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ant agoni sts, anticancer ant’ibiotics, and plant-
factors are believed to include genetics, diet, and environmental exposure (e.g., to
mutagenic chemicals, radiation, transforming viruses, etc.). It is estimated by the World
Health Organization that about 10 million new cancer cases are occurring now annually
around the world. That number is expected to reach 15 million by the year 2015, with two
thirds of these new cases occurring in developing countries (World Health 48:22, 1995).
For example, it is estimated that there is about 600,000 new cases of lung cancer per year
worldwide; approaching 1 million new cases of breast cancer per year; and for head and
neck cancer (the sixth most frequently occurring cancer worldwide) an incidence of
500,000 new cases annually. The National Cancer Institute of the United States estimates

the overall annual costs for cancer at $107 billion. Treatment costs account for

approximately $40 billion.
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Regarding the latter and depending on the drug or drug combination used, systemic
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[0007] A variety of drugs, such as paclitaxel, docetaxel, etoposide, vincristine,

vinblastine, and vinorelbine, currently used in cancer therapy were designed to perturb



WO 2005/ 044182 PCT/ US2004/ 029263 4 m crotubul e
pol yneri zation (for review, see Jordan MA and WI son

wa 20050aasDt ubul es as a target for anticancer BETIYS2004/029263
Nat ure Revi ews Cancer 4:253+265 (2004)). They share a
common nechani sm of action of bindi ng to tubulin, the

ngexlo%ﬁ eﬁpoq%n@%aﬁgn E}OF {‘e% %lgegfﬁrd acnglp@gléorglm A@iq)fubules asa

taRgeisfon anticancetdrags. Nagird Reﬁbﬁvb Cance® 4F253¢265q00@4). 338y 3B&e a
nt-derived anticancer ents

1999 At, | t
1(’1%3{7@ )fg* eﬁ@}@%&%&ﬁw tq abylin, ﬂ@eam@lec ¢ of wﬂlagltmweotubules
aM (fpoRtd. (€ompRRODEL ARy alegw ISpfaence 3 0%4(:1 %‘)’11809 ﬂ Cbral Cell

agents are bel ng evaluat@éd 1n’clini ca
Straeip tolfunetiom24: 92&3335 é]r9@9))r Antebﬁcs&nﬁlam{-dli@B'Sdl aﬂ'ﬁi)aﬁber agents have
diter oid ori ated from.the bark of the
TS %%%WOVFA?& aﬁ?ﬁe iﬂSP%\e vingrigting, (@pofegan, etoposide,
tedidsiiie). Tthér SRS brel f b
A} 1O oA} ab‘fé?ga’;"éﬁ%aég%ﬁaﬁﬁgi{é?ﬁ%?%r@‘é% Yhfhothecin, 9AC,
apgiringigclidhgston, D. G |. Trends Biotechnol. 1994, 12,
222; Schiff, P. B.; Fant, J.; Horwitz, S. B. Nature,
[0093D, JTakol, aﬁﬁt)srpeffaiﬂaingh&ﬂysifmwﬂ frbma:heba:iﬁtofﬂrexﬂ&md iﬂw Taxus
bas.gaﬁ ant i can ﬁr c‘ngound | ndeed is, now used fo
TNEOE-d3 ¢ RRReriul Spumaiotic gt 91%9%{? b&ﬁr%ﬂ%@grwblamssembly into
s@blleragg@gatba btﬁho‘fm«ai se%%\g 8od @, 4. 'ie{ ﬁ&sa%'?e%ng 1994, 12,
br eas nec caﬁcers oW N
2R Sct;efﬁé’hﬁvéanu HOIerSaIBD\h@ture R97g, 277, 665\)aﬂ“axc(£&as:sirown

199 1247 McQuir oW nsk
B B o B0 i R g e
offeffattoBN@varieh cncer, Ad 8HMVAtrialRardencOAgink Tor thé/?t‘éatment of breast,
1989, 11, 273; Forastiere, A. A, Semn. Oncol . Suppl .

lupg, hegdgandapck s@icers| Gtrwpskm FeK.dldzanayeds. A§ Bohelttiweg, R. C. I.
I o} \Y; t d .vi.nblLast i

N R PR S MR A LR et .

Grimbine] hitghttiage, BNS|; mm@trmcg,m W@SDbﬂiBhbw@f R. OMAQ@I Iht Med.

eq cancer treat ment (Doneho Row ns

1@ }lm%l% ArRgere gy Sepit (Pagok s?él?ﬁlp? dﬁ?%a 20i: ﬁ6)Cancer
Principles and Pract| ce of Oncology. De Vita VT,

[0009] e iz anikelrids aneledige S rateral prpdudgviagstingBnd vinblastine and

993 Seco at |

tngs DR oCrak PGB st ahd Vbl i RS Rty Bt e

widety wsed b baalceldwa&mrﬁ $ané}fo@d‘e€ R 3hdfRWmnylty K ; aﬁﬁﬁdhﬁcerairugs
fir ration Vinca_ al kal oid which strong

d"sr’d’ﬁalffé’g%g]én e Gace antrepxesemmd Pdwctmeccv’&nqem De Vita VT,

HEMaAS S RobhbUld S0 BBUBISHY! HOLBLHICBR Pifldelohia (1993)).

V|nf uni ne supp ess t
gpoodigayeratienkiscd Myaloidy, Winorlbiad and v1hﬂhmi?é]aﬁh&Qﬁicrotubule

60 20Q [ 00 Chenpprevent i ve. ag
d%@#ﬂ%f ‘f ﬁ%@&ﬁﬁf 5‘%1 1‘%16?‘1%%%5% gFW%}lO&f Vlﬁ@ﬂ%iﬂﬁﬁi Wlwéh strongly
sUPPRISYs 1S ralf SCRRAEHPMFrSGBbIE sh&'téntﬁ% nfgl el on re: giblne and

and ex-snokers include ACAPHA
vinBuring suriptess Swphisraad estekt oEmErstybile kyoydng avdmts@tgaha/ K.etal,

MoT BRGaR01. 60(1):225-232 (2001))

[0010] Chemopreventive agents belng investigated for the ability of reducing the
amount of pre-cancerous cells in the lungs of smokers and ex-smokers include ACAPHA,
a combination of six botanicals (Sophora tonkinensis, Polygonum bistorta, Prunella
vulgaris, Sonchus brachyotus, Dictamnus dasycarpus and Dioscorea bulbifera) which has

been used for disease prevention in China for centuries. Under a US National Cancer
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Hippophae rhamnoides. Whereas there are reports of health benefitting effects of these
individual botanicals, the synergistic effects of their use in combination therapy, as
disclosed in this invention is novel. Some embodiments further comprise a therapeutically

effective amount of at least one chemotherapeutic agent.
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PSR a8y R YLD BB vt of

chéntythabpaugicagents secessiry forthabiptant tms assiigrin s¢dmced toxicity for
anti cancer ant.i biotics, and, plant-derived ant] cancer

p@t@e@m he f@@msﬂﬂ@é&ﬁﬁhﬁ‘e@m%@m InyPRHANATE HeP T8 Sognehan vwabe
S REER o NS OER A A, M RS g

antﬁdaﬂéeimntibl,otmsh iand phat-derarel agticaneer agentsr osul f an
tosyl at e, busul fan, ninustine hydrochl oride,
[6018Pbr ORxtangpies ¢E1alld9ﬂt1@@ agents" include nitrogen mustard, nitrogen mustard-N-

oxide hydrochloride, chlorambutyl, cyclophosphamide, ifosfamide, thiotepa, carboquone,
improsulfan tosylate, busulfan, nimustine hydrochloride, mitobronitol, melphalan,
dacarbazine, ranimustine, estramustine phosphate sodium, triethylenemelamine,
carmustine, lomustine, streptozocin, pipobroman, etoglucid, carboplatin, cisplatin,

miboplatin, nedaplatin, oxaliplatin, altretamine, ambamustine, dibrospidium



dacar bazi ne, raninustine, estranustine phosphate

sodium triethylenenelanline, carnustine, |onustine,

W@ eospi4asnci n, pi pobroman, etoglucid, carbopl ap€TUS2004/029263
cisplatin, mboplatin, nedaplatin, oxaliplatin,

altretam ne, anbanustine, dibrospidi um WO 2005/ 044182

0 7 hyvdroch t.de fot stin .
R B P S bl O BRI plomice
tréasatphh, pluphosghaapdy sibasiit gimdbmnes tabbgudsie] aplzessn,

car boquone, —adozel esin, cystenustine, and bizel esin.
Cs[sm@%n%ﬁﬁr@ SB¥ "antimet abolites" include

mer capt opuri ne, 6-mercaptopurine riboside, _
[00APhi ndiianwlesmdt mimessbalitss” sbuietadstantopusipeaf-atsiesptopurine
B, BRRGRE ARG AREI R, RGBS bl L)
artbipibihe by drdchieride, SaFUQlufs.(e.g 2 luowiutl] ReafuFT, ebwifluridine,

am nopterine, |eucovorin calcium _tabloid, butocine )
carpofi agatlogabing; pmmigsfen cnyinepterieg, Il%iCQYﬁmb‘Faé‘éleb'iah@,lda butocine,
fotihie Shitum fILGHEEH é9£ciu91,eEﬁ‘g&ﬁtﬁﬁé,g&iteﬁﬁyﬂp@&é(ﬁﬁé %@mcﬂgoine,

pentostati’n, prritrexim’Idoxuridine, mtoguazdrmne,
hydroawerianiide pentostatiapbaexdin] dexurddine, nhitddR@zonexthigzbplerine, and

o% "anticancer antibiotics"include actinonycin-D,
APRHRSSH- C, it omyci n-C, chrononyci n- A3, bl eonyci n

hydr ochl ori de, ‘bl eonycin sul fate, peplonycin sulfate,,
[Qﬂéﬁhor divemplesioy damicanest pefibiotirsxiaelube astinompgioPhacdimparycin-C,

b Ci _ : o i | de.
B e A
pepldrhydnyulfate, daanerabicii lydrachiotidepdxoriicin hiytimichlogide, aclarubicin

zorybi ¢in hydroch] ori de, .m taxant.ron ydr.ochl ori de, .
hﬁéﬁaﬁﬁ?ﬂ =B1%17¢%E¥%@ﬁ5%4%%9@&%@ %z%asllilpr@ealﬁwé@nwaﬂn,

. : . ANt _ b de.
e S B S OB PR, B B O Pitosantrone
hydrochdeiides asdildaatbégin hpdiopldsiidis etopacl i t axel , docet axel ,

and vinorel bine, etc. [0022] The cytotoxic
[00abposiHxianipdesaif "plaat-iurbed ahtidanvenigems” maldak®podide pisephate,

i conjunction with j not herapeuti c agents .
vinRlepting #@Qﬁ wngHime su ?%s\ﬂmﬁﬁm@iSglcf'fltﬁﬁaw,POSﬁ%maFWa%ﬁL docetaxel,
adPERMEne. Rt erferons, interl eukins, macrophage
colony-stinulating factor, granul ocyte

ny i . > 1 , ( i i, .

(AT L ke 0 o BB S o

cdrfmetips olith, inpalnesistgieatic aeents, inelnding pixdlehilz Riestin, 'sizofiran,

Q023], Wii |l e ;so conpounds of the present inventio

lepd ’L'éf‘é%mﬁﬁdm;%@nsdé BAYHRS (cHPRPEhCemEsdlatipgeiactor,
Lnicst indivi : . .

B o e e O agine

Cotyatbattamunsparaum, lemamzoleppolyiaeshapide ih@nd porwpdazold. ons

when admi ni stered as specified conbinations. In
[092Ber alWhilhsonspesthpoudrds of the present invention have been known to

demonstrate health benefits when administered individually, the present invention relates
to novel combinations of natural compounds that demonstrate the properties of the
compositions when administered as specified combinations. In general, the specific
compositions of the present invention exhibit synergistic enhancement of their efficacies

when administered in combination.



conpositions of the present invention exhibit

synergi stic enhancenent of their efficacies when
wa@deosniasered i n conbi nati on. WO 2005/ 044182 PCT/US2004/029263

PCT/ US2004/ 029263 8 [ 0024]8 The present invention and

ot her objects, features, and advantages of the present

ntlnvvlllbec fyrther,.a ent in.the

QOB o 13 P PGS0 cbit o1ET OhieBR ToBtes: FoladFrmupgos g the present
iveatiGHoRAIRBoME %l{‘_dr £6nt 3 the PONOHinB TNt 5iledBRsEfption of the

DESCRI PTI ON OF THE FI GURES [ 0025] Figure 1 shows an
Inveptioicanddhe pgeampenying Sigusestand cadrdiasantact s. [ 0026]

Figure 2 shows conbi nation index (Cl) values for

i nhibition of cell roliferation on conpositions

(Aneust at TM) ¢ GHRIEFSPRSCRENIOR @ THIE FHa 9),

Scutellaria barbata (#15), and Salvia mltiorrhiza

o33() g€ SHRLOG) BRI g,fdgﬁ for 08l ELes 3A-3C

unmari es o encil es Ol' In t1Ton of

I oIl ti Lh t bot
(e i g e auR P maRhahtindnr () Feloenpy S ApR o8l
p@nﬁq#erﬁainvmﬁcdmﬂdsitﬁm s(a#ﬂ):ombﬁgﬁ Gahbdiihg 14ci®he\vm),

combi nati on i ndex val ues for the inhibition of
Saelazia barbagm 1 8 ehg Selyiaspildemnlyiva 6dd) andchemmtharansatie fugs.

and net hyl ene chloride (Il ower panel) extracts of the
[002d] vi dugurehdA &6 mah/i;le@mweimaf the poduees ﬁtﬁ)inhibition of cell

pehtiianty Bsdirota petapl s ulnemiyse iy gh e b

(#31@ a8bivaimilneeKizh G4)val ues for the inhi b| t| on of
-1 and COX-2 enzyne activities by ethyl acetate

[(ﬁﬁhf aCtP?t%lﬁé 4sR8wh BothMindH&H inBOL g’l‘lb ¢abiss ﬁ?ﬁ%qﬁfn@fhon of COX-2

[ 'uci dum Scutellarra barbata (#15), and Salvia
enyintei astivity bjae@#llab)etaam(jlppcxrnmmlaambmthyﬂdme rcblviride (00230 panel)

t f.th f .
TR e 3G Db R T ey vartagn ¢419)
aRC 8419k niRidrihaal (# 14 dQbinbatibhetmergdf vi dual  bot ani cal s

Ganoder ma | uci durn (#9), Scutellaria barbata (#15),

[63R9] SalF\{gLﬂ'e g‘sh&%@ E6RbA 3t b ﬂ-ﬂ%x @Iﬂvalﬁ@g%k ﬁﬁtlhﬁl%ﬁmn of COX-1 and

t her eof . Figure 7 shows e potencies for
GO bnzyrm]aommt(e@mztm dc@ﬁb(e&tretq&s aftthy individe dvtanicals Ganoderma

R SRR b A PR PL8 i

tepdfSal via mltiorrhiza (#14) and conbi nati ons
thereof. [0032] Figure 8 shows nmonocytes (macrophage

[RBEFUr Sp@glﬁ% 6%&% ag rml br @k %B&%aeg of 1A% 6@@2@0&&

extracts of Ganod errra uci d Scut arl a
irthihitiert of COXS) by eyl acBtateéxiranis|($041) bf the 111(#1141)1a1d3wa1ﬁ¢aés

Gtagcl)tﬁ%ﬁg lu%gdu-ll;lNé@? SCufettans %ar%%taa(gl I’_én%alﬂ\rlr{am boraZa (#14) and

combinations thereof.

[0031] Figure 7 shows the potencies for inhibition of COX-2 and COX-1 by ethyl
acetate extracts (#0401) of the individual botanicals Ganoderma lucidum (#9), Scutellaria
barbata (#15), and Salvia miltiorrhiza (#14) and combinations thereof.

[0032]  Figure 8 shows monocytes (macrophage precursors) treated with different
concentrations of extracts of Ganoderma lucidum (#8), Scutellaria barbata (#15), and

Salvia miltiorrhiza (#14) and the release of TNF-o, measured by an ELISA immunoassay.



WD 2005/ 044182 PCT/ US2004/ 029263 9 [Q033] Figure 9
shows | ynphocyte proliferation i nduced by Ganodernma

wo o@sduwrst #8), Scutellaria barbata (#15), andPSaIUS2084/029263
mltiorrhiza (#14). [0034] ¥igure 10 shows Anes test
performed on extracts of Ganoderma | uci dum (#8),

el &g , | vi i ltiQrrhiza, .
(A it ARl Sl O Yo b Rt i o,
SewttBariasbaoataAFa G 3 taad Salvid méltibehiya peisght of SCI D i ce.

[0036] Figure 12 shows survival curve for A549 cell

[0034¢ t riEighred OwhéWs AR $ést berforhféd dhlexFh&l bEGASORRANBucidum (#8),
effects of Arbgust at treatment on the growh of SCLC
Sﬁ%tﬁﬁ@f%aal?atﬂ%ﬂta (Hd63and Salyin miliarkime (4 af Abpg perplaaeust at
treatment on SCLC xenograft histopathol ogy. [0039]
[M03§1r e HisureHdwbows theeffecisfof Ameustatamn the badynweighioof SEIDGnice.
cell proliferation. [0040] Figure 16 shows effects of
[M36Lst diigure datshews swwivBl e for astatcell tiae aested elith Addusat.
xenografts in vivo. [0041] Figure 17 shows effects of

[0838)ist Rigire datshews cffect g6 OMbdusf trdidablt on@B egiwahios SCLC
004 Figure 18 shows effects of Aneustat and

Xé‘}oﬂﬂ i n+docet axol treatnment on AB 117 NSCLC
xenogr aft hi st opat hol ogy. [0043] Figure 19A and 19B
[09381v hilsgwegrdiskows efifects oft Amaysief freatmentai $GJseadgraind

h%@%ﬁ‘! gfoi P+docet axol treatnent on the distribution of
O 1's over the cell cycle. DETAI LED DESCRI PTI ON
THE . NVENIT ON [ 0044] The present invention provjdes
(GBoL ! = FiREAS st e ArcoNe Femeuenl L fel prianton.
ts f.or preventing and treating cancer_in an
IRRATY . diie TR laeor Assiaat Fonmpel on a1 #5pmsistsvashcer cll
»liﬁé)%éiféﬁ?a‘ﬁ)éiﬁ{?i@h bot ani cal extract-based conpositions
can effectively inhibit tunor growth and be

t aRtd ' inistered to.a
IGBUEP | TR 1Y SRR IS MBS B e pscre
xégmgradisr e | uci dum Scutellaria barbata, Salvia
mltiorrhiza, and optionally, H ppophae rhammoi des

[00d92] bWidird08 Blowd &R ofl Ahca Bt SRRAHI B Hocdtdlo? BRHAon

ri ses adm nisteri ng@a therapeutically effective

coO
Agﬂrbnlﬁhl@céﬁﬁqm@g@ﬁdﬁﬁgw agt-o an i ndivi dual (a mammal ;

and in a preferred enbodinent, a human) bearing a

[00d3or . Figureihdd land 18Bishaly mstagramh dlusiedtingt: fleotspfisrastit@nd
cigpqgt%ﬁ%g'e]tgx%l ?rg;téaté%g 9r9 ’ﬁlleod%s%r%glﬁionlo(% NSCLC cells over the cell cycle.

DETAILED DESCRIPTION OF THE INVENTION

[0044]  The present invention provides novel methods and compositions for use as
anticancer agents for preventing and treating cancer in an individual. The present
invention relates to a novel discovery that botanical extract-based compositions can
effectively inhibit tumor growth and be substantially nontoxic when administered to an
individual. The composition comprises extracts of Ganoderma lucidum, Scutellaria

barbata, Salvia miltiorrhiza, and optionally, Hippophae thamnoides (sea buckthorn)

[0045] In one embodiment, this method comprises administering a therapeutically
effective amount of the composition to an individual (a mammal; and in a preferred

embodiment, a human) bearing a tumor. In another embodiment, the method comprises



adm ni stering a prophylactically effective anount of

the conposition to an individual to prevent tunor
walewsloopasent (e.g., in an individual who is atPti/gh2004/029263

risk for developing tunor;10or in an individual who is

in remssion, but at risk for recurrence). [0046]

: ' ' . [ I nkion is_t.o.
oBsncfod B0 Lol I R R pERAAED o
preveit/futhoa dewmjopmabiit (6.8 @ranrigdiaidunbwad &t hipghl sk for developing
teffective and, non-toxic amunt of a conposition
Ha0% G l%afblfl@aw@vvb? IS IR AFIBISBIORGPUE ghipyk f9F R CRgsen

dm nistered to the tumor bearing individual. [0047
[&Hgd her TRs; & BHimary ehieet gf Bsamesentipsentionns fosprowidp e awitlsl for
ent | £ . devel opment.. .
a0 hlor BERYR bRl bl et BBFbichfly Bfective and
neuHtoXic stnenitrg aﬁom}pbsiﬁhly haxdhg & pfdpy,?gz bf Btibities aifve ptovath when
caonposi ti.on having a, praoperty of preventing or
a&WHPgErFﬁ fytherumprbaagag “65“%1urmr growt h when
adm ni stered to the individual. [0048] Another object
[ he pretbernbigenotihe Pswentdnyention ds/iodeovidera methwddbr prevention

. k. [ i ndi vi dyal,, _or _an e e .
of gt 0klofine in b R BGR LG FeR Bt Petopepfty adminisering a
ptdphyaptediyedfettyveaiiaet b¥€canpositiontiavingtOpipsity dffetdhihg or
Ig@'? .bot.h .gr.gpertl es of inhibiting . tunor growth, and
inhibitige thejasidence oF rtyn%c&aomwleew%ﬁnﬁ@mdﬁpéh@mémd@l-t he
i ndi vidual ., "Substantially nontoxic" means that the
[004%h 0 si Aneshen obiges of the pressatdnyaptige irctogirdwide agwthoidalf eatment of a

' G0 ner. €, o lacks .det ect abl
uhor beral SO AR RL G0 o 5k for BEIERIPE MR HE R G
tigeapentcailyetfetting amauanal a c@tpssiar that 1ok ObOGréper8&Fof inhibiting
I mmunosuppressi on _(which may | ead to | et hal oo
YT Ero W ayd batagsidptantially poristoxigpyvan adgrinisteeeddp deeindividual.
. k / o ! ' of ;
AN LR R e ARG I I Ry Qo
agsaemgted yithoystelnit chenmtisdrapyt; 1.5 laks détsdtablé wxididesincladiag,

wherei n the t hod, conpr.i ses admi ni stering to the
bt Bt rCalE, eGP B TR AP ORI ROl
iR iReRbbletiord RalichRgy RAt o RGP SitétfnsPf 1 nhi biting
tunor growth, and being substantially non-toxic when
[09d9] Ni SA @Ay B@e e tl‘lennﬂ"eéléng HRbntidAek &@gﬁo&%}% thBBEL treatment of
Tunor" 1I's use erein, tor purposes e
ars wdisiiduat ahiodwas harbla sibatantial reduatiea in tsdribiirdenrtuy whb iild is at risk

rimary tungor.of du epitheljial .cell origin, .
£ Bty MR TR sobbpristod i inadp s adbichgl ¢
plopBylRERARY effB6tRS bitoRnt G0 QapdsHRG thRAAAS B&?gxoﬂén‘fe%fof inhibiting
stomach, Dbl adder, or reproductive tract ervi X,

tugno igresth, andcheing substantéally. nop-toxii whenadthimistersdria theandividual.
nmel anoma; or | ynphoma. WO 2005/ 044182

pEfl{idRe004/ 029263 11 [0051] "Inhibiting tunor growt h"
I'S used herein, for purposes of the specification and

[0050] "Tumor" is used herein, for purposes of the specification and claims, to mean
solid nonlymphoid primary tumor of ductal epithelial cell origin, including, but not limited
to, tumors originating in the breast, prostate, colon, lung, pancreas, liver, stomach,
bladder, or reproductive tract (cervix, ovaries, endometrium etc.), brain, and bone marrow;

melanoma; or lymphoma.



clainms, to nean one or nore of slowi ng the growth of

the tunor, halting gromh of the tunor, causing
WO e@3oi418n or regression of the tunor, inhibitPomyUs2M09029263

i nvasi on, causing tunor cdll death, and causing

reduction or regression of netastases. [0052]

nPrevent ik agn.of tumr Vel nt.' ks U | DyondeQr ..
(00515 0 el b T Blos 1R B RPERO S ol g Fi GiefRhtion and
claiffd] i théanorglodwdie of sléwmgttheBiowta bfthartirao:s palting igtsith wf the

causing tunor cell death in preventing.tunor mass )
TUPOF.REESIBS Fedpeiipma)r regiessialy ¢f the, fumary ingibIRgSYMQE Hiyasion, causing

tu{%l%; GLrP déa?%‘;agg ge?usirlger@a'&:?i()ﬁ 3)? ?ﬁessfoln%\f’%{e?astaﬁé’sqt S,

erries, or -any ot ant parts that are

ful ,for the r poses rinhed. .Faor . '
B35 ' pPRhenRB I HER B P RSy oF Bsddsib Bt Rlfosct e
spetifiohtionSaielt]Ams, th endad dlhibifieg lPdvet ot the th@otttant] inzaed spetifically,
| eaves, stens, seeds, flowers, berries, bark, or other

cayping tuperr ¢ell degfhdp preavRiingfupRoE Mess fosmaldelt s and can be
used for preparing tea and other beverages, cream and
[0053] f oddhe perep plant'| asmsed basif refesyioescedss leavesasiciys, flowers, roots,

nmeasured by conbi nation i ndex he conbj 10 .
bqFifbe et e PG R LATES utsril for B DrSRERRbA, For certain
usts, s plétBrroEthbffe ahde@Sloun® poioh RIf eheaslght! fieh aotheirbétandithizoma,

i ndex for quantitation of synergismand antagoni sm

beutilized o The lgaves. semsohends.divens, berriay; brskaar ofleg plant parts, Also have

ner [ 0 .
By RELPUA A 81 HR P IR b 6L, i
foddlpadpayatiouant i tati ve anal ysis of dose-effect
rel ati onshi ps: the conbined effects of multiple drugs
[0054ENZ Y‘S’?ner%ilﬁﬂﬂ” hdyHeSmeadthed by toMBnARef ihdex 281)2Thd&Eombination
) §1984)). A value of 0.90 or less is_considered
indgmmegiodtwas desribad bniChes and Telabr. oy T oo Ehemedign-effect

nar ol shi o . ' . T i £
A8 S ol 05 o B s 8 BERALL -1
100 I & .-Qeahby amﬁﬂlb tltli Rideautded. ) iSyhergisnahniteatagoaism in chemotherapy.
ant agoni stic. Table ergj sniant a i sm as e
Afafleatie SresproapDiceg. Galit (1905 @&q:ﬁe-&prag@g’t ﬁ%?@iéwt§atlve
0% L PRER Sy L e CRIODL Ape g n enayme

inhibitots. 29vi HivtynzerR eayb 22%-V(1984p/ A4A8Re of 0.90 or less is considered
sy%cggéégsfg%ﬁ/vg u?aé2 gfs 0.85l %eigg %io 'e}a%eq}q IS}tlrlle\fgst?d a8n _vce)tlu%glblegw 0.70 being
significantly synergistic. CI values of 0.90 to 1.10 are considered to be nearly additive and

higher values are antagonistic.

Table 1. Synergism/antagonism as a function of CI values

CI Value Interpretation

>10 Very strong antagonism
33-10 Strong antagonism
1.45-33 Antagonism

1.2-1.45 ‘ Moderate antagonism
1.1-1.2 Slight antagonism




0. 7-0. 85Mbderate synergi sm 0. 3-0. 7Syner gi sm
0.1-0.3Strong synergi sm< 0.1Very strong synergi sm

WO 0@55)418t i s noted that determ nation of sSynePQUURBN4/029263
be affected by biological 12ariability, dosage,
experinmental conditions (t enper at ur e, pH oxygen
tengR@M, 1 §tC.) T treatment ST amd—conbiatTon

“ rat; 99 ﬁ/’?}eergi smis neasured a‘lg&]dé%ﬁ%l nati on i ndex

(c 0\8§LLO§§ where val ues of Oglgms}l.&gisms consi der ed

to e an ant | eve Q vnergi sm_ Bot ani ca

[ 00} >6]7—(®$5 Ganoder ma I uci dum (Nedarhic)synésgisoder nma

| uci an S elfi-fect of incr

nem)Qfg?"aQ}a prevent| ng forgetf RSEES®N ol d age

repq

456/836 %p, Research on mice tf‘ﬂ’@ éfP%{B}SgP or topl cal | y

admi@ioSf ered Ganoder me T ucT aupR SUQHEsT AL, CAnodeT e
| uci dum has anti- inflammtorly attivity. avi noha,
W, Satsangi, N, & Wintraub, S (1995). Study of t he
antl inflammatory efficacy of Ganodernma | uci dum

[OBSS]K Ifd 1%of%d\{ha$det}§hﬁ1nﬁ§91§09 synex%%%%f}l beoﬁ?'e%fé@l%érrﬁl&o g1cal

Ganoderma | uci dum research (pp 7). Seoul
vaplahility closagdec et peSomntal gonslitidas r(@alpetawmﬁ TQHApcprgerc‘amnomgtc )

che | axi s of cancer .
g L oo ERRF SPREG s B R mtBgtion index
(P AN Whets Qalubs 6B7 Bf RYERcbfdidrbd tEbeAssmfitant Rivels of synergism.
recurrence of cancer (3) palliation of cancer rel ated
cachexia and pain and (4) adjunctive wuse wth
Bet@nicalsr ent chenotherapy to reduce side-effects,
mai ntai n | eukocyte counts and allow a nore opti nal

lﬂaéélu ng (o Canpdermadncidym (Beishidr Ganedeimeslupidympuespraised for its effect

055 0 6L S VR 038, S e g

Cﬁyhﬁg) solu inas b&Ly aBtIBtIB 6l ADER exghichvalmiby asihg giatigtlor topically
Vancouyer: pp. 117-12 S nce_studi es of,

aﬁww&ﬁr%f)@ appdlerias cidngiiszeiinfhann # fucidymyhas afi-

mﬁeﬁﬁm&ﬁg a@mggt. g@agn 8L fsa&aﬁglema@x Wéﬁﬁt?au%aéc(Lfb%P Study of the

using t phar’macoki net’i ¢ pri nci pal
ammﬂmhraatpmﬁﬁswgéﬁaaddertmdumdm@lljn Roali o, . YOIR i ith (Eds.),

fru bod f05t01 r, d far | th
srei R o demp e m sertealR P £ 7} Sreul Koresh

Pﬁaﬁhh@aﬁcalfﬂoﬂ%gﬁ@ﬂ%%& i mune, or other chronic health

probl ens (3) to 10 g per day for serious illness.

[0@‘&? / Usﬁ‘?é’hw% of GIh REhQ S (?gﬁmeﬁg 1 gsﬁcif%%?cer in individuals

/029263 13 Potent
at Gaghouiskr flon dewetbpied caneet (ﬂ)JargaVenp ui;qrigl th@mesentrmnmlf ietasgesis or

Te%?%fi%lﬁgg}[ %ﬁ’?& W{}i H?lbg‘itin‘?er{)(? geprgéla‘ég cac e():"(lnaca%d%gmwu r‘{El)o'c(*?cgqunctive

use with concurrent chemotherapy to reduce side-effects, maintain leukocyte counts and

allow a more optimal dosing of chemo or radio therapeutics has been suggested. Chang, R
(1994) Effective Dose of Ganoderma in Humans; Proceedings of Contributed Symposium
59A, B 5th International Mycological Congress, Vancouver: pp. 117-121. Since studies of
human dosage were traditional and empiric a proper dose range of Ganoderma for therapy
was calculated using this data and pharmacokinetic principals. The calculations suggested

that a (1) Ganoderma dried fruit body dose of 0.5 to 1 g per day for health maintenance (2)
2 to 5 g per day if there is chronic fatigue, stress, auto immune, or other chronic health

problems (3) 5 to 10 g per day for serious illness. Chang, R (1993) Limitations and



[0058] (ii) Scutellaria barbata (Skullcap):
Scutellaria barbata, a traditional Chinese nedicine
wo evosloiaaez , | ung and rectal tunours, has been BODWA2009029263
i nhi bit nutagenesis, DNA BBnding and net abol i sm of
afl atoxin Bl (AFB1) and cyt ochrome P450-1i nked

PR A0oAS S5BPY  UR oy s i i ot
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through reduction in Ca2+ mobilization. This vasodilatory activity may explain the
traditional use of Salvia miltiorrhiza in hypertension. Nagai M, et al. "Vasodilator effects

of des (alpha-carboxy-3,4-dihydroxyphenethyl) lithospermic acid (8-epiblechnic acid), a



derivative of |lithospermc acids in salviae

mltiorrhizae radi x" Biol Pharm Bull 1996; 19:228-32.
w®adogioat1s | ti orrhi za has been shown to have a Per/ksmioy029263

superior effect to nitrogllycerin, with a nore

persistent action and better inprovement of cardiac

nam <€ »

R P e i RPRRUAE Ry TP Hp gt 199
12232y lﬂalﬂdn atilgisirhidia hds bedneshdan Z@havb%&ﬂarkédﬂy%ﬁp&wr%ffect to

006 Sal.yia mltiqgrrhiza is alsotheto ?redjent i
rﬁglpsa NS AoBAFRATISteRAGtahaKl b e@sﬁmﬂm@w pagdige function.
a
T R o e M

maltivirbins" Hiorngeed ZkengsXi ¥ichd Hava Zat E9%i Mcﬁééd 4by t he
Chi nese botanical Salvia mltiorrhiza (Dan Shen), the

[006L] an Sabvizumiltiatrhize ieilso the tepkiaptedient ManVBhedr Céfgound. Dan Shen
officipnalis, Chinese botanlcal nmedi cine utilizes

Campoind Gomprises foHF Xapariint bejenieals forithe imaipyamaernt e peripheral
SRS s ISR BHESS SR e comoce b i

ChinesetHotanindal S&lezomid i onlirzn (Ba&ﬁ%henb Ithefslmr.ltam bogandcal Qiotns forskohlii
essenti.al aCLds i nol.ei c

tent of..t.h
eni gleting T GRS f?tamcam ide Wiltzg Selyigiioshiza fo
wonBRS irRQLMWESALWAGKER pah, tlxso%h&* 194 C%Pgﬁ]ut@ﬁgﬁ%&ﬁﬁ! c

and ei cosapentaenoic acids. Thé o

[dgg%]pm_/ fgll%gll—l‘ggpao?ﬁ aﬁgﬁggey sgg g@é@ (rfa; eS%élg.{&k{gll%m seed oil contains a

hisithentertalf theotwooessdntiahfagtn dc1dh,amlrtueaidn$ and&-limblenic acid, which are

eabuck rn fruit n [." | nd. Forest
PIBfiEpTS eﬁjﬁﬁgﬂfe%%ﬁf'%fem(aé £ faity gm%% gjch améa Klopicped cisosanratacnoic
adidV The o Frofi the Palet oPé‘chth'kfhoﬁll ﬁéﬁ@s isi rfb'hqﬁ 851%9%5?%0 cid and

cl ear inprovi ng effect on AD synptons
olpigtaridiChenernl. '20BMmical sormpdsii®) armexma)usnwseammmons&un

<H i SR PR BB IR0, 489, B e o

oﬂ aal@iﬁﬂaﬁa 8618l i0plasthg GHRIS ShéwsYNE 1B Tnprdvie) /et 882D symptoms
a-linolenic acid and i nmune resgonse utrition,

(Yesg et ala by, Blpmg]%%wn b1 @xA#8-240). Thergrebiveis @;fgtlmo;,emc acid
ol BRI OB G 0981l 1A 058 e

in(geaddin obticadanoill syhithesie KielteyaOoR, 200aleMBIacid and i 1mmune response.
The antiul cerogenic effect of a hexane

N@)‘i’slPéc‘g(éifzrlén@Hl ppophae rhammoi des has al so been
dem)nstrat Sul eyman H et al., Phytother Res 2001
;1B vl)om@é and IWW@mM%@Wumw%yeswfbmmﬁk@atn (Hippophae

e A i St
E&ﬂ@lﬂﬁg&d@@ZOOMﬁ,l 7@(33)t37<3r8)0f hesdriil el denierediett & aﬁidx@.ﬁb extract
nost i nu tion properties. (tGoeI HC et _al
g} Mgﬁbm@gmg 5 hagalso ep)deg[@ngtg;) eq. §Pdayman i et al., Phytother
}1?\10% $4 53‘@?5 9. (I%dgﬁ?o&&ﬂ)}lb Drdtsh éa?§¥%§{ﬁ2108®f ophae

la’si enS|s I's pr cessed
rhathnd)ldw aganisbwbolbémdy bdthed krradiationdinanige egygeste free (adbeah scavenging,

2005/ 044182, PCI/ US2004/ 029263
acceﬁerat\{gl stem cell pro 1ferg‘;|i-on and immunostimulation properties. (Goel HC et al.,

Phytomedicine 2002 Jan; 9(1):15-25)

[0064] (v) Camellia sinensis (Green tea): Dried leaves from the Camellia sinensis

plant is processed into three types of tea: oolong tea, black tea, and green tea. Green tea



15 extract is a bioflavonoid-rich, potent extract
which is used primarily for fighting free radicals.
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© ni cal preparations extracted with hot water and
organi ¢ solvents which allow convenient (e.g., oral)

COmpdsifibhs Very.

[0067]  The compositions are standardized based on specific activities of defined
properties which allows for very effective quality control based on standardized ICs,
based combinations. As discussed elsewhere in this application specific extraction

procedures further facilitate the standardization of the compositions.

[0068] The compositions comprise botanical preparations extracted with hot water and

organic solvents which allow convenient (e.g., oral) drug delivery.
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conpositions of the present invention can be in any

wo evosiowiBzh is effective, including, but not PCTVUBEO4/029263
to dry powders, grounds, emul sions, extracts, and
ot her conventi onal conpositions To extract or

cen ateth eff Lve in ients ‘4
0 ooThe uieortisht ol P b SR b lnoel frmahich i
effottive, thchidiigd Bliends timiedtto dBtsdvdss, gﬂﬁﬁlﬂﬁ,,eﬁﬁﬂﬂm’mp bxtracts, and

met hanol , or any ot her solvents, or m xed solvents.
ottRsoRTRsizRsl SPmPATLORSD ) SR A CORSRERIS LIS § jpgredients of
Tl'{% Eﬁpo? ﬁﬁﬁsd ngncatﬂg ‘?heg}gl?ﬂt‘éf T r1§ g%lﬁé%[%?%tﬁ %&'u%@olé E@{f@tﬁ' &b as
w6, ¥ieokol, Medbesly @dngother eolvags,adingired scﬂf/en'fsh @he choice of the
R PRI o0 U, 22 ARIEL UG, UL Bt o LI St s
to B QPR Lor e ﬁ&&lﬁ‘d{eﬁtligr’che 5108t %férreé'ﬂgﬁv%rmgﬂéﬁiéhﬁsdf"’rhe
ese |ngre lents ca extracted in the same step,

compysitionseregulain iedledsh buti axe sof lieited toosalxdhs;deg@yoﬂ@é B-sitosterol,

xtracted di vi ual I each tjine
ealif ﬂfﬁipgr%gﬁ@c?raw 9“%#’?{%4&?1?19@% aofipeit These ingEitfnts can be
exPabikll s sarh@5@gle. g, nl%'i&?ér?ﬁl%oﬁdli@%lvaﬁt Bt fBY maly'be extracted
certain enbodi nents, extraction can b performed b

y
indivislubBy,| covh tige psing @selveM whichi gs eshecialbl effectie furekiracting the

r. ef er abl e n
AT S R e R
pefrﬁ)nﬁ&l bRéie foll Wing Prdoess: AR Sthe Eﬂ%té@ﬁarﬂ' Meferably root to powder.
conmpositions. The solution can be filtered

eant eaisoakes! iractpsized splprns for ROk A §ffs°fweé% extract
thg QDGR gt% 'ﬁ%ﬂl ﬁ”xf Tthg %oﬁggﬁﬁbﬁ# ?ﬁé §olﬁ1?f$r{ gﬁﬁ%%l@d A1 concentrated

rven N SONE cases can ried
tolpredlice @ pastp chatl esnteins b mgh amhc&imetlon ofithe sbhstibwmests extracted by the
crenul ata. The content ctive ingredient in th
sodyant- 48 60188 A2 thepasth &g be uﬁwﬁ PIUECE 4RPY eSitRg 0! The
coriesiloRS Elchlatie ﬁ"ﬂ@gtﬁltel{t Qe Z%veﬁﬁﬁre&i@ﬁﬁﬁ%& &A%t & Ber}ﬁeasured

present 1 nvention can be adm nistered in any form by
usmg/HELCeUN i ang atloantspgctionsitnydnethodse. g. , oral,
parenteral, enteral, intraperitoneal, topi cal ,
[0o7@nsd Gihﬁﬁbmf)esl’@ons afshepreseny irs/eatiaiecan h&aﬁnim)lstered in any form by
, local, non-oral, such

opht hal m c 3’?‘* | |
anyestpglye rau Fﬂﬂ&’re infh ©- 2 PRIuPARHERS enfergly g%gqmp%ﬁa topical,
tr%ﬁg&?%atl %‘bﬁélﬁgaé&@l starldafd ﬁdt@h)vé}gitmlmc hiMalIg-1o8d1t £du- é&lal such as

‘hec etc. It can adm ni st ered al one,
ae!rcmsai; cimitzil atimtn) mbcunandrouamatramng:u@d; wieclsjubliagualrectal, Vaglnal intra-

di i di.cinal, f f
a5t ool Eigpdrecslagie: e of s Tt preret refrafbatt St an
ingfedﬁe!?@(s} USRI JrOactivé) Ein@lﬁdﬁﬁg%h b hitdgciml Gorad 6t & sfRded beverage
I'n any suitable form including, e.g., whole

adolitvet | powdered or pulverized plant materi aI
extract, pill, capsule, granule, tablet or a
[08T$pen dh prefex{r@be?ﬂ}odﬁhmts ofrﬂxasmtanﬁn& thaorhpositoomsiareafiministered

th an ceutically acc rrier
oy 2@ B e Gl SovEn 20 roRaried g pulbpikgtplan
mARAHAE, eR¥et, pill, capsule, granule, tablet or a suspension.
[0072] The compositions can be combined with any pharmaceutically acceptable
carrier. By the phrase, "pharmaceutically acceptable carriers,” it is meant any
pharmaceutical carrier, such as the standard carriers described, e.g., Remington's

Pharmaceutical Science, 18th Edition, Mack Publishing company, 1990. Examples of



pharmaceutical carrier, such as the standard carriers

described, e.g., Rem ngton's Pharnaceutical Science,
wdaguok/oEdst i on, Mack Publishing conpany, 1990. BXBEDPL08£029263

of WD 2005/ 044182 PCT/ US2004/ 029263 17 suitable

carriers are well known in the art and can incl ude,
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present invention relates to nmethods of adm nistering
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[0079] An effective amount of the compositions are administered to such a host.
Effective amounts are such amounts which are useful to achieve the desired effect,
preferably a beneficial or therapeutic effect as described above. Such amount can be

determined routinely, e.g., by performing a dose-response experiment in which varying
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ff
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ﬁ'-,(l)

concentrations of compositions shown to display the various properties described in this
application. Compositions comprising different ratios of the individual extracts can

similarly be determined.

Cytotoxic Compositions

[0083] The cytotoxic compositions of this invention are also referred to as Aneutox ™



concentrations of conpositions shown to display the
various properties described in this application.
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[0087]  Examples of "antimetabolites” include mercaptopurine, 6-mercaptopurine

riboside, thioinosine, methotrexate, enocitabine, cytarabine, cytarabine ocfosfate,
ancitabine hydrochloride, 5-FU drugs (e.g., fluorouracil, tegafur, UFT, doxifluridine,
carmofur, gallocitabine, emmitefur), aminopterine, leucovorin calcium, tabloid, butocine,
folinate calcium, levofolinate calcium, cladribine, emitefur, fludarabine, gemcitabine,
hydroxycarbamide, pentostatin, piritrexim, idoxuridine, mitoguazone, thiazophrine, and

ambamustine, etc.
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[0093] In one embodiment, anticancer therapy comprises administering to an
individual at risk of developing a cancer, a prophylactically effective amount of the
compositions of the invention. A prophylactically effective amount is an amount that can
effect cancer inhibition when administered to an individual at risk of developing a cancer

(new cancer or recurrence). As known to those skilled in the art, the dosage may vary with
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[0098]  The methods according to the present invention for anticancer therapy with
cytotoxic compositions further comprises administering a therapeutically effective amount

of one or more standard anticancer treatments (e.g., one or more of radiation therapy,
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administenrtg a/thaspeutically affeaivetahmuaipyf the dordpssitiore dn & preferred

BT T T e AR A
effIQRRLAMES ofSHRRR ThAHE staddng Ehephdthtapdtitoirastih A8ditian t

vinorel bine are a preferred conponent of cytotoxic .
adpimgioig 4 thegpeTicalls efecitys apiovat elghe apupesition. ecombination of a

mol ecul.e whi ch i crotu e C Q d
tnehe R fegtiN i oF b MR SR B G R ERRR S o gy re o
the(r%ﬁéﬂﬂ&dl)l@,eff@cﬁ% amé&iint ®f the cfylBB9) cHEpEMNE, 2861 dIB i dyhergistic
098] The nethods according to_ the present invention
effe¢in fmpordahibiiont(instushing igprepsion9f G witgduB8Nposi t i ons
further conprises adm nistering a therapeutically
Iwgé&@@&ive anount of one or nore standard anti cancer
treatnents (e.g., one or nore of radiation therapy, WO
5/ ) . : .
O e A By RS TP i make them
unfydeliytsiivablé in caader theraperi ng a t herapeutically effective
amount of the conposition. In a preferred enbodi nent
[0100] t hi Bhebdi@ticasbi@es dffibe sRidBArERaMIAl 6&8pounds are essentially

adm nistering a therapeutically  effective anmount of .

nogriexie Mithgrleng hisinaa pHusege AbA EHEuY conppuRds/gxracts. Anti-
[ ve

A AR B e R i i ShdiEkd
sedsiterighyuyhegism) redifce dévelsofahemothembpewtivengonts mocassary for

st andar d .chenot her apeuti ¢ drugs and a therapeutically
tregippeat fes ngﬂ%ﬁﬂ%@%@£¥ﬁ&¥§yt 1%%?0 conposi tion, can

result in a synergistic effect in _tunor_inhibition

[030Lhc| ubherporeisitions plsa deporstiats thp gbiiGhigronhatsed seil eyding which
colORES ARl RS Ak ORSIL LT3 RlMIE SORRER) A%

Areatogdorntiietiay) yr rddddda]thdrhgy tyoinarsasiag effectivensss ahd tdumcing
extracts are natural conpounds are essentially
dosrgs of GqrROthFRPEWICI a8/ hi st ory of usage of the
i ndi vi dual conpounds/extracts. Anti-_mutagenic .
[0HRd per Rrallly sente)i Henbawgd sympegitdonscan be é@egqrélze@ Bestl e specific

B sitivity by synergism reduce
ac ébgrgngﬁgﬁgﬁgﬁﬁggapeutic agents necessary for
atnment resulting in reduced toxici fQr._patien
04G54 iR o htont fresee ST RS shitafrll o BucBhoRRbg
Conspositions &aehctRl Witle Mol walgr atllioeghnicRIVehis@EH1d dttate ester, ethanol).
conposi tion of Aneustat a powerful adjuvant to
[01002§ MOt HE&AR Yhel dofpRitions show mostly cytostatic effect with very weak

cytotoxic effects in the Aneustat composition. Cytotoxic compositions (Aneutox)

optionally include known chemotherapeutic agents.

[0105] The compositions demonstrate anti-oxidant activity which prevents damage to
chromosomes/genes, reduces effect of mutagens, alleviates side-effects of

chemotherapeutic agents, and enhances cell repair mechanisms.



Aneutox fornmul ation) or radiation therapy by
i ncreasi ng effectiveness and reduci ng dosage of
W@ b@soidier apeuti ¢ agents. [0102] Quality cont rptT/UR1050029263
based conpositions can be g2fandardi zed based on
specific activities of defined properties [0103] The

TGSyt B BB il SRR AR ohBt eyt whicn
failitates glaﬂlnatlﬁobﬁ/(e)’ﬂaﬂindgeﬂ Byl stordii péeals Gvittsdadiage@ GB@ROF Urther, the

0104] Overall the nposi tions show nostly cytostatic
éﬁﬂ O%H%Vl%gf’;newégkne Iiy eldmpxe dng prpprecqnditiddpassive

iReHShak orrp05| tion. Cytotoxic conpositions (Aneutox)
optlonaIPy i ncl ude known chenntherapeutic agent s.

oxid .
10187P 01 SSRARARET of AR 3ERRE'F 3 BeRRlshpTHinh Myention of dead
cmelmmls veiidheshade rtdvegefsownld @vt@ttbsapsy. de- ef f ects of
chenot herapeuti ¢ agents, and enhances cell repair

[(IIBB an'"ﬁfé&om\ﬁ&lﬁgﬂ SNEAS Bkl gft’i Hﬁ%ﬁgﬂa{t%%ﬁ%ty Zneustat shows

g}% The conpositions further denonstrate inmune
C@yé’{l ibBteadin mgfeafmcb OVQIyCQKr by ofeadidx)+ Hiieactivity retards tumor

pstdlhing %@9@@5 g PRt Sl ot st 5 et cBncer

“@@2@23@ Ut Pﬂ%ﬁ% Ko 10 Talpace Sisnsroni fegtor — alpha
whRAUS kadwit fo%ﬁ&yeéi s@ﬁfﬂcﬁnﬂ ORiif @&ﬁl‘ﬁaﬂg‘ ﬂ@{osi’se\’iflﬁ@ltl bOhitRhl in

dead cancer cel whi ch enhance recovery foll ow ng
cangpiciberaphier apy . [0108] The conposition shows marked
anti-inflammtion activity. Aneustat shows Cox-2
[0148] bi tThos tl(ei Annqmstaf eorapesiticanie nsdbia brévgnioest Ghn&t)as well as

I I ds t COX- 2
inpyhifnd s aeris T o GEG 168 AZEGS SGPe o raste ysgd in
cérabiaSion wﬁl@él%%otﬂé}@ﬁé%fn@tagé{@ Qt feﬁgéé% %?ué HERAAGY ése@eﬂ Qs acts as an

rel ease tunor necrosis factor - alpha~ which is
adjuvastt toychemeiherdnty, tasliationand sungerfyaEinthar athe ngmapmmmmts

i cal ancer th Thus t.he
ey Hih i Pinetsinp ERRE SamoHsBY collive Hhefabd car recrs
thas emeinking effectiRh&istand gedichiptrBq@fedelidagt 16VEIsCRIRGRY, the composition

cells. The Aneutox conposition can be used in

iswiasiesad FEprtive bRcaue Hastatteets ol the indixigual epmpanents @f ghes

tf as acts as an adjuvant to
c en%t z?ﬁﬁéﬁﬁﬁﬁﬁﬁafeon and surgery. Further, the
conposition acts synergistically with the cancer
t her api es: chenot her apy, ??W' t her apy and
surgery, thus enhancing Ee ectIT]%'neness and reduci ng
required disage levels. Finally, the conmposition is
[0abljque Vdi‘hhblﬁfﬁir&mt EMbolatonusie believedftha ohs siifled hethe art can, using
i ndi vi du% nponents of the
the preceding escr1pt1on utilize the present invention to its fullest extent. The following
examples are illustrative only, and not limiting of the remainder of the disclosure in any

way whatsoever.

[0112] The following combinations of extracts were used throughout the examples:
Ganoderma lucidum, Scutellaria barbata, and Salvia miltiorrhiza are the components of
Aneustat. Aneutox comprises the same components in the same or different concentrations

and additionally comprises, optionally, a chemotherapeutic agent.



conposition act synergistically. EXAMPLES [0111]

Wthout further elaboration, it is believed that one
wakoosloedst n the art can, using the precedi ng PCT/US2004/029263

description, utilize the present invention to its

fullest extent. The followi ng exanples are

L lust . " P 0 .
(04315 S A o MonBaie BB of b0 eRBo0 b BRIGETBYARELy, Panax
Qiiathetalivrg (Besteimngihsenpy (ainetlid didgikis (peeetday @dd Hippophae

t hroughout . t he exanpl es: . Ganoderna | uci.dum o
rhgaa@é%f &Ffi‘ Buqkiona: g?S@ﬁ @baanedivathyihesq comtinations ppthe jpdividual
KGR WL RerlomBRGHSHRWCABTEN! IS Sil htamad® (Soph
econponentsﬂ?ﬁnrtlhe sanme or di Tgéﬁﬁgﬂg%%cen%rat?gns (Sophora
tonlnidersa] Pblygominh bistwtapPiumels vaparisy Sahdhps beachyotus, Dictamnus
d chenot her %Jeuti c .agent ... WO 2005/ 044182

BYARIEGA6FEEPUIIEID0113] I n addition, the

conpositions of the invention may include, optionally,

ELange 1: Neéthadaefo? Prepdiativa Sf Bobaritd Fxdehcts Canel | i a
sinensis (green_tea), and H ppophae rhammoij des ésea

[0b1dk t hdiha pompresitiensof Hi FTREHINFRtPT e be admiisried ayied
S P B B B LS AT R W i
aquenis medis inhile Biileysgoatatbiebt moteasol e imadrbaniv (g, dipid) media.

Dj egérg gitég&%ﬁ %%CE\SS g{je% ‘%@3%& gesie%afsgéﬁ% {ggﬁlgc}( g):] tract effective
inSre@RalsAt 4R ﬂleogoftﬁft?%a"l’sn p&fthetorlh @G0 S ih&ﬁ&é]HoYEﬁater extraction;

onpositions o e present iInvention may be
Ormmcr(lipidefrastiomsextiactamh; Qrganan(agaéais fdotiem)iexahction; and Ethanol
E reﬁarati ons contai n phytochem cals sone of which are
BUBte in aqueous nedia while others are relatively

|l ubl e i ' | cqhal , .l1ipi I a.
(OB o BpROUerRePOR Roouersy it Bickent oo beitahy gy enerl
e%ﬂ&@tiﬁ?blb?f&ﬂn LR warihFagire $Al BEEdNRI, thOB6ERICHE %rggmeem for

otanicals. Extraction methods Include: Hot
uraormasgzei amd ;qual@y panviispal dridutherfingpetiiarheanst Thetavopgtanical material

o GRS BB i ot
twhed P b4cH tatdhs TRE1ighifl befrné ars @k MRS RY dryHéss IERBER, the solvent
extraction platformshown in Figure | A In general

is r¢raordteaditendricd-axiragis ereddlensisd ag ihiedinal prdpels M piicnallsbe blends
m éieﬁéé %)Matg. §0111%J[ " ddngtdlg {,e' nspecti on nmeans. The raw
%}g?anl cR rra(lt{er' ' ﬁ

ia i'S extracted with the desired

vent. Pref erebal th tr. [ [ .
07861 o BisierpogachamesfoR L e B BB TG B anibah oropavical
blBhE® V8RR RAQUWHID sélv R et watdr, B®REenolk beethfl achte) uher reflux

renmoved and the dried extracts are bl ended as the

fot BOrg0 npinbigaceparatep by diltsation, to vhiairhy &hde, andigir geied for further
an%{]y%lasp%ﬂc—ls ﬁft%gesfxgerre %ctn%l%gc% cﬁlrﬁgeddo?lclox&rn%ated prior to determination of

activities. Extraction procedures with hot water, 80% ethano! and chloroform/methanol
are shown schematically in Figs. 1B, 1C, and 1D respectively. Extraction procedures of
botanical blends with hot water, 80% ethanol and hot water followed by 80% ethanol are
illustrated in Figures 1E, 1F and 1G respeétively. Extraction procedure of botanical blends

with ethyl acetate is illustrated in Figures 1H.



[0116] In the extraction schemes depicted in Figures
1B-1 G botanical or botanical bl ends were extracted
wowdls/osaByent (hot water, 80% et hanol, or et hyPCT/US2004/029263
acetate) under reflux for 230-60 m nutes, separated by
filtration to obtain a filtrate, and air dried for
further nalysis.. The filfrates were conbine
Expmple ah AP Rrnfitsiiye teets of SEs SR herRSpT S o
[0aL1]i Vi Al lagge rioxde dfcbn@ntrpti@setlmgmmiMvof indhaduahbbanicalddinacts of
et hanol . and chl or of or.m net hanol re shown. )
Ganodeman liueﬁm Spwel%r@sbarhatae,l’qfn@;sﬁ h%jmilt@v’\fﬂ’@é pepired Spryhe
i O LAE U ESRI N in A2ADALEAIL it th #Qbe cult
R 2 Ml g 2R3 My ke clr
weart asteal fona duratibh 0672 bt B increfSegu cels ndiiberl if tienpteen@ and absence

ol RRC T ekt i o Pr RO TSP 1 ortlise G 1RpioTig o el
2R ORI HSR0844 BR9305hnt AtolEK 8AP@ick with the

Anti-proliferative effects of extracts on lung cancer
sutfethodamdely pssay hadeseribeshyeSkshar oirad e iNewtGadergm¢ticig Cytotoxicity

/ f indiyvidyal botani xtract s of
AR Fonicanrel e SRoS L pl 10 PRTPE RO, M7
cellls Wek@grolinZa RG] 646 Gndddiim Chetainin®hi 19% Ftacalifsefidi 2 ug/mL
cell proliferation in A549 human_| ung cancer cells in
gentasicie slfptegnd 2 mid dutamines 37 oin WodPaCosluant colfs were
-] NC e i n
R BERRE 4 o D R G PRt e 24 owrs of
graggaywithdtabug ahaddsn fwdth viantndcdrcontrafons of trugoraswatitedrerdifferent

obt ai ned by neasuring the amgunt of tqtal cell protein
welfs; (el oncanirafigh HSé‘é‘FﬁﬂWg sg?%ﬁ%y- 0. Wwdrss afefﬁﬁeterrnmed after

mﬁ%ﬁﬂ%aﬁh Bburs, "New Col orimetric Cytotoxicity Assay
or Anticancer-drug Screening," J. Natl. Cancer Inst.,

1110 . - % :j

0F88l” it B Rl ng ST vt To Bl o TRl
probfetaivnaincosipobigioas @uduarti) ghrmiprisingGanddediia iveidih GO,

Confluent cells were 1trypsinize di l.uted 40-fol d,
Scaellozia baheta (13- ged Swliie iQrEifA @F‘lm r.nOi}ﬂefa@Fu%drugS- Each

. dr _ . . : ™

o B o o e e I A ™
shpfried Alghtypsigaificamstand strafg synemgyhwith Saintitatiioe(Gednzer 9% and
.I%O val ues we %%fterrrin d after .an additi.onal 48 Jati
SEERFAT SYRSTR B VIR BRI U 2E G RN B 1Pt YTy epoplatin,
ep6aliléns B fd dorblaRéliramigterel | proliferation on

conposi tions (AneustatTM  conprising Ganoderma | uci dum

UETR o PRILE Mo R Rake el 2imp R ety Py 34
providp smantarieas! thd getnties for idribiénd hcdlbprobiferativaitry the different
SRS e L S e P Atz

(PRt Wy 3fn eRir8tEd inGRIle SUBEAANbYiFBrRBRBRHOHE HdBetions by
Sone "ant agoni sm was noted w th carbopl atin,

watpn eHiyl acatats (este) dvlonethamwll weTatesiedr e(r)) .

Example 3: Cox-2 inhibition by extracts

[0120] Cyclooxygenase (Cox) is an enzyme naturally present in our body. Cox-2 is an
enzyme that is necessary for inducing pain. Nonsteroidal anti-inflammatory drugs
(NSAIDs) are widely used in treating pain and the signs and symptoms of arthritis because

of their analgesic and anti-inflammatory activity. It is accepted that common NSAIDs



[0119] Organic and aqueous extracts were conpared for

efficacy. Figures 3A-3C provide summaries of the
w@oedosneiies for inhibition of cell proliferati onCbyStoe029263

different botanicals Ganoderne | uci dum (#9),

Scutel laria barbata (#1.5), and Salvia mltiorrhi za

4), . 8S t vel extract tlnmes .
Wérii}]bari)t%l(];czcrugg1 lgrle'[tlw. Adc g?ﬂ;%‘gg{laseﬁ%@ glsg icnown a3 %ro andin G/H
syatRtAPEHSS th%rehzﬁﬁél thRetdineas aelidotie atiddnto @éﬁ‘mioﬁiSSRecenﬂy,

Cox-2 inhibition extracts [012 Cycl ooxglgenas
twodguys 9iCaX \@nywtlﬁa@m@mt}m Yf‘e@@ﬁlﬁm 1) #lap inducible

e R 2 G PRkt 1, B SRR RAL M PR - R

Mambellgvﬂ déel; A ppieeah, iLy Tbmasomg BisoraBaildyh . S(Elgﬁﬁ)lladeﬂloughby,

SRR et S5 SRR 5 208 EREL 0 S,

l@%ﬁ%ca%lggﬂ@{%%on 1l 1o &%{&%%%gﬁand%gn%f&e&%n On the

ng the activi of Cyc ooxygenase ( al so
otkerdhand (SOBr D apmgtsan glay a@laﬂnol@ml hels end R@ﬁ}le ptehiemmant isoform

o PR aneGa G 2 AP G el fupp ntlammation, and
cheephithtoRdsuch SAEHrEHD | Vigxk ®PhvercTeéatBapprodBd bfthe FDA.

i nduci bl e " isoform (COX-2) of which expression 1s
|\ t "

[OLI%F{]e%SIAI faf%\is lﬁ%y%'f kgﬁelgéeo*%ésiﬁ;rfﬁgg 6:'%'1 %o&}%ﬂ%e Fcdx2) is
inffiostaotin Bastrantestihal cadcox Lovdls oJCOXWE mRN4vrpys incBrasal by >60-fold

Proc. Natnl . Ci ... USA,
IR So031 R BT BPREM Ry disfe (g o Chcer Res.
199@%%155@@529@%9@ ?@fyl‘:l@b Zg%ﬁﬁserpdccam)wa@lveﬂef(pk%a i©Squamous

On er hand appears to pl

qﬂaaamm;ga obithe hgacbaraimak @{Nscﬁh @upwwmﬂetmtﬁblq iggoynphoral
bR TR P PR R RO b 2R RN TS KD b

Thée ﬁ&icﬁsbfrﬁi@@éﬂlg eVidexoe(that)a dbﬁétﬁuﬁﬁ?@mrés}noﬁwm)bed piays a role in
the FDA. [01211 A | arge_body of evidence s%%gests t hat

deyglopgsat yetrestessiprefalisnagt enithpliplirapprs; (Penkert et al Cancer Res.
I
e i i O
tatget ﬁaijt]aa:mt/emmmanmneamt t)f@ﬂcm (Tucker et al., Cancer
Res. 1999 Mar 1;59(5):987-990.) Cycl ooxygenase-2
[0022X- 2)Theasti AiRiraxploes S8 8lys for S OXADMIEDit@ ¢ lattivier wee @bRducted

of the head and neck (HNSCC) but was undetectable in
usieg prgptaglapgin eﬁé@l&f‘é@ﬂfl? HrﬁYH@a*’ferh?ﬂ%@b‘F%’tl@s (Yehant.epd -2) based

01‘? he1r gﬂﬁgﬁf cdi&ert aila?{ﬁﬁlo%r ﬂitg g& #?a(%fhn%%ﬁbs) ThE :f)Bﬁtﬂ/ec‘controls
ncreasi ng evi dence Stitutive expressi
useﬂ nCﬂ% epfetiaent @relagpisin] naprcdgen,edndphmbfeand progr essi on
of malignant epithelial tunors. (Denkert et al Cancer
[0R23]  ZTRdbidaibnlindk ) hdesIOBthy 1ﬂﬁklﬁﬁnbﬁ@ﬂ)h@renz§rﬂ€§cﬁ1v1ty by
resul ts suggest that COX-2 maﬁ be a target for th

mgtheleanchigpide extracsettbnindbridus hetepicals Gapodernpaducidum ),
Saﬂél ana'i)f (P%ET@% 9}; %n@ggl@}/asmﬁﬁ&r%#% 4 Y Rlhhati RS le¥ddt¥vere

con
measured. The inverse of the concentration of extract(s) that inhibited enzyme activity by

50% of maximum inhibition (as measured by heat inactivation) is shown in Figure 4. The
combination of Ganoderma lucidum (#9) and Salvia miltiorrhiza (#14) showed the most"

synergism as did the Aneustat combination of all three botanicals.



usi ng prostagl andi n endoper oxi de H synthase-1 and -2
i sozynmes (PGHS-1, and -2) based on their ability to
wa@ eov3ei418ar achi doni ¢ acid to prostagl andi n ( P@QT/UI1064/029263
positive controls wused in20his experinment are
aspirin, naproxen, and ibuprofen. [01231 Conbi nati on
' X : (i Bbi ti.on. .of ~2~ENZVYNE .. .
A, (P RIdERapaCT) Dl tol e fiup o SO R @AM E activiy by
cthpblacetattuadtrabistoditiedadividuahlslaicas Gagodduin (#2Jum (#9), Scutellaria
and Salvia mltiorrhiza

bisffz?lf‘fﬁl* L shtinmitis %Ztgz{é]r@@fld femginatignsihersel waiganeasured. The
a8 bf fhe QbnddaGa NS ERL é)gight?@g@ﬁdf’ e@&ng])(aé )ﬁﬁ%ﬂﬁl by 50% of

i nhi bited enzyne activit
mapininbh inhobiti¢m s measueé By hyathisetivatie tis shetwindn Figise § D
in Figure 4. The canbinatio f noder ma i dum
Ciﬁwaﬂw&%ﬁwgﬁm}ﬁ lelF{bBﬂ(%f’&%{ﬁ(ﬁm%a% A L) seped any
sigﬁm@misﬁergﬁmquIm@),Aneust at conbination of all three
ot ani cal s. WD 2005/°044182 PCT/ US2004/ 029263 29

4] | natian 4 Y he. . ]
(55P1) R PG 0R Bk L IBERG LA Hinar g2 ove
CoR¢-i aghish o respoasibledioy paktr@intémtinalindatl GenedienmBhe ratio of the

PO DLOP BE XA bR SO Kok ey Laspite exiracts
HOROBIUTREL indiVedual PHBAISEs HanbNEme FNGETH Wét)'y S’ﬂl;&gaéio% barbata (#15),

extract(s) that inhibited enzyne acti
andaalvia miltromfhiviat (4 apdsombistioesithbreofiweate memauted\aat iisoshpwn in

j S_S in,Figure.5. The conbi,nati.on of Ganodernma . .
el i B i St iy PR DR et EoviE oy in the
ra8iog 6f theie a0%os SatntibitmMelthér COR- Bor CONLL adtivity PTREEIiFBnt

COX-2. inhjbitor would exhibit greater inhibition of
Cw{n@mkx’[lﬂw{e@,%%f%ﬂ@x-lr@g&ﬁgf%imbibﬁtmn- The extract of Salvia

j ' | rat f
RS P93 0l AN RO ) S 80 0BT By e o
COK(;E@)@JIJ(PXB le Ty |Comibﬁfaﬁblﬁ oﬁeﬁtfaatsltos? Gag#&h%?&gx);@ﬂum t#9) and Salvia

i.ndi vi ot apni cal s Ganoderma, | uci dum (#9), )
mefigrriien G4y o B40A reoreBptent i iahibHing GOt 99eb 04t shovm in
Fightddp. and combi nations thereof were nmeasured and is

Shown in Figure 6. The conbi nati ons shown were

ur ¢ natl o N
O LR SR S
a@mt%mmyts (U0 ) dfﬁlfe%gﬁmguglmagﬁotm Gmgﬁm mtemmt/@ag];, Scutellaria
-1.and . - nhi bition. The extract of
ba%éﬁﬁ% K%%Snﬁ%%ﬁfm W%Earr?ﬁ&& &%I%gd erabipataqnsdherged Polency is
BRSPS L BB ARRC o v
megmederyROKcarLGOXAD FLISW aSay kits (Cayintan Chantical aCd, #4) Arbor,

S PSP e o el o o
GRYIdeRRd RSiduRY (HONMPS dut€ria bha@i @1 9o ek IQ&‘S’[E)H&&*Z}&

acetate extracts (#0401) of the individual botanica

Ganoderma | uci dum (#9), Scutellaria
Example 4: Anti-oxidant activity of extracts

[0127] Blends of botanical extracts comprising two or more of Scutellaria barbata
berry, Scutellaria barbata leaf, Pq, Ganoderma lucidum, Salvia miltiorrhiza and Scutellaria
barbata are tested for anti-oxidant property. Blend A comprised all 6 ingredients and
Blends B-G specifically excluded one component at a time. Scutellaria barbata leaf was

found to be responsible for nearly 50% of the anti-oxidant activity of the entire blend.



barbata (#15), and Salvia mltiorrhiza (#14) and
conbi nations thereof. Potency is represented as the
wo pwssdasnf the | C50 of each conposition test eBCT/US2004/029263
[ nhibition was neasured byoCOX-1 and COX-2 ELISA
assay kits (Cayman Chem cal Co., Ann Arbor

103281 2 Hlkdds| Phb e Sk, c%h%ét%m‘” b e iRl %’tﬂ(%rto%ﬁsmaahlamum

S@eiatnailtfiarhize dvdrSeatetafid#birpatahes@sted ftﬂ atiSxidaat preyrty expressed.
%%E%w 4-f Anti - OXqu t gctivity of extracts [0127]
& pf Gounaris Lt Fé% pategspypl esqnﬁlgg@mﬂ@mlm%} énfbthe
reﬁﬁi% ahti ki RnPRLPRY ?s deBREA ¥s Trofl ?Ji]dl%lélﬁs gﬂf)b ?g@ stafidrd of

g, Ganodernma |ucidum Salvia mltiorr
cmmom r is Quetsstib &t ﬂa\ameld),emﬁetﬂe fetativaphii-oaidadbadtivity is defined

o R B EOTR e T S Sm Hrgeart s

orl theRinti-DxiHagt AR itR oPie RatiR Bl&ﬁf ulRFboth Qe 6f llﬂ@asurement
responsi ble for nearly 50% of the anti=-oxida

act | vity of the entire blend. WO 2005/ 044182
é@%'@?@%’@f‘f@@‘aﬂﬂ%] Bl ends of hot water

extracts conpr|5|ng two or nore of Ganoderma | uci dum
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neutrophils, activated T and B
po é?l? ﬁ?b@‘t%ég ucﬁgﬁjﬁgé‘%é%ﬁ ler cells, etc. TNF-a is
also a primary regul ator of the imrune response.
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Ganoderma lucidum (#8), Scutellaria barbata (#15), and Salvia miltiorrhiza (#14) were
tested for the ability to enhance proliferation of cells of the immune system. The
proliferation of lymphocytes was measured as the amount of tritiated thymidine

incorporated into the DNA of lymphocytes and is shown in Figure 9.



i mmunoassay. The results are shown in Figure 8.
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mut agenl Ci tg/ Maxi num t ol erabl'e dose of
SRS mice (RS gm; n—5) once a day for up to 14 days. The mice were monitored over

a 28-day period for signs of stress following drug administration, including substantial
loss of body weight, diarrhea, heavy panting, ruffling of hair, etc. On days 2 through 14,
less than 13% body weight loss was observed (Fig. 11) and the animals were considered to
be healthy. At the end of the period mice were terminated by CO, inhalation. Age-
matched control mice (n=4) were treated with saline 1 ml/day for the 14 days. The data
show that a daily dosage of 43.65 mg/ml /25 gm mouse of the extract is not toxic. This
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[0137] Human A549 cells were mixed with collagen gel (106 cells/gel) and grafted

under the renal capsules of 3 SCID/nod mice. After 2 months in vivo, A549 cells had
formed solid tumors which were then harvested and dissected into multiple identical
pieces. Four pieces (each piece about 2.5 mm?) of tumor were grafted into one mouse on

day 0. In total 60 pieces were grafted into 15 mice. 25 days after grafting the average
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in control and treated animals were statlstically significant (p< 0.01). The inhibitory effect

was comaparable to standard chemotherapeutic regimen of CDDP + VP16 and is shown in

Figure 13.

[0141] Histopathology showed differences in necrotic patterns. In untreated
xenografts, necrosis was principally focal and central as is common in all small cell
anaplastic carcinoma and reflects vaso-distal necrosis caused by rapid proliferation (Fig.

14a). The necrotic cells were predominantly located in the central portions of the tumor
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Apoptosis Detection Kit (Chemcon). Significantly
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Example 13: Effect of Aneustat on growth of Non-small cell lung cancer (NSCLC)
line (AB117) xenografts.

[0146]  ABI117 tumor showing features of lung squamous cell carcinoma was obtained

from a 53 year old man with late stage disease. The xenografts were treated with saline



Exanpl e 12: Xenograft efficacy study on prostate
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[015At ed CRACkHEAARRY Fdip Fhctddd@bf Mdividual herb extracts required for 50%
inhibition of cervical cancer cell growth are tested and compared with that of ACAPHA
and Chinese medicine. Salvia miltiorrhiza is identified as the source of the most potent

extract.

[0152] Concentrations of lipid fractions of combinations of herbal extracts (in mg/ml)
required for 50% inhibition of cervical cancer cell growth are determined. Combinations

of botanical extracts are 2 to 4-fold more potent than the most potent individual botanical



ACAPHA. Organic (lipid) and aqueous (hot water)

extracts are conpared for efficacy.
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Table 2B. ICs for Inhibition of Cell Proliferation by botanical extracts on different
cell lines with standard errors of the mean
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Table 3B. Synergistic Inhibition of Proliferation of breast and prostate cancer cells.

Combinations of Botanical Extracts MCF7 DU145
ICso ICso
0401.009.b-03 + 0401.014.b-03 0.017 0.025
0401.009.b-03 + 0401.015.b-03 0.065 0.016
0401.014.b-03 + 0401.015.b-03 0.012 0.013
All3 (9 + 14+ 15) 0.042 0.017

[0154] All combinations of the three botanical extracts of Salvia miltiorrhiza (#14),
Ganoderma lucidum (#9), and Scutellaria barbata (#15) synergistically inhibit
proliferation of the human lung cancer cells, breast cancer cells, prostate cancer cells and

colon cancer cells as summarized in Table 4.
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[0A3BPT | SANGublications and patent applications cited in this specification are herein

incorporated by reference as if each individual publication or patent application are

specifically and individually indicated to be incorporated by reference.

[0156]

Although the foregoing invention has been described in some detail by way of

illustration and example for purposes of clarity of understanding, it will be readily

apparent to those of ordinary skill in the art in light of the teachings of this invention that
certain changes and modifications may be made thereto without departing from the spirit

or scope of the appended claims.
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percent by weight. 2. The @5@9@ according to claim1,
wherein the extract is a hot water extract. 3. The
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stage of cancer:

(a) a therapeutically effective amount of a composition comprising two or more of
an extract of Ganoderma lucidum, an extract of Salvia miltiorrhiza and an extract of
Scutellaria barbata wherein each extract comprises about 10 to about 50 percent by

weight; and
(b) a therapeutically effective amount of at least one chemotherapeutic agent.
11. The method according to claim 10, wherein the extract is a hot water extract.

12. The method according to claim 10, wherein the extract is an organic extract.
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2P %rﬁlqe 0 accor%hng to claim 10, wherein the chemotherapeutic agent is selected
from the group consisting of cyclophosphamide, 4-hydroperoxycyclophosphamide,

thiotepa, taxol, doxorubicin, daunorubicin and neocarzinostain.

24. The method according to claim 10, further comprising an extract of Camellia sinensis

(green tea).

25. A method of anticancer therapy comprising, administering to an individual at an early

stage of cancer:

(a) a therapeutically effective amount of a composition comprising two or more of

an extract of Ganoderma lucidum, an extract of Salvia miltiorrhiza and an extract of
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36. The method according to claim 25, wherein the chemotherapeutic agent is selected

from the group consisting of gemcitabine and methotrexate.

37. The method according to claim 25, wherein the chemotherapeutic agent perturbs

microtubule polymerization.

38. The method according to claim 37, wherein the chemotherapeutic agent is selected
from the group consisting of paclitaxel, docetaxel, etoposide, vincristine, vinblastine,

and vinorelbine.
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extract is an ethyl acetate extract. . .
45. The composition accor 1ng to claim 41, further comprising a therapeutically effective

amount of at least one chemotherapeutic agent and a therapeutically effective amount

of an extract of Hippophae rhamnoides.

46. The composition according to claim 41, wherein the chemotherapeutic agent perturbs

microtubule polymerization.

47. The composition according to claim 41, wherein the chemotherapeutic agent is
selected from the group consisting of paclitaxel, docetaxel, etoposide, vincristine,

vinblastine, and vinorelbine.

48. The composition according to claim 41, wherein the chemotherapeutic agent is

selected from the group consisting of gemcitabine and methotrexate.

49. The composition according to claim 41, wherein the chemotherapeutic agent is
selected from the group consisting of cyclophosphamide, 4-
hydroperoxycyclophosphamide, thiotepa, taxol, doxorubicin, daunorubicin and

neocarzinostain.
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50. The composition according to claim 41, wherein each extract is used in about an equal
amount.
51. The composition according to claim 50, wherein each extract is a hot water extract.

52. The composition according to claim 50, wherein each extract is an organic extract.

53. The composition according to claim 52, wherein each extract is an ethyl acetate

extract.



