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the ﬁzar 2015, with two thirds of these new cases
amgliorating digeasa smqseM@m spgclﬁmiht thedgveniwn| rdovides methads 24,

coniktons of BhisBitAL R Buts b i By St Blamy ifscale states
inchalidgdbancke; approaching 1 mllion new cases of breast
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-, factors are believed 1o include genetics, diet, and environmental exposure (e.g., to

mutagenic chexmcals, radiation, transforming viruses, etc.). It is es‘amated by the World

| Health Organization that about 10 million new cancer cases are occurring now annually
around the wosld. That number is expected to reach 15 million by the year 2015, with two
thirds of these new cases occurting in developing countries (World Health 48:22, 1995).
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neck cancer (the sixth most ﬁ:equén_ﬂy occurring cancer worldwide) an incidence of -
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suppresses the @itd andRbitda QEMbﬁbuk%ﬁ&%ﬁng in vitro, whereas vinorelbine and.
vinflunine suppress the tate and extent of microtubule growmg events (Ngan V K.etal,
Mol Pharmacol. 60(1):225-232 (2001))

[0010] Chemopreventwe agents bemg investigated for the ability of reducing the:
- amount of pre-cancerous cells in the lungs of smokers and ex-smokers include ACAPHA,
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ummymguﬁmgmhbggls] Exsclosed herein are conpositions,
extracts and_conpounds conprising botanical extracts
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coglfpn§1H§ If\rv& 81[%8%"5}%11 exiract 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, for the manufacture of a medicament for anticancer

therapy;
wherein the two or more extracts of Ganoderma lucidum, Salvia

miltiorrhiza and Scutellaria barbata are pr0v1ded in amounts sufficient for a synergistic

effect of a biological activity.:




in the prevention and therapy of disease states 8March2007
(i ncluding cancer) are also disclosed as are nethods

for preparation and formul ati on of the conpositions as
wel | as nethods for treatment wusing the conpositions.
[0013a] According to a first aspect, there is provided
the use of a conposition ﬁpr|3|ng two or nore of an
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therapeutically effective amount.

© [0014] The compositions may comprise therapeutically effective amounts of two or
more of an extract of Ganoderma Iucidum, an extract of Salvia miltiorrhiza and an extract of
Scutellaria barbata; and optionally a therapeutically effective amount of an extract of

- Hippophae rhamnoides. Whereas there are reports of health benefitting effects of these
individual botanicals, the synergistic effects of their use in combinatioh therapy, as disclosed -
: .is novél. Some embodiments further comprise a therapeutically effective amount of at Jeast

~one chemotherapeutic agent.




mltiorrhiza and Scutellaria barbata are provi dédMarch 2007
anounts sufficient for a synergistic effect of a
bi ol ogi cal activity. [0013d] According to a fourth
aspect, there is provided an anticancer conposition
- conprising two or nore of fn extract of Ganoder ma
[Ob@' dum D?Hg&%ﬁ taré)tfonﬁ MR fortkd ﬁl'cﬁ{cém&ﬁne@lpgld%mods for
extract o cut aria Darbata ereln each extract
theioprpparatios, fanmtlmli,equé admipsirktjondi the preiention sttherapy| (fdisadse
St;[he conpositions may conprise therapeutically

eFf ecti ve annunts of two or nore of an extract of

oder an extract of, Salv ltiQrrhj za.
1O S Chiee O ns By FARREE L bl Tt ol i
ef&ects i tusgi irthiteil gl et beatt ofpreadXizung caiber aélls%)?bﬂab)lhn@éne or
ppophae rhammoj des.. Whereas there are report

mﬁ’@éﬁ“tﬂ?mﬁ%ﬁgfhbpﬁtﬁg therimging sygtem, (1 seducing eidatiyg émge to cells
aﬂ%ﬁ!@k %ﬁi édu&:@qnﬁéfﬂﬁz{tﬁhfﬁ‘)) S%%{Bﬁfeﬁtﬁoﬁ J;ﬁ:'efls M%&‘ta'n{'stages of

conbi nat1on therapy, as dISC I's novel
the pddlogyrle(mt antifaxidahieactdongndi(sipardi-nitegcapadists wahs%t further exposure
toeffectlve nqunt of at" | east one chenotherapeutic
ésar@ﬁlf’gen%al}\(ﬁp CH*207 6 [0015] Disclosed herein are
use in cancer t

[Oﬁgﬂp Of :,]te noglinfggsgt}ogf) 98X COIPQ}}S%TW{ 2 ?{ltpgvgr% t‘.ha{1 are usetﬁﬂ m cytotoxic

conpatifids td RadMimidtéted MRoMiRYUEINIDEheBtheiap@itia ByenBf radiation
dlsease states. [0016] The COﬂEOSItIOﬂS may conprise

trgabpanf apd sgapyolseme embedienisha pibjec lyﬁ%m&tewé m@P?Sé@p%dlﬁ%Qsed

cer
ikt it Pl EEcafl St e eth il 8
colnmosu@ns grdaﬂmxmﬂeremmsbvﬂm with ethermasiitoaicerghaagiydElhdse e
damage to ¢ f and tissues,

COMPPFUOHS Y SRHLTE PR Or FopeJrPReRiics § f ?3%1853‘3{1? faﬁlilmgf*ﬂtb ghqmotherppy
(infeRfabing é%néiﬁﬁ@&(@ clfnoithapeiclag&ifs) (B) syﬁéf?sﬁfﬂchorpﬁﬁﬂdﬁﬂfatmn

activity, and (vi) anti-nutagenic effects against
therapyt 39 surgsty ﬁsqp@mgfffethe@a%w inbiting gmth Phprergsing cancer cells

%tgpe]zﬁsseﬁ 'Bgs EhE }?sfn M(r:%%:?% n@&ﬁm%ﬁ%’{h% ﬁé}ﬁ 'étﬁ{ed s@gaﬂw%)

hat are toxic
boastingnhestoaruae systent Qi) reducing omdumtc hiamh@mbéibraa@ asstiesc (iii)

ent.s, radijat] treat nt a ur er .. In's
re R raato, (3} presine Hrelle teriab et dlitbriel cvele,

(VPRSI RRRGcti NS Sd\(vB ah@inut exﬁ.«'sl@bfeaislaganét Retj@R¥posure to
chenot her apy "or surgery her enbodi rent's, the

cacanegensiand mn@gqmeA@t&muwggv@premrmsmg@th@o’a@l igeregsedrsepsitity by
sy RS ARE Bl NG BRI RR o GRIBER! AL TR Bl

ropertres o syner gl s I oNn W
resulltizigtin Reehicap }sz1c(iﬂylf@f PRASI) ghsampomhmmaﬁt@ usefl in conjunction with

chenot her.apeuti c_agents syner t|c action with
ChPRASERHC SaeAe M}ﬁ%m&ky gégeytsgﬁﬂwg}ge Qlitpantagonists, anticancer
anBbibAS! An\i?[bﬁ?’éerprléd hftidhaRicf dRks 9T OWL h of pre-exi sting

cancer cells
[0018] Examples of "alkylating 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, triemylenemelamine, carmustine,

| lomustine, streptozocin, pipobroman, etoglucid, carboplatin, cisplatin, niiboplatin, nedaplatin,

oxaliplatin, altretamine, ambamustine, dibrospidium




that are missed by radiation or surgery) in addi&Mereh 2007

to the previously stated properties of (i) boosting

the i mMmune system (ii) reducing oxidative damage to

cells and tissues, (iii) reducing inflammtion, (iv)

arresing proliferation of cells in certain stages of

the cell cycle, (v) anti -9xi dant activity, and (vi)
. anti-nmutagenic effects agai nst further exposure to
hydrodiloraigclosmstinenpredgensine Aniniitepa, riagenstio, emopdertides

her i.Acrea nsitivi b synergi sm
up LT Sopt b BE S FRSR S g olroa e BB oL oy
cysmistimg bibbizeledius resulting in reduced toxicity for
. patients. The conpositions may be useful in
[000%] unctEgdiphes df "artingstdboiRE Bipellld BeRgaBHEine S Indetap@purine

| ati ng, agents, antinetabpolites_ antagonists

al k L al .
“gﬁﬂ‘%c@’r%‘&smevalﬂ?thfkﬂeéﬂtﬁf‘él?mﬁ‘h’dle{ﬂwbl%FYt%féBnﬁﬁ‘ffP%fﬁﬁcer

1 t M [1] . M i d
aREShShydkMbBile BXATR gg:@é., ﬂtﬁa%ﬁ\‘écgi ﬂe%g’glg?.gg{, Goxiftlilidede

nitrogeén nustard, nit en mustar
campoliuo ghllesitabing, coivfeoinppteringy buoplus pddnmgdebloid, butocine,

ifosfam de, thi.ot epa,. carboquone,. Jinprosul.fan . ..
e8I ey QP i R RN S b PPk Bemitabine
hyirdx9P4rbathide) penthelafii PirdFexim ddGaridme] MRoguadde kb ine, and
st ramusti ne phosphate sodium trienyl enenel am ne,
ang % &, | onustine, streptozocin, pipobroman,
etoglucid, carboplatin, cisplatin, miboplatin,
[oogaiapl at ExumpleedFindicadcbibntiBlotiése Hxﬁ![ﬂdé%ctirﬁﬁ{g@ﬁil@,t dcfifomycin-
di brospi dium 8 March 2007 7 %gr ochloride, .
Cpttampyrsn-Caelroppmyeineis bleamycip iiiroeldaride; blsoryein sy fate,

R A Qb BRA AR lonl, 3BRASREAT Ao R Sihblin
h)blkm:bloeislb,mirafmhy@cﬂnﬂﬁcbsephﬁbfémﬂiyﬁmhhﬁdé,in.bm'r'z.inostatin,
A T T L Ik M
hyelydchlopia ad Mar@isiRhfdroctidMdet @i ne hydrochl oride, 5-FU

drugs (e.g., fluorouracil, tegafur, UFT,
0§y T 1 urgdi FORLATI i ed &} §asP 1}%@' BLite ) .
[ am')jnopteri ne, sIoeuI(iﬁ:'lovoreli‘Eneca g%lgsm %%gt‘fl grllc , bu({poclﬁe,

phpephiateaviablesiing isulinte, vingtistisk swiite vindesinaswiiats] tanipodidenpyclitaxel,
15 ef - fhi,dar ahi ne, gentitabine, hydroxycarbam de,

dogg%}{egs‘#%ﬁn&gib%?ef ?t?'r exi m idoxuridine, mtoguazone,
Lazophyine, and anmbanustine, etc. [.0020 anmpl es

Of Tt TRy S e PG ey flsp Bt PRUMAOR FB

inﬁﬁﬁbﬁh@ﬁ}ﬂ&iﬂ_@agéﬁts T hieig Hidibakil, IGEHHAGRIBAA) eM8nar) USQHE, N

. hydrochl oride, bleonycin sulfate, Fepl onycin sul fate,

intgierans: inerlepkingyeacephigscolpay-suprioinbiasion erpglosyscelonite,

) i ci [, QL] .Di i €in -0ride,
o et e R bR S VR COM ARG
parviuid) leveyndsiole, pelasacdimyide K, anbpracodapsiel i n, m t ot ane,

zor ubi ci n hydrochl ori de, m toxantrone
[0023] While some compounds may have been known to demonstrate health

benefits when administered individually. Also disclosed herein are combinations of
-natural compounds that demonstrate the properties of the compositions when
administered as specified combinations. In general, the specific compositions exhibit

synergistic enhancement of their efficacies when administered in combination,




hydr ochl ori de, and idarubicin hydrochl oride, etdd March2007
[ ﬁ%] anpl es of "plant-derived anti cancery, [?lg[?ﬁ

WOizﬁc u é;?étoposi de phosphgte, vinblastine sul 029263
vincristine sulfate, vindesine sulfate, teniposide,
paclitaxel, docetaxel, and vinorelbine, etc. [0022]

[004¢ cyThetpoesent mwmibﬁ iahd other stjyets lfemules, and edvantuges of the present

A b oA S il
InVetied &ﬁrtﬁaacdomﬂ iy gtﬁi fifts 2R EiBBRARSLS.

col ony-sti nul granul ocyte col ony-
stimul ating factor erythrop0|et|n | ynmphot oxi n, BCG

vacci ne, Cory T@Jm
pol ysacchari de K, dsproco azo e}h?[e%g gi %/\hl | e sonme

conpounds nay have been known to denonstrate health
[0025hef i Rigure/ ehowsian evtetioreplatfomd for dotiniop] extiasts.

di scl osed herein are conbinati ons of natural
[0026hpo Ufigiae 2 shéwelestabisddoatieddx(CTPv0Rserfot @bibtitfont dfeell

conposi tions when adm nistered as specified
proliferptionan corposifignyEnersat 1@@@@@ Earodeppplysidpmd#e),

SO 0TS M SBRAPRO ot o e
T e N

pro@fferﬁm @r RS Bifferent BY@AiEALS GabdermB 265 Em (49)! SarclRHAdASALa
ol low ng Detailed Description of the

(#Iﬁh@@ﬁﬁSﬂ]@W@#épffhﬁ@@é@bnpanyl ng Figures and
enbodi nents. BRI EF DESCRI PTI ON OF THE FI GURES [0025

[0028hyur Figuresh shasvsaonghinatien tindsn (GDeatalwes forf the nﬂ!d:ntm(nj eCOX-2
2
end§y R iR o)k el T el R AR R BRI e

- extfRRP Sel ih@RubVBRMBdaR (GAncdeniy usidieh (BN cséafenmd begbath [#15),
Scutell aria barbata (#15), and Sal via

(#9)..
- andnfalyip mﬁnh@a(%iﬂm&mbnmm@qfeut ic drugs. [0027]
Fi gures 3A-3C provide sunmaries of the potencies for
[0029hi bFiguons sfowsalombimmtioh ifder 4€onmlipyg forttbe ibiftitereef COX-1 and

* ORI RRE A A ) B

| luciﬁﬁﬁ% >2c S5REINATal HAFbak \@EX), bifd Sawfal zﬂﬁﬁo&mﬁa gm) o h&ions

: enzyme activity by ethyl acet (upper
theggefiel ) and nethyl ene chloride (lower panel). extracts
of the ‘i ndividual botanicals Ganoderna | ucidum (#9),

[0030]ut eFigard Gshvavstthé et 1 Be, potamﬂ:s Séintikition bf COX-Dbver

rrb t th
1nh1q)1t10n of %@( % thy al:eci):gtg extre%[cs (%0401) of the individual botanicals
Ganoderma lucidurn (#9), Scutellaria barbata (#15), and Salvia miltiorrhiza (#14) and

oombmatlons thereof.

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

[0032} - Figure ‘8 shows monocytes (macrophagé' préCuiSbrS) treated with diﬂ'eiféﬁi' -
- concentrations of extracts of Ganoderma Iucldum #8), Scutcllana barbata (#1 5), and”’

) Salvia Imluorrhlza (#1 4) and the release of TNF—a measured by an ELISA 1mmunoassay |




[0029] Figure 5 shows conbination index (Cl) val&bkrch 2007
w 9({0%11 2i nhi bition of COX-1 and COX-2 enzyne

activiti'es by ethyl acet at; extracts of the FndPe304¢/439263
bot ani cal s Ganoderma | ucidum (#9), Scutellaria

barbata (#15), and Salvia mltiorrhiza (#14) and
[Wsabi ngtal@q%sla_osméwfechﬁquamﬂeraﬁbg M%;@ZWIGMO&hﬁa hblidun (#8),

i£S nhi hi.tion -2 over
S%ﬂ?a@?tb%éﬁg&s&éﬁg§% ’é‘ﬁﬂ??ﬁ‘%glﬁ-e extracts (#0401)
ual ,botanicals Ganoderma | uci dum (#9),

[“@54 2??@ %Q%lfg?ﬁ%ﬁa?ee#ﬂ_%y?rfmdsa|ew@tmﬂdecnmhxcidum (#8),
SeAhYia Bitata @m? 'aﬁésgﬁﬁ?ap?g%ﬁig% (#é%fél%ﬁi@e%[g{ b; hows

. the potencies tor I
oadly! wFRGELAat 401) of the .individyal )
O i TS 18 i e 65 es b ks P she g B mice.
bat g - ), and Salvia mltiorrhiza (#14) and
(0B8Rt A2 bl SVl pbstor poguiral Bnestsied Wk dagusat
cr age_pJyecursors reated wi ifferen
0 h E? ).t ted with diff t
YEOH c et BUF i1 3 sovgy effegts of Angugiat tasioens pnghel groivthuaf $GBY,
xefSathf@d. | ari a barbata (#15), and Salvia mltiorrhiza
(#14) and the rel ease of TNF-a nmeasured by an ELI SA

003ByuUN eeh. 2007 2005/ 044
| [_ h u%?%%%%i‘g’é‘giﬁ&sfgg‘%?%f&w@ oy %@f& XpRErdeyt e
histpathiofogy.at i on i nduced by Ganoderma | uci dum (#8),
Scutel laria barbata (#15), and Salvia mltiorrhiza

[0039].4) Figus® BHhoks @9 &ts HP ASBRWS ni &EﬁC{?@rc{eﬁr efdlion.
(#8), cutel T"arra

extracts of Ganoderma | uci dum

[o0ae] b alFZ%ugé.# ﬂé[sglxow‘i‘ RfFe 8 LY hﬂiﬁgﬂttﬁie%l{epLéﬁgﬁﬁ éé )Pugc?sngtg gaﬂcleg cell

0035] Figure shows

. per pl e.
lingyeengenalis inorive.he body wei ght of SCID mice. [0036]
Fi gure 12 shows survival curve for A549 cell |ine

g
[00d1kat Eigumi Yhshowe effecis of ADOREE rekir@H & éléuczﬁicleiﬂ@mﬁmct S

%6 of Aneustat treatnment on the growth of
ORI afts. [0038] Figure 14 shows effects of Aneustat
g eat pent on SCLC xenograft histopathol ogy. [0039]
[oo ]gur 1245 18 shomss effecsteo usiah endstigplatintdaterent] teatntéeit Gn
40] Figure 16 shows effects of

ABP?&NS@L@I”‘%’?@%@E%{&I’%%L 2 45 prostate cancer cell line

Aneust aft ne
noggaft Sokn. vi.¥Q. ,[0Q41] Figure 17 shows effects of
100400 o Bt 1B s hermmd s elitsuraneustat and
c1sp1at1n+dqcetaxol treatment on the distribution of NSCLC cells over the cell cycle.:

i

DETAILED DESCRIPTION OF THE INVENTION

[0044]  The present invention provides novel methods and compositions foruseas
anticancer agents for preventing and treating cancer in an individual. The present
invention relates to a novel discovery that botanical extract-based compositioné can
effectively inhibit tumor growth and be substantially nontoxic when administered to an |

- individual. The composition comprises extracts of Ganoderma Iucidum, Scutellaria |
‘barbata,-Sa_lirié miltiorrthiza, and optionally; Hippophae rh'alhnoi'ﬂés (sea blickthoi'n) -

" [0045] ) ‘Ij;'"one 'embodMent_, this method éompﬁses admlmstenng a tii@rapeuﬁCailj:_ o
effecti?ze amount of the composition to an individual (5 mammal,and m a pfeféﬁ:ed | |

e _-‘_embodji_he.nt,‘ a human) bearing a tumor. In another embodiment, the method cqmpﬁseé' S




[0042] Figure 18 shows effects of Aneustat and 8&March2007 -
I.spl atl n+tdocet axol treatnent on AB 117 NS
Woggﬁ@éﬁg#t hi st opat hol ogy. h0043] Fi gure 19A%@U%@/029263
show histograns illustrating effects of Aneustat and
ci.spl ati n+docet axol treatment on the distribution of
adaxasteriag & popbylactitalip effedtiveaysiat of 1hE EAdnbbsitidIESGRIHITVidN] to

predey b e P onih ey skl BP0 it Hih skl deioing
Qg bt & &OhdiR{dRYPRAS RAn AHsEi6R At '&&1&?{69 Reutréhcd)!

i ndi vidual . The present invention relates to a novel

[0646}C O\éﬁﬁeéc% P@%Fxsﬂflﬁ&k ! eﬁééeﬁ‘%v&ﬁoﬁ% {0 oﬂFgﬂﬁé 1 h3%d for

. can
tregfoisgt afv fusadolr iaeamrgtmchmlum]ﬂj;nac&dmsmrﬁigeﬁh&ap@mﬂly effective and
i ndi.vi dual . .-The conposjtion conprises_extracts of

noRsIOrd G AMARRLIOf 8 CormRpS! Béfmga@ PEPPCE phnhibitingupoggrowth when
adrmlhété@ﬂw‘ﬂléﬁjm?%fﬁ%hﬁe A, H ppophae rhannoi des
(sea buckthorn 4 I'n"one enbodi nent, this nethod
ut [ ] fecti .
O S R Bleal GHBE b3tk e RHER Bt s mplhof onpiFeention

of tanmbr idevedopment &1 arewldiviivabati ek for tmdi'ldéﬁélgprﬁ@ﬂ Ibiy @@m%stermg a
rises

°2h not her enbodi nent, the netho
PmPﬁi‘nl‘éﬂl b 9iieafipe msmfdmmmm@tmé@wmmm of prpventmg or
inhAHBGLE GRAdRGe B AP BALAL Wi lald?{mﬁgtfe? ish ¥ RARIRL ©f

t he conp05|t|on to a i VI
an. i ndi vi

oy bobiBhenns Pef oL % it SmBliad difpent ofa

ri sk or opl

tuion beaimg&ﬁdhofdnalb bt arfindividital hOfisk 06 UEVRO1iRY tunldP Ol a
Thus, pr| mary object of the present invention is to

theﬁﬂ?ﬂ%ﬁ}c aif7RbY A dEpoRfrof arcommoniion tht hes bethwropsgies phiphibiting
?gfo\(ihﬂ Ugly l}@%lg%q{ﬂtﬁ#tﬁhﬁ s ﬂgoﬁc%er ARGHLLE %lg lt(%/ ?hs I11nc11v1dual

ective and®° non armount - or
"Suhgteitinglyaoptoaips mepnothat thbicbivposigioh (HERS ﬂﬁrt@m&:@ Eﬁlll;

isfered to,the_tunor, bearing individual 004
“S‘Mb?cﬂ‘éf}t{l Shittpic chemetherapy dariack %ﬂ%&ﬁab&mtomﬂteé upluslmje
hendTB4iBOfhsd n

 honRudBHE Nas it REEUTRUch BfttesBhal WAL pARIGAP IRl hnd
immuwesuppsession Gghish naydediytodethakiafdciond)f ect i ve amount of
a conposition having a property of preventing or
[0049%hi bAtfurtiertobjct ofthel pmmciﬁvdnﬁﬁﬁﬁs o F%He whethod of treatment of

m.nistered. to the 1 ndjvidual Anot her obj ect
l%fg‘ﬂfiﬁ%‘ Hhadis had p syhstantishredyction q@rt@mpﬁ urembiitve sl is ot risk

o S s A B ol

in |V|d’u

prophrj{hmaqm]lyteﬁeah\l'e)mﬁtfne cfa vemposition thaf has APt Oer M%Itmg

has th erties of inhibiting tunmor growh, and
gt L behe slaqsrayuﬂwwmc Whea s ered @rtbaindividusd.
_ i ndi Vi dual 7
_Defimtmns

S—q...

_ [0050] "Tumor“ is used herein, for purposes of the spemﬁcatlon and claims, to mean
solid nonlymphmd prunary tumor of ductal epithelial cell origin, mcludmg, but not 11m1ted
to, tumors orzgmatmg in the breast, prostate, colon, lung, pancreas, hver stomach, '

- bladder, or reproductlve tract (cerv1x ovanes endometrmm etc) bram and bone marrow |

melanoma, or lymphoma




"Substantial |y nontoxic" neans that the conposi t$ March2007

the toxicity generally associated with s
wé%@ﬁ@%ﬂng apy; i.e., lacks glet ectabl e toxicitF€ 5200'”029263
i ncluding hematol ogic, vascul ar, neural,
gastroi ntestinal, renal, pulnnonary, otol ogi c, and
[005H}unoYuhibiting sumar grovatht lis nEed Heednl foopurdsted! the specification and
i.nfecti ons?l 40049 A fur her object of th res%té
clAimsdAIGH OPL 1Bt 06 P P b tgs, halpe growiy Af the

turh O eisghisakaiion mﬁﬁ%@ﬁoﬂoﬁﬂﬁm& '1134113(1{1 bt i¥adibn, cansing

t uhor burden but o stil is at ‘ris or recurrence,

tumbeged deathhandmandingiredoetion gasgrshomofaheastases. t o t he
i ndi vidual a prophylactically effective anount of a

[08s2ipostRréxentidhef tuasddvel dpnpimohie iubéddisereli, forptirboses ofthe
t ypor, growt h, and bei,ng subst antl ally non-toxic whe
Sp%ﬁ?ﬂﬁpgﬁﬁm QAo toURABL NRFPUIRE 5P Wb T5Ahe HIOR. GRS nﬁt@@@@pl%caﬂys
" }mp [ t he
Ca%sp_em |oég§l} %%ﬁgﬁg%vghﬁh Mor%gg&ﬁ%o I'd nonl ynphoi d
ma « dUC e ori,
(03317 e D s b A horRf Aefs Phes i eyl dfhflomsrs, poots,
bertrids, Harlg@as bny (ﬂhﬁ&‘;ﬂ@t PartsthhPdte ubefaDfor BRMAIPRAS, debrited. For certain
stomach, bl adder, or repr oductive tract (cerviXx,

uses/i i rreferred Highihe indargronnd portionaafthe plant, wolnes the rochand thizoma,

v R Tt 0 O . o B0 R g v

meilivinad effedteddican bé osed(for pepasngiea bhdothpceiviiagal treamand in
O(E:ll aims, to mean one or nore of slow ng the growth of

foodpzenamiion, hal ti ng growth of the tunor, causing
reductjon or regression of the tunor, |nh|b|t|n t unor

10054, a s “Somersigm? may bemenswred iyl combination index ﬂéll}s'rhf:gcombmanon
o AT e 4 o AL IR L X b

primiplpasé ﬁleﬂfonﬂ)hﬁtlozsﬁﬂex fm&gtanmanam of 8maidoli ardantagatiism, p. 61-
inhpbiting growh of the tunor; and nore specificall

102, 48,4 it ol Rideant Ked b Syneseis andgniagnapmia ghemotiérapy.
Acé&gﬂgzra Y s§£é @3%%] F%_lgl‘j gs@fl g‘tcﬁﬂua'%t L 3fd Psﬁa‘ialgf.;@daﬂmauve

\Ner S
anabs:srofebse-hﬁﬂfok relationships: cthdresmpinedeffady dfanultigle dmg on enzyme

inh{Ri57s8 A R R L OReS o ARPIn o SR el pf §- Do lest  gonsidered
syn@;]g?s'i‘.‘fc with GRuéSorloNs; He@@% Pl%ﬁgrafeﬁﬂl %}%lstlck%ﬁ Ll!eé Bl O%Ebemg

| eaves, stens, seeds ower s or ot
| sxgmﬁeaﬂﬂypsamrgmhal(ﬁo*ahaw ef 0.88do ¢il0are effidered tcabﬂjneaalry akiémve and
sed, for prepar.ihg tea and ot her beverages, cream and

mg{lq;va}ug%areﬁp@g%mgqq on. [0054] "Synergisni nmay be

measur ed by conbination index (C). The conbination
Table 1. Synerglsmlantagonlsm as a functlon of Clvalues

,£.2

CI Value : | Interpretation

>10 : ‘ | Very stroi;g antagonism

3. 3 . IO | Strong ant.elgcinism__.'

145 33‘_-;_ | | - _._Antagomsm -
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powdered or pul verized plant materi aI

ant
[007@“ r dehe copippsitionnean dlso begfoanulhed vitithid thedr a@ﬂive’ingredlents such as
Sitions can be.conbi ned

anti-SHIRRE Y s C2bsqRuti P00 Saprlad BL, 16amiacoBS, BYidonise, B
compéx, ditin, cmﬂﬂié e StikhiG %@id' anfdthepRt 404 %ﬁaéfahS{cﬂaglan{lﬁ, and/or

meant_any _phar maceutical carrier, 'such
B2, Iyl &2 @aleép 10}, &, sucleaxtocdpberol, aitgflaviReKj K1), Preferred
 compounds, include, e.g creatine monohydrate, pyravate, L-Carnitine, o-lipoic acid,
- Phytin or Phytic acid, Co Enzyme Q10, NADH, NAD, D-riboss, amino acids such as L
: glutamme Lysine, chrysin; pre-hormones suchas4-androstenedlone, -androstenedlone i
E _4(or 5 )androstenedml 19-nor-4 (or 5= =)+ androstenedmne 19-n0r-4 (or 5 )-androstenedlol 4




Phar maceuti cal  Sci ence, 18th Edition, Mck Publ i%Miargh 2007
1990. Exanples of 8 March 2007 WO
WOZRER 182 peT/ Usz004/ 029263 17 suitable cHrYPEPEV02263
are well known in the art ‘and can include, but are not
limted to, any of the standard pharnmaceuti cal

Befayzqdygiprons, arl allethypRrddgtherydstildvope. dttefoakd netive ingredients

. . o g ol

it o8 RSB S ro Sl e o oL
Acenthbrsinar, Astehodhit Epuedrta,ydaﬂoﬁpsiygfnselyg&a i‘?&%ﬁ%ﬁa Wﬂtléug{ﬂimn, '

carriers, may al so inc|lude ster| sol utions, tablets,

SPEFERIUR. St BansK Apivaisers, Gesiiniandugslpsitaps Setyitmal drypowder,

mcﬁ&cd?inﬁgbﬁi@&& contai n excipients such as such as
starch, mlk, sugar, certain types of clay, gelatin,
or cal cium

ari id or | t.s .t hergof, nesi u n.
1007531 Fthefiftts Bk Bl St W Pt pf T th compostions of
th et ifiverBoah ' '

ot e o s 16 gt lcafh o, BS

- AvenshpYiedicag! Blaats of est AfricagRefefencerBublicatiotnsy Alsdnac Rviinhn(1978);
' . Ceneral exgipients formul ated .
L. I MR PLAR 35 FBRE Ryt Praicafogs me. Algofac Vien
(19838)pramd Nt CaShai) BangicglF o MedRlirls ¢ Np&ib 1h&3CE. FfidoPhirin,
. ‘{1%%1@? active conponents. [0073] Suitable
62%' 8%)i cal | y acceptable carriers include but are
not limted to water, salt solutions, alcohols, gum

[00%] abi Othsy agdvenagents didwle, denantioxadants) ahth-cargiiopdrisnanti-
ose .or .starch,

) h | act . I . evns
inn SRR BARHE Bofiies SRUAGEHOSS fitefiito matibiofss gugimoricilln)
and petreabhdterial peertslriad Ofter mbdibAlY @ehil dRRRQELY £0hb A8 TeAHd in,

jglycerides, pentaerythritol fatty acid esters,
e.g. gpndthapnecsiticsl Seiencend StthBditiokeMack ReblishihgiGanyesy,

! oo dan, _ v
1996, btétrocodhupositBlok G @R S PettioR L ERBES S AL Yoy 0956
prefenably sbonpZAI0YHf Agivtficad ébﬂﬁcﬁ%n&,ccﬂﬁioﬁ%llﬁ 4Pharntc@hftafy-

a&i}&, sodi um al gi nate, bentonite,” “carboner,
ACCCPUPICAFSHRSHR: car boxynet hyl cel | ul ose, cel | ul ose,

chol esterol, gelatin, hydroxyethyl cellul ose,

100771 dr oMpsrressyt inyentionirelstes towpethodly pf afmyihistering the compositions,
nol ol. eyl

thyl cel | ul ose, .qct ox 9,
_e.g-,.gfkg%\gﬁt? Ll%tgcl\;c? o%%f,fec r%P%ﬁteagGng}pgm eyide gati-cancer
effectndid prontate! DINA séplafrotb Proi@ Rt A0ia6sh 8ffSets b ?a?c{té(c!t against

,al cohol, t gﬁﬁacant_ h, xanthan gum and derfvat | v%s
radiafiqe, tg seduce dnffaramations pal otherconditions aad diseasextisanemioset herein.
. as mcrocrystalline cellulose, citric acid, dextrin,
[0078)ext Bysthe tériy aidehingbteniings Bit id medrit thea thecorpsttidasare delivered to
Lum chl oride, t.assj um net aphosphate, starch,
the b Sk § pitrtas b sehioveohe desierphposari smansiored The
compositidub 8&:eBe Wirhihi e By ' il -
s ]ilnt i -oxi dant's, vﬁrgﬁ%g%ﬁ%ﬁ&é P%%%%P%F{l:ss%gﬁ g%kgg@y’ rectally,
etc. Thgcpmposiions carhbeatininisteRd to pyry hotin nesd of ireamiedk, g,
i got.injc acid, pantothenic acid,

| Diotin,.choline, ni '
_.Veﬂe%f%fs,- %lygﬁg gg}ygpgﬁ] 1pcluding hypans, male humans, female humans, primates,

pets, su'qh_‘as cats and dogs, livestock, such as cows, horses, birds, chickens, etc.

[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 abeneﬁc1alor ﬂl.e_r_api?utic;cffect as describéd'abo_\'re.’, Such amount canbe -

. Getermined routinely, e.g., by performing a dose-response experiment in which varying




B2, D, D2, D3, calciferol, E such as tocopherol8March 2007

wo! _ in, K K1, K2). Preferred conpounds, .ipclud
glz'sgbgfgjr‘@git i ve nmonohydrate, pyruvate, L-Carnit ?ﬁt{?}%zomﬁ)znﬁ:&
a-lipoic acid, Phytin or Phytic acid, Co Enzyne Q10,
NADH, NAD, D-ribose, amino acids such as L- gl utam ne,
dgs}e,% p1R @dmiistored 1o, cels,dishuens sl mmoddls @ach as rats or mice in maze-
¢ ggﬁ)‘% Lone, ..5-androst enedj one, . 4(ar
5- ;één Ir os?‘g E‘%{&r %ﬁfcnﬁ-sﬂsof‘leﬁl_oﬂbm@af PS‘ﬁWE?@tbé'ﬁ?d‘ﬂ%tﬁe,
psyehologieal tdsting, 9jc:)a0 deeshB ad efbetive aNRIGNn2RRGvin¥6h effect.
2005/ 044182 PCT/ US2004/ 029263 18 Bet a- ecdyst erone,
ADORnts axgselecied vaskl on yasjousdartorsyinaludingrthe milicado adtihvthe virus is
- adnRHIGRLS 4 ph , s plne pollen, fructus .
yeii, dﬁ?%ﬁ%ﬁh@@ Bﬁ%ﬁ%‘f"g’e@fﬁﬂi’ﬁ S HSEHR C“flm?e cells, etc.), the site
o Iy tpbntacafed/thic mag deblth, sEptte did, wé fepatidht or animal to be
" l.ygol bgnwfolla Willd, Lilium par gani um
s Frgl?se ABRUS insids e HymilbgremsniOf grang greferaiyape., 100

L e TR I e
- gy ktet, per desagroedidififaranst fofms diitke phiBp&i¥ions RYE s tR®botanical

incl udes. t.hose nentioned, in varjous text and
W BeBRict bRee PEte omewdepdraid s amaernpieh oo contsin the

‘ . s . Publ.jscat i , h.
G gy predififs o CURBR Rl iRl 8018, G HRBE porib fied of the
requaerdy aikibe meBiod ofiprepamtiomec. , Al gonac, M ch. (1983);

and N. C. Shah, Botanical Folk Medicines in Northern
[0076] O her

C ;8. hnopharm  6:294-295 (1982).
ylzfl%?‘iltgcecéﬁl ﬁ%@(’?gcl ude, e.g., antioxidants,
anti - ory agents, hornones

i - car.cinogens I pfl ammat
[“‘@ﬂ h??‘ﬁ& " ﬁ? poRpstons Ogﬂlesl BV ertioggrg @lsereferred to as
Anawsex1™i | 1in) and other bacterial agents, and other

medi cal | y useful drugs such as those identified in,
0081)9. , C3pup . ’ i 18t h
D G DR T SR G Cord B BfE e Pl of ctracts
of Ganegersia lueidumf ?ctultﬁéla}:ia ba%ma, snviannijhm};m @mah n% agsonaaﬁlcmppophae

9 % ef er about 20-70% of the_ botanijca

, fhf’é%ﬁd%%@?g %‘i?%,[‘l"sfﬁttﬁag ﬁé@SV cyesighap i e jphibiting further
gro[ el ates to net hgéég El(l)sf bﬁa%%ﬁﬁilnsl%g% ‘%ﬁ?ﬁgﬁ %é)er!#)%sq%f t @(;l%oso’stmg
the gmgune gystepy, Giiraducing oxidativedamegd leatells atdtigsne, €itl) reducing
; e xidation,..to.proyi .anti-.cancer ffects, tqg .
im0 B8, (Bt BrgitpttefiyBp P bl S Saaraat el mela, 4) enti

. oxidant gtielts,Cind FURamBmutdgdflic A8 ag&ﬂstrﬁ%&%x#mmég?%ens

and ot her conditions and di seaSes as nentfoned he
and ydReENS.By the term "adninistering,” it is nmeant that
_ the conpositions are delivered to the host in such a
[008%hnn el anieaspect ofthainventiony thetdompdsision eOmPHEdR§Eal affounts of

ntioned The .. ~ -
extriCrs of @wo(glennaelumdum, Scutellaria barbata and Salvia miltiorrhiza. The dosage of

~the composition can bg readily determined by one of skill in the art based on the effective

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

. similarly be deftEHnined._

~ Cytotoxic'Compositions
L ."[9083] . The cytotoxie compositions of this invention are als feferred to as Aneutox™. .




conposi tions can be administered by an effective March 2007
I ..such as orally, topically, rectally, _etc. The

WO%@%%%?ZH ons can be adm n%@tered to any hostP U 29263
of treatnent, e.g., vertéprates, such as mamal s,

i ncludi ng humans, mal e humans, female humans,
[008d] i nelilespmppsitions afilthp@sent atventioncotguise ekirvets bHGknoderma

i, Se B e Rl SoF it mitbbhiseapeiobReralve Hioneblirabrage
(sea bAcIERER) tﬁaﬁ?@ﬁselﬁﬂ% EopeldISc AR RoRs AT B SUAMIATOVRL S

Which are useful to achieve the desired effect,
conjprasipn valblchermotberaptuttd agentsy ratiation preathicot afd srgerpsihese

com 3 B GRYBe o BaRB 0o i BB oty
mc@mgéeﬁﬁmi 10 chBinGtheYeMiid\8efts) Sifstic aon with radiation
¢ 200 /04418?_I PCT/ US200 {6029%63?9/%8_}:%83%2&are o

therapyené Py émcregsiog leffsctiveness by dnhibitinggrowibdd| pse-gxisting cascer

e o ¢ 0. o t oot _

oelis iy See a3 ahollBR Bt o) B gl I R Ry e propertes

of (iPbooetie thgirtidling eStdmiqii) RkiGeihg bRidAVLdhAYe takekd dndatsbues, (iii)
amount in achieving an effect. Anounts are selected

reduging iflapynafign Gosrreging pralifeiation aficelly in prrtain stages efghe cell

> h . Al ‘ AN
oycldth oA el et ana 0l S RARHC it o R RPHAH ot o
carcifbges anf mirfagerte Ansi-rhotaleni¢ propeeids (tbfehaoeith ieadabdd, sensitivity

gender, and_weight of a patient or animal to be
by synegmpldeduse develssdialipmaHETARE &G 3esnigaecessary or rpaimapdhus

00: : .g., 100 mlligranms-10 granms,
remﬂ%@%“%ﬁ%?%n@%@%‘??ﬁ% 1gm 2 gm 3 gm 500
RN - 1: 25 I . r. ' ent
100851, 1l %5 Pt iR o£1o6 mior PR Byl e B
conjRRWee with Rhénastheabedtict dgaatk imﬂtﬁi%akyllaﬁmgl agents, eatimeidbolites
beverages prepared to contain the _effective
antagogiftse é‘%@ﬁ%@f atiipticss angpplanirdesiysd antiancesjagentsons,
dependi ng upon the need of the recipients and the
{0086kt h&dawplepolipdicdatingrageny! nstudeiniroagsnpasstari origogaaopefard-N-
.. The, cytostathc C sitjons of this isnventi,on:-are al
oxidg sl ol ot IR klopR e il Eorfest rieBl PuBpdibne,
- imprédulEg tlsylafd) 1R, MHaRBiikcSS) e ViRitePRAitbE an,
_ filsylafdy Bkl dedchieid bE n@dphal

extracts of Ganoderma |uci dum Scutellaria barbata,
dacarbazine, animpstings esimagusting phasphate sedivy, trieflppensmedamine,

L e R
miboplatin iedaplatiy ogaliysietin, cltdiamiy, xunilisting) glibepidiunior e
properties of (i) boosting the i mune system

hydrechiptide fgtegsusting iniednimusiie, pusniepe) Bbomuestin, m@'@,sc;n'e')ﬂ%i )

toosfiGHC b hosk e P Bhidiin Snfe SFboiioe dor 8RB0 T

cystemustine, and bizelesin.

[0087] | Examples of "anﬁmetabdlites“ include mercaptopurine, 6-mercaptopu:_iné_

ribosidé, thioinbsine, meﬂloh'e};afé, eﬁdcitabine, bytarabihe_, _dytarabine ocfosfate,

ancitabihe hj/drochioride; 5-FU d:ﬁgs (.e._g., ﬂﬁoroﬁracil, tegafur, UFT, doxiﬂuridine, )

- carmofur, gallocitabine, emmitefur), aminopterine, leucbvoﬁ_n calcium, tabloid, bilto_cine,

 folinate calcium, levofolinate caloium, cladribine, emitefur, fludarabine, gericitabine,
bydroxycarbamide, pentostain, piritzexim, idoxuridine, mitoguazone, thiszaphrine, and

‘ambamustine, etc.




oxi dant activity, and (vi) anti-nutagenic effect&March2007

waSRkAadisf urt her exposure to carcinogens and ns,
[0082] I'n one aspect of the,invention, the cc})%@g?@f‘@??m‘
conpri ses equal anmounts of extracts of Ganoderna

| uci dum Scutellaria barbata and Salvia m|tiorrhiza,
[008RL (dixamelesol "antigancenassibiqtiostinelnde antinpaeintly; actinomycin-C,

: i f L. t . e

iy B B oridn A3, RS ki 1, HERBRE TR

pepikbmjlndimyulfdﬁ@ daaiorabisin ydehiorids, diﬁ@ﬁﬂ:iidéﬁf g.;frdrﬂclrﬂdiric&, aclarubicin
ppl.i cation. Co sitjons cqQnprisin ifferent ratios

by B D SEioome SO S bt LB SOt LRSS,

mi cfH, Qﬁgom ,Q;a;%io%hﬁ&”.ﬂﬂﬁhéﬂeo%ﬂigﬁ o-Eﬂl%ri e, mitoxantrone
cyt ot oxi ¢ cohpositions of this fnvention are also

hydredhdoridedandoidasmbisiehptdoochioride, Mar ch 2007 WO 2005/ 044182
PCT/ US2004/ 029263 20 [0084] The conpositions of the

[00B%es e Wxamples Of Ilimtalerpdd aticankdr agdds"Thcl@Q6iRIsM8 phosphate,
' Scutellaria barbata, Salvia mltiorrhiza, an

| ucj d d
Vinblgﬁtinéﬁgifﬂty,, vipgrisHie satete; Windesing sulfate, denipesidex pashitansl, dongtaxel,

andaxé'ﬁor&% UL,i N cytotoxic conpositions to be |
adm ni stered in conjunction wi th chenot herapeutic

(008 odbt FRRIeHe Ao b RS e REe PG mad 556 by ayed i

© confidiogDivith iBnAGstheapaitichgeing m&tﬁﬁ@pmibaﬁiil,rl%s)qﬁ,ssimﬁran,

sensitivity to chenotherapeutic agents), (b )
lentinppapbgnines inderferons, intetieukingi wetophageicoloapystimuliting fagtor,y

' easin f tiyeness i nhibiti ro of .
eSSy iy HEE R gl Pl B0 Ve,
Coryachagtciion pafvusd)@@midold, bohadidhatde Kpaddgogdaxdleus! y

stated properties of (i) boosting the imune system
[0041]1 ) TR BGhAGiTLHs ARl deleBtAHIRA RoMPineBbdsoreRladd &RiBRing two

(i"ii) reducing inflammation, (iv) arresing . _
or nyre pf anadéron lugiden, Santellarigdatbaian Sslviagailtirthiza, €ombinations of -

thesg K5 Brtd e Mol PR sty bbby pRtbilon otsapeer pefs
(inchdirg dRe@ed) and Rihgrodhg edlls). PidrdctyBfitRORAIvG R PREibdlEsre found
together wWith increased sensitivity by synergism

to al(S@msl@ée paidation, srdueninfigmmeatiosandibeod feminymunssesenr y f or

treatment thus resulting in reduced toxicity for
00924t | elntane sppasef thTinvestiiomtthx campusitiposiotipoises egialtampunts of

extrR R ot o B By S R e Sy il Fit dosage of
the cbtpoRRion Rah bé Ps‘adiéﬁﬂét&&%ﬁbé b$ ondBf SR NEAE 8a%"bh§e@ioﬁtthé3§fe(:tive

and pl ant-derived anticancer agents. [0086]. Exanpl es

congghiratigng pf gempesidensishewn e displie the varioyepropeticadescribed in this
ni_f.r n.nugt ard- N- . oxi hvdr ochl Qi de,. chl.or ut vl-,
eppghi g SRl Rh Eor % ARl RiRN R st e e R AR
similatly be determined. For example, a composition may exhibit cytostatic effects at one
concentration or ratios of combinatiqns of extracts and varying degrees of cytotoxic |

effects at other concentrations or ratios of combinations of extracts.

[0093]  In one embodiment, anticancer therapy comprises administering to an

- individua] at risk of developing a cancer, a p_rophylactically effective amount of the |

- compositions of the invention. A prophylactically effectiye.am_ount isan amou_lgt-__that can

* effect cancer inhibition when administered to an individual at risk of developing a cancer
. (new cancer or recurrence). As knownto ,@QSé skilled in the art, -;hé}io_sage mayvaryvnth o




i nprosul fan tosylate, busul fan, ninustine 8 March 2007
woRY@RfefRy ori de, mtobronitol, nelphalan, dagrhazidi%eozes

rani musti ne, estranustine phosphat e sodi um

triethyl enenel amne, carnustine, |onustine,

Streptozoci obr oman, [ uci d, arb at i
the iggfial endi B eéﬁ%ﬁﬂﬁrﬂé@&éﬁf%me oS%ﬁ ipfividual, and
relat?th Flof): &MR G outd SR ARk on lﬂ‘c&’f)é’ﬁf h%i h136{HeGh Wioh the

tenustine, predninustine, pum mustin,
compmﬁmnd:mxrhe&efely andea@&uthwl'gadahveredphqsq:ﬂaand rdmte ofiadmanisiration is

an o S 3T copBRR o BR R BOPT SEpeF BL P o
fornd @QJ %ﬁﬁ@ﬂ&%&{prdﬁ% cafidi%s. 5 ABLRABUARE salfreRRoitde,

I nosi ne, neth exate, enocitabine, cytarabine,
phyn@bgcd@hﬂonmr@f)at e, ancitabine hydrochloride, 5-FU
drugs (e.g., fluorouracil, tegafur, UFT,
[009dDpXi fCambidations of eﬁramfcumpngag two iof ﬁiarmﬁ: Gaamdemerflum)ium,
am nopterine, || eLic;ovorl n cal ci ggqg l.oi.d, buyt.acin e ation

Scutelariahareaty Sebiamiltioalizs Feses¢ie ities|to iRt} pre!
of ca%wc%hg gmclhhﬁag%éﬁkvap&d 1&@@@&@1%59 redYSEQANGA! Ramkde,

Iritrexi oxuridi‘ne, mt oguazone
mﬂat:rhnaimm!nd ibnest tleericumanispsterst Iorsdditiencother AdticariceXBOIPOUNS

5/ 044182 PCI/ 11 1029263, 21 [0088] Exanples of
PR

(chema FapSRicAEey CHBPIHEHy ci n- D,
actinonmycin-C, mtonycin- C chronmpnyci n- A3, bl eonmyci.n
[0098) ir dehemsthasEeuti ARG Ale a0 I the GRBRAAN: 28d Feads of

the s T 88 o ferSDBRHBY £ BT RE ol dEonds,
at le®yp bxt pat, @nmtbgfekﬂrcgmiﬂocalhihr simedcrrandion meaahohsm for its anticancer
activitys KARRIes Ao OBt @nor%ﬁ%é'saﬁfﬁpq?s#%?n o Biprehqtdmited
to, pfaﬁﬁhﬂ%rog@'r fhd! déﬂant | Cgﬁeﬁfn', Eﬁn aﬂ@tﬂ&@bn%%ﬁ%n@iﬁves,

ant ncef ag i ncl u oposi d
alky}ahmg pieatiesuch vs cidbmsibiuci nited g‘eaim;stards; oitiosminmyclophésphamide,

+hydioernorimionaride: 5 hebovey ernBosot Acoptatide, Refphatan,
- BONE2RASUL 1nihg1-00 NN Sri1S2@ R d) A¥SIhhRAnd M etRY 1St nkearimed

i conjuncfion w’th | nmunotherapeutic agents
chlosiomotiogiay, AGNIY,CFANH, MCNU BA 7, hesamstivimelamiree dibromemannitol,

plpo{éj.rgp)%ﬂ;m J@Wﬁ@%ﬁ‘{ X o@gﬁ%ﬁa%&eé#ﬁﬁv%@%ﬁp@t@fﬁg imethylmilelane,

ubu@fﬁil Qﬂp’ro%ﬁéﬂnﬂluﬁﬁﬂﬂbﬁe fBIRLTERA 8hd MRE-TBPIAS bhtimetabolites such as 5-
mphot oxi n, BCG vacci ne, Corynebacterium parvu,g%7
91]

l'y
fluorberagiti folit ecldmbtiagmm(MHé) ﬁ-maﬁ@tmwmdmv@pﬁtm{‘
oo Er S SPRR B B S iae ek T SRICBAA T A
MILTIORRHIZAIOS cytosine arabinoside, cxspuracham d1azamyc1ne, HCFU 5DFUR,

TK-177 and cyclotidine; antibiotics such as bleomycin, daunomycin, cyclomyein,

l—

actinomycin D, mitomycin C, carzinophylin, macrocinomycin, neothramycin, o
mactomomycin, nogaromycis, cromomycin, 7-o-methy1n0ga1101-4'-epiadriamyc'in,'éi'-" ‘
demethoxydaunorubicin, streptozotocin DON and mitozanthron; bis«chloroeﬂlylating
‘agents, such as mafosfamide, nitrogen mustard, nomitrogen mustard, melphalan, - |
chlorambucﬂ hormones such as estrogens bioreductive agents such as mitomyein C and
: "others such as mltoxantrone procarbazme adriblastin, eplrublcm predmmustme '

i 1fosfanud P-glycoprotem mh1b1tors such as thahblastme and protem kmase 1nlub1tors




or nore of Ganoderma | uci dum Scutellaria barbat&March 2007

[tiorrhiza. Conbinati ons of these unds
W‘??!é"gs‘,’ cl)%n to synergisticall,y inhibit proli feﬁg?;%gﬂlog{;zsuﬁs

cancer cells (including cervical and |ung cancer
cells). Extracts of the individual botanicals are
suti emiotemddm'ss € inbiliton(ilmoifekide). dChemotirareutio hpanpdriiadarly refer

0092 ,
to Rk R bl e FLOr B Fep e aesis e Sudng ih elkotin o
auemmdesabn as:étep&idecﬁmgﬁﬂr@om%%mmé&&& ehmagti@ hRifat a

Salvia mltiorrhiza. The dosage of

(P@Qiﬁqxels dedetaxeland me:urseataxhge | @{deacetydbwbcm Hiﬂeanseme kailts)
. [t .t.h ffect. t f
coleliei ) B red 2B inen ottt Sl ibalang SRS B -hRbLENE: o
epiRI6HHyedxind (étbpo%lde? l%?dobﬁﬁésh@r(sucﬁ%mg Hi §8kadaic acid, carbaryl

conprising different ratios of the i ndi vi dual extracts

ang &rs metahelifes sneh aselaﬁ}etg‘dmmnﬁdhyl rompewadshelpdiag 1-naphthol, 2-
R bt PR EEL bl del) DRI G R e 5P 2ieRDegbom-

1mhemmaaeong-ﬂ)eeibeeetepfm@ydph§reh i(CP) gid ®radulopne OB bs CP-52,
concentrations or ratios of conbinations of extracts.
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E r use in the conpositions and nethods of
pacl itaxel, docetaxel, etoposide, vincristine, vinblastine, and vinorelbine are a preferred
eomponent of cytotoxic compositions. These drugs bind to tubulin, the molecule of which
microtubules are composed, and arrest cells in mitosis by inhibiting spindle assembly

~ {Compton; D, A, et al., (1999) Science 286'31-3—314)‘ '
= [0098] | The methods accordmg to the present mvenuon for anticancer therapy w1th

- cytotomc compositions further comprxses admuustenng a therapeutlcally effective amount

of one or more standard anticancer treatments (e.g., one or more of radiation therapy,




the present invention may be any known

eutically acceptable agent that depe
wo PogiR Al

east in part, on interfefing with cellular
and/ or metabolismfor its anticancer activity.
Eﬁ%n'pl es of conventional chenotherapeutic agents
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admifiingd usk SRhALIR ofBF OB AR Br A0S bNELEoR R ARRRT,
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such as 5- fl uorouraC| folic hotrexat e
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Propgrdigs hi oprine, uracil, cytarabine, azaserl ne, tegaful,

BHAC, SALVIA M LTI (PRHI ZA108, cytosine arabi noside,
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am de, .nitroge tar nornltro en nmustard,
sensit{f BR SPHRsEiSin) Redslod il P Sh e bnstiomatic AR RE B SRy dons
treatmbhiGefined in%d@&ﬁﬁéﬁm%? #fenf tonycin C and others
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I nhi |tor suc ine
ccould inake thie compositibhiof An206T a pvﬁeﬂ'mwﬂ&&hemotherapy (inan
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tubulin targeting agents including vinca al kal oi ds; -

0103 Pl 24 55y RBREL BRAGRIIE LA RN i

acuwtﬂmoﬁdedimeﬂpmptbﬂmsecursor t axane (10-deacetyl baccatin
' I11), arsenic salts, <cblchicin (e), thio-colchicine,

[0103]coi Thé eahpesitics #hisabuRn dorlohféniGR! (SR RS ifvsry.
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- Compogiions extragied)yith Sktwaierandairganic sol ety (ethylmatetate aster, ethanol).
nmet abol i tes such as napht hol or naphthyl -.conmpounds

[0104]i ncOwetiat ghel corapisitioais shdv noafbetodtatic effect wﬁh very weak -
mel.onat e,- nocoda

' cytoto:gg;@&%ﬁ hytgg F&?eﬁﬁg%%%ppggplbmqnpmc composmons (Aneutox) o

optlonally include known chemotherapeutic agents.

'i

{0105]  The compositions demonsirate anti-oxidant activitf/-which prevents damage to _
chmmosomes/ /genes, reduces effect of mutagens allev1ates mde-effects of P

L chemotherapeutlc agents and enhances cell repa1r mechamsms _  L
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Q
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present invention. [0096] In a preferred enbodi ient,
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m ¢rot.ubul es are conposed, and arrest ce h mtos
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compbsitiepygctwindrgistiydliyt oxi ¢ conpositions further conprises

adm nistering a therapeutically effective anount of

one or nore standard anticancer treatnments (e.g.,'one

or nore of radiation thgxaoypr gsvarch 2007 WO

2005/ 044182 PCT/ 1JS2004/ 029263 24 chenot her apy,

I munot her apy, -and phot odynam c therapy) in

[0t 135 g ?f {‘%ﬁhw@lrth@rﬁlahogat@m itds beliened that aus skillddyin dicf artdanyesing
- ition .tn a.preferred. ' :

the (3R Rt ATRAThS b8l s fi i st oRHERE TheTollowing

exangles e Sitwtratie: only aidaeliniha) é8the erhafddr 6 tRMINMYsuRlin any |

- g@g or nore standard chenot herapeutic drugs in
way e FSPP_Y?H- to _

. [()112] Th¢ following combinations of extracts Were.uéed thi*oughout the examples:
Ganoderma ,lucidum,_ Scutellaria barbata, and Salvia miltiorrhiza afe; the components of
‘Aneustat. Aneutox comprises the same components in the sai:glg or different concentrations

_ :_' and additionally comprises, optionally, a chemotherapeutic agent.
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osition. A conbination of a therapeut,i I
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chenot her apeuti c drugs and®a t herapeutically
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Quin B G GRS e Shenl Eraen tebb i ROPERS 1
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cancer therapy. [0100] The botani cal sources of the
extiggls viere ©ftan compared with A6H A g camtinativs efi sixdlotapicals (Sophora

-toxge wth.a. long history of us of, the ...
tonfiR R ool Rorfle Pl Blikar, s B yachyoffs, Dictamnus
dasyd .dﬂ@io@&r@&ﬂiﬁfé@@d by Anmes test results (together

with increased sensitivity by synergisn) reduce
| evel s _of chenot herapeutic _agents necessary for

Examplgtlidviethods farirepprntion of BotanicadExtracty for patients.
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botanorats Batantical pfepimborstcantain piopehtmicadpie afitvhich are soluble in
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oIR8 e B ol ekl o
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~ control . O based conpositions can be”standardize
ingridisnid Tfoom sheclyitinicals. Bxtraotion meethodf imbhfderidot Wtsp extraction;

0103]. ,The .composi.ti opns are, al so suited for convenient
Orgpue Qi 1ees S RERRStiop OrasiiniaticbheRectiont PHPrHEPARTOIE atol
ExtraBi®l. and organic solvents (ethyla acetate ester,

et hanol). [0104] Overall the conpositions show nostly

[{)Iﬁt 0S bR dufetsthd n%aré’& ﬁ&n‘%&%@%ﬁ%ﬁ%&xg%ﬁf&éﬂ@hﬁeﬁ%ﬁ@%@ gefleral

e Aneustat c osl tion. c conpositi

 extrctiveuilatfyrm sypvindnFlguye 1 Achmeerkl terbotnizattie prpsutdned for
~..agents. [,0105] ,The gonpositlions denonstrate ] .
it P ] GRS 27 P ROtk M BPAgh P a2 Botanical materia
is ex¥RERARSRN R RERASoIvERD Pfe?éeﬁafé%?ﬁé extrac e[ﬁt?&% is carried out

calleviates side-effects o enot her ap I c agents,
‘twice fier eachdatebs Theliquid exteicts aneetapoiatdto d&nbssr Hme2dal tha\@lvent

. 0054044182, PCT/ US2004/ 029263 . 25 [0106], The,

E re%l&ﬁ%%&?# R R T ?S&P%Pmmkts‘yﬁﬁwaﬂ% the blends
 maybeeatapmlaed foy btbdg¥Bidleliveaei | i tates elim nation of

(i) damaged cells or (ii) cells with damaged genes.

(0116} t NBY the &RBaciith %QE%E Hé}ﬁéte? flf)lylgﬁ!t%s 9819, BbtaBRAE bt bStafiical
I rprovi ng 1 nmmune condi tion ( passSive

: blends were exiracted with solvent (hot water, 80% ethanol, or ethyl acetate) ynder reflux
for 30-60 minutes, separated by filtration to obtain a ﬁ_ltrate; and air dried for further

analysis. The filtrates were combined, diluted or cohce_ntrated 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 respet;ﬁvely. EX}:raction procedure of botanical blends
“with ethyl acetate is illustrated in Figures 15, o o
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present invention to its fullest éxtent. The follow ng

an gelditignab48 hews.i | | ustrative only, and not liniting of
the remai nder of the disclosure in any way
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_ r hammoi des (sea buckthorn). Results obtained with
[01%% e s e Orgamixi angtaquenis ek tradiewera dompated for efficacy. Figures 3A—BC

provide summaries of the potencies for inhibition of cell proliferation by the different -
botanicals Ganoderma lucidum (#9), Scutellaria barbata (#15), and Salvia miltiorthiza,
(#14) respectively when extracted multiple times and by dlffcrent methods. Extractlons by

. Water, ethyl acetate (ester) and methanol were tested.

: :Example 3: Cox-2 inhibition by extracts
[0120]  Cyclooxygenase (Cox) is an enzyme naturally present in our body. Cox-.?. is an
B enzyme that is necessary for inducing ] pam Nonsteroidal anuninﬂammatory drugs -
'_ 0 SAIDs) are widely used in treating pam and the signs and symptoms of arthritis because
B of their analgesm and anti-inflammatory activity. It is accepted that common NSAIDs |
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Thergigjuow inciasg evislenea thatweonstitntive expsessitmeof G OXr 2pleys a role in
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‘ ar.e wn schematically in Figs. 1B, 1 C, and ID
targqtggﬁé%ﬂe\‘i@%ﬂn@‘teﬁwefﬂﬁ%’cedures of botanical

bl ends with hot water, 80% et hanol and hot water

[0122h| | dheantiyinBonmetonsaasstysdorCON-2 ulénblmryf@ctmtyiwgwosaducted

wsing ok PO RF b B [nd SR PR il o
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| arge range of concentrations (in ng/m) of individual
[0125ot afiovetinationrindexs( Y values for the inhibition of COX-2 enzyme activity by

methylene chloride extracts of the mdmdual botanicals Ganoderma lucidum #9),
Scutellaria barbata (#15), and Salvia miltiorthiza (#14) and combinations thereof were
measured. The inverse of the concentration of ektrac’t(s) that inhibited enzyme activity by
- 50% of maximum inhibition (as measured by heat inactivation) is shown in Figure 4. The
comblnatlon of Ganoderma Iucidum (#9) and Salvia mﬂtlorrmza (#14) showed the most '

;synerglsm as d1d the Ancustat combma’uon of all three botamcals
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Ganoderma lucldum (#9) and Scutellaria barbata (#15) showed the most potency.

. 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 Scutellana
~_ barbata are tested for anti-oxidant property. Blend A compnsed all 6 ingredients and
' Blends B-G specifically excluded one component at a time. Scutellana barbata Ieaf was

- found to be responsible for nearly 50% of the anti-oxidant act1v1ty of the entire blend
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line A549 xenografts
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Figure 13.
i [0;41] H_istqpathology showed differences in necrotic patt'ems."_In untreated -
xgnografts, 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.

- 142). The necrotic cells were predominantly located in the central portions of the fumot © -
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[0151]  Concentrations of lipid fractions of individual herb extracts required for 50%
inhibition of cervical cancer cell growth are tested and comipared with that of ACAPHA

- and Chinese medicine. Salvia miltiorrhiza is 1dent1ﬁed as the source of the most potent

' extract.

- [0152]  Concentrations of lipid fraettons of combmattons of herbal extracts (in mg/mi)’

. required for 50% lnhlmell of cervical cancer cell growth dre determmed Combinations ?-

o fof botamcal extracts ate 2 to 4-fold more potent than the most potent md1v1dua1 botamcal .
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ends for detection. [0140] Aneust at
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‘Grafts stained with anti-Ki 67 antibody showed a
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significant, increase in Ki 67 staining of cancer8 Meafdhs2007
W@{(ﬁ) bas eust at treatment. Ki67 labels cells i
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°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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| C50 Std.Dev 1 C50 Std.Dev |1 C50 Std. Dev | C50 St d.&3eharch 2007
Std.Dev | C50 0401.009. b-0339. 078 0.0014 0.112 0.0024
0.067 0.015 0.11 0.0028 0.025 0.11 0401.014.6-03

0.014 0.0069 0.0035 0.00011 0.00065 0.0069 0.0078

.0.014 0.0063 0.0034 0401.Cabkmi8-03 0.073 0.058 0.062

0.01 0.049 0.019 0.068 0.0089 0.019 0.059 Table 2B.

MVO3AT {HCLAMEDIS:i on of Cell Proliferation by botanical
extracts on different <cell lines with standard errors
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6. The use according to claim 5, wherein the anti-inflammation activity selectively
inhibits COX-2 over COX-1.

7. The use according to claim 1, wherein the cancer is fung cancer.
8. The use according to claim 1, wherein the cancer is cervical cancer.

8. The use according to claim 1, wherein the medicament further comprises an
extract of Camellia sinensis (green tea).

10. Use of

(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;




0401. 009. b- 03 + 0401. 015. b-03 0.065 0.016 8 March 2007
0401. 014. b-03 + 0401.015.b-8% 0.012 0.013 Al 3 (9 +

14 + 15) 0.042 0.017 10154] Al conbinations of the
three botanical extracts of Salvia mltiorrhiza (#14),
Ganoderma | uci dum (#9), and Scutellaria barbata (#15)

R AP, L Pl 4291 0
cwdamentlid suitable ferohdminizamingrtocanh lisdidduat wimar badd siage of

E%g%% 4. 8 March 2007 WD 2005/044182
S2004/ 029263 38 Table 4. Sunmary of Synergistic
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and AR B o8 8o S8 ot oanilne GG SBhRTHb Gz
ord SactelariaCmrbata ate providsd t MibuhtOslfCiemitr 4 synenglstic effect of
I arostate colon 9+14 0.46 0.27 0.62 0.54
6%@0@"2%%’.“9‘4 0.27 0.30 14+15 0.51 0.33 0.54 0.35
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i ndi vi dual” publFi cati onor "patent "application are
specifically and individually indicated to -be
i ncorporated by reference. [0156] Although the
foregoi ng i nventi on has been described in sone detai

by way of illustration and exanple for purposes of
clarity of understanding, it will be readily apparent
to those of ordinary skill in the art in Iight of the

teachings of this invention that certain changes and
nodi ficati ons may be made thereto without departing
fromthe spirit or scope of the appended clains. 8
March 2007 39 CLAIMS WHAT IS CLAIMED IS: 1. Use of a
conposition conprising two or nore of an extract of
Ganoder ma




| uci dum an extract of Salvia miltiorrhiza and d&March 2007
extract of Scutellaria barbata wherein each extract
conpri ses about 10 to about 50 percent by weight, for
the nmanufacture of a nedi canent for anticancer
therapy; wherein the two or 4gore extracts of Ganoder nma
lucidum Salvia mltiorrhiza and Scutellaria barbata

| . . e o) ergisti.c
307 LR RELEEHR PURID LG, b BRI b aR BT H e
to claiml, wherein the extract is a hot water
extract. 3. The use according to claiml1l, wherein the
@41 ThE lusé Scndiff 38 lAme XY, *Béreindthe TxGattSR A§ASFTAtNRadt bne
claim1, wherein the extract is an ethyl acetate
Brapeky t seleptedr fomy sthe agroup dpensisting cpfi antitinfigmarasion, timeuno

?&srtfﬁg,tn 111&0?1{%; %@?c es! ﬁ)ast%:l:egﬁ-:e Tl\ﬁi-%lfgﬁg LS %lccee%rgtgng cell

rom the gro I'ng of: anti - anmat i 0n,
prohfieretiorboost i ng, i nduci ng | ynphocytes to rel ease
TNF- al pha and accelerating cell proliferation. 6. The

U5 TheCcdediab@rdifig Cloalcia, 19N eiRtdin tHAE anti-inflammation activity
anti-inflammation activity selectively inhibits COX-2
eRiestivelphibity COG2 o C@¥clor di ng to claim 1, wherein

the cancer is lung cancer. 8. The use according to
£0.ailhe musevdrspwing thelaiond 6y wheraie rthe onedicammeris @italileefor

. rding tqg clai er.ei n_t he di canment .
AP RRGAREE i 4 Berariiaby, RS Seal S SRSy aptioancer
tredieeittstseRpted Fdm Waeprdhp CansitingdTadietiéd §ldpy, chemotherapy,
effectjve anmpunt of a_conposition conprising two or
FHS B Y oraogheranye phased xagnueitheraiy] andi atombingiioatherenst of
Salvia mltiorrhiza and an extract of Scutellaria
bar bata wherein each extract conprises about 10 to

t 50 er,cent [ght: .a b) a thera ticall
£ e 1 o BRBRO st 0 Bt rsPRplitim T wbup
g8iting of lung cancer, small cell hihgAh&d ag@Rdn-sBAR cdIPlunk Réncer.
manuf acture of a nedi canment for anticancer therapy,

wherein the nedicanment is suitable for adm nistering
to an individual at an early stage of cancer;
18. The use according to claim 10, wherein the cancer is cervical cancer.

19. The use according to claim 10, wherein the cancer is prostate cancer.

20. The use according to claim 10, wherein the chemotherapeutic agent is selected

from the group consisting of gemcitabine and methotrexate.

21. The use according to claim 10, wherein the chemotherapeutic agent perturbs

microtubule polymerization.

22, The use according to claim 21, wherein the chemotherapeutic agent is selected
from the group consisting of paclitaxel, docetaxel, etoposide, vincristine,

~ vinblastine, and vinorelbine.
23. The use according to claim 10, wherein the chemotherapeutic agent is selected
from the group consisting of cyclophosphamidé, 4-hydroperoxycyclophosphamide,

- thiotepa, taxol, doxorubicin, daunorubicin and neocarzinostain,




wherein the two or nore extracts of Ganoder ma | ug Mok 2007
Salvia mltiorrhiza and Scutellaria barbata are
provided in anobunts sufficient for a synergistic
effect of a biological activity. 11. The use
according to claim 10, whergpp the extract is a hot
wat er extract. 12. The use according to claim 10,

e n : r .
5007 i A50RIHE RELaE 187w ERBNGE Sy sl eltprises an
chieact pf Camtllia sinensie(drgdn tagdet at e extract. 14. The use
according to claim 10, wherein the extract is displays
as. Usasft one property selected fromthe group
consisting of. anti-inflanmation, imuno boosting,

i nduci ng | ynphocytes to rel ease TNF-al pha and

accel ' ke ' . o
ccor 0 g S Efically BERLEAAMRD] o dmpbifiol mprising two o
actré of tryexteet of Chnaleyma hividiing, anCRad «f\SalviCMitiotrhizhGind an
qu gs$ according to claim10, wherein the nmedi canent
FSTEUPt abl e for adnministration with a therapeutically
effective anount of one or nore anticancer treatnents
sel ected fromthe group consisting of radiation

t her apy, chenot herapy, surgery, i nmmunotherapy,

phot odynam c therapy, and a conbi nation thereof. 17.
The use according to claim 10, wherein the cancer is
sel ected fromthe group consisting of lung cancer,
smal | cell lung cancer and non-small cell lung cancer.
18. The use according to claim 10, wherein the cancer
is cervical cancer. 19. The use according to claim
10, wherein the cancer is prostate cancer. 20. The use
according to claim 10, wherein the chenotherapeutic
agent is selected fromthe group consisting of

gencti tabi ne and net hotrexate. 21. The use according to
cl ai m 10, wherein the chenot herapeutic agent perturbs
m cr ot ubul e pol yneri zati on. 22. The use according to
claim 21, wherein the chenotherapeutic agent is
selected fromthe group consisting of paclitaxel,
docet axel , etoposide, vincristine, vinblastine, and
vi norel bine. 23. The use according to claim 10,
wherein the chenotherapeutic agent is selected from
the group consisting of cycl ophospham de,

4- hydr oper oxycycl ophospham de, = thiotepa, taxol,
doxor ubi ci n, daunorubi ci n and neocar zi nost ai n.




8 March 2007 40a 24. The use according to cl ai 8 March 2007
wherein the nedi cament furt®ér conprises an extract

of Canellia sinensis (green tea). 25. Use of (a) a
therapeutically effective anmount of a comnposition
Sootellark baybitaontEreingaEe efrad ofptis&C Abdft 166 @BELINSD percent

buciggg]?b n extraﬁt of Salvia mltiorrhiza and an

Y ego'ﬁﬁP% 007 41 Scutellaria barbata

\Sgrez:gn{} egﬁhfagﬁ)%{qgﬁyoﬁﬁ? r ot E%?uagrféo ttﬁoneac emotﬁerapeut:c
therapgentjared | y effecti ve anount of at | east one

chenot herapeutic agent; and (c) a therapeutically

ef f ec{d)ve dmpapdutiodllyarfiestiveaamonht Hifppaplkeateact of Hippophae

rharm;;H gr?n%i for t he manuf acture of a nedi canent for
anti cancer c{ erapy, wherein the nmedicament is

E)g' f %blnfanfu%'ctl.ﬁg n?éina :qitéTr%dl'c\%ﬁ]e&]g fﬁln t 39% gu@e?@%y e%vrherem the
e‘oeﬁtcamleet csf sGikatéed érnadrhinistediogn to Sal Vridividaal tat amr barkastage of

@5}?: cutellaria barbata are provided in anounts
Picient for a synergistic effect of a biological

e, Setinffh wA6, 5% S6R0L PO AeFALETS SH0S'Flbrnica
aractactde!laglatharhataam @oyidedmramnountshsufiicientdarta symemististefiptt of

A6RN | 28. The use according to claim 25,
\M§ (’% ?ﬁmgxtract is an organic extract. 29. The use

Q@%@%S@%cﬁ&dﬁﬁb% %%525%7?6 b[?hdé %&ra%%*s ar&}twa%er%&ﬁ&étays

| east one roperty 'se

PR gt 28 R Y SOt
i’@eﬁl'eg.lf @ta'ce&dﬁ:l td) cla%% v%l%rré\ﬁ 'tl%'%xtl%gt |s-5|ﬂeor flc extract,

accor ng to C erein the anti-in

f@tTHé' lide aé(?drﬁﬁé Ity %iaYm'Z?Sh' & egtr G?i d@ﬂég& at :Igélast one

he use accor to clal m§5 wherelrn t
pmgﬁw,@@t@(tfmtthpsg@up con5|st|ng of. anti- mflammahon |mmuno

boosting, inducing lymphocytes to release TNF-alpha and acceferatmg cell
proliferation.

'30. The use according to claim 29, wherein the anti-inflammation activity
selectively inhibits COX-2 over COX-1.

- 31. The use according to claim 25, wherein the Hippophae rhamnoides extract is a
hot water extract.

32. The use according to claim 25, wherein the medicament is suitable for
administration with a therapeutically effective amount of one or more anticancer
treatments selected from the group consisting of radiation therapy, chemotherapy,
surgery, immunotherapy, photodynamic therapy, and a combination thereof.




hot water extract. 32. The use according to cl ai$iM2gch 2007
wherein the nmedi canent is suitable for adm nistration
with a therapeutically effective anount of one or nore
anticancer treatnents selected fromthe group

consi sting of radiation thegapy, chenotherapy,

surgery, imunotherapy, photodynam c therapy, and a

ery, I mmunot her apy,
3R DAk g A iy I B SN oA end g

er. 34. .Th se cardi.ng to claim 25, wherein
Bllel R aPoUrding &y ¢1Aton £ KR the Rgcer T €l GARESy i ng

| ai m 25, .wherein e cancer i s prostate cancer.
%gz C gEing e ¢ Egd"’l%ﬂ.f%ip ﬁhﬁz@}w%wr@ﬁﬁatetqa@cer-
chenot herapeutic agent is selected fromthe group

eBnbhspierRgeRringdmetaim &V harrn e themothesapsutigaent Heselected
56 AERE el ok MR AL lotdBre |

I ' ionp.  38.. The . use accardi.n o clajm 37
R7e TF B Risoffun By rlaPd oo iiherig i ethelreBlasy rores
thierogibalepobtangizatibmg of paclitaxel, docetaxel,
et oposi de, vincristine, vinblastine, and vinorel bine.
98, THE ddaraebordd@do cthen3%F, wibRid AR AemeMmdiptutiCagehisBelected
25, wherein the chenotherapeutic agent iS sel ected
fiorim th e Stpup u gomsbtisE s Of npadditaxslc dopttoshhatrpdside, vincristine,

- . e |.ophospham de, thiotepa, taxol
g%@%gﬁﬁggﬁgv%§%ﬁﬂ%$ubigin and neocarziﬁostain. 40. The
use according to claim25, further conprising an
extract of Canellia sinensis (green tea). 41. An
anti cancer conposition conprising two or nore of an
extract of Ganoderma |ucidum an extract of Salvia
mltiorrhiza and an extract of Scutellaria barbata-
wherei n each extract conprises a therapeutically
effective amount. 42. The conposition according to
claim4l, wherein the extract is displays at |east
one property selected fromthe group consisting of
anti-inflammation, imuno boosting, inducing
| ynphocytes to rel ease TNF-al pha and accel erating cel
proliferation.




43. The conposition according to clai m42, wher el Magghe007
anti-inflanmation activity selectively inhibits COX-2
over COX- 1. 44. The conposition according to claim

41, further conprising a therapeutically effective
amount of at | east one chengbherapeutic agent. 45. The
conposition according to claim4l, further conprising

%9t PR Eoafld 06 c1bff ﬁtdrc]‘}é?elﬁ 'ﬁ{éuc!ﬂem%{heﬁ{;l i.u;@ééen? selected

chenot her'apeut i'c agent a therapeutic
difoire thei grevpaegisting b aycleptiospizmidd, 4-hylaehagcyclophosphamide,

h d 46. . The co itio accordln to claima41l,
FREPRR oS ahiT dAPBUT P S0 SRpcar Pt b

crotubul e | ynerization. 47. The co 05|t|o
290 f??la ﬁﬁé alCEa‘? 8}%. LR i m@?erféﬂhﬁrt W@‘ﬁ@gﬁ%éﬁgﬁféu@ﬁ gamellia

§H1%Hst1s (g?eenst&i ected fromthe group consisting of
paclitaxel (%ocet axel , etoposi de vi ncristine,

\4ll nRJl gﬁﬁéaﬂ cr CCFlgD I{IQIT Eg&\kﬁlllfﬁlgg tW({ %I' II’lO e%n.%{i e%.?'raét o(i“banoderma

accor 0 herapeutt
hpidhim,i &1 estedce of eRh1¥in aniltidrehigy atp aﬁomﬂasﬁ bh Scﬂ%llana barbata
gv nti t abj ne and net hotrexat e. Bh@;[he conposi tion

149458 KB CampRions @ thrapeutigal e@ﬂ‘é%pﬁwapeut. c

3ent Is selected fromtheeﬁroup consi stin

Thﬁmmmdécordmgﬁy ¢laipetioxperein wmgpﬁamdu;elays at least

g -

Bﬁ‘ﬁﬁhh@z @ﬂlﬂcﬁ%g 2anphot$tebOto Thleaseo MG alphd rundC addelérighd Qell

cl m41 wherein each extract is used in about an

B eFral‘:%;’ilm)unt 51. The conposition according to claim

50, wherein each extract is a hot water extract. 52.
FHHPB AceEdivede slpim d2c Wheieisthe antdnfammatiorhactivity

g@fécftf@gl&'. 5{998%% (%V\% 1act 53. The corrp05| tion

accor erein each extract is an
gﬁf.hﬁlle g&n%oasgtleon accorda ing to claim 41, further comprising a therapeutically

effective amount of at least one chemotherapeutic agent.

45. The composition according to claim 41, further comprising a therapeutically
effective amount of at least one cheinotherapeutic 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- -
hydroperoxycyclophos’phamide, 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 5 2, wherein each extract is an ethyl acetate
extract, '




