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[13] In sonme enbodi nents, the ratios by weight parts of the crude nedicines
are: Radi x Polygoni Multiflori 158, Senen Zi zi phi Spinosae 270, Fructus
Mori 165, Ganoderma 135, Bul bus Lilii 80, Rhizoma Anemarrhenae 110, Radi x
Salviae MItiorrhizae 125, Flos Chrysanthem 118, Poria 80, and Fl os
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Cor’rpOSI[ﬁ] Ofk some embodiments, said pharmaceutical composition is prepared from crude
medicines of the following ratios by weight parts: Radix Polygoni Multiflori 150-270,
Semen Ziziphi Spinosae 145-275, Fructus Mori 160-255, Ganoderma 80-135, Bulbus Lilii
75-160, Rhizoma Anemarrhenae 50-110, Radix Salviae Miltiorrhizae 120-200, Flos
Chrysanthemi 45-120, Poria 75-145, and Flos Albiziae 165-288.

[13] In some embodiments, the ratios by weight parts of the crude medicines are: Radix
Polygoni Multiflori 158, Semen Ziziphi Spinosae 270, Fructus Mori 165, Ganoderma 135,
Bulbus Lilii 80, Rhizoma Anemarrhenae 110, Radix Salviae Miltiorrhizae 125, Flos
Chrysanthemi 118, Poria 80, and Flos Albiziae 280.
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[23] In sonme enbodi nents, the nmethod for preparing the pharnaceuti cal
conposition conprises the follow ng steps: a) Radi x Polygoni Miultiflori,

Rhi zoma Anenarrhenae and Senen Zi zi phi Spi nosae are wei ghed according to
the ratios by weight parts, 6-12 tinmes amount of 30% 70% et hanol is added;
heat under reflux is perforned for 1-3 tinmes, with 1-3 hours each tine; the
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b) selected and cl eaned Fructus Mri, Poria, Ganoderma, Radix Sal vi ae

MItiorrhizae, Flos Al biziae and Flos Chrysanthem are wei ghed according
the ratios, 11 tines amount of water is added to extract twice, with 1.5
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extract, readﬂ}omléﬂSltl%’e c) selected and cleaned Bulbus Lilii is weighed
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phar meEERY bagt We%%&@se and3tp biyse Laleesmis dgl Neamagmﬁma&ﬁe»amrm ng to
t he prdesleeitl suhfatenttalonpayater,bsiliechmidivixédee padl tho liker Sospending nagests inakidedi ng

manmal goly e eirdidoyie N wiTBid crysRIiRN téRllofR!  sOEHFEd) §gab,| ﬁ?&r%xyﬂoﬁﬂeﬁleﬂf 1

adm ni 5§ {d%E Oan‘Pf tﬁeheh]? ar&&f%?%é ¢ cl ”ps?érbﬁ ?em esent

i nvent I g ﬂ reo (f 3 rac ltroners
accor dvA &&ysrqpﬁ Ry erlgHescopng Hie H‘B; eetﬁﬂﬁ@ argwe Uy of the
di seasaépargierrﬁersa¢r0$ﬁeabdlhmc@mcbhmatgrglymdwmm anda@@ lakﬂd dhoring lagewd t he
pat i erhcludhewphanidregRutaridls &efMRes| PleQitvabeorifting tp@rab&ﬁ; Wegssi@tacidyvent i on

can be,agimy 'Bbﬁ*zto%{ edoiic ‘é@fd QP Qi@@%}fé?édéﬁﬁgﬁl%@?nﬁg% HrBlidtd! A rhexddine" al .

i nj ection n ansder ma mnistfation, etc. The
adm n|a§‘ftf"f§t Fyfp cﬂ.’]lgaﬁ’?ilyfh% %he pharmaceutical conposition accordi ng to the

presen e det C
oxanp tn! Mg ﬂa%fx&e%ﬂceﬁ Ocoﬂlgm?ﬁl%b NEr %ﬁg‘{é“iﬁ ﬁésen?%%{lé%n &aM] %Eﬁ» O on of
t he SLWJV@E‘P“S @Od%e%ha?maraﬂparmqﬁ nar%ms pFn tp Fn@sﬁé}é‘g@%ryé an
pharmaceutical conposition according to the present invention is 14-20

g/ day based on the total weight of thé crude nedicines, and can be taken
once per day or be divided into 2-4 doses per day, preferably 16.8 g/day
divided into 3 doses per day. [34] The terns as used in the present

i nvention have the common nmeanings in the field of traditional Chinese

medi ci ne. [35] Radlx Polygonl NUItirori: POLYGONI NULTIFLCRI RADIX It IS

o, b D r I T T Y 1



[38] Stir-baked Senen Ziziphi Spinosae: the clean Senmen Zi zi phi Spinosae is
taken and baked according to the sinple stir-baking nethod (Appendix Il D
of Chi nese Pharmacopoei a, 2010 edition) to inflate and the color slight
darken. Break to pieces before use. [39] Fructus Mori: MORI FRUCTUS. It is

t he drlgd fruit-spike of Mrus alb V\/mch is_a plant of Mraceae. The
raw mat'8f i%h 3¢ @) fuehledn MaEAY lctilo dgereenih eRepgtaysuPharmagewicabd,  and

dri ed iManuaé eswun forocxaatml@dcamf berrest éaniaferehed. efieye mdtld@ls Bahwdderegalar
GANCDERBnoldgids Fott frepatial, & Pahpio dRsellinsaannaeiyme | sushddmg( bgyss. ex Fr.)
Karst. or Ganodertna si nenseQZhao Xu et hang %Ig%m I?:’O| yggraceae) The
raw mat @8] aThd epahii@cmediodbof thecheblytedithe phandaceudoal\cothpbsicon hesoedigg tarat t er,

at t achegk pREdR hveResh ¢ eg{helfgml tsidppe of the culture matrix; dried in
t he shade or stove at 4 ? Bul busLILI|I BULBUS. It is the dried

fleshy scaljesd@aid efid Ldléaneunmmcnpfowgournwihﬂeb RhidohimAdepieRthinds. afd  Br own
var viri dl’éo‘dﬁb%%heﬁr zlprﬁy%nlégae%e w rh 51%1 f%n 5 rgﬂclaﬁ"d 2aceae
8

Th t t
are stri iR, i3 gﬁ‘f@ftfﬁﬁ i rsﬂmsemro dlgrica (a2

Rhi zoma ArfERer foR éﬁ@@thN\IEWhQF@-IEME em‘—h ZQNNheI qxtruagt is Hilterd, eambitied orith of
Anemar r hershasp heededrod dederBgducedwhreshre, and cphantraedl thial tebti®aelendibieof aw

material is1@Eelkeetadidn aamynfe o%fal%l%lﬁﬂ exfrwgdi/ forQee;fibrous roots and

an o o) fE G f iy | e RS

M LTI ORRHI themi gre waaghed acery W&d? ﬂé?rf&“%ﬂ?dr?éﬂé% Sal vi a
m | ti orr hiazwuByel watdi lshaddsd do @kamt fof 1EhbinssaithThe haaws wadhetimal thes

col | ect ed ekfra@$ filgred) combitkt) and esMR¢EFatbd QI EPitlve dRASltyd6f Sdut 1.164115F! 0s
Chr ysant heyg m%@!@?@ btghgg eduk ekﬁ r}%a(g;%rﬁgé)l tul um of Chrysant herrum
e

nmorifoliu sl t.ae e raw materi al
coll ectedS ﬁglg%f’%ﬁ’é %}é@ é‘rlst"ﬁ31 Flm@ntoftp‘f)qusnﬁn Brruﬁléfdl i n

shade or Bytoparidagoiol00dn¢stdready fieiseun after being fuming and steaming. It
i s classi fdi elee alostm] ‘eBejdt obtdifdulinstep d)GHROIqueodektrabloodgtey bpasditdi g t o

di fferent b%@t‘ 'otf' Bﬁlb% IHM)dd-b‘ffzhhéﬁ1 1ﬁ‘n§eﬁlad)' At Elﬂﬁedtéﬂ RS O&§S faﬂglaﬁgﬁ hods.

45] P t
(Sehw )" I\/%P?mpria—tgrﬁdj%gpépaé‘? PR e TS AR S BTt b s 1y 1 n
July to Séft edremoved fromsoil, piled up to the surface wetted, then
spread [29) tThe psapafaioe nththabof tRe bt of the phetneacalitidal peapositior acevidid ®©s appear

and i NieGReddRt iAVerRARRERISH, confiRedihe gdlldwink BRpghade, it is known as
"Fulingge"; or the fresh sclerotiumis cut and dried in the shade,

accor di ng a) Gelevted pokit tlemssd RadiwnPalygomiuMulgibordnRhizosha” Auboaghdsat "and [ 46]
Fluf).sbfd. g‘sébzﬁfﬁ‘el /é?%h&l @Em%h%mphf Sbﬁo&é&%@%ﬁ%éﬁ(@i&c@ cﬁ%%% I%OsN E(Z;'t 2 o
Jsunny day Bao(ri.%fsl%njré% \é\% hh?%e nfigofﬁ@lu '8 peﬁg ecf‘s%?ﬁ Tor ‘é?‘i‘% hE ﬁ1 Kesun

wi t hout dEF%Wme pdding TRetimem amenynnd eHrasEae foral dopes a%ﬂiecﬁc‘éﬁ timé present
i nvent i onadding Béines phmoethritiextmetiig foohdbuChhanesecnatfitered] combliinedwitht h t he
same or Sktibhdire€dvetddogider athcad lprdsfigs CalBE Qlck@taté® W & clafle Q@nsgzqgessed in

accor dance 1yt [y G0k g0Al & 0 9@8&;;{5%1@0 0%, b1 @ }vteh.ogf"ne i nese

¥a‘3f %g
mat eri al

exanpl e, %ﬁ%ﬁll% qﬁ&}%&%ﬂ rvtcm 1\491.“1 %%rha 1?5 a brasMildgrriizas x
Pol ygoni NestAlbizned andddossehpmamheiplaie Splgiﬁéaﬁ@cmdmgbéler @pbsacéd times
sti r - bakegm&eiresT Watzgt phaddSpitoesagst taliddheughl Sheued tadhaiinesthaldxhcett Re

[ epl acenehjicdgy cl%bﬁfeat Sha! E@}M@ﬁ&a b, ENRIANIuBR P%OQ{ HoR-1 43¢y all

bel ongs t nt % resent | X anot her aspect,

t he preseﬁ‘ft WHQ%CE? 62) ’ptP(S’\? a&l‘é% Hrees %’?tratc agleafO’hléP@eutl cal corrp05| tion for

t he treat peteleckd angecleangd tytusokilii nlfswmihad agapidiap 40 thi teopeand crishedi t ude,

and/ or sommwdamﬂlmaiealﬁgsmdyffom:wst and knees, etc. [49] In another

23 ﬁgg}s g MEthB rfﬁé%twdewﬁﬁhm@ il $ighed Erpytbﬁ%f iUsRe@fintb hee 9&2{11?@13%‘1"[ ;ﬁ S} or

o h rel i G e R B R BrapRlapifohic Oélﬁ[m%%%ﬂ?ﬁagﬁdﬁw%

provi des #hihenyepsr cxtast tOrfe%qpnghtareoﬁpra HhiQE, STAAYIBE Zambtioned.S

adni ni st emagrgesivne stoh@tenmcdded afitr grango sizingMmixmga tabddtiimntind 8eating arb
cdded efi ny ik

i nsomi a. performed.



[51] The functions and indications of the pharmaceutical conposition
according to the present invention are supplenenting kidney and
invigorating brain, and nourishing heart to calmthe nind, and is used for
insomi a which is caused by insufficiency of heart and kidney and the
synpt ons, t hereof inc]ude sleep disorder sl eep onset insomi a,

non- deep® M}@ppr%&tmnmeﬂa\ﬂa?’éﬁhﬁgdece%ws§9vtée drleampesyticalt €ompRsERfhani ed
wi t h ammesilag tdithe preses, inpaltiont@iipoises: IRwslsi Polyeonisdubiflesis Semdn\iéiziphess of

wai st apthdshe e3uctud BRH, TagodBs EBLILLOVEN! RIGRohE A%@ﬁl@hﬁ%eb}{a(?k@aﬁﬁ%)r WJ
Yilingy mg . FER Gy ARG BoRR A 190 | Aﬁbema@a? Sbicfie®X 09&1[%1 Hot the

tradltlona nese thth

cl i ni c&Riqse léced| ip g @ﬂébé’éari?féél aéfq%ffpﬁﬂm ystttﬁa@ tll h”e §‘§ilrﬁ¥t36 Fg F(?Psorml a,
such asurfaresheascrude nridpesss, arp abpiedafior @A;401 memit¢su degoctlr fon Sdx4amdnutesak ness

of wai stteabéllikpend, fileired; wassieddiyd i ggmuﬁﬂlm eRCyveRfthd @it topRarfkded@ay can be
i mproved, &1 &6GhMELY delRld heds: §g‘ﬂfl h@?&ﬁa b%ﬁh ﬁlt&%&eé}{d' oy pwo fi kiRtdes e

fol |l ow n%[ 43 es are provil ded he | ustra’tlon of preparing the
phar ma@EUTA" 4% onposi ti on according to the present invention, but t hey do

|
ot |1y Ui, SRR AR ST, 1P BT o
t he pré%“é’ﬁ%lmgm/ tpirﬁﬁm(‘aY"sr’(S‘ORﬁBWHH% Ji annao Anshen Tablet) [54] Crude

T I G B B 2 o

Anenar r henae ®BIsehgerushed; Zé@“ MIDIHqSaR RIS Waie Q%Bccpr‘é}ng o dke thiogsant heni
66.7 g; Pori at-120inges aawand)ﬁﬁ)‘%Almi’/(zethmomwadgled Preepandet refhixne phidocmed] 55]  a)

sel ected and fok qanemnd3aghr XexBodorgarith W3 hbfidsOfach tiRhé;z@BBxVAeRY fikgode, and

coarsely crus g he
Catios. 60% e ‘?xgm Hh% ;&g&? ﬁ%&e{b"%?a% g?fu e e%?e? c%ﬁg‘%g{eﬂ gﬁ@d lét,

ti mes anount @ﬁhé%?m %}nfiﬁfal‘ﬁqr’}}é) F?“ir%cﬁ Fq OéH%F ext ract ed for 2
hours, and 8 Wi selectedroandt clehnet Hanabs Weeriadthed, fGanadaens eRedig Sakvireand
extracted forMiltibehizae, Fi@ Abidiacind¥ss Chiysaitkani gomkighed avddriing tdrgieol

d t f
rl eigvir <;5 32?2{1%5{ gg 9§ %%Hﬁteof V%th ﬁoe{aﬁ@ﬂttcf Bhieght ko ﬁsrtﬁh L) fignsity o

t t
[56] b) sel edi¥y i Bhsatiersh i gl (K575 COERPPY CORRRREAS e Xpé[gﬁrdxgsm vi ae
M Itiorrhi zaed0-8bsandichishpdido ohiain dy gquas gstpativendy WEmEswei ghed accor di ng
to the ratios) stlectednesl elemeadt BolbuwdtiBr iswesighdd edcdrdingxtor the trativd,cad Wi t h

1.5 houlrs eac‘clgl‘ésthlearﬁltobbﬁ,d%m@gtmég@sregd foersd. congi ned, and congentrat ed
to a relative ns a ned at 60 t t.ai n wat er
xt ract . r eady. Fonir digBhot %%;&g tasm?dl e G s R e B P e

wei ghed accoraé‘Flﬁ%@ﬁ%eP(H’éderr&ﬂc usd il Qitajagbir stoh © %%ﬁﬂlﬁcutﬁ? Yi‘EﬂB’ler#’étQh, r eady
for use; [58jlld) the fine powder of Bulbus Lilii obtained in step c) was
added l[m]OAulh«@fcmst@ap@@le pofa@er, I @l NBhugiohalssftOtapshie, qd@m aYih&redr dyRiip,

granul ﬁltpg sﬂo&?%eﬁl deffl cﬁgﬁ o@%eatiﬁbggxab&tﬁ%lefon?osﬁ% Szgyg&dﬁfuu%oiﬁ% extract

of st Tesi.u

st ear &S én‘éeajéf@ ? fﬁ?%‘iﬂ zoét?zt ‘?1% C{ﬁ Q}eﬂtfmetsafﬂre@?l% AUt i ng
vere pentpesivies pecosdingi o 96 prainet Bivettionaicd theblaetivy Ongigdisets ébibet ) .
Exanpl ghatmadduapdr edrhpdsitdn tabeordiagst eh®fprédeat pheontiea elnt iac@lrdaepasht i on

accordddﬂgeﬁtfbnghﬁla%g&%ﬂgapn%f%gsl on [59] Crude nedicines: Radix Polygoni
Mul tiflori 158 'g; Senen Ziziphi Spinosae 270 g Fructus Mori 165 g;

Ganode[3m TBS gharBuddausall cdinpost@ord; acBhidapmao AMRMRFdsBRN a8 ehEbh GéanRadi X

Sal e r nd Fl os
A bt o, Sl ﬁz%%s%m@s i m j %fmy Jundll £ el
Pol yg&mmw@ief oRmeegAT SURiTAaRa of AGRHHER O TOg Ugp Chsauad ad

Zi zi pHhe Speseas veniders thei dpveer hesenfvangbe detenminedt b medieal iprastitignerant  of
30% etdeanrdingw@sthaddeaditioheaf 8d subjbet, indldiny et sexdritaol thiodisdast] g@®ral3 hours

each tiarh Jdoh@itex! HBG) Waghd 'A Eemd thecqm@l&eqle%&ttbn@t hﬁ@%haﬁﬁ&%ﬁﬁéa@d under

reduced re

det er i ARE P 6¢<Lﬁ‘lngtt%9b%erﬁea?gwsgfﬁ%1 e aa&@emmf;eé%%]dg? Vool @Ot T )
sel ectedcarigclafiogrel artludersionppercupatqUs, rasdemalntnd IRgdi adnsaistatn,

M | ti ate hltEaedmiiostidh Hrajuescyant e psariaceis@al bempositsre aveirdihg doabeor di ng
to t hgrédhi PFenthd dahFRUAMRURY B varRLE RS iRAdEH oo SHAC thef s?émﬁct i nes,
hours ‘each tine; the extract was filtered and conbined, wth et hanol
recovered under reduced pressure, and®concentrated to a relative density of
about 1.10-1.15 determned at 60C , to obtain aqueous extract, ready for
use;



[62] c) selected and cl eaned Bul bus Lilii was wei ghed according to the

rati os, and crushed into powder of 100 nesh, ready for use; [63] d) the
al cohol extract obtained in step a), the agueous extract of step b) and the
fine powder of Bulbus Lilii obtained in step c) were subjected to dry
granul ati on; appropriate adjuvants were added after granul e si zing; m xed

evenl y diseaset 1o Peieatad.ccenpial hapdurensiition ebthsi sibpeB ciafawncedly( foramngamer
capsul epbjedixatpldesdge oPtleppitaamaauticd] colpogiden ecconding lttet}mkmesmcaw'enmaj

%ggposgé 1000 3 ruasémg?ﬁ@e&&gl \9é1§§t€%ﬁtthé M@@?ﬂe@ﬁmesle@ﬂ]ca@b@qgmg%'lgfbg[tess Vbr
i X uctu [
250 d%}é%)g%e dip mto % 4 gP Et fiay’ P fggraslzy lf-)é; o1 Vlaﬁ%ﬁrﬁﬂegn%oese%ge Radi x
Sal vi aélal(ﬂ I tiorr h| zae 188 g FI os Chrysanthem 50 g; Poria 145 g and Fl os

Al bi P | ect ed d.cl di
Polygorio Ml 1 P R BharenrayepiehBe e & 6o Biar cory s o Son
Zi zi phﬂfaéﬁioﬁ@s@én%rf@ ghed according to the ratios, 12 tinmes amount of

£ P S AL, MOTRDRET Lt ab 8L BORk Wi e
r ecov e of delygoaen cwed!ifiorees Ghiend. ahds exmavetnd mataetﬂxmrnarai waiteit when thensity of

1. 10- 1ichbedietverwithrest; dbth6dilitk, entio alshdipad ks @hiokleaxdd; agd cutrig@diedediforuse;
[66] bhi egcatngqh@}ﬂg dﬁleganed Fructus Mri, Poria, Ganoderma, Radix Salvi ae
|tiorrhi zae, Flos Al biziaea and Fl os Chr ysant hem were wei ghed accordi ng

to t he 86 PQ§paré€5 RaRS ROBUMi Offupverlael é“f@ LagdRd t UEIyFPORI f Q4Exti mes, 2
hours eag PHRH? sNEe gf&%&%& f%@l%c{@}%%{& ol a;l; P'E‘i‘lc‘éé’gfg%ésaéfed to a
ueous

rel atiye d &I rp

xt - ncRadi Ry My RO ayegaken gridgRied uehty hieh A FTY Plle

wei gheéFe‘éngorf@ﬁth@ t(dppendix alli Bs 0 aﬁblné&?m%éﬂnamp@e%o@@é@ ghitid0oimewh, ready
for usepprop®i¢ nohfeirbes @intaing] urel theajwicedbtaiansdd bn cateputateantiihemaeiodous

%? reagEApgentaiexgptrg)of shds ?hﬁﬁﬁh%oﬁ&éw ezm@fedﬁwn? Wad kichin it QRIRI d}%@ea&rgltgt ggsgé
b 5 @124 A %ﬁﬁ?%%wt'ﬁ%#ae%at}eawﬁe g a iR Ca gl 4t gt i St P

phar na NCSHYSRA QUt dHO sliesr AdrliiedolQ ke blsele bean isjusedetor every 1084 O ude
medi ci sless (}Raa:hsx oPBhygigdhilyddni Multifioii. P2pargtiorSawrtnddor bjakk bSpi ndsad 0163 g;

Fruct U%})M&Ek béafd 96 tafeBm Qﬁil@raﬁaa ﬁ)pﬁate%&k'ﬁ of-Whatel islddied; bdRBAZBIR hours

Anenar { | %ﬁg a§<9ut913 @che a\dhl%%n fsé@ae%ﬂs uge%?ea gei 8 San };g@Pt hem 45
gel Egiégogﬁao g'l’té%i’r?é’é? @dw dmce Mﬁ‘tniﬂ?lp‘éff éﬁq% Hégi}gﬁﬁ’déw&e and

coar seisypbtaingshed Senen Zi zi phi Spi nosae were wei ghed according to the
ratios, 10 times anount of 50% et hanol was added; heated under reflux to

ext r act3HoSememigighi $m@05é$‘<tzlgéffﬂ/\§§w@$4@r5§é4w t B e theadind fReesedrafd under
r educediziphes suinéq Bl eonceinbsat(@dnge) Huret dfi Y€ Mensiltigh o al pl@t of15

det er NRAGEnRLadAHe ri éfeof iR Ak tobaeh @ 1RXbfcdgiiumh @38 YaflPwiHRe; the pdlkk b)
sel ectaqlqi tﬁ@%e‘ﬂ' é&%tr&ﬁo!/vet?idd ldl?l% thecéﬁHOder ma, Radi x éal Vi ae

M Itiorrhizae, | Zi ae an rysant hem were wei ghed accordi ng
to thesgt selsbakﬂea gehi@ﬁ%%ﬁp 1n9§ae"\ﬁlree€:'iea‘ﬁ’a§en?éﬁdﬁglpthpSﬁfffbgzﬁqg t4k@h aﬁdhour S;

Ehioe”&%& LadBhaing oI BB SRRERANE) ﬂ@&@@%l}@%tﬁeia@@ GRSt
[72] cfhasmpeapreid ANQ hitiom deringlatenns the el rwa@t\%ik@ﬁe‘arealéébplamgbef@et he

rati oyseand crushed into powder of 100 mesh, ready for use;

[39] Fructus Mori: MORI FRUCTUS. 1t is the dried fruit-spike of Morus alba L., which
is a plant of Moraceae. The raw material is collected from April to June when the fruits
turn red, and dried in the sun, or dried after steaming briefly.

[40] Ganoderma: GANODERMA. It is the dried sporophore of Ganoderma lucidum
(Leyss. ex Fr.) Karst. or Ganoderma sinense Zhao, Xu et Zhang, (Fam. Polyporaceae). The
raw material is collected all the year round; removed from foreign matter, attached rotten
wood, sand or lower stripe of the culture matrix; dried in the shade or stove at 40-50L.

[41] Bulbus Lilii: LILII BULBUS. 1t is the dried fleshy scale leaf of Lilium lancifolium
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[73] d) the al cohol extract obtained in step a), the aqueous extract of
step b) and the fine powder of Bulbus Lilii obtained in step c) were
prepared into oral solution according to conventional nethods (Chunlin CAQ
Pharmaceuti cs of Traditional Chinese Medicine, Shanghai Science &

Technol ggy, Press, ~1st Edition in Novenber 1986, 8th printing_in October
1993: tﬁ”g”fyr éb’%?f%‘ﬁ’”n’gtb%\olﬁof"ﬁrmlﬁr"é’[’glzlﬁ’l”tﬁqkﬁﬁ or Aws purmium gy, V‘f%c}bbt ai n
10000 riire plaats of dlilincean , Thatraw matersal di speaeddn bytub® anld washed omtlahasrale  t he
pr esentledvay etstriibed b red diteh BB Hingi Wik foRafHomengla@aned. Mul ti fl ori 225 g;
Semen Zi zi phi Spinosae 163 g; Fructus Mri 220 g; Ganoderma 83 g; Bul bus
Lilii 1M2]gRhikha cmemAndemact Hattded RRHGNARaRIM K (Bdl vitde thd diedothidunzeaef 190 g;
Fl fﬁ gﬂ%fz%gi%@ﬁ{asﬁilﬁ)agloicg&rB%& ,1|Jv§ic9 %néj pga{n@%gpﬂrilﬁbgéaéeﬂiiz %agl- mgfeﬁQﬁRF]s?‘t' on
met hod: . e nd_cl ea I X Pal ygoni 1 fl.or i zoma
Anemar rcﬁléi nae, Hg n‘éit%l%lcr)1 ag}s g‘il%tgrc rrﬁ%lﬂ‘é%in ErgrrrrleRﬁ1 awih E%%é ga§§ [ snocl})féI éitéle\(}\éll’leth\é/’\/esluah ed
accor di8gWR3s t MeosHMug=or rgmoygd-dam ouisy Hesugs a cdtif &ifolidwas added; heat ed

under r 0 tragt .for. 1. rs; f conbi ned
wth et AahdtediE sah e atinglids SAIRLE MLdLoRRZE, AR it kAT

rel at i vethgelist ggotgnd thizemg of Salyia rsiltierniige Bge.cvbiichtipaplanaphLabisehol heext r act |
ready frow masaial ifcolpctb]d irseplriag toe dutamat, cineaeé drobr sodl, asd dded., Pori a,

Ganoderma, Radix Salviae MItiorrhizae, Flos Al biziae and Fl os Chrysant hemi
wer e welddhddosacebysginteemio CHER ISAMIEMASFEQKedt airothe dfy wapdnlumasofadded t o
ext r aciCrpunigetnumenorifolin@uRareas wHithri; a plat eXCompbsiwesThe tavematkrianid
concenthipdctd fPbachd! Abh Ve ity 106veARY bonlndWeringd Jurld ti‘ﬁr?aaf%r 60C, to
obt ai n agueou ieétirglget re q flor use. éé%ﬂlﬁg ﬁﬁl e(glteS and c\;\ﬁan d Bul bus
Ui DR oF deisd in 806 sy i heing, it apd Steamie, A6 S tidomiss U8 or 100
mesh, reRwy f oponge: and 78fang)u’t pecording Kol diffgienk decalifiesnoh Wodustion egda) |t he
aqueousamationaat professingmdihodsnd t he fine powder of Bul bus Lilii obtained in
step c) were prepared into soft capsules according to conventional nethods
( Chunl ilASICRoriapRERIhJE ia the slried saterpdivm onangeh PadgeonesdiScime JWodh freginai

Sci encBolpdectued| Tgyralkr @aeriallistcoladted atosily il\NOvig b Septk@der, r&hbvddr fromi Ng 1 n

Cet ObGEOi%g)?lS%él up'® 1RE SRALEL WefedTRAROhrERN 10SRE LsuBRSHH&. 1R398SfoR3&7e2a0) . 10

obtain..9 { capsules (0.6.Q.per capsule). ampl.e.6: Preparation of the
o1 ofimiena Rl RS et i ndisB b En SRR T B dn g% SRR i Bont t on
[79] CKRyer e divtinges; ordgifiesipstlorggum ipgpt and) dsicr 1n g1 shadesapgording 50 o

Spi nospetia@ kgowh s tiwmgMani’ add 3Fyingl@aaidder ma 110 g; Bulbus Lilii 75 g;

Rhi zoma Anenarrhenae 75 %; Radi x Sal viae M |tionhizae 150 g; Flos

Chr ysarl#tle fos78lbigiaqoeti it §'LENH ltHsdbe Aripd zifareseencegol ibégpardibr ssinmet hod:

[ 80] apusetewhiel iandlaitedieguiithsie. Pileygoaicoldiéd bh aunny &biszZ@rmmmer

Anemar {HENaR oA iCIAM R, HdUFRAGn BREENwihéuifUaySPI Nosae wer e wei ghed
according to the ratios, 8 tines anount of 40% ethanol was added; heated

under 14f]l Txe tradigdshalaChinéssingReriad nisdtidasoffthe prR&tt ihvdiEion thebexdplael byas
FiltereoiiGomtd Ak Wnbfdsigt 'agaawa. BAROME! & eugiﬂ%gngsdeﬁﬁgﬂpgﬁa%g &es@nd
concentrat.e tg.are ative nS|t¥§ 1.10- aiterm.é at to
obt ai nAFEBRBEYISk £PREF Procisey IF ecqrdance Wity TNaRgnal procersinl AR wlied
Fr uct uadibenal Chiicpamatesiabmediss), oRdicitormay of dediiangl GhinpieAdedicinedd onl bi zi ae
and Fl osmph, Radix Pepgonidf dtifled girebe eplaoedbngrdparet RadiaPolpgoni Mdltiflod2 ti mes
amtountaﬂaf S¥ake {Zti%ﬁiggﬂﬂl%gaet GarP Bt :@ﬁlzacédd"‘tw estirma%(éut Seélegozs&ﬁ)t}@%nﬂsaéze t the
extrac e concentrate e iye nsity.of abou
T o° TAeplRE e SRE&Shs BUEGRORBEOLEEY Fhoi By Bl Bl P HE03 skl 28
drugs, they all belongs to the content of the present invention.
[48] In another aspect, the present invention provides use of the pharmaceutical
composition for the treatment of the symptoms of insomnia, amnesia, dizziness, lassitude,
and/or soreness and weakness of waist and knees, etc.

[49] In another aspect, the present invention further provides use of the pharmaceutical
composition for sedation, hypnosis, promoting memory, anti-fatigue, and/or pain relief.

[SO0] In another aspect, the present invention further provides a method for the treatment
of insomnia, which comprises administering the pharmaceutical composition to a patient
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[82] c) selected and cl eaned Bul bus Lilii was wei ghed according to the

rati os, and crushed into powder of 100 nesh, ready for use; [83] d) the

al cohol extract obtained in step a), the agueous extract of step b) and the
fine powder of Bulbus Lilii obtained in step c) were prepared into pills
according to conventional nethods (Chunlin CAO Pharmaceutics of

Tr adi t iVOARINSTRMEese I\/bdl ci ne, Shanghai Science & Technol ogy Pr ess 1st

Edi tion venber 19 8th ri ing in OCctorber 1993: the rati on
met hod ﬁ&? ﬂi?q UNCIoNSeAN ?Eélcé o % ?%WGWE PPPEsifien sccar JSalv

Exanpl @reisenﬂnné@ématamwmfemdnéng kisoey ped wivigoraing ez npandutouciahing bﬁ?p‘b'S] t i on
accor dicalgn tloe i, palheaemr‘sed foreintdrodia WS iCedided B?dnmeSncyRﬁdh@ﬁrtpﬁidy goni

Mul tifl 1 2 =
Ganolcierk%iz‘l éﬁl the W ﬁfe%? 1§Bh5'é)%?e% &QOIﬁeérrrae: %’Cﬁ%}ewg% ﬁ"lg3 é‘d
Sal vi a8 MR os%r% 78& “i %Wa‘??PB‘@ ChW%S&hVGhQFﬁamﬂ% £ ﬁB?QI%p Fl os
Al bi zi agmega dzzipsehainitelion lawsithdm soreles pnd yveakdleate \Malatmddqné%sned Radi x

Pol ygon tiflori, Rhi.zoma Ane ars crushed Senen
Zizip f%%ﬁs%%wem Hebalpechpy ?Fﬂ?e%ser 9@3 it ﬁroﬁ@i I§ReARRIAGHSUNt of
60% et ibaﬁfdl onyihe thegesig exnb&tt@d ofi mlmtradﬂemahféhtmsaam@dlamﬁ i geatBigtinsamsnia,l hour
for eadd combiatibievigx theaclinissh sedultk t Rrig thbs@oedichigidaliy titat ehdrgpaptorRCcever ed

ot o i BOHAS0 995‘?%%&351?2‘31&9{3%5 (800 sdulie] Bhbyes %ﬁ&%éa@?g Jg 10-1.15
el oot S A P AR R L5 i, BB R i e

M I ti ofHest¥sl. Fl os Al bizi ae and Fl os Chr ysant hem were wei ghed accordi ng
to the ratjos. 4 i”res? t.of water was added to extract for 3 tinmes,
with 1.5 & OC—W—‘{—HB—&X@Q-@ES was filtered, and concentrated to a

relati \/[83]?%% fc%’lo%néggﬁﬁfflési%\pe iirovlr’c}e%e{n% n}'o?gﬂe %flus%%ﬁ()% q(%b%r%%h% ﬁl%ueous

extract

wei gheahagggg?%ycﬁbcqrgpqSH@nragp?ngg rige @F%We‘&"?fﬁ’coﬁ Bhidey Bfn"ié‘@lhﬁ?h ready
for usegope Of%]pr@)entlheeraioamnahymw act obtained in step a), the aqueous
extract of step b) and the fine powder of Bulbus Lilii obtained in step c)
were pEsyEPIEd: |Pﬁ?Rﬁr%tl%c‘thP% tahletpfdhe ghusaseiceh eomapesitioneadserking thihsl i n CAQ,
Phar mapestit crsveofion (adshi kniowmads JﬁlnnmeAasvaTlabhet)e Shanghal Sci ence &

Technol ogy Press, 1st Edition in Novenber 1986, 8th printing in Cctorber
1993: M SredraMadicnesnadiv dohygeni Mukitlare20hagtemensaizinds Spinosechiag:n 10000
m  ti nEtuetue MovihR6h gm@snodiesyre hdtegh BylbdOLilil 1QEs; Ritinéai Aeemaktkaiiploe. 78g;

Pr epar RhdiQSaMfiad Mltﬁ%fﬂi'ﬂ%eof%t’h% PRAT CRGSMIGR! 669 Wlrial Q) SCHRY P9 to the
presen lbxzr}\a’e%(g% Crude “nmedi ci nés: Radi x Pol ygoni |vu tiflori 265 g;
Semen Zi zi |nosae 147 g; Fr uctus Mori 250 g; Ganoderma 81 g; Bul bus
Lilii 1581)9? 1?Iﬂ dﬁnemar rhenae 55 g; Radix Salviae MItiorrhizae 188 g;
Fl os Chrysant hem 50 Poria 145 g and Fl os Al biziae 170g. [90]

Pr epar @55 oR) sathed anafbﬁk%eddRaaw PRIyseSs RIBPPirE IRIASEHAA A RehdrhefRN\@At | onal

met hOdc% thsﬂedoé % Cg ogfé 9; reT h%éi %@@Ardl {€ae M? J%:
Shan gha I}EO%P ;ggé E %lsrqeﬁt‘ TSt Wé% Q%o ﬁ%e %i% 8th

printi% £G4 un éﬁ%%tfacaﬁwwet LQ)Hmrea pawéeas66- 170)
and di aided sudhpiirst Omejandektr for Adourserdh Lignes amprelrredtanohwas added
supposfot ak¢y s@fontl éme had rexaacttd dat 1 Clesipotiet ¢:@faca @ rfltehdl, teonibiedpwisent

I nventdipiho] [r&é‘dveﬁfdu dradredigddae gresé%é@' %fgbﬂ&ﬂﬂhtéw bl hfx‘e&yve Jd'%gs&ly oPEMEN

0" o RTINSO B e 1S a8 Hiala] e 28 o 125 g; Flo

R 5t or r hi zae 125 g; Flos

%ma 6?' sl]?i]e% e aﬁglr 'ggeaﬁé’d IfryEh@S MY a?cglgalzﬁgn&ienm[tg%iadf{ eg%p%%gg ds
(cmum EPAIIRN A, 28T Bfos S RA e e RESHLREdD ISt e
Sci encld t&nme@hwt efyvarer e addek topaimetamiden wilbvieirheurs tagetimes the pxirati ng i n

Cct or beas Hi98Rd, tdombiriealpadndt comtefRatbddiof ar redatppodedsitly of pdgeas 1392t .361), 0.5
g per SUPRARMLPEYC, téHIR watdOextf 35@9@&'8?%%601‘ the gel of the

phar rraceutl cal conposition according to the present invention [93] Crude

gedl tcn J}{Q dsjegecaql moalead\éal}gmﬁh@uma%%s @eigﬁlemecl%gmg&b%&ams apd 163 g;
ruc us Lilii g; i zoma
Anemar en%entéé wgeng(Pg (gl%lr i‘orrhizae 190 g; Flos Chrysant hem 45

g; Poriss] 113{1)9h@ﬂ§e boRGer At @‘uﬁhﬁiﬂ:h?(ﬁgamed in step ¢) was added into the container
.



[ 94] Preparation nmethod: 3000 g gel was prepared according to conventional
met hods (Chunlin CAO, Pharmaceutics of Traditional Chinese Medicine,
Shanghai Sci ence & Technol ogy Press, 1st Edition in Novenber 1986, 8th
printing in OCctober 1993: the prepar ati on rret hod for gel, pages 349-350),
and di s ensed by, per container. Preparation of the spray
of the %%ﬁ@éﬁwﬂsc%ig t Eéﬁﬁwgﬁﬁeﬁﬁ géwt@i, H@f %leghqllémg%@iﬂqun\peﬁ%n 8h  [95]
Crude mmdi the nepieoRadkixacPaifysfemib) Muttei §praydd 225019 spregime ngiZindatdn; Gpvnosae
i\63 0; niigneditie dbirhte 2203 Aide@ANBEEF aﬁﬁle&@zﬂi -;c%ﬁlbﬂtlh%laﬁé%gﬁmn feﬁ”a 45
nemarr g; 0s rysant hem
g; Pori ag?ﬁedgtgé)% ¢ HE??S%&N% Eé 6z/fl| Sgl? t%%lt {(;)Q{gr

reparation nethod: 10000 m
spray ‘@%ni@[@@qfrg%rmﬂh@ BagsRleCHMINE Pid r&@@éutl'?!ﬁt Rasitich lé@édrﬂ'lnge@the

Phar rrac%%%rllcrsweo&‘m radi ti onal "Chi nese di ci ne, Shanghai Science

Technolp t|=5res 1st Edition in Novenber 1986 8th printing in Oct ober

1993: 't l%ﬁﬁéh?etdic?&s EJBQCPJI &Yﬂorp@% 4@@ hl@?ﬂlo‘géesmged by

100 m ect.l on

ohar ma BRSSO sqaeﬂ.og?%c ks 3@28 eé%%w e | b | 97
Cr ude r?@d%%hé@e Wkl@el%@nFlowmhﬁsmbpml 11395&9%%&% apd FlqsHbaenos ae
228 g; 2Bbgctus Mori 173 g; Ganodernma 110 g; Bulbus Lilii 75 g; Rhizoma
Anemarrhenae 75 g; Radix Salviae MItiorrhizae 150 g; Flos Chrysanthem 78
g; Poria ﬁﬁe@r@tmmtb@dAl bi zi ae 218 g. [98] Pr epar ation method: 1000

injections were prepared accordin conventio met hods (Chunl i n CAQ,
Phar madéfit id selsetedrand; ¢lpaied) Raskx f@b@%éﬂl@tlﬂ@ﬂ %ﬁ&ﬂgﬁaﬁnﬂsewﬁeée gnd

TechnokogselPrasbed SsmeidiitiploinSpinodsio werb aveigt@d Gicc@tlngploi the irattpsi f togsober
1993:  bheuit E13aPsEthb] MRk haded, Beatbd hedd: iréffux PagasctI6N3 A4R3)3 houFd e
CO”t al pefe: HiX ARG Fw&? ﬁhPfe%p@&ﬂBfn%@ vmh Etjﬂgncﬁergé’(ﬁééanuﬂer fréh’ha@ci‘g guti cal

conposi t| 6n accor S € sarre as
Exanpl 814 COPsEE oL D et e - S P OB S T i A algd
Zi zi phextgst.i eforﬁeuct us I\/br| , Ganoder na, BuI bus Lilii, Rhizom
Anemar r hen Radi x Sa)J viae M I tiorrhizae, Flos Chr sant he Poria and
Fl os Allﬁﬁz{%ées‘?il%‘?t%d vl hdepngd ¢ Srenity Merit hRoriayt 38 Qdéd Salyiag poi | er;

wat er Mibiocadidzd, Flos Atlbigiat iand Flasi Gleysanti®ng weere amgl@dtaheordmg tg uhd waties,of t he
crude medinkkAGHuUnSOLKEE:r Has a&ﬁdrfbreutr@a foRRdingeCPobed cher tualé therutras af ter

gﬁlr:‘:agg’aso?ﬁt rEa'Mar &dmb %‘?e[d wi’éﬁ‘sc}ﬁgrgo ﬁé ertgnd]er r@E& Ilge dnQP
I L or Gurceaitied o RhlVE ki Gt r b i Reatims b %26‘6&1&?&880“500 .
per do%@raCEX%ﬁ‘ﬂpﬂf@rllSﬁ: Pr epar ation of the watered pill of the pharnmaceuti cal

corrp05| ti on accor to t pr esent. i nventio e nedicines: the sane
as Exartptlecr Selp?tégaﬂn t?le%ne Hoys llilomasa‘yelg%qdee%@ag a&&octpéafﬁﬁﬁﬁ»ﬁé‘g

Pol ygoenushdinfoforder oRHI0zoesh, madyrderrtsenae, and coarsely crushed Senen

Zi zi phi__Spi nosae were wei ghed according to the ratios, 8 tinmes anpunt of
60% et KaHoK) sl enhabertraskablaimed iy atep uabghmqlte@%%tfaabpf ftop Bbandthgdises each
time; pdedef Badbuswaidii Hbiatned exl stepanbyane dubjedtéd &t hynghnulatooy eppapiatter

3 educle;ih Wafﬁﬁs’sw&% adelol GeRE L@t SAkklg dflriigé%i] @\Ee)nY)BaI:}d ﬁtlléﬂ(i'nt@&tﬁé lfaslsisulég, tgbt alt n
r a I sel ected and cl eane ruct us
Y RS Kb, 49%%&% Wi a

Mori , ria e MItiorrhizae, Flos Al biziae and Fl os

Chr ysa@izﬁ‘ﬁ[ﬂ‘b 3VWBFBaMEbA BE thedfiRice bpﬂletﬂlaﬁﬁfceﬁﬁédl Q8mpddtibh FRDrd ﬁ?\eﬂ"@heOf wat er

was rsen vr)ﬂ“aCt twce, 1 hour each tine; the extract was Tiltered,
conbi npea OHERHTY at ed, and dried at 75'i , and crushed, to obtain dri ed

agueou ﬁXt @cfetméalaﬁe @d&f» &%6{1%!&{1 XSJSRELS MR 7%91 i ShEBGY if497g; USE;
ey .ZLS 5 M %?ﬂ% g@r o tﬂgs}ﬁ% cgathduggs' the

Radix Salviae Miltiorrhizae 188 g; Flos Chrysantheml 50 g; Poria 145 g and Flos Albiziae
170 g.

Preparation method:

[65] a) selected and cleaned Radix Polygoni Multiflori, Rhizoma Anemarrhenae, and
coarsely crushed Semen Ziziphi Spinosaec were weighed according to the ratios, 12 times
amount of 70% ethanol was added; heated under reflux to extract for 2 times, 2 hours each
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[103] d) the dry al cohol extract obtained in step a), the dried aqueous
extract of step b) and the fine powder of Bulbus Lilii obtained in step c)
were collectively prepared into pills and -15- 1 kg watered pills were
obt ai ned, which were dispensed by 100 g per bag. Pharnacol ogi cal testing
[104] In order to confirmthe activjties of the pharmaceutjcal conposition
accor ditHge e priechvasiaigred ardsnmbined: svithathane} wegevased unster radyeshprassurae

t abl et sindrcopeandrdted do or watiye tdensityeofirbt Ord dl Sodet&xengal & 60 ( herdhtaiafa@hol ef er r ed
to as theaghRedpieutd;cal according to the present invention) were used to
performthe foll ow ng pharmacol ogi cal testing. 1. The sedative effect of

t he phafedhc®utscicaled aandr diemgedt dridtes pMesie nPotiaV &nodenib, 1REXRe Sagandt al

Cl can g iz, PRBSNICERRL 3hd STl SaHE nR: BBl Rk et
Cent er qcs)?} ﬂﬁ%sb%?g%rt %F%%té W(aEiaééencgt)é’ %%ﬁr.a.ct ‘%&;ﬁl Fr ? hfﬁﬁf-aiggﬁfi’ }tie%‘tniaf"i cate
No.: DREM08lesdoromanednend sugentrtedhrior atrslalivefdopsisy micaragy!-40-1¥3 i ng
Resear dhtermiiefl aub®,), tapttiin dfichouegradayeady lfomgsaat i on, 20-23 Ei tenperature,
and 40-60%relative humdity. The m ce were caged, with 6 m ce/cage. The

f eedst Ul6f] fdrsetacted gk clepee B#&Uétleﬂlpé’quewelfgb@g apeasdingdele thy taties,Lasor at ory
Ani mal c@sh¢dkmtopovbel 160 onsineesdydordudehe m ce were provided with sufficient
drinking water. The mce were acclimatized for 3 days. 1.1.2 Experinental
drug [ ﬂgél ditike phrelrareseant obtineddn stediaghe equdoss pxteasé nf stepbeand the f{itehe

t abl et povdéxahpllbusl).ilii dbaadiedvalsesptc) tvaerd sdbfeded toldle ditinddledo ¢bidin 4be chuman
dosagePb%dgr?wgich@JSqﬁg%eggeHg{ @%yperbag. 0.28 g crude drug/kg body wei ght
(standard body wei ght 60 kg)y. I't is prepared into a suspension with 0.5 %
CMC- NaExamlest: Areshraitondoft the ordl RoRifidh BRE) pigtirmateu@iMedonPRiton dcb&dingr m

"cr udet(g{hg%'r'esg f.etstibR the above-nentioned "crude nedicine” or "nmateria
nmedi ca”, and the anount of the "crude drug" refers to the converted anopunt

of the é&qpt@ﬁa@hea@ﬁegﬂimix PSR EbnAVBRETRUDED g Yemdrt zizﬁahﬁ)'sggﬁﬁa%dl dgr@m Cor nu
gﬁr Vi hBtMEH%W '?aqlloéeljronoal Q’ﬁgn Bu&%ls hin ﬂ‘r}l ,Fl%helgc%r‘lg J[A%bxx}agé%aaﬁ%g ge dii,

i zor I er dr|e génge), rucius_ lﬁp ae, an i BlS _
functi X%W%@éfrg‘@ﬁ%:l gvilgs Chrysagthemaft» gaheria Al 3 end Flos ddbizigener at i ng
essencé’&ad reinforcing the marrow, replenishing Q@ and nourishing bl ood;

and it is_comuonly used for neurasthenia, insomia, amesia, dizziness,
| assi t udeProppratignmgtigdact ured by JI LI N AODONG YANBI AN PHARMACEUTI CAL CO.,

LTD, oval Nao.:; 2220224 by SFDA). .clinical,K dosage for adults: 20nl/d,
batch W01 45 agsge an% fg%ﬁ'@%a%% Pagag?%eblvﬁgﬂt}f?%a%@laﬁmﬁ‘@w&heﬂa@ and
benzodfrepi erashedcsamaenadisiohi Shingsad wers weightds dospusing i the satists, 4 héineent r al
ner vousmeys to€50%¢ étkared] iwis cdtedyanrifed sindér @flug a6 exteag €orf 7 Boursj thd exgdat i on to
by i | BfteT LA, GRITRL kbl el M IEAGRA PR, SREAACNRRY ol d 18T A( by
SFDA) ;élesn? ﬁ%ﬁgpgg'l%@erﬁlwﬁi aggpgdgos(gbé%mia&ohglﬁﬁtrtég& \fliﬁf(??dlss;éch time for
hypnosipgy, ﬁﬁdse%e'c?ednghnﬁa%h‘kiah-éd’reﬁf@fuss 4G, Clmg'a?’ ELARRIARY R R a0 :

040101, ,..%L. 1, 3 eri.ment a trynent 1.109]” | nst umen’.%or | ocqQnot or
SRR TNy L RO

act i vi ¥4 Ba1ps apguethefsweter pespdlad forgxtshiutr i3nhowisythe axsdit evrsdiltenetl, Fedhnol ogy
Co., Lcbbeerftrhiddlto AB2ZRAvNdEnste of hismit rloldk- L. 1 ideteyrhined bt dHC acshtaipugadvased from
Met t| esxicdhed RAQy kiskeument s (Shanghai) Co., Ltd. 1.2. Experinental method
1.2.1 The principles for dosage setting

[72] c) selected and cleaned Bulbus Lilii was weighed according to the ratios, and
crushed into powder of 100 mesh, ready for use;

[73] d) the alcohol extract obtained in step a), the aqueous extract of step b) and the fine
powder of Bulbus Lilii obtained in step c¢) were prepared into oral solution according to
conventional methods (Chunlin CAO, Pharmaceutics of Traditional Chinese Medicine,
Shanghai Science & Technology Press, 1% Edition in November 1986, 8" printing in
October 1993: the preparation method for oral solution, pages 477-488), to obtain 10000
ml oral solution, which was dispensed by 10 ml per container.

Example 5: Preparation of the soft capsule of the pharmaceutical composition according to
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[111] In the experinent, the pharmaceutical according to the present

I nvention was set into groups of 5.6 g crude drug/kg, 2.8 g crude drug/ kg
and 1.4 g crude drug/kg, which are equivalent to 20, 10 and 5 tinmes of the
clinical human dosage (0.28g crude drug/kg) respectively. G oup of
Anshenbunao Ye, 13nil/ kg and group of estazolam 2.67 ng/ kg were set,

accor dithgPesE HYepédul ts of prelininary experiment. Mce were di vi ded into

6 di t t e dosage, se s.shown in Table 1.
Fab o noaF HEREF niicidee! RRGR IRLeehoARTISE 20t Bosaiin 2R et Lt
i nvent |F6Wt%M0We2300%,o@m®ﬁr% 83 & Bubhys dfilind Beg:Rloapsa Dosagebenssi ¥ nunber

equi valRedix $aviabdittiomdszaef190Ig; Rlsalhrdoadgeni @6 at Podia G Dppnd F1dEl Abkideont r ol
12 G qugof Anshenbunao Ye 13mil/kg 12 39 Goup of Estazolam

Preparation method:

[75] a) selected and cleaned Radix Polygoni Multiflori, Rhizoma Anemarrhenae, and
coarsely crushed Semen Ziziphi Spinosae were weighed according to the ratios, 12 times
amount of 70% ethanol was added; heated under reflux to extract for 1.5 hours; the extract
was filtered, combined with ethanol recovered under reduced pressure, and concentrated to
a relative density of 1.10-1.15 determined at 60°C, to obtain alcohol extract, ready for use;

[76] b) selected and cleaned Fructus Mori, Poria, Ganoderma, Radix Salviae
Miltiorrhizae, Flos Albiziae and Flos Chrysanthemi were weighed according to the ratios,
15 times amount of water was added to extract for 3 times, 1 hour each time; the extract
was filtered, and concentrated to a relative density of about 1.10-1.15 determined at 60°C,
to obtain aqueous extract, ready for use;

[77] c) selected and cleaned Bulbus Lilii was weighed according to the ratios, and
crushed into powder of 100 mesh, ready for use;

[78] d) the alcohol extract obtained in step a), the aqueous extract of step b) and the
fine powder of Bulbus Lilii obtained in step ¢) were prepared into soft capsules according
to conventional methods (Chunlin CAO, Pharmaceutics of Traditional Chinese Medicine,
Shanghai Science & Technology Press, 1% Edition in November 1986, 8" printing in
October 1993: the preparation method for soft capsule, pages 232-235), to obtain 980 soft
capsules (0.6 g per capsule).

Example 6: Preparation of the pill of the pharmaceutical composition according to the
present invention

[79] Crude medicines: Radix Polygoni Multiflori 165 g; Semen Ziziphi Spinosae 228 g;
Fructus Mori 173 g; Ganoderma 110 g; Bulbus Lilii 75 g; Rhizoma Anemarrhenae 75 g;
Radix Salviae Miltiorrhizae 150 g; Flos Chrysanthemi 78 g; Poria 78 g and Flos Albiziae
218 g.

Preparation method:

[80] a) selected and cleaned Radix Polygoni Multiflori, Rhizoma Anemarrhenae, and
coarsely crushed Semen Ziziphi Spinosae were weighed according to the ratios, 8 times
amount of 40% ethanol was added; heated under reflux to extract twice, 2 hours for each
time; the extract was filtered, combined with ethanol recovered under reduced pressure,
and concentrated to a relative density of 1.10-1.15 determined at 60°C, to obtain alcohol
extract, ready for use;

[81] b) selected and cleaned Fructus Mori, Poria, Ganoderma, Radix Salviae
Miltiorrhizae, Flos Albiziae and Flos Chrysanthemi were weighed according to the ratios,
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2.67mg/ kg 12 27 The pharmaceutical 5.6g Crude drug/kg 12 20 according to
the present 2.8g Crude drug/kg 12 10 invention 1.4g Crude drug/kg 12 5
1.2.2 Method of adm nistration [112] The admi nistering concentrations of
t he pharnmaceutical according to the present invention were 0.08 g dry
owder/m , 0.04g dry powder/nl and 0.02g. dry powder/m respectively; the
gdm’ ni é?é%m%@%g&% @%Wﬁtgf W@h added Ap SKEah Giics. Wih §ooinyrsaash Gingss thy extract
concentwastfdttrdd, qud dénventratedi ta hecladri densityeof abgut bAddnt ditéronnaf ate¥X@zol am

was 0. 1308thiH aqubeurdtkird&grenas fadiRe:ni stered by gavage daily, which is in
accordance w tqh the clinically recommended oral route, for 7 consecutive

days, aj8d] egtwietdnmhslcankd Butiuerkitii ondsyweighed ancdriiidgswv et fatidgyand
crushed into powder of 100 mesh, ready for use;

[83] d) the alcohol extract obtained in step a), the aqueous extract of step b) and the fine
powder of Bulbus Lilii obtained in step c¢) were prepared into pills according to
conventional methods (Chunlin CAO, Pharmaceutics of Traditional Chinese Medicine,
Shanghai Science & Technology Press, 1% Edition in November 1986, 8" printing in
Octorber 1993: the preparation method for pill, pages 248-280), to obtain 900 pills (0.5 g

per pill).
Example 7: Preparation of the tincture of the pharmaceutical composition according to the
present invention

[84] Crude medicines: Radix Polygoni Multiflori 158 g; Semen Ziziphi Spinosae 270 g;
Fructus Mori 165 g; Ganoderma 135 g; Bulbus Lilii 80 g; Rhizoma Anemarrhenae 110 g;
Radix Salviae Miltiorrhizae 125 g; Flos Chrysanthemi 118 g; Poria 80 g and Flos Albiziae
280 g.

Preparation method:

[85] a) selected and cleaned Radix Polygoni Multiflori, Rhizoma Anemarrhenae, and
coarsely crushed Semen Ziziphi Spinosae were weighed according to the ratios, 11 times
amount of 60% ethanol was added; heated under reflux to extract for 3 times, 1 hour for
each time; the extract was filtered, combined with ethanol recovered under reduced
pressure, and concentrated to a relative density of 1.10-1.15 determined at 60°C, to obtain
alcohol extract, ready for use;

[86] b) selected and cleaned Fructus Mori, Poria, Ganoderma, Radix Salviae
Miltiorrhizae, Flos Albiziae and Flos Chrysanthemi were weighed according to the ratios,
14 times amount of water was added to extract for 3 times, with 1.5 hours each time; the
extract was filtered, and concentrated to a relative density of about 1.10-1.15 determined at
60°C, to obtain aqueous extract, ready for use;

[87] c) selected and cleaned Bulbus Lilii was weighed according to the ratios, and
crushed into powder of 100 mesh, ready for use;

[88] d) the alcohol extract obtained in step a), the aqueous extract of step b) and the fine

powder of Bulbus Lilii obtained in step c¢) were prepared into tincture according to
conventional methods (Chunlin CAO, Pharmaceutics of Traditional Chinese Medicine,
Shanghai Science & Technology Press, 1% Edition in November 1986, 8" printing in
Octorber 1993: the preparation method for tincture, pages 163-165), to obtain 10000 ml
tincture, which was dispensed by 10 ml per container.

Example 8: Preparation of the syrup of the pharmaceutical composition according to the
present invention



1.2.3 Experinental period: 7 days. 1.2.4 Detection indicators and detection
nmethods [113] The mce were trained once in the norning, the afternoon and
the evening on the 1st day, for every tinme, the mce were acclinatized for
5 mn after each training, and the nunber of |oconotor activities Wit?i(l’)l 10
m nut es s recorded. 72 ce with_an average nunber of 150-250 tines/1

m nut es 88 r E4dR Faedicipgs: B&H}txl Rqlpeang M‘Htlﬁﬂ‘é 263 e PPREn LIZIMNeSPinRsad 17 &

| oconotlspctas Mori 2@ g; asodeans 8d g1 Budhurs Iafit é58 ghBhizash Awtmaritehaeass gn, the
n ce weReliasglviaealilzaehizr188 diflos @lﬂsise{nﬂﬁnﬂlﬂ(ﬂtg?@oﬁﬁ 149GBI6s AMiJidd Li es

W t hin ];@gm nutes was then recorded. 1.2.5 Statistical nmethod: One-way
ANOVA was perfornmed by using spssll.5 statlstlcal software. 1.3

Experi rrmt] aﬂ’refnﬁﬁﬁ'&;ﬂ %&H@(ﬂ] 10008 Hﬂ”’@%@ Rearagt Q;rcoﬁﬁ'ﬁé b T d e&ionﬁl ce in
compar anod (CRAENCARSP PG ARty %0%%@1%‘&% AR SRS Satihi)

f
(C:Jggggi I 96?18‘\3,“ 6]853’ gfésﬁfhnﬁg@%ﬂrf Diovempgr Wﬁtﬁb%r Brigfing ’é‘c‘aﬁrﬁb@rw%t ivities

of mi céhd ]Prepitretl‘grmmbsdfﬁﬁ)r Hrp, gagosude-1dpyghik dispersse@ b 16 nllpedeordaingl kg of t he
phar maceuti cal accor ding to the present invention were significantly

decr ead@@mppely Rygyaratignp tth%sumﬁﬁltﬂry of {herpheenacgitienl gmpositiainaccpsling o
respectthaaabwmi%xyenmdm group of 1.4 g Crude drug/ kg, the nunber of | oconotor
activities of mce tended to decrease, and the inhibitory rate was 9.7 %
The r esidt Crade medisinesi RadisBlodygeni Wabtiftorp 158 beSernéreéizinti Spiresphafheceut i cal
accor difngtasoMbtiel 651 g CembdémmaerBSi @rBubud higii 80EhRhizha Atan@ilRhad¢l( ¥j ties of

m ce (RuaRrdaldht RALRDHBAPPD5 BEFBE )&%gntiléﬂmﬁ&d P o lF?gsC&fﬂ)Ezﬁ%l 280 n=12)

G oups _Dosages Number of Loco6not or tivities t| mes/ 1 y Rate
% Grou]% of Bl ank

[92] Preparation method: 500 suppositories were prepared according to conventional
methods (Chunlin CAO, Pharmaceutics of Traditional Chinese Medicine, Shanghai
Science & Technology Press, 1% Edition in November 1986, 8™ printing in Octorber 1993:
the preparation method for suppository, pages 352-361), 0.5 g per suppository.

Example 10: Preparation of the gel of the pharmaceutical composition according to the
present invention

[93] Crude medicines: Radix Polygoni Multiflori 225 g; Semen Ziziphi Spinosae 163 g;
Fructus Mori 220 g; Ganoderma 83 g; Bulbus Lilii 113 g; Rhizoma Anemarrhenae 50 g;
Radix Salviae Miltiorrhizae 190 g; Flos Chrysanthemi 45 g; Poria 113 g and Flos Albiziae
178 g.

[94] Preparation method: 3000 g gel was prepared according to conventional methods
(Chunlin CAO, Pharmaceutics of Traditional Chinese Medicine, Shanghai Science &
Technology Press, 1% Edition in November 1986, 8% printing in October 1993: the
preparation method for gel, pages 349-350), and dispensed by 10 g per container.

Example 11: Preparation of the spray of the pharmaceutical composition according to the
present invention

[95] Crude medicines: Radix Polygoni Multiflori 225 g; Semen Ziziphi Spinosae 163 g;
Fructus Mori 220 g; Ganoderma 83 g; Bulbus Lilii 113 g; Rhizoma Anemarrhenae 50 g;
Radix Salviae Miltiorrhizae 190 g; Flos Chrysanthemi 45 g; Poria 113 g and Flos Albiziae
178 g.

[96] Preparation method: 10000 ml spray was prepared according to conventional
methods (Chunlin CAO, Pharmaceutics of Traditional Chinese Medicine, Shanghai
Science & Technology Press, 1% Edition in November 1986, 8" printing in October 1993:
the preparation method for spray, pages 454-466), and dispensed by 100 ml per container.

Example 12: Preparation of the injection of the pharmaceutical composition according to
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Control 240.330.1 G oup of Anshenbunao Ye 13ml/ kg 159.734.2** 33.5 G oup
of Estazolam 2. 76ng/ kg 174.058.9* 27.5 G oup of the pharmaceuti cal
according to the present invention 5.6g Crude drug/ kg 173.350.1* 27.8

the present invention

[97] Crude medicines: Radix Polygoni Multiflori 165 g; Semen Ziziphi Spinosae 228 g;
Fructus Mor1 173 g; Ganoderma 110 g; Bulbus Lilii 75 g; Rhizoma Anemarrhenae 75 g;
Radix Salviae Miltiorrhizae 150 g; Flos Chrysanthemi 78 g; Poria 78 g and Flos Albiziae
218 g.

[98] Preparation method: 1000 injections were prepared according to conventional

methods (Chunlin CAO, Pharmaceutics of Traditional Chinese Medicine, Shanghai
Science & Technology Press, 1 Edition in November 1986, 8" printing in October 1993:
the preparation method for injection, pages 364-4193), Sml per container.

Example 13: Preparation of the decoction of the pharmaceutical composition according to
the present invention

Crude medicines: the same as Example 1.
Preparation method:

[99] Radix Polygoni Multiflori, Semen Ziziphi Spinosae, Fructus Mori, Ganoderma,
Bulbus Lilii, Rhizoma Anemarrhenae, Radix Salviae Miltiorrhizae, Flos Chrysanthemi,
Poria and Flos Albiziae were weighed according to the ratios, and placed in a boiler; water
was added for the first time to 3-5 cm above the top surface of the crude medicines; soaked
for 30 minutes, and decocted for 35 minutes after boiling, and filtered; water was added
again to 1-3 cm above the top surface of the crude medicines; decocted for 30 min after
boiling, filtered, and the two filtrates were combined to obtain 200 doses, 500 ml per dose.

Example 14: Preparation of the watered pill of the pharmaceutical composition according
to the present invention

Crude medicines: the same as Example 1.
Preparation method:

[100] a) selected and cleaned Radix Polygoni Multiflori, Rhizoma Anemarrhenae, and
coarsely crushed Semen Ziziphi Spinosaec were weighed according to the ratios, 8 times
amount of 60% ethanol was added; heated under reflux to extract twice, 2 hours each time;
the extract was filtered, combined with ethanol recovered under reduced pressure,
concentrated and dried at 757, and crushed to obtain dry alcohol extract, ready for use;

[101] b) selected and cleaned Fructus Mori, Poria, Ganoderma, Radix Salviae
Miltiorrhizae, Flos Albiziae and Flos Chrysanthemi were weighed according to the ratios,
12 times amount of water was added to extract twice, 1 hour each time; the extract was
filtered, combined, concentrated, and dried at 7571, and crushed, to obtain dried aqueous
extract (the yield for the dry extract was 20%), ready for use;

[102] c) selected and cleaned Bulbus Lilii was weighed according to the ratios, and
crushed into powder of 100 mesh, ready for use;

[103] d) the dry alcohol extract obtained in step a), the dried aqueous extract of step b) and
the fine powder of Bulbus Lilii obtained in step ¢) were collectively prepared into pills and
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2.8g9 Crude drug/kg 184.055.2* 23.4 1.4g Crude drug/ kg 216.872.6 9.7

Not e: *P<0.05, **P<0.01, conpared with the group of blank control 1.4
Concl usi on 11151 The pharnmaceutical according to the present invention can
decrease the nunber of |oconotor activities of mce, which confirns that

t he pharnaceutlcal according to the present invention has a sedative
ef f ect .1 kg Watseedylinweneob @ﬁﬂ%awhwhw@dm%ns%éé&@@ 8&FT Bageording to the
present invention 2.1 Experinental materials 2.1.1 Experinental aninmals
11161 72 nmal e heal thy Kunming mce of clean grade (body weight 18-22 g)
wer e pur chizhgracologidahtesting ory Ani mal Center of Hebei Province (License

No. : (JlI) ., 2003- Certifjcate No.: DKO0409-0016). They were fed in
Labor aﬁﬁ% Igrorgsrde ﬁﬁ@lgnbgv agtvives plrfge Ré@é&lﬁ@ﬁlcah%qmﬂqatt@n aaﬁmémgltg thour s/ day
i 11 um magseuninvadiafort bapoatmentegf mseindid; 68%abketsapioparet uavicdiding toltkee mi ce
wer e gamnbd 6f fEx@lﬁlp[H‘v‘ﬂ GR&MmafithecoabP16!A G égghaﬁcemx@e@ efc@@x@ﬁiggfd; (s,
provi an e mce
wer e p ge\/slglé{eg‘!;kqltlb %%Hg%:(?tdﬁ%ﬁﬁk t%%téﬁ&% %&01% g%ltév%glrﬁ% acclimatized

for 3 dayge sedattveleffocPf thEPRARlacetiédl dcbdlin Eﬁé@h@f)@ﬁé’fﬁ%ﬁﬂéﬁlh&@l according to
the present invention is equivalent to 3. g crude drug/g dry powder, and

t he humin Kigeageniabmh#ri@lsg crude drug/day, i.e. 0.28 g crude drug/ kg body
wei ght istandarﬂ body weight 60 kg). It is provided by Shijiazhuang Yiling
Phar mac édtli Baperioeental piimalpat ch No. 20040201). It is prepared into a

suspension wth 0.5 % CMC-Na, and stored at 4C
[105] 90 male healthy Kunming mice of clean grade (body weight 18-22 g) were

purchased from Laboratory Animal Center of Hebei Province (License No.: SCXK (JI)
2003-1-003, Certificate No.: DK0409-0040), and were fed in Laboratory of Pharmacology
of Yiling Research Institute, under 12 hours/day illumination, 20-23(] temperature, and
40-60% relative humidity. The mice were caged, with 6 mice/cage. The feedstuff for mice
was the complete pellet feed provided by the Laboratory Animal Center of Hebei Province,
and the mice were provided with sufficient drinking water. The mice were acclimatized for
3 days.

1.1.2 Experimental drug

[106] The pharmaceutical according to the present invention (the tablet of Example 1) is
equivalent to 3.47 g crude drug/g, and the human dosage is 17.0 g crude drug/day, i.e. 0.28
g crude drug/kg body weight (standard body weight 60 kg). It is prepared into a suspension
with 0.5 % CMC-Na, and stored at 4(1. In pharmacological experiments, the term “crude
drug” refers to the above-mentioned “crude medicine” or “materia medica”, and the
amount of the “crude drug” refers to the converted amount of the “material medica”.

[107] Anshenbunao Ye: It is prepared from Cornu Cervi Pantotrichum, Radix Polygoni
Multiflori Preparata, Herba Epimedii, Rhizoma Zingiberis (dried ginger), Fructus Jujubae,
and Vitamin Bl; functions and indications: invigorating brain and calm the mind,
generating essence and reinforcing the marrow, replenishing Qi and nourishing blood; and
it is commonly used for neurasthenia, insomnia, amnesia, dizziness, lassitude; it is
manufactured by JILIN AODONG YANBIAN PHARMACEUTICAL CO., LTD, Approval
No.: 222022453 (by SFDA); clinical dosage for adults: 20ml/d; batch No.: 040269.

[108] Estazolam Tablet, an anxiolytic of benzodiazepines, can cause inhibitions in
different sites of the central nervous system; the clinical manifestation can range from mild
sedation to hypnosis and even coma, with the increasing of dosage used. It is provided by
Shijiazhuang Pharmaceutical Group Co., LTD; Approval No.: H13020974(by SFDA);
strength: 1 mg; Clinical dosage for adults: 2-4 mg each time for hypnosis, and 1-2 mg each
time for sedation, 3 times/day; batch No.: 040101.

1.1.3 Experimental instruments



[ 118] Anshenbunao Ye: It is prepared from Cornu Cervi Pantotrichum Radix
Pol ygoni Multiflori Preparata, Herba Epinedii, Rhizoma Zingiberis (dried

gi nger), Fructus Jujubae, and Vitami n Bl; functions and indications:

i nvigorating brain and cal mthe m nd, generating essence and reinforcing
the marrow, replenishing Q and nourishing blood; and it is commonly used
for nelk0QtInetrinacnt| fas depomptorasatizdics, of dnicg| (wemotaraasvitudex, saftwase for

manuf addcomedobyctiVities )\ phEIDaNG YANEB A PSARNACKUEY GALS&ice ahd Declbppogval No. :
222022483 1y, SFDA); clinical dosage for adults: 20ml/d; batch No.: 040269.
1119] Estazol am Tabl et, an anxiolytic of benzodi azepi nes, can cause

i nhi ]pi [1i10DnSABROONS frggeeleciiohRS _alﬁi(tjlyﬁéhg tB;ﬂé]ﬁde?' pLEaia\éétthfr@msté\@dﬁlertMeda I ni c;alh
mani f egtat i Qn r m sedation to hypnosis and even coma, W

t he ingfrleasu nésc‘g’?a%?ﬁ?e"f"u@?d. It is provided by Shijiazhuang

Phar maqeutpkpaiimé#t@uRettdd . LTD, Approval No.: H13020974(by SFDA); strength
1 ng; Cdinical dosage for adults: 2-4 ng each tine for hypnosis, and 1-2 ng
each tiltel The pSedples tur dosageisemiagday; batch No.: 040101. 2.1.3 Experinental
reagent [120] Pentobarbital sodium provided by Sinopharm (G oup) Shangha
Cheni cHI11Rdadeaxpeoment, the, phbehadeuticnl acde2d08 08the préyedt iExgndion vestsell intpet hod
2.h2. 1 EH&Jpprdflrm gl @6dd arugl@sages saidel difgkEZhl 1.4 of Hade¥pRykdTBitiich hhke f
phar ma as@ of @i [ t ps o
DTS TSR RO S SRl AR e ag GBS T
aqui valSRECT G 2bToute iARshEnkinga S itk hofl ot Fismahma Z&'ggg Y cr ude
drug/ k&gt resepding ite Bleyresuisotfpprelimingsh existimest. Wiice IMEe idgvidertinge ugsoets

est azobhawordng o thg akgvarkrsegesettingaacsiown id Tatldé. results of prelim nary
experinment. Mce were divided into 6 groups according to the above dosage
setting, as i EabkhbwiheiatfeTapl the phammadrentia ac¢radispitedhe pfesetignyintionmmeut i cal
accordi ng to thBéodpresanttiviteestmize on the sleeping tine of mce induced by

pent obar br tar_sodr am oups Sage er_equr val et To T times
(ratio) Goup of_ Bl ank ContrAhimal

of clinical dosa . .
g%}eroups Dosages times of clinical

number dosage (ratio)
Group of Blank Control — 12 —
Group of Anshenbunao Ye 13ml/kg 12 39
Group of Estazolam 2.67mg/kg 12 27
The pharmaceutical 5.6g Crude drug/kg 12 20
according to the present 2.8g Crude drug/kg 12 10
invention 1.4g Crude drug/kg 12 5

1.2.2 Method of administration

[112] The administering concentrations of the pharmaceutical according to the present
invention were 0.08 g dry powder/ml, 0.04g dry powder/ml and 0.02g dry powder/ml
respectively; the administering concentration of Anshenbunao Ye group was 0.65 ml
concentrated liquid/ml, and the administering concentration of estazolam was 0.13mg/ml.
0.2ml/10g was administered by gavage daily, which is in accordance with the clinically
recommended oral route, for 7 consecutive days, and estazolam was administered only
once on the seventh day.

1.2.3 Experimental period: 7 days.
1.2.4 Detection indicators and detection methods

[113] The mice were trained once in the morning, the afternoon and the evening on the 1st
day, for every time, the mice were acclimatized for 5 min after each training, and the
number of locomotor activities within 10 minutes was recorded. 72 mice with an average
number of 150-250 times/10 minutes were chosen to participate in the experiment. The
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12 Goup of Anshenbunao Syrup 13nl/kg 12 39 G oup of Estazolam 2. 67ng/ kg
12 27 G oup of the pharmaceutical according to the present invention 5.6g
Crude drug/ kg 12 20 2.8g Crude

number of locomotor activities was tested 1 hour after the last administration, the mice
were acclimatized for 5 min, and the number of locomotor activities within 10 minutes was
then recorded.

1.2.5 Statistical method: One-way ANOVA was performed by using spssil.5
statistical software.

1.3 Experimental results

[114] The numbers of locomotor activities of mice in the groups of Anshenbunao Ye and
Estazolam were both decreased in comparison with that of the group of blank control
(P<0.01 or P<0.05). Compared to the group of blank control, the numbers of locomotor
activities of mice in the groups of 5.6 g Crude drug/kg and 2.8 g Crude drug/kg of the
pharmaceutical according to the present invention were significantly decreased (P<0.05),
and the inhibitory rates were 27.5% and 23.4%, respectively. For the group of 1.4 g
Crude drug/kg, the number of locomotor activities of mice tended to decrease, and the
inhibitory rate was 9.7%. The results are shown in Table 2.

Table 2: The effect of the pharmaceutical according to the present invention on
the number of locomotor activities of mice (Error! Objects cannot be created
from editing field codes.ts, n=12)

Number of Locomotor  Inhibitory

Groups Dosages Activities Rate
(times/10min) (%)

Group of Blank 240.3430.1

Control
Group of . 33.5
WESE N

Anshenbunao Ve 13ml/kg 159.7+34.2
Group of Estazolam 2.76mg/kg 174.0+£58.9° 27.5
Group of the 5.6g Crude drug/kg 173.3+50.17 27.8
pharmaceutical 2.8g Crude drug/kg 184.0+55.2" 23.4

ding to th

accoraimg to the 1.4¢ Crude drug/kg 216.8+72.6 07

present invention
Note: *P<0.05, **P<0.01, compared with the group of blank control

1.4 Conclusion

[115] The pharmaceutical according to the present invention can decrease the number of
locomotor activities of mice, which confirms that the pharmaceutical according to the
present invention has a sedative effect.

2. The hypnotic effect of the pharmaceutical according to the present invention
2.1 Experimental materials
2.1.1 Experimental animals

[116] 72 male healthy Kunming mice of clean grade (body weight 18-22 g) were
purchased from Laboratory Animal Center of Hebei Province (License No.: SCXK (JI)
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drug /kg 12 10 1.4g Crude drug /kg 12 5 2.2.2 Method of adm nistration
[122] The adm ni stering concentrations of the pharmaceutical according to
the present invention were 0.08 g dry powder/m, 0.04g dry powder/m and
0.02g dry powder/m respect i veI y, the adm ni stering concentration of
Anshenbug)so Ye group_was concentrated liquid/ m, and the

admi ni SY8°11ne0% o heEHIGak |18?r opKé)ﬁpgﬂgﬂ@m Whey oweBngiedd in o Labaratprpgofias
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r Scpmmaﬁ Békafiké ant 010t 60% frélative ﬁ&aﬂ U’Thé’ﬁné@%@m @a%@d & htédh é}naa ST}E) - <hent
admi ni n
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pent obar By df nmmswarerﬁrﬁ@%r‘e&l sylicknt dpiakingovatsl The aueq @»ﬁre 2.2.4
Exper i meelimtizedfprotidays. days. 2.2.5 Detection indicators and detection

met hods [124] Reference is nmade to "Mt hodol ogy on Pharmacol ogy of

Exper i nentzlgﬁxﬁellﬂ_’@?@tﬁbﬁ}lgfor t he experinents. The i.p. dosage of
pent obfIrG] t Hiec godnaceutivdiactorilinduc elek 400t imveetidroissdqgabpleanth JHT gnetidd ncur

too | onigush eRPipdd/del, MRd MehulRheddthfed 1Pobe cARETk d@/ iRY ®38Th N@hde
exper ' Q%F&dsyhggi%h? sﬁ‘.a‘?ldaxI h[?od&a‘%hlgﬁtgéab I)Sit 1?% e brYe Cl_Plaﬁ'] %f ’Yb45ng/ kg

intr [It and t he

ent ob
EI eepi Q§VI gl ﬁ‘?c !%a? o8r 040 neltds I?FEPEH %‘ﬂaﬁ‘t‘%’ﬁﬁls@%w&hé)a%ﬁear ance
of t he GNIgHY4, and stetddest 4t t he recovery of the righting reflex). 2.2.6

Statlstl al thod: t-test was perforned by using spssll.5 statistical
sof t wakld § nﬁ@@ﬂ’@?‘i’ nenttls IPI’EEQIFQ grony Cpgyu éﬁ@’l Jlapopighyn, i kasioPolyigerl i n t he

group Muleﬁt)lai’oftmmtwdéereadipmmﬁ Rhizoorpzingiberis @rich ginmat), Sfuctuselujibasp of
nodel  gadtVigimiGPBO;: Glictiohbeand! 8RIRialEnd: | (1%ikatiHeC Braid aﬁaﬁecé]ﬁloﬁies hdo- 6 9
Crude gé c/lt e%g'tglcg afld gelgoygx?%ﬁ%qgéljé&v C}e?lte%hlﬂ 5 1{5%8 %8&1# 8‘1%88 rdi 4y to

t he pr sent |nve ’up of nodel
P R/ use% \%ir neurasthenia, 1nsomn1a amnesia, d1221ness lassnuge 1t is

contr O
manufactured by JILIN AODONG YANBIAN PHARMACEUTICAL CO., LTD, Approval
No.: 222022453 (by SFDA); clinical dosage for adults: 20ml/d; batch No.: 040269.

[119] Estazolam Tablet, an anxiolytic of benzodiazepines, can cause inhibitions in
different sites of the central nervous system; the clinical manifestation can range from mild
sedation to hypnosis and even coma, with the increasing of dosage used. It is provided by
Shijiazhuang Pharmaceutical Group Co., LTD; Approval No.: H13020974(by SFDA);
strength: 1 mg; Clinical dosage for adults: 2-4 mg each time for hypnosis, and 1-2 mg each
time for sedation, 3 times/day; batch No.: 040101.

2.1.3 Experimental reagent

[120] Pentobarbital sodium, provided by Sinopharm (Group) Shanghai Chemical Reagent
Co., Ltd, batch No.: F20030816.

2.2 Experimental method
2.2.1 The principles for dosage setting

[121] In the experiment, the pharmaceutical according to the present invention was set into
groups of 5.6 g crude drug/kg, 2.8 g crude drug/kg and 1.4 g crude drug/kg, which are
equivalent to 20, 10 and 5 times of the clinical human dosge (0.28g crude drug/kg)
respectively. Group of Anshenbunao Ye 13ml/kg and group of estazolam 2.67 mg/kg were
set, according to the results of preliminary experiment. Mice were divided into 6 groups
according to the above dosage setting, as is shown in Table 3.

Table 3: the effect of the pharmaceutical according to the present invention on
the sleeping time of mice induced by pentobarbital sodium



or 0.01).The results are shown in Table 4. Table 4: The effect of the

phar maceuti cal according to the present invention on the sleeping tinme of

m ce induced by pentobarbital sodium (Error! Cbjects cannot be created from
editing field codes.s, n---12) G oupsDosage Sleep Tinme (mn) 1.4g Crude
drug /kg2s- . — —05*= —01——c0 - roup of
model control 254 Goncl usion f 126] The Apimaglmac euequiedlen de thedinmgs afo t he
present invention has the ef fectoof exhemsémg t hecBhiegpiosget(iame) of nice
i nduced by p@?é FEhial sodium 3. The menory-pronoting effect of The
phar maceuti ca ccording to the-present ihvention 3.1 Experimental

materi al s EXPE ent al ¢ S al e hec KL J-m

cl ean grade (bédgumef ght 18-%% g% wer e S@&Fhased from Laloratory Ani nal

Center of Hebaintinaysnes (Li CBRSEENo. K (JI) 2003-1-003, Certificate
H at ur e,

No. : DKO504; 807 8F EstdNEYm WeT & Yi ling
Resear ch ; OLH ’ 5 -

and 40-60%rel ative hunidit%gg i ce were caged, 6 nicg per cage. The
granul ar m ceGfaepddithd f was drugdigled by the Laboratory Animal Center of
Hebei Provi ngearmabshtichle m ce gparad®r ovi ded sufficient drinking water. The
nce were acacclcj)mgt% g, for 34d; 3. 1. 22%xperinental drlg [ 128] The
pharmaceuti cal accordi ng te S FHAvention—was—provi 5

Shi j i azhuang SSFIS RYBREr macdd&iCHIC co. , LTD, batch No. 29040201. It is
prepared into a suspension wiltig/RE5 % CMC-Na, and stored at 4C._[129]
HABOYI N (Huperzine A tablet). Huperzine Ais a reversible, high selective

itor. i s manuf actured by Henan
R

acet yl chol,i Pl t
Zhulinzho%égﬁﬁﬁﬁ&%ﬁgkﬁggggk%cal Co., Ltd. Approval No.: H10940156 (by

SFDA) ; (132 gt fimifisRPinpWohatli@lionP8F ¢l rina@égi%gllaccﬂ)ﬁcﬁg% >R PLaBne

Hydr Ob{n%%t?c?n IWn eeB.IOEOgn ’dryA%B{zva\e/r§Illll,l\&O4g drylgg\%zgélrgmf QXd %F(B% dry powder/ml
respectively; the administering concentration of Anshenbunao Ye group was 0.65 ml
concentrated liquid/ml, and the administering concentration of estazolam was 0.13mg/ml.
0.2ml/10g was administered by gavage daily, which is in accordance with the clinically
recommended oral route, for 7 consecutive days, and estazolam was administered only
once on the seventh day.

atory of Pharmgcol ogy of

2.2.3 Animal model establishment method

[123] 1 hour after the last administration of each group, 45mg/kg pentobarbital sodium
was administered by intraperitoneal injection.

2.2.4 Experimental period: 7 days.
2.2.5 Detection indicators and detection methods

[124] Reference is made to “Methodology on Pharmacology of Experiment” (3" Edition)
for the experiments. The i.p. dosage of pentobarbital sodium, which induced 100% mice to
sleep and did not incur too long sleeping time, was determined to be 45mg/kg by
preliminary experiments. 1 hour after the last administration of each group, 45mg/kg
pentobarbital sodium was administered by intraperitoneal injection, and the sleeping time
of mice was recorded (the time period from the disappearance of the righting reflex to the
recovery of the righting reflex).

2.2.6 Statistical method: t-test was performed by using spss11.5 statistical software.
2.3 Experimental results
[125] The sleeping time of mice in the group of estazolam was extended in comparison
with that of the group of model control (P<0.01). The sleeping time of mice in the groups
of 5.6 g Crude drug/kg and 2.8 g Crude drug/kg of the pharmaceutical according to the
present invention was extended compared with that of the group of model control (P<0.05
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Shanghai Hefeng Pharmaceutical Co., Ltd.; batch No.: 4A18003. Strength: 0.3
ny. 3.1.3 Experinental instrunments: SMz 2 progranmmed control water maze,
manuf actured by Institute of Materia Medica, Chinese Acadeny of Medi cal
Sciences. 3.2 Experinmental nmethod 3.2.1 The principles for dosage setting
[131] In the experlnent t he halnaceutlcal according to the present

i nvent i9%6R-0iadh %éﬁsuitﬁf%s@(?mp‘s 4.6 g crude drug/kg, 2.8 g crude drug/kg
and 1.4 g cru dr.u e equivalent to 20, 10 and 5 tjnmes of the
clini cal hunafﬂela%éagja ?’6”6%5 i %@@F%W%CCP@%&%@F SRGIYEPONAN bl ank
control, nodethecterping timedothoper midnecdAbp. mn@bk@lta]estail@et(fi‘ad@n't()bmts y. Mce
wer e divided tainotbegrens@biroaralitth@fieldcddes+aleve) dosage setting, as is
shown in Tabl'e 5. Tabl'e 57 the effect of The pharnmaceuti calga ng to
the presertroupvention on the nennry reaﬁpaﬂﬁance dlsorder § .ce 1 nduced
by scopi ne GroupsDo a0z s 0 I ni cal
dosage (r dttogp of plﬁtﬁntmlank Control 12- Group of Mbdel C%ﬁa@%I&SI)Z G oup
of Huper ziGw@upof ARgHekBidrdo Yeb. 69 Crudel2@®npkpg/ Kg 2. 89 G ougoafl.gihe

phar maceuti cal + *
Group of Estazolam 2.76mg/kg 12'89 18.01

5.6g Crude drug/kg 41.55+14.28*

i i .90+17.04*
Groups of the pharmaceutical according 2 8¢ Crude drug /kg i7 90+17.04

to the present invention

1.4g Crude drug /kg 25.75+£16.69
Note: *P<0.05, **P<0.01, compared with the group of model control

2.4 Conclusion

[126] The pharmaceutical according to the present invention has the effect of extending
the sleeping time of mice induced by pentobarbital sodium.

3. The memory-promoting effect of the pharmaceutical according to the present invention
3.1 Experimental materials
3.1.1 Experimental animals

[127] 72 male healthy Kunming mice of clean grade (body weight 18-22 g) were
purchased from Laboratory Animal Center of Hebei Province (License No.: SCXK (JI)
2003-1-003, Certificate No.: DKO0504-0019). They were feed in Laboratory of
Pharmacology of Yiling Research Institute, under 12 hours/day illumination, 20-23°C
temperature, and 40-60% relative humidity. The mice were caged, 6 mice per cage. The
granular mice feedstuff was provided by the Laboratory Animal Center of Hebei Province,
and the mice were provided sufficient drinking water. The mice were acclimatized for 3
days.

3.1.2 Experimental drug

[128] The pharmaceutical according to the present invention was provided by
Shijiazhuang Yiling Pharmaceutical co., LTD, batch No. 20040201. It is prepared into a
suspension with 0.5 % CMC-Na, and stored at 4C.

[129] HABOYIN (Huperzine A tablet). Huperzine A is a reversible, high selective
acetylcholinesterase inhibitor. It is manufactured by Henan Zhulinzhongsheng
Pharmaceutical Co., Ltd. Approval No.: H10940156 (by SFDA); strength: 0.05 mg/tablet;
batch No.: 050201.

[130] Scopolamine Hydrobromide Injection, Approval No.: H31021519 (by SFDA),
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Crudel210 according to the present invention drug/kg 1.4g Crudel25 drug/kg
3.2.2 Method of adm nistration [132] The adm ni stering concentrations of
t he pharnaceutical according to the present invention were 0.08 g dry
powder/m , 0.04g dry powder/m, and 0.02g dry powder/m respectively, and

t he adnlnlsterlng concentration of Huperzine A group was 0. 02nmg/m . 0.2ml/1
0g was ARSI Heke %wnagsw@b%awy baligh S FATBO 3 SberARALE G (h t he

cl i nical connen raI for 14 c nsecytive da
rodel estn) FORTERA e éfﬁ T80 a8 S oS R ddhn on
the 141K Iaﬁyutegﬁhﬁa@asws@s% ipgsc Mhpadesny @%@C@hiﬁlwﬂﬁ ni stered by
|ntraperé§ CtIOB except in the group of blank control to nmake a
menory-r 8?%ﬁ3 Y8fder nodel. 3.2.4 Experinental period: 14 days.

3.2.5 De §qtf%prlndl oreweng é&éection nmet hods [ 134] The m ce were
trai ned %mete ‘Rgﬁ%% ug% 8959 wat er depth 10 cm). Wen being trained,

a mus 3%51?%1&\{]@@% ahﬂa%e Rl BS:;%L%EO REEATAe 80 W Ged ok neW the

t t . | at f
o a1 8IS oL 1Y SR P aﬁrgs ﬁe” oA L B e oL for

escape eqmﬁelemh@l ?:‘O»t (bnanql égtlmé ofijt ﬁ: ¢lgicehheman dagage ©OA88t cradoiregibe)ot h day,
Poi nt Bespectivhly. GodupsddiblarRotanitroB odd kenttdltdnddaperzRe At0.Engkgtiree 3&t h day,
and PobdditishR. Mi& Wwalehiithayd idih® gi‘b&;% B5Rirdy B RETHRRGRS MirfdaYs iseach
tralnlqg“%@efﬁgt {o 2 mnutes, and the animal was guided to the platform by
a glass rod i Seout . Waen starting to swm the nouse's head was facing

the vall of tiiss:ahd Lt BRI phad: fﬁnéahscc%fcﬁh L \eee%elaqme%eﬁe to Point
S, the mce re regﬁlre | at f orn1mntﬁ|n 2

m nut es, ot her's e'if‘pﬁf)adf“lfe@ésorr ‘ifé%f%i‘f mg]bce Sﬁ? & the adm ni st ration

on the 1 ay, 2ng/kg scopol am ne hydrobr gm h
i ntraperitoneal injGotpson, except fDosdghe grou phmpg to make a
pe

menor y-r eappearance disorder mdel . The qul}ung, sa;g@ (Fﬁlﬁ) after the
nmodel i ng._ TheGraupef Slankt @ehttodb swi m f rom Poi ntl2S, and the rmunber of errors
(the nunber Qkpﬁﬁbﬁﬁﬁﬁgl@bﬁﬁmnd end)-and the1batent perlod—(the time period
Bt hod: | non por AL AR Apeae. polPBILGH by 106 ng- spssii b statiotical
software. 3.3 Experinental results [i@%] The SW nmi ng Iat nt perlod of mce
in the nodel group was extended in €ougeari sod2wi th t hat of20t he group of

bl ank control (P<0.01). The sw nm ngugREent period of mce in the groups of

huper zi ne A was shortened in conp
(P<0.01). Theoupaifahé pipemacshtiohl i n t e group of 5.6 g Crude drug/kg of the
phar maceubi&hin @& Bk agngﬁvéhgnprege ® i nvedgion was shorlfened (P<0.05).

The results are"show in Table 6. Thb¢kg6: the effect of the pharnaceuti cal
according to the present invention on4ghe nenory-reappearance disorder of
m ce induced by scopine (Error! Objegts 12 5

drug/kg

3.2.2 Method of administration

[132] The administering concentrations of the pharmaceutical according to the present
invention were 0.08 g dry powder/ml, 0.04g dry powder/ml, and 0.02g dry powder/ml
respectively, and the administering concentration of Huperzine A group was 0.02mg/ml.
0.2ml/10g was administered by gavage daily, which is in accordance with the clinically
recommended oral route, for 14 consecutive days.

3.2.3 Animal model establishment method

[133] 30 minutes after the administration on the 14™ day, 2mg/kg scopolamine
hydrobromide was administered by intraperitoneal injection except in the group of blank
control to make a memory-reappearance disorder model.

3.2.4 Experimental period: 14 days.
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cannot be created fromediting field codes. s, n=12) G oups Dosage Nunber
of Errors (tinmes) Latent Period (sec) G oup of Blank Control 11.587.94
54.50137.61 G oup of Mddel Control 21.08113.13 109.3119.7'6"6'

3.2.5 Detection indicators and detection methods

[134] The mice were trained (water temperature 24-2611, water depth 10 cm). When being
trained, a mouse was first placed on the platform for 10 seconds so that it knew the
existence of this safety zone, then the mouse was placed near the platform to allow it
climbing the stairs by itself to be acquainted with path of escape. The whole training was
divided into 5 days: Point A on the 9™ day, Point B on the 10" day, Point B on the 11" day,
Point S on the 12 day, and Point S on the 13t day, the mice were trained once every day,
each training was set to 2 minutes, and the animal was guided to the platform by a glass
rod if timeout. When starting to swim, the mouse’s head was facing the wall of the starting
point. After the training was performed to Point S, the mice were required to be able to
swim to the platform within 2 minutes, otherwise they would be rejected. 30 min after the
administration on the 14™ day, 2mg/kg scopolamine hydrobromide was administered by
intraperitoneal injection, except for the group of blank control, to make a
memory-reappearance disorder model. The test was performed 30 min after the modeling.
The mice started to swim from Point S, and the number of errors (the number of entering a
blind end) and the latent period (the time period to swim from Point S to the platform)
were recorded.

3.2.6 Statistical method: non-parametric test was performed by using spss11.5 statistical
software.

3.3 Experimental results

[135] The swimming latent period of mice in the model group was extended in
comparison with that of the group of blank control (P<0.01). The swimming latent period
of mice in the groups of huperzine A was shortened in comparison with that of the model
group (P<0.01). The latent period of in the group of 5.6 g Crude drug/kg of the
pharmaceutical according to the present invention was shortened (P<0.05). The results are
shown in Table 6.

Table 6: the effect of the pharmaceutical according to the present invention on
the memory-reappearance disorder of mice induced by scopine (Error! Objects
cannot be created from editing field codes. s, n=12)

Number of .
Latent Period
Groups Dosage Errors
(times) (sec)
Group of Blank Control 11.58+7.94 54.50+37.61
Group of Model Control 21.08+13.13 109.3£19.744
Group of Huperzine A 0.4mg/kg 16.83+£14.21 63.33+44.30%**

5.6g Crude drug/kg 18.83+11.68 79.67+40.96%*
2.8g Crude drug /kg 17.83£13.56 67.75+50.67
1.4g Crude drug /kg 23.67+13.49 02.92+34,29
Note: ““P<0.01, compared with the group of blank control;

*P<0.05, **P<0.01, compared with the group of model control

Groups of the pharmaceutical

according to the present invention

3.4 Conculsion
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G oup of Huperzine A 0.4ng/ kg 16.83114. 21 63. 33144. 30** G oups of the

phai ni aceutical according to the present invention 5.6g Crude drug/kg
18.83111. 68 79.67140.96* 2.8g Crude drug /kg 17.83113.56 67.75150.67 1.4g
Crude drug /kg 23.67113.49 92.92134. 29

[136] The pharmaceutical according to the present invention has the effect of improving
memory disorder of mice induced by scopine.

[137] In addition, in the mouse model of memory-reappearance disorder induced by
scopine, the swimming latent period in the group of 5.6 g Crude drug/kg of the
pharmaceutical according to the present invention was shortened. Furthermore, in the
mouse model of aquired-dysmnesia induced by scopine, the swimming latent period in the
groups of 5.6 g Crude drug/kg and 2.8 g Crude drug/kg of the pharmaceutical according to
the present invention was shortened. These results suggest that the pharmaceutical
according to the present invention has the effect of enhancing memory.

[138] In the mice burden swimming experiment, the swimming time in the group of 5.6 g
Crude drug/kg of the pharmaceutical according to the present invention was extended, and
the swimming time in the groups of 2.8 g Crude drug/kg and 1.4 g Crude drug/kg of the
pharmaceutical according to the present invention tended to be extended by 25.5% and
11.3%, respectively. In the Rota Rod experiments, the Rota Rod time in the groups of 5.6 g,
2.8 g and 1.4 g Crude drug/kg of the pharmaceutical according to the present invention
tended to be extended by 93.6%, 55.9% and 3.0%, respectively. These results suggest that
the pharmaceutical according to the present invention has anti-fatigue effect to a certain
degree.

[139] In the twist experiment, the twisting latent period of mice in the group of 5.6 g
Crude drug/kg of the pharmaceutical according to the present invention was extended, and
the times of twisting reduced. In the hot-plate experiment, the pain threshold of mice in the
group of 2.8 rude drug/kg of the pharmaceutical according to the present invention was
extended. These results suggest that the pharmaceutical according to the present invention
has pain relief effect.

[140] In conclusion, the pharmaceutical according to the present invention has the effects
of sedation, hypnosis, promoting memory, anti-fatigue and pain relief. The clinically
recommended dosage of the pharmaceutical composition according to the present
invention is 17.0g crude drug/day (standard weight 60 kg), and the toxicity test of the
pharmaceutical composition according to the present invention confirmed that no acute
toxic reaction was observed in mice with maximum dosage 166.80g crude drug/kg;, and no
obvious toxic reaction was observed in rats when administered by gavage with 5.6, 11.2
and 22.4 g crude drug/kg for 3 consecutive months, thereby such composition can be
recommended for clinical use.
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Not e: AP<0.01, conpared with the group of blank control; **P<0.01, conpared
with the group of nodel control 3.4 Conculsion 1136] The pharnaceuti cal
according to the present invention has the effect of inproving nenory

di sorder of mce induced by scopine. [137] In addition, in the nouse nodel
of menory-reappearance di sorder induced by scopine, the swi mmng | atent
period in the group of 5.6 g Crude drug/ kg of the pharmaceutical according
to the present invention was shortedGddAIMSrt hernore, in the nouse nodel of
aqui red-dysmesi a i nduced by scopine, the swinmmng |atent period in the

groups of 5. 619A%’hﬂgﬁac%&ff&{r1] ég‘ﬁ‘??gtign 8c0%sq%ﬁ1%eR%%¥9’/?ﬁ%08{ My ?ﬁlgp%&&c euti cal
B

according to the ‘presen on .was Se resul1s suggest
that the pharﬁﬁ8§8iﬁﬁﬁpaa ?BWHZH@ﬁPg%¥W§a%@é@gH?XVﬁU%ﬁ@¥ﬁﬁlﬁ Ryt f ect
of enhanci ng Maorpangd/or[ex884ts therqofie ni ce burden swi nmi ng experinent, the
swinmng time in the group of 5.6 g Crude drug/ kg of the pharmaceuti cal

according to §h r i | 3 ] h L. ng: tinme in
t he groups ofE2$§Qg§%§ﬁégh@¥ﬁq§%§gg? ﬁfﬁﬁBﬁﬁgfgggﬁ@§u57§§ﬁ%¢ ists

phar maceut | caPAAXHEHRAARG OF SRS (reee BRI GUH RS RT EXFRL o ded by
25.5% and 11. 39smpgkqnaet andéory exirets Heerrok aRREY Sxlyisei Miktosthizage amiora Rod
time in the geatps terddf,6Flgs ChrBsagthend ahdbr gxGacdahdreol)/dad Rdriad hed/or

phar maceut i calxipe&rdibiy to the present invention tended to be extended by
93.6% 55.9% and 3.0% respectively. These results suggest that the
pharmaceutical according to the present invention has anti-fatigue effect
to a certain degrerharmaceyiical gopmpasitign agcogdipe i Happ 2. fusther gprapiiseg Hle ent
peri od of m cAltina¢ fmel/graxtrpctothebicdd. g Crude drug/ kg of the pharnmaceuti cal
according to the present invention was extended, and the tinmes of tw sting

ecuced, |1, Doyl gk e Tk L0GPAA ATESIALA P T 6.1

group of 2.8 rug cCco n resent

i nvent i on wasEXPERESHS l%ﬂ@%eéﬁ?r@éﬁﬁﬁge@uaﬁ@g% Wheliin 1 SRR deREal
accordi ng to ethanoprasweeus ¢thanehtsplotionagippaiiticaledartwtn dipxidet or afyl diftuten
concl usi on, ttherephar maceuti cal according to the present invention has the
effects of sedation, hypnosis, pronoting nenory, anti-fatigue and pain
relief. The cdlinjcally rec nded dasage of ..t he, phar.maceuti.cal. cqnposition
accor di ng t ot hapr BHECH COBROPESE P aesordipe it hiBY by WETIRALFY vei ght
60 kg), and tPharmasgutiqal gompasitier lstﬁépfﬂhférﬁf?ﬂtémdieéﬁq’dl%la@ﬁ)@gmeif@HO‘élmgor di ng
to the presenmttigsnbgniveight pané:i Ragid Pbiypomo Madtifleri t HOFZ7(0r;, eSamhdno (i xiplsi
observed in mpaRsi¥ 145-IEX bAd PHERRAAE 1662899 crude drug/kg;, and no obvi ous
toxi c reaction was observed in rats when adm ni stered by gavage with 5.6,
11.2 and 22.4 g _crude drug/kg for 3 consecutive nonths, thereby such
conposi ti on CanThe PheEmatREHEEd cPBPORTIPR; aepordiag to @lamyeg’, whepin  the

phar maceut i c ahawwepdsial compostiderpisi mepagedRéinink cfodk ygashdinddidf the | folowangd/ or
extracts theraRfs, bper@phtZipgitPhRad@iRi POIyacniaNl@floreXtI0axA0s Sdhaine Ofizipiand
Fructus Mori gl 183DraCERGACARM -160%55TNERRAHIREAULSC HupRIPARI LT On
accordi ng to7 %bnk%, u;% er Congr'aﬁiﬂé?gﬁg?&ﬂ& a or extrgﬁiio her eof ,
Bul bus Lilii /angPoRPEeriac anipisngs PV-Iefl; e HEorERE 2 460Xt r act s
t her eof , RadiFkosSdirysaathemi #6118y Rotiaa®>-4hd/ or extracts thereof, Flos
Chrysant hem and/or extracts thereof, and Poria and/or extracts thereof 3.

The pharmacegt i@l ARARRASLEEAN 8HH0%HSN JadcBrdth@l 10 ZlaiflrE hGheRPSes Fl os
Al bi zi ae and/pr_extracts ther ceut i

tg f eof. 4. Th harng d.cal O tion

accor ding t 0PGRS FumpOSIGOR iy prepate oy tildg medicipes ol MR TRHONRE e | |
sol vent extr 105 hherdgh paty RediyebelygeniWudifloret R0, Seqsdodezirtinanol
sol ution, sufpmosdet l¢aR7TaFbmmsdMbri dé0-206, dimpodemtauBe-18heBadus LBii The

phar maceut i cab-160TRRSbink ORnAE&HANF01120C Radiv Jalvinb ViBiidHib pPhRpemceuti cal

conposi tion i fnOmyar odi I f f.ollw ng ratios by
wei ght partsrﬁﬁggﬁﬁﬁé%ﬁ§%égﬂbﬁdﬁgﬁ¥ﬁ%?%ffﬁg?ggéggggﬁéﬁgiﬁ§qphi Spi nosae
145- 275, and Fructus Mori 160-255. 6. The pharmaceutical conposition
accor di ng t 08cThé nhamagiicel eorprsitphrazasarskng iccelring Gnpdsicin tre fagiopbgpar ed
fP rlom cr_udﬁ/u rﬁ/_éigﬁtﬁzﬁﬁs(ﬁfthéz beidt @hddhddCars:AAIS POl V&l Mbtti5fmair 158, Rafliex Vor
ol ygoni M - , i (RIS r
160- 255, Gan%ﬁgéhgagpégs-g%ggﬂwl ﬁﬁyﬂ\? ﬁ@si@o‘ﬂg lz%%;ﬂ%s Chg %dée
50- 110, Radi X1E8MNGi 2dDRFTREGRS hi 396 36iX0 0PR1ViEF o MEHPYRIZAG hd At 4§-°§20,
Poria 75-145. 7. The pharmaceutical conposition according to claimS3,
wherein the pharmaceutical conpositi o is prepared from crude medicines of
the following ratios by weight parts: Radi x Polygoni Miltiflori 150-270,
Semen Zi zi phi Spi nosae 145-275, Fructus Mri 160-255, Ganoderma 80-135,
Bul bus Lilii 75-160, Rhizoma Anemarrhenae 50-110, Radi x Sal vi ae
MItiorrhizae 120-200, Flos Chrysanthem 45-120, Poria 75-145, and Fl os
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Chrysant hem 118, Poria 80, and Fl os Al biziae 280. 9. The pharnmaceuti cal
conposition according to claim®6, wherein the ratios by weight parts of the
crude nedi ci nes are: Radi x Polygoni Miltiflori 265, Senen Ziziphi Spinosae
147, Fructus Mori 250, Ganoderma 81, Bulbus Lilii 158, Rhizoma Anenarrhenae
55, Radix Salviae MItiorrhizae 188, Flos Chrysanthem 50, Poria 145, and
Fl os Al bi zi aeChrysanthapi liﬁqufraa&%a%Bkoséébu@@ Bsition according to claim 6,

wherein the ratios by weight parts of the crude nedicines are: Radlx
Pol ygoni Ml tg friQr ha%%%euﬁ@ﬂ%&n@o@ﬂh@ﬂ'acéﬁﬂﬂﬁgsta%la]iﬁ?’é \Eﬁé%@ﬁl%ﬁe Matds $2

Ganoder ma 83, b Liclii 1 x Sal vi ae
MItiorrhizae %g%t 1'51 %S ol Crm&e mteﬁlcmes 3{? ﬁﬁgnaf‘ol}i%g?ﬁ/m élﬂ Ragg %n%?na 178.
11. The phar gt |S(Péﬂ05% ésfﬂc&ﬁ* bﬂépn&ap@deéma% 6" u\bﬁérlé ih I8Re rati os
by wei ght parRngmhaHmmrrhdaer%dRadmé@l\aaelelﬁadhmanJB&gﬁm CMybsenthérori 165,
Senmen Zi zi phi5iSpbAe32s add BlosFAIUGAdes 74bri 173, Ganoderma 110, Bul bus Lilii
75, Rhi zoma Anemar rhenae 75, Radix Salviae MItiorrhizae 150, Fl os

Chrysant hem 78 ia 78, ard Fl os. Al bi 2| e 21‘3 éZ The harna euti cal
conposi tion a caﬁhalp frpaGeicy ﬁ?IBPOW@r%‘iCHr el GRS WHEr: GRS RYs of the
crude nedi Ci né@glﬁr@ﬂslﬁdhacmdbyw'mmmrm Radix iPobaoni Bhwthorz 225 ,p$ime®pi nosae
200, Fruct us Abibhi Zpthossanesle Frrtuk0MorBaLOUSahbddrina 195, BRibug driti 113,

Anemar r henae I@ﬁsza R%glinérrl%} a¥ 'S@GRMhL( tSaRﬁéMlﬁ%ﬂﬂ@Q 190 QI%C%& (RAGHh; heni

66.7, Poria e phannaceut conposition
according to Eord? gﬁpi’g °F IIZT’.’EI erein each gram of the pharnaceuti cal
conposition contains not less than 0.5 ng, preferably not less than 1.0 ng,
nore prefer atillyThe)phdtraBiSeuthahcoln}ﬁ)sitg)n according to claim 6, wherein the ratios by

2,3,5, 4" -t et nahiyidray drpheoyde hiangned-He: 3R &x g |P'é$%§hﬁﬁlu@tﬁ$&ﬁl@51 deddendr y
wei ght of thep ﬁ‘{ %‘ﬁﬁl%yée' 534 Pﬁ: “Moi973. Suoddiia P I?lﬁ&&lst gl 75

conposi tion 0 any g age f or m of
t he phar mace 1%%1&1 FPeEheRg 1> 1]§a é alyas. M’EIHB‘fr]éltzae Wé‘?s ]Eﬂyéqn Byt i on,
sof t capsul e,78pPorig 7§, |andﬂﬂse§lb@3aed|d8 suppository, gel, spray or injection.
15. The pharnmaceuti cal corrposi tion accor ding to any of clainms 4 to 13,

wherein t hgnremygﬁg ﬁa% PR Ll {183 SOMRESIAL PR GagPr | Ses
Pt an ext r Aveht Pag Q?mf bcenqscaa? S Do P e i

G ai m 15,
wherein the rZé%lh]éidSIPi@iasasr riragfus Adom KéOpdsrmgelerarl 18GnBelbls ilahi d0%pri ses:
materi a medi Ghiane Wahghathaaeobdi/NgRudixt Malviat | dlthyrhveeghicoFar Fios soaked
for 20-40 m pyt-Rent¥mi 8691 PidBioehind HRs Attisde aH. 30- 40 minutes after
boiling, filtered, and again decocted for 25-30 minutes after addition of
wat er and boiling, filtered, and the filtrates are _conbined. 17. The

phar maceut i caP- Edhprsmesetical cOBgRitign pecaafpede aay af miines { & 1B, Whgieinei n t he
net hod for peapagiang of e pharmmeesictl cainpeotiposbitams mornpssi hes ¢ hend,ol | owi ng

gt eps: , a)h pRIt@RBIN gt Fadi maﬁohy)g@ﬁg fﬂ&él fréREdbly Rivt ZRER thENES I A naﬁb and
emen Zi zi C s Mori,
Pori a, Gangdgﬁ%hn%ﬁ%%dngﬁ \/5H ch ?gr(? %lléageucoﬁﬁl: | z:[l{a%girgr%q%
Chrysant heni © (phglarg?é;sggca %‘?IPB‘E:SEUOH c) preparing Bulbus Lilii intoits

powder; and d) using the al cohol extract of step a), the aqueous extract
of step b) amdl Tieptpawaeutiodl Bulpbsisiohatddrdial t6bePorf¢lamss 1 e 1RGlher€in

ingredients gf. m? oD RARTBE BHLt HER GRSl Ricjont - cablfie PBITBSIEL 2!

t
ol ny_t e i, B bsilsy il tt%wreco%wsagpmﬁliormgﬁmpﬁ@v Heps:

injection.

15. The pharmaceutical composition according to any of claims 4 to 13, wherein
the method for preparing the pharmaceutical composition comprises preparing
one or more of the crude medicines separately or collectively into an extract.

16. The pharmaceutical composition according to claim 15, wherein the method
for preparing the pharmaceutical composition comprises: materia medica are
weighed according to the ratios by weight parts, soaked for 20-40 minutes by
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a) Radi x Polygoni Miultiflori, Rhizoma Anemarrhenae and Senen Zi zi phi

Spi nosae are wei ghed according to the ratios by weight parts, 6-12 tines
anount of 30% 70% et hanol is added; heat under reflux is performed to
extract for 1-3 tinmes, with 1-3 hours each tine; the extract is filtered,
and conbined to recover ethanol under reduced pressure and concentrated to
a relative deasling weter) degcted) Bryaf-4p ninfeesasft@obpiling Hersiin aad cagab
extract; bdechetet fars2 VB iminRey afer addhoderfnmeaterRadi boilsad, \fileeedViahd itlax r hi zae,
Flos Al bi zi aefiafs ffeQon@megsant hem are wei ghed according to the ratios by
wei ght parts, 10-15 tinmes amount of water is added to extract for 1-3
times, wth 1-3 hours each tinme; the extract is filtered, conbined, and
concentrat ed t’oThe phprmacoeicabermpqpitim agsergdingitopoy of thimefdp ddnwhersin 6071,
to obtain aquh@usle&wtlrﬁm preparioy el Ipbarmiactutical scomvgiogttied acmpristisnghet o t he
rati os by weiigm)w rsteps: and crushed into 100 mesh powder of Bul bus Lilii;

and d) usin t LS t of
step b) and t % Qgﬁﬁ%?@%&l goﬁgﬁwl%ﬂﬁe@é%g% Am%n%gljggacte}n\?)egé’n%glr edi ents
of the pharna ’é Binoga5HBRAea ]nex‘]"fg Use of the pharmaceuti cal

conposi tion acc ng..t o an 13 for..treatin pt ons
bt . amesth Ppgh® FRuC ok PR, Cabelie, Riah S AERAEE O
wai st and knekl§s 112@36@% @Fcﬁ%aﬁhﬁphﬁ’é‘é%ﬂq@@% e}BfiPosi ti on according to

f cl 1 13.f d t ,
gg%’. E)f afl glugsanﬁﬁ gﬁep%rg}ggéy@% @'ﬁ“ lnq%fs¥g\&ﬁ’gt ﬁ%(hp; S;mt Ir ggt irrﬁgnir%sormi a, which
conprises admi ni %ﬁhg% élgﬁlol?g%z%@%?%‘tteb%?lth@&ﬁ%%ﬁé E4iPfLe BEGRP D) B8 bR any of

claims 1 to 11;30\;[/ er o? Bu[ﬁl(s) r]Tjnlln ofp step 5 as the active ingredients of the pharmaceutical

composition.

18. The pharmaceutical composition according to any of claims 6-13, wherein the
method for preparing the pharmaceutical composition comprises the following
steps:

a) Radix Polygoni Multiflori, Rhizoma Anemarrhenae and Semen Ziziphi
Spinosae are weighed according to the ratios by weight parts, 6-12 times amount
of 30%-70% ethanol is added; heat under reflux is performed to extract for 1-3
times, with 1-3 hours each time; the extract is filtered, and combined to recover
ethanol under reduced pressure, and concentrated to a relative density of
1.10-1.15 determined at 60°C, to obtain alcohol extract;

b) Fructus Mori, Poria, Ganoderma, Radix Salviae Miltiorrhizae, Flos
Albiziae and Flos Chrysanthemi are weighed according to the ratios by weight
parts, 10-15 times amount of water is added to extract for 1-3 times, with 1-3
hours each time; the extract is filtered, combined, and concentrated to a relative
density of about 1.10-1.15 determined at 6011, to obtain aqueous extract;

c) Bulbus Lilii is weighed according to the ratios by weight parts, and

crushed into 100 mesh powder of Bulbus Lilii; and

d) using the alcohol extract of step a), the aqueous extract of step b) and the
powder of Bulbus Lilii of step ¢) as the active ingredients of the pharmaceutical

composition.

19. Use of the pharmaceutical composition according to any of claims 1 to 13 for
treating the symptoms insomnia, amnesia, dizziness, lassitude and/or soreness
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and weakness of waist and knees.

20. Use of the pharmaceutical composition according to any of claims 1 to 13 for
sedation, hypnosis, promoting memory, anti-fatigue and/or pain relief.

21. A method for treating insomnia, which comprises administering the
pharmaceutical composition according to any of claims 1 to 13 to an insomnia
patient.
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