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accor di ng gobyviyypdiakaat midseytdlor tdluBes cud@nc eagat, thydoapemit | octay!

phar rraceutdemﬂbsemhtw@& like33A dHERR e NREINEC estirtic aklugRNMROSV Iy RRraleasdi ng to
the presenf,qj,Que detﬁﬁnceh&[oéed BiRE BEE IS QiNas! AHSdARIRRL S, sddif),udi ng
manmal s, éxtypa?t%mg cp ium C%lalﬁéﬂé %cvgﬁetﬁw@cfh ﬁiﬁ%@ ﬁf(é F'le@o&?ge eﬂ'fs

adm ni str g "y A present
i nventi on, mcthﬁ %@Stﬁ eé Vlaé‘B‘fS T CBe T¢EE ?‘?ﬁeﬁ ‘&mbfs ‘E?é al eg %fc?’(il i oners
accor di ng SPgupisn ispibgnacIG PN ﬁ%“ss@B‘je%%tbe“%a PYE BGEdey of the
di sease, @é@i@?&ﬂcmstoﬁaé@ﬁ’élhﬂ\?on body wei ght age and the like of the

patient. T ceut osition ac resent i,nvention
can be ad n@ﬁ‘ t118 ﬁmﬁﬁu %ﬁps ngﬁlb ?%}ﬁ?ﬂ at the d segt mvenh?n cgn beé plepe%redor al
nj ect | on.PY RIS EHIEYSUcH PrapEelieR ot g W@B PV P SHT ISR The
adnlnlstratlon frequency of the pharnmaceutical conposition accordlng to the
present invention can be determ ned byyvarious factors, including for
exanpl e the specific disease to be treated, general health condition of
the subject, etc. CGenerally, for human subjects, the dosage of the
pharmaceutical conposition according to the present invention is 14-20

g/ day based on the total weight of the 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. 1341 The terns as used in the present

i nvention have the common nmeanings in the field of traditional Chinese
medi ci ne. 1351 Radlx Polygon| NUItiroti: POLYGONI AIULTIFLORI RADI X. It

oy I T Y O N T 1 a - T Y 1



[381 Stir-baked Senen Ziziphi Spinosae: the clean Senmen Zizi phi Spinosae is
taken and baked according to the sinple stir-baking nethod (Appendix I T D
of Chi nese Pharmacopoei a, 2010 edition) to inflate and the col or slight
darken. Break to pieces before use. 1391 Fructus Mri: MRl FRUCTUS. It is
the dried fruit-spike of Murtis alba L., which is a pl ant of Nbraceae. The

raw materi gl is gol Lecheg, fnom ARy kech&l@al Jagﬁn&(%% PR e onc

d d t
CANGOERVA. Nigitiloet. o héord%a@ales ,saia 5010 At esaRiSt 1 Fram PP P L%Q@E ex Fr)

Karst. or degiBepeesfar Pr@?ak?é‘ﬁgsee Zﬁa‘émg«)@lﬁs‘)lé(’tnngf*ila‘ﬁijfym(gF%ﬁﬁ’en g’ﬁfor aceae). The
raw materi a Z%ZLSI’ Kvl)lgrehéa gtlon mde% od oltf Bl% ta}{o?eétl f 1519 glpag?macreﬁt@ ﬂ}p%§185ﬂ etcg& ng'i]o matter, !

—

attached r ure natri x.; drledln
t he shade dr° Bt% é“vﬁm%(fog@’(‘fes ‘Bngs P iumbrownii E E. Brown var.

viridulum gﬁkl% ngctéd gtg %Peﬁ{éﬁ‘%li{f&ﬁlﬂfm@@ﬁgom‘@éﬁhﬂ@{ e%%aft £11@S%alaa&t§§§§§ _The
ar e %E%%@ p piffosde ed I\ to 10

stripped off éﬁ%&aﬂ’m&}mﬁﬁ& s For 13 [42]

Rhi zoma Anemari Ocrime 120,

Anemar r hena ad Bgfﬁleﬁ’i‘%ﬁg‘%“ Bﬂ%‘ - \}Rﬂi‘rﬁ Rach dimg: BF&ﬁ?aCst fﬁfe ﬁdaé%%ne r aw
material is colpedresgvares endenrrduese nigspire rand caiesiiEteds P Gnielipy sty bt s and
soil, dried ind.1pHd5sktarmikerbaan0 gsto’ ez Hiaial extragt, regskydOtatief r om out er ti ssue,
and dried i n phelsudand {lédid RadiuxMSa) RiraeGMobitrinay Raviixz SedviacSMitiviiAEze,

M LTI ORRHI ZAEFRARIBzikeTanitHl ot @y satkthenhiSird Relglabdiae@drdiqob tandtishizofemed Sal vi a
mltiorrhiza Bggunt ofiagh 1% §d(ﬁd Rb %Qttracﬁ)fforl—ﬁ@'tﬂ&-e\mﬂ-m@ H&M’é BRhalhelthd S

collected in ar Fl os
Chrysant hem : %‘Q ét t a&f&‘ﬁ@&f Q?gjs%ize %Silt u(%qag 1t(1:f1lrk)§1/]§]a5nt herrum
nori fol i um Ra ?rmmegﬁ g3 OUS?X &on gy? . The raw mgt er %{d

col l ected in PatkHE a‘F 11t‘sovv B% ' oo C&}SI

shade or by b&WIP?ngéerfdpi)@ésh F’F‘a@%@rﬁiﬁ’n after bel ng fum ng and st eam ng | t
i s classifiedd)tht elcsi®bpxitact otghugdun step @b rileg adueqns ¢xtradhaliter baand dhedfiteg t o

di fferent | ocpdwder ed Bdlbysr ddiicdbtomdaind steprd) adre oubjected po obre sgamidptioet hods.
[45] Poria: PgiRldriat tadjuSardidre dtlileitafBE bRAGE isttep ity gattettifRodridecoaa@os
(Schw.) Wl f ,arg @}mmg{pl yporaceae). The raw material is collected nostly in

July to Seﬁl e aﬁ%’ %g%&'i éf%le‘% offthd &%n&h@?&galtc&%pééx&EJn%E&)x % ed, then

and. 1 nsi O lRAFS “éve ?g&e B B G O P Bhade, it is known as o roo
"Fulingge"; o4 sr,etb@tea re8hi&ate malkumlyg%np Whuli@meh, ditiRehal Andd@rheRRdgd

according to &H&e@%&sh&%eméﬁ”ﬁ hi®Spindsht bl@%f)@d aB0etind H HOGKIRI ang [ 46]

FulTbri ?'s.z'na?f)‘* | e B e g g dcion Vlﬁé\'t‘f%{ei't ed on

sunny days i o0 Pﬂ“@s ?IEE}%F’“?? glﬁnhoés“oﬁ‘iurs ?ﬂf‘e’élflsgctﬂm “hesun

wi t hout del ay?d mﬁﬁﬂ“ﬁﬁ@"‘ﬁ*@&ﬂfﬁﬂéﬁ% feti W@ééher?é%ﬂti Rt se Witle present

i nvention caretiseol spivasd dugsy reduser pieestes al@qMé@éaWétt@uauralﬁﬂ‘f?e@p@a & th the

sanme or sim |1ar0-biF datacined an ‘@l th obthiesiohal teeirdca reagp lireise; can be processed in

accor dance WwiH)RelédNat dndRREnedFOGRSINIGY Potia dasdtsmd, Radixrsathidel \itddrch@ag,nes e

mat eri al nmedigg' Aﬂﬁzme[ll&{t Fl@ﬂ@ﬂlyyséﬂthemlaéﬂé txd’eﬂgﬂl@dl Ak DOS theMRbbS i 1MGImesFOr

exanpl e, Radix, 0ol 900k, ;Mihddafth Qfract @VQ[C(%QVI&IEPB 2664 h RLEPAE egBadi X

Pol ygoni  Mul tfhfelecdr chm qu gnﬁegor%&% aPeF\ B! Ee? Q€ &eﬁ%lt;p%f a%&ta??g 1Q¥he

stir-baked Se I'caci es after
repl acenent r%%mﬁge gr OF?P&%“ PHEPUSSE Cﬁgeag?' gi'hal crude dr they al l
bel ongs to t IféSderderit! clpnqdniniypsddbing ‘Yeﬁﬁ}]@‘ﬁf“?% ing 1o 48 Tafigs, &H‘g{gli‘fét?e daspect,

t he present |1W9@9W¢Q§ﬁfﬂ}%mshéga@§@f W t he pharmaceutical conposition for

t he treat mentd) dfe fitegosyerpif Gwbus fLiliindtineil &y stepredeis nddeddite Zhanestninet &ssi t ude,
and/ or sor eness nartaMedkRessyal dved ghnudnd, tvnekshol ektact optd@dd Innsteapre)t her
aspect, the Bﬁ@ﬂ%&qub(ﬂﬁ%ﬁrb@ Noff bt BYesre Rp@YIIRS ol Spradihe tdhauRhas; aesut i cal
conposi tion f Lk Qle iYRBPSAS gu@ﬂd%r%ﬁg“%%ngemﬁ%‘ﬁﬂd &f%ﬂlg{[}&l@ and/ or

pain relief. n anot her aspect he present invention further
provi des a n@?ho ?or the treatnment of insomia, which conprises

adm ni stering the pharnmaceutical conposition to a patient -8- wth

i nsomi a. [51] The functions and i ndi ¢ations of the phar maceuti cal
conposition according to the present invention are suppl enmenting kidney and
i nvigorating brain, and nourishing heart to calmthe mnd, and is used for
insomi a which is caused by insufficiency of heart and ki dney and the
synptons thereof include sleep disorder, e.g. sleep onset insomia,

non- deep sl eep, nocturnal awakeni ng, excessive dream ng, etc, acconpanied
Wi th ammesi a, dizziness, palpitation, |assitude, soreness and weakness of
wai st and knees.



[ 52] The present invention is obtained by Professor WU Yiling, through
repeat practice based on the theoretic exploration of the traditional

Chi nese nedicine in treating insomia, in conbination with the clinical
results. It is observed clinically that the synptons of insomia, such as
amesi a, di ZZI ness, palpitation, |assitude, soreness and weakness of wai st

and knees, pup pgalised By 0RYT LrchengidRly heagt A q];"%f E g, | mpr oved
{1 mel}

effeCtlvelyc szlp rglv t1 N COMpPrige cpgnlg 121p1¥mng
exanpl es arfPrBY Gl PEATY PERigHen rfas%? 4y PRHSBY

phar maceut i PHOsEoliyeET MesnCanodsra Fyb ‘ts&ﬂt“hgl“ﬁ?‘%% et tl Yn‘f‘e t hey do
not linmit tMitiosthizee Tdds Elhesapthengie Rerid. ayd Rlop dbizipe aﬁyvemyd ageuhfg te the

Pr epar at i omataf, aol@laabihatbodér; whter ip hdiedbw el firsetimatdhPpdsim dventhadogrtai ng t o

t he presentsuititéett icBle (@dRhek ARWIalaE (di sNMBMIARShétodiabloe BP-40[midfiteCr ude
Medi ci nes:  RadboxiiBohiO@RkedMikiet fsl a@aéd 0 1, 1-SeARIedhé idRl toPRIrReS ake 200 g;
Fructus Mor hldg %dﬁmeseﬁg g&%&@&‘t’f&@? 38, s%@x ﬂoﬂln'g' ﬁl@e‘l)egi ghd tﬁ@fvgoq{mates

Anerrarrhenae 8 eg Sal vi ae tiorrhizae 166.7 g; Flos Chrysant hem
66.7 Q; Pori a T’Bﬁl ; and Fl os Al bi zi ae 200 g. Preparatl on rret hod: [55] a)
sel ect ed andipiteanegaRagi el Ygand Wiekdd Hillosh the FnbraQoALAN efvRIpolienae, and

coarsely crus M@Wes&t%ﬁv@ﬂﬁon%@fn osae were wei ghed according to the
ratios, 60% et hanol was a dded; heated under reflux to extract tw ce, 10

ti mes amount of e} kedgvaid amasleaebd&idmcd%olvtghm Miulti8ori, tRhvgmankheewtrhaet edl f or 2
hours, and 8 ti nmesarspuiinthedfSethanyhi BRisoaddedviigicdtderdieg anthetratis, and
extracted for 1 Rourimdhgotlor a®k-70asiafhbitiiRed; eavhidesdiuii ferethanol
recovered under r&d%E%QneQrf@rS%!:h'éﬁon, ang CONRARLLAL @ithe! thelexir@dtat if@redensi ty of
1.10-1.15 determped é"fw% ?Preg%{;e%d ﬁ‘ér%go@?éd ﬁéstsgcé anEthé( ﬁﬁag& at1SE;

56] b | ect ed Sal
[M I ][I o%rﬁ?z:g © ng A B’?Cg‘ir‘éf‘ é%‘ﬁ’ti%‘ll a&ﬁ?‘ﬁ}é’éﬁc Iu%e \Ag({&h gccgr\é: ﬁg

to the rati os, tFlheed Apdutieanest Freptusr Moss Rodde af‘ EREr B Y& with
1.5 hours each tMt’éﬂOlThlﬁ@ea Elos phiziaaqad Fas|Ghaysenthend arposighed agaeplinedadient r at ed
to a relative densios,yl0af5 tawsuinotintldd-whtet 3s atbleé tnixted fat 1-60@est witobt3ai n wat er
extract, ready fasursisgh tihd the ejtraselsefiiteed, andbiadde amedntBuddpusd btiéd bt was

wei ghed accordi nlOB@“CtE!ffe‘ich%hécpfoob?eﬁldd@%&ft&h@ﬁe*dnﬁét(lew\fﬁdﬁ!seﬁ 100 mesh, ready
for use; [58] d)f &?ecfeu%d%aﬂ&f BRbuBHIPYS whighid a&%mgn@dmé RardkSfhdC) Was
added into the Caugh%ﬁuﬁ(g %oufc% ofrl% r@ﬁ %2189 0%u§’ef the spraying dri er

granul ator, the agyeous extract
of step b) were sprt %ﬁa éai‘? %ﬁ)u%ﬁtdi”o%queﬂlsﬁﬁp?% ﬂ ‘{’}
stearate was adday th§ ﬁléﬁ‘rpogwdérrﬁfl lﬁﬁbtaﬁﬁ‘?@(Wr?@epC?%}BIC%lﬂetcp}‘Féy @ﬁ 18‘&9at| ng
were performed tpllebtain 975 tablets of said tablet (0.4g per tablet).
Exanpl e 2: [3 ephrdt thoncapfuld, hsvelap sarble safitionh esofp hapsvie epitli tadtureonpos,i ti on
accordi ng uppdsherypidseily and\ugediibe ol tHe5drmGEeidieal reahipeditivesaccddialp xo Pel ygoni

Mul tiflori rés'égt Q)\ e&%ﬂ%laiez b@ﬁecﬁ@oﬁpﬁ%ecﬁgeo nRdichkd Gruge NBimat8icd;

SZFS?S;”K‘A it SFQ? $ ! {he RRIAROP of &nﬁﬁwmw@%ge&é&sﬁ gof Bég'n X o
Al bi zi ae 2@6 1C%lara rtllgh C Or ng&fG@% é{fssellecgte(% %Edo eaned Radi x
Pol ygoni ?‘?ﬂPPl@? ha”ﬁ?ﬁeQ % rrhenae, and coarsely crushed Semen

Zi zi phi Sp RPSER YRR MR dnBES 8D di ttbweths a]srbéeﬁn ifvehiidieSappRUNt  Of

30% et h 3 h
eachet ano ﬁ@%@%&a%ﬂm%l uméﬁ{ u{g%é alE ot @q{;&gig?gf‘f@ﬁ%zor S uﬁgref

r educed prI%‘%f%JeCés i HS%W &, *%% ﬁﬁm% e Pl%ml%@e %15
det er mi ned A PEBE, TEBIGh 1 HORET B «S?Pt tb%\ temi”& é f“(?)‘?L Cﬁ‘ QracTtéTirsb)
sel ect ed anePrdinginide craditqns f fisrubiepordings o e He, of hgitizeass [egiesd
M | tiorr hiledth c@Edg®nAbbdyz waieharage I%illdstllaiﬂ<ys@fnthhmﬁlelwe Tee wbiugrreditiealcor di ng
to the ratcompositld decordisg anbel plesenf invadition cavpls Addasteed irexroacdppfopriat8 ti mes, 3
hours eachodttdMBiclkiig X bfBGhjcWRS, fdrtdtead, anddamnbhmne bealvidinhigthanol

recover ed ynggr a[iﬁ%%ﬁonpf‘r p%HJge@f ﬁi@dphﬁﬁr%&mcéla&ﬁﬁoglﬁor@ ab@ldtd i()ethgenSI ty of

about 1. 1%%;&%@&&0%51@@ i g AL RAERHR: BthiAThe LRV for

use; [62 sel’ecte eane 11 was wel ghed according to
the ratios, and crushed |nto powder of_ 100 nesh, ready for use;



[631 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

subj ected to dry granul ation; appropriate adjuvants were added after
granul e sizing; mxed evenly and filled into the capsules to obtain 983
capsules (0.42 g per capsule). Exanple 3: Preparation of the powder of the

phar naceut i % <8 Oasea{ea LR ACRL Dbl P LLERENL:cl BYERELOR, (641 O ude

medi ci nes: nosa 147 o;
Fructus Nbr] R, é‘}erP&%Cﬁmc@éaPlﬂa%ﬁW|am°“&%%8togge ﬂﬁﬁegé chits

Anenar r hena 163 0 *asdé?aﬂ@@avwaéévemmﬂeﬁqi Wieardicnss agd Cinds teispps %rﬂehem 50
g; Poria 14BygrandiviedsntaPii dasesepet oy prafrrehnl @8 iy deideddato 316953 gy

sel ect ed anthycl eaned Radi x Pol ygoni Multiflori, Rhizoma Anemarrhenae, and
coarsely crushed Senen Zizj phi Spi nosae wer hed according _tao the
ratios, 12 titheleipnntused mﬂeﬁ)/er%%wé%rﬂ%gw%@aéﬂgm%@?wga Her BFldPf ux to
extract fortfaﬂltlpnﬁ*@@lne@%mi@ each time; the extract was filtered and

conbi ned, ance trated
to a rel at :Nt;tsi] Fadm qu%) % gﬂ 9@ )gr[ i%n&%u?&ﬁ%%wke It tg Cd °cohol
extract, réd ?} win miigforug) g’%ﬁ eIEfSeﬂ‘C%Yﬁﬁ i adan &‘i‘tﬂ Vli\ﬂ’}r ' Pori a,
Ganoder ma, meﬁ Bavestigreck bth|of jte pide Atz hippedoRi Ay ip P IssiLnd el 1o s fof

d arysant hémﬁon%raedﬂsemgweéd accordl ng to the rati os, 15 times amount of

wat er was X r act was
filtered, (a:]g1 q’heé’areg . onc OP]a ?59 Zﬁl 5/2 H?LO%P g‘gék
1101, 15 deeePARHED e BBt prabrhs e "u YNy %08%1 Pigcst olise;

[671 c) selRedixdalvanii Nuledareee Blebas! qzwd ¢vew§gwthé1 k& aanaé@@ Y8t t he
ratios, andtepmgshethod ntApppoisdélr [bfof 100ngre sPharmasapheid 0010 setition) 681ad) t he

al cohol exap@acpriaehtoateneds dontagiee pnté he jule isagh@oid oocty act st@fnigt regthda) and t he
fine powderagfen®ulibDSofldtidicke PRERAAEEk, ROBS &Rtidh) aMEt€ans ukjl®@etoe dieb idr y

grindi ng t QrQkb mhiddQvenPONE Black ¥Mh ﬁfbe"%%bﬁ;kv%%l&%@x@albéide%gdrp% thPah EX&WD' e

e oPan L ARRE Rl 8 MO gﬁ P@E 6 BBRLITRGEY 168 br COUDIR f4 O
e

accordi ng 0 SmeEp %% ?acklé;mﬂ]f ygom

Mul tiflori % QC %é)?réﬁ i f?/ lﬂ%%
Ganoder ma % P ke |aP Ti@p PrigR iag R CAVEITR ?‘1 Bot % | X
Sal viae M Fotqb@ﬂm Hogale kpgwcy an@@ﬁloewmrﬂqdéqﬁ toztE bgan ipyilyepnd bailed faind Fl os
Al bi zi ae 178o0gs toRbéaatati Wrkegetd dd:juicd Bedmbinedaidabtwds &abdlack bangdceRadi x
Pol ygoni Mislobtafredr i, Rhi zoma Anemarrhenae, and coarsely crushed Semen
Zi zi phi Spi nosae were wei ghed according to the ratios, 10 tinmes anount of
50% et hanoll3UaScraddagphineatosts: dider/ SERIABE Y being gicdzinsoekol t he
extract wagiziigst Byudd Wi hvast srémed (Peegsy dfredr URJBE hare diitiell lfpraeslsﬁur@f and
concent r at Rbbntracaer BleafeVieuid erseédiyctaf inlthd Gt aubbmid eddeeanty neidtea ttheGlGys t o
obt ai n al cafiahe @ty @docarpLacenioodd and@iied ihfllclsub) sel ected and cl eaned
Fructus Mori, Poria, Ganoderma, Radix Salviae M]|tiorrhizae, Flos Al biziae
and Fl os CH¥8}sHitbrkadi Sepsp idppdii §hisasagictho plgimepmes 4iFBhiSpinosrs, is ke indes anpunt
of water weskedddeading ®xtheasinflorstiBbikang spethdde (Axtendist Iwas dfi Cheesed, and
concent r at érhaopoeize D@0 ediodem snflaye ofl tieboidr sight Qarlten] Bradktepindenbelo@t 60C, to
obtai n aqueeus extract, ready for use; [721 c) selected and cleaned Bul bus
Lilii was wei ghed accordl ng to the ratios, and crushed into powder of 100
mesh, read{BH dirucigseMori] ¥R/ R UCRES &k schotlriesiyiamikeotit drnedbi . sthegh a), the
aqueous exis pgttnt of Metae@ebYheand mhiterid inellpowt &omofprBud bhus wiichithe fobtsai ned i n
step c) weu rpf, epddred ih ik euobadricdalitistaamiraatiodi ng to conventional net hods
(Chunlin CAO, Pharmaceutics of Traditional Chinese Medicine, Shanghai
Sci ence & MOk HPrOPeRgyaPEdYODERVEY It i fhei friNoweripbere 198G imapficidiing i n
Cct ober 1908ss. ehér pKkeparatimodermetsiedsetZbno, onad ZaoigutfieonPolpagesac) 7The488) , to
obt ai n 10G69 niterial @lcolkatedtailai yaahionhd; wasodid Spensedgibyat, adclperoteant ai ner .
wood, sand or lower stripe of the culture matrix; dried in the shade or stove at 40-50°C.

[41] Bulbus Lilii: Z/LII BULBUS. 1t is the dried fleshy scale leaf of Lilium lancifolium

iy



the present invention [74] Crude nedicines: Radix Polygoni Miultiflori 225
g; Senen Zizi phi Spinosae 163 g; Fructus Mri 220 g; Ganoderma 83 g; Bul bus
Lilii 113 g; Rhizoma Anenarrhenae 50 g; Radix Salviae MItiorrhizae 190 g;
Fl os Chrysanthem 45 g; Poria 113 g and Fl os Al biziae 178 g. Preparation
met hod:  [75] a) selected and cl eaned Radi x Pol y%Qni Multiflori, Rhizoma
Anenar Hhenbe Lilagy broyaiisle| &y Rrowsrves vRaddnwnZidkep Rt LEpinBegdume?e . welighed

accor diargplants tofi € ilizatac g he T2w matesl aneallettedfin 400aret Avanedshedsanddbe skaldheat ed
under n&fkiXeelsBigpéd bBCHedQI wikh BolliREWater iBea RbhicatanWased.i | tered, conbined
wi th ethanol recovered under reduced pressure, and concentrated to a

rel St i ¥[@2ﬂ6ﬂﬁk¢Ma aneﬁlaﬂxﬁcrﬂaf:iﬁAMRﬂIENQEaRHMMI ¢] i@lﬂiea@lﬂibc%ﬂﬁ@ilﬁﬂ ofxtract,
ready ; - e - C ; [ o1
Ganodefqgl EmH%a?a’?ax[aza O\illp %é&gm%oglp nglge% ?’%P‘gg’f?r ?‘Ezeilége%% B .Ig%{e 1r}lgssant hemi
ver e \Aég@‘??é Jo B PRIy PP $ongY o FOM BDIQUR QO AR friRE: 18 hiaiMadded t o
ext r acknpwp ag“MapghimuT, digemoeslcliion jonter tiswve. anddrigdtin Wessuni | t ered, and

ot af n HaLauske sty ayag arVide PR il i gty SR PSR "Bl bus

Lilii vebederded and clorethegl Se/viviliarhios Bganwhivhuis Aetant of balpeiadeFheof 100
mesh, sathatdriat iswdlected [n/plingdor hitemal eativkd &oht ack andbidédred in step a), the
aqueous extract of step b) and the fine powder of Bulbus Lilii obtained in

st ep c)[4hedoprEpysathanmnt o CERNSAVABPRIMNE sFAGSorldi isg tho donvepitilonal ofret hods
( Chunl Onrfsbehar mBSRULINnCRaRl:., WHEH 1 OpRht ShCoRpesiMBdTR AR mahdaghal

SC| e”¢801§é§]§§?ﬁ”ﬁ4t&%¥ i?&rﬁ?epte]fﬁt;er"_—t S QP o%loﬁ&ﬂlﬂr% ,HIRQ: ins_%gg”r ng 1n
Cct obe{) ot @ i}teﬂpara%:og) et hod for so t.caﬁmﬁé, Pfaq%res -235), to
obt ai nPdghE ShEFed iU B 5 T@CHIEMMIpEG AAG SIpming, (fa’ﬁ agsiliqs i rBeiion of the
pi |1 of Chwiw”.pHaenemeeand cdlangbrpassiording tacliferghhdoaattiehef mredwntioni andent i on

[ 79] Craritgioneth moossing RedhodsPol ygoni Multiflori 165 g; Senen Zi zi phi

Spi nosae 228 g; Fructus Mori 173 g; Ganoderma 110 g; Bulbus Lilii 75 g;

Rhi zond4#An&odnr REREE 175 the dRedibdeStbmi aefuhgis; iPorimiviozee(Sth@) ¢Folfsn.

Chr ysapsippsiiacehB). TheRati @atéBaldisadledtbd modlPiiZ 'mE t@ B3p@mbeF, epabadd #emhet hod:

[ 80] a%ﬂ%lé%glgg tugﬁtgatﬁg sﬁllfﬁ%n\%gttéaaq}g% %g%ﬁ%%hg% f?cu':ef ht%d Repaat? R Beveral

Anenmar . oarsely crus Spi.nosae, wer e, wel ghed
accor diifigs £Btik HEmKGES  apBcarganyd e et £V Oraltshs e SHEY Thelbe aBRRSdt Reat ed
under krstynuss thaliagga”aer thewegle sclorotivuis chtondahiicH in thesshadhecenxding ée cwias
filterpshtioenkhoweds Wiilingpiahaaad “Figeekesied under reduced pressure, and
concentrated to a relative density of 1.10-1.15 determ ned at 60C, to

obt ai n [46]c Elvs| Albxtiaca AL BIEEEAY LOST Ttuisehe drip@ 1jfldsyscsedeect dihizmgu/direained

Fr gctF :JBuMQE,I whibRIié a,plﬁﬂﬂﬂ‘%gﬁ_ﬁbindgéﬁl%e§3dr<_\!|caﬂet3d’téd Eh @ﬁﬂtfy é@}%,inllzéélﬁﬁn&\']-? zi ae
an [ e ratios, -12- i mes
am)unt‘g(ﬁ; nq&é@%%\gg?mgﬁgﬁﬁt%ﬁecgﬁﬁg%?%ggmﬁg]ﬁetaguv&@hagll. 5 hours each tine; the
ixa{)ac% g}éé k&%ﬁgﬁ%@}?ﬁ%e M&??gﬁe@tici%goftatﬁﬁ gré’sgr{teiﬁiféfﬁﬁog %5‘1? gg Yeyﬁ?ztceél%ggé_

(27 it has tmBlendl ool bR, AL i Sfoncd G wl Upes®e e

rati osMalgHY Wedishsen baersseirddr ageordenseigidlh “Nadon) presiessyag standazdy far)  he

al cohdradetxanabChinekt mateed! madisa’e@ ‘Dictiotney afjlimdimnekChiacte Medisirep. By and t he
fine pgeaele, RadRUPINASnE Mlfiflehta Regd 1aaec§bﬁg%ea%rew&wpapg@ﬁwmlﬂn@ripI I'l's
accor dj ds, R ORYERT SRl TER" S g&mg kP RRIROAUAE Sylosc:

Traditl %na I €. I Cl.ne, anghal I %r:}%:e %c g&ho y. Ss, '1st

Edi t i gHPPHe RACICEGRIST thst ISPI3FSRAST e B Peitas iy thigefthe gl épideat i on
met hodiregy theylall bepmge so thegor8a of thoprsberdiimvesdonpi | 1s (0.5 g per pill).
Exanple 7: Preparation of the tincture of the pharmaceuti cal conPosi tion
accor d[% kg apﬁtgerpraég@ﬁt thenpeEsseRipfnvention 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.

[S0] 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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[ 84] Crude nedicines: Radix Polygoni Miultiflori 158 g; Senen Ziziphi

Spi nosae 270 g; Fructus Mori 165 g; Ganoderma 135 ¢g; Bulbus Lilii 80 g;

Rhi zoma Anenarrhenae 110 g; Radix Salviae MItiorrhizae 125 g; Flos
Chrysanthem 118 g; Poria 80 g and Flos Al biziae 280g. Preparation nethod:
[85] a) selected and cl eaned Radi x Polygoni Miultiflori, Rhizoma

Anemar Mﬁh@@m@ﬁd coarsely crushed Senen Zi zi ph| Spi nosae were wei ghed
according.tg t ratios,. 11 tinmes. amount of % et hanql was added; heated
ander r BR (kha g méwa%ortsl @ P%aﬂ%%fﬁutﬂ ce@eﬂsm?l?-réccqrﬁ@gé&tthf‘act was
filt er guksenionbintiod avd supplenteatiog kidecpwed buigonading hradumEUnqmrrshmg theart &nd
concentchiat @lﬁl: fn@ndi ah@h@ﬁﬂséﬁﬂ feteingdrhyia Ghhidh 1Dcausdd bilaharrmtiees, et h&PCand O

obt ain e 8 sel e d

Fruct ué&k}o? Or | gﬁﬁ@n{s ﬁlgye()%qhagag SEaF) (ﬂmjakﬁ eeé o‘rﬂtreﬁpzoa?{gGq @%&ﬁ %J bi zi ae
and I §eNeRFY <16tPh dinetigEAl o0 egwe%d B arqam%e Fagesanbanied Wi anount
of wat @mnagia, digieasstnalmsatipmdassftade, Sonchens end wieakness of Waigkanddaees.t i me: t he
extract was filtered, and concentrated to a_relative density of ahout

1. 10- 1. 1881 dheairsent invantigoes, obtzinghbuiProlssaedid Wlipg. atéfoughé%wt PEctigse;

[87] cbawdlwdhedlearedwkplareemn&ﬁltmadlﬁldmaﬂ Chassevaicdicad indreating ingorhwoiat he

rati osin @otbivatishedt tHeoclpRyigesudk. &0Q JBe&Red lcBARNILY @iat UBE symbﬁ)%ls gy the

| coh t,. of dth
?I ﬁg go\,\gﬁltl’gﬁ%ﬁg lt%%aa’rﬁ}%g a Ialf/ CQS ?ﬁea Qplfalagn aﬁgﬁ%ldg LA tang wé 1§ilss 2)§ an €

into fincture
R A T L RS R L A
Tr adi t eBerdivelBhi nese Medi ci ne, Shanghai SC|ence & Technol ogy Press, 1st
Edition in hbvenber 1986 8th printing in Octorber 1993: the preparation
met hod f o888 dif fitheinventiont 5 opt ai n 10000 m tincture, which was

di spen 1 er co ta| ner : ara ion f t he syrup of
the phisﬁla?iwﬁt Q)&lgwn%o%w b O Riosds @"ﬁ@lyt%t SlinR o brsheting, the P gy
Crude RRHM@PeEisal EUpROsItg| ArgeNdinavel the fresent Qlasntgpn éh’éﬁy oZigsHimiShenosae
147 g; sdapaof te pveseht 2Séntyn itanpdey.ma 81 g; Bulbus Lilii 158 g; Rhizoma
Anemarr henae 55 g; Radix Salviae MItiorrhizae 188 g; Flos Chrysanthem 50
g; Por Faamuls Iy Pagnarationsofathpitatleteofithg p@arma[cgm}cabp@rpa@mlq)rbhcwechh@(ﬂo the0000 m
Syrup peaserpliseatied(aodaotinng Jiadne®AushiehiTabiet) nmet hods (Chunlin CAQ,

Phar maceuti cs of Traditional Chinese Medicine, Shanghai Science &
Technol[)y UPndsshleditstes Bladik dolygoniNshuéinber 2A®86SeBethZjmrpm tSpigsaan2@cgober
1993: Fhetrnepared %Oﬁaﬂﬁﬂ‘éﬁﬁﬁl(ﬂmg BYbULi1R 0@ E; RRBohi Anendffictiesidenged by 10

m per t h 0

phar Rgil}?l%éqg%yﬁpom Q%agn%egc’g %%Qtrﬂféer%lr g%Z% [ nvepq(yghgm({ g‘ﬁs Crude
medi ci & Pol ygoni Ml tifl or| 158 g; Senen Zizi phi Spinosae 270 g;
Fructus noderma 135 g; Bulbus Lilii 80 g; Rhizonma

Anemar r hgﬁgega%?g et dix Salviae MItiorrhizae 125 g FI 0s Chrysant hem

118 g; [&qrip séQcth aﬁ!i Q:'fea‘ﬁ‘é@'l@a‘dﬁ? ngrgoﬂl Mul$Rdri PRfr'lQ

supposi t cor to co ntio ﬁg{ g I|n CAQ,
phgf’m%oé'lme}yc L Bl P S Ak G ek e g
Technottbyp! pras eddeds heatedivnfere{lux o ouiigsétwicag 60 tigen amquﬁt pfmgthﬁmplwsOr ber
1993: ddded forapafiat tioe amdtehtactédfor SUppes ahdB Yimes agesnB&BHb) wadadded per
SUPPOSfiol GhY sedek@NBhE ahQ exib@B@ITBE 11 ORbuf tHeNSktBRt Wik fi1Rged Wﬁ@%tﬁal

h Radi
ESFESO%M PEERE DO RRIGI, '%d” B e e G
g; Gan Hérlr%é %@r@me&ﬂt éﬁ“gf 1t Pbtﬁmlai@h@ eﬁrﬂcgaﬁ%ly ﬁéW&rrhenae 50 g Radi x

Sal t 419 FlL.o t P d Fl
A bt 2, 301105 $1elegaRapetstie TERuTeNEE T60e §andiethie B asti®iecor ot ng
to conVidHeirkig @ﬁ, ijgaq, @n@uﬁiq%f@m@ntmrwemm@é a@vf‘orthnadp fflilfbwaps Chi nese

Medi ci Met;mﬁi*ranghﬁmf Satee v addderhnahogyidy, edth, 1.1 dbulksdiath tmej the Neuastber
1986, Bish fiﬂ)t"efe'at | QehbiRdOC4HAb @bnckABted 1€ aP E&Weafdbﬁ%y”%f hagduf or1@¢ls pages

349 35(Pe}e’rm1 g%é%ﬁto ogtalry\{va:ll’ter%(tl%S{m a(a?,t Exanpl e 11: Preparation of

he spray ot ar maceut i ¢a tlrolh accordl ng to the present

O

' nvent l J 95% ec ﬁE&Heﬁ' B&ED 'E?iﬂ' é%f We %H'a %&JngB O{h'e ré‘g?sbgmdseman
fllizal gh Z%E Wﬂﬁ%‘?ﬁ?&@ %VR]P%&? X Sal VI ae Melrmaor rhi zae 1905gLI ::: Ios

Chrys aBtSTem d)‘lfée fhe 8(9\%66} o%ﬁlﬂlseﬂ}ﬁll gﬂtg %e(ﬂ bgtgﬂ 6ewgs %dgd into the container
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[ 96] Preparation nmethod: 10000 ml spray was prepared according to
conventional nethods (Chunlin CAO Pharmaceutics of Traditional Chinese
Medi ci ne, Shanghai Science & Technol ogy Press, 1st Edition in Novenber
1986, 8th printing in Cctober 1993: the preparation nethod for spray, pages
454-466), and di spensed by 100 ml per container. Exanple 12: Preparation of

the inj ect ;ffg, j;f s m@?m%g %g&w@m ADSRRES Ak LR ooen

i nvention fr? ula%i Senen
Zi zi phi apsyss emf‘—‘?t Yeleﬁ]f’ga léa dBYa Bd’s Lilii
75 g; Rhi z@ﬁﬁﬂeﬁlﬁ@nﬁﬁ}aﬂ%%ﬁa%adf% glterragule SEingd; i Ringy (bl F‘%}% %83 %%)Wﬁfe Fl os

Chr ysant hemnerforgedyto ot &S Tl dﬁ@ldﬁb@ﬁ(%gmeziablét)zw g. [981 Preparation

t hod: 10Q0 di l,, gt hod
(Chuni i n R &rhRETer S5 Forhadl ot anar-chi L s Rea Erhe G e
Sci ence & TEEHhBYBYYL Press, 1st Edition in Novenber 1986, 8th printing in
Cct ober 19;%*91 ERBe B{eﬁwgtﬁa@q ﬁéﬁ%@&%&lﬁﬂ eRBn ZRABLSHIRRA: 47109§) 5nt

er contai

Bhar maceut ‘% W”S 3t | 8‘2;23%%01‘3 i u]t o 1f11n 10’ %ﬁaf{%@i&ﬁg ude

medi ci nes: REHE S ‘@'5 ‘oﬁ r%e?‘?f@aé SRR Pol ygoni
Mul tiflori280emen Zizi phi Spi nosae, Fruct us Mori, Ganoderma, Bul bus Lilii,
Rhi zoma Anena ix Salviae MItiorrhizae, Flos Chrysanthem, Pori a
and Fl os Al bi gﬂegag&\%grr%eﬁ%g i ghed according to the rati os, andypl aced in a

boi l er; watign] ¥yagleaddedd fRhneli®adix PSllgdni Meulfifor3 Thiomaheverhéeetod surface
of the cr u%rs ArEheSem0B%EE JtosROwdrk Ridighsd a@bAlifdes Akd @dod @rtinde M nut es

2‘L}E ?gcteml():‘ rﬁﬂmt gfrﬁ‘yf étilén ﬁj@% ad(\.{@lt éaéz% dogd ;gég@j%& s éﬁ? %gb@fg{%@% the top
fl | ter ed tP%g(]taCt \V?.S il C(’)m INCa Wi ﬁl 1 Vi &) S ¢ 500 m
per dose. EE ‘fe@tr?it top} & ’ﬁ‘?“ﬁ‘ﬁ" Bffl f(g é\/g?%%’&edpgg%ﬁ c‘)fo ‘qﬁ%m Sr?raceutl cal
conpositi oﬁm&‘écr@?cb’ ﬁ‘glsﬁo the present invention Crude nedicines: the same as

Xxamp e 1 (i a@&éct Bt B ed[%l%%s%ﬁe' gge%a@l@ﬁmggema& Radiax Pol ygoni

r se cr hi
Spi nosae VMFIE‘)%@ Heg® ‘§@%6are qgf)tg Igeé i e% TES Iﬁ%n%ntﬁgﬁi%mgO%
et hanol wa¥ é’é“ouﬁ‘é%{t‘@&l A LE é??‘i?)?“t Fact O’t“iﬁne?:%‘ U 582 %ach time
the extracvasndisiend | andr eembisesbiide gthanelh Ieéewacﬁbltm?‘f‘éckfé\éqeédmaﬁa@r agduced
pressure, oocgatd ataadatvdicdsiiyed bt 7.5¢].1adetemrivssloe 60 Totogthtadi anueey al cohol
extract, ready, taly fiase; [ 1011 b) sel ected and cl eaned Fructus Mori, Poria,

Ganodernma, Radix Salviae MItiorrhizae, Flos Al bizi %e and Fl os Chrysant hem
vere wei ghtdl 2 celedrhgnd sleened Bulbysokilil vos preighed Aaeiting & NWgatalips @8~ added t o

extract twirgbed ittorpowdered df0 mﬁslffereadwél eRt ract was filtered, conbl ned,

concentr at d at 7 nd. cr yeous
ext ract (tﬁsg] jﬁ gf (f?cphﬁ?l %‘H%“a ngg’t“rsé@tasng a%%s e aC?%pSt P br) and %g EEOZ] c)
sel ect ed aterden AdHiys BUHnGRME 7 FeRelsW B YR éﬁé@’r% o EEW?@ i os, and
crushed i rdbvpdwiete agfled ger weashle sizngynixest evgaly:ang fdied 11y thene@Palsp 181 cohol
extract obtb&im¥d capsuks ébﬁl_ag)pertetpeuld)rl ed aqueous extract of step b) and the

fine powder of Bulbus Lilii obt re.collectiv pr epar ed
ito bil) A L PREHTG e B Pt BB TR 67 GSPEnd L ehsed. by
100 g per %eéglﬁlfpﬁ%ﬁf%eol o2ical testing [1041 In order to confirmthe

h
?ﬁtv'ex't It ;g? a% Q@&{%C}%M g&%&@mﬂr‘d&ﬂ 28 a8 éndzlelémt@pnwa present

ding to
the meth PE s 81k BRIDHE 1‘“““338 5 Alhsie 38 et )
accor di ng &aéwﬁaﬁé?@wg%mﬁ. T e & Olpﬂe}i&%%ﬁ%*"q@ﬂz %Bwi ng

phar macol dgP eal testi ng.

Preparation method:

[65] 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 2 times, 2 hours each
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1. The sedative effect of the pharmaceutical according to the present
invention 1.1 Experinmental materials 1.1.1 Experinental animls [1051 90
mal e heal thy Kunm ng mce of clean grade (body wei ght 18-22 g) were

pur chased from Laboratory Ani mal Cent er of Hebei Province (License No.:
SCXK (JI') 2003-1-003, Certificate No.: DK0409-0040), and were fed in

Laboratory (gfe. B@@Qt%ﬂ%sqg%xe@l and bdn‘lﬂﬁ%dR@ﬁ@@cﬁ&tGl r{e&ﬁ/Ete@I WhcRr reHA8 hredgudiour s/ day
i11um nati U cit ce;%ta%d tg t?\;euJFﬁsnv%Q 601 IS?(?/ % o n@tﬁ htvt% (If'utglogta}ry alcoEIIale mce

wer e caged, gg e’ fee stu
pel | et f ee F*BIHUTAHS H§Fthe Labor at ory Ani mal Oent er of Heber Provr nce, and

the mce wefgg By Ooyxided wWd *'ble%tHcf;dc 'I%&L%t l\ﬁl&t NibiRg WBtdRErma) NRadI CEIWERS €
acclimati Z‘?\Qﬂt&oﬁrﬁuzge (f*l?c% 1b1%1aéa wg eL{Qe 9 géco %t? Ia 19@0%6‘”“ cal

according t I'nventi.o % | val ent
to 3.47 g C}S g}f ¢ tﬁ‘blwtshaéid‘ﬁﬂ ﬁgacfé Oég n?eg %gmae ? ay, i.e.
0.28 g crud®sdfltsgrk '618’(9 G widldg RRncpiate dier A ‘B@HYF &?‘rtOfG@P% )1 10p-1

prepared i ?f@l‘ﬂaﬂ@ltﬁé ﬁsiom‘?faWQQHe@S%‘t%@%dM\i@“‘s&nd stored at 4C. In
ggg\r/ga(r:rg:,]? geégc?eg eé rﬁeult;([t)tgrﬂﬂ% \tvgsr ywceiﬁeghedr gc%or,dm%f t%r%%* ﬁg‘u an%rbdn t of the

Ine
"crude dru(j“u f“g?Eo‘t’%rnﬁgood%ﬁﬁ’{}’é?ﬁdé&mé‘ﬁ%unt of the ‘material nedica” [1071
Anshenbunaq Qied tht aleShoP EERAT SRLifJIOMSER LN the GRIMLs BaRtiQk ik B}Jéﬂd tﬁ@‘ﬁxﬁ&

ot voon ol P R R oyt o o

i nvi gor at i RGVBt-al et a‘?ﬁaa (1,587’1 grﬁeh "generating essence and reinforcing
the marrowgxsend @nl’&;mraﬂﬂngfth%ﬂﬂalr%@&&ﬁbr§8ﬂ 08 ph-eaduti @nebohfositisn 6QEFIY y used
for neur astogﬁgb@senglg§&1 a, amesia, dizziness, lassitude; it is

manuf act ur e y JILIN A G YANBI AN PHARNACEUTI CAL CO., LTD, Approval No.:
722022453 ([69] SRDAedichiniRzdix Ribsageviflafloadd ¢Sen2f A Shavah 16bg: 040269.
11081 Est arpt@sMbabiets; RoRmd 81 yi BabeflikenzqdiRazeph Pesmatitnad 80§

i nhi bi ti ongadif sall b ﬁ/ftﬁ@ttthl%et@@ 20F10t BBry&RRehRbS %eﬁo‘x‘t@q% st BBY Aligacc! i ni cal
mani festatrl%can range frommld sedation to hypnosis and even coma, wth
[

the increasing of dosage used. It is provided by Shijiazhuang

Phar maceut i cabrefar@iop nfsthod: LTD; Approval No.: H13020974(by SFDA); strength:

1 ng; dinical dosage for adults: 2-4 ng each tinme for hypnosrs and 1-2 ng
each tine 1 ¥eglerdand glepjedeidgdgaolygumt Muligort RiugymgAnemagrh glaEx‘tf@ri nent al

i nst r ument earsply@8jshddnSanren eziphi fSpmokeg vemp eighalctctariling éesthe fratipis.cl times

(1 oconot or amaint v 3096 Ebanol sad dddad; ehefited uhdec efitok ar exaatti fut 3 hasy; thpentettased from
Bei j i ng Shygy filRreUEMUAhnSCie@VeRd aRdkr TRIGERIGI@aMe, Gad codcdldrated[td 1031atAB204- N

type el ect §Q01Grangliyls Q%f%hnta&l 802, to%&zﬁﬁ‘é%&@l Eramn MadytbetiseTol edo
I nstrunents (Shanghai) Co. . Experinental nethod 1.2.1 The

princi pl es[fliprb)dedagel sedt clazgled [ Eﬂrﬂ;t}ts | MotihePoeinp ebanodantng, tRadixpltabvegceut i cal
accor di ng watisiezapy BSEAIbiAida\ead Floe IThwasntisaii weid Weighiciosordihe & e gutiog,ude
drug/ kg, 2128 8esCanddlfr S xblﬁérl‘wgasaaﬁgedlto 43‘(921& 'ﬁh*cbehdiilf# ek iradtRi=6 138, £#Qui val ent
to 20, 10&%9&11%@%& e Flgiflvet ﬁ51 o'f Qﬂ)o(ﬁ@ 1@ L1' VT% ﬁ%reag t 6O Czﬁycbb%ﬁ'%eafsuw kg)

respectiv “ea%ur%or unao Ye roup of estazolam 2. 67
ng/ kg ver € se accordr ng to the results of prelrmnary experiment. Mce
were divi ded Icmtsete&etgraﬁwraeme@cetrtmsngmt Qvab Reei @O e dl@isade tEeldibgGandas i s

shown in Tabh&iko pbalB&rloo hBe, Ridyeet u@f the pharmaceutical according to
the present invention on the |ocornptor activities of nmice G oups Dosages

Ani mal [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 CAQO, 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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nunber equivalent to the tinmes of clinical dosage (ratio) Goup of Blank
Control - 12 - G oup of Anshenbunao Ye 13nil/kg 12 39 G oup of Estazol am

2.67mg/ kg 12 27 The pharmaceutical 5.6g Crude drug/ kg

the present invention

[74] 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.

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 c¢) 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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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 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/nil
respectively; the adm nistering concentration of Anshenbunao Ye group was
0. 65 ml2durrsermauat efwhicywiagadded tasytradiéwidnivith 4 tSeltqunyeasbives theaeytesgt of

est azolvan filesed) adBoatcahtratéd 2ni flatBg dvasityaciMibous t @ 0ddl dyetgaragratdsli‘Cy, which
is in acephianetoldftalinRady tHisal |y recommended oral route, for 7

consecutive days, and estazolam was admi nistered only once on the seventh
day. 1.@2B dpeicteaemdllepssd Bllbué Oy Svaslwiighedakeillingntol i fRbOI gndnd
deteCtbﬂﬂh&?%ﬂ?ﬁﬁmkﬁ%%%bogﬁﬁlqﬁﬁ@fﬁf&%‘tra'ned once in the norning, the

t [ ‘the’'1s a

af ternoon an e evening on day, for every tinme, the mce were
Sort T ot Tt g2l LA Sau SR DR Sy e L
activiti Wi . . ) .

of 1507080 EhRvS KT ShESealh (RaChR Fire psPhEF e b RUSHBRCH o
The nefibentional | meBadt drhunding GO, ddajipaccpdet et Tradiipnal Shingse (Medicigs:

admi ni ShamghaoScientre &nilechnobrgy Bess,i Hhfidiziod fnoNogembar, 1986d 8f"hprimtingbar of
| ocompORtorbé&t 19981 iR Spripaidtion rhethodl Mo G, pass LhLNI0LePbB@M 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] ¢) 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, g™ 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



1.2.5 Statistical nethod: One-way ANOVA was performed by using spssill.5
statistical software. 1.3 Experinental results [1141 The nunbers of

| oconptor activities of mce in the groups of Anshenbunao Ye and Estazol am
were both decreased in conparison with that of the group of blank control
(P<0.01 or P<0.05). Conpared to the group of blank control, the nunbers of

| oconot BP] detuide imeadesnesf Radisd olygonhdudtiBerp26de; SereeIgZ@lMdeSMQngt k47 and 2.8 g
Crude grugikmiosl 230he Ehasderee8t Ig?@ullﬁ@dﬁﬁﬂlm tph&hmamreﬁemlehwng on were

signif 'I&a&t é&ivﬂ@%ﬁﬁo’%@@za@%@ 0% os @H?sa%xm}nh @%Pﬁ)ﬂ%?ﬁ%/@:kgﬁ F‘{\ﬁs{a nu 65% and

23. 4% spective the grou de er
| oconot gact|V|t|es of mce tended to decrease and the inhibitory rate

was 9. 4{) B}g araetisolfl rh? l'ﬁ)rde ﬁﬂ)% S -xr!gplv%s reg ll C%Ord-{ltg g fgo%%nti)ona he
har macon) fdgpar i, PR, OBt by
" ocomosinods (GhuiasCH0; ni’ﬁehra%qtgcs e 1T23(P eg 1965561 Kb #

LoconmpfSeienge&i Tichin@sgy Prasesl  10ditiyn imNolérniryl 9&@1& priging iGrOeipbarf1 98P ank

Cont r okhe ptéphratiodOmdthod for syrup, pages 166-170), and dispensed by 10 ml per container.

Example 9: Preparation of the suppository of the pharmaceutical composition according to
the present invention

[91] 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; Flos Albiziae 280

g.
[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, g 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 Salviaec 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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G oup of Anshenbunao Ye 13ml/ kg 159.7134.2** 33.5 G oup of Estazol am
2.76mg/ kg 174.0158.9* 27.5 Goup of the pharmaceutical according to the
present invention 5.6g Crude drug/kg 173.3150.1* 27.8 2.8g Crude drug/kg
184. 0155. 2* 23.4

the present invention

[97] 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.

[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 Spinosae 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 75°C, 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 75°C, and crushed, to obtain dried aqueous
extract (the yield for the dry extract was 20%), ready for use;

[102] ) 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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1.4g Crude drug/ kg 216.8172.6 9.7 Not e: *P<0. 05, **P<0.01, conpared
with the group of blank control 1.4 Conclusion [1151 The pharmaceuti cal
according to the present invention can decrease the nunber of | oconotor
activities of mce, which confirns that the pharnmaceutical according to the
present invention has a sedative effect. 2. The hypnotic effect of the
phar maceut i1gg lwﬁ&é\cpﬁlﬂ e B&aﬁ&?wﬁfeﬁ%ﬁtdlsggﬁté@d]@\’ 0 gdedbdexperi ment al
materials 2. Experi nmental ani mals 72 ‘'mal e healthy Kunm ng mce of
cl ean grade (body wei ght 18-22 q) mere pur chased from Laboratory Ani na
Center of HebehaRhsteioareal tedtiveense No.: SCXK (JI) 2003-1-003, Certificate
No.: DKO0409-00716). Tﬁey were fed in Laboratory of Pharmacol ogy of Yiling
Resear ch | Hédl ferder topeldim iz debvitiey didhe Hbpimassutieal composEDn agroclifgsine at ur e,
and 40- 60%prestratiiveetidnufor did yreatdidre ofiicemner ¢hecalgetd, préparil cecqding tadge. The
conpl et e gmaHetiadf MlagHlel Behtgdibtiler WerSrdar visdel phytniabetitAbocadiog Yo Ari nal
Center of HeRgi iRLAhNEEe uRh fdB it EoWRQ: fbvdcseg camdsing uf f i ci ent
drinking water. The mce were acclimtized for 3 days. 2.1.2 Experimental
drug [117]lTﬁEsph&vwﬁﬁeuﬁYbamwaocoﬁ@mmgxwimgmémnr@@émﬂemﬁment|on is
equi val ent ﬁ 3.47 ude drug/ g dry powder, and the human dosage is 17.0
g crude drug Vﬂmﬁ m%e§§sg crude drug/ kg body wei ght (standard body
wei ght 60 K@) .1 BxbertrSenP Q¥idigd by Shijiazhuang Yiling Pharnmaceutical co.,
LTD (batch No. 20040201). It is prepared into a suspension with 0.5 %
CMC- Na, an[o3jt 80 evhlathed®Gy Kdb8hg Anshefhblsnarade: (bbdy iveight dfa2ee) fveem Cor nu
Cervi Pant gtuchasdilfivm RadbstoBoAyigan Cedvdd 41l Hidber ProbPihep driedhss Nble ISbXKEQDMedi i ,
Rhi zoma Zi ngi3br0dss Ce@tLINGE DEBI09-00HDY GhdiSerd Wdihagbor@by oY Ph@ffadbl &y,
functions gng, g egeakhqa ik, Q\aa&qrzaﬁau&ma ﬂ@unﬂn@aaq SRb I bR dE, adener ating
essence anQO B@’/ 18(:)[1'\/% hu 1(#1% remrrlilgeox 1 ﬁd e&Oﬂﬂ? tn&%/c%e %ﬂgfegc%ltuff Pkn”c% bl ood;
it

and it is | ZZl neSS
"assi t ude: VP IF ?8" lplste pellst erowgie FW&ZE%E%&
LTD, Appr odush thavgice werepordesavihsytisepiri ElguVWFeééfhe&B%fa@%e pasHimg 20nrfL/d

bat ch No.:3d#0269. 1119] Estazolan1TabIet an anxiol ytic of
benzodiazep{gg%k qa% C %ﬁe inhibitions in different sites of the central
nervous sys PREBR fieal nmani festation can range fromm|d sedation to

hypnosi s gingk| 1Meuu\emtéac&m tdmaé RS8R 8OticQERAMDIU L Exarhile il pispr Ovi ded
by Shiji az@h&%ﬁ 1H3TRG 'dﬁ@ n,doéa EPis AaPg vad a9 day, HL30R0974( by
EFD/rA]?)SI zt re nydd %el%h& ?art? ggig, /etl%(?lli 6@9@' fi FPB%JF dT8o %@\%@%&s IITB for
0%8101 2 \I'El n p armacologwa erenmen%sy the Yo eru

drug” refers to the above mentloned cmde medicine” or “materia medica”, and the

amount of the “crude drug™ refers to the converted amount of the “material med1ca

[107] Anshenbunao Ye: It is prepared from Cornu Cervi Pantotrichum, Radix Polygoni
Multiflori Preparata, Herba Epimedii, Rhizoma Zingiberis (dried ginger), Fructus Jujubae,
and Vitamin BI1; 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
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[ 120] Pentobarbital sodium provided by Sinopharm (G oup) Shanghai Chem cal
Reagent Co., Ltd, batch No.: F20030816. 2.2 Experinental nethod 2.2.1 The
principles for dosage setting [121] In the experinent, the pharnaceuti cal
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 equival ent
to 20, ?11)8] dneirgnernit fes lasbmoter asttivities il hisadtocdowgm-acovizB yosr saftwate dgy kg)

r espectidao@lotor &3tivitfesyfpuimabentomaBeieg SBOAKYuantn Boddtiee Gihd EkbBzNbam 2. 67
ng/ kg wﬁig; t, according to the results of prelimnary experinment. Mce
were divided into 6 groups according to the above dosage setting, as is

shown [nofabB2oBN Takl @ledtrohfte afilig6d BiladRe RBSKRBE efbhC MetB&CRIIANY t O
t he pr%%%&hwhgwgg&g%QDX?Lﬁﬂﬁ sl eeping time of mce induced by pentobarbital
sage’ Ani’nal”

sodi um oups nunber equivalent to the tinmes of clinica
dosage 1 (I @kb&m&AURetRbd Bl ank Control 12 Goup of

1.2.1 The principles for dosage setting

[111] 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 dosage (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 1.

Table 1: the effect of the pharmaceutical according to the present invention on
the locomotor activities of mice

. equivalent to the
Animal . ..
Groups 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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Anshenbunao Syrup 13ml/kg 12 39 Goup of Estazolam 2.67nmg/kg 12 27 G oup
of the pharnmaceutical according to the present invention 5.6g Crude drug/ kg
12 20 2.8g Crude drug /kg 12 10

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 spss1l.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 (¥ +s, n=12)

Number of Locomotor  Inhibitory

Groups Dosages Activities Rate
(times/10min) (%)
Group of Blank 240 3430.1
Control
Group of , wx 33.5
74342
Anshenbunao Ye 13mlke 1597434
Group of Estazolam 2. 76mg/kg 174.0158.9f 27.5
Group of the 5.6g Crude drug/kg 173.3£50.17 27.8
pharmaceutical 2.8g Crude drug/kg 184.0455.2° 23.4
accordingfothe —, \ e drug/ke 216.872.6 o7

present invention
Note: *P<0.03, #**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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1.49 Crude drug /kg 12 5 2.2.2 Method of adm nistration [122] The

adm ni stering concentrations of the pharnmaceutical according to the present
i nvention were 0.08 g dry powder/m, 0.04g dry powder/m and 0.02g dry
powder/ m respecti vely; the adm ni stering concentration of Anshenbunao Ye
group was m _concentrated | I4%UI d/m, and the adm ni stering

conce nt2ﬁ9i31lo@p3@f Cesilicatst MNowaDKD403:091 63 - Thep mver0gfedadn adaberatrer efl by
gavage Rhaithacoloyi of Yiling Resezedr dastiage,wider t 12e helrb/idhg dlllminadeonpended or al

[ﬁut e térg{)erzm@@raﬁ@mtem rélaiso hﬁﬂf&t‘?sﬁ“ﬁ@ﬁl Wc&%@ﬂnt ﬂgﬁ&@ &dc Bl y honce on
e sev

after ther lIPete le%r ' etég(#sr@!ﬁwgf péové‘ﬁe%daryottlﬁ'ﬁiag% /r% %t% it t}iefbe’sodl um
was adrﬁr?lY‘g?eer 1y tice rwprer Provided | With seticiean dr ng4WEt>@beTlilQTﬁH€%lwep@rl od: 7
days. 2cdirBatized éat3 daysi ndi cators and detection nethods [124] Reference is
made to "Methodol ogy on Pharnmacol ogy of Experinment” (3rd Edition) for the
exper i ment%!-2Fixgerimpntaliyage of pent obarbital sodi um which induced 100%
m ce t[13)] éBe pnadnaicdticadtactording tb olte presgt Shveapdmy dguivalennas3 deteesradaed t o

bfe A5yl RiYy %%b{“aﬂért}{et@%igﬁh'bdq% Sis it7b r:m%tc&a 'ea%)t [ pgStration
nt ?ZSE‘F GBS RERAK RO Rldieh, @ [y aﬁgu Yhiged (the
time pé& ﬁl@%PCFlﬂtm thel b $Rgieiebp a4 0291 )t é%prﬁgzﬁfcqi HEo aémpészm%wqhé)wcovery

of theCrM@ma,tagdstefddaxﬁCZ 2.6 Statistical nmethod: t-test was perforned by
using spssll.5 statistical software. 2.3 Experinmental results [125] The

sl eepi Hd8t iAnshepbunpe e} At ishrepgredprogf Cosnua£etva Ransricwims Rasiix iPalygonbar i son
wi t h t MatltifBéri Phepagitgiferbd Epinatelii, Rbivonal Ziag66ri Oddried Bges), Fepitndlvjubye, of n ce
in t he g Wﬁpa%ﬂﬁf B?P: @u&}]ﬁlydﬁlddmﬂg{’aﬁg%ﬁ{‘gﬁvé&aﬁ 2Chigie éiilﬁugélﬁlgt nhin§, fed
ek gﬁ%?en%g ot g ofi b el R eI Ol 5 o A U RRoSERE Y o7 o
shovvn }tnISTé‘HP@OHY "Fm éorg neurpgh@ra, esomiay PEsRigr Wiraness. cpsitidenitdisng to
t he pr emewnfactiuraddnt JIbAN AODONG YANBIAN PHARMACEUTICAL CO., LTD, Approval

No.: 722022453 (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 (0.28¢ 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



the sleeping tine of mce induced by pentobarbital sodium (X s, n=12)

G oupsDosage Sleep Tinme (mn) 1.4g Crude drug /kg25.75+16. 69 Not e:

*P<0. 05, **P<0.01, conpared with the group of nodel control 2.4 Conclusion

[ 126] The pharnmaceutical according to the present invention has the effect

of extending the sleeping tine of mce induced by pentobarbital sodium 3.

The nenory- progtl n? effectnai) t he pharnmiesglut i cabqacdentdo g timed dfe pr esent
ment al

invention 3.1 %S,ag%ﬂ s SndmbeEXper i @ﬁﬂf@gﬂdo@ 'er@[tﬁ))[ 127] 72
mal e heal

pur chased frg’ﬁ?q?aﬁ or'y An| ma+ Cent er pf Hebei Prow nce (L| cense No.
SCXK (JI')_2003- Gomypd, Certificate No.: DKO504-0019). They were feed |n
Laboratory of Phaupaitol ogy of Yi \(I ng Research Institute, under 12 hours/day
iIlum nati %hsh&%uﬁé‘@S&r%Bper at8P¥keand 40l%60% rel ative hutf di ty. The mce

wer e caged, -6 lll pET,__Ccage: e gramnul mrce T eeastull s—provided by
the LaboratdPyP RhFHarolm mwm—t—heﬁ%w—pe—pmw ded
sufficient dr| nkl ng wat er. THe Giude wer e cclimtized fO{ 3 days. 3.1.2
Experi ment al draig dfi28] The phaykmceuti cal according to Ohe pr esent

i nvention wasyhrAvigesd by Shigi@ghdang YiTing Pharmaceutical co., LTD,
batch No. 20040201. I%ls prepared into b25uspen3|on wi ti9 0. 5 %CIVI C- Na,
and stored ai““9€"e is a
reversi bl e, PFIsgH lg\éqnél@tn ve Ad&tGddol i nes erase inhibitoe. It is

manuf act ured by Henan Zhul i ndhgnigheng armaceutical Co., Ltd. Approval
No.: H10940TI56 (by SFDA),; strengih. 0.05 ng/tablet, batcn No. . 050Z01.

[ 130] Sco % e robrom de Injecti on Approval No. H31021519 ( by
SFDA) , Wéﬁnhqﬁg/ AIgUBR%IHEceut i cal Co., Ltd.: batch No.: 4A18003.

gg:}fpg[fl?%\;a%hg arﬁ%umste%nﬁuc?ong%(rﬁrraél feak ?‘he pﬂ%ﬁr{a%gmt{}%ﬁ/a c%%é !}/g C}ng)?ggl nese

Acadenywsm%afeeap 08¢ i pewdgr/ml Eﬂi%%l ReReyrenal @ ry- powder
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.

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” (Brd 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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3.2.1 The principles for dosage setting [131] In the experinent, the

phar maceuti cal 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 tinmes of the clinical human dosage (0.28g crude
drug/ kg) respectively. Goups of blank control, nodel control and huperzine
A 0. 4mg/ kg Weh B §EtesRtldhd 4BRAL] YableM. CE were divided into 6 groups according
to the above dosage setting, as Is showm in Table 5. Table 5: the effect
of the phar maceutlufiak: Agcafedi afghd ghatrecyicasenirding tethe iperend mvehteon on
menory-reappearance di sorder of mce induced by scopi re Animal equival ent
to the tinmes of @Greolpsbotagef munbenatlibpipevdbadvsisgeur(dth.ofF12)G oup of Bl ank
Control -12- Group of Mdet—ContTot=12=—Goup of Huperzine AR 4oL Kg12-

5.69 Crudel220raipsg/ kg 2.8g G oup of th®oglgar maceuti cal Cru?é 10
accordi ng to-the present invention druglikg i

Group of Model Control 26.64+18.50

Group of Anshenbunao Ye 13ml/kg 21.60+£11.01
72. 01%

Group of Estazolam 2.76mg/kg *2 89+18.01
5.6g Crude drug/kg 41.55+14.28*

Groups of the pharmaceutical according

57.90+17.04*
to the present invention *

2.8¢ Crude drug /kg

1.4¢ 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 (JT)
2003-1-003, Certificate No.: DK0504-0019). 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 4°C.

[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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1.49 Crudel25 drug/kg 3.2.2 Method of adm nistration [132] The

adm ni stering concentrations of the pharnmaceutical 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 the adm nistering concentration of Huperzine A
group was 0.02ng/ m_. 0.2ml/10g was_ adm nistered b avage daily, which is
P accomaasise 5iens Fhaanaceiial Bor y . cbaitinadd 18P, Stisueld; 0. ge. 14

consecut i ays. 3.2.3 Aninal | establishment nethod 13 30, m nut es
ey St he iRt R sTRE o ik Ol oM at HETHARE on de
was adbyingitete of MageinMedisar Chineredicaiempef Medicak®apnces.n t he group of bl ank
control ke a nory-reappearance di sorder nodel. 3.2.4 Experinental
peri od: %2 %Qmengf@.e@%et ection indicators and detection nethods [1341

The m ce re trained ter t erature 24-26V , water depth 10 cm. Wen
sPrfne APl oh b e b0

bei ng traihed, %I aced on the platformfor 10 seconds so

that i3k qm@& R hRhe R h%ﬁnér{%hﬁ A AL &HYing O Bre &&gﬂt hD&HIRUSE Whs P! aced
tLOéEI t r%t ?I Z%p@a H’r%n tes(? rps |tse1$l{7?o.§€1
hqual MRS WD Beiniofnetien 08 e e dryebeng i ke GHEaathicher 5 days:
Poi nt Adwialeretog20,qHy anggi fimeB adnthe Hdinikot hueiay dopeden(0. Beoarudhedragkp) day,
Poi nt  Sespectively. {2bipsdeybladncoroil hodel @dnirbleantBipetiane Athempikgewsverset t rai ned
eu&d; \ r i 3 nas
Sﬂfﬁed‘;‘f;’aﬁﬁﬁ%@@%ﬁ YRR hubFerdls ddordidh BUhESpoANbISSAIITRL i85
e

the motse’s"h Vias facing the wall of the starting point. After the

training was Jgrtﬁggﬁé(ﬂioﬁﬂ%%a&a&ﬂﬁcag%ﬁ%{diﬁé?ot{hﬁgi’és\%\%ﬂf& 1R o3Pl e to

swimto the platformwt .nut es W z e rejected. 30
min after thaGAIITTRPr BRI iR of aHCgcesthy $6PBE opol am ne

hydr obr ormde wWas adm nistered by TntraperitQneal; 10 ection, except for the
group of bl ank contGrolps to make a nBﬁwgy-regulpn?a%r an uév%?lgé? H}f)r(t"ﬁ%aoé The
test was performed 30 nin after the nodelindMb¥ie nrbricaldesagedrativ) swi m f rom
Point S. and Ghwprimddek Géntedrors (the nunberl2of entering & blind end) and
the latent pegiogf of MiRlct CHBrfEri od to—sw mfrigm Point S to-the platform
wer e recorded 3. 20 _Stat L\s[i cal o non- par anet 1 ¢ test
per f or med—by 5 Ref4In at-i-sthca—Software—3-3 Experinenta esults
[ 1351 The swiming | atent period of #P8e in the nodel group was extended in
conparison with that of the group ofCrbdeank cdatrol (P<0.010. The sw nm ng
latent period of mice in the groupsygfxpuperzine A was shortened in

conparison with that of the nodel‘g?ﬁg—(—lato.—eﬁ.—?he—fm—tﬁof in
the group oGréufofghéphidmackutigilkg of T pharmaceutical according to the
present igﬁ&%bg%%i és@ﬁﬁih@ d (P<6red) . ThdZresults are $hown in Table 6.
Table 6: the effect 1[ the pharnacelrtig/kgl according to the present

i nvention on the menory-reappear ancel.gjésorder of m ce 1 nduced by scopine
s, n=12) G oups Crude 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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Dosage Nunber of Errors ( tines ) Latent Period (sec) Goup of Blank
Control 11.587.94 54.5037.61 G oup of Mddel Control 21.0813.13
109. 319. 76" G oup of Huperzine A 0.4ng/ kg 16.8314.21 63. 3344. 30**

3.2.5 Detection indicators and detection methods

[134] The mice were trained (water temperature 24-26C, 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 13™ 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 (¥ +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 Mode! Control 21.08+13.13  109.3+19.724
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 92.92+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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5.6g Crude drug/ kg 18.8311. 68 79.6740.96* G oups of the pharmaceuti cal
2.89 Crude drug /kg 17.8313.56 67.7550.67 according to the present
i nvention Crude drug /kg

[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 166.80¢g 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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23.67+13. 49 92.9234. 29 Not e: ' P<0.01, conpared with the group of blank
control; *P<0.05, **P<0.01, conpared with the group of nodel control 3.4
Concul sion [136] The pharmaceutical according to the present invention has
the effect of inproving nenory disorder of mce induced by scopine. [137]
In addition, in the nouse nodel of nennrﬁ-reappearance di sorder i nduced by
scopine, the swmmng | atent period group of 5.6 g Crude drug/kg of
t he pharnaceutical according to the present invention was shortened.
Furthernore, in the nouse nodel of aquired-dysmesia induced by scopine,

t he sw M pgarhatanicalp@ipadition, édmepripiuRElio PolygbnigMGhtifldel adlog/ekgaand 2. 8 ¢
Crude drug/ of the pharnmaceutical according to the present invention was
shor t end@leoRRsEINZd2inht IiaQHgE 4/0F gidractsiiber Wgarafﬁﬁrélew%@ﬂ BB KRGSt 0 t he
present gl.pyention has the effect of enhancing nenory. [138] In the mice
burden sw nwing experinent, the swinming tine in the group of 5.6 g Crude
dr ug/ kgwbéreintbe phanmeeeichi cabpaatoorfditheg coomprikes Garedemia amVardxiracts was

t ended, h iming time in the f 2.8 de drug/k d
PR ot e T Y T e e
i nvent i Radik @ARSM N1AtiSShioxd ﬁm%xk}xc@ﬁae%f,am% thr3%athéRSRREII K@hdts | N the

Rota Rod experinents, the Rota Rod tine in the groups of 5.6 g, 2.8 g and
1.4 g Ghergel,@nd §okigand/on ¢rdragtsaheraefeut i cal 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

i nvent i DIThdghammdcentical b@ﬁfb@tﬁdrﬁ@&oﬁdmgammﬁm,rfuﬁ&gk:empriéeka%s Abidiie tw st
experinment, the twisting latent period of mce in the group of 5.6 g Crude
dr ug/ kgréforeragniicra®éeut i cal according to the present invention was
extended, and the tines of tw sting reduced. In the hot-plate experinent,
the pain threshold of mce in the group of 2.8 rude drug/ kg of the

phar mack Uthe phhrnacewicdl agmpasitidreacpoelaend claimelnor claimdswhaxtanite dxtradese
results a%gggst t hat the pharnaceutiggl according to the present invention
has pailRIGREATRLYsPIvERY extrapty sheraiinsaid slverdiip atep irthapb Aaods £4289! accor di ng
to the DhfRANukRYEBHIANMRLNE FEhERERURIMSEGALT On. hypnosis, promoting

menory, anti-fatigue and pain relief. The clinically reconmended dosage of
t he pharnmaceutical conposition according to the present invention is 17.0g

crude d /d st andard wei ght 60 k nd .t he toxjcCi test .of the

ohar mackd i ERmEBHABET CeTei AL R AT o TorRetsR R RUERERHIE 1 1 e
that neoafpetitioh Rpepdr8REbIHuIRScORERE YECITHIFWIRE rimdshby ReibRapadORaEL

166. 80g crude dru /% ,, _and no obvious toxic reaction was observed in rats
when adiolygost Mﬂéfdf?@y YAy Sewienispl, Spinosae dhet222, apdd regtusiModi g f or 3
consecutive nonths, thereby such conposition can be recommended for
clinical use. CLAIMS 1. A pharmaceutical conposition, conprising RadiXx
Pol ygorsi. Thtlbharfdaoéiticanebnsosiivhragcdrdinghe ckeh, 1, SéeRin e phptmhacSpiicadsae and/ or

extracts thereof, and Fructus Mri_and/or extracts thereof, .
composition 1s 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.

6. The pharmaceutical composition according to claim 2, wherein the 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 75-1435, and Flos Albiziae 165-288.
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wherein the pharmaceutical conposition further conprises Ganoderna and/ or
extracts thereof, Bulbus Lilii and/or extracts thereof, Rhizoma

Anemarr henae and/ or extracts thereof, Radix Salviae MItiorrhizae and/ or
extracts thereof, Flos Chrysanthem and/or extracts thereof, and Poria

and/ or exira ts thered 2. .The phar. nacedtlc I conp05|t|on accordln to
claim1l ACYHEA CQmPOsHieR a0ROFing toeclaimy)-g¥heasip theciatios Pﬁé?"étﬁﬁp S The
phar mc gk ¢Alde GRIRGRL rQrRef%ﬁ:;?PS ?g&g Mdn%a'm 1 SPhef 78 i dpitigs £1) the
extracts is independently solvent~extract, wherein sali solvent s ’water,
et hanol Frmguédoas [ 6% Hamoldemal 1S5, Bajbus thnler&(i)l; Rhizoala AventaorhedicoliOdRadiar any

m Xt ur e,t her 4. T r ceuica rd|n to claim1l,
wher ei nSglyge E‘ﬁ‘i\tﬂm@?ﬁ%aﬁ%%@@#’?‘dh fg?’nﬁeggﬂé’ﬁh Gredi ci nes of
the follow ng ratios by weight parts: Radi x Pol ygoni I\/UItlrorl 150- 270,

Semen Zi zi phi Spi nosae 145-275, and Fructus Mori 160-255. 5. The

phar mac&utheqdiarmanepesl pomnomz@bmprdgng o diiai mviherein dreaiatios brewpight patseut i cal
COMposi n i ared fr ne fthe follo s by

et it P che B RS SO bt o ST G b8 2650 St 2R Sl s o
145- 275Fn£ﬁﬂ®ﬂ@$2ﬂh(kmb@&n&555Bﬁﬁm@dﬂmm588ﬁh&85mABMhﬁhﬁmhmHBiRz&mlﬁo

Rhi zoma_Anemarr henae 50-110, Radi x Salviae MItiorrhizae 120-200, Flos

Chr ysanb#eias Miljiorthizae p§8; Bloy Shiysanthergt S0pkeripH4s randdiles %@FZI%%Q tion
according to claim2, wherein the pharnmaceutical conposition is prepared
from crude nmedicines of the followi ng ratios by weight parts: Radix

Pol ygon®. Tl\l;laI@hﬂmehti%@erﬁﬁ&;tlﬁmmmdﬁigzﬂomﬂmmﬁgivﬂﬁ&@@t%ﬁ&?ﬁy weighicpars Mor i

160- 255, 80- 135 L h
500 150 O TR e ey BTG DBt e 2 b Ssecer e T BTHRe A8 50,
Pori a 71%&14@M&ﬂﬁzd:k}%%oé’érﬁfazwaﬁuﬂo@?mﬁ%13 ﬁhlz&HQAB%%HH&%tslocﬁbd&o”DOS' tion

according to claim5, wherein the ratios by weight parts of the crude
medi ci vige MiltiRadiizae PE0 MJonChiysrthdrhiots, PQESIHS@!IéﬂFI(EAIbme 198i nosae 270,
Fructus Mori 165, Ganoderma 135, Bul bus Lilii 80, Rhizonma Anenarrhenae 110,

Radi x Salviae MItiorrhizae 125, Flos Chrysanthem 118, Poria 80, and Flos
Al bi zi a@. 780 pharfhachiRalPbRIFRERM ACERHing A0 BRSH 5] MRcRELHE G quvé;%agmé,
i X

wherein the ratios by wei %gt parts of the crude medi ci nes are:
Pol ygorfif thagrgd¢ medicines gre: BedirP oky goinp Mul@oth ben Semgn ZIthﬂo‘imBOSNb 228,250,

Ganod I
Ve o s RO Bahdddpina 428 B OE 7 IIRLRD 28R athenabRY Ko, ha®170.
9. The Sahdsemsiilgivirhizat 16 MIGSChdySintlaeeiorsdPoga V9, a@ﬁ&lld;@&l,blz\iﬁtezm n the ratios

by wei ght parts of the crude nedicines are: Radi x Pol ygoni Multiflori 225,
Semen Zi zi phi Spi nosae 163, Fructus Mri 220, Ganoderma 83, Bul bus Lilii

v ysant he Pe a8 DR stoRaha g B aby il i PO LY BB ca

conposiof dmrra@a:medicmgs tie: Bhadix Aobygonhehudtifiort DEO, rSahnenimyhnmmgnhe peo,t s of the

crude Ci i X P ri 16 phi ..Spi nosae
228, i &5%%8@%%@%&%&@4’ ?ﬁﬁﬁﬁ%ﬂ%&% 94 nefeaq%xv@ b, Ritlinni Thonae
75, Radiakigalmiisghivhd 16071116 @RryiaRnert 6537, BHUS0L R0 RIbiFQE 260, 78, and
Flos Al biziae 218. 11. The pharnaceutlcal conposi tion according to claim

5, wherein the ratios by weight parts of the crude medi ci nes are: Radi x

Pol | it i 0, F Moy i 200,
Ganoden fe o0 aieBE PP THon & A B i PR Aad Do R b £ERI Vi ae

M| ti obfthezharni&Butical Eb@BosHIGY SHdiREAdL 1@5@ tl?an (PS’MgapﬂeQQab@ﬁﬁ)t Risomafl1by zi ae
200. 12. The pharnmaceutical conposition according to any of clains 1 to

10, whétemerepekerghlmoblest han prapgdcett i-teamrhydmaskphanglethesntla@riksDnot | ess
t h 0 d f bl t | th
5" g i §A-60 8p B Iy Rliet ST and e il o M0 S O G baced on tho

dry melght of the pharnmaceuti cal conp05|t|on 13. The pharnmaceuti cal
conposi tion according to any of clains 1 to .. Wherein the dosage form of
the phas r?&t,eéﬁl@ne%ﬂeue%eep@%ﬁn AGCORdipg IR Ay (tféllﬂl@ﬁ 1 tpdqgwhercigrthe desseeit i on,
soft c t p tion.
01 ¢ RRBH e Bl LA FRYPcrSHRPARLE 5k ALY 81 Bl
mhereipﬂhhﬂdnnimpdpfwmp@nmp@gehgnhhernm&mnaceut|cal conp05|t|on conpri ses
preparing one or nore of the crude nedicines separately or collectively
into an extract. 15. The pharnaceuticg# conposition according to claim 14,
wherein the method for preparing the pharmaceutical conposition conprises:
mat eri a nmedi ca are wei ghed according to the ratios by weight parts, soaked
for 20-40 m nutes by adding water, decocted for 30-40 minutes after
boiling, filtered, and again decocted for 25-30 mnutes after addition of
mater and b0|I|ng, f||tered and the f||trates are conbi ned. 16. The
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a) preparing Radix Polygoni Miltiflori, Rhizoma Anemarrhenae and Senen

Zi zi phi Spinosae into al cohol extract; b) preparing Fructus Mori,
Poria, Ganodermm, Radix Salviae MItiorrhizae, Flos Al biziae and Fl os
Chrysant hem into aqueous extract; c) preparing Bulbus Lilii intoits
powder; and d) using the al cohol extract of step a), the aqueous
extract of step b) and the powder of Bulbus Lilii of step c) as the active

i ngr edi @@tﬁqeqihaﬁﬁaeeh@an @@ﬁseglelmccsml atnly%@aanﬁz 3t vm%muhg

conposi tion according to any of clainms” 5 to 12, wherein the nethod

pr epar i fig préparipp drerm‘(aanaaeuatalcomposhom crmpIiNep picpedng tiee drahbewifige eméeps.
a) Radi x Pol ygoni ltif zoma Anemarr henae and Senen Zi zi phi
Spinosaglgpg%géﬂﬁﬁ yaESB@ﬁmﬁ@yﬂwbﬁﬁéngﬁlos by wei ght parts, 6-12 tines
anount of 30% 70% et hanol is added; heat under reflux is perfornmed to

extract for 1-3 tines, with 1-3 hour$ each tine; the extract is filtered,
and conbi-nid¢ phermaseuiical cempesiiadn apsduling tedlaedl 4o isesin die nagibodfompeapariaged t o
a rel at Si t f 1.10-1. 15 determ.ned at. 60C, t bt ai aIc hol
extract {h\é%hgx%? 51t¥<i§? %OSI% OfIlHSlOS CH mat rga% jcdd are’ e)%i EIRuer § ?he

MItior faltlbzayiwe[ﬁh@pap?d Mma%@m&m@tmyyaﬂmgmabr aé@)cwaltgha@Ma@Iﬁﬁm@s ng to
the rati os by melg parts, 10-15 tines anmount of water is added to extract
f or 3affqrﬁ>e§mgmﬁ We@w@dr@é@lﬁlsdeé%‘ﬁifoif% 30ypiautes ptarcadditionsqfjwateremd

conblnegngﬁgqngggg%ﬂg&QQﬁngngcgﬁhﬁkhve density of about 1.10-1.15

determn tarn aqueous extract; c) Bulbus Lilii is
wei ghed according to the ratios by wei ght parts and crushed into 100 nesh
powder ulbus Lilii: and . usin e aI ract of p a
Phe. aqubiblBeehimuctitsal cipsionaaling (poRuer SBfmBR it NTeR tsmehed” o as

the actfioy grepRgh e e PREInREuti A cANPE TR ks %Wlﬁqg Qfeps:
a) preparing Radix Polygoni Multiflori, Rhizoma Anemarrhenae and Semen Ziziphi

Spinosae into alcohol extract;

b) preparing Fructus Mori, Poria, Ganoderma, Radix Salviae Miltiorrhizae, Flos

Albiziae and Flos Chrysanthemi into aqueous extract;
¢) preparing Bulbus Lilii into its powder; and

d) using the alcohol extract of step a), the aqueous extract of step b) and the powder of

Bulbus Lilii of step c) as the active ingredients of the pharmaceutical composition.

17. The pharmaceutical composition according to any of claims 5 to 12, 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,
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combined, and concentrated to a relative density of about 1.10-1.15 determined at 6001, to

obtain aqueous extract;

¢) 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 c) as the active ingredients of the pharmaceutical composition.
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