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Representative functional dyspepsia treatment includes prokinetic drugs such as
domperidone, metoclopramide, levosulpride, mosapride, itopride and erythromycin. As brash
and ulcer are the representative symptoms of functional dyspepsia, gastric acid suppressant
and antacid are used for the treatment but these including H, antagonist drugs usually have
temporary efficacy (Vincenzo Stanghellini et al., Delayed Gastric Emptying in Functional
Dyspepsia, Current Treatment Options in Gastroenterology, 7, 259-264, 2004).

Recently the development of new prokinetic agent is centered on serotonergic modulating
drugs as serotonin(5-hydroxytrypamine, 5-HT) plays a central role in gastrointestinal

peristaltic movement, and 80% of serotonin resides in gastrointestinal tract, especially 95% of
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On the other hand, another serotonin receptor 5-HT1 B/D agonist, triptans, is effective at the
dose used for migraine for gastrointestinal movement and sensitive gastro-intestine.
Sumatriptan is reported to delay emptying the gastric contents but its effect is known to
improve the upper abdominal symptoms as it improves the modulation of fundus ventriculi
and lowers the gastrointestinal expansion response in the actual functional dyspepsia patients.

5-HT4 receptor agonist, whish is one of the newly used prokenetic drugs for functional

dyspepsia cure, improves the symptoms without increasing the tension at the fundus ventriculi.



billion dollars) but in July 2000 its sales was
banned. On the other hand, another serotonin receptor
WG20TA0BID agoni st, triptans, is effective at PCEKRA@®SH00990
used for mgraine for gastrointestinal novenent and
sensitive gastro-intestine. Sumatriptan is reported
to delay enptying the gastnic contents but its effect
is known to inprove the upper abdom nal synptons as
Cisapttidd, ope of dise §4El smockptatdgonistfis ttfedive tu é‘miliﬁateusiti)madndmptying, and
| gwers the gastrointestinal expansio esponse in t
as 19, 0%, SHodeTMER Db ABFagRES IETSHIG, awslﬁfl%tﬂ S5 )r @eetbfeé old value of
recog’&gﬁiﬂgsg;astrﬂé@xﬁﬁhs'ioﬁl RNBer@fsel et BRI Y pAaedts PLOKSHE] | Fl@althy humans as
drugs Tor functional dyspepsia“cure, |nproves t
wells §ibEb meceplor hlggmst doge dsélnde {dgesdret snd rprmtal(tmxelefhm dbey are under
clini qnt riculi 007 1002 PCT/ KR2007/ 000
3y y &gd tgxi,ggt SOfders 5n IQ\g%re Sltgsf,tlvgggﬁ? (Fra}sgr RJ, Postprandial

antrdiﬁﬁr (ﬁ@dudd@ndl%étﬂﬁy lahd 2h8ri& bRAPBERL B BsHbPFesi@NEffed@S$ of &saprlde Gut,
e duodenum or |ntr3$astr|c pressure mavelength (>6

352y 1 72-Bel PHr; elsttley NIy Nave and emm@mggmazmn@ts dersirmtable bowel syndrome

and SO BRypeibee R Erterd Bries BT R B8, 200l 51 °°

drugs include tegaserod and prucal opride but they are
under_ clinical study and target disorders in the
MeanpdiilegKgeesn mustasq of m@ms &smen Rthe s spadaod Badssica | Juncea Cosson of

the é\]?l'i: f?@%g?ég? o%?a'?x?sf %12?1&) :,St%a[pgrgd?,r?ia ﬁa t&é‘i}r aqu %f@ tive to discharge

phleg)mhﬁa sBmuld®O<kin. (Tab K@Yeaﬂl’harrﬁ@@p@étﬁa 4570 ¢) ﬁlg453 454)
treatrrentsfor irritabl e bowel syndrone

qryidedisi Bibsr i(erydalis ternaty heakei w ﬂthghgx,bgrogﬁ Lpéeglts gi_the Papaveraceae
famlgréggmﬁamg?%gt)oem'}/ee apyhy Ia(?m K rgﬁgln@u%&‘rfjt&{ Egﬁ@%ﬁﬂ)tf’s%ne and has

e ripé seeds O uncea

analgdsi, Cyedam\feermSﬁamddyc,, aniehnetio Sard m&tﬁﬂ nhypr-8égetivh aldons. (The
fa&) oil, apd_is effective to discharge phlegm and
KoregpiPhgrmgcepesdia v :%ﬁ%%mﬂﬁﬁéan Phar macopoedi a V Part 2

Phg.go3§cflgits 4§e@i g&[ Mféaée'e ﬁ% gﬂr &H@ilsil Srtfs r@(ﬁ}%m:fa%ae family,

her tu ous e Pa aver aceae
contgianagliy 1B&t bélfatt},eoll Janﬁial%djfl’iﬂl.arﬁ?ﬁmtm}ﬂﬁ; &Bithous gluc051de and are

1- tetrahydr tISI and has esi c atl
knownfq gy, 3%fe a4iep; %H’@PF@“@H&?GW ﬁgfs%tﬁ (T RersapPharmacopoedia

V PRCI b@@ﬁ (The Korean Pharmacopoedia V Part 2 pp664)
Phar idis Seed s are the seeds of Pharbitis ni
St@hhmsl;gnanil SdneenGstivosoeds af Bapchinasidnptii Begitsaifithe bogiigceae family,

119% fatt 2% of r.oit i.ch resi nous
contgiin SGasRne. Siieing. omifighar- CBREDe TOalPHES sbbLoGine: 4ad has CNS
exmﬁlx'lg” Qfdrhacdid I ABAMIGHC Qﬁh 1§ﬁz§r§ﬁ5§)ry (1he KRAIBA%c effects. (Oriental

Phar macopoedia V Part
Herb(galenicals) Standard Annota‘uon PP 175 The Korean Pharmacopoedia V Part 2 pp633-

634)

However these galenicals have been used as oriental medicine mixed with other various

herbs, so there has been no report on its specific prokinetic mechanism of action.

With the background, to identify the prokinetic herb that have the treatment and preventive
effects for functional dyspepsia and irritable bowel syndrome, the inventor performed the
activation test for 5-HT3 and 5-HTS5 receptors which correspond to prokinetic trigger points

and identified the candidate herb activating the receptors. Based on this, appropriate herb



Strychni Ignatii Semen is the seeds of Strychnos

ignatii Bergius of the Logani aceae famly, contains
w@Royabmdne, Bruci ne, Vom ci ne, PCT/KR2007/000990

a- Col ubrine, 13- Col ubri ne and Logani ne, and has CNS

exciting, stomachic, antifungal, anti-inflammtory and

anal gesic effects. (Oient 2I Her b( gal eni cal s)

St andard Annotation, pp 17 The Korean Phar macopoedi a

extraétsRawe beerPRO3 thrﬁﬁg’n) anilRuEN6del RS &R RRIfERIIBNMAN pepsia.
been used as oriental nedicine mxed with other

Algeyr thguigvenier fiaundsthat mee eeltbasxttﬂ@mw 0f1 (ghls dpuantioprarg t SHT3 antagonist

rcit R SR e B B FRGORRL 30 SimEne Vi PuaSsnsliyity, and are

5-HIdgectptensgonist shading fp@M@ﬂéticVai’ld tedalB&it e ek fotinglabRMIwel syndrome
dyspepsia and irritable bowel syndronme, the inventor

accoppaRisd hyFopsitpatiqn and ghropie qoigs. Fhsringenypa womplﬁted by confirming
n k| n s r|
the FECRPA U ECHARILATAR SanBR AR TR (S et for functiona
dysptpeta aetefitableshovidhsadir@ne.t hi s, approprlate herb mo
2007/ 100203 PCT/ KR2007/ 000990 4 extracts have been
found through ani mal nodel experinents for functiona
dyspepsia. Al so, the in @ﬁﬁ$ that the herb
extracts of this i nvent| on are 3 ant agoni st
facilitating antiemetic and gastric enptying, and

| visceral hypersensitivity, and are 5-HT4
regﬁ%S I'géﬁqg@B%ﬁB%nng proki netic and treat nment

ef fﬂfét §b E&rof' thé g}e%ﬁﬁt%n%l%h SX8 gﬁ&[ﬁe h&%&lo Iaarc]fse gncp ¥ composition
constlp tion an roni c coll e nve on’
contaioing| t—heeshrhxy asoarf hctivien gxgrédilﬁltf é@t‘t pidvaiitiighandh efdaﬁng gastromtestmal
d& ually or in conbination have the cure effect
n““#%% 1BQfAEL i onal dyspepsia and irritabl e bowel
syndrone. DI SCLOSURE TECHNI CAL PROBLEM The obj ect of
the present invention is to provide herbal extracts,
andTECEBﬁKb%LEKHﬂUTHENtaining the sanme as an active
edlent forppreventlng and treati

n . .
gastoPHPEY isniom RFeYifes) ot C5r EFe homel geeagts of Sinapis Semen

Cory%Qk&JﬂdQN ﬁﬁlﬁbﬁfdf&%@k m@x&p&%@@%@x&ﬁ&& one or nore
herbal extracts of Sinapis Senmen, Corydalis Tuber

Phar bi t| d| S Seed and Strychni Ignatii Serren I n the
xtra nean

angl%o e é)reﬁe% u? elléha ﬁétlrzbc ’tmea.ns a %er%ap extract an()i(}or a mlxture of herbal

extracts,if the herbal extract is not modified by the other words or phrases.
The present invention is explained in detail below.

The present invention provides a herbal extract of Sinapis Semen, Corydalis Tuber,

Pharbitidis Seed and Strychni Ignatii Semen.

And, the present invention provides a mixture of two or more herbal extracts of

Sinapis Semen, Corydalis Tuber, Pharbitidis Seed and Strychni Ignatii Semen.

The present mixture includes a mixture of the herbal extracts of Sinapis Semen and

Corydalis Tuber. Preferably, the mixture has the mixture ratio of the herbal extract of Sinapis
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The present mixture includes a mixture of the herbal extracts of Sinapis Semen,
Corydalis Tuber, Pharbitidis Seed , and Strychni Ignatii Semen. Preferably, the mixture has the
mixture ratio of the herbal extract of Sinapis Semen : the herbal extract of Corydalis Tuber :
the herbal extract of Strychni Ignatii Semen : the herbal extract of Pharbitidis Seed of (1~30):
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And, the herbs of the present invention include congener herbs that are known in the
art to be useful for preventing and treating the same disorder as specified in the present

invention,
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In the present invention, one or more herbal extracts selected from the group
consisting of Sinapis Semen, Corydalis Tuber, Pharbitidis Seed and Strychni Ignatii Semen can

be obtained by the following processes.

Firstly, after Sinapis Semen, Corydalis Tuber, Pharbitidis Seed or Strychni Ignatii

Semen is washed and dried, the dried herb is milled to make a milled herb by a mill, and the
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et hyl acetate. In the present invention, one or nore

herbal extracts selected fromthe group consisting of

Si napi s Semen, Corydalis Tyber, Pharbitidis Seed and

Strychni Ignatii Semen can be obtained by the
millédohdrbvé BEn@SOLESSREer bYid slinder. afRedricd RABIok p%WH%Pls put in water, a

Corydal 1's_Tuber, Pharbitidis Seed or Strychni Ignatii
lowosigoRo] sudhaasHebanher mqt@mol (mefemblmthae@ orsa mikiuegdthegeof, in the
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hydr@fﬁ%mg'ﬂﬁl ?(%rrage't idn ab%O"?@O %2@{%%@1}; 452{18%36@ é L&éng)(})) hSlrs (preferably

65~m<hba@)]9<ﬁlﬂapedhy@ue@t¢aeﬁmmj af& 1y @sHiliAd, toCObtdin the herbal extract from
precipitated extraction, refl uxi ngh?cool [

SinagssrSegterti fhe, hespal gxfragtsisom Cerxdelacibsn g ﬁléﬁ?@]f gwiraet from Pharbitidis
Seea%ha%éﬁé?b&l%ﬁtrg% fId&%Szé%{)W?fg}% J},g the hydrothermal

extraction at 45-75C) for about
1100 hours (preferably 6580 hours)] filtered under

va ug] fand hilized to obtain the her bal extract
intsi herlegd gsiract fempSraads Sfmeﬂaélte herbah @draghi Alony Corydalis

Tube-]r—utlﬂ@ et eQ@e{cl?"ﬁlon? %Eﬁﬁﬁ % 5“?(1' o teflF xt?fc?qrol_??@ﬂ'ychm Ignatii

her ext ract rom gnatti &WeEn
Sem«mc w1al;l euskpenﬂmi 1rewt1’rea(ahd fekﬁmtéil bgpisigSiRemts inhthehgd&radf chloroform,

xtract IIS Tuber , the herbal extract from
ethylefetais; ?ri@{j'E; é%lo HEFTy TR TUMIC Sy PRlaTol Y g ATGaR R G¥tEgeit soluble in

non-p8ALbIvent I TRE pY@éntSlH§8ﬁigg$d g?ﬂlgﬁﬁg?,o?)g :é%{rggtgoﬂfbtlee th B@‘lar solvent

using solvents'in the or
and ehichyktaapttsatuble émadotrpbln cslochent oBttm pramtemveraum soteubbtained by a

olar.s t and, a qu - pol ar
meﬂgoa doBHIsie 'ﬁ*ﬁ 3?‘&8&%1& Whi S?ﬁ %ﬁq %ﬂfeﬁr% m Shgpis Semen, the
herb@lxéxrtf‘éei fr& @ @&lyﬁal'man?)Q" "ﬂﬁe ﬁ&bé(leé?&ractaf?&nt%rﬁﬁws%@d and the herbal

sol ubl'e in non-polar sSolvent of the present Invention
extrage feono Btracime dghyii aSement (thedexsmetsr mbstalngd bhehydiatberned eptraction) was

acdedp B BB P L OB T B e 00 I B Fcfdhe second scp

in wRRhO@E veatét REIbIE eRMmAJRBtIMAd @i the %ﬁdsteﬁ‘ﬁﬂs eR@adi@d Blchloroform to
extract from Strychni Ignatii Senmen (the extracts

obtatsbtl ghlesefony- Shydvieocmacrrand exvatacsalebly extract; dhgadérdtstep in which the
bl e ex

warelSHDR bl hOtalel 1 B RRRR s eSO R 18 o o obtain an

ethyiRétele=DUBID ERrRXAMPEE vaBbaubR Extrict! ARl the F&drtiSit@PinweBich the water-
extracted by chloroformto
soluble extract obtained in the third step was extracted by butanol to obtain a butanol-soluble

extract and a water-soluble extract.

The present invention provides a composition for preventing and treating
gastrointestinal motility disorder, comprising the herbal extracts of the present invention as an

active ingredient and pharmaceutically acceptable carrier, diluent, or filler.

The composition of the present invention contains the extracts in 0.01 to 80% weight

of the total weight of the composition [preferably, 1 to 50%(w/w)].



obtain a chlorof ormsol ubl e extract and a

wat er-sol ubl e extract; the third step in which the
wowioenexed ubl e extract obtained in the second BCEERMHS/000990

extracted by ethylacetate to obtain an

et hyl acet at e-sol ubl e extract and a water-sol ubl e

extract; and the fourth step in which the water-

sol ubl e extract obtained in the third step was

extracted by butanol to obtain a butanol-soluble

extract and a water-soluble extract. The present

i narrepatingr e ipdessntacaopsitsin, isome febementevanmbeé addainth, or taken out

fom, TIPS Rerlu G P Lo o Pt

invention as an active ingredient and
pharmaceutical |y acceptable carrier, diluent, or
fillilere, gusieointestnetimotdity odiserder ps exberacterinederasi ordisease caused by
ntaings <t extracts,i 01 to 80% weight of the
hypef ST LS s B R T st by, 2 1o
509w w)]. WD 2007/ 100203 PCT/ KR2007/ 000990 8 In
pr eﬁg{ji n% the present conposition, sonme elenents can
be septiogntessinak mesititp @isorder gnplugere figctigralt dyseensid such as early
. ext [ - 1 1Xi N at i . ha d. Here "
satief 5] et BB ARl o B S ot RE. BREPAEE e Sleng vomiting:
ulcemtide seyapepsizgunatuloyratiy nBispedsiayi teyluef odsopHagitiss CHRAIOEs of gastric
.and/ or 5-HT4 receptor anta?onisnl The gastrointestinal =~
motifi | GomytiRationr déwitable| heas! 1 wiediopwal bapepepiive seeliis;  diabetic
! j ' en| l,G:.dl st S,.: | se
e S SR oS, o el RN B LB ER gl Sty
and idtestinal atyasidysgaped anotilan-didoeduradfi digestiyes prRps il niydtdnix dystrophy
. oesgphagitis;, paralysis of gastric notility;
origingigd LAYHE Ffﬁ?ﬁtmﬁlrmp‘tﬂgtbﬂdés%‘éﬁx/el syndrome; hypersensitive
colitis; diabetic gastrointestinal notility disorder;
gastrointestinal notility disorder originated
cheltat Hemitalgly; colétizd incibdest igamdralatcoits, aimitdble nalieid accompanied by
motility disorder of digestive tract and mnmyotonic
consﬁ‘%“f%‘ﬁ{ﬂ}a” i gi nated gastric intestinal motility
di sorder. The irritable colitis includes genera
colitis, irritable colitis acconpani ed by
conEld pasdnt composition ifvhaling the lpre seinicte ormp daithéranclude appropriate
i ncludin téj]{s herb extracts may further include
Camﬁ’bﬁ?‘%ﬁ'ref‘g THUUERE rj er, excipient or diluent. Carrier,
exci pi ent and diluent that can be included in the
conposition of the present invention include |actose,
dextarvse exsipenbsed ddearithas|can feerin¢liddd inxthk icowippsition of the present
erythri

invention 1ncht1c{3eI Iac{ggé,t cietx?rloSe, sucrose, sorbitol, mannitol, xylitol, erythritol, maltitol,
starch, acacia rubber, alginate, gelatin, calcium phosphate, calcium silicate, cellulose, methyl
cellulose, microchrystalline cellulose, polyvinyl pyrrolidone, water, methylhydroxybenzoate,

prophylhydroxybenzoate, talc, magnesium stearate or mineral oil.

Also, the composition of the present invention can be prepared into oral medicine like
powder, granulum, tablet, capsule, suspension, emulsion, syrup and aerosol; external

medicine; or suppository or sterile injection solution.

Specifically, when prepared into medicines, diluent or excipient such as generally

used priming agents, expanders, bonding agents, humectants, disintegrators or detergents can



starch, acacia rubber, alginate, gelatin, calcium
phosphate, calciumsilicate, cellul ose, nethyl
w@edorabwse, mcrochrystalline cellul ose, polyvP@HKR2007/000990

pyrrolidone, water, nethylhydroxybenzoat e,
prophyl hydr oxybenzoate, talc, nagnesium stearate or
m neral oil. Al so, the conposition of the present
i nvention can be prepared into oral nedicine like

be agdentlSqlidgpaduttsnfor toadll eiminisapsen éncledespblss, Pills, powder, granulum,

l's d I t | di
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also elnblamhm dike bipaghesina geatate drumkctcamtlsa, uskds i Fttregqaﬂooml products,

.detergents can 2007/ 100203 PCT/ KR20Q7/ 000990, 9 .
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cr ose, lactose or gelatin. t only the
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freeZRLBRIIABBARts, L AHICsUpBOsitdBy. U ChonfRfuebb ISR 8l suspension, propylene
products, suspension, contents agent, enul sion and

glyctsly mbetba(hnb @13(9913 degttable odntifondliveusk or sijegitde estet sishtas ethyloleate

araffin as we as v
can s 6841 Rt BEio xR TitnsS: Botob oMy Gt butter, laurin o,
gbm@ﬁpgaaﬁﬁamimﬁ&ﬁ%ﬁﬁB@hkMeS can al so be used. Non-oral
adm ni strative products include sterile aqueous
suspen5|on non-aqueous sol vent, suspension, emulsion,

ried rod 0 ry. For . .
rf%&utgi‘s 85658 I loail?awé%; ‘ﬁ“‘g Z eo‘b%% 6§/tfae9ﬁﬁe°f tBF presput mvention
for cﬁﬁzl MR PR e of gz@s@lomté/sﬁasltxﬁbdﬂﬁy%éordérke olive oil, or
i njectabl e ester such as ethyl ol eate can be used. For
the base of suppository, mntepsol macrogol , tween 61,
ca I n . erol [atin ndoher . .
caﬁﬂgrek&gé}égfle Adrgs%,m tl%\{ee%{ﬁ?% en i Fhel 2|‘rc?r?ntprm%V|Oéjles a?aStsmmteStmal

motiligedi@brdeh &y hilnniswtin@ the plrmbbaitipalesadifositivvienith @i hébrextracts of
cure and preventigon of gastrointestinal potility

the papsgat apntiopyp desaffectivpdossse tememmpleineludimeusidles a
treatment nmethod of gastrointestinal notility
di sorder by adm nistering the pharmaceutica

c orffiesadniiaistrasidhddsb @f tierdongpokitian tos thef predeheinpesiodinihcluding the herb
invention in the effective dosage to manmal s i ncl udi ng
extragiEIRY. VT SeReRHing op Uit i96R BT OF tORE weabioal i Ratient:  However,

etrzh . emt VR B el h REnfIRE t dﬁgﬁd
sefl 5’ ep endh ng on t]ﬁé;e g%ngU%en egrrd oIrlfg%ocglyln\;\%/éitl %ﬁ? g} ¢ doses in
the amaxtune nf O OHoov 0K g, preferably 5g/Kg a day. The dose can be adjusted depending on
administration path, severity of disease, gender, body weight, age, health status, diet,
administration time and method, and excretion rate. Therefore the above dose by no means

limits the scope of the present invention.

The pharmaceutical composition of the present invention can be administered to
mammals like rat, mouse, cattle or humans through a variety of paths. For instance, it can be
administered orally; through rectum, or by venous, muscular, subcutaneous, uterine dura mater

or intracerebroventricular injection.



generally, the dried powder of the extracts can be
admnistered in single or nultiple doses in the
wa@pwaneo2ed 0.01 to | Og/ Kg, preferably 5g/ Kg a PElKRIIWE/000990
dose can be adj usted depending on admnistration
path, severity of disease, gender, body weight, age,
health status, diet, admngstration tinme and net hod,
and excretion rate. Therefore the above dose by no
meakts hdrb wiktracts he thequpenbinvehiéopeasbn saftlyweed ifoma Iokgetime for the

utical c sitjon of. the esent. i nvention
purpBESHRRC PR S nae il iirl Pt A eREE Medipuce.
cattle or humans through a variety of paths. For

instance, it can be admnistered orally, through
r eckaueanfiom thy prakintis andusbxﬂyamepsemfﬁmcamé thesherb egtragis the present
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time for the purpose of prevention since ‘they have

of thejheth extrasts, aniqusgn vah\axpsaments aising manyclonétianal dyspepsia pathologies

[ et,i.¢ and anti-dys aeff e, her
on R HERLS E GREbume “BR0 B Prar BN aBriaiof p Fitagty have been
VerlﬁeQL ant agoni sm agai nst and agonismto the receptors of

5-HT3 and 5-HT4, and verified their selective and

out standi ng efficacy. Al so, to identify t he proper

ratyg re% £ 58 ﬂl?\([rgvee il ?a%h‘g{nteosﬁg%ﬂoxggtl 6%/ &Sllsogaer the present invention

ex per s usl

provm Ihehldgﬁm&tlom f@dﬂs Wﬁkh RS BoedxErape fsél@ét@@ (ﬂnom’dﬂﬁ drb&p of Korean
By kabhl e effects of the extracts have

s 0w ST oD Sre s ot e GFmesaichiod additves

allod?&f dith¥ 2| sorder, the present invention provides
l}nt?] ¥§ ctional foods with one or nore extracts

seI ected fromthe group of Korean nustard, Corydalis
Tuber Phe rb|t| dis Seed and Strychni Jgnatii_Senen, and
f ooBhea i {yagtiong] f%\%é&sc?%lns#hﬁcnrww in¥Paliqnbaverihe characteristics of
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ar acteristics of ealt unction
functimyiaanﬂl saftty oh hsmenk fonnéwly dédinagthéHealNoF uixeiod Fodd At of 2002.
based on the functions and safety on humans for newy
defining the Health Function Food Act of 2002. The
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gastdirgestiel netitityaidisordgr tcmntannngmwe dnem&nal heebdl rextrasts selected from the
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Semen, and sitologically acceptable addition agents.

The present invention provides a health care food for preventing and improving
gastroiﬁtestinal motility disorder containing a mixture of the herbal extract of Sinapis Semen,
the herbal extract of Corydalis Tuber, and the herbal extract of Pharbitidis Seed , and
sitologically acceptable addition agents. Preferably, in the mixture, the mixture ratio of the
herbal extract of Sinapis Semen : the herbal extract of Corydalis Tuber : the herbal extract of
Pharbitidis Seed is (1~30): (1~10): 1 by weight(w/w).

The present invention provides a health care food for preventing and improving

gastrointestinal motility disordercontaining a mixture of the herbal extract of Sinapis Semen,



Senmen, and sitologically acceptable addition agents.
The present invention provides a health care food for
wEe@vaaRdng and i nproving gastrointestinal noRCT/KRY007/000990
di sorder containing a mxture of the herbal extract of
Si napi s Senmen, the herbal extract of Corydalis Tuber,
and the herbal extract of Pharbitidis Seed , and
sitologically acceptable addition agents. Preferably,
the herbal leastragtraf (CarydaliveTubentthe daen’oat extragt of Réarbivédib&ked , and the herbal
Slna IS Se : herb extract of
extra@l b SE1A8! gl S, i< agiCat FarRale SIBRgR pBentey; sPreforably, in
the RB@6kel the(rhnd®kd rafid of the hdkbBYeMRLOHE SWa)er -SehRRf :AhEIRMal extract of
i nventi on provi des a health care food preventing
Corygalis | Tubeovi thg herhslt extirast exft Syedhnirdgindtiit §emen : the herbal extract of

Pha g SESENNEBoT) odbBy ehadh7) ooosso 11

t he herbal extract of Cbrydalls Tuber, the herba
extract of Pharbitidis Seed, and the herbal extract
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Preferablyain thy mixre. die mpiiaresatic of e dethal pxiract of Sipypis Semen the herbal
1Q) by present
exu£}0ﬂ8%?g%h%pgérdg%?alﬁgggph caﬁ%u‘w“' for preventing
and inproving gastrointestinal notility disorder
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[ P
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and ¢bd hebal ektr&it mprliarﬁGIl‘mm Seed hmnﬁefltmébdglcﬂlyt dceeptable addition agents.
dal s Tuber is 1: 1 ght (W . w). The
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rnQXhkRg stinal notility
extr Fgg?%ﬂﬁﬂg%ﬁi@%ﬂlﬁ% 1‘%}6{13?“ %(P %&V{}WZ herbal extract of
Si napis Senmen and the herbal extract of Pharbitidis

Se , and SJtoIo ically acceptabl e addition agents.
Pr ef & REAS§AL 0xeRtiod poyides ¢ be th fRret Eﬁ"g éoétﬂrﬁveg‘ﬂng rf@d improving

i
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Preffipfiy (o Hec AN g T P & ol e SRt Bl fuber : the
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, and sitologically acceptable addi ti on agents.

The present invention provides a health care food for preventing and improving
gastrointestinal motility disorder containing a mixture of the herbal extract of Corydalis Tuber
and the herbal extract of Strychni Ignatii Semen, and sitologically acceptable addition agents.
Preferably, in the mixture, the mixture ratio of the herbal extract of Corydalis Tuber : the

herbal extract of Strychni Ignatii Semen is 3:1 to 1: 3 by weight(w/w).

The present invention provides a health care food for preventing and improving
gastrointestinal motility disorder containing a mixture of the herbal extract of Pharbitidis Seed

and the herbal extract of Strychni Ignatii Semen, and sitologically acceptable addition agents.



Preferably, in the mxture, the mxture ratio of the
her bal extract of Corydalis Tuber : the herbal
wezioraeodf Pharbitidis Seed is 1: 1 to 10: 1 BYI/KR2007/000990
wei ght (W w). The present invention provides a health
care food for preventing and inproving
gastrointestinal notility ¢j sorder containing a
m xture of the herbal extract of Corydalis Tuber and
Preferhblyhar thel mettreadic oixtdier donf thghatbal ciessendf Rusbitidis Seed : the
sitologically acceptabl e addition agents. Preferably,
herbal extraet ofiSepah Ience Samg isrlel fali 19 IoF WeiBBI P&k bal
extract of Corydalis Tuber : the herbal extract of
Strychni Ignatii Semen is 3:1 to 1: 3 by weight(ww).
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revent nd i i ng str est notility
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I gnatii , ogi cal Iy acceptabl e ad
v1taraglmlemd (heﬂﬂﬂﬂtpﬁ&ﬁleﬁﬁfy KD Grd CA0OGked 12 the form of pill, powder,

ef er abl |nth the m xture ratio of the
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extract of Strychni Ignatii Semen is 1:1 to 1: 10 by
wei ght (W w) . On the other hand, the conposition
i ncThﬁdd(rsg of thee eab bxtants acfosd of drinks for elseidalthifovd ndmposition of the

presifimegtia e gl ndldoderendagEhe faioad ieidiepreferably 0.1 to 1
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can@m@q@ieém@h@@mg/ food, and can be used in the form of
pill, powder, gr anul e, infusion, tablet, capsule, or
dri nk The dose of the herb extracts in food or drinks

f orrdrhige H&@t’htdﬂmk%ﬂlpﬁﬁlﬂ@ﬁ’%rﬂy 23 b EfictsRik€A8Rbsary 1ngredlents with
invention is generally 0.01 to 15 wei ght% of the total
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heal th drink conposition, only the herb extracts are
necessary ingredients with specific ratio, and there
ar el'hfo expaplea| of dke rabeve onentinmed heatunah ananhwgra&ju\mulé be mono-

saco b s ORBParihy P v VEhS R e mhelb QiR ReE i g ppatiose and

sucréd gendteindugan egthnat déxadin aad b?ﬁﬁdﬁx@érﬁl Wﬁdkdgzh%lﬂ(ﬂm such as xylitol,
sacchari des, disaccharides such as glucose and

sorbjtpl, ang §gthr1,§(g| Insaddatiniy todhe abenenmentiongd flgyersgpatural flavors (thaumatin,
stevi%; g’?tg%gx((l ge[i]&faﬁhlo 49 ar agiyg}clﬁ'ﬁoﬁeéﬁcf 's9nt‘ﬁ9ﬁic ﬂaVO{S (i.e. saccharides,

erin, sug such
aspartame) can be used. For the above natural carbohydrate composmon generally 1 to 20g

per 100ml, preferably 5 to 12g, is used.

Other than the above, the composition of the present invention may contain various
nutrients, vitamins, minerals (electrolyte), synthetic and natural flavoring agents, colorants,
extenders(such as cheese, chocolate), pectic acid and pectinate, alginic acid and alginate,
organic acid, protective colloid thickening agents, pH modulator, stabilizer, preservatives,
glycerin, alcohol, carbonator used in carbonated drinks and others. Additionally, the
composition of the present invention can contain the flesh of fruits to produce natural fruit

juice, fruit juice drinks, and vegetable drinks. These ingredients can be used alone or in



sorbitol, and erithritol. In addition to the above
mentioned flavors, natural flavors (thaumatin, stevia
we@ziorae0y i . e. rebaudiosid A glycyrrhizin)) andI/KR2007/000990

synthetic flavors (i.e. saccharides, aspartane) can
be used. For the above natural carbohydrate
conposition, generally 1 tg; 20g per 100m , preferably
5to 12g, is used. QG her than the above, the
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d/Velgft abl e drinks. These ingredients can be used al one
and/Qf eGPt onRePP b 203 PCT/ KR2007/ 000990 13
conmbi nation. The ratios of these additives are not
crucial, but generally 0 to 20 wei ght/percent per 100
we DFIRCRIPEION OFFPHE PRAWBYGShe present invention is

o5 AT SRR TR, Ui 3 Sobbh i i s

chroRRRIRRhSULTLED| of SRR dxtr@bts f ST SRESY SehieRICBAYALS G8beN Pharbitidis
astrointestinal notility disorder and a héalth

Seedtando¥iyvehval Ighatidbetmen isiog H6@.e gast roi nt est i nal
notility through HT3 receptor antagonism and/or HT4
receptor agoni sm DESCRI PTION OF THE DRAWNGS Fig. 1

i's ﬁstem isehéth@w Mgawink Ulkusehtingd thd@naldiky tdsGlts of thin liquid
results of thin liquid chronatography (TLC) of o
chropatngrarhyetdliQcels cthandi extiprts SeWiuapis Sstydalowydalipduber, Pharbitidis

hardi tidi Seed and S i lgnatii Senen using
Seec'fﬂzgrosirjyc P gn@‘zziesgmgnélgﬂgwdr awing illustrating the

analytic results of thin liquid chromatography (TLC)

of ethanol extracts of Sinapis Senen, Corydalis Tuber
PhEiBtis aschenstie drayring dlusirating mpliativitiesepagenisifergd-HTs receptor.
KMNO4. Fig. 3 is a schematic drawing illustrating

mul ti activities of agonist for 5-HT3 receptor. MXDE
FOMOBYERDRANVENTION

The present invention is explained by the following examples and experimental

examples in more detail.

The following examples are intended to further illustrate the present invention, and the
scope of the present invention cannot be limited thereby in any way.
r.t means a room temperature in the present invention.

Example 1. Preparation of herbal extracts of the present invention

1-1. Preparation of an extract of Sinapis Semen

Sinapis Semen was bought at a Chinese herb medicine shop of Kyung-dong market,



The present invention is explained by the foll ow ng
exanpl es and experinental exanples in nore detail.
wab@7fiai2bdwi ng exanpl es are i ntended to furthePCT/KR2007/000990
illustrate the present invention, and the scope of
the present invention cannot be limted thereby in any
way. r.t means a roomtenperature in the present
i nvention. Exanple 1. Preparation of herbal extracts
wastell tb héneVeeRRMbratiBNE @Bd BHed fo dse JCHRPAIpRE R, OfAlﬁf‘ the dr1ed herb was
extract of Sinapis Senen Sinapis Senmen was bought
milledhpyne sellhando2 Ggeefi the rlmllschSWapts Seyan gvadgruty inBok é6%, \3\@%, 50%, 70%,
2007 K 990 .14 washed to . renpv
5% 3001 (P PRI Wik AP B ied PR CERBHReR /20 Then, the
resulfiig mikfi@e Hak RAtrRAED MRSed, Fhll IcBRcYraRd Mt 1556000 R0 a%bw pressure,
the m|led Sinapis ‘Semen was put in 0% 15% 30% 50%
and fregge-drigdgp ahwlrgm/@@ta@bﬂwmm demen 60043 bl able h‘é@l@t of extracts
h. Then, the resulting m xture
OfSl\/\ﬂlS)g]SE %g{aa[g%d%f @ ent and concentrated at 5565 C
under a | ow pressure, and freeze-dried to obtain an
extract of Sinapis Semen (1.04-3.1 g)(Table 1: Yields
dxtracts of Sinapis Semsn as a kind of solvent).
[ Tablfe~ 1] —Extraction tarned - Amguntr o Anuur;‘Q ;
; : XIr 1
Amdext GRCt i on Yi el|d, solvent was FXHAFHRD, ML & R biained eld
Oﬁ% {)’ of ssigbptent t1nme ( Mwashg tem%@xgtu?@g/‘%t%ﬁ'} %OQII’IQ)L%Q m
aherb. t 3days 1.24 |6fsblvet@g 85%Ef OH 160 mA ffhem~| r.t 3dayg%)

1.93/9.7 20g 70%EtCH 160 mA|20 O r.t| 3days L.9€)9. 8
2.28 11.4 20g

r
20g—50%ELOH-160-—A-20 M2 r-t 3days
2009%&t OPOMEOHNK 260 md 1 .20 iBdays 2t 37 |113ddys 20g WEA/EL OH.2
160 m= 20 ink r.t ?day: 3.1 5 5 200-100%ater 160 ImA
2P0 1 |r 85%EBd@ks |116@¢nb. 2 20 md r.t 3days 1.93 9.7
20g 70%EtOH | 160m¢ | 20 md r.t 3days 1.96 9.8
20g 50%EtOH | 160m¢ | 20 ml r.t 3days 2.28 11.4
20g 30%EtOH | 160md | 20 m{ r.t 3days 2.37 11.9
20g 15%EtOH | 160 m¢ | 20 md r.t 3days 3.1 15.5
20g 100%water | 160ml | 20 mé r.t 3days 1.04 52

1-2. Preparation of an extract of Corydalis Tuber

Corydalis Tuber was bought at a Chinese herb medicine shop of Kyung-dong market,
washed by using water to remove adulterations, and dried to use in the experiment. And, the
dried herb was milled by a mill, and 20g of the milled Corydalis Tuber was put in 0%, 15%,
30%, 50%, 70%, 85% and 96% ethanol-water (/60ml) and stirred at room temperature for 72h.
Then, the resulting mixture was extracted, filtered, and concentrated at 55~65C under a low
pressure, and freeze-dried by using the same method as Example 1-1 to obtain an extract of
Corydalis Tuber (0.36~2.94g)(Table 2: Yields of extracts of Corydalis Tuber as a kind of

solvent).
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Pharbitidis Seed was bought at a Chinese herb medicine shop of Kyung-dong market,

washed by using water to remove adulterations, and dried to use in the experiment.
dried herb was milled by a mill, and 20g of the milled Pharbitidis Seed was put in 0%, 15%,
30%, 50%, 70%, 85% and 96% ethanol-water (/60ml), and stirred at room temperature for

And, the

72h. Then, the resulting mixture was extracted, filtered, and concentrated at 55~65C under a

low pressure, and freeze-dried by using the same method as the Example 1-1 to obtain an

extract of Pharbitidis Seed (0.92~3.85g)(Table 3: Yields of extracts of Pharbitidis Seed as a

kind of solvent).
[Table 3]
Obtained
Amount of Extraction | Extraction
Herb Solvent Wash ) Amount | Yield(%)
solvent temperature| time
(2)
20g 96%EtOH | 160 ml 20 mé r.t 3 days 0.92 4.6
20g 85%EtOH | 160 m{ 20 md r.t 3 days 1.03 52




extract of Pharbitidis Seed (0.92-3.85qg)(Table 3:
Yields of extracts of Pharbitidis Seed as a
w@olovaays [ Tabl e 3] Obtained Anount of ExtraRCT/BER2007/000990
Extracti on Herb Sol vent Wash Amount Yiel d(%

tenperature tine (Q)

ki nd of

sol vent

20g 96%t OH 160 nk 20 nk r.t 3
days 0.92 4.6 20g 85%kt OH;¢l60 Ink 20 nk r.t 3 days

1.03 5.2 WO 2007/100203 PCT/ KR2007/ 000990 16 20g
2000 YETOABO0 | n16@M0 MA r2tmB daysrd. 27 63 days2dg 909t QH 6.4
160110 20 m~|r.t 3 days 2.13|10.7 20g 309t QH 160 nA
200 m5onsioR] daygg feld 1 fy 209 [1pYEL 111 M 1o,
(ir)g.ot 3 d%Iys 3.85 19.3| 20g 100%at er 1(?(? érlr'%gzo m]2?123?.t 107
2% daysocrify 18180 m%"' JopParat i pp an expract of 14 10.7
rychnos ignati Semen rychnos” i gnati 1 “Senen “was
ought Chi her difci ng, shap pf, _Kyung-,0png
2(rﬂ(”’ar I<21t5%ed lgg?ﬁgsi ngﬁ/\% ef tolt ermvej)g%?ﬁl tera?ﬁ%gns 19.3
nd{qrjied tou i the experiment. At the dried
2 rbqgg"g)wquq ejggﬁlﬂa m49 If‘éjand 20 of| théa¥si 1]l e 7 18.9
Strychnos—i gnatii—Serrer—was— put—a0%—15% '30%506Y%
70% 85% and 96% et hanol -wat er (160nl) and stirred at

1-4. PRARatibE AR k@A O SHP¢hnbL fonaliNSémet e resul ting m xture

was extract ed,

filter

ed,

and concentrated at

5565 C

und¥rycBngsogneiicSemenavasought a azehigesedwripnedisinggshoh of Kyung-dong

mariBF g Bl MO My SRR tyhelind 28 il

extr

use i %ﬁe experiment.

And Yheldeisd @erbexas milled byfa midl, aye D0Q ST thi@naillled SBPOEMIds Anadii Semen was

ki nd of sol vent

Tabl e 4] Anount of Extraction

put mQ%addtoe ﬁo‘@aé&?’/ﬁ @7het o bd Nghe cthasol-watet(d¢lyl) and stirred at room

temperature for 72h.  Then, the resulting mixture was extracted, filtered, and concentrated at

55~65C under a low pressure, and freeze-dried by using the same method as the Example 1-1

to obtain an extract of Strychnos ignatii Semen (0.59~5.41g)(Table 3: Yields of extracts of

Strychnos ignatii Semen as a kind of solvent).

[Table 4]
Herb Solvent Amount of Wash Extraction | Extraction | Obtained Yield%)
solvent temperature| time |amount(g)
20g 96%EtOH | 160 md 20 ml r.t 3days 0.59 3.0
20g | 85%EtOH | 160 md 20 md r.t 3 days 2.26 11.3
20g 70%EtOH 160 mé 20 md r.t 3 days 3.69 18.5
20g | 50%EtOH | 160 m{ 20 m r.t 3 days 3.88 19.4
20g | 30%EtOH | 160 md 20 md r.t 3 days 4.3 21.5
20g 15%EtOH 160 mé 20 md r.t 3 days 4.96 24.8
20g | 100%water | 160 mé 20 m r.t 3 days 5.41 271

Example 2. Preparation a soluble extract in polar solvent and a soluble extract in non-polar




sol vent tenperature tinme anmount(g) 20g 96%t OH 160 nk
20 m- r.t 3days 0.59 3.0 20g 85%&tOH 160 nt 20 nmt r.t
w@2eane2ds 26 11.3 20g 70%t OH 160 mA 20 mA r . PCBK&2a003/000990

3.69 18.5 20g 50%tOH 160 m? 20 10 r.t 3 days 3. 88

19.4 20g 30%t OH 160 & 20 mA r.t 3 days 4.3 21.5 20g

15%t OH 160 m? 20 iU r.t g days 4.96 24.8 20g

100%vater 160 10 20 m? r.t 3 days 5.41 27.1 Exanpl e
solvéht Preparation a soluble extract in polar solvent and

a sol uble extract in non-polar WO 2007/100203

PCT/ KR2007/ 000990 17 solvent 2-1. Preparation of an

exty. ?Clire%%t&’d}l &dn%;;%&%aﬁl!¥ie% H%&a}%()% et hanol extracts
from in 100m of a

di sligl dfefi0%adtbanchrectrB@sifronht Hyetipdndl eachubere dissolved in 100ml of a
epar atory funnel d, ,and m xed strongly, to par at e
distilled ipieF ap ;?9?1192 il s &yssparatfp;oﬁwndr 2R dniad Strongly to
sepaﬁ%a%@c’r nag’ef‘ ahd's h¥ehea e?yefii1 0mIBPHeLan 3\9% it 1ﬁt1ﬁ'?qlet\9ater—layer,
obtain a sol e extract in exanean an 1 nsol ubl e
mixedy anchssipasatedie )obtam a gol@ible Rrrpd imhéxane ahd aminsalubkotxtract in hexane.
sol ubl e in chlorof orm The insol ubl e extract in hexane
(water-1layer) was m xed with 160mL of chloroformto
separate a chloroformlayer and a water |ayer. And,
t he vvater Iayer was added to 160m of chloroform and
. p 3 axtrie O ' on chI orof orm and an

xt r ch or of 2-

LA P (9PEEBbED e anninel SBH, foo b ehioroform to
sepa@sé ﬁ@ﬁlord)ﬂarrﬁ hby% Qh@arvAt¥elaQer | AR }heV\@&emaiy&dw\éé hdlded to 160ml of
onml of ethylacetate to separate an ethylacetate
chloq‘oégr@r, amddnixedde @btaimgeplubknextrachn wgipmforlrmyed apassoluble extract in
added to 140nl of ethylacetate, and m xed to obtain a
bl e extract in et hyl acetate and an insoluble
ext ract in ethylacetate. 2-4. Preparation of an
extract soluble in butanol The insoluble extract in
et hyl acetate (water-layer) was m xed with 40m of

bmﬁ@%reﬁﬁaﬁon of an extract soluble in ethylacetate

chloro

The insoluble extract in chloroform (water-layer) was mixed with 140ml of
ethylacetate to separate an ethylacetate layer and a water layer. And, the water layer was
added to 140ml of ethylacetate, and mixed to obtain a soluble extract in ethylacetate and an

insoluble extract in ethylacetate.

2-4. Preparation of an extract soluble in butanol

The insoluble extract in ethylacetate (water-layer) was mixed with 40ml of butanol to
separate a butanol layer and a water layer. And, the water layer was added to 20ml of

butanol, and mixed to obtain a soluble extract in butanol and an insoluble extract in butanol.

The extracts soluble in hexane, chloroform, ethylacetate and butanol, and the extracts
insoluble in hexane, chloroform, ethylacetate and butanol were concentrated under a low
pressure, and then freeze-dried to obtain an extract soluble in hexane (0.2~0.4g), an extract

soluble in chloroform (0.1~0.3g), an extract soluble in ethylacetate (0.3~0.6g), an extract



separate a butanol |ayer and a water |layer. And, the
wat er | ayer was added to 20nil of butanol, and m xed
wa 2000bo@d a sol ubl e extract in butanol and anPCT/KR2007/000990
i nsol ubl e extract in butanol. The extracts soluble in
hexane, chloroform ethylacetate and butanol, and the
extracts insoluble in hexagne, chloroform
et hyl acetate and butanol were concentrated under a | ow
solutilé @8 Hutatol @E-1LEBNakd @@éﬁ&é&'s@ﬁﬁbteomox%t@f (1.943, t " hb results were
sol ubl e i n hexane %0 , an extract soluble in
showghingFafle Srilhe yield o )(tra(asn scdublne dutpokwisabyest and in non-polar solvent of
. e l,Lacetate (0.3 -0.6g), an extract WO 2007/100203
vari RS 031 G00990 18 bl uble tn but anol (0.8-1. 6g),
and an extract soluble in water (1.5-3.0g). The
results were shown in Table 5 (The yield of extracts
sol uble in polar solvent and in non-polar solvent of
[Tabgg]i ous herbs) [Table 5] Sequentially Amount of
raction Cbtained Herb Yield(% Fractional solvent
sol vent t enpenaht Ao 80 rpe*
Mezb2 i napi s@%%grlr}é]n Chl oro L&%r mﬁ%@éﬁg}i‘g‘_ (r)mtaﬁ%dzdfyze]d(%)
(509t OH Esactiaied sol@t Et splvapet dgerepdrsrepAxunt (g)[1. 37
14— But-anol 400,20 4+nr-t 0.22 2.2 Corydalis-Hexane |
180 Ox2|rHexafe 08 0. 38 TulBOMIGAI Or ofrdt m 160 ORx2 .t 2
D (50%t OH Ethyl acetatel 160 in x2 r. t 1.17 12
Smag‘f%%g%%‘ CHRybfdut anol  40160m20| m- w1t 0. 0D 07| 2.4
(S0PbiHOH-t i dis Hexane 180 m-x2 r.t]10.20 2.0 Seed

Chl % f OrEthyllGéetdte X2 1. t140 k21 1 (50%t OH 37 14
XtEChyYScetate 160 m x2|r.t 0.32/3.2 extlract 1Qg
Butanol 40 mé,20 mé r.t 0.22 2.2
. Hexane 180 méx2 r.t 0.08 0.38
Corydalis
Tuber Chloroform 160 méx2 r.t 0.86 2.9
(S0%EtOH | Ehylacetate - 160 méx2 rt 1.17 12
extract 10g)
Butanol 40 m¢,20 md r.t 0.02 0.07
Pharbitidis Hexane 180 méx2 r.t 0.20 2.0
Seed Chloroform 160 méx2 r.t 0.11 1.1
(S0%EtOH | Ethylacetate 160 méx2 rt 0.32 3.2
extract 10g)
Butanol 40 m¢,20 md r.t 0.81 8.1
Strychni Hexane 180 méx2 r.t 0.06 0.6
Ignatii Semen | Chloroform 160 méx2 r.t 0.87 8.7
(SO%EtOH | Ethylacetate 160 méx2 r.t 0.52 5.2
extract 10g) -
Butanol 40 mg,20 md r.t - -

*r.t means room temperature.

Example 3. Preparation of mixtures of herb extracts of the present invention

3-1. Preparation of a mixture of the extracts of Sinapis Semen, Corydalis Tuber. and




Butanol 40 0 ,20 mA r.t 0.81 8.1 Hexane 180 i0x2 r.t
0.06 0.6 Strychni Ignatii Senmen Chloroform 160 1n~x2
WO 240700873 8. 7 (50%t OH Et hyl acetate 160 i 0x2 PCT/K&22/000990
5.2 extract 1 Og) Butanol 40 0,20 10 r.t - - *r.t
means room tenperature. Exanple 3. Preparation of
m xtures of herb extracts gf the present invention
3-1. Preparation of a mxture of the extracts of
PhargitidipSeedSenen, Corydalis Tuber; and WD 2007/ 100203
PCT/ KR2007/ 000990 19 Pharbitidis Seed The 50% et hanol
extracts obtained fromExanple 1 were m xed by the
I atFHass5 @ ' ' arel r :
of s A, cHafigl ARt he O D S AR e 1o B atios of the
extracbolb¥ina@0 Samern ; thd @xBact of Toriddlis Tuldy::3hd extdt af RharBit@lisiSeed to be

@0, 3510 1 weight Jin wei ght (W w) to prepare 3-1. A
30:1 -._113@?-]13}9_-\_11\@1,26-%;19,18\5;1¢BE3,(~W§D 31'-1_']a§'81g ;w_ﬁlgét(w{vm tgprepare 3-1-
A, 3B RS 3- 812 3- PESPALRLAPS- 106 a8 nfllIXd MiGuRb, the
extracts of Sinapis Semen and Corydalis Tuber The 50%
et hanol extracts obtained fromExanple 1 were m xed by
the ratios of the extract of Sinapis Semen and the
extract of Corydalis Tuber to be 10:1, 3:1 and 1:1
wei PNt Preparatidii SHH HWEYE of theRix@RaE BF StdipASerred afkl @8R dalis Tuber
3-2-C as mllTed mxtures. 3-3. Preparation of a
m xkher ¥%fethanel extractscabdainéd Somabkamsletewemmdixed by the ratios of the

extra}gﬁ?I §ﬂ$§g§%ﬁﬁ,&%@§%%&% Iﬂ-é-eh%t%gggﬁég%%)q Zz%(blteggg h? lﬁﬂéghnaen% 1:1 weight in
weigBi (W atto sitpdst BaPAs3-3eBRAd 3Ctal enifl¥d hdahredf .

Pharbitidis Seed to be 30:1, 10:1 and 3:1 weight in
wei ght(wWw) to prepare 3-3-A, 3-3-B and 3-3-C as
m 1] ed, m xtures, 3-4 . Preparationcef a. nixture,of

Qf Stnagp

O O ToPhat o G Seed .

50%btet $0 Qthaast Eafic 4igbd @dnf QMBI ANRER thixeBIHY the ratios of the
m xed by the ratios of the extract of Corydalis Tuber =

extraghelf $inapis Semee ondthemptiagiof ifdiosbigdis deedstoghe 3Wp1,110: Band 3:1 weight in

o) b YEREA LRI OB R, 42 2 4

m xture of the extracts of Corydalis Tuber and
Str}ychni lgnatii . ) o
-4, Preparation of a mixture of the extracts of Corvdalis Tuber and Pharbitidis Seed

The 50% ethanol extracts obtained from Example 1 were mixed by the ratios of the
extract of Corydalis Tuber and the extract of Pharbitidis Seed to be 10:1, 3:1, and 1:1 weight
in weight(w/w) to prepare 3-4-A, 3-4-B and 3-4-C as milled mixtures.

3-5. Preparation of a mixture of the extracts of Corydalis Tuber and Strychni Ignatii

Semen

The 50% ethanol extracts obtained from Example 1 were mixed by the ratios of the
extract of Corydalis Tuber and the extract of Strychni Ignatii Semen to be 3:1, 1:1 and 1:3
weight in weight(w/w) to prepare 3-5-A, 3-5-B and 3-5-C as milled mixtures.

3-6. Preparation of a mixture of the extracts of Pharbitidis Seed and Strychni Ignatii

Semen
The 50% ethanol extracts obtained from Example 1 were mixed by the ratios of the

extract of Pharbitidis Seed and the extract of Strychni Ignatii Semen to be 1:1, 1:3 and 1:10



Senen The 50% et hanol extracts obtained from Exanple 1
were m xed by the ratios of the extract of Corydalis
waoienoanms the extract of Strychni Ignatii SeneCI/K&209¢/000990
3:1, 1:1 and 1:3 weight in weight(ww) to prepare
3-5-A 3-5-B and 3-5-C as mlled mxtures. 3-6.
Preparation of a m xture ofp the extracts of
Pharbitidis Seed and Strychni Ignatii Senmen The 50%
weigbt inamaghtéwiw)ao tpsepatet Hibred-6BandEBcérphemillademixturexed by
the ratios of the extract of Pharbitidis Seed and the
extract of Strychni lgnatii Senmen to be 1:1, 1:3 and
1: K7 VbR 0HQ 6 Q0 20 ikt mog)ét%gggp&n%gzsvﬁén&pit Cobydalis Tuber
wei ght wlvv) to prepare 3-6-A 3-6-B and 3-6-C
itidis ndSerschd IgnatiPSemen at i on of a mxture of t he
extr f Sl e r i s, Tuber
phar e e 3R SERRre it Fbla | S ixadebss g atios of the
extrat Bﬂﬂﬂbpz@ Sbidst FeQRrBE T P dths! EP&BEW' t8e dxtWRE Bf PHHHidIY Seed : the
the ratios of the extract of Sinapis Senmen :

t he
extraskof Qeycloti IQertij demes 1T set0:10:4H8, 3QpPdct, 3K3:1: 10 30:3:1:3, 10:3:1:3,

1o G DY 9P 4101408 554,85l ShEEIR RN 570, 3
3-7-33-3:13,:37-E1 8- BF 13-3.G, 3L0:H Oadl3 ¥0as &@1‘1éeﬂrnilxt&es.10 3:1:10

and 3:3:1:3 weight in weight(ww to prepare 3-7-A,
3-7-B, 3-7-C, 3-7-D, 3-7-E 3-7-F, 3-7-G 3-7-H and

<Ex§e ﬂfﬁéﬁlr éggx)gl | ? g} )r(lgl%rlg‘%égeglzxtgre Hg a%lss&yrcglcaﬁg legt[racts of Example 1

Exanple 1 A b| ndi ng assay was perfor med agai nst
Human- ori gi nated 5- HT3 rec&ff)tor for selecting a
A bwérrxgaﬂssa\y(twaécperffa‘medgagafrﬁt umanrQriginatedr 3-kég &gseptor for selectmg a

ok 5, Sy s, E9P RGO GTXBIGRES S8, PRty e

of a hovelpasmointestifid preldagiiosbenainsids selbetivgnfod hl:rFﬁ%nﬁeH@ptrecreptor versus
Pharma. Research, B?é 5), F 375-382, 1999: M yake
humagy 5-H \MbreseniPa P hagne iaserer, 3aanp st Rytklo 9% Mixale et L., Molecular

con Pl A SEAGEARS KA, DL AR R i

amofig dpecikheMek tPhacmacliody, ppp0B48eMOASp- HT3 recept or gene
of sequence list No.1 (HTRO3A0000, UVMR cDNA Resource
Center) was transfected into Cos-7 cell to prepare a
cel{_1 erdL,ane: & sidleyshopi Ng receptor. The menbrane
(protern: 20T1g) was seeded to 96 well plate, and then
an 3-5ldt opeptonbgeine dbfl segaerde list No.1 (HTR03A0000, UMR c¢cDNA Resource

Center) was transfected into Cos-7 cell to prepare a cell membrane of a developing receptor.

The membrane (protein: 20.8) was seeded to 96 well plate, and then an isotope-labeled ligand
and the extract of Sinapis Semen were added to the plate, and mixed. After the plate was
incubated at 25 C for 40min, the radioactivity of the plate was measured by beta radioactivity

measuring instrument (top counter). The inhibition rates were calculated by using the

following Math Figure 1.

[Math Figure 1]

Inhibition ratio(%) = 100-[(searching substance CPM — non-specific binding CPM)/(overall
CPM - non-specific binding CPM)x100]

(*CPM : count per minute)



and the extract of Sinapis Senen were added to the
plate, and m xed. After the plate was incubated at 25
w@2doonoo2@ri n, the radi oactivity of the plate WaSI/KR2007/000990

nmeasured by beta radioactivity measuring instrunent

(top counter). The inhibition rates were cal cul ated by

using the following Math fHigure 1. [Math Figure 1]
Inhibition ratio(% = 100-[(searching substance CPM -

As shown spdablei @ the rxiiravy OCISMdp@OS@mﬂ from@?M%‘Vneﬁhamjamtéﬂ showed the

srongi S1TA519% SPEH RREVEY 108 58G0 MR esc B HFFdoR (R f e extract of

Szna})tts] Bemth FRaL 5% cPaRSPvate]BD dd/af mﬁ@) et hanol - wat er
showed the strongest affinity for 5-HT3 receptor. The

50% i nhi bitive concentration (1C50) of the extract of
[T b?‘l@api s Senen from 50% et hanol -water is 79.2 ug/m
ble 7). [Table 6] Concentration I nhi biti on ratio(%

96%t OH - extract of Si[napi 0 A 3000 o
,ug/niJ 100.6 100 gg/ O 88. ZC&%M ext r Act ﬁﬁiﬁym fatio(%)
b ks _Semen 300 /ig/im- 94, tOH -extract of
9§i/$1%§;[_§ ¥Ba0 05 %W“g‘f 6 Seneﬁ%%é%{%/ mi 98| 3 500& O3
- extracgemén Si napi s 100, ug/ 7 Semen 300 7/ qf
93.0 30%kt OH extract |of 1003@O %@2 3 Si napi S Senlrgg6
300 ag/i nA 79. 3 1I5%t O ex Ct, of 100 jug/mi—33,2
. s S 300, gg/ 1A 57. 210QG0L. oxtrabt of 10084
85% gﬁ rj}‘i inapis Settien
- 300 ug/md 94.3
70%EtOH -extract of Sinapis 100 pg/mé 87.6
Semen 300 1g/md 98.3
50%EtOH -extract of Sinapis 100 pg/mé 73.3
Semen 300 sg/mb 93.0
30%EtOH-extract of 100 pg/mé 52.3
Sinapis Semen 300 yg/ml 793
15%EtOH-extract of 100 zg/m 33.2
Sinapis Semen 300 ug/ml 574
Water-extract of 100 pg/ml 41.1
Sinapis Semen 300 ug/mz 54.9
[Table 7]
Concentration (ug/mf) Inhibition ratio(%o)
10 1.0
30 8.0
50%EtOH-extract
100 60.0
300 89.7




Si napis Senen 300 /ag/inA 54.9 [Table 7]

Concentration (/tg/in) Inhibition ratio(% 10 1.0 30
W@2@718020&t OH extract 100 60.0 300 89.7 WO 20P71/K&E0800990
PCT/ KR2007/ 000990 22 1-2. The extract of Strychni

Ignatii Semen The affinity of the extract of Strychn
Ignatii Semen for 5-HT3 reggptor was neasured by

usi ng the same nmethod as the Experinental Exanple 1-1.

The results were shown in Tables 8 and 9. As shown in

T bles 8 and 9, the extracts of Strychni lgnatii Senen
- he axtrach gbolrhK Uiggmer showed t he strongest

gg;{l{éﬁf?‘é t Bf él(. %&t%ﬁ‘%ﬁ éf? i C%‘?réb)? @(gtSb i Y@ceptor was measured

by udigg éel sanﬁemhod atie FPedibeabl xanaglen - . Thé tﬂe‘lsuEs wega/ ghown in Tables
ncentration_ Lnhibition ratio

Tab| e
8 an é Sdlws& Fla?%bbl%ﬁr 3 and Yo e exstasty of §rxshny Igyafif Semen 7 o 30-85%
/ t y i O:qoree:

etha gm?d'ierlgg E(g %@ggtg?%estgg%n@%(}gg 4. ?ﬁé / g 8@10% G881 5690 inhibitive
concéﬁl%‘&to@-ﬂ-l@g@ ohtie e&fra&tdf)&l:rlynhnﬁgﬁhmaﬂgh@z @ronG 5S0%gladniol -water is 144.9

SIZ %OOO gg/ O 89.0 50%t O+ extract of Strychni 300
ug/m ghlﬁ )-72.6 Ignatii semen 1000 /| g/ mA 87.6

30%t OH extract of Strychni 300 /ag/O 70.8 Ignatii

senen 1000 ug/0 87.5

[Table 8]
Concentration Inhibition ratio(%)
96%EtOH-extract of Strychni 300 pg/ml 77.8
Ignatii semen 1000 sg/mé 79.8
85%EtOH-extract of Strychni 300 pg/ml 70.2
Ignatii semen 1000 zg/md 93.6
70%EtOH-extract of Strychni 300 pg/mé 67.6
Ignatii semen 1000 1g/md 89.0
50%EtOH-extract of Strychni 300 pg/mé 72.6
Ignatii semen 1000 zg/ml 87.6
30%EtOH-extract of Strychni 300 pg/ml 70.8
Ignatii semen 1000 pg/md 87.5
15%EtOH-extract of Strychni 300 pg/mé 60.4
Ignatii semen 1000 pg/mé 80.0
Water extract of 300 pg/mé 66.4
Strychni Ignatii semen 1000 ug/mé 86.1

[Table 9]




159t OH extract of

Strychni 300 /tg/ O 60.

4 lgnatii

senen 1000 tg/mA 80.0 Water extract of 300 aghn.?

W@® 2004/18203/ chni | gnat

ii senmen 1000 ttg/nk 8

6. 1 PCTVRBR@®7/000990

9] WO 2007/100203 PCT/ KR2007/ 000990 23 Concentrati on

(,ag/ nk) Inhibition

40. 0 extract 300 69.

Exanple 2> 5-HT4 re

ratio(%9 30 20.0 50
3 10043 84.3 <Experi
ceptor Binding assay o

% et hanol 100
ment al

f the

extracts of Exanple
agai nst human-ori gi

1 AcoRicRRAteh @8RRY Wa
nated 5-HT4 receptor f

5 PeRhititifratio(%)

or selecting

a herbal extract having affinpty for 5-HT4 receptgy
[ Nagakura Y et al.,| Pharnacol ogy propertigs of a
novedoogagiahel Nt esti nal proki neghg cs benzam de sel eqgye

for human-5-HT4 rec
Phar me€XtRelsear ch, 3

eptor versus human 5-

HT3 receptor.

OL51, pp. 336) 382, 1999

Wngaerdggo.3 vV

et al., dConing and_expression of a humah serotonin
5-HT4 receptor cDNAL J Neurocdi®éfti stry. 69(55), 84.3
pp—1810-1819, 1997} 2-1. The extract-of Corydalis
Tuber 5-HT4 receptor gene of sequence |ist No.2
(HTR0O400000, UVR cDNA Resource Center) was
transfected into Cos-7 cell to prepare a cell nmenbrane

<Expesinentd\EXaopla 2> §ETBptaptor Bihdingasday af ehe(dxtratieiof Example 1 A

20/ a vvassede to. 96 well plate, and then .
bmdmgoﬁsg%'evvﬁ%séq anad; aeaingt human-pHginated sk « ecertgr @Haﬁeie@tmg a herbal

extra-gll%' g%ngggﬁmﬁgﬁ gjalt{gsd Q%L{eﬁfz?% Wﬁ%&urég’de’c@l X %arrﬂctoﬁfg L8 perties of a

novel aghisaintdstinly pakirteties (Heazamidessebeesser fod }hyndmei-ﬁn receptor versus

hum{nﬁ%:-ﬁ%g fr[a(}./?lp%t gze g LS hE o 39%%2%05)@ e\g\)yhg;g}te IV et al,

n
SEITE
Clon‘;ixgét z%trgi’\é SM%B tB)f E'hgﬁfaﬁ sﬁmt&n‘ﬂ?g tHﬁi &%eﬁongNﬂhJ OVSulr 8 hemistry. 69(5),

(sear chi ng substanc
pp.I&th&kﬂsdP??]c b| nd| ng CPM/ (overal |

2-1. The extract of Corydalis Tuber
5-HT4 receptor gene of sequence list No.2 (HTR0400000, UMR cDNA Resource

Center) was transfected into Cos-7 cell to prepare a cell membrane as a developing receptor.
The membrane (protein: 20/g) was seeded to 96 well plate, and then an isotope-labeled ligand
and the extract of Corydalis Tuber were added into the plate, and mixed. After the plate was
incubated at 25 C for 40min, the radioactivity of the plate was measured by beta radioactivity

measuring instrument (top counter). The inhibition rates were calculated by using the

following Math Figure 2.
[Math Figure 2]
Inhibition ratio(%) = 100-[(searching substance CPM — non-specific binding CPM)/(overall

CPM - non-specific binding CPM)x100] (*CPM:Count per minute)

As shown in Tables 10 and 11, the extract of Corydalis Tuber from 50~96% ethanol-water
showed the strongest affinity for 5-HT4 receptor. The 50% inhibitive concentration (ICs¢) of
the extract of Corydalis Tuber from 50% ethanol-water is 43.4 ug/ml.



CPM - non-specific binding CPMx100] (*CPM Count per
m nute) As shown in Tables 10 and 11, the extract of
w@enydal2ns Tuber from 5096% et hanol -wat er  shoREHKRR@7/000990

strongest affinity for 5-HT4 receptor. The 50%

i nhibitive concentration (1C50) of the extract of

Corydal i s Tuber from 50% espanol -water is 43.4 ug/nm.

WO 2007/ 100203 PCT/ KR2007/ 000990 24 [Tabl e 10]
[TabGoHjentrati on Inhibition ratio(% 96%t O+ extract of

Coryda! is 100/ n/ 10.86.2 Tuber 300 fji n/ 99 _§
850&t OH ext ract of Cor ydal Congantrafiovg/ 10 8p. 8 Iniiibiéun ratio(%)
200N i nl U-99- 6 700t OH-ext ract nf Cor \Ir*lnl | s 100 ﬁ/ HAA

YUV T Y7 U/iCoTcAT T ac TOYU 5 uygt

96%Et(’.l)H-aFmaetoﬁO<ﬁyqiztlg/ M 99. 3 1060@MCOH: ext ract of  86.2
Cor ydal 100 ugW 70..5 Tuber 300 /ug/m? B9 7
309t O—t'ﬁ%?fract of Corydal i S000@/Ml. cg/ m B0.0 Tuloexs
300 ttglmA 85.9 15%tOH extract of Corydalis 100, ug/10
853t SH-Rel o flalg/ M 80. 2 1000@/gg/ M 27{ 3 86.8
Wat er-extract of Corydalis Tuber 300 jig/mM 77.2
[ Tabl e Tubel Concentrati on (j3m0Qg/nhi bi tipn rati o(dge
10 22.3 30 37.7 50%ethanol extract 100 65.1

70%EtOH-extract of Corydalis 100 pg/md 81.1
Tuber 300 pg/ml 99.3
50%EtOH-extract of Corydalis 100 pg/mé 70.5
Tuber 300 ug/m 99.7
30%EtOH-extract of Corydalis 100 pg/mé 60.0
Tuber 300 pg/mé 85.9
15%EtOH-extract of Corydalis 100 pg/ml 53.3
Tuber 300 g/l 80.2
100 pg/ml 273

Water-extract of Corydalis Tuber
300 xg/ml 77.2

[Table 11]
Concentration (zg/ml) Inhibition ratio(%)

10 22.3
50%-ethanol extract % 77
100 65.1
300 94.9

2-2. The extract of Pharbitidis Seed

The affinity of the extract of Pharbitidis Seed for 5-HT; receptor was measured by
using the same method as the Experimental Example 2-1. The results were shown in Tables 12

and 13. As shown in Tables 12 and 13, the extracts of Pharbitidis Seed from 50~96% ethanol-




300 94.9 2-2. The extract of Pharbitidis Seed The
affinity of the extract of Pharbitidis Seed for 5-HT3

w0 e@epown3 was neasured by

Experi ment al
Tabl es 12

usi ng the sanme net hpd/ER2401000990
Exanple 2-1. The results were shown in

and 13. As shown in Tables 12 and 13,
extracts of Pharbitidis Segd from 5096% et hanol

t he
WO

2007/ 100203 PCT/ KR2007/ 000990 25 water showed the

wates tshowek she afrdngest gffindty for HTHT& aeeptoar Thd IH0%6 @hibitive concentration
of the extract of

bitive ¢

(ICsob:ﬂgrh& %rra?@f%@@af fl?llgtr#

ST

Bthanelrwater ig 684 w@/mly/ m |
[ Tabl e 12] Concentration I nhibition ratio(%

96%Et OH

extract of Pharbitidis 100 /cg/ mA 61.2 Seed 300 /tg/ mA
90.2 85%t OH extract of Pharbitidis 100 ttg/ nD 53.7

[rabj3 £l

m 67.

300 /tg/O 90.3 70%t OH extract of Pharbitidis 100
Seed 300 /cg/ O 89.8 50%t OH extract of

Pharbitidis lUU cg/m 53.2 ' gl MmN 87¢ 4. . o
30%&t OH extract of Pharbiti ﬁg&fét&h g/ O 47. SInﬁg)été%n ratio(%)
t 5 extr harbitidis 100
96&19@?1!16%2 tﬁgpé%‘égl@oo /tgl mA al%gfé&ré‘“f 100 /1¢/inA 25.%
Wat er exgdgact of Pharbitidi %ﬁ 00 /cglin 4477
[ Tabl e 13] Concentration (/t g? ;1 nhi bi tion ratlo%Q?/g
10114
85%FEtOH extract of Pharbitidis 100 pg/ml 53.7
Seed 300 1g/md 90.3
70%FEtOH extract of Pharbitidis 100 pg/md 67.1
Seed 300 ug/ml 89.8
50%EtOH extract of Pharbitidis 100 pg/mé 53.2
Seed 300 xg/ml 87.4
30%EtOH extract of Pharbitidis 100 pg/mé 47.5
Seed 300 pg/md 52.9
15%EtOH extract of Pharbitidis 100 pg/mé 23.2
Seed 300 g/ml 48.5
100 pg/mé 253
Water extract of Pharbitidis Seed
300 ug/mé 44.7
[Table 13]
Concentration (zg/md) Inhibition ratio(%)
10 11.4
30 20.7
50% ethanol-extract
100 66.0
300 84.9




30 20.7 50% et hanol -extract 100 66.0 300 84.9 WO
2007/ 100203 PCT/ KR2007/ 000990 26 <Experi nent al
wEx@mbeo8> 5- HT3 receptor and 5- HT4 recept or BITIER2®7/000990

assay of soluble extracts in polar solvent and in

non- pol ar solvent of Exanple 2 3-1. Sinapis Senen and

Stryhni Ignatii Senmen The adfinities for 5-HT3

receptor of the extracts extracted from hexane,

<Expgningentd] o xgmpletIry Sdt Bt atceptonradd watidy méepExaBpidng awway eof soluble

exrdgR g0l sl TR PR o B BK SRR, was t he san

as the Experinmental Exanple 1-1, and the extracts
from pol ar solvent and from non-pol ar solvent had the
c oz bnYinenii SemersandviiriichniTighdté Sedien As shown i n Tabl e

t ti hi f
o TiCGPaRr J6 S rhnieeeplon ot Hrta SR BRTRPR) b, chloroform,
ethylagdthte( Yhd vlf'él%é&aGﬁE;(ﬁxﬁ fel @RN&E m&ufcd Wy 2 ﬂin&ingscls%pg%mst human-

Semen 300 ,ug/ O 4.6 | oroformfracti'on of 1
origigged 5-Hilpagrieptose n%hp g@thadcof @q&?mg:nt was the same as the Experlmental

Et hy ce fract of 1 Si na
Exarid? | 50 s g cliatoR ppIRR AT Gnd Tt g Rt FOBeR had the
concShRARINS SEOWRNIBA@bleLgd.M As &8ofnHeX 88l 1ACHE Oéktl%f:t Hfktion) from
[tg/W1.9 Strychni Ignatii Semen 300 ttghn 1.8

chloxofprat wepthemmesaeffediveof 100 /ag/ mA 70.5  Strychni
Ignatii Semen 300 ,ug/ O 90.6

[Table 14]
Concentration Inhibition ratio(%)

Hexane-fraction of 100 wg/md, 1.3
Sinapis Semen 300 ug/mé 4.6
Chloroform-fraction of 100 zg/mé 63.9
Sinapis Semen 300 yg/ml 87.3
Ethylacetate-fraction of 100 zg/mé 59.3
Sinapis Semen 300 pg/mé 79.0
Water -fraction of 100 zg/mé 22.8
Sinapis Semen 300 ug/ml 69.6
Hexane-fraction of 100 zg/mb 1.9
Strychni Ignatii Semen 300 ug/md 1.8
Chloroform-fraction of 100 pg/mé 70.5
Strychni Ignatii Semen 300 ug/ml 90.6
Ethylacetate-fraction of 100 pg/mé 19.0
Strychni Ignatii Semen 300 ug/ml 45.6
Water-fraction of 100 1g/md 6.0




Et hyl acetate-fraction of 100 lag/mA 19.0 Strychni
Ignatii Senmen 300 ug/W45.6 Water-fraction of 100
W0 /00263 0 WO 2007/ 100203 PCT/ KR2007/ 000990 PRIT/KR2007/000990

Strychni Ignatii Semen 300 gg/nk 27.5 3-2. Corydalis
Tuber and Pharbitidis Seed The affinities for 5-HT4
receptor of the extracts exfracted from hexane,
chl oroform ethylacetate and water of Exanple 2 were
conp of experine the [sanme as
t he g&%%?ff ;?%éggnple 141. Asﬂgh%gﬁeln Tabl e 15,27'5
the extract (Traction) from chiorof ormwas the most
effectlve [Table 15] Cbncentratlon I nhi bition

at)do (i e i; 5 iSeqd of 100 /Wrk 0.3 Corydalis

0./1 01
Ubls} o%ngeF 3%%% I-ﬁl# rgfep%g %‘@plegtrﬁﬁ Sxtragied frggy hgxage, ¢hloroform,
ethyl%@&aﬂe%fd' ‘Q/Kteﬂﬁf %xa%bﬁﬂ f&E %Bf'h hfeact TRe th&P BF gféﬁgﬁnen‘[ was the

Tuber 300 , ug/ .7 \Water-fraction o
same34s the E@pqrdmbntzsl E’xﬁnmle 30D As ghovkn 4ib Tdb]ldebéarthe Exlamtl(ﬁ'actlon) from

of. 100 9 Pharbitidis Seed 300 jig/nk 53.8
dﬂog%@mhaﬁﬂﬁ%é%o%e 8H1V6r of orm fracti on of Pharbitidis
Seed 300 /ig/nmk 74.1 100 Yglnk 52.6
[Table 15]
Concentration Inhibition ratio(%)

Hexane-fraction of 100 pg/mé 0.3
Corydalis Tuber 300 1g/ml 21.0
100 pg/mé 86.8

Chloroform-fraction of Corydalis Tuber
300 ug/ml 99.6
100 pg/ml 44.9

Ethylacetate-fraction of Corydalis Tuber
300 pg/ml 79.7
Water-fraction of 100 pg/mé 34.5
Corydalis Tuber 300 zg/md 45.4
Hexane-fraction of 100 pg/mé 41.9
Pharbitidis Seed 300 ug/ml 53.8
100 pg/mé 68.9

Chloroform-fraction of Pharbitidis Seed
300 pg/mé 74.1
100 ug/mé 52.6

Ethylacetate-fraction of Pharbitidis Seed
300 pg/mé 34.2
Water-fraction of 100 ug/mb 48.0
Pharbitidis Seed 300 ug/m, 57.1

<Experimental Example 4> Antagonistic effect of the extracts of Example 1 on 5-HT;



Et hyl acetate-fraction of Pharbitidis Seed 300 jig/nk
34.2 Water-fraction of 100 ,ug/Ink 48.0 Pharbitidis
w®e@d/ 1820 /i g/ nk 57.1 <Experinmental Exanple 4BCT/KR2007/000990
Ant agoni stic effect of the extracts of Exanple 1 on
5-HT3 WD 2007/ 100203 PCT/ KR2007/ 000990 28 receptors
usi ng the colon of guinea pi g An organ bath experi nent
was perforned by using the colon of guinea pig and the
recep@¥isiudiiloShe Eélaﬂbsgﬁ@@g pignol of the Exanple 1 to neasure
the antagonistic effects of the extracts on 5- HI3
An qrg%b@tbrexpgpm@jltewaq\p@formed byTusdng ‘phevqollqrbof guinea p1g and the extracts
frompﬂf% Eﬂ ?f ﬁl@lE)&Blg)flé I1%0 %Kea?&rg %ﬁé oq*&ﬁuc qcfpecys of the extracts on 5-

IC CcO uropean: Jou
HT; E’étmptmc(Bhegy MEBal ,OFhe/ih- Ao plh@ﬁﬂécoldg&mipﬁdfﬂé%f Yagalopride, a novel
rformed to extirpate the colon of guinea pig after
enter@%weag porpRowd: Enropegia.ourpaleofdSharmpeniesy 48) Bﬁ7gn8t3 h2G01).
two stirrup was fixed. The col on was

par al | el
stabilized at least for 30 mn before treated with the

Lapmmmf&, peafa)dngd ackidirpate theeoldnestduditaPlig 4ike T phyxiation.
(the tension before |oading the sample is
the %ﬂmj}ed qﬂ@ﬂn W%B@ﬁ’%le]owo stiaipayasriieds, et hachol i ne (3
M was added to the colon to induce contracti on of the
colon. And, the colon was stabilized for 15m n,
The tasleat\m stabilizet latleasttfondd mih befivek Reatad With alngpé aracts, hll&llgradually the
ame_concentrati on, nsq?&g) ultured for 15m n,

ten51@n i’M colony bacame Ag £t hpm ore d9ading thg é@rgp]@ is Q Qg) For response of
the &%&t@ aﬁt‘:ﬂhgého‘ﬁ% glﬁ] glll}{f)oxkf d t6 I?l?&%ﬂ cﬁﬁgﬁé@&;}lﬁtalaﬁon of the colon,

col on was treate e extract
Andythpealoadyas stabllmeé fhaur Emns‘aemédswah theDexdtakisfto make each sample to have

the sé&x%%}og(? | né}l Tpleefeq_ If(prgll %lhllvigt%r ég u&ﬁ ! é\yplee}p%a % %vas treated

there?@rt‘ﬁb Qﬂhﬁ‘ﬁélon'ﬂf‘sﬂle %lo‘he@%aél%éké’d UldNHed BR &ﬁ?ﬁ‘ Afhs a\zl}e%h?d out, and

shown in the follow ng Table 16. The value o
treatedh avithxthe xtract réeateillyl ©i repaed s‘anmhe 800 Sulvanbkeramingr(5-HT). The

i B AP s et 0 8 3%, B SR rmonin.

HT;} batepehteliReustigl thd Hheth& argtshbfﬁh "ih tﬂegﬁﬂhbvﬁngsﬁam?@ 167 P8 ddlue of ICs,
50% et hanol -wat er was 138 ug/ [T 16]

of thenewthsict o6 rPharitidty feed feors SIG% |eﬁxauo,lewatcnmas a”c?tf( wg/ml, and that of the

extregg 8f g‘rf}fyda ?zg 921@%&“ (gfl) D éﬁ etF@I}%gt\%qer was 7éJ ? ug/ml, and that of the extract

of Strychni Ignatii Semen from an 50% ethanol-water was 138.7 ug/ml.

And,

[Table 16]
Inhibition ratio for a 5-HT induced contract(%o)
) Strychni Ignatii
Concentration | Sinapis Semen | Corydalis Tuber | Pharbitidis Seed
Semen

30 pg/md 44 30.4 73.3 -13.6

100 pg/mé 20.5 59.0 90.0 34.8

300 xg/md 32.5 84.0 93.0 93.0

<Experimental Example 5> Agonistic effect of the extracts of Example 1 on 5-HT, receptors

using the oesophagus segment of Wister male rats



Senmen 30 /.tg/in 4.4 30.4 73.3 -13.6 100 /1g/10 20.5
59.0 90.0 34.8 300 /ag/m? 32.5 84.0 93.0 93.0
woBpaedzoent al Exanpl e 5> Agonistic effect of PEEKR2007/000990
extracts of Exanple 1 on 5-HT4 receptors using the
oesophagus segnent of Wster male rats WO 2007/ 100203
PCT/ KR2007/ 000990 29 An organ bath experinent was
performed to the oesophagus segnent of Wster nale
rats, and the extracts from 50% et hanol of Exanple 1
to ure the agonistic eff ct of the extrac
An g Bidestig S e Thviedioi g PR sedn it o0 WSt make rats, and
the ek{t8cts GOS0 Mhanbl bEELIMME tto %easu&-ﬂ?@ agdhléﬂcté'fféct of the extracts on
har macol ogi cal profile of prucal opride; a novel
S-Hlanteeepswisndhe @Qaém‘pwmdthodBMaSoqhe@lnseﬁldmrmaldootﬁment of Briejer M et al.
Phar coI 0 1:..Sonda S, e
(ThegliPEE ed8iapolia RRRBR 5T nfalbbiger f) Surih Rhisdhlipticy gompound.

Eurdpetih V]@I{Mtﬂ? é@ﬁhcﬁ@b&ﬂbgjy e423emptTang3) 2bo1eGRREP'S et al., Synthesis and
agoni st s. i oorgani ¢ & Medi ci nal Chem st ry, 12,

pharpgcalogical mopertieehepzamidp detivasings anselensive senvtaain ¢ receptor agonists.
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agonistic effects of the extracts on a 5-HT, receptor were measured. The results are shown in

the following Table 17.

The values of ECs, (median effective concentration) of the extract of Corydalis Tuber from
50% ethanol-water was 12.1 ug/ml, and that of the extract of Pharitidis seed from 50%
ethanol-water was 67.4 ug/ml, and that of the extract of Strychni Ignatii Semen from 50%

ethanol-water was 38.8 ug/ml.

[Table 17]

Reactivity by the change of a concentration (%)




The val ues of EC50 (nedian effective concentration) of
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200~250g of male SD rats were bred with supplying standard food and water at 22-
24 C and 60~80RH% (relative humidity %) for 1 week. And, the rats were divided by the
weight, and starved for 24 hours. Each of the extracts were dissolved in physicological salt
solution fixed dosage or Hydroxypropylmethylcellulose (HPMC, 3%), and the solution was
administrated orally to the rats. After 60 min, 10mg/kg of cisplatin (dissolved in
physicological salt solution at 50C and cooled at 37 T at the administration) was
administered to an abdominal cavity of the rats. And, 1.5m{ of semisolid test meal (0.05 %
phenol red solution containing 1.5 % MC) were orally administered to each rat. After 15~ 30
min, the rats were killed to remove the stomach, and the amount of the remained phenol red in
the stomach was measured. The stomach and contents were dissolved in 100ml of 0.1N NaOH

And, 5ml of the
Then, 0.5ml of trichloroacetic acid (20%) was added to the

solution for 20 seconds, and were left at room temperature for lhour.
homogenate was moved to tube.
tube for protein precipitation, and the tube was centrifuged at 2500x g for 20 min. And, 2m
of 0.5N NaOH solution was added thereto as equivalent liquid, and the absorbance was
measured at 560nm (ABSseonm)-
Math Figure 3.

The gastric emptying rate was calculated by the following
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1) The delayed gastric emptying effect of the extracts

[Table 18]
Dosage (mg/kg) Gastric emptying ratio(%o)
Normal - 84.4
Control - 54.6
1 50.7
Sinapis Semen o o7
30 81.7
100 81.5
Dosage(mg/kg) Gastric emptying ratio(%)
Normal - 68.4
Control - 43.2
Corydalis Tuber 1 38.6




Sinapis Senen 30 81.7 100 81.5 Dosage(ng/kg) Gastric

enptying ratio(%
w@orogded20s Tuber

Nor nal -

68.4 Control -
1 38.6 WO 2007/ 100203
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PCT/ KR2007/ 000990 32 10 64.7 30 64.5 100 63.7

Dosage(ng/ kg) Gastric enptying ratio(% Normal -
43.0 1 40.6 3 78.2 Pharbitidis Seed 10

Control -

79. 3

72.8 30 70.3 Dosage(np/kg) Gastric enptying ratio(%

Nor mal -
Senen 10 85.9 30

85.2 Conptrol -

85.4

6808 3 72.3
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learmat i i
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group @0t hout cigplatin and étlte
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B SToTogreaea Sobggaigggﬁg/kg) Gastric emptying ratio(%)
Normal - 79.3
Control - 43.0
1 40.6
Pharbitidis Seed ’ 2
10 72.8
30 70.3
Dosage(mg/kg) Gastric emptying ratio(%)
Normal - 85.2
Control - 68.8
3 72.3
Strychni Ignatii Semen 10 85.9
30 85.4

In the above table, ‘normal’ represents a normal group without cisplatin and the extract of the

present invention, and ‘control’ represents a positive control group with a physiological salt

solution.

2) The delayed gastric emptying effect of the mixtures of the extracts

[Table 19]
Gastric emptying
Mixed ratio Dosage(mg/kg) )
ratio(%)
Normal 90.2
Control 69.0
Sinapis Semen+Corydalis 30:10:1:10 40 69.0




2) The del ayed gastric enptying effect of the m xtures

of the extracts
W@RETNndoEnpt yi ng

[ Tabl e 19]
ratio(% Nor nal

Si napi s Senmen+Corydalis 30:10:1:10 40 69.0 WD
2007/ 100203 PCT/ KR2007/ 000990 33 Tuber+Pharbitidis

Seed 30:10:1:3 40 86.7

+Sty ychni

Ignatii Senen

M xed rati o Dosage(ng/ kg)
90. 2 Cont POI/K&3000/000990

30:3:1:10 40 88.0 30:3:1:3 40 89.0 10:3:1:3 40 88.7

TufbekOPRarbtichSd. 2 | 10:3(01(k1:3 40 |85.9 40:3:1:10 40 867
87.1 3:3:1:3 40 87.8 30:10:1 30 77.7 30:3:1 |30 89.1
SYnghrileaaieteresr ydal | 30101410: 1 30 78. 240 88.0
Tuber +Pharbitidis Seed 10:3:1 30189.0 10:1:1 30 76.9
3:3:1 30 85.6 3:1:/1 303¢8:183 10:/1 10 7#02 Sinapis 89.0
Senen+Corydal is Tuber-3:-12-10-84. % 1:1 10 76.9
Si napi s Semen+Pharhi ti dil@:33031 10 78.2 40 88.7
10:10:1:10 40 85.2
10:10:1:3 40 85.9
10:3:1:10 40 87.1
3:3:1:3 40 87.8
30:10:1 30 71.7
30:3:1 30 89.1
Sinapis Semen-+Corydalis 10:10:1 30 78.2
Tuber-+Pharbitidis Seed 10:3:1 30 89.0
10:1:1 30 76.9
3:3:1 30 85.6
3:1:1 30 79.8
10:1 10 77.2
Sinapis Semen+Corydalis
3:1 10 84.1
Tuber
1:1 10 76.9
Sinapis Semen-+Pharbitidis 30:1 10 78.2
Seed 10:1 10 89.3
3:1 10 77.9
10:1 10 89.1
Corydalis Tuber+Pharbitidis
3:1 10 95.4
Seed
1:1 10 92.5
3:1 10 89.4
Corydalis Tuber+Strychni
1:1 10 90.1
Ignatii Semen
1:3 10 89.9
Pharbitidis Seed +Strychni 1:1 10 88.5




Seed 10:1 10 89.3 3:1 10 77.9 10:1 10 89.1

Corydalis Tuber +Pharbitidis Seed 3:1 10 95.4 1:1 10
wW@®@2003/10@03L 10 89.4 Corydalis Tuber+Strychni 1rAT/K&2007/000990

90.1 Ignatii Senmen 1:3 10 89.9 Pharbitidis Seed

+Strychni 1:1 10 88.5 WD 2007/100203 PCT/ KR2007/ 000990
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Exanpl e 3 were neasured ng sem-s
solugept yi ng rmdel (Cal atayud S, Garci a-Zaragoza E,
Her nandez C, Quintana E, Felipo V, Esplugues JV,
Barrachi na MD. Downregul ati on of nNOS and synt hesi s of
PGs associated wth endotoxin-induced delay in
gastric enptying. AmJ Physiol Gastrointest Liver
<Expgrimensal, EX&ZQXDQ%DQODQBMt@)I aE136)solid @asteie emptfingrd¢leying effect of
ed with supplying standard food and

the e\ﬁ&?‘étﬁo {heﬁeseﬁ{m&ergw& 60- 80RHY% (rel ative humidity %
for 1 week. And, the rats were divided by the

The semi-solid gastric emptying effects of the extracts from 50% ethanol-water in
Example 1 and the mixtures of Example 3 were measured by using semi-solid gastric
emptying model (Calatayud S, Garcia-Zaragoza E, Hernandez C, Quintana E, Felipo V,
Esplugues JV, Barrachina MD. Downregulation of nNOS and synthesis of PGs associated
with endotoxin-induced delay in gastric emptying. Am J Physiol Gastrointest Liver Physiol.
2002 Dec;283(6):G1360-7).

200~250g of male SD rats were bred with supplying standard food and water at 22-
24 C and 60~80RH% (relative humidity %) for 1 week. And, the rats were divided by the
weight, and starved for 24 hours. During the starving time, drinking water was supplied, but
the supplying was stopped 3 hours before the experiment. Each extract was dissolved in
physicological salt solution fixed dosage or Hydroxypropylmethylcellulose (HPMC, 3%), and

the solution was administrated orally to the rat. After 45 min, 2mé of semisolid test meal

(0.05 % phenol red solution containing 1.5 % MC) made by crushing down an animal food
dissolved in water was orally administered to each rat. After 35 min, the rats were Kkilled to
remove the stomach, and the stomach having semisolid test meal weighed. The gastric

emptying rates were calculated by the following Math Figure 4.

[Math Figure 4]
Gastric emptying(%) = [1 — (weight of semisolid meal remained in stomach / weight of

semisolid meal remained in 0 hour’s stomach)]x100
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ConZiPTTRRer R TPHIE et fP IRBIGE AP RGils ol Tyt Tuber and
Stryadiighiasii Sehéromgre Thembsisafifletveabout the gastric enptying

del aying effects of the extracts and their m xtures
were shown in the followi ng Tables 20 and 21. Each

t | e ri ing.del aying effect
%%@&E@S?&Y@% G| Eﬁ%@%f?@%&%& t }%glcc Fss showed t he
nore effective gastric enptying delaying effect

bSﬁTabI e 21) than the extracts. Particularly, the
[Tabls Qlure of the extracts of Corydal i s Tuber and

PharitTdis seed, and t'b(:‘ mxt L/I'lf of —tthe—extracts—of s
Corydal is Tuber ahd SPP§REGHES génatii Se PGS APLYIAg ratio(%)
nost—effective—i)y-The—sem—=sotdgastric—enptying
effec('?onc?i‘o the extfacts [Table 20] Dgsage(ny/ kg)31-u'5
Gastric enmptying ratio(% — Control—=31- 5% 36.3%0 160
36.2 Sinapis Semen 30 47.3 :
10 36.2
Sinapis Semen
30 47.3
100 44 4
Control - 34.1
1 38.7
10 55.6
Corydalis Tuber
30 47.4
100 48.6
Control - 33.0
0.3 35.6
1 : 45.6
Pharbitidis Seed
3 53.2
10 ‘ 37.5
Control - 354




100 44.4 Control - 34.1 1 38.7 10 55.6 Corydalis
Tuber 30 47.4 100 48.6 Control - 33.0 0.3 35.6 1
wa@z06/10par bitidis Seed 3 53.2 10 37.5 Cont rBCT/KR3®7400990
WD 2007/ 100203 PCT/ KR2007/ 000990 36 1 38.4 Strychni
Ignatii Semen 3 42.7 10 53.0 |In the above table,
“control' means control gregp to which a physiol ogi cal
salt solution instead of the extract is adm nistered.
2) The sem -solid|lgastric enptying efffect of thegga
m xtures of extragcts [Table 21 ] Mxed ratio
SoryshjderayliSgineast ric enptying ratiq (9%  Contr4ol7
20.4 30:10:1:10 4048 9 30:10:1:3 40-49.0_30:3:1:10
40 50.8 10 53.0

In the above table, ‘control” means control group to which a physiological salt solution instead

of the extract is administered.

2) The semi-solid gastric emptying effect of the mixtures of extracts

[Table 21]
) ) Gastric emptying
Mixed ratio dosage(mg/kg)
ratio (%)
Control 20.4
30:10:1:10 40 48.9
30:10:1:3 40 49.0
30:3:1:10 40 50.8
L + .
Sinapis Semen+Corydalis 30313 0 : 535
Tuber+Pharbitidis Seed
10:3:1:3 40 52.8
+Strychni Ignatii Semen
10:10:1:10 40 444
10:10:1:3 40 47.6
10:3:1:10 40 48.5
3:3:1:3 40 52.1
30:10:1 30 473
30:3:1 30 51.2
10:10:1 30 48.0
Sinapis Semen+Corydalis
10:3:1 30 494
Tuber+Pharbitidis Seed
10:1:1 30 45.7
3:3:1 30 50.5
3:1:1 30 44.5




Si napi s Senmen+Corydalis 30:3:1:3 40 53.2 Tuber

+Pharbitidis Seed 10:3:1:3 40 52.8 +Strychni Ignatii
w®eooenoes 10: 1: 10 40 44.4 10:10:1:3 40 47.6 ROT/KR2002000990

40 48.5 3:3:1:3 40 52.1 30:10:1 30 47.3 30:3:1 30

51.2 10:10:1 30 48.0 Sinapis Senmen+Corydalis 10:3:1

30 49.4 Tuber +Pharbitidig Seed 10:1:1 30 45.7 3:3:1

30 50.5 3:1:1 30 44.5 WO 2007/100203

PCT/ KR2007/ 000990 |37 10:10:110 45.|/6 Si na@i s 45.6
S@epiiSeenydabidalisuber 3:1 10 .42.7 1:1 10 48.5 | 30:1
10 48.2 Sinapis Sgnmen +Pharbitidis Seedi010: 1 10 47. 527
3:1 107#P¢70 10:1 10 54.5
1:1 10 48.5
30:1 10 48.2
Sinapis Semen+Pharbitidis
10:1 10 47.5
Seed
3:1 10 43.0
10:1 10 54.5
Corydalis Tuber+Pharbitidis
3:1 10 57.8
Seed
1:1 10 44.5
. 3:1 10 48.3
Corydalis Tuber—+Strychni
. 1:1 10 50.3
Ignatii Semen :
1:3 10 40.2
1:1 10 45.8
Pharbitidis Seed +Strychni
1:3 10 49.8
Ignatii Semen
1:10 10 42.9

“In the above table, ‘control’ means control group to which a physiological salt solution instead

of the extract is administered.

<Experimental Example 8> Confirmation of the upper gastrointestinal motility effect of the
extracts of the present invention
The upper gastrointestinal motility effect of the extracts from 50% ethanol-water in

Example 1 and the mixtures of Example 3 were measured.

220~230g of male SD rats were bred with supplying standard food and water at 22-
24 C and 60~80RH% (relative humidity %) for 1 week. And, the rats were divided by the
weight, and the rats were starved for 24 hours. For inhibiting the upper gastrointestinal
motility effect, 1mg/kg of atropine (dissolved in physicological salt solution at 50°C and
cooled at 37 C at the administration) was administrated to the rat’s abdominal cavity. Then,

each extract’s fixed dosage was dissolved in physicological salt solution or
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1 hour, 1 ni of fluorescein isocyanate-| abel ed dextran
(FITC)(used 5mM of FITC solution diluted up to 10

[Mathi FTB&eisP Physi col ogical salt solution) was
admnistered to each rat. After 15m n, autopsy was

1) Hragiwntad flueeeseenics persegment 3 ffldrescaneesif| eneh agorent heverall)x100

2) (?ecz)rntletrqc Qé/n?er £ [92 (fraction of fluorescence per segment X segment number)]/100

The effects of the gastrointestinal motility to each herbal extract and mixtures thereof were
shown in the following Table 22 (The delayed effect of gastrointestinal motility effect of
extracts of the present invention) and Table 23 (The gastric emptying effect in the delayed
model of gastrointestinal motility effect of extracts of the present invention). It was confirmed

that the mixtures of herbal extracts are more effective than the herbal extracts.

[Table 22]
Dosage )
Herb Geometric center
(Mixed ratio)

Control - - 3.46
Sinapis Semen 30 3.62
Corydalis Tuber 30 4.25

A herbal extract
Pharbitidis Seed 3 3.54
Strychni Ignatii Semen 10 3.96




ventriculi to the appendi x was cut equally to 10
pi eces. The tissues were soaked in | nm of
w@heositehdgi cal salt solution, and left in a PCT/KR2007/000990

refrigerator. After 1 day, the fluorescence of each
equi valent liquid was detected. The distribution ratio
of fluorescein isocyanate-igpabel ed dextran in the

smal | _intestine was obtained by using the Math Figure
Ldntrom t he detected values, and the motility|of a 3.32
gastrointestinal tract represented to a geonefric
center to tﬁ‘mapms‘l‘endebutdayydaﬂfs fluorescein
i socyanat e bel e , the sto Nas
separ at ed We[g g ‘40&eﬁ€asure ﬁg%ggfrlc 4.04
enpt yi ng. [I\/bstt,l(} E;‘u ,gcgnﬁm;)l Friaction of fluorescence
per segnment f: escence of leach segnent /
overal |)x 1@91611,%)&3%9@@& gaisenter = [E (fraction of
fl uorescence per segnent segnent 30uBbstl)] / 100 Thes.66
effects of théeyadthavbitidisskeedal | notility to each
her bal extract—and—mxt ures—thereof—were—showrin-the
f ol | owi ng| TablagisSemennaapddised| ef f
gastroi ntestinal mgw')éri ty effect ?8é1<(ﬂ)acts of the-00
Am&?xfré%?he' dppvent i on) and Table 23 (The gastric enptying
eftfect In %}ﬁaﬁ SAL PRAsliaeT| gastrointestinal
rRtradtsty ef extracts of the poes@ni invention)sg
It was confirned tSsady the m xtures of herbal jextracts
are nore ;ﬁﬁe%w%han_ph%hepbai_mpa%s_{labm
22] DosageCotxelalis Gehwiret Pharbitistis er 06é (; rat il o)
Control - 3. 46 §£ 2p| s Senmen| 30 31 Corydalis 4.09
Tuber 30 4.25 A heétf4l extract| Pharbitidis Seed 3
3.54 Stryc] 101 3.96 WO 2007/ 100203
oCT! K200y GORGBES e combrean | 3. @%1:15i napils Senegiee
+Corydal i Ignatii Semen
| Pharbitidis Seed + Strychni
10 (1:3) 3.58
Ignatii Semen
Control - - 3.32
0.3 (3:1) 3.50
1(3:1) 4.09
A mixture of herb| Corydalis Tuber + Pharbitidis
3@3: 3.66
extracts Seed
10 (3:1) 3.66
30 (3:1) 3.58

At the above table, “control” means a positive control group treated with a physiological salt

solution instead of the extract.

[Table 23]

Dosage Gastric emptying

ratio (%)

Herb
(mixed ratio)




Tuber + Pharbitidis Seed + 40 (30:3:1:3) 4.04
Strychni Ignatii Senen Sinapis Senen +Corydalis 30

W@ 3®730@@Y3 3. 66 Tuber + Pharbitidis Seed Si napPGI/B&2w1/000990
+Corydalis 10 (10:1) 3.66 Tuber A m xture of herb
Sinapis Senen + Pharbitidis extracts 10 (30:1) 3.58
Seed Corydalis Tuber + Phajpitidis Seed 10 (3:1) 4.09
Corydalis Tuber + Strychni 10 (1:1) 3.66 Ignatii

Sesmrvl Pharbitidis Seed + Strychni 10 (1:3) 3.5 52.8
Ignatii Senmen Control - - 3.32 0.3 (3:1) 3.50| 1
(3:1) 4.09 A mSingieSeheherb Corydal i 80 Tuber 64.94
Pharbitidils extracts Seed 3 (3:1) 3.66 10 (3:1) 3.66
30 (3:1) 3.58 ACormalisfobe tabl ¢, "conBbol" neans a 75.89
A hedhsi @thtcw%@ax@d wi-th-a physi ol ogical
salt sol yti on Phentbdidis 8¢edt he extract. 3 59.48
Strychni Ignatii Semen 10 65.17
Control - - 48.28
Sinapis Semen +Corydalis
Tuber + Pharbitidis Seed + 40 (30:3:1:3) 70.52
Strychni Ignatii Semen.
Sinapis Semen +Corydalis
30 (30:3:1) 73.63
Tuber + Pharbitidis Seed
Sinapis Semen +Corydalis
10 (10:1) 68.51
Tuber
A mixture of
Sinapis Semen + Pharbitidis
herbal extracts 10 (30:1) 63.58
Seed
Corydalis Tuber + Pharbitidis
10 (3:1) 81.72
Seed
Corydalis Tuber + Strychni
10 (1:1) 73.66
Ignatii Semen
Pharbitidis Seed + Strychni
10 (1:3) 73.58
Ignatii Semen
Control - - 48.28
0.3 (3:1) 71.60
13:1) 82.73
A mixture of | Corydalis Tuber + Pharbitidis
3(3:1) 80.51
herbal extracts Seed
10 (3:1) 73.18
30 (3:1) 64.80

At the above table, “control” means a positive control group treated with a physiological salt

solution instead of the extract.




[ Tabl e 23] Dosage Gastric enptying Herb (m xed ratio)
ratio (% WO 2007/100203 PCT/ KR2007/ 000990 40 Control
W0 200758@28 Si napi s Sermen 30 64.94 Corydal i s TRGEKR3®7/000990
75.89 A herbal extract Pharbitidis Seed 3 59. 48
Strychni Ignatii Senmen 10 65.17 Control - - 48.28
Si napi s Senen +Corydalis Tgber + Pharbitidis Seed + 40
(30:3:1:3) 70.52 Strychni Ignatii Senmen. Sinapis
Senmen +Corydalis 30 (30:3:1) 73.63 Tuber +
Pharbitidis Seed Sinapis Senmen +Corydalis 10 (10: 11ﬁ
68. B¢ follguue prepgration exasmples qanpia asieRImoreppidragist Setfcted from the

. ot S0 1 0: ; rvdal is T ; iy
oo B 1554090 b B Sl SR S S s
Semédt ofythhmiresent invention. But, the preparation examples intended only to explain the

present invention in the concrete manner, and are not intended to limit the scope of the present

invention in any way.

<Preparation Example 1> Preparation of an injectable dosage form

The extracts of Example 1............. 100mg

Sodium metabisulphite ................ 3.0mg
Methylparaben ..........cccccevvevrnenne. 0.8mg
Propylparaben..........cccccceevvveiennn. 0.1mg
Injectable distilled water............... Proper quantity

The ingredients were mixed and made to 2ml of total volume by a method known in
the art. And, the mixture was filled into an ample of 2ml dose, and sterilized to prepare an

injectable dosage form

<Preparation Example 2> Preparation of an injectable dosage form

The extracts of Example 2............ 10~30mg
Sodium metabisulphite ................ 3.0mg
Methylparaben ..........cccocvevvennnnnen. 0.8mg
Propylparaben.............cccoevverveennenne 0.1mg
Injectable distilled water............... Proper quantity

The ingredients were mixed and made to 2ml of total volume by a method known in
the art. And, the mixture was filled into an ample of 2ml dose, and sterilized to prepare an

injectable dosage form.

<Preparation Example 3> Preparation of an injectable dosage form

The extracts of Example 3................. 100~300mg



10 (1:1) 73.66 Ignatii Semen Pharbitidis Seed +
Strychni 10 (1:3) 73.58 Ignatii Senmen Control - -

wa 3002800203 3 (3:1) 71.60 1 (3:1) 82.73 A mi xtRPCEK&R007/000990
Corydalis Tuber + Pharbitidis herbal extracts Seed 3
(3:1) 80.51 10 (3:1) 73.18 30 (3:1) 64.80 At the
above table, "control" nea a positive control group
treated with a physiological salt solution instead of

t he&soRiKinh ffchabisipigd0.// 100203 P64l KR2007/000990 41 The

foll owi ng preparati on exanples contain one or nore
extviaglparsdbect ed. fromthe.. @g@p consisting of
Si napi s Senen, Corydalis Tuber, Pharbitidis Seed and
St rBeopyiparhbgmat.i.l.....Seen..of.. .t éngpr esent i nvention. But,
t he pregaration exanpl es intended only to explain the
pr daisgtablerdigiled oyptérn. . +-he .. conBropeequpatityer, and are not
intended to limt the scope of the present invention
in any way. <Preparation Exanple 1> Preparation of an
I njEetiapledicdaswge migednand ktrdexs 2adbs (@il ¥olanPhbe almethod known in
............ .. 100ng_Sodi um et abi sul phite .
the art.  And, the mixture wag @H@l 1%{1%9]11@&? afpanl dose, and sterilized to prepare an
0.8nmg Propyl paraben
.......................... .... 0.1 nmg Injectable
distilled water ............... Proper quantity The
i ngr.edients re m xed and de to 2m of total volune
<Pre59.r% OB EX BB TORRParAtion tél;r]l%f‘ And, the mixture was
filled into an anple of 2m dose, and sterilized to
prepare an

The extracts of Example 1................ 100~300mg
LactOSe ...ovveenieeiiriieienienvesresirenaens 100mg
Starch.......coceveevienenereeecieneeenreen 100mg
Magnesium stearate ...........cccuveenennn Proper quantity

The ingredients were mixed and made to a tablet by a tablet preparation method

known in the art.

<Preparation Example 5> Preparation of a tablet

The extracts of Example 2................ 10~30mg
Lactose .c..covevecvevennineneceecreeneene 100mg
Starch......ccocveveevvenrenenenennrenieeenenes 100mg
Magnesium stearate ............ccueenen. Proper quantity

The ingredients were mixed and made to a tablet by a tablet preparation method

known in the art.

<Preparation Example 6> Preparation of a tablet

The extracts of Example 3................ 100~1000mg



I nj ect abl e dosage form <Preparati on Exanple 2>
Preparation of an injectable dosage form The extracts
wo@booEsepd e 2. ... ... ... .. 10- 30ng Sodi um et abPG/KRRI0TH00990

............. 3.0ng Met hyl par aben
.......................... 0.8ng Propyl paraben
....................... 43 --.- 0.1 ng Injectable

distilled water ............... Proper quantity The
i ndraetbisent.s..wer.e..m.xed. and. madagt o 2ml of total volune

by

a nethod known in the art. And, the m xture was

fi |Staxdhi.nt.a..an.anpl.e..of..2ml 166sg, and sterilized to

prepare an injectable dosage form <Preparation

Ex Mpgnesm geapigr at-i-on---of - alropay €entty e dosage form

The extracts of Exanple 3 ................. 100- 300ny

WD 2007/ 100203 PCT/ KR2007/ 000990 42 Sodi um

metEi sigtqdintse were mixed and made.to. a tabl@. B1g tablet preparation method

Me
knovy:qr
ng

thylparaben . ... ... .. . . . .. .. 0. 8ny
’é’ﬁij‘? Blraben . ... ... ... 0.1

Injectable distilled water ....................

Proper quantity The ingredients were nm xed and made to
2ml of total volunme by a nethod known in the art.

the mxture was filled into an anple of 2mlL dose,

And,.
<Prepprgtivg Exampledd Rrepgsatigrenta esule nj ect abl e dosage form
<Prﬁféaerx%btg%Exgg%gﬁllgellﬂi..P.f.??arl%L%bm%f a tabl et The

extracts of Exanpre 1770007 .0 T 100- 300ny
Laq_tzée&%e ieterretetedietetettitinnetetettatansanetienane SOIIlg """"""""""
I 00ng Starch

Starch S 50mg - 100|Tg
I\/agneSI umstearate ........... .. ... . ... ... Pr oper

quaalici.L.y.. The..ingr.edi.ent.s.were2nmgxed and made to a
tablet by a tablet preparation nethod known in the
ar tMagipsiaipnstearpién - -Exanpt-e--5> Prapgaauantibh of a tabl et

The ingredients were mixed and filled into a gelatin capsule by a capsule preparation

method known in the art to prepare the capsule.

<Preparative Example 8> Preparation of a capsule

The extracts of Example 2.................. 10~30mg
LactoSe ...coovvrreevienieneineerieninnieennens 50mg
Starch....ccovvveeeierreniereneceeneeeeeens 50mg

AL ..o 2mg
Magnesium stearate .............cooueneen. Proper quantity

The ingredients were mixed and filled into a gelatin capsule by a capsule preparation

method known in the art to prepare the capsule.

<Preparative Example 9> Preparation of a capsule

The extracts of Example 3.................. 100~1000mg

LactoSe covvveeneeieeeiereeiveii e 50mg



The extracts of Exanple 2 ................ 10- 30ny

LaCt 0Se ... I

W@ 09g/10803&r ch PCT/KR2007/000990
............................................... | 00ng
Magnesium stearate ........... ... .. .. .. ... Pr oper

guantity The ingredients were m xed and nade to a
tabl et by a tablet preparation method known in the
ar tStarcRr.epar.at.i.an..Exanpl.e..6> Pdmgparati on of a tabl et

The extracts of Exanple 3 ................ 100- 1000ngy
WO 12180.7/.1:00203 --PCT/- KR2007/.000080 43 Lact ose
.................................... we-+.... 100Ny
St eh([egpesmm stearate ........cccevverncrenens Proper quantity
................................................ 100
nmg Magnesium stearate ....................... Pr oper

quaktiei ingrettieatsi were evixed ond filed intd ratlatinctapside by @ capsule preparation
tahl et by _.a tablet preparation nmethod known in the
methé’a?(."ogﬁr‘%Hﬁraéﬁio\}’ée@%ﬁ’glc@p%e'Pr eparation of a capsul e

The extracts of Exanple 1 .................. 100- 300ny
Lact ose
<Preparation Example. 10> Preparation of liquid formulation. . . . . . . .. 50ny
h
St aﬁ&" extracts of Example 1................  100~300mg = 50ny
tal Scugar ................................................. 20¢g

2 Magnes Stearate ... ;g v e e
Pr gg%‘? quaﬁstﬁketﬁj'y'Th'é"'i"ﬁijf'édTenzt0§ were mixed and filled

| ntlcensorogicdsl.N..capsul.e. by, a PaggvgBaditgparation
met hod. known in the art to prepare the capsule.
<Prigpiedtwaler Exanpl-e--8>- Pr-epQuantityio grekatheapsul e The

extracts of Exanbh &R oturme of the liguid forralatidi fo TONE

50NThe i§§ﬁeﬂféﬁt5 were mixed by a preparing method for liquid formulSati8n known in

2ng  Magnesiumstearate ................. .. .. ...
<Prephalh EXH@APLe 1% Preparation of liquid formulation

The extracts of Example 2.............. 10~30mg
SULAL....ooiiiieirenieccrineere e 20g

Isomerized sugar.........cc.covveveennnnne. 20g

Lemon SPiCes.......ccevuervevriseseerrenans Proper quantity
Purified water.........ccccocveevverennnnnee. Quantity to make the

total volume of liquid formulation to 100mé
The ingredients were mixed by a preparing method for liquid formulation known in

the art, filled into a brown bottle of 100ml, and sterilized to prepare a liquid formulation.

<Preparation Example 12> Preparation of liquid formulation

The extracts of Example 3............ 100~1000mg



The ingredients were mxed and filled into a gelatin
capsul e by a capsul e preparation nethod known in the

W@ea07t1a02p¥ epar e t he capsul e. <Preparati ve ExanptBK®&2007/000990
Preparation of a capsule The extracts of Exanple 3
.................. 100-1000nmg Lact ose

.......................... 45 « v neneenieo.... B0OMy VO
2007/ 100203 PCT/ KrR2007/ 000990 44 Starch
.. .Lemon Spices......c.rimivieimrenan.... Broper.quantity. . . ... ... ... 50ny
talc

Purified water........cccecevveernenenn. Quantity to make the

2nrg|\/lagne5|umst .....
Proper quantity Toggliq;ﬁ)gurﬂé%?felﬁ usl,d\gx%r%néﬂar%o%%lg(?%ﬂ filled

i ntﬂleaingﬁld%i@w&%%iﬂeg t9Ya BrepaRsy hRtHydeRA 1ighidofdrmulation known in

met hod known in the art "to prepare the capsule.

the aztpfilpdinge A brovExbetpe ef 1QmIparpstenlizedrio pfeparecpuliqiid formulation.
formul ation The extracts of Exanple 1

................. 100- 300ng Sugar

pharinaeeutichlbdonvissitivon fof pieventirgiatddrda@ihighatdigastinl HIByT BiRorder, and
i ngredients were m xed by a preparing nethod for

a heglthy flingtipag Fopdisinee ik erswtacilitate agireintestial masidity as eheir HT3 receptor
.and sterilized to prepare a
oo 50RO, Bl P Rlons s

or mu parati on Exanple 11>
Preparation of liquid formulation The extracts of

Example 2 ... .. ....... 10-30 Sugar

. SEQUENCE LISTTEXT 7 S R 20 g
<11d=S0mepzed BRGRT Cos Ltd, v 20 ¢

ENMDN SPT CES . . . . e Pr oper

quantity Purified water
e g e e e e Quantity to nmake the
<12¢%¢ a1 Exteact pbhggbalang thecanenasitiontqopiaiipg thGame The
i ngredients were m xed by a preparing nethod for
liquid formulati on known in
<130> pctP07001-DONG

<150> KR20060019261
<151> 2006-02-28

<160> 2

<170> Kopatentln 1.71
<210> 1

211> 1506

<212> DNA

<213> Artificial Sequence

<220>



the art, filled into a brown bottle of 100m, and
sterilized to prepare a liquid formul ation.
waRepeana: i on Exanpl e 12> Preparation of |i qui BICT/KR2007/000990
fornmul ati on The extracts of Exanple 3............
100-1000mg Sugar
.......................... 46 .......ve...... 20 g
| somerized sugar .............iuiiiiiiiia.. 20 g WO
<223007/ 300203 FH mﬁdmpoooggo 45 Lenon spices
................................ Proper quantity
Purified water .......... ... .. . . . . .. ... Quantity
to make the total volune of liquid forrmulation to 1000
The ingredients were nmixed by a preparing nethod for
<400% quid formul ati on known in the art filled into a

RN T R

extracts of the present |nvent|on or m xtures thereof

may be used as a pharnmaceutical conposition for
geagge ol AICReritas teetacceastactrgtagas caagicngaag iceagiageant 120 t y

di sorder, and a health functional food since it can

facilitate gastrointestinal notility as their HT3

ccgahRRePh@hggR0f dBQREE R gont t'aﬂ_&ttfg@(’éeﬁcf-ﬁca@gml sm
SEQUENCE LI ST TEXT <110> Dong-A Pharm Co., Ltd.

<120> Extract of herbal and the conpositi on cont ai ni ng

R G L AL TRETR

1 <211> 1506 <212> DNA <213> Artificial Sequence
tgtctatgec atcctcaacg tggatgagaa gaatcaggtg ctgaccacct acatetggta 300

ccggeagtac tggactgatg agtttcteca gtggaaccect gaggactttg acaacatcac 360
caagttgtce atccccacgg acageatetg ggtececggac attctcatea atgagttegt 420
ggatgtgggg aagtctccaa atatccegta cgtgtatatt cggeatcaag gegaagttca 480
gaactacaag ccccttcagg tggtgactge ctgtagecte gacatctaca acttccectt 540
cgatgtccag aactgctcge tgaccttcac cagttggetg cacaccatce aggacatcaa 600
catctetttg tggegcettge cagaaaaggt gaaatccgac aggagtgtet tcatgaacca 660
gggagagteg gagttgctgg gggtgctgee ctactttcgg gagttcagea tggaaageag 720
taactactat gcagaaatga agttctatgt ggtcatcege cggeggeccc tettetatgt 780
ggtcagcectg ctactgecca geatcttecet catggtcatg gacatcgtgg gettctacct 840

geeeeccaac agtggegaga gggtctcttt caagattaca ctecteetgg getacteggt 900



<220> WD 2007/ 100203 PCT/ KrR2007/ 000990 46 <223>
Sequence of HTRO3A0000 <400> 1 gctagcgttt aaacttaagc

WO p@gtieeya gctcggatcc accatgctgce tgtgggtcca 6BCT/KR2007/000990

gcaggcgctg ctcgecttge tcctccccac actcctggca cagggagaag
ccaggaggag 120 ccgaaacacc accaggcccg ctctgctgag
gctgtcggat taccttttga ccaagfacag 180 gaagggtgtg
cgccccgt ga gggact ggag gaagccaacc accgtatcca ttgacgtcat
240 tgtctatgcc atcctcaacg tggat gagaa gaat caggtg
ctgaccacct acatctggta 300 ccggcagtac tggactgatg

cticcigpiq Yegttield agacagtant geecagige alcrgtagicateieaitasodd 360
caagttgtcc atccccacgg acagcatctg ggtcccggac attctcatca
atgagttcgt 420 ggatgtgggg aagtctccaa atatcccgta

tgtctaat gtgptapta RoocRcangatany aggtdeaga dticarrDacaagy
ccccttcagg tggtgactgec ctgtagcctc gacatctaca acttcccctt
540 cgatgtccag aactgctcgc tgaccttcac cagttggctg

R e T
gggagagt gg gagttgctgg gggtgctgcc ctactttcgg gagttcagca
t ggaaagcag 720 taactactat gcagaaatga agttctat gt

gcag
SeUILIE ARRRGECCE SE LS eiedareng Fagtepactt gecagagace dd et g
ctactgccca gcatcttcct catggtcatg gacatcgtgg gcttctacct
840 gccccccaac agtggcgaga gggtctcttt caagattaca
cccagtoact etapgegodcaagacypgttg ROt 2 Zgdh0R2aBecag 1200
PCT/ KR2007/ 000990 47 cttcctgatc atcgtttctg acacgctgcc
ggccactgcc atcggcactc ctctcattgg 960 tgtctacttt

ccac t cttcat
g e e R bR R 8 ¢
cctgcttgge tgcgtcacct 1080 ggttctggag agaat cgcct
ctactttg cctga ag cagtcaactt cccagaggcc 40
acca&@%%%ﬁ%%%@%%@%@& ggggg &@g@ggqt%?cggtg%l cat gggaa
accactgcag 1200 ccacatggga ggaccccagg acttcgagaa
gagcccgagg gacagatgta gccctccccc 1260 accacctcgg

gcaaﬁ}%‘gg geraagegderieapgtcgt gedggtrpct geaggcieag tegestgeg t38kcat ccg

cteegtgetg gacaagcetge tattccacat ttacctgetg geggtgetgg cctacageat 1440

caccctggtt atgetetggt ceatctggea gtacgettga ctcgagtcta gagggeccgt 1500

ttaaac 1506
210> 2
211> 1259

<212> DNA
<213> Artificial Sequence

<220>
<223> Sequence of HTR0400000

*452



gcaattcctg gaaaagcggg at gagatccg agaggt ggcc cgagact ggc
tgcgcgtggg 1380 ctccgtgectg gacaagcectgce tattccacat

WO 2@eca0gel g gcggt gct gg cctacagcat 1440 caccctROI/KR2007/000990
atgctctggt ccatctggca gtacgcttga ctcgagtcta gagggcccgt
1500 ttaaac 1506 <210> 2 <211> 1259 <212> DNA <213>
Artificial Sequence <220>,<223> Sequence of
HTR0400000 *452 WO 2007/ 160203 PCT/ KR2007/ 000990 48
<400> 2 gctagcgttt aaacttaagc ttggtaccga gctcggatcc
actagtccag tgtggtggaa 60 ttcaccatgg acaaacttga

<40Gyct akit gt g agttct gagg agggtttcgg gtcagtggag 120

aaggt c tactcacgtt tctctcgac ttatcct tggccatctt
sctaGRRENAE e 1851 itldopusf FORE R G G0 Bacagg
cagctcagga aaat aaaaac aaattatttc 240 attgtatctc
ttgcttttgc ggatctgectg gtttcggtge tggtgatgec ctttggtgece
ttcacgyeg agaapeftapdecigateisaetgigess agastiteastatenstapggdagot gt
tttgtcttgt tcggacatct 360 ctggacgtcc tgctcacaac
ggcatcgatt tttcacctgt gctgcatttc tctggatagg 420
aaggtaptdcugoreacstt eictphde Sitat@ted foboGitdt falbad@@a®d agat gacccc
tctgcgcatc 480 gcattaatgc tgggaggctg ctgggtcatc
cccacgttta tttcttttct ccctataatg 540 caaggctgga

agt4,ncaaccagaac
e e e A e A R 8 AR T
acgccatcac ctgctctgtg 660 gtggccttct acatcccatt
tctcctcatg gtgctggcct attaccgcat ctatgtcaca 720
attgtgfetcdieghtec sentefecie #ftkcastpatteiagacqctiteaieeadYyg caggagectc
ctccgagagc 780 aggcctcagt cggcagacca gcat agcact
cat cgcat ga ggacagagac caaagcagcc 840 aagaccct gt

attgagCcigb c@hagatatgggattgt g geaogpe tiaitgait t@gacaadadt ctttgtcacc
900

ctggacgtce tgctcacaac ggceatcgatt tttcaccetgt getgeattte tetggatagg 420

tattacgcea tetgetgeca gectttggte tataggaaca agatgaccce tetgegceate 480

gcattaatge tgggaggetg ctgggtcate cccacgttta tttetttict ccctataatg 540

caaggctgga ataacattgg cataattgat ttgatagaaa agaggaagtt caaccagaac 600

tctaactcta cgtactgtgt cticatggtc aacaagecct acgecatcac ctgetctgtg 660

gtggcecttct acatcccatt tetectcatg gtgetggecet attaccgeat ctatgtcaca 720

gctaaggagce atgeccatca gatccagatg ttacaacggg caggagecte ctccgagage 780

aggcctcagt cggcagacca geatagcact catcgecatga ggacagagac caaagcagece 840

aagaccctgt geatcatcat gggttgctte tgectetget gggeaccatt ctttgtcace 900

aatattgtgg atcctttcat agactacact gtccctggge aggtgtggac tgctttcctc 960



aatattgtgg atcctttcat agactacact gtccctgggc aggtgtggac
tgctttcctc 960 WO 2007/ 100203 PCT/ KR2007/ 000990 49
WO g@etegort atatcaattc cgggttgaac ccttttctct aPQUERR@U000990
gaat aagtct 1020 tttagacgtg ccttcctcat catcctctgc
t gt gat gat g agcgctaccg aagaccttcc 1080 attctgggcc
agactgtccc ttgttcaacc acaagratta atggatccac acatgtacta
1140 agggatgcag tggagtgtgg tggccagtgg gagagt cagt
gt cacccgcc agcaacttct 1200 cctttggtgg ctgctcagcec
cagt act, tagctcga claga cCCc cgttt 1259 WO
teacis 8 ARG5S CRRHeREGYHFiobBa8e et | LU A VED | S
1. Herbal extracts of Sinapis Senmen, Corydalis Tuber,
Pharbitidis Seed and Strychni Ignatii Semen. 2. The
tttagiagitd edticetent eateoteted tgtdasdatg dgcgetaeceaagatdiec H68Mal extract
is extracted fromwater, a |ower alcohol of Cl-C4, or
a m xed solvent thereof. 3. The herbal extracts of
attctEdgdl %%tg%é@&@tc@a&c@‘éa&&ﬁ@@étg AbERGkatbcRyact €d from
non- pol ar solvent sel ected Trom hexane, chloroform
et hyl acetate, and water. 4. The herbal extracts of
im1 erein the herbal extract is a e of
cuadflef el Ehtobif effleliiel SRR s taf NS s
Tuber 5. The herbal extracts of claim4, wherein the
m xture has the mxture ratio of the herbal extract
cetitggtegrigaispaccsagigacact tagetcaegtistagagggccaetttapic Cbiyal i s
Tuber from1l: 1 to 10:1 weight in weight(ww. 6. The
herbal extracts of claim1l1l, wherein the herbal extract
is the mxture of the herbal extracts of Sinapis
Senmen and Pharbitidis Seed. 7. The herbal extracts of
claim®6, wherein the m xture has the m xture ratio of
the herbal extract of Sinapis Senmen : the herba
extract of Pharbitidis Seed from1l: 1 to 30:1(ww).
8. The herbal extracts of claim1l1l, wherein the herba
extract is the mxture of the herbal extracts of
Corydalis Tuber and Pharbitidis Seed. 9. The herba
extracts of claim8, wherein the m xture has the
m xture ratio of the



herbal extract of Corydalis Tuber : the herbal extract

of Pharbitidis Seed from1l: 1 to 10:1 (ww. 10. The
whegopabo2ext racts of claim1l, wherein the her babCEXKR2@C1000990

is the m xture of the herbal extracts of Corydalis

Tuber and Strychni Ignatii Semen. WO 2007/100203

PCT/ KR2007/ 000990 51 11. §he herbal extracts of claim

10, wherein the m xture has the mxture ratio of the

herWzHA’Eisr(HMIMEDCkSrydaI is Tuber: the her baI extract

S nat.i n from3; 11
Thel ﬁ&yrﬁagrexgﬁ 18 L 1sénaghs ngff”éﬁ”m@ry%’ér@gﬁ’ ﬁfrértﬂ@%aﬁeed and Strychni
IgnafXS&m&t 1S the mxture of the herbal extracts of
Pharbitidis Seed and Strychni Ignatii Semen. 13. The
her bal extracts of claim 12, wherei n the m xture has

IR T T o —

1owetﬁr&@ht>1lof%qm Br&mlﬁed sbivieRt thtreb® (W W) . 14. The her bal
extracts of claim1l, wherein the herbal extract is the

m xture of the herbal extracts of Sinapis Senen,

Tyber and ParbtldlsSe.l The . her
ot el aRbreR 1 el ot B S et ExFL iy pgracted from non-
polafotidhi Scle@td ﬁoﬁlfhetxgﬁe cﬂl%kﬁ@fm ee’ﬂtr}rlg&ftatt?fan@vﬁ@é?' s Senmen
: the herbal extract of Corydalis Tuber : the herbal

extract of Pharbltldls Seed of (1-30): (1-10): 1

6. cts. wher ein
her%l)l‘ he é‘letbalgxtr?c (?tﬁ éat i«w eLeins {1? ﬁ%r%alheé(%fﬁgtl Is 3 pixtyre g? the herbal
extrffs GBI SSSRIMRMd CHYIAR TudeTuber, Pharbitidis Seed,
and Strychni lgnatii Semen. 17. The herbal extracts

of claim 16, wherein the m xture has the mxture rati o

of h Xt r of , Si Senmen her.bal .

oxt athe BRFbRoREn @ Gaifl o WRRRLS S R ors o T Bl ratio of the
herb@t éxtedlnbf Sﬁmpisl Sen@@rm?the heirhte eRehdradf ExbytdEs Toer from 1: 1 to 10:1

Pharbitidis Seed of (1'-30): (1-10): 1 : (1-10)

weighfymayeigh®w/ ). conposi tion for preventing and treating
gastrointestinal notility disorder, wherein the
conmposition contains the herbal extract of any one of
cl a.Mmhe hefbat bxatdetslof chBmalG iwhégein tHedieelshl extiact is the mixture of the

herbal extracts of Sinapis Semen and Pharbitidis Seed .

7. The herbal extracts of claim 6, wherein the mixture has the mixture ratio of the

herbal extract of Sinapis Semen : the herbal extract of Pharbitidis Seed from 1: 1 to 30:1(w/w).

8. The herbal extracts of claim 1, wherein the herbal extract is the mixture of the

herbal extracts of Corydalis Tuber and Pharbitidis Seed .

9. The herbal extracts of claim 8, wherein the mixture has the mixture ratio of the
herbal extract of Corydalis Tuber : the herbal extract of Pharbitidis Seed from 1: 1 to 10:1
(wW/w).

10. The herbal extracts of claim 1, wherein the herbal extract is the mixture of the

herbal extracts of Corydalis Tuber and Strychni Ignatii Semen .



19. The conposition of claim18, wherein the

gastrointestinal notility disorder is a disorder
wo@ediogiteeded from hyperactivity of 5-HT3 receptPCT/KRAI0G/000990

5- HT4 receptor antagonism WD 2007/100203

PCT/ KR2007/ 000990 52 20. The conposition of claim 19,

wherein the gastrointesting notility disorder is a

di sorder sel ected functional dyspepsia such as early

satlileffhe heehah extequisgeiStlaint 10l wheremsthe amik@mkskas the msietudé ratio of the

tiet t , d 1 4 ;oulcerati
B e T B b A i i Fom 3.1 101
(W/“gesophagi tis, paralysis of gastric notility;
constipation; irritable bowel syndrone;

hypersensitive colitis; diabetic gastrointestina

not i disorder: st roi ntesti.na tility disorder

or 1t M s aiedte PERIARah v pore Babs Adfbaherie 35 B bt of the
herb8llx@ &8 be PraRYididik K¥edHnd¥i9ehniQbnardisgmel i ve tract and

myot oni ¢ dystrophy originated gastric intestina
di sorder. 21. A health care food for preventing and

I Mpr0Mh N astrointestinal nogility di.sorder . .

PR P SR TR R RhS B o of
herbéine:@@itd ¥f PHarbiglie8éRNt the 2érbal BRUAR I BroamR 1EARE Shen from 1: 1 to

claim2l, wherein the food is powder, granule, tablet,
1310&‘&’6‘§hl e, syrup or beverage. 23. A nethod for preparing

the herbal extracts of claim 1l conprising extracting

one or nore herbs selected fromthe group consisting

of 1dir ITe Mokt Rix&ade BE R1aifkOr, Ysigdreia thelderbal BX@ddpii$ tH Mixture of the
Seed and Strychni Ignatii Semen by using water, a

LIYyC . g .
herbaldiiacts of Singpisalemen.- Corydeis Tubex eod BsatbivédieSeedk.r om one
to five times at 45- 75C for 65- 80 hours. 24. A
nmet hod for preparing one or nore herbal extracts,

pol k. Thelheshal estpdctdodfeclaixi 1 4CkBerciantie MGRtUBOh& the @hix&RE ratio of the
sol ubl e fex_t racts selected fromt heé?r oup. consi sting of

herba; Gxiigeisofo¥inans Senrgjp y gl hegbaterBrctd £rasydalisi Libge e thedisgbal extract of
Phardifi s RBP4 Aﬂﬂvﬁ;d;)t(sl&;@?rf,(wwpr ising the first step that
e he s

one or no ected fromthe group consisting
of Sinapis Senmen, Corydalis Tuber Pharbitidis Seed

and hni Ignatii .Senen are extracted by water, a,
oukdr T dr SRacs o b WBRPIBAhS herhel EXgRf dndlie Mixture of the
0 i r . b C d , ,y
rrsGOBERPLL BF bR, DS CSAE, 16y PRAALSeBECAR o g
Sem¢n. eat ed sequentially by hexane, chloroform and

ethylacetate to collect extracts soluble in non-polar
solvent; and the third step that the extracts sol uble

I N 1AM BRI cR@ANESTE c18im 1 BewREERHe HhiRr&hS the 8RB e ratio of the
with water, nethanol, butanol or a mxture thereof to

herbalyxdtant efh&npeis Bamer x thealisrbal satrads| of Garygdisakubeio! therherbal extract of
Strychni Ignatii Semen : the herbal extract of Pharbitidis Seed of (1~30): (1~10): 1 : (1~10)

(wW/w).

18. A composition for preventing and treating gastrointestinal motility disorder,
wherein the composition contains the herbal extract of any one of claim 1 to claim 17 as active

ingredient.

19. The composition of claim 18, wherein the gastrointestinal motility disorder is a

disorder originated from hyperactivity of 5-HT3 receptor and/or 5-HT4 receptor antagonism.
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20. The composition of claim 19, wherein the gastrointestinal motility disorder is a
disorder selected functional dyspepsia such as early satiety, pain, epigastric distress, a false
sense of satiety, heartburn, nausea and vomiting; ulcerative dyspepsia, non-ulcerative
dyspepsia; reflux oesophagitis, paralysis of gastric motility; constipation; irritable bowel
syndrome; hypersensitive colitis; diabetic gastrointestinal motility disorder; gastrointestinal
motility disorder originated chemotherapy; and intestinal atresia originated motility disorder of

digestive tract and myotonic dystrophy originated gastric intestinal disorder.

21. A health care food for preventing and improving gastrointestinal motility disorder

Containing a herbal extract of claim 1 to claim 17 as an activity ingredient.

22. The heath care food of claim 21, wherein the food is powder, granule, tablet,

capsule, syrup or beverage.

23. A method for preparing the herbal extracts of claim 1 comprising extracting one or
more herbs selected from the group consisting of dried Sinapis Semen, Corydalis Tuber,
Pharbitidis Seed and Strychni Ignatii Semen by using water, a lower alcohol of C1~C4, or

mixtures thereof from one to five times at 45~ 75°C for 65~ 80 hours.

24. A method for preparing one or more herbal extracts, polar solvent soluble extracts
and non-polar solvent soluble extracts selected from the group consisting of Sinapis Semen,
Corydalis Tuber, Pharbitidis Seed and Strychni Ignatii Semen, comprising the first step that
one or more herbs selected from the group consisting of Sinapis Semen, Corydalis Tuber,
Pharbitidis Seed and Strychni Ignatii Semen are extracted by water, a lower alcohol or a
mixture thereof, filtered and concentrated to obtain herbal extracts; the second step that the
herbal extracts of the first step are treated sequentially by hexane, chloroform and ethylacetate
to collect extracts soluble in non-polar solvent; and the third step that the extracts soluble in
non-polar solvent of the second step are treated with water, methanol, butanol or a mixture

thereof to obtain the herbal extracts soluble in polar solvent.



