fomh klwcdap@eﬂtlpnylﬁgtg@sﬁed proteins. These
changes further damage cellular function and finally cause cell death. Therefore, acetaldehyde
may closely be involved in the pathogenesis of polyneuropathy and/or neurodegenerative

diseases such as late-onset Alzheimer’s disease.

It is also assumed that ALDH2 deficiency is associated with an increase of the risk of breast
cancer. Acetaldehyde has a lipophilic nature and accumulates in adipose tissues. Mammary
gland is enriched in fat and other lipophilic tissues. It is concluded that drinking alcoholic
beverages is associated with increases risk for breast cancer. The possible role of acetaldehyde

for the alcohol-induced breast cancer is thus assumed as well.
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that oxidative stress induced by acetal dehyde may
damage m tochondrial energy production and nodify
w@emr®iTgd i n the neuronal cells, |eading to forPen/EP®06/007466

deposition of nodified proteins. These changes further

damage cellular function and finally cause cell death.

Therefore, acetal dehyde may cl osely be involved in the
For liRatcARGENERI Isio¥n fRt HREMIBPARRYs @MY, @Epecially HVB and HVC, increase the

neur odegener ati ve di seases such as | ate-onset
risk oAy pre¢anser. Hlelveeas epidemiglegied] survgss arﬁe@rtstﬁated,b\@m@pon that ALDH2
deﬁc1éjr$5f}llk}:s? Iéig é’s&l csr%%t%r %&g% Zrlgc&\émaﬁtcli]ns}ﬁgg rl]lggxieéaasneceof rltalcrllceor}]lg; upgl\ers with or
witho@nigepag g4l Wu?éseﬂ”lﬂlé’ls@ﬁioﬁ@i’el@e hotEmUBSt achébdmrafymeg& afdelySinvolved in the

enriched in fat and ot her ophilic tissues. It is
carcinegHEriy @é AP HALYEy Ik %F@@Eémﬂl@rbever ages is

associated with increases risk for breast cancer. The

possi bl e rol e of acetal dehyde for the al cohol -i nduced
Additiohgldgtit appued td Be tehidenasatnechAilR bweklagkohrel davehogmie & humans and

it is known that Hepatitis viruses (HV), especially
causaliy/eelalgd tPnvaancemef Eigseral savipy, dhapnx) Ea\ygpx é%@g}phaous In particular, it

appeamﬂ’gtvgi t}ﬁg gﬁﬁsﬁép %e%:lé% aéU&Xt%MQng{ fhcCR0Sd gl%rr?g( 5Pcanﬁer of the oral

support iciency I's al so asSoci ated
cavityaphdrimey,dases and skopiaghs. \BEpithelai cells inaheszl mhoﬁwdmmktesrcs are attacked

with or without hepa IS viruse Thi s supports
oy skl ot el o b R TR el stncs st
drinkiﬁ%{&?@&gﬁpqg Cp%r&]‘nshvgﬁﬁt@lglﬁﬁeﬁ lNeRUMRB AbSRARKL mix according to the

nkers lonally, 1t appears to be evident that
inventaircadvolerated theedagmsammee oﬁlakcph@lgmqll aretabddhludalaﬁeladdnkmo in not only

ALDP&%;?%hwoégy;ﬁ%gﬁgAz@%ﬁgéﬁ he eﬁo%g,lg qscﬁlea§1}f3p elment according to the
inventfRPERCAvERcc Akl AedHot hRBBYIIME, ﬁl'dﬁ@ eRfR e t8ls8Fhrks the secretion of
increased’the risk of cancer of the oral cavity,

acetalgethady fivom balrvany giands eBlegplarpu she Epplehent a¢coc@hg 40 fhe invention can be
estive.tract ar
used g AR RIHARG e REEse Gt e PFe <205 PhADR oM gp sropboces
secreted fromsalivary glands after drlnklng,
especially in persons with ALDH2*2 allele. The
In Japgnppicehalit pancteaiifsosditignes GORENH St G@rﬁ%):@éwéfoalﬁ%@ancreatlﬂs in

males.! Eﬁrc%llcs in)cr%t?tnsc ﬁa{) fbeﬁ%ﬁﬁ&kefagg i TR ?zlcg&h%()ggaagrnte%c cancer. While

i A hot onbzygot e

SmokiAk Dk *well- Qd‘oZuhﬁhﬁerins;kgﬁtles forthe dsud@iraeranif paacentié ogncer, it appears
to the invention effectively accel erates al coho
that Aﬁ@@@o@?ﬁ%‘?ﬁcmﬁ@i‘e%@sé% Bk eHPInSTStpFRRASE 1 FBOkE ARY figH assumed that

alcoho?i n&?ﬁ%?ltﬁjeehyﬁj%f gﬁﬁ’éﬁ-ﬁﬁl dahREYoHnidss. THR& EithCSHeétn%ly suggest that

ement according to t e invention can be used
alcohodil rmamps)bsibheitsr mekabofitecaambichpde, tdkes pralin deviarginogenesis of pancreatic
cells pharynx, |arynx and esophagus.

It appears that ALDH2 deficiency is also associated with an increase of the risk of pancreatic
cancer. Epithelial cells in these upper digestive tract are attacked by acetaldehyde not only
diffused from blood but also secreted from salivary glands after drinking, especially in persons

with ALDH2*2 allele.

Therefore, it is an object of the present invention to provide compositions effective in reducing

alcohol induced diseases.
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In Japan, al coholic pancreatitis is the npst conmon
type (68.5% of chronic pancreatitis in males. Chronic
w@2weneasd ti s has been indicated as a ri sk facPOIEPNG/007466

pancreatic cancer. Wile Snmoking is a well- docunented

risk factor for the devel opnent of pancreatic cancer,

it appears that ALDH2 deficiency increases the risk of
The oBRBCT; 881vk& bG ANCKILjdeRmBBKE! & fiabd irl theictaidgsuned t hat

al cohol increases the risk of pancreatic cancer of

snokers. These data col |l ectively suggest that al cohol,

he RSt R Bl e DR A PRED P Y P B e «censn
aspect BAtheAblkEhtdafdrtiogNTle iigvealis® nagsbeibatiedudritoad by reference to this
i ncrease of the risk of pancreatic cancer. Epithelial _
figuredpcpmbingtiphagd the getpilefl drssiptian efrspeeiiigeambodirpeniaarasgnted herein.
acet al dehyde not only diffused from bl ood but al so
secreted fromsalivary glands after drinking,
Figur€$ ReeWalH ¥ diaBrapethsfieciiof theAddapSs2idal dcebrling ethefpe¢sent invention on
it is an object of the present invention to provide

t .« .
alcohcléo%ﬂé%mq Biriasepieet REMIFASE liRFn feant sHBmok nvlE ggeans composition
. el / e
secor o R e PR Pt P TTE BBure o part of

Int wng figure is part of
the present description and is included to denonstrate

a_certain resent invention. The i .
Bg}getﬁctge tp&esent invention on

: spect of the
Figurg 58+ §ha ﬁha}%r%% “l?e‘if%eéf 98%&@&?&6@10&»%?%{
the bl&dH Snhdd _l{'é\)%l.'Wﬁ%s%ﬂﬂﬁ%%b@c&rﬁﬁlgqgttl% bi&6knt invention.

description of specific'e i ments presented herein.
Figure 1 shows in a diagramthe effects of the

. ___conposition. accordi o.the present invention,on . .
Figure GBGH b H44EE0 T RC! A6IMS Co PRENCAASHY SR o Agent invention on
the ac&aRAPHs 1ePIPS BRSNS OHRPSIifibrPRcBERRE &l e pr&ehhi@vention.

present invention; 4788 neans RPM 4788 cel I s. Figure 2

shows in a diagramthe effect of the conposition

.aecording to the present -pnventiaqn. on the.bloo - S
rigur 7 ARt e bfiet I Ep GRENGT MBS sk 8RB RO prosggt invention n
compdHs88 80 tAhiseR K &pai bk e oS Sthensl letelaSUPagea dofigosition according

effect of the conposition according to the present

to the praseritink#tieR- t he acet al dehyde | evel . SUP neans
conposition according to the present invention. Figure
4 shows in a diagramthe effect of the conposition

The ted@iC@iediopgthlyd at heedtices antefarnwemtyi disedsa oe abpatiasionof the neurons of the
Anmi no de Kanpai on the bl opd et hanol Aev l.. SUPthSns

newomgygp.t‘i I@rpaét&léq;d‘pﬁ\gopathy’ means a disorder of the perip nervous system,
affecting nerves anywhere except brain and the spinal cord. A non-limiting example for

neuropathy is alcoholic polyneuropahy which is characterized by numbness, abnormal sensations
called dysesthesias and allodynias that occur either spontaneously or in reaction to external

stimuli, and a characteristic form of pain, called neuropathic pain or neuralgia.

The term “neurodegenerative disease” as used herein, refers to any disease or abnormality of the
of the nervous system caused by deterioration of neurons, which include death of neurons and
functional loss of neurotransmitters. Non-limiting examples for a neurodegernative disease are

Alzheimer’s disease and Parkinson’s disease.
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to the present invention. The term "neuropathy" as
used herein, refers to any di sease or abnornmality of
wao b@7neusons of the nervous system " |n partiRBCI/EP2006/007466
"neuropathy nmeans a di sorder of the periphera
ste af fect.i

The teéﬂldvfgﬂi cQ Pﬂsd ﬁjuseﬂ kp?gﬂg,ﬁre T3 fcﬁa}/y\l\gigh.g)lfgéglg smon S thh 1s eatable

and/oxn@r%ﬂ%{%t\théLﬁ cahﬁﬁm i€ sPADABUR IR MM E&hd & drinking the respective
characteri zed by nunbness, abnormal sensations cal |l ed

compalys@st hesi as and aIIodynlas that occur either
spont aneously or in reaction to external stinuli, and
a characteristic formof pain, called neuropathic pain
The 1@ "RPpREZLE, “dRearl SLPPIeRRHI OSleaBREE@plMtBerd? S8 aSRI hé@Sin, refers to a
used herein, refers to any disease or abnormality of
compesiigorowhichds ernsuted is peditian éalhsadilpynedlstasin beterwn of
neurons, which include death of neurons and functiona
| oss of neurotransmtters. Non-limting exanples for a
The t&18HFRECAREN AL MEMEI S Biis@isar s AbahBrdRY Tefei BERS ®nasdof Alzheimer’s
Par ki nson' s di sease. The term "food conposition" as
Discaspsialdrehyaicaples uf raricular mmporierging o xydpodi endaldghi ch
i s eatabl e and/or drinkable w thout causing toxic
synptons in the subject eating or drinking the
The tdrﬁlsﬁﬁ@hling@yﬁdlﬁﬁﬁshts et héFEhﬁ tefEmo Siérfnisbllmgmt a,consequence of drinking
‘dietary pl ement” or "f 0od suppl enent "

sed S
alcohe|eF Fing icAspaiated Vet BiRsERnEma RredhFE RS F%lse%hg dilgieon o capillaries) of
the fagaﬁd ALy 9Rq St Qﬁ’érl b E@r@a&orpng 18RSt o 28 al ®hB1 consumption is

at e’ onset hei ners DF sease” as used Herein
often afsbeua&dt with haerangseif s@fnp@cbml;temmnéss Brisea steail acheb,der [r;preased pulse,
eople, in particular in ﬁle be|

e
occasigRaGTemS AP HPSS PG HF‘E?@ Shi el 208 S s Lfﬂefe Symptoms are
collecﬁ@él? §lécf)g-t1€s§1h YIRS @ GaDaegrrence of drinking

al coho g I's associated wth the erythemn
(reddenlng caused by dilation of capillaries) of the
face nd shgulder after, consu

ries) of the
The GiE PGP R P SERYRG o TEEVal CohGr CORBURREICH SAgeqpdeffved from oral

cav1tya§§ﬁ9ivatl§1@nw&h1p§e{ apRadls. Y R PRBIge OF &%l dABSE: of this area, the origin
nausea, héadaches, an increased pulse occasi ona

could dxtdetampintdoHoiveses veanaitonchsicaneer of Khin azsaah oyl and@e late invasive
staOe ,a&? déﬁgﬁgl%gﬁgﬁyggégﬂ@ﬂsg r?h;r?%o'r%%ahﬁé%{lg?% §9m this sources are

Ian

collecn@fﬂ?I@Jiﬂfeﬁ”@ﬂﬂp&ﬁb&ﬁh%@&lry@&pﬁn'éeras used herein, refers
to cancers derived fromoral cavity, pharynx, |arynx

or upper esophagus. At early stage of the cancer of
The te:rHlI Sdo@[i?eafor}nh o&éegll{érein, refers to an amount of medication to be taken at one

time, optionally in regular intervals.

According to the present invention the object is attained by a composition of matter comprising

the following substances:

dextrose, Vitamin C, L-glutamine and/or L-glutamic acid, cysteine,
riboflavin, succinic acid, fumaric acid, coenzyme Q10,

and niacin.
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could be determ ned. However, very often, the cancer
of this area is found at the |ate invasive stage and

w0 b@7o1i1g9 n cannot be determ ned. Therefore, CBCIVEPR06/007466
arising fromthis sources are collectively terned

"oropharyngol aryngeal cancer". The term "dosage.forni
The co@niRip arcariing (Bt B PTE6 L AR B Srolie CATIVGY tlo Suppresses the
produbfort &jfeR BAiang hicBEel &MyURIIRKAY bdkyhRIUNAfell her XBIES, so that the
According to the present “i nvention the object is
produgtierap hecktdgelyde anp dld ¢thanr! ofictatwt iser prooessris siomgdtdesvn and the alcohol
: foll ow ng subst ances: dext.rose, Vi in C L-glutamne . .
inducgifyopd g (rS R Sea SRy & PR e Bl e Yatiit eivio of e
aldeh @l dehfdibBdnase 2QIH, GOBNAMER], QoChafike MhaA&INisdiiéh of acetaldehyde is
conposition according to the present invention reduces
suppotthé activity or suppresses the production of a
parti cul ar al cohol dehydrogenase enzyne, nanely the
ADH3, so that the production of acetal dehyde and the

The c6inpasitibn ARG i2868rAINECE IBe pfesshioneehttinncaRehtéNthe disappearance of
al cohol induced peak | oad on the human organi sm.is

alcohqlemdcasqtaldeliy o aferotrankingd he soyapasitien ag aetiet gretsrablpen ALDH2*1/2*%1

romofl AU AL 01058, Ao Rc S ABEpo ol Mk e s

inventGeiTpegtdtively ofccelefatesdr adobor dine@bbdlosnh hendr esgdésses the secretion of
i nvention accel erates_the di sappearance of al cohgl and | _
acetaldelidg| feram yafey 2aY glapdrlinAlefarg. thrReMBOH{IRR PEGOSHNE 40 HiStRrGent invention

can bErL%fegrt%bh%li.hﬁh PHEk o %%%roE%Ezézxaﬂbge&ﬂgraﬁb%géaé%f %.g. late-onset

eterozygot e subjects. ositrormr according to
Alzhetrher’ pdBsase; andwvsdncan irepdractlav ef paracaatic cesmpbsgeal, cobylaryngolarynal,
ngiqbolisnlaqg suppresses the secretion of
coloregtablungdirrant PEastSaniSary gl ands. Therefore, the
conposition according to the present invention can be
used to dimnish the risk of neuropathy,
By redieingihe penlephieioess atetbirbpds endenng thatbdoashssestam, thereby lowering the risk
of darﬁlg%lgfolegﬁzi{lccfc’rg%isg%ﬁg%’ggﬁ??n%o &B%i’lﬂf}ﬁébﬁ&g&y ﬂ'ge]r ct:olncl:pl)Jc|>51 Eonogccording to the
preserft AhQ&RInlowdrd b ribit VelserRsl RIRIf &ABEeEuchBYs Fﬁ%@ldéldtfdg esophageal,
t he peak of excess acetal dehyde entering the bl ood

orophgyngelarynehepipsctalolne g, lngr air@or hrepst 6AnGamage to vit al
organs and functions of the human body, the
conposition according to the
By decreasing the concentration of blood acetaldehyde after drinking the composition according

to the present invention decreases the risk of pancreatic cancer, preferably for alcohol drinkers

with smoking habit, especially those who have the ALDH2*2 allele.

By eliminating acetic acid through activation of the tricarboxylic acid (TCA) cycle and electron
transport system, and consequently by preventing the synthesis of steroids including estrogen the
composition according to the invention reduces the risk of breast and liver cancer, preferably for

alcohol drinkers, especially those who have the ALDH2*2 allele.

The composition of matter according to the present invention contains several substances, which
are often deficient in patients with alcoholic neuropathy. The composition is thus effective in
reducing a flushing syndrome, reducing the likelihood of headaches and also helps to avoid or

ease an alcohol induced hangover the day after. The niacin-fraction (Vitamin B3) included in the

7
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present invention |lowers the risk of several forns of
cancer such as pancreatic, esophageal,

wo@e@phanyngol arynal , colorectal, lung, l|iver ardI/BP2006/007466
breast cancer. By decreasing the concentration of

bl ood_acet al dehyde after drinking the ¢ osi ti an
comPORLQS} BiRAgP SRSt tw&iﬁqweﬂw’ PHOPPHE SR Des Niias ITaive towards a
coenz%e Q§Q§Bﬁatdeﬁﬁgl%r&€ﬂse (Mﬁi)ec{nﬁ@ld'e g@é d@lllﬁf?g&gnag:" (}fﬁ.@ﬁ? This vitamin
smoki ng habit, especi’ally those whio have the
is proﬁﬂaﬁ-lﬂi‘@callefaeé ethaiyl nedtabmlisat i ng acetic acid through
activation of the tricarboxylic acid (TCA) cycle and
el ectron transport system and consequently by
Accor@frﬁ%@@t aﬁgcutli}?y [§r3éfletnt%@%'rr§oo‘élfm§ﬂtetrh9'c@ﬁlpbﬁﬁbh‘QISBanludes pantotheic a01d
rogen the conposition accordlng to the invention
n partlexdacesthehengep ok abfutplr e:aglnouanadm i \Pentodam:@cnd funcnons as coenzyme A
cohol i nkers

f bly f.
(con DS R0 holfe3 SRShe I LR E PR ALY ALIREGD ctvare i

conju@ef%i‘?)ﬁr\dl'tm Col0tot fRemPIceS AT A, RMBEH iOMeGOPEAdNS TEAXKalk. In enzymatical
subst ances, which aré often deficient in patients with

point gf @@Molehmmﬁmno(pfaa pgpduqm@c@mmg) tsi effectize toyyayds an acceleration of the
flushi ng syndrone, reducing
metabf’I‘\?—fn &ﬁéﬁ?sﬁr&&e @S%afﬁigg%f?ehes and al so hel ps to avoid or

ease an al cohol induced hangover the day after. The

niacin-fraction (Vitamn B3) included in
Preferﬁlhlédblﬁﬁé@lpp%ﬂ@ﬁn sherd be faken SbPRtCHIIHERA RIEOT40 6pnsHEPtion of alcohol and

n J f t wa
i cafl, B DSl Rl st SUBC TR, e mass of e
compéigthorirakgebasies ¢AMsbhler sHdilS beiih alwd ranigs of mbwitddtot I20% of the mass of
accel erate et hanol netabolijsm Accordln to a

the algahalj ipgluded yn phet cnswacd BEs mbnstanisd drpEaght|igplude about 10.0g
SPok ScP P&t &id] Bodhe cyst 40mg
de“““’r@%ng'gcgf H%?)%UF’ ?rggotgc%{cl)%ne@é qnc.l/lopa{“n@ci)l% helwc aci d cysteine, 40mg
ribofldvimcitioansg sa&iﬂioemzy o0 Ang ﬁm%ér;c ahd c60mg ccwsmd@b}j and about 10 mg
necessar olize acetlc acid. Acetigc . acidis
e R} B e e e S o B o is orened
toward¥¥he Iﬂbbvse méﬁm&ti&e Ghi Bydiath d%i’z@eema}i Pe é?ﬁb'tﬁ@body mass weight of
poi nt View, elinmination of a product (acetic aci'd)
mecohsuﬁﬁfectlve towards an accel eration of the netabolism
of a substrate (acetal dehyde). Preferably this
conmposition should be taken about 5 minutes prior to
The c&RPSSHIGH 4RBrdhg & hE Belse@Nflvdnfiofas hit&idedit@preab@ab®much acetaldehyde
consunption again i1st consum ng al cohol. The nass
passingfintortbe ouitasbendriadmatek end by suipsess sk (egkadnofiihg eaymatic activity of

AJIH%P%%%%F%FHg ﬁgggg%X%%ﬁél5%ngunegk%ﬁfﬁﬂgssA?;t;Egard

dose m ght include about 10. Qg

The physiological risks in connection with alcohol consumption may therefore be significantly
reduced by the use of the composition according to the present invention, as this composition
facilitates in a synergetic manner an early decrease of the level of acetaldehyde after drinking
and simultaneously provides a protective effect in respect of the suppression of the generation of

tfree radicals.

If the composition is to be administered as a food composition or dietary supplementation it is
preferably in such a form, preferably as ingredients of a kind of aperitif, that it allows the food

composition to be consumed within a restaurant or a bar prior to consuming alcoholic drinks.

8
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dextrose, LOg Vitamin C, 1.5g L-glutam ne and/or
L-Jutam c acid, 500ng cysteine, 40ng ri boflavin, 100
worgposicsni ¢ acid, 100 ng fumaric acid, 60ng CRPENER2086/007466
Q@ O and about 10 ng Niacin (Vitamn B3). Preferably
§ ' i i Lkl 9 anfinner wherei
e A N PR BORe S Lo Pl B T S et 0 e wherein
dosagelo$ agmenmyn biee &oapoEdbles. Phefelabtly cads smblwiight sbépadhend dimensioned
.consumer he conposjtion accordin o t.he present
that i ﬁ@é‘fﬁ%%‘%&etitﬂ?’éﬁ&%@ %‘Bfﬂk?ﬁ_' e feffffghfyna%fﬂ (it Aty @ form tha
one dB&331iRGILUPE 9 S10L1) boehrRdsdiak. TRE hple@NHay Be SHPHNARated within a
self bl ockade of the enzymatic activity of” ALDH and
dosagt higserftadE | wharhe irtcheled e onpbsi tdfothosef taldetsalltehymhesibRhéor the food
hysi ol ogi.cal risks in connection wth alcohol . L
comp G BT S ey TR RO ES CLitallor AR iosP PandRg By tbe, while
the volltRe B thedboll I&@m%_@ﬂﬁ% tAE @By RECINFIMBr ¢ B tdfBB&MNvith respect to the
invention, as this conp05|¥|on facilitates in a . _
volunmey reér gleohol methickr isarexpastey Wedreeaveswhed. hdhe egempegition or dietary

acet al dehyde after. drinkin nd, si mul t apeousl y. .
suppIGRBUTIRIS MEYp B0 it @ '8P GO in' SSHREEHDDY Fgisht be in the form of
cryopSWERY €BiRd @BnRsitie Senaitali app¥mdnt@Rnr atiyCat Ssephifatddnénto separate

conposition is to be adm nistered as a food . .
subunggeniiosi pdssipleofo gretids gne uppl Ereritaanlon fapspls including the Vitamin C
oy €L AL M0 Tl O, B P e RRghBER B Ais most of e

dextrd30fREEHH isOfept & fpawenslinBehprhltd)itiblets e dledikealttis possible to add further
bar prior to consum ng al coholic drinks. The food

substaneprpeisTht 25 AUl Uificet &ingts s BT BARRNRN, SrPqvedes affkangk nptoginseng, and
. .consti | n wher, ej . $ hSiel Bioht also b
Vinca 8384 b $hEfbie AufulBTCRlodtlE) PBe 4 SORRYSERL SRRP abhel ight also be
addeds Tap esbnapudittinen slietarg dsupplatentatiah [ oays akai ok traheeforto of a liquid, in
. be easily swal l.owed. Prefer abli\éi{d saiPI tabl ets. are i}? f
particelag p SHUP-AYRA EaE: SiePepeiigle RrAtds dasiond fompepitey 1pfhe appearance o
L ahlBtSttelNe tablets nay be acconmodated within

asoagng‘g?}age raecepteacl e which includes a nunber of those

tablets. It is possible for the food conposition to be

[ he f f ) . )
et o Bt PSRy S O 7% EST oo st
of apprQOPLSh 1 QR 4 8BBe RYtotph6vi8ORSHderEHB nificfiRiofriidegfding about 18ml

with respect to the volunme of al cohol which is
alcoh@xpected to be consuned. The conposition or dietary

suppl enentation may also be in a formsimlar to

sugar - cubes, or mght be in the formof cryopowder.
The cdRPoSIAIBRAS igréfefhbdy colisehaey is dpphefeRal¢ian deyagbef same, includes a

separ at ed into separate . .
dextrose fraction of about 75.2 mass%, i.e. a quantity of dextrose in the range from 7.2 to 12.8g,

preferably 10.0 g within a dose of 13,3g.

The composition is preferably constituted in a manner wherein a dosage of same includes a
Vitamin C fraction of about 7.5 mass% i.e. a quantity of Vitamin C in the range from 0.78 to

1.18 g, preferably 1.0g, within a dose of 13.3g.

The composition is preferably constituted in a manner wherein a dosage of same includes a L-

clutamine and/or L-glutamic acid fraction of about 11.27 mass%, i.e. a quantity of said L-
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subunits. It is possible to provide one unit, for
exanpl e a capsule including the Vitamn C fraction,
weymreimnegy riboflavin, succinic acid, funmaric BCT/EPRNE007466

coenzyme QO whilst nost of the dextrose fraction is
o - ] e e LN ~ I l,e4-s, 0 7 t, ' So withi
stutarf{iE b3 TEREHE ST Ryiof AR e 18R 1SSl b eirfily 156, within
a dosd ofl IG3ExXxtracts, curcuma, tannin, a powder of Panax

not ogi nseng, and Vinca rosea in suitable anpunts.

ol ong tea, aloe vera and spiral water al gae m ght

' S h tihQn | $hALH a dosage of includ

The Cgl&%gflgr%rgﬁtg gjtq?fgﬁagin%?sa 1soégéh iodnmtg eeqf\or m ofaaolsall:’qeugl)d,Same ineudes a
cysteihd frpatidri ofihtarut 8.5 mapE4, Vigealqueptitd of ktidicyspossirdsitientin the range from

provi de the foqd conposition in fhe appearance of a
460 tosiﬁotmarl?rﬁﬁer?myég%lﬁl YVltE’(B‘tEt & Oglléf’ér ably a dosage for

a person with a body wei ght of about 80 kg includes a

dextrose fraction of approx. 75% Such a dosage is to
The cpmpwsitienas quefstabéy abhstituredien at memndrwbkrgmasidogaggbolisame includes a
. ~18m_ al.cohol . The conpgsition is preferably . . -
Aibo IAR ST e BY2hoHtd HEABY hivet B191T4 Bo¥SyE 031 = A fo the range from 32 to
48 md, BRIUAES, reXtitRs 8 dokast ipgg of about 75.2 mass% i.e.

a quanti'ty of dextrose in the range from7.2 to 12.

89, preferably 10.0 g within a dose of 13,3g. The

conmposi ti.on | eferably,constituted in. a nner .
The <GREPaTAN S AR FoLlubd A8ttt SOt St TBOELef pgme includes @
succi®d adB0Wtactio® ofMBBSH00.752 nAsSWATY. 1o yuadtitVof adfil Ru€eihid dcft®in the range

range fromO0.78 to 1.18 g, preferably 1.0y, within a
from Ybioel 19fmg,prafprabin é0¢mepushiniagipse of btk er abl y

constituted in a manner wherein a dosage of sane

i ncludes a Lglutarnine and/or L-glutamc acid fraction

The c8fpabigih id oréffrabhs sbastituted 1@ aguanidrtwhatinsaiddsage of same includes a

.Lg[put am ne and/or L-glutam c acid fractiogn .in_ the O
fumarjcagrge freetien 0Dabews 01752 masyypek e riaftaptiyy 85 saiglj fupgapic geid in the range
from th%eltl%fmg‘,s %%rapr?O%W%ﬁq' Odbst Bf pggf,.er ably

const i tured Th & manner erein a dosdage of sane

i ncludes a cysteine fraction of about 3.76 mass% i.e.

a quantity of said cysteine fraction jn the ran eoftrom

The capposiyon4d rgferahlyrepsiipitgd S’GWFWQ%*’?{@& f698? same includes a
coenz%xrglﬁ ﬁlro %ai&f)@% loof3 1 Iﬁgﬂf’/ﬁfi%r Rl ¥nGONStt dat HEQGhzFheHraction in the

ereln a dosage of sane includés a riboflavin
range foac 50 an7®@Mmgaprfitrably S0Ompa sstin a dosenfdidaig i ty of said
riboflavin in the range from32 to

The composition is preferably constituted in a manner wherein a dosage of same includes a

niacin fraction of about 1 to 20 mg, preferably 15 mg within a dose of 13.3g.

More preferably each ingredient of the composition other than niacin is in the range from about
0.01 to about 100 gram, preferably from about 0.05 — 50 gram, wherein niacin is in the range

from about 1 to 20 mg.
The composition is considered to provide the following achievements:

1. Reduction of ethanol metabolism by slowing down the process of ethanol oxidation into

acetaldehyde, to prevent accumulation of acetaldehyde in the first place.

10
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48 ng, preferably 40ng, within a dose of 13. 3g. The
conposition is preferably constituted in a nmanner
wob@reinie dosage of sane includes a succini ¢ BCI/EP2006/007466
fraction of about 0.752 nmass% i.e. a quantity of said
succinic acid in the range from90 to 110 ng,
preferably 100, within a dose of 133g. The ;
. cOnpwsitionad the agnetyerf 21 )H cod s voit mgedyiblockadanfgs enzymatic activity.
wherein a dosage of sane includes a fumaric acid
fraction of about 0.752 mass% i.e. a quantity of said
T opeuing @stid fedctdierbmn@ealdenaO8 deetid 48dMhd the further decomposition
preferabl’y 100Om, within a dose of 13.3g. The
cortposittatoaydle preferably constituted in a manner
wherei n a dosage of sane includes a coenzyne QO
fraction of about 0,451 mass% i.e. a quantity of said
4. CRERBYIE fHeallERbfl thobdhenti-a8Ridents ramheCalédhol GofBumer, which specially
preferably 60ng, within a dose of 13.3g. The
corpushgaing tpxicsiistephptojalédndei tuted in a manner
wherein a dosage of sanme includes a niacin fraction of
about 1 to 20 ny, preferably 15 ng within a dose of
The fils3.adkicvdaes preiievabloybeeradhedngr diignake of atlBgge dose of dextrose sugar
conposition other than niacin is in the range from
glucog®lout 0.01 to about 100 gram preferably from about
0.05 - 50 gram wherein niacin is in the range from
about 1 to 20 ngy. The conposition is considered to
Gluco$y ©\tasi@lyt drddised itk rgtoasihifeiwensdils sisink, thRedune tytosoldfAD pool used by
et hanol netabolisnwﬁg slomﬁn% do t he Prgcess of
p

8]

[VS)

ethanod i B GPITGPI LA T D YAE BEMAUZ’ pr ejeRlic NAD is limited and
can ong{c COH AL B%nre?;odﬁeﬁf oA B AT £, [Eid fEtddAGAe Zecumulates.

Imulatifon of the activity of ALDH and avoi ding any
bl ockade of its enzymatic activity. 3 . Speeding up

The o35t RSOy e BEpL e 48,00, A0y 88 8878 M o e

Glucoém%r‘{érﬂg thdendyeyRicsacality BOSORNE IwAKhgBNALIOA. Wien a large glucose
al cohol consunger, which specially protect against

load otoxs & Bfefatew! of lisertels dednytiere iThe popsibility it Eveegrsipldehyde reaches
is.heli d.to.be.reach t he intake of l.ar
evels yhid s R Bee s eaSal R T bl - RGlly Bea Gy,

oxidised in the cytosol of liver cells using the sane

cytosol NAD pool used by
The third achievement is believed to be performed by

a) Accelerating the reoxidation from NADH+H" to NAD by speeding up the transport of

electrons through the inner mitochondrial membrane

b) Accelerating the Krebs cycle It is believed to be achieved by the inclusion of coenzyme

Qo and riboflavin.

Riboflavin will quickly be transformed to FMN, which together with coenzyme Qio is the
determining substance for the speed of the reoxidation of NADH+H- to NAD- in the
mitochondrial matrix. Acetaldehyde needs NAD+ when it is metabolised to acetic acid. Within
this reaction NAD is transformed into NADH+H'. Because the availability of NAD is limited in

the mitochondrial matrix NADH+H" has to be re-transformed into NAD to serve again for

11
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et hanol to be converted into acetal dehyde. Because the
anount of cytosolic NAD is limted and can only
wW@ow3nensd y be reproduced from NADH+H nmuch | eSBCT/EP2006/007466
acetaldehyde accunul ates. The second achi evenent is
acetalgg}ggi ecafng giélgg %ﬁl&irgeléclet%\aﬁﬁg é)%?#élre]t%ael%gunsgez Fgl\& Ah9g coenzyme Qro
absor@€iid Meétyorf oADK DES+MRdd gttt thé«i;ﬂﬂrmmeﬂhe&nﬂt@dh@ﬁdnal membrane The
| ucose | oad occurs in the cytosol of |iver cells then
more FHEN enilsrogpzyFag §1ppici avpiletiat the meorg dbisNraedsy de spesdehep and, because
I LDH or to
more p S e B o e e o et 1
bel i eved to be perforned by a) Acceleratlng t he
reoxi dati on from NADH+H+ t o NAD by speeding up the
It is knpyRsHat EhedflC]élP@étCrfdr%n%WeoQg‘thCFF‘éIS?SnWeﬁherﬁ%h‘é‘?ﬁi’r Wi progressing
menbrane b) Accelerating the Krebs cycle It is
bel i eved to be achieved by the inclusion of coenzyne
Qo and riboflavin. R boflavin wll quickly be
transforpmed to FMN, which together w

th coe
The 4valipe elether KrahsngsalibstsicE %C&ﬂeveﬁvegysgeealc Floc“h%fQ succinic acid and
fumarfcegaﬂi dﬁ&t’h%b?{ag@%@é‘?‘b‘at%q NARon rl‘laff'@ #ik tacho Q?éle 3hd thereby activate
matri x. Aceta e nee s NAD+ when 1t is netabolised
the aer@blaoetdlanompraﬂ:esm thitocttonidsa.rlegbittaroie AADIS guickly covert to L-glutamine

s BRI S g Sacatee e el LB Bt cyoso

malate/QﬁpQ?até SndtflanshRAMRE S| kG NADIH @e3B0M8 AdfidRication by acetaldehyde. It
acet al dehyde deconposi‘tion. This reaction is onr

also spwtﬂ iy ¢hdeomisge BSaNpmpdoasoe hy ypTevaditid gabsdic bartdhecetlc inhibition of
%%Wgns of NADH+FT and shuttle themthrough the
Su“”Wﬁ? W& P4 menbrane. The more FWN and coenzyne Qo
are available, the nore this process is speeded up
and, because nore NAD is avail able, the metabolism of
The fglg@h ap}@gm@t; thegelewationggfognti- ppdia.lgt lerehin s petevedeby the inclusion of
ncl usion
cystelw taﬁcoprb IC arcgés %rl&g gl@%a Y7 o %%mglg 5&9 1?% ﬁll%}]aﬁl?ﬁ élér@%%taggélhould provide

a stroﬁﬁlahﬁiiix@aanﬂéfﬂeet hs w’éﬂh—is%&@&b& ymti h®&h¢ hahasi rdyofransforms cysteine to
succinic acid and fumaric, acid. Both substances
gluthagiens veltieh sRecighy drietepial 352t thee (i reéfeétw&aéetéwshyde To reach an

I t
optlm%nggeg% BétYo%lteean%ing gr@n&g%g%:tl&élgl)gseg% J%%Efog{r%gsé ?{étﬂle 1t is important to
combie gy sttiagiwith gﬁtaﬁﬁna isbgipt inemre ian mughascdrbidyacidaasdysteine.

L- gl utam ne hel ps to speed up the

m t ochondri a-cytosolic

By administering the mentioned substances, the level of acetaldehyde after drinking alcohol will

ag

o

€.

be remarkably reduced and flushing symptoms at least diminished. The other known side-effects

of acetaldehyde such as headaches and hangovers should also disappear.

Thus, the present invention relates to a composition for reducing alcohol induced risk of
neuropathy, neurodegenerative diseases including late-onset Alzheimer’s disease and of cancer,
in particular of esophageal, oropharyngolarynal, colorectal, lung, liver, breast and/or pancreatic
cancer by moderating an alcohol degradation process in respect to ethanol metabolism within the
human body. The composition of the present invention includes the following substances in
physiologically relevant amount: niacin (Vitamin B3), dextrose, Vitamin C, L-glutamine and/or

L-glutamic acid, cysteine, riboflavin, succinic acid, fumaric acid, and coenzyme Q10.

12
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mal at e/ asparate shuttle, which plays a key role in the
course of intoxication by acetal dehyde. It al so speeds
wWaQipoorlee7iducci nat e oxi dati on process by prevent PEYEP2006/007466
oxalic and acetic inhibition of succinate
dehydr ogenase. The fourth achievenent, the el evation
of anti-oxidant |evels, is achieved by the inclusion .
Furtharfocystled neomm@mscombi ecacdidgand thé spreednt Lirgleatiami cen be used as a
and/ or L-gl utam c acid. Cyﬁteine shoul d provi de a
pharmBE pgfagl. i PSR Cak PoBFOISam AR e ¥eBorEh Bedbed for example for

the m%ﬁu@aﬁm 88YicAh BN S PIHERrGY SR b of FrophWbRAIIFRALcer. By way of non-

ich specially protects against the toxic effects of
limitirgr ex@hplehydeh cTucereaeh bansedgetddmbm breabt ofncgt, uliveat dapner, pancreatic

and to avoid cysteine being,transforned to cystjne, i

cancer, §qMBBA AARCT & RURDEHE 6y Ben i R GIRa T Reladpeal cancer
give twice as nuch ascorbic acid as cysteine. By
adm ni stering the nentioned substances, the |evel of

In a facbenkobhdigesnafthe rcogmiopikion gofathe giedentinvenpen cepealicabiyused for the

educed and. fl ushinag s t ons | east .di.m.ni shed. ; The
manu 5T Sicn B cerfal o et P R b SRR B g

headaches and hangovers shoul d al so di sappear. Thus,
the present invention relates to a conposition for
In a fugherc pmbodimashothei srampastion; el thef pragant apepnkign can also be used for the

i e T

and/orepephagRa of o4 aRhAId¢pgrraivndlseaseolwpanicalar dfinge-onset Alzheimer’s
~ liver, breast and/or pancreatic cancer by noderating
Diseaggn al cohol degradation process in respect to ethano
met abol i smwi thin the human body. The conposition of
the present invention includes the follow ng
In a figthes eabodisndm tiphyshpdsiiiprecadcbydingloatia ptesamnuvnditioni cagiabso be used for

(Vitamn B3), dextrose, Vitanin C L-glutanine apd/or .
the min4fhelup 6 2 4Br SR, B B¢ VERBGTT B09AT PRICEIT: ChEpggover, flushing
syndrdHEBHehSacRE lafld/0R B o f RN HYS B Ao Fur thernore, the

conpositions according to the present invention can be
used as a pharmaceutical. The pharmaceutical or

i o RECRE e TSR ekt B30, U7 B, B BT B presem in e
form SNEHRKs. PLPRNNKRYF SmBbdiERME Ar dosBYf WaY cOthp&afbh Abédrdfhg to the present
exanpl e, such cancers can be sel ected from breast

inventécaninetudes avdurabitshe £ smalp sahdete ar icepsulescby partiswlph sgjddpblets or capsules

cancer,, col orectal cancer, |lung_cancer s .
can oo PR RouTaron ast daaeupo RSB FnER sompgsiign eccordine o he
preserft N@vERIROS tfoR Roat-bBebeptygRemi. NvieAtidtRer emdodinsantbihe composition
used for the nanufacture of a nedi canent_ for the .
accordhp@ e e BFESHRL MYABIAD Hetngde o qfncréwdgp_ In another embodiment the

composition according to the present invention is in the form of a small drink unit. In another

embodiment the composition according to the present invention is in the form of a sirup.

In a further aspect the present invention relates to a composition, food or dietary
supplementation, and pharmaceutical composition for reducing alcohol induced risk of
neuropathy and/or neurodegenerative diseases including late-onset Alzheimer’s disease,
esophageal cancer, oropharyngolarynal cancer, breast cancer, liver cancer, lung cancer,
colorectal cancer and/or pancreatic cancer, said composition including niacin for affecting an

alcohol degrading process in particular in respect to ethanol metabolism within the human body,

13
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In a further enbodi ment, the conposition of the
present invention can also be used for the manufacture
w@booa/omaed canent for the treatnment and/ or prophyl/BR1086/007466
of neuropathy and treatnent and/or prophylaxis of a
and st %&Q@Qﬁ@@ﬁﬁhla\‘%u%a%%ééﬁe fidheRAHELE Wrd¥id o th@tf(ﬂIcRﬂﬁgteffects within
heinmer®s Disease. In a ?urt her enbodi nmemnt
the humuapdmdyl enRadlmmngI|et’rgnbbntetv@ohsresle;ntslqmmgrﬂmun tb@rprocess of ethanol

be us t he manuf act ur e .of i came
oxidal i PRo At HERE TSSO PETSP I R GG SnAGOUOR R (st place; -
StlmL?té/tH{U e acthgadacher BRALQY 2bRaloLh¢ ¥18kagE Catt it@rbnzmaﬁc activity; -
“her enbodi ment the conp05|t|on accordi ng
Speecbn@wntﬁlelmv@m bomi sceprlégyde o rectthe afior mefumMI@pgmposmon in the

c1tratea8¥fajllef ur hp(réw?lgb%ﬁrlggegﬁto? ﬂg%ﬁ?ﬁgﬂﬁ%ﬁacogggq co}qol consumer which

spemzﬂi}lﬁr@{éc{ Yoast BIRE Efféc@@&ﬁlo%ta@feh?@@sm es. In particular
sai d tablets or capsul es can be contained in a dosage

receptacle. In another enbodi nent the conp03|t|on
accor to the resen invention is of e
As m?g}bo&eg&BﬁY ,(%h Brﬁ:s dPve 8(5?1?%?1{0 flﬁgng)&s&)lggl g’%msmo miacin (Vitamin

B3), a6&AYsE] Waainth (e RNesANe dndueNLiRamsc héid! BEstEi@eMiBbflavin, succinic

cryopomder | n anot her enbodi nent t he conp03|t|on
acid, an@mmcng ang coRezyIRe Q4 At A Mestionerh abavy theharef wripugfempodiments of
&usmmn $$n9 ink unit. In another enbodinent the o

oSition according to the present invention is in

the formof a sirup. In a further aspect the present

invention relates to a conposition, food or dietary
Examglgspl ement ati on, and phar maceutical conposition for

reduci ng al cohol induced risk of neuropathy and/or

neur odegener ati ve di seases including | ate-onset
ExamAlezh@umsererriensSdhﬁma&l am‘makshageal cancer,

Inoreci)lrgq?]tgg)r r ?F@%%%glg?p% Q%%%yr@gt %Sgggégﬁr%é?ﬁ}igg& Sigma Aldrich Japan

(TokyBaWa .t’I’e‘ﬁ_ %ﬂciﬁ'rdexf?@éedl SOARASIF ViR e 1uslchB BF BCd1fkamine, 500 mg
for ‘affectihg an al cohol degradi ng process”in

of cygpaing,i4bungrof mrboﬂe&pet@o mg cdtshemok apel 400 gsed fuimtamcractdiend 10 mg of

mamq.[%g%n@ggﬁyeég B-ﬁ ﬁ]ﬁdn gr][ iuggiﬁ?r{?g%' gf)f él@{lg eéne hundred mg of

Coeni’yrﬁJ‘QmO (%OWJF%LQWY.OS AnBedUCA NOSAY el @lissBREaR®N # $iNof sesame oil.
by slowing down the proceSs of ethanol oxidation into

acet al dehyde, to prevent accunul ati on of acetal dehyde

vite Bt B8 BRSSO, K5 36 LYo Bl SR i .

ShizuSR£ erhipa taﬁdtzhﬁmre@acd |a6ﬂ1rﬁit@fﬁoa0(ﬁieak\®ehy1§iﬁ>rt @ aketshely. During the

acid and further deconposition in the
experiment the mice were maintained at a temperature of 23°C, 50% humidity and a specific-

pathogen-free (SPF) condition.

Example 2: Cell line and metastatic experiments

RPM1I4788 cells derived from human colorectal cancer generate pulmonary metastasis in nude
mouse (Moore GE & Koike A (1964), Cancer January, 17: 11-20; Kondo H. et al. (1987), Jpn J
Cancer Res (Gann) 78, 12: 1400-1408). The cell line was subcultured in tissue culture flasks
with cuiture medium of RPMI1640 solution (Nikken Biomedical Laboratory, Kyoto, Japan)
supplemented with 10% Fetal Bovine Serum (FBS) (Hyclone Laboratories Inc., Logan, UT) at
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citrate cycle; - Inproving the levels of those

anti -oxi dants of the al cohol consuner which specially
wee@rett3agai nst toxic effects of acetal dehydePCHEP2006/007466

mentioned above, the present invention relates to a

37°C, \H?gig?ﬁhltoégk?ngo?ﬁltdgm ﬁgmé%g.ﬁl ( (C\{éﬁ %%?3%’6 ggl)l%\{'i%%%’solation of the
cultur%@ol (Zé%%'ylﬁé@&ﬁd/bﬁlﬁlfﬁv by Qell%ﬂ%&hﬂgﬁ: waS tpﬁe&atéﬂ'@fﬂocm_f@ g ofm% trypan blue

frent’i on ove re are various
stainiregndoadirmed csll ofability 9veo?§¥osi t i on. Exanpl es: Exanple 1
Suppl enent sol ution and ani mal s | ngredi ents of
Suppl erent except Coenzynme Q O were purchased from
Sigma Aldrich Japan (Tokyo, Japan Ten gram of _
To profhige ﬂmmeg_asglsgsr anlemics g mjecte 1ce$1 YERERSON of 5 x10 /O 1 ml into tail
vein. tagnhgelgfr;t g’a% ﬁ?rngleo{n Y 1?8,85 et?sq?trg;ng(ﬁulgg 919 qthg\ﬁbﬁ]d surface were

c acl

counted0 THY 10hg Wa@cfﬁw&dvﬁrﬁ)‘bdln‘é&@élvi@dnhlﬁe}i@@ amd e@rﬁbedtisd i bedffin. Sections
wat er (Su pl ement Sol ution). One hundred ng of

were s@aperk B HGnotoydin-Bosirapdrakamsined Sistolpgealy: ca, USA)

ror 5 P S0 Do 0 B SRRl n B 1 ol v sesams

oil per fabasge \J/afbazlidrinﬁh(i:strateShﬂoZtheIsaamaéarb&rdralamdtaahibevm 4seaying the effects of
acclimte for one week prior to the stud¥ Durlngﬁth?

Supplemeprt RERE. ORe hote éfifie e SYRPISFETh aEMEYSIRleRNHEr B g &1 cthanol were
of 23C, 50% humi dity and a specificpat hogen- free

injectedSmIR) tk@p@mtton@ai capitznphen 2 houcefter Ihenféh%n%l IRfR¢tEL &t KclO #/100 ul of

Mlgﬁ%eﬁ:eégeyre éré]ﬁgtg ?I’Stg ﬁ@? galﬂs ve rglr f{%ﬁd@ rm%n we eassacrslﬁced 28 days after the
cell mﬂ:@ﬁ@n BRI R hiaohec difed®i KR 1dhd éLQﬁéé we@é’mlﬁfed\] anuary,
: 11-20; Kondo H et al. (1987), Jpn J Cancer Res
(Gann) 78, 12: 1400-1408). The cell line was

The e el b o A S B & omeci cal

Laboratory, Kyoto, Japan) supplenented with 10% Fet al
Bovi ne Serum (FBS) (Hyclone Laboratories Inc., Logan,
Table y) at370C, in an atnosphere of 100@6hun1d|ty, 5% CCh

By 0 020% ERAMEE A ek I as Pt I g
PBS of 0 O trypanrbtue—starning buuuiumEu cel
viability L0 o3, ETOH+4788 |SUP+4788 | SUP+ETOH++4788
Exp. (Control)

14 48 28 49

27 70 24 46

31 64 54 80

61 68 28 66

41 75 40 46

82 58 34 21

37 69 45 64

9 62 67 79

16 8 21 9

14 19 3 1

14 21 15 12

12 24 3 14
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To produce |lung netastases, nude mce ere injected
cell suspension of 5cl g /01 m into tail \ein
wanenoyHed ght days after the injection, all neEPEHERI00E007466

nodul es on the | ung surface vvere counted The | ung was

£ od 100 1t | orrmlde nd o rnmhodded -1 n
T | /\Cu | || L /U ||Cul | al II’IJ‘FUCII)’U ullu Cl'ucu LI

paraffin sééé. ons wer el dtained wth Hemat oxylY n- Eosm
and exam negghi Stologi 6gl Ty For [gsling the| 4
suppl enent , gzo m_of [ suppl enent | solution ahnd 50 m_of
Co-Q O di ssalfved sesapeloil per nbise were |15
ladm nistrated to the-stomach by oral met al—tube For
assayi ng théSeffects ?-OSuppI erren]t7 Et OH, | bhe hour
r—the syppiememnt nistrat 70 i/ of
et aZnol wer e ?nj ect ed |¥1§o t he pe%?oneal caw%y Then 1
Bowragaf t er £6® et hanol 42Bpection,2B7x 10 /104.A% of
RPM 4788 cells were injected into the tail vein The
nude m ce were sacpficed 28 days after the cell
1@n agd the met agglatl c nodujges on the {4ing
sur ace were counted The results of these experinents
are shown below in table 1 Table 1Total 425 &7B0%43
556 Average 26.6 42.25 27.7 34.75 m nus 4788 0 251 18
131 52.20% Two i ndependent experinents with eight mce
I, {
T R Y e e e Tk nfPr &) fgRfperastatic nodules
on lurEtsiuaﬁaod: 1mth4¥?8181troudn$y 4788, ®$l§) SépﬁpEéimnt +478% 8815c éR12§; Supplement +

4788 ,%glgﬁ %78%) ﬁ]tgn‘? %H?ﬂglpl ;ﬁigﬁg Sglisloéigr% g %sse ﬁeguﬁs show that the

suppléxﬁé&ﬁ rh'bb&ﬁuﬂ!' @ tetineftieatdid A6t FBLRShahictasheicefttémlal @F 4788 cell line.
cel I I7ine. Ethanol enhanced appr oxi natel%&‘[gO% of

Ethannletel@tnacd @ppmxernatpm 6@¥o S&taﬁﬂtuc patertial Spr‘bT gif line. Supplement

reducﬁeg#gpgﬂlggas{% }gﬁ F a%ée:;ds B\ée hfm‘ﬁt ﬁ n%rférelge tz#gg ébup of Ethanol

+ 478806l 1sHS \gipRdthert -+t than0 b 4784 6885 gelsighifcatly (P= o.og) by r-test.
significantly (P=0 03) by Mest. Exanple 3 :
NK-activity A short-term 51 Cr-rel ease assay was used
the natural killer (NK) cytotoxic
Exam&% ﬁ{ﬁ?y%\u@ﬁce were divided in follow ng 3 groups;
ontrol et hanol adm ni stration, and Suppl enent and

A short-term °'Cr-release assay was used to determine the natural killer (NK) cytotoxic activity.
Mice were divided in following 3 groups; control, ethanol administration, and Supplement and
ethanol administration. Twenty four hours after the ethanol administration, splenocytes of the
nude mouse were separated as single cell suspension. Target YAC-1 cells (1 x 107) were labeled
by incubation with 200 pCi of ICr for 2 hours at 37°C. After being washed and then incubated
for 2 hours at 37°C, the cells were supplemented in RPMI1640 medium. 20 ul of the labeled
target cells and 100 pl of effector cells were mixed into a 96-well microtiter plate (Sumitomo
Bakelite Co., Ltd., Tokyo, Japan) at various effector /target cell ratios. After 4 hours of
incubation, the plates were centrifuged and the radioactivity of the supernatant was measured by
a gamma-counter. The percent of cytotoxicity was calculated as (experimental group release —
spontaneous release / total release — spontaneous release). Statistical analysis of the results was
conducted by 7 test, and p<0.5 was defined as the level of significance. The results of this

experiments are shown in the table 2 below.
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et hanol adm ni stration. Twenty four hours after the
et hanol adm ni stration, splenocytes of the nude nouse
wowene/osapar at ed as single cell suspension. TarPBE/ERAG/H07466
cells (1 x 107) were | abeled by incubation with 200
Table i O 5 1C for 2 hours at 370C. After being washed
and then incubated for 2 hours at 37C, the cells were
suppl emegy LieheBuRPM 41640 Shgdi um 20 m of the | abel ed
target cells and 100 m of effector cells were m xed
into a 96Cmelldasei crreterser pl at@ort®uni t omEtBakel i te Supple.+EtOH

G0, Lt Jokyo, J n) at varj.ous effe r. /targe
Averggd tof 41 4% After 2Zalq%ﬁo’urs of agly’@c(ﬂbati on,%%gr?e pl at e?”'g
NK a¥BKRy centrifuged and the radi cagggegi ty ofiitdne, 18.70%

super nat ant was neasured by a gamma-counter. The
% Ceurodent of cytotoxicity was cal cul ated ast5.5%
(.experi mental group rel ease - spontaneous rel ease /
o tIBf%Fser el ease - spontaneous rel ease). Statistical
NK analysis of the results was conducted by r test, andso

p<0.5 was defined as the | evel of significance. The
results of this experinents are shown in the table 2

w., Tabl p n Total 1 Jele . .
Thus, 3180 SOt Ao &8 8Bl Bhas MleraP Lo P i et induced by
acetalddb/ale 3as98RvouSRBreéportéd .iff i aeddnvbdript? 451§p%ndeht 408 eased 55.9% NK

- 18.70% % Control 45.5% % i ncrease NK 55.9 Thus, _ L
activity Whigh regusqd Gy oE thpel c BrRR egreR map Reuse thigrstalicdyde ¢n nude mice like

humagfgn@%{(&{ggit&hi s effect induced by acetal dehyde as
previously reported in many nmanuscripts. Suppl enent
i ncreased 55.9% NK activity which reduced by Ethanol .
Suppl emrent may reduce the acetal dehyde in nude m ce
Exampile|4; Syppiementpreppration.ihiiman volunteers andalco Qlppl enent
IngredlEfD ¥F &b Blbm Rt XREpY T J¥AL GRE Q AN Al HRRAAsl A HiSRLSAldrich T
greo% Es)upéﬁugﬁerrﬁ exce&t Coenglgrr{:Qg]Oev\e?e pusrechased l1;'rom HeR Jepan
(TokySi dapanAN AQUEAQIAP4N (Nisy RhadapaihpkyAdeps®) 14D is powder form and

contaiglsN IA’JB‘%I cpf gge%rzynr%'e (irl%k%gs ﬂ?e%aaré)c&’hn'z%e IQSI Opg\ﬁg eggar}cl ok li[)itazlxpnqn C, 1.5 gram

of L-glutamic acid, 500 mg of cysteine, 40 mg of riboflavin, 100 mg of succinic acid, 100 mg of

fumaric acid, 10 mg of niacin and 250 mg of AQUAQL0P40 (exact volume as 100 mg of

Coenzyme Q10) were mixed. Supplement mixture was dissolved 100 ml water just before drink.

Four healthy adults volunteers (two mail and two female, age 26 - 48) were agreed with alcohol
consumption and blood sampling. Four hundred m! of red wine which contains 12.5% of ethanol
was used as alcohol, and this amount is exactly same as 50 gram of ethanol. Red wine was
administered during the first interval of 30 minute from the start of experiments. Control and

supplement study was examined different date.

Example 5: Blood sampling, and the measurement of blood ethanol and acetaldehvde

Blood sample was taken at the following 4 times: before the alcohol administration (0), and 30,
60, and 90 minutes after alcohol administration (30, 60, 90 min). Supplement was orally taken
with 100 ml water 20 minutes before the administration. For the ethanol measurement, whole
blood was stored at 4 °C in heparin coated tube. For the acetaldehyde measurement, blood

samples were immediately centrifuged by heparin coated tube at 1500 rpm X 10 minutes, and
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contai ns 40% of Coenzynme Q O was used as Coenzyne Q O

One gramof Vitamn C, 1.5 gram of L-glutam c acid,
wGod7otr1ed cysteine, 40 ng of riboflavin, 100 PgI/BP2006/007466

succini c acid 100 ng of fumaric acid, 10 ng of niacin

s isie HECt O e TR ot o O el avhered by bio medical
1abor4dbﬁ§sowﬁ§anw@\m et @Shlbyl@atmbexfoqt?s f&?hﬁr)k StzE'@HEalrh%ﬁi\ISEYOfthe results

adults vol dnteers (two nai | emal e, age 26 -
was casduqm by agtese dndvpth. Sab endsdined @n shenjsv e lovl sagdﬁbzhrmnghe results of this

vlood 358} BibectRein e 4t dL 6P BShT - and thi s amount

is exactly same as 50 gram of ethanol. Red w ne was
adm ni stered during the first interval of 30 mnute
Tablefr om t he start of experinents. Control and suppl ement
was  exam d dlffer te. Exanple 5 : Bl ood
The e?ﬁ#ﬁ#ﬁgpl%ﬁ? Of?gmr%aél aeah%n f bl ood et hanol and
Timecet al dehvde Bbhood san‘pl gowas taken @b ndie fol | o9d) Agnd
tinmes: before the al cohol adm nistration (0), and 30,
withgg S 90 mi nfites after 83toohol admi®Ri’Stration (B3
90 nmin). Sypplement sorally ta wi th 100
WIth%Q%Per 20 m nut gs bef ore ?ﬁ? adm ni strlgt%:gon For théieSI
et hanol measurenent, whol e bl o@atwaslisdtal &d aatrade 0C4isample. mg/dl)
heparin coated tube. For the acetal dehyde neasurenent,
bl ood sanples were imedi ately centrifuged by heparin
. r i .
The g o R e o cthanol vl in
compirsaaupeate htxontnbloatntbel itmad pbiatsa¥atoOrandsS T onmpaey afdd adrhiN@tration of the

(Shib Tokyo n). Statistical analysis of
sleonqlng SR S FREEaRAUCEE oy DTy BLRers aFy CRUE Grieigpplement study a
the tmq@g@ gggig@%uh[;@sl evel of significance. The results of
hi s bl ood et hanol experinents are shown in the table

3 bel ow Tabl e 3 The effects of suppl enent on human

Ti t-hout . SUP
The regu B30 B 551098 aga Be i ratpe o 21 o7 B0n s et (i Y
i ndi cated are average of 4 sanple ng/dl) The

suppl enent (conposition of the present invention)
Tablededuced the bl ood ethanol |evel in

The effects of supplement on human blood acetaldehyde

Time 0 30 min 60 min 90 min
without SUP 0 2.125 1.65 1.7
with SUP 0 0.575 0.475 0.475

(Data indicated are average of 4 sample. uM)

The supplement (composition of the present invention) keeps low blood acetaldehyde level in
comparison to the control at the time points 30, 60 and 90 minutes after administration of the
alcohol. Significant difference (P<0.05) was observed between control and supplement study at

the time 30, 60 and 90minutes.

Example 6: Comparison of composition of the present invention and Amino de Kanpai
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conparison to the control at the tinme points 30, 60
and 90 mnutes after adm nistration of the al cohol.
weegnioiiieant di fference (P<0.05) was observed PEL/MBBENG/007466
control and supplenent study at the tine 60 and 90
. m es. . The resul ts  of this, pblood. acetaldehyde, .
Aming 5k Eish 11 £ gFGREh bhAT AR (TR Re T B0 i oy inyJapanese marke
since NM&cBT0661 endtorfbipp ! 1&M8Hm @f dlumRiinbl.aad aceim|delpde. Ajinomoto
Time 0 30 min 60 min 90 min without SUP 0 2.125 1.65
markets 7Agiin SUKTIRI 535 0. 4f®hol 478uqimat eompefiicetsedoarheiman  aubjects.
rurt R TR By g A BB LRR B R TR PR oot n i
experi@dRd, allncoR@fRAL oS @it &:xpetifeene dnidedlicaltio tecddMon3 @ TEx@mple 4 and 5
30, 60 and 90 minutes after adm nistration of the
abovegxeepidhat Byelrnersasrticdpaiedprhere pROOnESATMS dsisepped-0 gram) was
. r.ol S - t [
admlrgggr\éﬁg%dﬁ%ﬂhea ?)Sgo.%] %?aa#p%ﬁ@%ggﬁé%g%géﬁogb %ﬁ%rfeesﬁllt% belgod ethanol levels
with AenO8¢ Kadpaiphnd bEr@hesdtt dataveddnaid] andl sépplaaertte (SUP: composition
Kanpai Am no de Kanpai, i s a product of Ajinonoto
of thepresiepoin Ve jpan prahr R 1 shesiablg Sibelo%panese market since
March 2006, and contains 1.4 gramof dutam ne and 1.4
gram of Al anine. A inonoto markets Am no de Kanpai as
Tabledn al cohol reduci ng conpositions for human aubjects.
Furt hernore, . the conpositions.shou redyce headache
CompAREPTHP IsKOFHROSHION 4 a1t HPVEBH ?mi gfftlﬂ? de 3@5&% ment s,
Tim&! | conditions of thepexperiggtini s i degptihigal to dohgin
conditions of Exanple 4 and 5 above except that 3
Contvadl unt eers partici pat@d and ofébporti on ‘& Am no deéo
.. Kanpai, (3.0 granm) was_.adm nistered 20 m nutes befo
Wlth?ﬂ’é‘ Bdiﬁiléﬁngf”r ation of %al cohol .gg'“‘rhe resul of bl ooéF
with&ypanol levels with Agino de Kanpai, ang4gorrespongent
data of control and supplenents (SUP:. conposition of
the present invention) are shotiPgth ndi¢psed aglasemgpef peample. mg/dl)
Tabl e 5 Conparison of conposition of the present
i nvention and Am no de Kanpai
Amino de Kanpai showed slight effects of ethanol reduction compare to the control. Reduction

ratio of ethanol at the 90 minutes was 12.8% for Amino de Kanpai, and 31% for SUP. There was

no significant difference between Amino de Kanpai and control by 7 test.
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l.

3

Gl

10.

11.

Time 0 30 mMmn 60 mn 90 mn Control O 57.6 79 70 with
Anino de Kanpai 0 58.3 7 1 6 1 with SUP 0 26 54.3 48.3

W@ Davatiedi cated are average of 3 sanpl e ng/ dl PCHEPI906/007466

de Kanpai showed slight effects of ethanol reduction
pnpare to the control. Reduction ratio of ethanol at
he 90 minutes was 12.8% for Am no de Kanpai, and 31%
for SUP. There was no significant difference betmeen
Ami no de Kanpai and control by t2 test.d ains
CappRseian FOMPESRE A gl Tass, n\/ltacﬂléiétq:o%@mt%‘intr&n?riﬁi/@ L-glutamic acid,

cyrEtlngof f‘l@ghg]in%Qéf?ﬁc 1@'%@% Emé‘%h&’co&bégﬁlg'n(g oenzyne

avin, 'succinic dcl umari c aci
QO 2. Conposition according to claim1, wherein the

conposition conpri ses addltlonall pant ot hei ¢ aci d.
CompasiRss | &P B Bk ior AIHg Lo heaf 1ich wogﬂpoweper:wn?ws additionally

pag shiijon conprises a dextrose fraction of about
mass% 4. Conposition according to anyone of the
precedlng cl aims, wherein the conp03|t|on conprlses a
Vitamn C frgction Pf apout_, 7.5 nasg?b osi tian

Cole i got Ty Bnein | RE r SRLBTnG cPATRE ih 6P BpRtes @ dextrose

ﬁgchgngpgp&ﬁlﬁalpglagso;gprl ses an L-gl utam ne and/or
L-glutamc acid fraction of about 11.28 nmass% 6.

Conposi tion according to anyone of the preceding

claims, wherein the conmposjition co cyst ei .
CeipSRet T h SO 3258 R i P BBB0S R "YRESH digeompositon
cobpraby #Netadin (hBaRlRGTAbHE T3 Ria8B,. Wherein the

conposition conprises a riboflavin fraction of about

0.3 mass% 8. Cbnp05|t|on accordlng to anyone of the
wher ej n.f

Cdgﬁgogs?chqrtgdgg? gmfgr a8 t AOYQHg O Elgu tpr SI t Icﬁ WRELetE Sihd composition

colpRiResart I.ONuRELRE Shdier ]L-(ghﬁﬂﬁf@rheldoﬂ‘radtlbﬁ oﬁhBGtﬁdlllf@ mass%.
clai ms, wherein the composi tion

Composition according to anyone of the preceding claims, wherein the composition

comprises a cysteine fraction of about 3.76 mass%.

Composition according to anyone of the preceding claims, wherein the composition

comprises a riboflavin fraction of about 0.3 mass%.

Composition according to anyone of the preceding claims, wherein the composition

comprises a succinic acid fraction of about 0.752 mass%.

Composition according to anyone of the preceding claims, wherein the composition

comprises a fumaric acid fraction of about 0.752 mass%.

Composition according to claim to anyone of the preceding claims, wherein the composition

comprises a coenzyme Q10 fraction of about 0.451 mass%.

The composition according to anyone of the preceding claims as a pharmaceutical.
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12.

14.

15.

16.

17.

conprises a fumaric acid fraction of about 0.752
mass% 10. Conposition according to claimto anyone of

wo b@7p1asedi ng cl ai ms, wherein the conmpositi oNPCT/EP2006/007466
conprises a coenzywe QO fraction of about 0. 451

n accordin n f ot
URT QL Chr i eATiog AROR bhY dsatt oharors, TULE s Plondiutecture of 2
m@@lﬁﬁﬂéﬂltt SN RC GRkEHeNY dn@/RNYRPRylakisChAicaEesk: B8 fulout NBetastasis, of
manuf acture of a medi canment for the treatnent and/or
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or capsules are present in a dosage receptacle.

Composition according to claim 15, wherein the dosage form is in particular in form of
tablets or in sugar-cube type form or wherein a dose comprises a plurality of small tablets or

capsules.

Composition according to claim 16, wherein the tablets or capsules are present in a dosage

receptacle.



