1110111012111 11 *159 59* 1 AN ANTI - TUMOR CHI NESE MEDI Cl NE PREPARATI ON
COVPRI SI NG LUCI DUM SPORES O L AND PREPARATI ON METHOD THEREOF 5 Fl ELD OF

| N\VENTI ON The present invention relates to pharmacy field,mmmmmmmwwmmmar,
reldtes to an anti-tunor Chi nese medi ci ne preparation conp um
spores oil and preparation nethod thereof. 10 BACKGROUND OF THiB9IsMVENTI ON
Mal i gnant tunors seriously threaten human health. In recent years, the

i nci dence of malignant tunors has increased year by year. The cancer

i nci dence and nortality have occupied the first place of single tunor

di sease in China or even worl dw de. Because 15 the nechani sm of the

mal i gnant t uIN ANTTIUMORSCHINESE WEDPOENE PREPARABON COMPRESINGCi ence,
there is no nethad which can achi eve the purpose of curing malignant
tunors. The mavHCHRUNLEEORES QHANDRREEARATION MERSAD gHEREOKoSt or n
medi ci ne i nclude surgery, radiotherapy and chenot herapy. 20 The surgi cal
treatnment is used for limted tunprs, which has radical treatnment effects.
The radical resection operation assisted by regi onal |ynphograph can
relatively 8P INVENERSGt the tunors and clear the surrounding possible
| esi ons. The postoperative speci nens can be used for pathol ogi cal

exam nation to confirmthe tunor type, netastasis and whether the resection
i s conpl et eThevdreseht ihastioe rtlatentodharmedcg el én paticdard milatéshe anaxti-timeat ment .
However, under normal circunstances,. ti.ents with i gnant tunor have

T or 0- et st HBSSE MAGIIHPrETEABPSPRPT IR DHOSHER SPECS HEATEETEREEN MY ( her e
are a cert ahéegount of tunor cells after operation in patients. For
1111111211212111212111121211111 *@G00002* = 2 exanple, if the lung
adenocarcinoma is 1 cmlong in dianeter, there are about 30% di st ant
netastasis, and if 2cmlong, there are about 60% netastasis. Therefore,
nmost patjent §CRIRGONIPORVARE 1 Vﬁrp{rlqdj\ecurrence and di stant netastasis

al one with surgery, and the radical treatnment efficacy still can not be
obt ai ned even superradi cal operation 5 is nmade. Sone patients has | ost the
operative indications when di agnosed. In addition, the operation has

certain interference to the the physiol ogi cal, function o atjents

et ol |y VALSHE GG s o MR rOHC GG, InHe sFPedbs REERE Sur gi cal
resul ts andn@igd@mnasmsrs has incredftd yeALy-yRRETRE tahBerlindi e e Bmyrtang have

chenot herapy can kill a certain nunber of 10 remaining cancer_cells and
reduce the ¥GrRied thediistipdase &F sipaly uperatiseass iprarnasy qyse¥orldwidst Besauseo kil |
cancer &l l@e MMh&srh red hRbfant AmdGechirdick efldr RIEBELAR 9funsighiSint | ve
tunor and generally used to treat the primary foci. sub- clinical foci and
| ynph node medesstsaisnee, ghere usores meghiod wgaho@aneaélweauhsamnmsedﬁnﬂg@gto t he
nor mal tisgﬁéuggmﬁﬁﬁo&adiation zone, thus producing systemc and | ocal
reactions, 0 the radiotherapy is not suitable for patients with distant
metastasis. In addition, some tunors are not sensitive to radiation, so
radi ot herapy has sone limtations and should be conbined with other

treat ment Eich@din. méBpdd fortthatih@sialige@aadenors REME ReEERYmbBdsinbeudeapi dl y
devel oped, especially the treatnments for |eukem a and malignant |ynphoma
have obt ai n¥EEeHo&HY! té%‘ﬁﬂﬁaé’,d chFBCthE@PHevel opnent of new anti- 20 tumor
chenot herapy drugs, great progress in conbination chenotherapy and
application of conbination therapy inprove the efficacy of cancer

chenot hgpa : . i Vi

Theor et el 1y St BERMALE oEWILey R REARIHE AR Has CUREPRORRER e o

degr ee and TBenradatal kedettiaml bpaaivneasssell sy iregiatial dympingraphecan adaivalyout .
106- 108 cancer §Ils regginedé aq% rrgstt nti-tunor chqut er.a y,ﬂ{ugs are
short of deBiBR{Ds&FEEY R YnOmsintih cleanh s FhBPEndngwesslf | 'ssialy teso damage
the nor nal ;ﬁsioh&atiwq&cmsidag brewed ForapatRilsgcdl exaiimllo®fo it BRt i ent s
and damage of hematopoietjic system digestive system nervous system |liver
and ki dney WIRE tYRSn Pisipstagis cadt Whetlr s deseriifmé eAmplsiei ahick, hasgeettoipnpder n
TCM onceb ogkfthcDehLENS etk tendic 3gNAIES uder AR RO SR piRnRf USi Ng
regular treatment (nmainly surgery, radiotherapy and chenot herapy) have:

si gni fi cantwitlhpealigngn wmer davymusiogngastasisndwring het peergioonet belareotheear | y
surgery,

t ho%eration, and there are a certain amount of tumor cells after operation in patients. For
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over-al | condition of patient before surgery should be noted. Many schol ars
believe 5 that the application of TCMduring this stage should be based on
regulating qi, blood, yin and yang and zang-fu function and make the
patients recover close to the state of "yin and yang in rel ative

equi libriunt, which is the key to the successful conpletion of surgery,

- radi ot herapy and chenot herapy. The nethods for supplenenting gi, nourishing
yin and regenerating body fluid are cormonly used to achieve the effects 10
of obviously relieving the clinical sy@ptons of cancer patients after
radi ot herapy. protecting the hematopoietic system function, inproving

i mrune f uncdsaile, iR GhripdadehSaHdAFBIRM RAE i€ afhieer,! AXde Gird Yo doyNCr easi ng
efficiency and inhibiting tunors, thus the radiotherapy can be successfully
i mpl ement ecdistprt meseRssis: aadri Sempleng.dhergang aboHbbWr narstasisy Eharefare. f1ost

pat hogenesi s afts 38l Al YeVchPGhoRecrBa b FBSnAhlSlacloal GREARA Bstagy are

mai nly qi and bl ood damage, 1 npairnment of yin caused by heat toXin,

di sorders aodndttheradishleematraend e§icaryestill camdotshe obrainedigr eresupkryadid¢rd operataini ng
principles of ch t her.a reaction are s [t the heal t hy .energy and
Usi ng the. riSPHOaS PRy i g haftife FARRBGY Oty DR b afiBE 2 .0

ki dney, whithh operatiad hencgiagnintdrzadnict yo tiedthe ehgsiviagicat fjunafoncdfi patieads, synpt ons

in patients with t rs after 20 chenot her revent the decline in white
bl oba cel | S Y BPBEE e FEn G URLEn ROy HERUEH ERHEA SSHITE | mmune
function, shgpidsiscantly inprove the conpletion rate of chenotherapy
treatnent in patients wth tunors, inprove the survival quality of patients
with its effects of decreasing toxicity, increasing efficacy and
anti-tunor, and prolong the survival tinme. The treatnent after surgery and
r adi ot her apVheapdst@peraiearmadhasherpny ped whgmethoppiedan &ill @seasam mh@btro@lg

functio [Walelel 1|4 i ped cancer cells to

consol i ggt g@%gﬂg%@ﬁ@@%ﬂ%ﬁ‘ﬁ%d&%m‘? u% g”%g{:;cﬁelrngegnce and netastasis. The
treatment mainly ained at conmon symtons. such as fever, night sweats,
fatigue, |loss of appetite and other synptons, to carry out an overall

adj ust ment . (1kor RAwatioaANEREpyPaks idiagioi® killachnt@st114, Rehidheis tsuitdbig fog taf sur gery
or 30 radi ot herapy. and ¢chennot her apy, bas&g on éhe thg_l patient's specific
situation. Wl Wd@P%Oﬁﬁnam {mas apdh genstily gt B rh A h P ey, and

si mul t aneoug|nyca® tdcirhnefygpRiEddé ﬁm'eﬁ@t@fi?i@f @g%o?s?@u?)ﬁ%i&t%@%%%@ d%a%e'mr oving

the life quality and prolonging the life. n short, the treatnent nethod
W t h sur gerip,the saimet tispamthe wdaton racahys prodedieg sraiemiqandrockd ragsieansby

west ern di cj JRLNF tr.aat: j Lt ...but the
ef fi cac;}ggf éOc{c])qﬁglaﬁer S%P g 1%%%1593}%? q%rg?z}t%ﬁttss‘{l\i\ﬁgglsﬁgdt ;ng{aat?tlg gsl?'algtrgg?;ﬁllion\/\hen t he
cancer pat i smnestumersearadni sensitivatoeddiaiion) soestietherapyebasciome, linatioanands e

Chi nese 5 di ci ne treat nent. based on support, the health engr at the
sane tine. rT%‘?iu hbﬁagoﬁﬁg‘gqsn%‘fh 2B e tof“eé'???j?'- t(‘;t})mS? e&'edg’é} é’g%ﬂ%ﬁg
toxicity, idenparidy hat bitpatyidagridveleshdcespecisltivBe SeatreAs tfbroBskemid ands
necessary and possjble to take Chi pese nedi cine theory as i dance, take
ol i i cal  ef PAGEYT hERhopa LR SR RESEHE ot hde o %3@@&% of
tunors apd &R PeeRRARRPY JRREY ARMBHSEAUSE LoRbindBSH edh@yn%’ﬁféfa?&”@ndlo _

t herapy, devel op the drugs for preventin a&g curing malignant tunors with
t he pur poseapplicgsioad spinbmati@etbergapy mepipyreiie cHivacysefzanter abemasherame Bpt i mary

cause of di se. | I f r EVE. i ng.:.the

overal | uniereae e BERhRRRbe R RRT TRESkI Ry the LRAMBUALATE

i nventi on i thetcanger evlidia lagaraivhic- degreeran@rramasekittedi cinng qetle pavabi and

contai ning Luci dum spores @il, which has effects of requlating imune
function, amfic- ?5@8&, {Oaﬂtoi ‘GFof ,lgrréﬁ‘ﬁ‘é‘ieﬁga%di ’G‘BSte?"f’étE?‘Qr 8%‘3"9\%@?@?% moder n
medi ci ne5204apale&hb®bF AgsisY REIEAVEy, \aifich ta @appltitesiobedfionad ard damh@ surgery
and radi ot herapy and chenot herapy and is suitable for nmalignant

t unor - pat i eEdoANalcells. tirEaysing FarTeadysrey SRR I UPBOnBRCNRAEF §amesfe sur gery

or radiot he5%§(§)@}eﬁb§p@érﬂq§t}9¥vesQ@n@E\%S&Isygt@r\‘l?ﬂwrgﬁd Rlaney %ee{&ﬂes a

preparation or sai nese nedicine preparation. e present
i nvent i on ptodeicddls discoamling efiterierThi nese medi ci ne preparation 25 cont ai ni ng
Luci dum spores oil. The raw nmaterials of said preparation are Luci dum

spores and Atractyl odes rhizone.



5 nmedicine preparation is preferrably 1:1. The above raw materials are
conbi ned with pharmaceutically acceptable excipient to prepare into various
pharmaceutical oral dosage forns. The present invention also provides a
preparation nethod for the Chinese nedicine 5 preparation, the specific
steps of which are as follows: a: respectively cleaned Luci dum spores and
Atractyl odes rhizonme, and respectively wei ghed the cl eaned Luci dum spores

" and Atractyl odes rhizone according to the weight ratio; b: broke the
Luci dum spores obtained fromthe step & through wall -breaki ng and
10grinding; c: broken Lucidum spores obtained fromthe step b are

granul ated @pd Wb®en TOMIbN®ISHisYs baliel dthat B AiRRoRAbL lutlof8nd the tinkhsr dry

Luci dum spores particl es obtai “ned fromthe step ¢ are mxed with

At ractyl odesinghreggle BBERETH eainp niwersy: stadiptherapynand weempthergpy h%vecar ried
out 15 extr t f S¢

i st ur o o gy bt RepaEl Y hedbroarBh i nith I PRNR A of AR et BE RS

rhi zome, nawerajl anéltlabmfe)ammemnedur@mrsesdd rtedioctfidnéflqmb@pml@mtmhevel n the
above prepafat hod | verize reakin g ing can
be used ?n a[the ?pé) %uotn odfg% I\Egurt"?‘lgethlf Srt.a ggr;ﬁu\é\@%?té%eg rcgg]aﬁvg 8eué)8§d|t|ons
of the cel I)lﬂ@ndiymgmntjlzaymg ﬁuﬂunﬂl’dnmd naake tlaSpafnehtls owsyvertchae cothe atite off t he
Luci dum spoy es r. br eaki n the C ’Jt”’ wal .l . each tine

.
raCl o o el vang i eited el et s MERESHO She e sRiHBIT: caki ng
the cell wadfl surg&y, ThRidHLLS" bR cRORSthérhHN fier m@ihadddlIfet keppldnienting tep ¢ are
as follows: the broken Lucidum spores are added with distilled water in an
amount of 2RuBEAHYINASHA Gegeneipting RodyfiKid Are oRmARY W558 i achisyetbaieliEst pr epar ed
into sofip W&f\'l(ﬁlklfv @ﬁ@b Og'% élﬂ‘?ca?@{n% fORS & éh&r hferdd Qﬁ@}draliirdﬁfer

granul at or and granul ate n%sh stainless steel 5 sieve go gi ve

t he Luci dunprspgtnrmsthpézpmatopesmc tyh@rrpﬁefstecrrr adpdr g nigpsion dirtckiom reducirige step ¢
are as foll a e t. | aced
Mnto s hot ST giifes” BOYGIRILERE dod LU, SARIER, BAL fibfRe Mol 20001 1o
60C. The addig nlanradnmtretp\ ofant eesudc st fully GdlpWa’(eetedl & prodérer timbd yno2566 of

br oken Luci 0 n order to efficientl extract oi m xture
of “Luci dum EoTF SRSt Ak 8h GG ET 25 A 1enEHR OB RUFEIFRG: | ng
the oi | 181 X¢dhehtherupt e Blabfly di bisd BIo8ll Rlamald, MmPRrm&MNATyis Chiisk€ ®l HRxd ract i on,
and the extraction conditions are as follows: the extraction tem?erature is

40 to 60C, PWS- fisrdersphihesplpen and ssemagbaand egpn Guspnilyhe treatipg prineiples ge/ h,
and the exta%&memesak;;ea&rﬁon%ré Botlin @reqfeembéaérg%ha@%%%ra&rmerf@,t ure of
60C, pressure of 26 w raFe of 0."6e/h”"and extraction tinme of 5
h. 15 The oieplenishingre efd Lhlesiddamd s;@grlésng éler ewér bldnqynt\ehlslquancefwul es
“through conyent| I 0l HC

Atractyl odesgrnﬁ{:aglgﬁeeélﬁ%xl nc%meg\ f Ch g)(rﬁ%t ndﬂ a| n Q cfat hr at e
corrpoundOofcHeumt}dwmfsmareeSthamdcmntena&thyb btbed cleH\s smlrmateheis xmhetpm@ss &0 The
preferred clathration 4-8 .parts wei ght of

B Gycl odext SRR FEgAE Erpe dRregRE: B EAd) P SeR HREPD Hded wi th
1 part by wei @Rinofherdpyl GlcaitionG ROpREnBNGit UNRES, iinDERS thd burlivilt fiaGity gff ound f or
20-40 nin and stored under | ow tenperature foIIovved by air punp filtration,

then the miBatigpte Wil izedisers offcrraging loxicity, pgrepainggf \%qygwé agt-tunefy dous

et hanol and, dohgdidNdRlivRGHEM TR aRidleR: bREr Zarthatid ahgiotRAROUAM Of

Luci dum spores and Atractyl odes rhizone oil m xture -7 The above clathrate
conpoundsi scfpnepmraed niamly atlefiedeto r@$torhath@|b@dypf$lu¢t@n mrdelnbubégedtemllmt i on
provi des. an, Em 1 uJrDanc ghceﬂeﬁ) o Qs ollﬁétn%heorf?e%?r %tdl qa e%P earlepun[!:gc L%Cd dum
spores oil, ?1 6716 61 regur at mne. fun ant1- cancer,
anti-tunor, mEtﬁS’ihHIsl ﬂ@leStred&melft fnefmtls amﬁed/\as&mmomedﬁromsnadhcasnievandnghteI i eving

5 synptons, and | appl i ed ef ore a er sur er and radi ot her apy and
chenot her ap}*Ahd 7 ‘éc“§uu"ﬂséb‘|’ '“‘I?FZ’EF“‘"nﬁT“%j dﬁ%ﬁ’itsv 5 pat F8Rt é’uwaf‘ho‘(ffaq]and yin

deficiency yh@us@i! doneHe bLer PRIchREwWRS HABT WstOthe IREl B 3P%udBd or

chenot her apy. Luci dum spores have sweet and mld nature and effects of
treati néocorﬁélﬁ’ﬁﬁfqpx‘/éméllcg"é’a%té%rap‘f optedifinsths Hy RaisRsReqfic aifftePPOFN ng t he
heal t hy eneglgélgrlw}zctg tht §ip @xlim“%l ﬂéﬁltﬁ’\f e 2)]-'?1&'1 ngltar@oﬁﬁgteﬁh%?esar{dh' Z0rme
has warm naturé and sweet nd bitter flavor has effects of

r ei nf or ci ngresyidreety @hdvsthamoswfdmrqvmgththfcgludhtnrpnéswlmgdlcdhd: heng fetus.
The preparation only has two nedicines and the nature is mld. These two
medi ci nes are conbined to give the effects of supplenenting gi and

nouri shing yin and supporting the heal t hy energy. Wen appli ed in patients
with tunors, the



15 preparation has effects of strengthening the physical fitness of
patients, replenishing the weak state, adjusting the body internal
environnment and inhibiting the growh of tunor cells. In recent years, the
chentcal conposition and nedicine efficacy of Lucidum spores and

Atractyl odes rhi zome have been carried out with deep study. Luci dum spores
have protein, am no acids, polysaccharide glycopeptides, adenosine, 70
steroids, triterpenoids, alkaloids, fatty acids and other chem cal

subst ances. Pharmacol ogi cal studies hate shown that Luci dum spores have
effects of anti- chronmosomal nutation, inducing tunor cell apoptosis,

i nhi bting tnpbrCBE krebRhi Mthad Weh, sukvleN kagh L Ehee®iheRapyaRttROIRAIZI Ng t he
adverse reactions caused by cyclophosphanlde such as decreased endurance
in mce, chrethedsorrad bapsremmeshene 8 He camBetsures i groBalizas hese bl ood
cell's, deCflﬁﬁ%ﬁ@'eﬂ%Q D&h&ﬂﬁd%ﬁg%%%ﬁoﬁ AtleMist Was2W shiGL &S EWhaie
|nh|b|t|ng t radlatlon i nduced verse reaction of "| eukopeni a,
activati ng nckri padicatsi weret ddmninintrated owrthr weﬁtmactnsdlome,s pecedni gsek Chinese cel | s
(CTL) and non |f|c er ¢ > nC|n .t he ocytic
funct i onor rinBE yramEtatsgEirarind BiprdticheS LRSS F e FRRFE,

i ndi cat es tdisinct uelvahiapes CofS prii-emndia Vv decgasidg aqamcitsaatncmasmﬁ ogpery saridn

regul ati ng ne funcIioQFand anti - he vol atile.oil of

At r-actyl ode@gﬁ’“ﬁ’i‘gz S RT- b £ BEfEPRedt P?ﬁ%‘b? fiddinesy @dieing1 80,
ehrlich ascht&s &ﬁﬁﬁﬂﬂﬁaamﬁ@QhQQQI&ﬁsm:ya$9Qﬁ§§CﬂHﬁataﬂﬁo&mﬂeMBh&mltlOn
rate on mce sarconma S180 is 31%49% The volatile oil of Atractyl odes

rhi zome al sVRRBMENGAiPEAARd tha RABPaT O bedy &etage GrpsediPY tipdem madine
esopnagqy! Getafl, \TBI0F She dnlgdSfor DreBRe IR BRAMHIEUAL BlnhbroNiFPGRANI sm of
Atractylodes rhizone Is-related wth decreasing the proliferation rate of
t unor cel | spurpesdof pregention, ¢anlydmiatesneend sshrchingder the gymeryasadse ofplisseseng t he
body' s react.i 0 xi.city on tuno cells.
Chi nese ned%é%ﬁ%ﬂgkﬁéﬁxm:‘xgggnwcﬁg%%M%ﬂ gﬁggg&gkd¥%ﬂgrnacology st udy
~resutls suggest that thls prescription has effects of regulating inmune
function, anti- 10 tunor and anti-cancer, reducing the adverse reactions of
western nedi cine, relieving synstons and other effects, which is applied
before and after surgery and radi ot herapy and chenot herapy and is suitable
for mal ijgnagitMMARY QRINSENTION h gi and yin deficiency who coul d not
undergo the surgery or radiotherapy and chenot herapy. 15 The preparation
nmet hod of said Chinese nedicine provided by the present invention can
efficiently extract the oil mxture of Lucidum spores and Atractyl odes
rhizonme. Af i i e

chem cal cdﬁ%%g® qgggkﬂghﬁﬁ%Efﬂg?T%ﬁﬁég> gémgﬁg QE?%§%Qﬁﬁ‘£Enﬂﬁ#%§he oi

m xture haSmﬁmnﬁhmngﬁmHamyLuhémﬁabmbibﬂtwhmhmﬁxeﬂamEOfngmanM£umhm&hrate
compound is nlflcantl% |ncreaseg thUﬁ ﬁ, royln bi oavail ability
of essenti aurl n, AP gy FabePs side & 8°t§|°8é‘eé‘F ’Bf’ ROV i 1e oil,

cover i n@ouparidnelidvi nfpldhd, andlis@pplliad Hefape avd ferish@estabirddibiierapy Ml atil e
oi |, reducing the dispersion or oxidation deterioration of the volatile oi
in the pr oceETmogFrany &a@:&%uﬁhblaffd a3l igpany SUmITIREARS MGt R @Y RACNFIEYYof t he
preparati onyh) @PJIQ\Hopgn&e% ﬁ@%hfg%b& Slfraﬁﬁt@rdﬁ'&%H%emRﬂ%aﬁDlﬁk'ﬂr@seﬁ’t‘ | Tiquid
drug is prepared into solid to'facilitate a variety of dosage
f orns, suchlnaglttoablsemsovndvala@rwapygm msthOéthr sali Ghinesaspdivdipedpaativmki ng and p
ortability. BRI EF DESCRI PTI ON OF THE DRAW NGS 9 contai ni ng Luci dum spores
oil. Figure 2 shows the UV characteristics diagram of each substance, with
t he absorbe ﬁy as the vertical cgoordinate and the abso galon mavelength as

the absci ssa?® iMeSEAT dRYCRUPR pRTBYIERY PoiRPHTHTRE U INSFe LY it RSB &Lman

Atract y|7@de&)nlfah|niig)flﬂﬁc1d2m5sp61%9roﬂs Ehé Savid MatdriaRl ofMlaid plrreﬁarﬁkfonLM@lLdedhﬁlpor es and
Atractyl odes rhizome oil mxture with P-cyclodextrin; 3 represents

material s afPoEss apdAEPEYIRAes P BAME4 represents cl athrate conpound; and 5
represents 13-cycl odextrin. DETAILED DESCRI PTI ON OF THE | NVENTI ON 10
Enbodi ment 1 Met hod for preparing anti-tunnre Chi nese nedi ci ne preparation
cont ai ni ng m.xt ure u m,SpPor.

Atractyl odngHr q}é fSBI%)Chglﬁn %%ores ar?dl éﬁract %)ges rh?zofme ﬁ)éq‘w(ﬁﬁh% 2 tl?e C m e5e o
preparation is as folloms (Flgure 1): a: respectively cleaned Luci dum
spores and Atractyl odes rhizonme, and respectively 15 wei ghed the cl eaned
Luci dum spores and Atractyl odes rhizone according to the weight ratio: The
so-called cleaning neans elimnating the inpurities in the Lucidum spores
and Atractyl odes rhizome, and then the cl eaned Luci dum spores and

Atractyl odes rhizome were respectively weighed according to the wei ght
ratio. 20 b: broke the Luci dum spores obtained fromthe step a;



10 spores with water as the cooling mediumw th the pressure of nore than
0.65MPa, the flowrate of 3M3/mn, the cooling nediemtenperature of |ess
than 20C, grinding chanber tenperature of |ess than 50C, the spindle speed
of 970/ mn. and 500 friction rods. 5 Determ nation of the feeding quantity
and tinme in the wall-breaking and grinding process: Lucidum spores were '
taken foll owed by wal |l - breaki ng and grindi ng, and according to the features
of the wall-breaking and grinding device, under the conditions of each
fixed paraneter, such as spindle speedS friction rod, cooling nedium and
cooling tinme (1h), different feeding quantities from1l to 3kg were 10

sel ect ed t onedicing pRiphratiB®iseréeraieny Wi th the powder yield and the
wal | - breaking rate as test indexes. The results showed that the feeding

quantity had little influence on the powder yield; the wall-breaking rate
was inversélg@proportiona} to the feeding quantity. Considering the
product i on ¢hsaboxndavenfaieiabsraecsy comthieed witll phaymgeraiticalbyyacogptabikexcipiangéo Tabl e

1). After tB%PLg%ggoghgggg%%%x?Mgécﬁﬁg%%& d.as 2kg, the wall-breaking ang

15 grinding nme was se se and three batches of validation
shoul d be in accordance with the test results (see Table 3). Serial No.
Wei ght before wall - breaking Wi ght after wall -breaking Powder yield

Val | - br eaki Mhe p@bent inveadn alsd k@)videk @)prefabdtion nletRI6foP bhe>OMinese dnddidnel. 4 93
>95 3 'g 1.92 96 >95 4 2,5 2.34 94

preparation, the specific steps of which are as follows:

a: respectively cleaned Lucidum spores and Atractylodes rhizome, and respectively
weighed the cleaned Lucidum spores and Atractylodes rhizome according to the

weight ratio;

b: broke the Lucidum spores obtained from the step a through wall-breaking and

10 grinding;

c: broken Lucidum spores obtained from the step b are granulated and dried to give

dry Lucidum spdres particles;

d: the dry Lucidum spores particles obtained from the step c¢ are mixed with
Atractylodes rhizome obtained from the step a, and the mixture is carried out
15 extraction of crude oil mixture and removal of impurities and moisture to give the
mixture oil of Lucidum spores and Atréctylodes rhizome, namely the above

mentioned Chinese medicine preparation.

| In the above preparation method, a pulverizer for walk-breaking and grinding can be
used in the step b to broke the Lucidum spores. The service conditions of the cell

20 disruption pulverizer are as follows: the content of the Lucidum spores are 1 to 3kg,
the time for breaking the cell wall each time is | to 2h, preferrably 2kg of the content,

1.5 h of each time for breaking the cell wall.



>90 5.3 2.82 94 >60 _ Table 1: Test datasheet of Lucidum spores feeding
quantity for wall-breaking 11 Serial No. Wall-breaking and grinding
time(h) Weight before wall-breaking (kg) Wight after wall-breaking (kg)
Powder yield (%9 Wall-breaking rate (%9 1 1 2 1.92 96 >90 _ 2 1.5 2 1.92 96
>905 _ 3 ? 2 1.92 96 >95 _ Table 2: Test datasheet of Lucidum spores
wal | -breaking tinme Serial No. Wight before wall-breaking (kg)
Val | - breaki ng and grinding tinme (h) '
' 6

The preferred coﬁdition for grahulation in the step ¢ are as follows: the broken

Lucidum spores are added with distilled water in an amount of 20-30% by weight of

the broken Lucidum spores, mixed and prepared into soft material, and then the soft

materials are placed into a granulator and granulated with a 10 mesh stainless steel

5 sieve to give the Lucidum spores particles; the preferred drying condition in the step ¢
are as follows: the above mentioned Lucidum spores particles are placed into a hot air
cycle oven and dried at the temperature of lower or equal to 60°C. The addition

amount of the distilled water is preferrably 25% of broken Lucidum spores weight.

In order to efficiently extract oil mixture of Lucidum spores and Atractylodes
10 rhizome, the method for extracting the oil mixture in the step d is preferrably CO,
super critical extraction, and the extraction conditions are as follows: the extraction
temperature is 40 to 60°C,> the pressure is 18 to 26 MPa. CO; flow rate is 0.4 to 0.6m"/
h, and the extraction time is 3 to 5 h, preferably extraction temperature of 60°C,

pressure of 26 MPa, CO flow rate of 0.6m*/h and extraction time of 5 h.

15 The oil mixture of Lucidum spores is prepared into soft capsules through

conventional ways.

The oil mixture of Lucidum spores and Atractylodes rhizome is included by (-
cyclodextrin to obtain the clathrate compound of Lucidum spores and Atractylodes

rhizome oil mixture.

20 The preferred clathration method is as follows: 4-8 parts by weight of B-cyclodextrin
and 2-4 parts by weight of water are well mixed, added with 1 part by weight of
Lucidum spores and Atractylodes oil mixture, ground for 20-40 min and stored under
low temperature followed by air pump filtration, then the mixture is washed with 0.1-
0.3 parts by weight of anhydrous ethanol and dried under vacuum to obtain the

25 clathrate compound of Lucidum spores and Atractylodes rhizome oil mixture.



Wei ght after wall-breaking (kg) Powder yield (%9 Wall-breaking rate (% 1 2
1.5 1.94 97 295, '? 1.5 1.92 96 295 3 -) 1.5 1.92 96 >95 - Tabl e 3:
Test datasheet for wal | - breaki ng validation of three batches of Lucidum5
spores Therefore, when using Bailey pulverizer for wal k-breaking and
grinding, the feeding quantity of Lucidum spores was 2kg, and each

wal k- breaking and grinding tinme was 1.5h. The wal | - broken Luci dum spores
powder was determ ned with scanning el ectron m croscope and when the
particle size was snmaller than or equal to Sum the 10 wall-breaking rate
was greater than or equal to 95% The normal distribution was detern1ned as

90%<51. I . MTHe abbVeO Rrate ot Th S RPrparcabi@idbd of h@dcifR@lest €p b were

granul ated and dried to give dry Lucidum spores particles. (1)Ganul ation
15 Study on the water addition of soft materials: In order to facilitate
granul ation, the wall-broken Luci dum spores were prepared into soft

mat eri al s. Tengrasenti myentert nrmaidguraha@eti-enmrg@hbfeswmmi@n@kmpa_%tin'ndum

spores was relativ Iar ter.(dis W ct as
wetting agen Oplamfnt%&é@uer?sar%f ‘%Aﬁ“ﬁ‘%%‘é‘és eftﬁexfke efq%am?é m”“e “&‘e"s“ugﬁt
observatlonxnamnmthwnmestmmegymdseﬁhmmeﬁwt%anrmhbnommapmednéoﬂkvn@ter|a

was 5 better when th ng llra Lo Of b%oggn Lgﬁlgu o1 es %nd wat er
has 1 b STPREB e - SBRsl NBE LS WimLpor BeeCk g O Dr ST T80 wier ( n)
Situati OHOf&@frlbthB‘ﬁb?@heﬁls shitab3O Eor Pfligni t@fidradaGents with qi and yin deficiency
who could not undergo the surgery or radiotherapy and chemotherapy.. Lucidum
spores have sweet and mild nature and effects of treating consumptive diseases,
replenishing essence qi and supporting the healthy energy, which are germ cells of
10 Lucidum. Atractylodes rhizome has warm nature and sweet.and bitter flavor. which
has effects of reinforcing spleen and stomach and eliminating dampness and calming
fetus. The preparation only has two medicines and the nature is mild. These two
medicines are combined .to give the effects of supplementing qi and nourishing yin
and supporting the healthy energy. When applied in patients with tumors, the
15 preparation has effects of strengthening the physical fitness of patients, replenishing
the we_ak state, adjusting the body internal environment and inhibiting.the growth of
tumor cells. In recent years, the chemical composition and medicine efficacy of
Lucidum spores and Atract)_/lodes rhizome have been carried out with deep study.
Lucidum sporeé have protein, amino acids, polysaccharide glycopeptides, adenosine,
20 steroids, triterpenoids, 'alkaloids, fatty acids and other chemical substances.
Pharmacological studies have shown that Lucidum spores have effects of anti-
chromosomal mutation, inducing tumor cell apoptosis, inhibting tumor cell
proliferation, killing cancer cells, antagonizing the adverse reactions caused by
cyclophosphamide. such as decreased endurance in mice, chromosomal aberrations,
25 decreased hemoglobin and white blood cells, decreased macrophage phagocytic
activity and increased SGPT, inhibiting the “Co irradiation-induced adverse reaction
of leukopenia, activating and improving the anti-tumor effects of specific killer cells
(CTL) and non-specific killer cells (NK, LAK), enhancing the phagocytic function of
monocyte-macrophage. and anti-lipid peroxidation. which indicates that Lucidum

30 spores have good application prospects in regulating the immune function and anti-



were sticky 21 250 Soft materials had good | ooseness 31 200 Soft materials
had many fine powders Table 4 :Test datasheet of water addition for soft
mat eri al Sel ection of sieve size for granulation: As the nain purpose of
granul ation was to 10 prevent the Luci dum spores being taken away by the
extractant in case of supercritical fluid extraction. The sieve size was
not inportant as long as the m xture can be prepared into particles, so
when we sel ected the sieve size, we mainly investigated the nolding rate of
the particles through visual observatidn to control the ratio of fine
powder. The particle nolding rate of 10 nesh (stainless steel) was high 15

and the resdricer. WRE QolhRWI bMA TR 16dc8 rhizdBe hasSRhibRlonNFreSsainthe Bfouss eel nmesh
Particle situation 18 The ratio of fine powder was high. 210 The particle

nol di ng rat 8o Abothtlidoaseiigs qardirama anddseiBobysiphogepma, qkthe indabidon
noodl e- shappgl pRbRL atc%natslgkygp}a 49 TRE %ﬁm@%ﬁlhofAtIa%Rllﬁje?thcﬁéé alit asheet
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wal | -brokenha_mgrdﬁ%nsmleso festsaeitl el tupgd huntkinsesophageal watcaromancelinlimount  of

25% by ig h ok uci du S | ed and dinto
sof t ma\tNgrl kaf‘fn ?um(g grlgl)wt tﬁj blE ?tmqgmim:{) 9 Atreyvglodef afgnz me 1 ngtegr A At or
fol | owed bydgqralsmgahe pmmmratibnlu@terrﬁsdumt aelh;l easiscmg elsd 1r@aﬂmeisoofabhﬁr n the

Luci dum spor.es t| cles. ( yi ng..Det er m atl on of per at ure:
the investi H%ﬂ‘?g pd BRPrayipe H'Gzl% Brﬁ%é‘?agtt‘m%b i W“'&@E)‘Er?ﬂgég gcft B P ng rate
and the par tintd eIRDCBInteEmediéinintebs, PREGRE ekperiescedfand Bhihdsety dadgost and
ensuring the activity of Lucidum spores _effective conponents, the dry| ng,

t enper at ur ef il swgeest hahthds preseepon hameffeckseo! deghlaipetmmsingdunciiomaitis wi t h
moi St ur & 00f (pRioand Bfki LEHEL, tr&iu\@ﬁ%@hé%‘éﬂe rlholGRI F WesteriPhkdiinbreli&Afg | ©l €
wei ght (kg) Drying tenmperature (t) Drying tine

symstoms and other effects, which is applied before and after surgery and

radlotherapy and chemotherapy and is suitable for malignant tumor patients with qi

and yin deficiency who -could not undergo the surgery or radiotherapy and

chemotherapy.

15  The preparation method of said Chinese medicine provided by the present invention
can efficiently extract the oil mixture of Lucidum spores and Atractylodes rhizome.
After the oil mixture is included with B-cyclodextrin, the chemical compositions of
the Lucidum spores and Atractylodes rhizome oil mixture has no change, and the '
solubility after made into the clathrate compound is significantly increased, thus

20 improving the bioavailability of essential oil, reducing the irritation and side effects of
volatile oil, covering up their bad smell, greatly improving the stability of volatile oil,
reducing the dispersion or oxidation deterioration of the volatile oil in the process of
production and storage, enhancing the stability of the preparation, improving the
quality of this product. The volatile oil liquid drug is prepared into solid and powder

25 to facilitate a variety of dosage forms, such as tablets, hard capsules, etc. with easy

medicine-taking and p ortability.

BRIEF DESCRIPTION OF THE DRAWINCS

Figure 1 shows the preparation process of anti-tumor Chinese medicine preparation



(h) -Particle moisture (%9 1 2 40 6.55.2, 2604532803549 Table
6: Test datasheet of drying tenperature 14 d: the dry Luci dum spores
particles obtained fromthe step ¢ were nmxed with Atractyl odes rhizone
obtained fromthe step a, and the m xture was carried out extraction of
crude oil mxture and renoval of inpurities and noisture to give the

m xture oil of Lucidum spores and Atractyl odes rhizone. 5 (1) took dry
Luci dum spores particles and mx with Atractyl odes rhi zome obtai ned from
the step a; (2) extracted the mi xture & | of Lucidum spores and

Atractyl odes rhizonme (crude oil m xture) through CO super critical
extraction. céatdihiag onalduiepbreobil.pr ocess conditions: CO2 supercritical fluid
extraction technology is 10 a relatively new extraction and seperation

t echnol ogy, which uses the unique natures of extractant under the _
supercritical state to achieve the purpose of extraction and separation and
has advant afigsreof2 showhdid d&Y dwragienstiosediagiagm oiveichi supstenes. pyitlolthei s of

extractant yodaf., | Qéﬂ'thg Q/glgﬁglaéOUFﬁna@Qldetﬂg\%Bgop&iogR@av%fél%twatsx%pgz;bgfiﬁsam

physi ol ogi call'y active substances, etc. en extracting cru

of Luci dum spohed argresdntiorl avixprodéd.uridiimosperesi and AQGRtydedee mhizorné;cl
extractiaqn technql o LN factors include th rticle size of extractive
subst ances, FERFRe Pisep P AL L SR ige S frd ARpBRkih BB BABHIER { Fre.
and CO2 f| owithet-@icloalBdrin03 epresédis arribBSifter &-clptheitiosi4 reprdeits tlagirad t uat i on
of fixed paraneters with 1000 drY Luci dum spores particles and 10 nesh

si eve, we uS¥BPYGd{ A?rSPrFFF(S‘&g}T%QI dg¥finon the main factors affecting the 70
extraction efficiency, such as extraction pressure. extraction tenperature,
extraction tinme and CO2 flow rate, and adopted the yield of crude Luci dum
spores and Atractyl odes rhizone oil m xture as indexes to carry out the
test of ext DAKAILKEICBEICRIBREONTHETHESINYENTEON shown in Table 7-8, Table
9-1 and Table 9-2. 15 Factors Levels A B CD Extraction pressure (MPa)

10 Embodiment 1 Method for preparing anti-tumore Chinese medicine preparation

xture

containing Lucidum spores oil - oil mixture of Lucidum spores and Atractylodes

rhizome
The preparation process of the Chinese medicine preparation is as follows (Figure 1):

a: respectively cleaned Lucidum spores and Atractylodes rhizome, and respectively
15  weighed the cleaned Lucidum spores and Atractylodes rhizome according to the

weight ratio;

The so-called cleaning means eliminating the impurities in the Lucidum spores and
Atractylodes rhizome, and then the cleaned Lucidum spores and Atractylodes rhizome

were respectively weighed according to the weight ratio.
20 b: broke the Lucidum spores obtained from the step a;

Bailey pulverizer for walk-breakihg and grinding (BFM-100A type, Jinan Beili

Powder Technology Engineering Co., Ltd.) was used to break the cleaned Lucidum



Extr-action tenperature (C) Extraction tinme (h) CO2 flow rate(nB81lh) 1 18 40
30.4, 225040.53266050.6 Table 7: Factor level of extraction
technol ogy Factors Level Serial No. ABCD Extraction pressure (MPa)
Extractio n tenperature (V) Extraction tinme (h) CO2flow rate

10

spores with water as the cooling medium with the pressure of more than 0.65MPa, the
flow rate of 3M?*min, the cooling mediem temperature of less than 20°C, grinding
chamber temperature of less than 50°C, the spindle speed of 970/min, and 500 friction

rods.

S Determination of the feeding quantity and time in the wall-breaking and grinding
process: Lucidum spores were taken followed by wall-breaking and grinding,. and
according to the features of the wall-breaking and grinding device, under the
conditions of each fixed parameter, such as spindle speed, friction rod, cooling
medium and cooling time (1h), different feeding quantities from 1 to 3kg were

10 selected to carry out the experiment with the powder yield and the wall-breaking rate

| as test indexes. The results showed that the feeding quantity had little influence on the
powder yield; the wall-breaking rate was inversely proportional to the feeding
quantity. Considering the production cost and efficiency, the feeding quantity was 2kg

(see Table 1). After. the feeding quantity was confirmed as 2kg, the wall-breaking ang

15 grinding time was selected (see Table 2) and three batches of validation should be in

accordance with the test results (see Table 3).

Serial Weight before Weight after Powder yield Wall-breaking
No. wall-breaking wall-breaking rate
(%)

(kg) (kg) (%)
1 1 096 96 >95
2 1.5 1.4 93 >95
3 2 1.92 96 295
4 2.5 2.34 94 =90
5 3 2.82 94 >60

Table 1: Test datasheet of Lucidum spores feeding quantity for wall-breaking



Luci dum spores oil (g) 1 1111324217722

Ol quantity ofcrude
133384.442123509522317516231
11
Serial | Wall-breaking | Weight before | Weight after Powder yield | Wall-breaking
No. and grinding wall-breaking | wall-breaking | (%) rate (%)
time(h) (ke) (kg)
1 1 2 1.92 96 >90
2 1.5 2 1.92 96 >95
3 2 2 1.92 96 >95
Table 2: Test datasheet of Lucidum spores wall-breaking time
Serial | Weight before | Wall-breaking Weight after Powder yield | Wall-breaking
No. wall-breaking | and grinding wall-breaking | (%) rate (%)
(kg) time (h) (ke) '
1 2 1.5 1.94 97 >95
2 2 1.5 1.92 96 >95
3 2 1.5 1.92 96 >95

Table 3: Test datasheet for wall-breaking validation of three batches of Lucidum
5 spores

Therefore, when using Bailey pulverizer for walk-breaking and grinding, the feeding
quantity of Lucidum spores was 2kg, and each walk-breaking and grinding time was
1.5h. The wall-broken Lucidum spores powder was determined with scanning
electron microscope and when the particle size was smaller than or equal to Sum, the
10 wall-bréaking rate was greater than or equal to 95%. The normal distribution was

determined as 90%<5um.

c: broken Lucidum spores obtained from the step b were granulated and dried to give

dry Lucidum spores particles.
Granulation

(1

15 Study on the water addition of soft materials: In order to facilitate granulation, the



2 94.6 73132103.283, 13098593321 115.0 Table 9-1:

Orthogonal table with Luci dum spores and Atractyl odes rhizonme oil m xture
quantity as indexes 5 Note: There are nine test schenes. For exanple, No. 6
test"was A2133CI D2, nanely extraction pressure was 22 MPa, extraction
tenperature was 60C, extraction time was 3h, CO2 flow rate was 0.5n8/h, and
so on. 16 Paraneters AB CD Extraction pressure (MPa) Extraction
tenperature (r) Extraction tine (h) 1C;C)Zflov, rate

wall-broken Lucidum spores were prepared into soft materials. Considering that the
surface energy of wall-broken Lucidum spores was relatively large, water (distilled
water) was selected as wetting agent. The water addition was investigated through
visual observation, and the test results showed that the obtained soft material was

S better when the weight ratio of wall-broken Lucidum spores and water was 1 : 0.25

(Table 4).

Serial  No.Lucidum | Distilled water (ml) Situation of  soft

spores (kg) material

11 300 Soft materials

were sticky
21 250 Soft materials had

. good looseness
31 200 Soft materials had

many fine powders

Table 4 :Test datasheet of water addition for soft material

Selection of sieve size for granulation: As the fnain purpose of granulation was to
10 prevent the Lucidum spores being taken away by the extractant in case of
supercritical fluid extraction. The sieve size was not important as long as the mixture
can be prepared into particles, so when we selected the sieve size, we mainly
investigated the molding rate of the particles through visual observation to control the
ratio of fine powder. The particle molding rate of 10 mesh (stainless steel) was high

15 and the results were shown in Table 5.



(mrh) K1 152.300 186.500 225.500 222.500 K2 220.600 209. 100 201.400 233. 300
K3 316. 700 294. 000 262. 700 233..800 K1 50.767 62.167 75.167 74.167 K7 73.533
69. 700 67.133 77.767 K3 105.567 98.000 87.567 77.933 R 54.800 35.833 20.433
3.767 Table 9-2: Analytic results of orthogonal test data -Wth the
quantity of crude Luci dum spores and Atractyl odes rhizome oil m xture as

13
Serial No.Stainless Particle situation
steel mesh
18 The ratio of fine powder was high.
210 The particle molding rate was about 90%
with few fine powder.
312 There were noodle-shaped materials sticky
on the sieve mesh.

Table 5: Test datasheet of sieve size

Therefore, the preferred granulation method was as follows: wall-broken Lucidum
spores were added with distilled water in én amount of 25% by weight of the broken
Lucidum spores, well mixed and prepared into soft material, and then the soft
5 material was placed into a granﬁlator followed by granulation with 10 mesh stainless

steel sieve to obtain the Lucidum spores particles.
2) Drying

Determination of drying temperature: the investigation of drying temperature mainly
depended on the drying rate and the particle moisture. From the perspectives of
10 production cost and ensuring the activity of Lucidum spores effective components,
the drying temperature was determined as <60°C and the drying time was 4 hours

with moisture of <5%. The reuslts were shown in Table 6.

Serial No. Particle weight Drying : Drying time Particle
' (kg) temperature (h) moisture (%)
| () |
| 2 40 6.5 52
2 2 60 4 5
3 2 80 _ 3.5 4.9

Table 6: Test datasheet of drying temperature



i ndexes, the analysis results of range was A>B>C>D, nanely the order of the

I nfluencing factors was extraction pressure> extraction tenperature>
extraction time> 5 CO2 flow rate, and the best conbination of each factor
~and 1evel was A3B3C3D3. Ditemwas used as the error termto further carry
out the variance analysis and the results were shown in Table 8. Table
Variance analysis with the quantity of crude Luci dum spores and

Atractyl odes rhizome oil mxture as indexes Variance sources Sunof

devi ati on squares Degreeof freedom Meal#+ square F val ue Significance A
57386. 180 2 28693.090 1.086 >0.05 B 54980.353 2 27490.177 1.040 >0.05 C

igggji58332d:2ﬁz?d?y A2RidunD 3gored phtBicies roBfaifed 36ém &RE step264vide Idied wHhM

Atractylodes rhizome obtained from the step a, and the mixture was carried out
extraction of crude oil mixture and removal of impurities and moisture to give the

mixture oil of Lucidum spores and Atractylodes rhizome.

5 (1) took dry Lucidum spores particles and mix with Atractylodes rhizome obtained

from the step a;

(2) extracted the mixture oil of Lucidum spores and Atractylodes rhizome (crude oil

mixture) through CO, super critical extraction.

Orthogonal test of process conditions: CO, supercritical fluid extraction technology is
10 a relatively new extraction and seperation technology, which uses the unique natures
of extractant under the supercritical state to achieve the purpose of extraction and
separation and has advantages of no chemical solvent residue, avoiding the pyrolysis
of extractant under high temperature and ensuring the activity of physiologically
active substances, etc. When extracting crude oil mixture of Lucidum spores and
15 Atractylodes rhizome with CO, supercritical extraction techﬁoldgy, main factors
include the particle size of extractive substances, extraction pressure, extraction
temperature, extraction time, and CO, flow rate, and so on. On the basis of pretest,
under the situation of fixed parameters with 1000g dry Lucidum spores particles and
10 mesh sieve, we used Lo (3)* orthogonal test on the main factors affecting the
20 extraction efficiency, such as extraction pressure. extraction temperature, extraction
time and CO, flow rate, and adopted the vield of crude Lucidum spores and
Atractylodes rhizome oil mixture as indexes to carry out the test of extraction

conditions. The results were shown in Table 7-8, Table 9-1 and Table 9-2.



order to verify the results,
out the extraction test,
consistent with the original
shown in table 10. 5 Seri al
spores oi
Extraction tine (h) CO2 flow rate(m Vh)

(9)

t est

17 Validation test of CO2 supercritical fluid extraction process: in
t he A3B3C3D3 conditions were selected to carry
to see whether the selected conditions were

results for validation.
No. ABCDAQ Al

The results were
gquantity of crude Luci dum
Extraction pressure (MPa) Extraction tenperature (O

126 605 0.6 109.0 2 26 60 5 0.6

110.4 3 26 60 5 0.6 113.5 15
Factors A B C D
Extraction Extraction Extraction time CO; flow
pressure (MPa) temperature (*C) | (h) rate (m*/h)
Levels :
1 18 40 3 0.4
2 22 50 4 0.5
3 26 60 5 0.6
Table 7: Factor level of extraction technology
Factors A B C D
Extraction Extractio Extraction CO, flow Oil
pressure n time rate quantity
Level _
temperature of crude
Lucidum
(MPa) (h) {m*/h) .
Serial No. o - spores oil
(C)
&
1 1 1 1 1 32.4
2 1 2 2 2 355
3 1 3 3 3 84.4
4 2 1 2 3 50.9
5 2 2 3 1 75.1
6 2 3 1 2 94.6
7 3 1 3 2 103.2
8 3 2 1 3 98.5
9 3 3 2 1 115.0

Table 9-1: Orthogonal table with Lucidum spores and Atractylodes rhizome oil

mixture quantity as indexes

S Note: There are nine test schemes. For example, No. 6 test was A.B;C,D,, namely
extraction pressure was 22 MPa, extraction temperature was '60°C, extraction time

was 3h, CO; flow rate was 0.5m>/h, and so on.



Tabl'e 10: Results of extraction validation test Therefore,-
crude Luci dum spores and Atractyl odes rhizone oi
val i dation test was consistent with the orthogonal

resul t

was determ ned as the best extraction process conditions,
pressure of 26MPa, extraction tenperature of 60C, extraction tinme of 5h and

CX2 flow rate of O.6feh.
Atractyl odes rhizone oi

the yield

m xture in. 10 the

s, and A3133
nanely extr

(3) The -obtained crude Luci dum spores and
m xture was 15 confirmed with plate-and franme type

of

C3D1
action

filtering or high-speed centrifugationlé6to elinminate the inpurities and
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study that main factors of grinding nethod included four factors, such as
material 5 ratio of Lucidum spores and Atractyl odes rhi-zone oil mxture to
f3-cyclodextrin (A), water addition (B), inclusion time (C), and al cohol
consunption (D), so L9(34) orthogonal g¢gesign table was used with clathrate
yield, clathrate oil utilization rate and clathrate oil content as

eval uation h o]
anal yae and oo 1P e e o oy 2k The 10
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di vi si on wa?'h‘%tﬁ%fv\ﬁ’ |%‘?e’f§8lcém ;18 % ﬁéénsbs etnﬁ&g'%’nta c(’:-,no”tlaarl ﬁ?rsénr SuIltsgftf:)rangement
and resul t svaRagors TavWesiles Wablslﬁt)vd:BmJtalﬂado.Tabl e 13-2). Factors A B C D Level
(tinmes) (SmT) (%9 1 1:4 220 10 2 1:6 3 30 20

Serial No. A B C D Oil quantity of
Extraction Extraction Extraction | CO. flow crude Lucidum
pressure (MPa) | temperature | time (h) rate (m'h) | spores oil (g)
(C)
1 26 60 5 0.6 109.0
2 26 60 5 0.6 110.4
3 26 60 5 0.6 113.5

Table 10: Results of extraction validation test

Therefore, the yield of crude Lucidum spores and Atractylodes rhizome oil mixture in
10 the validation test was consistent with the orthogonal results, and A;BiCiDs was
determined as the best extraction process conditions, namely extraction pressure of
26MPa, extraction temperature of 60°C, extraction time of 5h and CO, flow rate of

- 0.6m’h.

(3) The obtained crude Lucidum spores and Atractylodes rhizome oil mixture was
15 confirmed with plate-and frame type filtering or high-speed centrifugation, to
eliminate the impurities and water to give bright and yellow Lucidum spores and

Atractylodes rhizome oil mixture, namely the said Chinese medicine preparation.

The Lucidum spores and Atractylodes rhizome oil mixture can be directly filled into

bottles for oral administration.

20 Embodiment 2 Preparation method for soft capsule of anti-tumor Chinese medicine



'3 1:8 4 40 30 15 Table 12: Factor level chart 21 Serial No. AB CD
clathrate yield (%9 QI content (%9 GO utilization rate (% Conprehensive
scores 1 1111 84.26 17.63 92.86 97.67 2 1, 2 2 92.88 14.26 91.98 97.69
31°
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preparation containing Lucidum spores oil

The Lucidum spores and Atractylodes rhizome oil mixture was obtained according to
- the method in embodiment 1, gelatin, glycerin and water as raw materials were used
to prepare soft capsule shell and then soft capsules were prepared through an

5 encapsulating machine.

~

Embodiment 3 Preparation method for tablet of anti-tumor Chinese medicine

preparation containing Lucidum spores oil

Clathrate compound of Lucidum spores and Atractylodes rhizome oil mixture
(clathrate) was obtained by inclusion agent (B-cyclodextrin) according to the method

10 in embodiment 1, and the preparation method was as follows: -
(1) Laboratory instruments and reagents

TM-40 colloid mill, Tianjin Xinpu Machine Manufacture Co., Ltd.; LN-2162PC Uv
spectrophotometer, UNICO (Shanghai) Instuments Co., Ltd.; DZF-1B type vacuum
dryihg oven, Shanghai Yuejin Medical Instrument Plant; CQX25-06 type ultrasonic
15 cleaner, Branson Ultrasonics (Shanghai) Co., Lfd.;' magnetic stirrer, Shanghai Sile
Instrument Co., Ltd.; HH-S digital thermostat water bath, Changzhou National Test
Equipment Institute; AB104-N type electronic analytical balance, Mettler-Toledo
Instfuments (Shanghai) Co., Ltd. B-éyclodextrin, Sinopharm Chemical Reagent

Co.,Ltd,. batch number: F20060731; other reagents were of analytical grade.
20 (2) Selection of inclusion method

Compare the saturated aqueous solution method, ultrasonic method and grinding

method under the same proportion of materials with clathrate vield, oil content and oil



3 33 86.82 15.24 90.24 96.18 4 2 1 2 3 83.82 14.48 94.38 96.93 5 2 2 3 1
84.67 16.32 90.66 96.35 6 -) _ 3 1/ 85.48 13.95 88.21 94.58 7 3 1 3
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utilization rate as indexes.

Saturated aqueous solution method: 16g of B-cyclodextrin was prepared into saturated
solution under 60°C, and slowly added with 2ml of Lucidum spores and Atractylodes
rhizome oil mixture at a constant temperature, stirred for a certain time, and stored at
5 4°C for 24 h followed by air pump filtration and washing with a small amount of
water and ethanol for 3 times, drying at 40°C under vacuum to obtain B-cyclodextrin

clathrate.

Ultrasonic method: 16g of B-cyclodextrin was added with 3 times amount of water,
well mixed and slowly added with 2ml of Lucidum spores and Atractylodes rhizome
10  oil mixture, and ultrasound for a certain time and other steps were the same as the

above. (f =40 KHz)

Grinding method: 16g of B-cyclodextrin was added with water whose amount is 3
times of B-cyclodextrin, well mixed and poured into a mortar, slowly add with 2ml of
Lucidum spores and Atractylodes rhizome oil mixture, and ground for a certain time

15 and other steps were the same as the above.

According to the experimental results (Table 11), grinding method was preferrably

used for B-cyclodextrin inclusion of Lucidum spores and Atractylodes rhizome oil

mixture.
Methods Yield/% Oil utilization rate/ Oil content/%
%

Saturated aqueous 70.6 65.78 13.67

solution method
Ultrasonic method 772 70.62 13.01
Grinding method 85.6 89.25 14.64




2 86.63 15.22 89.10 95.67 8 3 2 1 3 88.01 14.68 86.32 94.62 9 3 3 2 1 90.42
11.38 87.60 94.30 " Table 13-1 Othogonal experinental table for inclusion
of Luci dum spores and Atractyl odes rhizonme oil mxture with 13-cycl odextrin
Serial No. ABCD dathrate yield K, 264.0 254.7 257.8 259.4 K2 254.0
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Table 11: Results comparison of three different inclusion methods
3) Selection of inclusion conditions in grinding method

Orthogonal experimental design: It was known from literature and pre-experimental
study that main factors of grinding method included four factors, such as material
5 ratio of Lucidum spores and Atractylodes rhizome oil mixture to B-cyclodextrin (A),
water addition (B), inclusion time (C), and alcohol consumption (D), so Ls(3*)
orthogonal design table was used with clathrate yield, clathrate oil utilization rate and
clathrate oil content as evaluation indexes, and the comprehensive scoring method
was used to analyze and optimize.the best technologcial conditions, in which the
10 weight coefficients of clathrate yield, clathrate oil utilization rate and clathrate oil
content were respectively 0.2, 0.4, and 0.4 (the factor level division was shown in

Table 12, and the orthogonal experimental arrangement and results were shown in

Table 13-1 and Table 13-2).

Factors A B (O 1 D
Level (times) (min) (%)
1 1:4 2 20 10
2 1:6 3 30 20
3 : 1:8 ' 4 40 30

15 Table 12: Factor level chart
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Serial A B C D | clathrate Oil Oil Comprehensive
No. yield (%) | content | utilization | scores
(%) rate (%)
1 1 ] 1 1 84.26 17.63 92.86 97.67
2 | 2 2 2 92.88 14.26 91.98 97.69
3 ] 3 3 3 86.82 15.24 90.24 96.18
4 2 1 2 3 83.82 14.48 94.38 96.93
5 2 2 3 ] 84.67 16.32 90.66 96.35
6 2 3 1 2 85.48 13.95 88.21 94.58
7 3 1 3 2 86.63 15.22 89.10 95.67
8 3 2 1 3 88.01 14.68 86.32 94.62
9 3 3 2 1 90.42 11.38 87.60 94.30

Table 13-1 Orthogonal experimental table for inclusion

Atractylodes rhizome oil mixture with B-cyclodextrin

of Lucidum spores and

Serial No. A B C D
Clathrate yield K, 264.0 254.7 257.8 2594
K, 254.0 265.6 267.1 265.0
K3 265.1 262.7 258.1 .258.7
R 3.7 3.6 3.1 1.9
Oil content K, 47.13 47.33 46.26 45.33
K. 44.75 45.26 40.12 43.43
K 41.28 40.57 46.78 44.40
R 1.95 2.25 2.22 0.31
Oil utilization Ki 275.1 276.3. 2674 271.1
rate K, 2733 269.0 274.0 269.3
K 263.0 . 266.1 270.0 2709
R .4.02 343 2.19 0.61
Comprehensive K, 291.5 290.3 286.9 288.3
| scores K- 2879 288.7 288.9 287.9
Ks 284.6 285.1 288.2 287.7
R 2.31 1.74 0.68 0.19

Table 13-2 Orthogonal experimental result analysis for inclusion of Lucidum spores

and Atractylodes rhizome oil mixture with B-cyclodextrin.



Ol -utilization rate KL 275.1 276.3 267.4 271.1 K2 273.3 269.0 274.0 269.3
..266.1 270.0 270.9 R 4.02 3.43 2.19 0.61 Conprehensive scores Kl

K3 263.0

291.5 290.3 286.9 288.3 K2 287.9 288.7 288.9 287.9 K3 284.6
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Variance Sum of Degree of Meansquare F value Significance
sources deviation freedom
squares

A 82862.503 2 41431.25 1.00 >0.05

B 82859.216 2 4142961 1.00 >(.05

C 82855.175 2 41427.59 1.00 >(0.05

Error 82854.515 2 41427.26

Sum 331431.408 8

Foos(2, 2)=19. 00
Table 14: Variance analysis table with comprehensive scores as indexes

After analyzed the results of clathrate comprehensive scores (table 14), it was shown
from the range analysis that the influence of each factor to this index can be arranged
5 as A>B>C>D and there was no significant differences between each factor. Level of
factor A from best to worst was 1>2>3; level of factor B from best to worst was
1>2>3; level of factor C from best to worst was 2>3>1; level of factor D from best to
worst was 1>2>3, and the most preferable process with comprehensive scores as
index was A|B;C;D,, namely the inclusion conditions were as follows: the weight
10 ratio of Lucidum spores and Atractylodes rhizome oil mixture to B-cyclodextrin was
1: 4, the water addition amount was 2 times of the weight of Lucidum spores and
Atractylodes rhizome oil mixture. the grinding time was 30 min and the anhydrous

ethanol was 10% by weight of Lucidum spores and Atractylodes rhizome oil mixture.

Verification tests: three batches of validation tests were carried out according to the
15 above most preferable process and the measurement results were shown in Table 15,

which indicated that this process was stable and feasible.



285.-1 288.2 287.7 R 2.31 1.74 0.68 0.19 Tabl e 13-2 Ot hogonal
experinental result analysis for inclusion of Lucidumspores 5 and
Atractyl odes rhizome oil mxture with [3-cyclodextrin. 22 Variance sources
Sum of devi ati on squares Degree of freedom Meansquare F val ue Significance
P A 82862.503 2 41431.25 1.00 >0.05 B 82859.216 2 41429.61 1.00 >0.05 C
82855. 175 2 41427.59 1.00 >0.05 Error. -
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Serial No. [ Clathrate yield % Oil content % Oil utilization rate %
1 92.8 14.2 97.6
2 93.6 14.5 96.5
3 92.3 14.7 96.9
RSD 0.71 1.74 0.57

Table 15: Results of validation tests
(4) UV characteristics of clathrate

1g of Lucidum spores and Atractylodes rhizome oil mixture was taken and added with
20 mL of petroleum ether (30°C_ ~ 60°C), dissolved under ultrasonic and filtered, and
5 the filtrate was stored as test solution 1; 0.15g of Lucidum spores and Atractylodes
rhizome oil mixfure was taken and added with 20 mL of petroleum ether (30°C ~
60°C), dissolved under ultrasonic, added with .0.6g B-cyclodextrin, shaked and
filtered, and the filtrate was stored as test solution 2; lg of clathrate was taken and
added with 20 mL of petroleum ether (30°C ~ 60°C), dissolved under ultrasonic and
10 filtered, and the filtrate was stored as test solution 3; lg of clathrate was taken and
added with 20 mL of petroleum ether (30°C ~ 60°C), shaked and filtered, and the
filtrate was stored as t_e_st solution 4; and Ig of B-cyclodextrin was taken and added
with 20 mL of petroleum ether (30°C ~ 60°C), shaked and filtered, and the filtrate was

stored as test solution 5.

15 The UV. spectrum of clathrate (Figure 2) showed that Lucidum spores and
Atractylodes rhizome oil mixture, physical mixture of Lucidum spores and
Atractylodes rhizome oil mixture and B-cyclodextrin, and substaneces after de-
clathration had UV absorption, and the clathrate and B-cyclodextrin had no UV
absorption, which indicated that new substances were formed after clathration of

20  Lucidum spores and Atractylodes rhizome oil mixture and B-cyclodextrin, and the
main component of Lucidum sporés and Atractylodes rhizome oil mixture did not

change after clathration.
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preparation containing Lucidum spores oil

The clathrate was obtained according to the method in embodiment 3 and dry-

- granulated, and then the particles were filled into hard capsules (0.20g/tablet).

Embodiment 5 Study on primary pharmacodynamic effects of anti-tumor Chinese
10 medicine preparation containing Lucidum spores oil - Lucidum spores and

Atractylodes rhizome oil mixture and their clathrate

According to the requiements of National Guidance Principles of Pre-clinical study
on Six Categories of New Drugs of TCM, the inhibition effects on mice-transplanted
tumor sarcoma Sy was investigated to verify the drug's main effects. Because the
15 main components of this Chinese medicine preparation was Lucidum spores and
Atractylodes rhizome oil mixture, the effeéts of this oil mixture were varified; during
the clathration process. the solubility of the Lucidum spores and Atractylodes rhizome
oil mixture was significantly increased and the bioavailability of the essential oil was
improved, and tablets and hard capsules were based on the clathrates, therefore, the
20 effects of various dosage formes can be validated through verifying the efficacy of the

clathrate.
(1) Test materials

Tested drugs: clathrate of Lucidum spores and Atractylodes rhizome oil mixture, the
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1 CMC 19.68= 1 29 26.11=2.73 1.72=0,41 0.00 Luci dum spores and
At ract yl odeSil THEREEOW {! °Fha}f*GFee51&’65€?”i’§ higpen thew that impyire Lygidum spores

oil group (lg/kg) and pure Atractylodes rhizome oil group (1g/kg), in which the
inhibitory effect in the clathrate of Lucidum spores and Atractylodes rhizome oil
mixture group (lg/kg) was most prominent. The Lucidum spores and Atractylodes
20 = rhizome oil mixture, the clathrate of Lucidum spores and Atractylodes rhizome oil
mixture, pure Lucidum sporés oil and pure Atractylodes rhizome oil had no
significant impact on the growth of mice body weight (P>0.05), and
cyclophosphamide had significant -inhibitory effect on the growth of mice body
weight (P<0.05). The experiment was repeated for three times, and the results were

25 similar (Table 16).



0.92=0.32 46.01** clathrate of Lucidum spores and Atractyl odes rhizone oil
m xture 1000 19.98=1.18 26. 36=2.40 0.81=0.29 52.11** pure Luci dum spores

oi |l 1000 19.71=1.18 26.91=1.91 1.10=0.22 35.96** pure Atractyl odes rhizone
oi | 1000 19.70=1.19 26.35=2.01 1.17=0.20 31.98** CY 1000 19.31=1.10
23.61=1.72* 0.61=0.20 64.34** 2 CMC 20.07=1.25 16.122.44 1.87=0.46 0.00
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Batches | Groups Dosage Body weight (g) Tumor Tumor
: weight (g) inhibitory
(mg/kg) Before After rate (%)
administration | administration
1 CMC 19.68+1.29 26.11=2.73 1.72+0.41 0.00
Lucidum spores 1000 19.87+1.25 27.30+£2.38 0.92+0.32 46.01**
and Atractylodes
rhizome oil
mixture
clathrate of 1000 19.98+1.18 26.36=2.40 0.81=0.29 52.11%*
Lucidum spores
and Atractylodes
rhizome oil
| mixture :
pure Lucidum 1000 19.71+1.18 26.91x1.91 1.10+0.22 35.96**
spores oil
pure-Atractylodes 1000 19.70=1.19 26.35+2.01 1.17+£0.20 31.98**
rhizome oil
CY 1000 19.31=1.10 23.61+1.72* 0.61+0.20 64.34**
2 CMC 20.07+1.25 26.12+2 .44 1.87+0.46 0.00
Lucidum spores 1000 20.03+1.22 26.35+2.00 1.02+0.31 45.45%*
and Atractylodes
rhizome oil
mixture
clathrate of 1000 20.04+1.21 26.60+2.07 0.90+0.29 | 51.87**
Lucidum spores
and Atractylodes
rhizome oil
mixture
pure Lucidum 1000 20.34=1.12 26.70+2.15 1.21+0.42 35.63*%*
spores o0il
pure Atractylodes 1000 20.35=1.17 26.39+2.37 1.29+0.38 31.02*%*
rhizome oil .
CY : 1000 20.27+1.52 24.10+1.44% 0.73+0.24 61.22**
3 CMC 19.91+1.23 26.48+2.30 1.66=0.39 0.00
Lucidum spores 1000 19.96+1.24 27.07%1.62 0.89+0.23 46.38**
and Atractylodes
rhizome oil
mixture
clathrate of 1000 19.93=1.30 26.38+1.86 0.79+0.77 52.40**
Lucidum spores
and Atractylodes -




Luci-dum spores and Atractyl odes rhizonme oil m xture 1000 20.03=1. 22 :
26.35=2. 00 1.02+0.31 45.45** clathrate of Lucidum spores and Atractyl odes
rhizome oil mxture 1000 20.04=1.21 26.60=2.07 0.90=0.29 51.87** pure
Luci dum spores oil 1000 20.34=1.12 26.70=2.15 1.21=0.42 35.63** pure
Atractyl odes rhizome oil 1000 20.35=1.17 26.39=2.37 1.29=0.38 31.02** CY
1000 20.27=1.52 24.10=1.44* 0.73=0.24 61.22** en CMC
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rhizome oil
mixture
pure Lucidum 1000 20.00=1.16 27.02=2.04 1.04+0.40 37.46**
spores oil
pure Atractylodes 1000 20.02=1.09 28.31=2.35 1.11=0.32 33.13**
rhizome oil
CY 20 19.83+1.22 24.46=1.68* 0.65+0.17 60.79%*

Table 16: Influences of each tested drug on the mice-transplanted tumor solid sarcoma

SIXO

In which, the body weight and the tumor weight were indicated as (X+SD) and the
number of samples in each group was 10. "*" indicated that P<0.05 in the
corresponding data and "**" indicated that P<0.0lin the corresponding data,

compared with the control group.
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20



19.91=1. 23 26.48=2.30 1.66=0.39 0.00 Lucidum spores and Atractyl odes

rhi zome oil m xture 1000 19. 96=1.24 27.07=1.62 0.89=0.23 46.38** clathrate
of Luci dum spores and Atractyl odes , 1000 19.93=1.30 26.38=1.86 0.79=0.77
52. 40** 78 rhizonme oil mxture pure Luci dum spores oil 1000

20. 00=1.16 27.02=2.04 1.04=0.40 37.46** pure Atractylodes rhizone oil 1000
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CLAIMS

. An anti-tumor Chinese medicine preparation containing Lucidum spores oil,
which is characterized in that the raw materials of the Chinese medicine

preparation are Lucidum spores and Atractylodes rhizome.

5 2. The Chinese medicine preparation according to claim 1, which is
characterized in that the ratio of Lucidum spores and Atractylodes rhizome by

weight is 1:1.

3. The Chinese medicine preparation according to claim 1 or 2, which is
characterized in that the above mentioned raw materials are combined with
10 pharmaceutically acceptable excipient to prepare into various pharmaceutical oral

dosage forms.

4. A method for preparing the Chinese medicine preparation according to claim 1

or 2, the specific steps of which are as follows:

a: respectively clean Lucidum spores and Atractylodes rhizome, and respectively
15 weigh the cleaned Lucidum spores and Atractylodes rhizome according to the

weight ratio;

b: break the Lucidum spores obtained from the step a through wall-breaking and

grinding;

c: broken Lucidum spores obtained from the step b are granulated and dried to

20 give dry Lucidum spores particles;

d: the dry Lucidum spores particles obtained from the step ¢ are mixed with



20. 02=1.09 28.31=2.35 1.11=0.32 33.13** CY 20 19.83=1.22 24.46=1. 68*

0. 65=0.17 60.79** Table 16: Influences of each tested drug on the

m ce-transpl anted tunor solid sarcoma S180 In which, the body wei ght and
the tunmor weight were indicated as ( -1SD) and the nunber of sanples in
each _group was 10. "*" indicated that P<0.05 in the correspondi ng data and
"*" jndicated that P<0.01lin the corresponding data, conpared with the
control group. 5 10 15 29 CLAIMS 1. An anti-tunor Chinese nedicine
preparation containing Luci dumspores &1, which is characterized in that
the raw materials of the Chinese nedicine preparation are Luci dum spores
and Atractyl odésaatylbdanbizom2. obldieeddiomabe siepdi and ehepmepde at icamicd@aor di ng to

claiml which is chargcterized in that the ratio_of Lucidum spores and
Atractyl odes rﬂ?@ﬁ%ﬁ“ﬁ?”ﬁﬁféﬁ?mpgeT?T?moﬁﬁOﬁﬁgnﬁﬁF%QEB“WﬂHFHPﬂ@wﬁh%paration

according to chaduife loiPbf ZuciinClhots SHaaAREAbIGEHidothet RathefyNthe ltRVE
mentioned raw materials are conbined with 1 Opharmaceutically acceptable
exci pi ent to prepianed Chngseyaedigospepiittipiceut i cal oral dosage forms. 4. A
met hod for preparing the Chinese nedicine preparation according to claim1l
or 2, the specific steps of which are as follows: a: respectively

cl ean Lugi dum e . At I I ZO: respectiv Swei gh the
cl eaned %ucidu%?@%b@g@ﬂ%h _&?ﬁé%?%ﬁgﬁgép}ﬁ?@gﬁbagggé?gﬁﬁﬁﬁéggéﬁééﬁgfght
ratio; b: Dbr ehkntehiedlforcixdacringpby @adodit mixned if COmuphrerisitdpxaadtbhough

wal | - breaki ng and grinding; c¢: broken Luci dum spores obtained fromthe
step b are granulated and dried to give dry Lucidum spores particles; 30
Atractyl odes rhi zome obtained fromthe step a, and the m xture_ is carried
out extract i on®-of heCPiGRREANN MEHQd AFOr R (o ey &1 WBICh iihpharadisrized dhthahoi st ur e
to give the mxtubRiiQids o CO, YL APOLGEI AR M RELY LAEESI i EREB, namely
t he above nentioned Chinese nedicine preparation. 55. The preparation

met hod accor di #dotlevs [the exiractiophgraperatyredh 49 sct0c i thedrepsyre ind8 to ReMHst hod f or
extractipg thecgr i 1 Xt 2l . Cr L traction. 6. The
preparaﬂpon ne%ﬁbﬂggég%%éP%§(F%ﬁghgp%§%§gﬁﬁ#gﬁ%b%lgﬁg?gﬁterized in that the
conditions of CO2 super critical extraction for extracting crude oil

m xture are as follows: the extraction tenperature is 40 to 60C, the
pressure is 187.t Dhe2prepaionlBERRd htvdin@teclhitn 6, ¢hich i cKndtdtize@nd tHahe
extraction ti is 3.to 5 h. 7. The preparation nmethod according to claim
6, which is chif abtafimedPorst CHatUXHE 14 dreRAS JPe ol fappylsy (hretghs
prepared into gplinaRsdiesist hrough conventional nethods. 8. The
preparation nethod according to claim®6, which is characterized in that

8. The preparation method according to claim 6, which is characterized in that
15 the Lucidum spores and Atractylode_s rhizome oil mixture was included with -
cyclodextrin to obtain the clathrate of the the Lucidum spores and Atractylodes

rhizome oil mixture.

9. The preparation method according to claim 8, which is characterized in that
the clathration method was as follows: 4~8 parts by weight of B-cyclodextrin and
20 2~4 parts by weight of water are well mixed, and added with 1 part by weight of
Lucidum spores and Atractylodes rhizome oil mixture, ground for 20~40 min and
stored under low temperature followed by air pump, washing with 0.1 to 0.3 parts
by weight of anhydrous ethanol and drying under vacuum to obtain the clathrate

of the Lucidum spores and Atractylodes rhizome oil mixture.



15 t-he Luci dum spores and Atractyl odes rhizone oil mxture was included
with f3- cyclodextrin to obtain the clathrate of the the Luci dum spores and
Atractyl odes rhizome oil mxture. 9. The preparation nethod according to
claim8, which is characterized in that the clathration nmethod was as
follows: 4-8 parts by weight of 13-cyclodextrin and 20 2-4 parts by wei ght
of water are well m xed, and added with 1 part by weight of Lucidum spores
and Atractyl odes rhizome oil mxture, around for 20-40 min and stored under
| ow tenperature followed by air punp, 3ashing with 0.1 to 0.3 parts by

wei ght of anhydrous ethanol and drying under vacuumto obtain the clathrate
of the Luci dunOsfherpespagdanidn Ahdtiat g/dcoﬂiéxg tohdlZion® ohith i8 oHatcRrized3ih thdi0. The
preparation nmethod, according . to cI ﬁﬁFMhICh is characterized in that the

clathrate is prepapetf lpﬁ{egartegmt%fag drapsul es. 5 10 15 25
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