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cadmium. The lowest incidence occurs in Japanese men and

vegetarians.  The cause of prostate cancer is unknown,
although some studies have shown a relationship between
high dietary fat intake or increased testosterone levels.

25 " Prostate cancer is a éerious. and often
life-threatening condition. Prostate cancer, which is
characterized by rapidly-proliferating cell growth,

. continues to be the subject of worldwide research efforts
directed ﬁoward the identification of therapeutic agents

30 which are effective in the treatment thereof. Effective
therapeutic agents prolong the survivability of the
patient, inhibit the rapidly-proliferating cell growth
associated with the disease, or effect a regression of the
disease. Research in this area is primarily focused on

35 1identifying agents which are therapeutically effective in
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20 detected by physical examination or PSA testing.
C: extension of tumor beyond the prostate capsule
without spread to lymph nodes.
D: cancer has metastasized to regional lymph
nodes or other parts of the body, such as the
25 " bone and lungs for example. , '
With the advent of Prostate Specific Antiéen
(hereinafter “PSA”) testing, most prostate cancers are now
found before they cause symptoms. The symptoms listed
below are possible indicators of prostate cancer: urinary
30 hesitancy, urinary dribbling, urinary retention, pain with
urination, pain with ejaculation, lower back pain, pain
with bowel movement, excessive wurination at night,
incontinence, bone pain or tenderness, hematuria, abdominal
pain, anemia; weight loss, and lethargy.'
35 The appropriate treatment of prostate cancer is often

confroversial. Treatment options vary based on the stage
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using medications such as mitoxantrone, prednisone,
paclitaxel, docetakel, estramustine, and adriamycin, has

25 possible complications which are numefous and specific to
a given chemotherapy drug) _

Sufferers of prostaté cancer often experience
significant lifestyle changés, including disrupted sexual
desire or performance on either a temporary or permanent

30 basis; impotence; ektensive monitoring for progression of
the disease; stress of illness; and urinary incontinence.
Thus, there is a continuing need for alternative treatments
for prostate cancer and for improved treatments for
prostate cancer.

35 Cyclooxygenase Inhibitors. Cyclooxygenase 1s an

enzyme-protein complex with a variety of biochemical
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common target of anti-inflammatory drug discovery. However,
common non-steroidal anti-inflammatory drugs (hereinafter
“NSAIDs”) that are active in reducing the
25 prostaglandin-induced pain-and swelling associated with the
inflammation process are also active in affecting other
prostaglandin-regulated processes not associated with the
inflammation process.
NSAIDs have been found to prevent the production of
30 prostaglandins by inhibiting & enzymes in the human
arachidonic acid/prostaglandin pathway, including the
cyclooxygenase enzymes. Traditional non-steroidal
anti-inflammatory drugs, such as- aspirin, work Dby
inhibiting both COX-1 and COX-2. Thus, non-specific NSAIDs
35 can have a damaging effect on the gastrointestinal tract,

kidneys, and liver; blocking COX-1 can make the stomach
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WO96/03387, WO96/25405, WO95/15316, WO94/15932, WO94/27980,
WO095/00501, WO94/13635, WO94/20480, and WO94/26731.

25 Drugs such as valdecoxib, celecoxib, and rofecoxib are
intended to selectively inhibit COX-2 with minimal effect
on COX-1. However, despite the emphasis on COX-2
inhibition, even these drugs appear to have serious long
term side effects,‘ such as the breakdown in digestive

30 protective mucus and prevention of normal healing
p'rocesses. There 1is thus a cohtinuing need for more
specific and non-specific COX-2 inhibitors which avoid side
effects associated with COX-1 inhibition.

Natural COX-2 Inhibitors. Several .herbs have been

35 found to inhibit the COX-2 enzyme. For example, holy basil

has been found to possess significant anti-inflammatory
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Berberine, found in barberry and Chinese goldthread,

25 has also been found to inhibit COX-2 without inhibiting
COX-1 activity.

In U.S. Patent No. 6,387,416, Applicants disclosed the -
inventive compositions and their use for reducing
inflammation. The contents of U.S. Patent No. 6,337,416

30 are hereby incorporated by reference in their entirety.
Surprisingly, as discussed in greater detail below, it has
been determined that the inventive compositions are useful
for treating prostate cancer as well.

Use of COX-2 Inhibitors for Treating Cancer. It has

35 been postulated that COX-2 inhibitors may be useful for

treating cancer. Yet only a very few patents actually
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is apparent that there is a great and immediate need for
new COX-2 inhibitors for treating prostate cancer. This
need, is met by the invéntive methods and compositions,
25 which treat prostate neoplasias without significant side

effects.

SUMMARY OF THE INVENTIVE SUBJECT MATTER

The present inventive subject matter relates to a

30 method for treating prostate neoplasia in a subject,
comprising the step of administering an effective amount of

a composition to said subject to treat or prevent said
prostate neoplasia, said composition comprising
therapeutically effective amounts of supercritical extracts

35 of rosemary, turmeric, oregano and ginger; and

therapeutically effective amounts of hydroalcoholic
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prostate in a subject, cogErlsm the step of

p .
adnPhi st EPPRGRAN ef f EBBERGE GmounPr8828%conpBs; ti gAngET;  and

sai gdnsubhegt k810 eate 5AbEL 1 EDI ,arfRlk £0MRESI t hpAroalcoholic
conprising therapeutically effective anounts of ,
supektritiesal oéxthaky s RFSloseminger,  hiy@eirdc, Scutellaria

or egan inger, therapsyldcal Ly ef fegling g, chinese
arm%% gagggﬁggr’oal%% 0 |cyext ’r%?éétsn of h%fy basi |, J
1 ngeilldthuenmd;,i endSbateklrayi-a bai cal ensis, rosenary, .

green te?gﬂ%%?ﬁ?@%n C@?%@%&é%@&grg PG Dk §£EYmétter<is~

In additi résent i'nventive subject matter -is _
dr adpatva aonethethddridr gatdatyirsy deldsf fedifies tas sosicgtieded with

with prostate neoplasia.jin_a ' , i S

" LB REOSLAl S IR0 A 2,412 SN gL, SOIBLLLAY R scep o
conpasiihiefetrangana stifpectveoamoeat odi d@ sodposition to said
22{;%@ S\gg gl 8?1? %%{tlggigorrspir &' Qaquehcecrsa,pe%taji%al Ic)émposition

comprising therapeutically effective amounts of

supercritical extracts of rosemary, turmeric, oregano and
ginger; and therapeutically effective amounts of
hydroalcoholic extracts of holy basil, ginger, turmeric(
25 Scutellaria baicalensis, 'rosemary, green tea, huzhang,
Chinese goldthread, and barberry, whefein said side effects
are selected from the group consisting of disrupted sexual
desire or performance on either a temporary or permanent
basis, impotence, extensive monitoring for progression of

30 the disease, stress of illness, and urinary incontinence.

BRIEF DESCRIPTION OF THE DRAWINGS

Figuré 1 is a graph which depicts COX-2 inhibition
produced by the inventive compositions.
35 Figure 2 is a photograph which depicts a Western blot

of COX-s expression in INCaP cells following treatment with
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supercritical extracts of rosemary, turneric, oregano

and ginger; and therapeutically effective anounts of
whyasosdosnhol i ¢ extracts of. holy basil, gi ngePCT/US2004/040568

turneric, Scutellaria baicalensis, rosemary, green

t ea,) buzhang, | Obi pessogokdbhicead, and barberry,

wherel n sal ects are selected fromthe group

conS|stlﬁggored|§rupﬁedaseﬁnéphdeghkéhordpELﬁbsn&hhe growth-

on EhBESEtérge rtBé Y RGIJTBNENL, B %ﬂ%ﬁ@d? @P&r‘%‘s on LNCaP
ext 8NSi Ve RORi tOf i Ng f or progression of t ' Séas
stresslef ill ness, and urinary incontinence. BRIEF

SCRI PT OF TH h

opi ct o BORCS2 4 R B Yron Ao By PR Eoeny e ern blot

conpﬁsPARanleEN@@eefZagmemqﬂuﬁnnyunﬁﬁ\Mycﬂmemxm@ms af LNCaP
West e bl 0 r 1 NCaP cells
foIFo&Fﬁg f%gagﬁgn%nveiﬁgﬁg ?%%EgglvéOEEHDOSItIOHS
Fi gure 3FL§uaegﬁaMS\MﬂgﬂapkﬂwhﬂehtdEp;ﬂtWW@aspase -3 activity

|nh|b|t ffects e _i.nyentive conposiit.i
éﬁ%éf QEEQWlngho%B%?t%%n i %F%e%h§tslgventlve
]Mﬁstempobhetoﬁé.PARP cl eavage fragnments produced by
treatnment of LNCaP cells with the inventive
conpositions. Figure 5 is a graph which depicts
CaspaspeTadrest bestrIpnIoNCoP rakl sniehkovwkngubiect matter
treatment with the inventive conpositions. DETAILED
DESCRI PTI ON OF THE | nvent i Refimsi€ansyt t er
Definiti €i e LSL @PELL 1 £¢! by reELEGLI £ d
amount " ggéuse erg%% Qﬁ%ers to ?hat anmount %?mﬂ$ a8 use
léxt haceinhingfasd | teorithdtbuzmontt lvd careeextreati mrich will
ab| e c 0 on t i at i n
ébhéFg%HE?eféggptgﬂ%%rtFgﬁggf ?%gétahﬁhlbgg}%%é%f of  the
thecgmpmﬁhtlspreadlng or netastasis of prostate
~ neopl asi X! I, 88 vl 0 r
t he Cancg %Ie 'Fh a?c ﬁ:'{ "t re L%steci a}lxefjgfrtt E&fé?é‘ QI) partial
or total 1nh1b1tlon of the growth spreading, or metastasis

20 of prostate neoplasia, as well as partial or total
destruction of the cancer cells. The term “treating”
includes 'the‘ reduction or elimination of prostate
neoplasia, and also the‘reduction in the incidence of the
disease.

25 The term "preventing" as used herein refers to either
preventing the onset of prostate neoplasia, or preventing
the onset of a preclinically evident stage of prostate
neoplasia in individuals at risk. Also intended to be
encompassed by this definition is the prevention of

30 initiation for malignant cells, and the arrest or reversal
of the progression of premalignant cells to malignant
cells. “Preventing” also includes the prevention of growth
or spreading of the prostate neoplasia. This includes
prophylactic treatment of those at risk of developing a

35 prostate neoplasia.

The term "supercritical gas" or "supercritical fluid”
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i ncludes the reduction or elimnation of prostate
neopl asia, and al so the reduction in the incidence of

wo b@sas®@ense. The term "preventing” 'as used hPCEUS2004/040568
refers to either preventing the onset of prostate

neoplAshidedOrnPEEYRNtidg L he NSt ghsa ¥ eqhjnl Cﬁggxed to a
evi dent stage of prostate neoplasia in individuals

ri skemNe@ iynendesd ticde aridhpasBifhy WHigh the gaS will
def iy dﬁhrlsltt@ea%%%%' 08 Qf e i Nidd atien ftﬁ%n to a liquid

mal i gnant cell's, the arrest or reversa
progﬁ@ﬁﬁdﬁe&ﬁ oFf epalasgvaift- ceP s9a® hﬁﬁtgﬁmﬂocelmﬁmperature

Er %\fﬁﬂ}té ng.LtsaI %qijlﬂcéalhqegg%élr}?c P uﬁ\'ﬁ_e:l,nt 'b%r}i“ e nc dense ‘on

or spreading of e prostdate neopl asia
pr opiwﬂmtﬂslSﬂqw,eaﬁmélhafoflﬁﬂﬁﬁ'@@&tﬁl@l@tdfcﬂjmmhg those of

a_prostatg neoglasigy ) The,d i tical 088" floxide is

supercrl I"éal as use er ers 1o a gas
thamdmmnn&ytosadtenpeaapbmeatmonscmeqmmnumgoaemupercrltlcal

tur;fqtul%e g&ish el e@aaln So? zftt.sﬁ.&a%%o%%psekactr%.tand n?&ulds and

0 4a I|qU| regardl pressure
10 ahieenpenatale abeveof t sSupeiricirddli gadi nflwnl:lls bicorextraction

ver deQ§e on conpr e SS|ggb %ojﬁpat its cter| tics r 1
r eséml € Fiose®6f a“Ftq ut"i | - Beco ? Qui gupercritica
Car kyonu i oxi thera St Lommoniiyleged Laoappl M@&hlg(hns and Krukonis,

requiring a, su critical f|UId The ner
pr op%iﬁ%%moql&éeﬁéw?. ExtHaqhies - an%r%%l@-é%r gndygeractice,

of iﬁﬁﬁféﬂltlC@&tééﬂwg§thﬂﬂ@%ﬁéﬁ§ﬁh0n:mmﬁ@eséﬁa aflliams and
. described in, e.g or Supercrltlcal Fl ui d

Bt ddthifsd ANﬂqgerﬁﬂﬁ;Cqﬁ3ﬁggﬁdaMQtRPQQOﬁpg Protocols, Humana

SUP%EHéé'CﬁbOE'Wﬂ%éﬂEéﬁE&heg d%'Qﬁi@he%fguhncorporated by
Practice,” 2nd ed., Butferworth-Hei nenann, 1994: and

VVIIﬂQﬁﬁiQnﬂﬁ(haﬁqkﬂ(j Supercriti cal Fl ui d Met hods and
Protocol sy, Hupepg B r&000, atlheeSi??%EEEén"f i Gheg hereln

are incorporated by r ference erein
" suprfE itealthex tieatiionte 4 whddEHhénsineptefsrs qampounds can

é@ek§e%Q@f¥€%éd“é@Hﬁ”&i%ﬁL%PQ&@fiéﬁﬂ?%PQQ%é¥%}ltlcal fluid.

‘The solvation power of a supercritical fluid is increased
as the pressure and temperature are increased above theilr
critical points, produciﬂg an effective solvent £for the
isolation of hydrophobic molecules.

25 The term "hydroalcoholic extraction” as used herein
refers to to the technique in which hydrophillic compounds
can be extracted from a sample utilizing a solution of
alcohol and water, followed by evaporation of the solution
to produce a extract consisting of dissolved solids.

30 The term "neoplasia” as used herein refers broadly to
neoplastic, pre-malignant, and proliferative disease,
including specifically benign, premalignant, or“malignant
neoplasms in individuals with or without any prior history
or diagnosis of neoplastic, pre-malignant, or proliferative

35 disease. The term "neoplasia" includes neoplasia that

produce prostaglandins or express a cyclooxygenase,
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be extracted from sanples utilizing a supercritica

fluid. The sol vation power of a supercritical fluid is

w0 p@sex®ezl as the pressure and tenperature ar ePCT/US2004/040568

i ncreased above their critical points, producing an
efffﬁéw&ﬁg ¥80h fifn the 4,50l é&he@reashx%%%ob'gcrowths, and
nol ecul es he term "hydr oal coholic extraction'

useplo hgpei n refers to to the technlque i n which

hydr ophi C gﬂg%ﬂaﬁ% {racted kr qggg
ut|I|2|n%£% s% ution of coh6ﬁ§and mat%r Ws oa i? refers
evapooatipn tof &ﬁmibﬁﬁlalonaﬂ@epﬁodwpéub&bQQMKa, carcinomas,
on of diss e ne
3 SelttRE ol S orBHUEE, el Beat e b ik o, OBy atBorasia of
-nagl@nanlaraodlgnnlmhethE|pEOdtsEa3e |nclud|ng

~specific IIy beni gn, . pr L gn n
neopl asne T rCPRAl v HEAFSoui £ or i FREGE anglpFFopo any human
his@nrmammaﬂla@mpscs whoneapl asprestpre newplgsaal ,poeferably

proliferati di seas The .te 0 aS| nc
neopl & %W%xt?éh ISt oduce D o§%a€ggﬁ§eﬁ@ev g%ﬁp %HS Subject is
10y chnpxygraase nutuﬂaMgs@ma@cbenpgafamdb&gn@ennuﬁan subject,

tunoy s, ,romhs S .T'eterm" a , '
oomhasi g S A POt 1 op B, P8 R LA £ el raerived
canp§@§tae@|hﬁ@pym§¥a camhbneﬁ&@edﬁum@ya®e(Htokhek due to
mal i gnant tunors or neopl asi a of %. dular origin in

t heSProstate. tfhe FEFM-“SEBPEEL " Sd h&FEH reforgtically

t 0 gAYdNYPBBQr t BRRERE aupjresta%Onbaglas@éosmaethe like.
neopIaS|a preferably a human subject . For nethods of

18r event i Bhe tﬁ@rgubjédp%9§x§ﬁfnﬁﬁﬁa@ orrhikvgior” or “COX-2

SUbiﬁEibl@éﬁﬁer§5|yu@e@U”&%r%dﬂle@%féMHJ|ﬁb?ﬂar|§8mpound or
for developing an epithelial cell -derjved prostate

neopPEBPALILTAR subjiett hhy ddeat tFi sknBiBlifo expblRrygenase-z
to ﬁﬁfﬁbaegsavsréaemhﬁleEhag e@n@?b@abkggeh@@bsaosed
to have a prostate neoplasia, and The term
"cycl ooxygenase - 2 inhibitor" or "COX- 2 inhibitor"
23S used herei nyephEhs fQRaTﬁﬂﬂ?fﬁ@dPﬂbsﬁﬂﬁﬁoéhkbER

mhlch is able TO Tnhrblt cycl ooxygenase -
Although the occurrence rate of locallzed, latent

forms of prostate cancer 1is consistent throughout the
world, the occurrence of metastatic prostate cancer is much
greater in western countries compared to eastern countries.
25 This striking disparity ' suggests the involvement of
environmental factors in the development .of metastatic
prostate cancer, and has prompted the initiation of several
epidemiological studies which suggest a link between high
fat diets and risk of metastatic prostate cancer. Both‘
30 arachidoﬁic acid and its precursor, linoleic acid, are
present in significant quantities in animal fats and a
variety of vegetable oils. Physiologically, these fatty
acids are integral components of cellular membranes and
also function as substrates for the production of an
35 important group of potent, signaling lipids, termed

elcosanoids. Eicosanoilds are known to be involved in the
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wi t hout adverse inhibition of cycl ooxygenase - 1 .
METHODS FOR TREATI NG PROSTATE CANCER Al t hough the

woecwas@sre rate of |ocalized, |atent forns of PEr/US1084/€40568
cancer is consistent throughout the world, the

occuphengeigh pRtagtathe1pnAstate cappBhsks FHGBy production,
great er 1n western countri es corrpared to eastern

couReghéstiomhiod 14qad npreFspar: t PLeGggedid- iy, control of

i”VQE%§HEGEt9§eﬁg¥B&QQEEQt@ﬁdf@$§§ﬁé«jﬂbdﬂH% and regulation of
devel opnment of tastatic prostate cancer, and has
pr ofipeed sieeri/matkieat iciF 1t severddi ek vl ogbleage powerful

%§uﬂgaﬁﬁﬁgkghaﬁHggﬁéteﬁ&§ﬂég(éﬁgﬁfg%%dﬂk%htﬁéﬁ,dE?E%oxygenases
and risk of nmetastatic prostate cancer. Both
ar a¢BPY¥oni zndcild mxydagaecdidor, frfolWirlieied ari tumor

pre ' Lgni f.i ti L8 el saRinmls fats and a
var ?gﬁ}%lgpm\%ggét &%ng{gls?g.%ﬂph%??ofngg iac glal@g,s t hese

fatty aclde dmerdentregfral isofponencs ofydeldugdemrase are COX-1,
MEMRHQNES Qﬁa étBiQBf unes 1,90, 48 JALES fr%rs. totgl%]ible for the
produdcti 6én of an inportant group potent, S|pgna ing

10 ppdsduteined «f cobangmsip Efcosiansiadwiale kpoesteglandins.
be j.nvolved,in initjat] t he _i nf Ly . .
s pBReetEr bt B uT Sl dpmoltanh BRUBRsSbing funceions
pressurehe blaedd. cl entli njs domreford mcemsedicttiively produced

processes, and tissue grow ing r | ation .of
sl eﬁgf\%ﬁt@,o& cI%® /Li%%‘?%’r ongfq}?/l,%j’t hgg‘gegé\%\ér 1 a1y absent
nmeduatals ianthddie lenzypesifhat sprioduce. t h@&m is therefore not

cl oxygenases X).and |.ipoxygenases. (LO,, are .
O PREREEa T Eimy CORTE CPeioL Prag st phné LR gogression of
met agh@sSiGisddwe t BEeeerni Nnshiding ekneyel.oxygenage has been
are COX-1, COX - 2, and COX - .3 nd these enzynes are,
resEBH§fjblté’f%<? ﬂ?@sﬁlngdujc?i GHGBF‘%F%e ]g‘:i‘vo‘%lp'a o?x a variety of
ei cesareirds, ipeosHaghandings. cdhenCO¥anclreiasaigr mMehds and neck,
many i nmportant housekeepin sf I%gcti ons in the cell
P

nd
i s PREr RO ACEn AR vel &&8&&%%u%ﬁﬂﬂﬂnnc?%é? has only

APpd¥eenCo¥1ativehgreentily Usiealdiriaksent unti
i nduced by specific stimuli. It is therefore not

surpri si R§IPHEENGOR OIS | ApiFeht edti Mathgbeen demonstrated
g£§§h§§9é¥bégtéE"We9é§§a§§.%kﬁ&%ﬁ,at@CbﬁébaﬁtC@HPeéome tumor:

samplggf Egﬁﬁ'there is an increased level of COX~-2 enzyme

expression with disease progression. COX-2 activity and
25 resultant prostaglandin prbduction is also involved in

tumor-induced angiogehesis, which we expect to be mediated

by certain COX-2 inhibitors. Additionally, we expect that

certain COX-2 inhibitors produce a re-initiation of

apoptosis pathways, overcoming the anti—apoptotic factors
30 secreted by cancer cells and leading to cell death.

The centuries old natural remedy of using white willow
bark (Salix alba) to provide some pain relief led to the
discovery of aspirin, and eventually, to the elucidation of
its mechanism of action as a COX inhibitor. Based on this

35 lead and other traditional Eastern medicinal practices,

many researchers have looked to a variety of natural plant
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found to be present in elevated levels in a variety of
cancers, including lung, colon, pancreatic, head and

wWoe@R/05@B2 prostate cancer. As di scussed abovePCTZOX2004/@10568
has only been relatively recently identified.

Regarding.{r o &‘tﬁ eags@r ddadass besp dgaonstyatwd-y of both
&5

that el evate eve -2 are present in sone
t urr@ronsémﬁcesflcanﬂoi(he#r@l $ratifiG e5§9€d 2l eyrhibi tTOX- Some

. h%@%%ﬂ? 8§§ES§§%°rbﬁwt'hd%u%%@?eﬁdlQQE%%S'QHatCﬁ?éve peaked

2 activity a resul tant prostagl a n production is
al sénitevrelstedmongstnbeseihdnesd anglogerasieumnishi ginger, holy

2gp%%5159 b?eQFQfQ%fgl ﬁ?ﬁﬂéﬁ ég»%%£§ 'QQKP bOFSerine from

ditiondl |'y;”we éexpect at certain
i nhﬂorarrﬂocmscypmmmlalerser igi tdtdrdamd of apopt osi s
pat hways, erco a to S )
secreted 835%%F cg I's aﬁ%bfégggﬁg %o ce %E%Hﬁ?mprlsed of
The heamtalr i estebdtaat vamad ﬁﬂnedwlatumsrngaamiGQXwﬁllﬂmmibitory

e STy of PRESPATAS. ari INEH ATy, °65 (HEaUE, in chat

Bl uaihdat | exeof prepamedhaniam af acpeporasiaalOXCO, extraction
i nhi bitor. Base ad. and. ot h t radition

I .
Eno PS¢ L pFEet TRASE R f oRehrEhar SARRe extraction
| ookedHis venpetyroficat ucal, pkanbextibactsllswks the natural
natural rodug¢ts for the discove of . both non , .
e e oK Lind BRI 45 G0 PEnPBrRbPed Spriout leaving
her kalerXdd1aGtes ialitk Najaliald prodied spidpd rdiaven peaked
i Nt erest anongst, researchers ncl] ude curcum n

i nger,,
%%Iy basiFUr RIS 1 H ol T1t Yo Pnetl hgngnti-1ht Lanmatory

ber erding, f 4ogrDasber iy amds Chimesatgokdt hrega@®7,416, we have
Applicants have devel oped a m xture conprlsed of

her EAIRGk( Faet s 1S4R@ tHee mL.RPENE LHgs QXPPasions and methods

| nhiRidRiae aehi-w tyiniARRlbeaRhSpregRResi EhABSrak&l1 lines. We
uni que, in that they are prepared via a supercritica

OCR 38 &EPEsT sre&etse Jdﬁ’l"?]R'élY?aEH‘?*W%%%l indpgempoptosis and

?@S% aGdin Sn SPRIG idd 103 vﬁ:@?che)ﬂarv%mdém:tlvated
| ows the natural products in the herbs to be

obt @ipeetofi ich@athweaid ng cheni cal residues behind in
the prepaﬁfg'fﬁ%entive subject matter is based on the discovery

that a combination of certain herbs properly extracted and .
blended in appropriate proportions can used in treating
25 prostate neoplasia. Thus;, the present inventive'subject
matter relates to a method for treating prostate neoplasia
in a subject, comprising the step of administering an
effective amount of a composition to said subject to treat
or prevent said prostate neoplasia, said composition
30 comprising therapeutically effective amounts of
supercritical extracts of rosemary, turmeric, oregano and
ginger; and therapeutically effective amounts of
hydroalcoholic extracts of holy basil, ginger; turmeric,
Scutellaria baicalensis, rosemary, green tea, huzhang,
35 Chinese goldthread, and barberry, provided that said

prostate neoplasia is not prostatic intraepithelial
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Surprisingly, in addition to the anti -inflammtory
action disclosed in U S. Patent No. 6,387,416, we have
wo cus@sdobat using the inventive conpositions apPdI/US2004/040568
met hods produce COX- 2 inhibition in prostate cancer
cel hebbngsia. V¥ al so expect that the inventive nethods
i nduce apoptosis and inhibit cell growh in cancer
cel | s whitBh RBfe AEREELvat 8818popPBPPEipaPRvays. FHBInistered
i nveRkiyg subject matter is based on the discovery
that a conbination of certain herbs properly extracted
and bl ended | arappespri BREBTBEEEOr t | 6ABCEARSHSed | fhe  orally

FgegﬁﬁﬁgiE%%%E@tQ: 28idh TBUS,n tPgeP Lof one or more
i nventive subject matter relates to a nethod for . '
t r eaBPAYLEFes Pare oreIPIrasitabileta /s ] ente, cxommdssipig 1s

the steprol AGTHAI-SLYHENS aRnel 8ot AT tordly Aes:
conposition to said subject to treat or preven sad

prost at e (Aeopfaghaatsaitd éoRposiai eoednpii 8kng and more

t her apeutically, otf eELLye BEDUNtS. 0f SUPCLELLE CBlse by
extracts~of rosendry, turmeric, oregano and ginger;

I&hd t her apéghitcalfl yhef fhcirioed camodiics egftract of ginger;
hydroaycqggll T %tﬁﬁ§> pg.?%'%xpa%@outglgggg’ and "more
turmeric, ScutelTaria baicalensis, rosemary, §reen

tea, huzbaedgeréhlyese agoladtchrteat nmdabanbeBby, by weight
provi ded t:h sai r te.n lLasj.a i t ostatic

i ntraepi tofﬁel%ithael r?é‘%p ré:%ﬁ;t%.cglln%%%é:%?gp&f,dlglaqegtr’ :

conposi ti(en i Sradmaticstier €d0ér aid y ablomtandt by and more

eferred_enbodinent ._the orally.adm ni stered o :
]g%npositP5ﬁ¥%§a?ﬁ§3h%r?%rﬁ¥6¥nbn%'gf Hﬁ?ea 885u|%3,°"by
one or nmakeghabbet sheosuppecet tione pikltlractl bfanotrhetic;
aspect, the c 0Sitio rises: (A) fromgbout 4.5%
to about(§$5®§g§ﬁdahﬁPg ;ﬁggéréﬁPyaéPbﬁ1éﬁgUFWS.%@gtgore
about 6. p%erRyamaiyghtraf dbeuthydrogkcakoldisowxt 1acssof by

ginger; (B) fromabout 5.5%to aboyt 8.5% and nore .
pr ef er abMFLEPEMPEbSHE 6YPES CABELEAB0S Xby A& gt Fosemary;

20 (E) from about 4.0% to about 6.0%, and more.
preferably from about 4.5% to about 5.5%, by
weight of the supercritical extract of oregano;
(F) from about 10.0% to about 16.0%, and more
preferably from about 11.5% to about 14.5%, by

25 weight of the hydroalcoholic extract of turmeric;
(G) fionl about 5.5% to about 8.0%, and more
preferably from about 6.0% to about 7.0%, by
weight of the hydroalcoholic extract of rosemary;
(H) from about 10.0% to about 16.0%, and more

30 preferably from about 11.5% to about 14.5%, by
weight of the hydroalcoholic extract of holy'
basil; :

(I) from about 10.0% to about 16.0%, and more
preferably from about 11.5% to about 14.5%, by

35 weight of the hydroalcoholic extract of green

tea;
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of the supercritical extract of ginger; (C from about

1.0%to about 1.5% and nore preferably from about
waasmnse3nbout 1.4% by wei ght of the supercriPCT/EB2004/040568

extract of turneric; (D) from about 10.0%to about

16. 0% and)nof eopr efeabl §. b5 omcabaidud 1.15%0t0 abRMt more

14.5% by wej ght of the supercriti
rosemary;pr(eé) :

extract of

I
SRaI abboF £°%9h% o a@%uFOG.a@%utanéllﬁB%e by

pr ef er abhye ifgrameabente 4 oled=0 bt B S%ray Wai ghtzrefhg;
the supercritical extract of ore ang; (F) from about

10. 0% t o @Boufre®. MOEhnd 4mife b ef

y Of Pom aderit more

14. 5% t 0 Ahowr 4. 5% by Welalt  af sthecdydpgakcohokic by
extract of turneric; (S% from about 5.5%to about
y

8.0% andeisihE mriefidia

dreahrabolicectiFtptapduChinese

7.0% by MRigh-Qfq;t he hydroal coholic extract of

rosemary,

from about 10.0%to about 16.0% and

more pr ef(élrgabfyom dhabout - 05 599t ckbut 614%35% amy more
wei ght of,.the roa old tyagk h asil o
(1) f r om-about .%W??gﬁabao%?&l(&éa gén%l %le}réélk% 5:-5%, by
P ef er ablwe ifghdmedbbbe 1145961 ecAbbUc At B34t ML Weirgperry;
of the hydrpal coholic extract of green tea;(J) from
about 8.0%to about 12.0% and nore preferably from
about 9. 0%t of aboutadduino .l wed grtbwft t Re0%, and more

hyar 0al oghold g exty a6l 0f BEbangH <L), 1T 8oyt 440%,,

t o about

4 and nore preferably froma

about 5. 58%idht webdght dhet hehyydvabtcohbl¢c extirmmtt of of

&

i nese %olu%?e reac:iL;a (bL . fromabout 4.0%to about 6.0%
d nore |§re gkﬁy

fromHbout 4. 5% to about 5. 5% by

wei ght offHehehhydpaadkobbdlicc extract off baribefrry; used in the

20

25

30

35

present invention is preferably prepared as follows. The
ginger rhizome, which is preferably cryogenically ground td
preserve heat sensitive compohents, “is subjected to
supercritical extraction, preferably with carbon dioxide,
to obtain: (i) an oil extract, referred to herein as "the
supercritical extract” .of ginger, containing delicate
lipophilic components, and (ii) an oil-free residue. The
0il-free residue 1is then extracted in a water/alcohol,
preferably water/ethanol, mixture composed of 60-80 parts
alcohol and 40-20 parts water. The alcohol/water liquid is
then evaporated off, leaving a powdered extract -residue,
referred to herein as "the hydroalcoholic extract" of
ginger. B ‘
In a preferred aspect, the weight ratio of the
supercritical extract of ginger to the hydroalcoholic
extract of ginger is from about 0.9:1 to about 1.4:1.

The supercritical extracts of ginger, rosemary,

turmeric and oregano used in the present invention can be

prepared according to known supercritical extraction

methods, such as disclosed, e.g., in E. Stahl, K. W.
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and (M from about 2.0%to about 3.0% and nore

preferably from about 2.25%to about 2.75% by wei ght
wo@booslossobydr oal cohol i c extract of Scutellaria PCT/US2004/040568

baicalensis The hydroal coholic extract of ginger used

fgﬁﬁr@ﬁe3§ntGéf‘é/§@t igdhd S dH@ésﬁfﬁle Exl@fr%@%&%% @%d Refining,
foI i nger rhlzone which is grefera

cr y®gEhResE| %Wmd4 6 98BesatVichehf S€AsPY| Vincorporated by

CONpERERLice” hb?e§HbJected to supercritica
extraction, erably with carbon dioxide, to obtain:

(i) an oﬁheemymalq@wh%d oG IRGtS| nohs rasgmary, turmeric,
%Upﬁ!'a%&' t b%@'lle)(t gﬁ%ten ofe g n%zh%?({ﬂt ai @h g del i g@ﬁ.gthread

I'i pophtli ¢ conp and (ii) an free residu
Theberrbef:n:eream@sumetalslqm kriraterdifnuged in the present

wat ef erabl Xt ure
o BLBHEERL B B b S el ! Cconventionan
wat bydrﬂihécahoéhgl /wateacthm dtercshmmme%vaﬁmat egample, . the

of fy, d%%\élil,et%ﬁlglﬁgm%%[t%%c% 6t ragt pd :gc‘ltéwae)%ecﬁ e%gré%fé&mg the

hereyn as droal coholic extr
1fr epérnédpaspict, 1mhewwéﬁgwﬁlﬁammd,opreﬁerably water/ethanol,

supgt ¢ i.tical extr ot r hal.i
ext Faét"of gpreférral%s:f ¥rom %%%t 85 r1é%t b§g¥g§ llcOhOl and
The48uper crpdstcal @ﬁteacts afdgi npen, reseparyting off the

turnme d gano use n_the present, inv ntion ¢
be B?ésg/ggcgggg ﬁ%f% av1n%p8r€}ltlcﬁéaextrac@ residue
EthaféE@BdnﬁbhHQSElﬁuah ashélagthadcoaoglc lextlract"”.
t ahl , Gas
lE’xt racti EH aﬁat Re???]?}ﬁ%r ﬁﬁ’??@é’r %ﬁ ad 4 g?%88 Afich ot the

i s hedebyitbaelper adad-dyt r eferwnses fief etb tHe supercritical

hydroalcohollc extracts,of rose ric I
basPRELgFEeRTt EHIMRE2Rang, éﬁpnggg%ﬁol @a&bou% 1211

bar ber ry randaScuiald afdtae baisgpalgy)si &h@seﬁei@ht heratio of the
present invention can be pr%pared according . to
conVEREFERAL LRfdr Rt ot | ETexitSRIATh taC equegdrﬁsﬁcohollc

@XagRt@acth8r rosemary is from about 1.6:1 to about 2.4:1.

In a still further aspect, the hydrcalcoheolic extract
of ginger compriées from about 2.4% to about 3.6%, more
preferably from about 2.7% to about 3.3%, and most
preferably about 3.0%, by weight of pungent compounds.

25 In another aspect, the supercritical extract of ginger
comprises from about 24% to about 36%, more preferably from
about 27% to about 33%, and most preferably about 30%, by
weight of pungent compounds; and from about 6.4% to about
9.6%, more preferably from about 7.2% to about 8.8%, and

30 most preferably about 8%, by weight of zingiberene.

In a further aspect, the supercritical extract of
turmeric comprises from about 36% to about 54%, more
preferably from about 40.5% to about 49.5%, and most
preferably about 45%, by weight of turmerones.

35 In another aspect, the supercritical extract of

rosemary comprises from about 18.4% to about 27.6%, more
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hydr oal coholic extracts can be prepared by extracting

the plant portion in a water/al cohol, preferably
wowtosns@shanol , m xture preferably conposed of PEDUSRID4/040568

parts al cohol and 40- 20 parts water, and then

f"é]‘:ﬁ‘lgl?f feihie waierd aboohel Jcbqbblk%uﬂ ey @95 a and most

pomdered exttact residue referred to herein as

hyc@lé%tf%mli/c ekpiact '23%m Yo ariei6BE a§|§ectt0’ttahle phenolic
Qxﬁhé;@i 9,Pf the hydroal coholic extract of turneric

o the supercrltlcal extract of turneric is from about

8:1 to abouyel2:anotherank ek natbeaspoercrifid oadi gintract of

%até>9e<g Sh%o?a?)@:qr Sl L Cal exLLAC Qs @”%}Su‘to 6*996 more

hydr SfPe "Extract of rosemary is from about
1. epnef@rabbm 2raf 1.ablowta 8t 7Rk ftmtlmboatSp@ctBSq, heand most

D By o B R 08B o B S ot T 9E g, y Bhenolic
aboaht BoB3%laahd. nost pr eferably about 3.0% by weight . ‘
of punQE£ﬁcgﬁggkrfd§ $ 9”9& gétasgﬁgt %&¥galco%ol%c extract

supercri ract F conprises froma

124%f Otﬁbmdt:J.GG%Jmpmn.e epr éﬁ:@mabalbpuftr dmégbout HY9at o8 . 4 more
about st pre ablLy.abo 30% by ht

pungent © ]ﬂ‘g?ﬂun Qman?j rsém éb%ut 5840/‘3?0 gbo\lﬁ\?bg nd most
rmrpr@fefebapl ybbnbnﬂabohy We2%tooabcutrc&m8% and

nost pre erabl about 8% f Z|n rene. Ln
afurthe& heY h Wipe ’cr F‘ h8 ic "extract of

tUrﬁ@éétﬁa@?”ﬁbm{o&’isfersorﬁﬁb@%b&fﬁ% Le. a%OUﬂo SGuzE. 6%, more -
pr ef er abl y from about 40.5% gbout 49. 5% st

P Er B LD ARt E R el Rt EPur SR he 8,0 ana most
anophere2speet atalaﬁtsumemru theal wexyhact of rtocswaryphenollc
conprises from about 18.4%to about 27.6%

nor @pFePELEBRYSFr om about 20. 7% to about 25.3% and

- nmost pr ef[ﬁrélbftyr@b@ﬂtenﬂfg@m@hﬂfye't@f& h@iﬁirb@ﬂ.@'oh@l@.@obb&ract of

antioxidants . In yet another aspect
supeptyi beeal @)&mpa@tseo?r %?%aﬁ%oté%rr%rﬁgeéiof (R botit 4%, more

2% 6% e Foraboyt Qrgﬁ% aBue pregerabby fpemeaboubs). 72Hu most
t out 0.88% and nost :
preferably about 2%, by weight of ursolic ac1d

In a fqrther aspect, the hydroalcoholic extract of
green tea cdmprises‘ from about 36% to about 54%, more
preferably from about 40.5% to about 49.5%, and most

25 preferably about 45%, by weight of polyphenols.

In another aspect, the hydroalcoholic extract of
huzhang comprises from about 6.4% to about 9.6%, more
preferably from about 7.2% to about 8.8%, and most
preferably about 8%, by weight of resveratrol.

30 ' In another embodiment, the hydroalcoholic extract of
Chinese goldthread comprises from about 4.8% to about 7.2%,
more preferably from about 5.4% to apout 6.6%, and most
preferably about 6%, by weight of berberine.

In a further aspect, the hydroalcoholic extract of

35 barberry comprises from about 4.8% to about 7.2%, more

preferably from about 5.4% to about 6.6%, and most

17



preferably about 0.8% by weight of total phenolic
antioxidants. In a still further aspect, the

whg@sosdosnhol i ¢ extract of turmeric conprises PEDIS2004/040568
about 5.6%to about 8.4% nore preferably from about

3% tf%rfa%gﬁ’t 8%%70@ Qiadrf a o%eﬁ.‘&g&‘sg{ecgé&tﬁ&o%e % by

hydr oal dohald & ledrracte czfsprajs’fen&r%&ctmm@%stiw@momprises=

about 18 %to about 27. 60q, re, ably . ut
20. 7%t 0 ol{ﬁ é/lgandgrmsr{?) prbq# era I%/) agg Q’@i’%;% ot
by wei gfﬁheohyﬁ@oallqmmio]d exameicoxplanisger) rwkaerein the

further odiment, the hy I xt r.act hol y.o

Basi | oAt Gt ohon: £ 1o RvePa baat S Hor e Y6t
pref er alyyy v\fdejﬁtabﬁ)ﬁJtpdn@@ﬁlﬁ catpuinds 2% and npst
preferabl y about 2% t of ursolig,acid. I.n
further ‘i%pe‘%?omtﬁgol’} d|5W§I 5cot0l F° %&t%agf gﬁ’ g‘jvreé‘gﬁ% of
tea CONRIHES fuddin Aot 1 %%ﬁaaztatmﬁ.ltg:ﬁ@ér,nmlﬁerein the
preferably from about,K 40.5%to gbout 4 nd nmost, '
pref er atﬁ%ﬁ%%thf@/ﬁl%?/svéf ta% utpo%éb o‘?‘zj}%,c.’wi~ n§é° by
1@not her aspact ,of hﬁuﬂgéﬁ@abcmbehndsezama@tro@rf dmatang. 43
conprises from about 4%t o aboul 9, 6%

pr ef er abty Vi abobit b7y 29519 abd tz%n%i‘})oeﬁﬁﬂermst

preferably) appyh 8%ouly 1\/\/@!99% ofbs@sSVEr 8kl ly. Waight of
anot her errbodl ment, the hydroal coholic extract of

Chi nese ‘gu# dﬁﬁpééérééﬁfﬁlallséaé(tfrracﬁﬁ aPbut FISH s afrEein
7.2% mong aferabl dbrdd o ab ediond ah¥uk0 38R0UL Sp6% 54%
and nost preferably about 6% by wei ght of berberi ne.

1bn a furkherebgpecet tWENAFARSAf coholic extract of :
bar berry L OM @beYt 4. 89680 POOYE Hy 2% i FRE €of
.preferab @P]?f%%ﬁa oultl‘ 4% to about 6.6% dy ot :
nmost pr ef’em@bbypab@mlta%alb)ﬁww of WWS TReRpin

alternat Q§€ ac%a 9 g%'%k@ﬁ %Qﬁﬁﬁﬂ&ﬁﬁ 4P cd T ePdbut

about 4 to abou wei ght of
hydr oal cmoﬁ% cngweagmtofofgutmgta , wm@r@hﬁm@tlomdants'
20 (E) from about 4.0% to about 6.0% by weight of

the supercritical extract of oregano, wherein the
extract comprises from about 0.64% to about 0.96%
by weigﬁt of total phenolic antioxidants;
(F) from about 10.0% to about 16.0% by welght of
25 the hydroalcoholic: extract of turmeri¢,; wherein
the extract comprises from about 5.6% to about
8.4% by weight of curcumin;
(G) from about 5.5% to about 8.0% by weight of
the hydroalcoholic extract of roéemary, wherein
30 the extract comprises from about 18.4% to about
27.6% by weight of total phenolic antioxidants;
(H) from about 10.0% to about 16.0% by weight of
the hydroalcoholic extract of holy basil, wherein
the extract comprises from about 1.6% to about
35 2.4% by weight of ursolic acid;
(I) from about 10.0% to about 16.0% by weight of
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extract conprises fromabout 2.4%to about 3 .6% . by

wei ght of pungent conpounds; (B) from about 5.5%to
wW@bwans®35% by wei ght of the supercritical extPemUSIN4/040568

gi nger, vvher ei n the extract conprises from about 24%

oonr o el B o Pl PUIORLL. cOMOLIE ang TRliein

about 6. y wel ght of Z|ng|berene

f r om abotite k:09%aa: mmrlls@/oﬂmm/\éb@hltt 8P%t he about 54%
supercritl cal . tra t %‘T? {D {Lc, wherein the extract
conpri s€ freojng 74 ouf 54% by wei ght of

t ur mer ongs), fﬂ)mfa}oou’abauo 1®oo%p@ta6@t0163§0%¢1wht of

g(ﬁe?glt nOf %hgxa&élﬁ' k‘%ﬁg?lgsee?#rom ag PR RS grherein

about 27:1%86 bxtmcghtcoaxfprtmiﬂ phenotbgouinbi-é%i dantsbout

(E) fro 0% t o about 00/ wei ght of the
supercrlné % %XY?Ja%IPto? of 8§ ﬁléa %fel n the extract

conpr i sesK)‘r@mmababbu& A% ot@ba)lubuﬁ a69&by weighthof of
t ot al phenollc ant | nts bout 10.0%1t0
about 16CB96 B HHRe R RoRFEe- abbePead,
10f -tur rmﬁéﬁemnﬁ[@lékﬁfm:wm:mctabwmmu.sestbr abvdholt 2%
5.6%to about,8.4%?y vve/é)%ht of curcumn; (G from
about 5.9 Y8lahbupL 8PBEPEYREF ght of the

hydr oal cohpl Feofxtbaet: of. U%Jseaaayoumhﬁr @izn dyheveight of
extract conprises from abhout 4%t o t 27.6% g%
wei ght ofneoh¥ArBREABIPE &N ac'i%ntosf atZ $T o aBBEFein

10. 0% t 0y BP0 +16. Q% byomeigutof 41 Be hydrgabgehdl.izs by
extract of holy basil, wherein the extract conprises

1fr om aboueidhBIpE oPaBBAELRSARBS wei ght of ursolic

acid; (I)y fr@%ﬁb%tou%o @%% o: 3baubui6.30%eby e ghght of
ofthe hydroal coholic ex ct of green tea, vvherel n_the

ext ract tbﬁprﬂs&é%rqib%@ ¢ 36% iR Fhoupisgopcutellaria

baicalensis;
and wherein said compOSLtlon further comprises:
20 (1) the supercritical extract of ginger and the
post-supercritical hydroalcoholic extract of
ginger at a weight ratio of ftom about 0.9 to
about 1.4 parts of supercritical extract per 1
part of post-supercritical hydroalcoholic
25 extract; ‘
(ii) the hydroalcoholic extract of turmeric and
the supercritical extract of turmeric at a welght
ratio of from about 8 to about 12 parts of
hydroalcoholic extract per 1 part of
30 ’ supercritical extract; and ‘ 4
(iii) the supercritical extract of rosemary and
the hydroalcoholic extract of rosemary at a
weight ratio of from about 1.6 to about 2.4 parts
of supercritical extract per 1 part of
35 hydroalcoholic extract.

In a preferred embodiment, the composition is
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by wei ght of polyphenols; (J) from about 8.0%to about
12. 0% by wei ght of the hydroal coholic extract of

whewbas®32 wherei n the extract conprises from abOLUSBIN4#4040568
to about 9.6% by wei ght of resveratrol; (K) from about
4.0%,t 0 _abou 0% by of the _hydroeal.cohql.i
ext?g%fangEﬁF edB aoga%%?eaasaﬂﬁeggl%%t%%a§$t%g8?t 700 mg.
from abouh 4n8%hte abpatt7. RBebygompbghtiofi ber béminéstered on
(L) from about 4. %@6tota?out 6. O@be wei ght of the
hyd? odf ¢ bHoPPELEXEPACE Cof SBEFber 1Y, ﬁhereln t he
extract Ar0§t§DDUtfdﬂiﬁéﬁ()&ﬁnnﬁt7<ﬁ9bbymmepgbseﬁt inventive
ber beri ne; -and fron1abo 0% t.0 abpu .0% b
Bo BRPIBELL RECkpeh dd AN d e Ao St: EFPaLTYg at Least
bai gakenghsicedbdswherngior saifl camposptoomatarther a subject
conprises: (i) the supercritical extract of Q%ﬂve amount of

thecﬁﬁm—”lséﬂﬁeFE?lﬁ% |© OO 19 &4

gi ngelc o MBidiNtto I 8kia @fulfiea about r@at9 staqc:ab@nﬁor, said.
1.4 parts of supercritical extract er

- SUPEFBPEEan RYHPHAPEBRAOTI T e nh ?al%%%f%%‘e’cl‘% amounts of

deEQgEEQQQEh%aQX%&ﬁQ%dﬂétdﬂrﬁﬁéémé@@ tf€rmeric, oregano and
supercritical extract of turneric at a weight ratio of

fromiagest 8 eddabolheI2PEHILSadt YhydrEAECoHNS ¢ amounts  of

ext f g@tro@@coko@_%t Oft slRey CoFt healy exddact; gandet] | H:).lrmerlc,
the supercritical extract of rosemary and the

hy dScaltedtalziia ei@ﬁﬂééﬂeéﬁlﬁoseﬁﬁﬁ?mQFYa VETeRR g0 huzhang,
of Ek‘imeas%%t Jcit%trte(& ékh phdardys, of supercritical
ar r

ext ract per oal cohol I'c extract.
15 In a stlll further embodiment of the present inventive

subject matter, the at least one cancerous tumor is
detected during surgery on the prostate of said subject,
having not been felt by a physician on physical examinatibn
of said subject. "

20 Yet still further, the present inventive subject
matter includes the at least one cancerous tumor being
confined to thé prostate-of said subject and is detected by
a physician on physical examination of said subject.

An additional aspect of the present invention includes

25 +the cancer related to said at least one cancerous tumor
extends beyond the prostate capsule of said subject, but
has not épread to lymph nodes in said subject. |

A" further additional aspect of the present inventive
subject matter is directed to the cancer related to said at

30 least one cancerous tumor is metastasized to regional lymph
nodes or other parts of said subject.

A preferred aspect of the present invention 1is
directed to a method for treating side effects associated
with prostate neoplasia in a subject, comprising the step

35 of adminisﬁering an effective amount of a composition to

said subject to treat said side effects, said composition
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In a preferred enbodi nent, the conposition

isadm nistered in a daily dosage of at |east about 700
wWorgoosossoanot her aspect, the conposition i s admP@i/EsE0€MH0568

ona daily basis for at |least 4 weeks. A still further

asp@g@@{s{ﬁgtﬁg 0L AWVt d VR, SUbJ8Gle JBLLLT | Sounts of

dr awn or ‘treating at |east one cancerous
t uneepef ct helpabseatearssa ofubjosera Wonpri el ¢ heoregano and

Stﬁg Qe FAM MLsher | DRe el BChive aMDUPLoblyd  amounts  of

fon to said su ct to treat sald tuno
sai hﬂxz@nqmlscbhohlcomrtlr@crtgs tdferapbut besiily eIJfIHJﬁJI,veturmerlc,

AR T el BP A At St REET | AP ape gy s huzhang,

eff@ﬁim&§eagematﬁreédhydndabamhekrg,extracts of holy

basi | turnperic aria baical ensi
rosenary,QgF@éH P8y ﬁb?ﬁaﬁé%eikunEES 88? ﬁ?éa%roﬁnahe group
bar@@ﬁéysthﬁga &t i distuptaér selxlmradl medioé ble greSeniance on
|nvent|ve su %%ct matter, the at ast, one_cancer.ous

t unBt “PET det SCHRRF HU¥ | P&&P&&?t °FHé prosPafEcey extensive

192i dosuUbbethg hﬁ&tﬂq;fk@@r@@@ibﬁ eldf bytrae phyisiccisan oBtress of.
hysi cal exami nation of said gubject Yet still

Pur%%é?esﬁheaﬁgegéﬁPaFﬁvéﬂFP9 18GBEct matter includes

the at | gastreAErCAREEELOUEA! HRBOIRREAY @@nah:aed te the method
prostate -of said subject and is detected

phyghérﬁhnoﬁhﬁh;?%ij@aﬁfé?ﬁﬁ haERBR FO@HFaS%b?éEFHPRﬁd sexual
addjt-epahagspect of the present invention includes
the cancer related to said at | east one cancerous

Iunor exEBnas Beferdatite IFRGtat £RapsROBEtSaR gcomprises an
SUbbﬁﬁitlgH%lhaac‘gM sRneadelo fysmhd Weﬁrbﬁps%&hs:wtlng of -

subj ect urther additional aspect of t resent
mventmeog&@pé@p MRGEEES s IHRCHRd +en et baficeRgents,  and
reI E? tSaid at |east one cancerous tunor is

nmet as aS|ze “to regional Iynph nodes or other parts of

sai d subfbetre Aapeeflarael ayperarof athe apidgepplastic agents

ée(?;/gg{als aSIl% ghr gg&ﬁgrtcgaial. U@Eho_dmf gﬁ.lhr;]_%%tll '%g'as:tlug%lon and in

Socl at
pre-clinical development, which optionally are selected for

treatment of 'prostate .neoplasia by combination drug
chemotherapy. Such antineoplastic agents fall into several
major categories: antimetabolite agents, antibiotic—type

25 agents, -alkylating agents, hormonal agents, immunological
agents, interferon-type agents, metallomatrix proteases,
superoxide dismutase mimics or o,B; inhibitors. - Thus, in a
preferred embodiment, said antineoplastic agent is selected
from the group consisting of antimetabolite agents,

30 antibiotic-type agents, alkylating agents, hormonal agents,
immunological'agents, interferon-type agents, metallomatrix
proteases, superoxide dismutase mimics, ‘and o,8; inhibitors.
One class of antineoplastic agents which may be used

in combination with an inventive composition consists of

35 antimetabolite-type antineoplastic agents. Suitable

antimetabolite antineoplastic agents may be selected from
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with prostate neoplasia in a subject, conprising the

step of adm nistering an effective anount of a

W@ 0Wp054082 on t 0 said subject to treat said si dBCT/US2004/040568
effects, said conpositionconprising therapeutically

effﬁﬁg'@E%d@“EBﬁgﬁsQﬁniPB%rQLFQLﬁﬂbrﬁﬁbééﬁt3a8£nthlfollc acid,

rosemary, turmeric, oregano and ginger; and

th@ﬂ@g@ﬁhkﬁdi%zQ#¢ecbﬁ@éuéﬂéﬁn%PQﬁumwdFéém@§Mﬂq(ﬁlba Geigy
eXt(f@if $o&d4 hol y Qi‘égéntglng% totsli'h@"v‘“ Gy tSGUBldAr i Bhosphate

bai ensi s, ros een huzhan Chi nese
gol sitdmesits , anﬁtbaﬁbemey CQMélrgé‘ltﬁszalel% e DATHEt dlerrel Dow

ar e%&fé ect ed f %fgn e groaﬁzdgegﬁaagn@f d'éf&@é)&?'%uanom_ne,

seX desire or drmanceé on either a t enpor ar
peravedhesnt %@smstqmln@@@%nc@OX%ﬁi@ﬁmﬁx@ﬁrmW@lk@¢mg E¥A, Merck

pr%gre%%'on §¥ 6?% di ur#ﬁjﬁ?ss ﬁokhggﬁzge,andfludarablne'

urlnary i"nconti hente. prererre odi ne
|s pn@wwhatpa:ﬁefdmtmmumnﬁheﬂeuN tRé-shdenafiféctStfbaveduracil,

rls t u I perf

?h%? g ? EPhe%?o%poéltlon co%%?lsggﬁ@EOllZlne’. Lilly
1add%Y+bm®mlhgentl$glédk@@4ﬁﬂ6n1Umﬁtkyhnnzannmmstm@@h@trexate,

antn | asti ts,_qgrowt hibiti ge

nutW?gﬁggn Thgpgggge |8§§Spﬁgn%§%§g0f g@%?neg%iéé?p?IG el
agamc-a54as $ apl BCLnNSAr3erdGlal NﬁﬁaNSGr@ﬂZ%ﬁtalWarner ~Lambert
eval ion anpd in_pre -cllnlcal dev .0
opt¥ 1I963£85t8F58feELF& ﬁt qm %gi%sghl Chemical
neopl.-ast A mﬁkQGWMTKﬂ+1HBﬂrUglobeannhe;amwazﬁﬁurln, Erbamont

t | ast nts f t
b 63 st aol CHEOR0BRt SCUIART | DEBLPIt e TyTosine

age@£§$e§hkM%ﬁ&S@QlﬂﬁEBESorBQTmﬁﬂab agentsnd uricytin.

i munol ogi cal agents, interferon -t ents

ot a1 | ot FEROPHoCaESEs oo it SRR A S TR nfluch may be
or gy¥b3 iﬂhé@m$9ﬁ§tlJHUﬁlthna@ pﬁ@éﬁtieé ephpdsenbn consists
said antineoplastic agent is,, selected fromthe grou

up
congf st i alkp aﬁhﬂgﬁﬁvﬁﬁol|?§th@%ﬂP§a55hFlb|69FE StypeSuitable
230€ni § 1§£EMFHEyEQ éﬁ@ﬂh@opﬂ@éﬂ@@abgéﬁgﬁtﬁag be selected from
s,

lnnuno ogl cal agents, interferon -type
netbhﬁogypmg(conSLStlng of Shionogi 254-5, aldo-phosphamide
analogues, altretamine, . anaxirone, . Boehringer Mannheim
BBR-2207, bestrabucil, budeotitane, Wakunaga CA-102,
carboplatin, carmustine, Chinoin-139, Chinoin-153,
25 chlorambucil, cisplatin,- . cyclophosphamide, American(
Cyanamid CL-286558, Sanofi CY-233, cyplatate, Degussa
D-15-384, Sumimoto  DACHP (Myr) 2, diphenylspiromustine,
diplatinum cytostatic, Erba distamycin derivatives, Chugai
DWA-2114R, ITI E09, elmustine, Erbamont FCE-24517,
30 estramustine phosphate sodium, fotemustine, Unimed G-6-M,
Chinoin GYKI-17230, hepsul-fam, ifosfamide, iproplatin,
lomustine, mafosfamide, mitolactol, Nippon Kayaku NK-121,
NCI NSC-264395, NCI NSC-342215, oxaliplatin, Upjohn PCNU,
prednimustine, Proter PTT-119, ranimustine, semustine,
35 SmithKline SK&F-101772, Yakult Honsha SN-22, spiromustine,

Tanabe Seiyaku TA-077, tauromustine, temozolomide,

22



pr ot eases, superoxide disnutase m mcs, and avb3
inhibitors. One class of antineoplastic agents which
woryslossossed i n conbi nation with an inventive PCT/US2004/040568
conposition consists of antinetabolite - type

ant.i neopl asti c agents. Suitab] nt | lite

ant§ TTEUPHEES ¢ %@ﬁ?@lﬂg§nbeagglgﬁ%égféﬁggthe gr oup

consi st imogtef r&- Elaksi lrf nogemeaekad hid ohgenasi ghich may be
am not hi adi azal e, brequi nar sodj u carnmof ur, G ba .

- G IRF Cop-FUBY 2 YR o“bje% yin cﬁ‘gésli]% Ve SR At Eon consists
phasphataistieesat et gyé ar abhtiencop] aigat €s, ddgéhys.  Suitable
DATHF, Merrel Dow DDFC, dez %uanine d'deox%igtidife, fri
di @%&W%%T%Ped%%&r}e%ﬁ SHOMTIBVET, "aoxr e selected from
|l”ﬁﬁ%negrgﬁ?|CQﬁﬁs@@N&n@Ef@K &TEOhoEX-4QB5,-A, aclarubicin,
fazarabi ne, floxuridine, fludarabine phosphate, 5-

f| RFOLRABYFINN (@ ' - f GCAAPPLRANOSE, | uorEEPﬁE‘PPF ADR-456,

Dai 4 £hbp 56d yiaky QLS i80Pr ePYin ool AR-e1~kirl | yajinomoto |
LY-188d%1, Lilly LY-264618, methqbenzaprim ,
metdt B exat eNiM@PconeSREPES, AGLSHENMidiSie, NENNgeacycline,

101277180 -NEL 1 NSE, - 264880;c M r NSC - 39665 oNChiyers  BL-6859,
NSC- 612567, Warner -Lanbert PALA, ITé)e,nt ostatin,

pi rBTiakehrMpereany cBRY -A38A7 - ChenPEaFtPL-ACS T FakedBMY 25551,

TAG 7 /88,1 L, 0gyani ngyyLhazeburin, pE bayoni,dbE,  BMY-27557,
trinetrexate, tyrosine kinase inhibitors, tyrosine ‘

pr oBeist&l médger & nAMEr28AS 8 TAlRPMUCED il iAoyt Payontatin-1,
SeGP§9h8'%ﬁ%o%%,?”&éff@@éﬂi&iﬁ,agﬁﬁkﬁmﬂﬁhﬁnjﬂﬁy 88ctinomycin,
used 1Tnh conbination wih ah i nventive conposition
l6ondashsrobialkyl Kyowyg Hakpe BAriheopKusvacHalgknat BC-79, Kyowa

Sui e ting - Ly i Lastic t ‘DCY2-B
be éggé%t ?&k%gr%rhtggog%oﬁ%@%sﬁgt@?ngaéf }éﬁtlg‘g%ogila )564 ° o
- Sliattlsarphbsphani d& analShgwesgial t r 808niAe, . doxorubicin,

2L S0 BB LDRRC MDELI S, 220 pucie, pxnecacin
cargustiunecifhi naispedB8 c ChiAbi n ebp@ractilcdmaici |, Erbamont
o6 L8 ok, 171 SRIogAbon e c Asrcan Oaticla rn-soose2,
19- 384dobuat i 0 DAGHPgaMynYyR, di phenytapiycomistineerbimycin,
G PLALLID 5L ookt gy S DA AL deUeli NS, Kyous
FCEs24R4 7¥M-5539, Kirin Brewery KRN-8602, Kyowa Hakko KT-5432,
Kyowa Hakko KT-5594, Kyowa Hakko KT-6149, American Cyanamid
25 LL-D49194, Meiji Seika ME 2303, menogaril, mitomycin,
mitoxéntrone, SmithKline M-TAG, neoenactin, Nippon Kayaku
NK-313, Nippon Kayaku NKT-01, SRI International NSC-357704,
oxalysine, oxaunomycin, peplomycin, pilatin, pirarubicin,
porothramycin,' pyrindamycin -A, Tobishi RA-I, rapamycin,
30 rhizoxin, rodorubicin, sibanomicin, siwenmycin, Sumitomo
SM-5887, Snow Brand SN-706, Snow Brand SN-07, sorangicin-a,
sparsomycin, SS Pharmaceutical $S-21020, SS Pharmaceutical
§S-7313B, SS Pharmaceutical SS-9816B, steffimycin B, Taiho
4181-2, talisomycin, Takeda TAN-868A, terpentecin,
35 thrazine, tricrozarin A, Upjohn U-73975, Kyowa Hakko
UCN-10028A, Fujisawa WF-3405, Yoshitomi Y-25024, and
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estranusti ne phosphate sodium fotenustine, Unined G
6-M, Chinoin GYKI -17230, hepsul -fam ifosfam de,
WO poospbast n, | onusti ne, nmaf osfam de, mtol act oPCT/NEMPOM0568

Kayaku NK-121, NCI NSC -264395, NCI NSC -342215,

oxallglatln Upjohn PCNU, predni nmustine, Proter

PTTEY %P ?%%Inustine, senustine, SmthKline SK&F

-101772,A Yakutth Hohsha S 22f isgiopdmssticn@gehdrmberich may be

Sei yaku TA-077,. ronustlne onl d er oxi rone
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gﬁyg%an i nventive conpositiaon 00@5|sts of antlb%gﬁig Stene
CBntin Ias@Feuﬁbent§0n§&§téﬁﬁe antf bi ot FPF YT ’

antd newplasticoagest sy lvyrensakect ed iftreminhe gimnﬂbc AD-5,

consi sting of Ta 0 4¥ﬁ%1? acl arubi cin ? ctino h th' 1

D, %XQFh%pla%%Qe Erba TEORDRE « 4565MART bhTGsi ni fripRethinile,

deriad¥ene A iofii< Al 20h kinlomy oA ,noante-ANop3aston AlD,
Ni ppon, Soda_ani so C|ns ant hr cline, _azinog cin -

A BTt pPeREABERTN AR | LY OIS LA SR B850 ARG Laston AS,
1oMgh e BMYp1 29064, A@@4ﬁ(ﬂHé@%%§ BWY, - %@ﬂiﬁl&ﬁlﬁﬁoélycinate,

- Myers BMY- 26605, Bristol - Nye BMY -27557, Bristo .
- M/2¥B2 BMYLN28238, At ohy i s, BAySSCALR - H?nfluronf

Ta'@@héb%@@ﬁt Cal'@ﬁ@@HCB@auﬁbﬁQnUX|BYML23015 bisantrene,
dact i nonyci nh,  daunorubi ci n, Kyowa Hakko DC-102 Kyowa ,
Hakk® D0 7HY e Ky o Y048 1nc- ‘é%?:\tar Ky e gofostamide,

AdWef&Q&ﬁeFﬁﬁkgogxgﬁeilébmedBWLV$§rU@hﬁheeﬁlde, carmethizole
Shi onogi DOB -41, doxor ubi ci n, doxorubicin -

16i brydogehloshidani cifi Lemoti r G5, @hb@{gvlﬁaqulnoxalone,

eso c P m t 92 l
OSSR Cinel COPRIAT e nver o1

Fuj Weawe . 80D482, gl iCdobiatiin, gW@ﬁﬂQ?rM@mbert CI-941,

gri ci | dar [lu ICN
kaz@égﬁygm Jﬂ‘amggggrl 5ngjs Kgga/gf%gﬁlﬁo K%l%lgrldﬁrﬁr}]e,

Br emempolRN 18602, IKyomamPade K7154320nky@ﬂanHaKRbult Honsha

A S R D, TR AU & cyarabine

m t eyastyane, SmidihKl i DeoRRTAG DhRbBEnactdigathi ppodacarbazine,
|ntgﬁﬁ8EE&Highﬁgéepgg%g%%ﬁﬁ%hjgg-'F§&h§%%atoporphyrin ether,
dihydrolenperone, dinaline, distamycin, Toyo Pharmar
DM-341, Toyo Pharmar DM-75,- Daiichi Seiyaku DN-9693,
25 elliprabin, elliptinium acetate, Téumura EPMTC, ergotamine,
etoposide, etretinate, fentetinide, Fujisawa FR-57704,
gallium nitrate, genkwadaphnin, Chugai. GLA-43, Glaxo
GR-63178, grifolan NMF-5N, hexadecylphosphocholine, Green
Cross HO-221, homoharringtonine, hydroxyurea, BTG ICRF-187,
30 ilmofosine, isoglutamine, isotretinoin, Otsuka JI-36, Ramot
K-477, Otsuak K-76COONa, Kureha Chemical K-AM, MECT Corp
KI-8110, American Cyanamid L-623, lepkoregulin, ionidamine,
Lundbeck LU-23-112, Lilly LY-186641, NCI (US) MAP, marycin,
Merrel Dow MDL-27048, Medco MEDR-340, merbarone,
35 merocyanine derivatives, methylanilinoacridine, Molecular

Genetics MGI-136, minactivin, mitonafide, mitoquidone,

24



oxal ysi ne, oxaunonycin, peplonycin, pilatin,
pi rarubi ci n, porothranycin, pyrindanmycin A, Tobish
W®R2005/056032 apanyci n, rhizoxin, rodorubicin, sibBODUISIOHI40568
si wennycin, Sumtono SM 5887, Snow Brand SN-706, Snow
Br apdp$Nafhb1 ,SOr anHGidy-ih i EPAT SOMYER Pa k $S MST-16,
Pharnaceutlcal SS-21020, | SS Pharmaceuti cal SS-7%X3
SIS Ehérﬁﬁéégwﬁdamlss-98fegsrst@ﬂﬁﬁﬁ9@|nFéouIa|N9141ag N-021,
- 2y-L@ Cl dantiAls, 868ArLerpem eCirl, 190
thrazin ié??#c?%zgﬁgﬁ%A . pso hn U-?3975 Kyoanghﬁk NeU=L20,
UCNMOEOQESAleFuﬁegaW@tWFEB4O Orm9§ﬁP€@n1N¢IZSU§@ 145813, NCI
%df«g&ug%%% ANEQUIER 035820 TicaNkispearbast! 62988k ae, ono
used I n conmbination wth an invent
conﬁ@@rﬂﬂén consiigesoginea nﬁ§@@IIQﬁGo&@lﬂ§m1Ipaoctatlstatln,
ant LAgERY 56 oa00N! 5 REL AChRRL Ay 0MbD-1 18799 OUPwarner Lanpert
consi st 4l pha c-arotene, al pha
d-|PDuéﬁéﬁéﬂhyWaangmﬁmagbeaﬁlEDeﬂBﬁl4BioEeerAeDFaBre PE-1001,
Kyor.j-n.AHC -5 | st.oni ne, f amph in .
T T T S e
A Opoéypma&cpba&donEéamoanppmphpkaﬂtoprAB;mane, procarbazine,

ant i neo Iaston aptine st.on ASZ 1 nk .
aphPdr ggflfnr’fd I’ycﬁpig% o4 gjf?lrroagelansaeserl Slrgf FodfShi ra-700,
bacehabkanebatra6¢ppbrobenfBmewaxlbenzotRBBL restrictin-p,

Ipsen B ur BIM -23015 blsantren Bris
BN EAE 64910 DyBs ar HOROIPAC 0 SBnbhor TRt G galedS! Sre-a0532,
Vel kpnone-BWL1502, Nl €one, BdhlTBK1ldaeacsmirlel04864, Sumitomo

rmet hi_zol e hydrochl orj j i ngnot.o CDAF,
]éﬁIEMs&pﬁaqU|% af dYe, 5%§#§9§N CH§e £5%§m cihred$e  spatol,
1- 0@p1$@69@&obr@ @@3d%ﬂr%ﬁ%hvé&ﬂr@pli@géimﬁﬁlﬁhl Unimed, SS
937, \arner g , varner La- nbert
|-9§§ar@la§ﬁfl€ﬁﬁal é|S '5|4i'd§?:r6ﬁ( o F‘éNO@@npéGﬁ&OM’f}@nef Suntory
|C|§UNC@@gm““BﬁHﬂérchUNr@@aﬂn Yalgd toHomshai ERltakk, Toyama

crisnatol, curaderm gtochala5|n B ,. cytarabine,
cyt dcyPin, s 80980 DABREOkal ditielin “HREaPBA3i nseniposide,

Zgﬁt%hlUEEHQ%%Ehed'ﬂggﬂhﬁn K@Hakd&ﬂ?@ﬂﬁtQQQkaﬂéﬂbl Topostin,
et her, dihydrol enperone, dinaline ' di st ar aycin, :

ToyBeRBAPNTRTDM ~ 36YOWFoyt tear Wal-Biv - Kyowa Oéafkmi UCN-1028,
Sei M@%ng'\'w?a%mﬂ' | Rpakicn. WWHIdd N UM AGELAE Bne  sulfate,

Tsunur a er got am ne, )
vincristine, v1nde81ne, vinestramide, vinorelbine,

vintriptol, vinzolidine, withanolides, and Yamanouchi
25 YM-534. o ‘

Examples of radioprotective agents which may be used
in the combination chemotherapy of this invention are AD-5,
adchnon, amifostine analogues, detox, dimesna, 1-102,
MM-159, N-acylated-dehydroalanines, TGF-Genentech,

30 tiprotimod, amifostine, WR-151327, FUT-187, ketoprofen
transdermal, nabumetone, superoxide dismutase (Chiron), and
superoxide dismutase Enzon.

Thus, in a further preferred embodiment, _said

. antineoplastic agent is selected from the group consisting
35 of 5-FU-fibrinogen, acanthifolic acid, aminothiadiazole,

brequinar sodium, carmofur, Ciba-Geigy CGP-30694,
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etoposi de, etretinate, fenretinide, Fujisawa FR
-57704, galliumnit.rate, genkwadaphnin, Chugai G.A

w0 4®5/08808x0 G R -63178, grifolan NMF -5N, PCT/US2004/040568
hexadecyl phosphochol i ne, G een Cross H O -221,

ho@?éﬁ&%g&%?f' ne o t%ysq. %qurgﬁapg&ﬁgl:&hsoﬁgra}el i 3%t’:earate,

OSI Sogldtamn i sotretinoin,
Ranoyt&radiide @euakgb(tes? 6LDON#, RAFERa (QYenredl Bow DDEC,

MVECT_ Cor KL ri.can Cyanamn -623.. .
Ielﬁ%%% ?nﬁngf on| ,C%r?&%%dk L Ej - %c}ﬁa%%me, didox,
Li | Yyshitomi8688a, N6lx1(fl118)rirdl¢\9e mitieldicomeVErHNe , Dosvrck & Co.

- 8, dco MEDR 3- r one rocyani ne
HorTGa0f es ST A | rade iR e e IR 2 AR Pohgsphate,
M3 5-§BGorounacilyi ny- 2t effatadidyl) -5-fluorouracil, Daiichi
m t oqui done, nop rmtrelnld enyaku Kagyo

TSR R B8 e Rorae R S T S T Qﬁ ~188011,
N-Ozillykamwdzﬂ4ﬁﬂ8- dahyﬂﬁﬂﬁdmﬂuprmm naktanatiefate, Wellcome
Tai sho 190, nocodazol er ti
. c¥Z55§81§°rﬂ€FrN§éln§61 , 4&§1%%§?%%gf%gfa@§§‘§giﬁ80' NCI
109568639661 got i decT Ono NIHO 610657 ,0qui mardeirreamblkze PALA,

Org -10172, pancratistatin, zelliptine
Vr B8R PERBEFE p@ﬂ{i&#@#lmvagiéFamM rBer £5pP!1§8884cal PL-AC,

Var pgkeqkampesi7 £ 13HAGudiaid e kabre O erbebnt TIF,

pepti de D, piroxantrone, polyhaematoporphyrin
pol yprepEragrie, EF 4RBF1P6r BhYRFR, 1pROBiRARE, Cyrosine protein

pr Oﬁé‘ﬁgéé' N&h YA A d@ai hBVIUFON REOLGASE, N ibrdogi 254-3,
Tobi shi RA -700, razoxane, Sapporo Breweri es RBS,

GeseiflerPhosppamideel | iBpELAIUSSet | nGH L BRI Mhone anaxirone,

'POEEQH% ggeégsﬁgnnEQQHe pERUbENG, RPbé@@ZQbu@ﬂlthKEhH@tltane,
SK&F -104 Sum tono SM 108, Kuraray SVANCS,

SealPhknnage- 1@69&02spa@érb0§batéayc|éarmhaﬁéne, Chinoin-139,
der pir Uni har
g%ghb!ﬁry8§ QEEEQQQbypo dlogg §§1E ggﬁ@g%hgébhamlde,

SS- ol di none untor
SunkoeyiSah Zwanarsu@er@xwwﬁ&mtmfﬂo@éfnﬁ 3‘13,506yplatate ’

oy T-680, taxol,oTeidyn TEI 3 i posi 2
2t a?i%?ﬁ%\gﬁane Egstlmgan%‘}go ak TJB Bg[glmt%tg@otrl eD(?CHP Myz) 2,
TopdsphenyTepirnmEFL82e, KyowdishkkanudN - Otytkpdwaic, Erba

Vi ngﬁggq\lxg%guls% a‘?rl@a@ivggﬁ MeRuiRdak bR 2999R ITT EO09,

VInCTi'stine,” Vi ndesi ne,
Vi nestnanide, viEmbrelduitne, FCE-24517, estramustine phosphate

sodium, fotemustine, Unimed G-6-M, Chinoin GYKI-17230,
25 hepsul-fam, ifosfamide, iproplatin, lomustine, mafosfamide,
mitolactol, Nippon Kayaku NK-121, NCI NSC-264395, NCI
NSC—34é215, oxaliplatin, Upjohn PCNU, prednimustine, Proter
PTT-119, ranimustine, semustine, ‘SmithKline SK&F-101772,
Yakult Honsha SN-22, spiromustine, Tanabe Seiyaku TA-077,
30 tauromustine, temozolomide, teroxirone, tetraplatin,
trimelamol, Taiho 4181-A, aclarubicin, acfinomycin D,
actinoplanone, Erbamont ADR-456, aeroplysinin derivative,
Ajinomoto  AN-201-II, Ajinomoto  AN-3, Nippon Soda
anisomycins, anthracycline, azino-mycin-A, bisucaberin,
35 Bristol-Myers BL-6859, Bristol-Myers BMY-25067,
Bristol-Myers BMY-25551, Bristol-Myers BMY-26605,
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vintriptol, vinzolidine, wthanolides, and Yamanouch

YM 534. Exanpl es of radioprotective agents which may
wheoa®sm3t n t he conbi nati on chenot herapy of t hPET/US2004/040568

invention are A D 5, adchnon, am fostine anal ogues,

det gx; .di.ne =02 - 3 - _ :
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ti peoliabd, anbfpsstabinWR,1513271hoFUTC18727 ket opadfehemycin,
tran rmal. . nabunetone, super.oxid ' se_(Chiron

R RE IRy AR O R MRRL B “FalboTkREE Rl B Hakko
prebeériéd, ekpodantakko_Bard9anKyneapHa’kpbcDagenah, i Kyowa Hakko

el d.fromthe gro c [sting,of 5- RS . .
) PERE Rogomy R Re! Y R rosRFunLgsE &, Shionogi
br enaBRrat, sadixemubdarimf wqx el c Get Hb £ gen, elsamicin-3,
- 30694, cycl opent yl t.,osi ne, cytarabine ,phosphate .
st eBPAEEPIESar abi HE Coh} Huat 06 S LAY CORTHE, REPFERTLCin-AL,
Dowe DPECamileZagnani ne £ riliagteoxy CYRGEHATR54, Fujisawa FK-973,

G Segagyancs! g f00% YESOOLAM, DCcnersm, oregatio,

Hfoazgrahterycihoxustisimecif) uderad eimhesphaties, kazusamycin,
5-fluorouracil, N §2 "-furanid Ig-5-fluonouracH

Dai FERRT3&PPARDSFCIABH2 HIGH? dpyT> Dyt r S e r spipryy KRN-8602,
LY- £38R31, Hakid | WT-¥a204 6kGowiet hebrAZaprigno4, Kyowa Hakko
nmet hotrexate, Wl |l cone MZPES, norsperm di ne

!..l-\K:l .
NSCKT2%748, NePTNGEn- S8aBaDiANEL-R4E134e6M e e Seika ME 2303,

NSCné42887i 1Vr Refomby@ber t BAlAa e st atgfi thkline M-TAG,
piritrexim plicamycin, Asahi Chem cal PL-AC, Takeda
ITPacnepggacthnogiihpPae, KayalsefNiFT #il 3 Efbiaramit Kpyeku NKT-01, SRI

tri mREEeXateonbYr 0Si R8ckBBAge 4i Nhi bt §51h¥! 0Si NExaunomycin,
protein kinase iInhibitors, Taiho UFT, uricytin,

Shi pABgPMEEAN, S, @lid@tiphosphdmi remit byues, porothramycin,
al t petapi apaxifg onegpBaghii nggs - Mannhej ~2207 44 ;

bes?§a§5??ﬁ¥? Eudotﬁtang, v%ﬁunqga C%‘-lofghgﬁa" Thizoxin,
car bogbatibacivar nesitameni Chi noi :ii werB®y ciChi nGumitos®, SM-5887,

A e
D - spa®somg@84dn, SERI AbeomBACHRPiMpA) 35-21020, SS Pharmaceutical
di pBENYL3IRE! OBUSE}, DEna GLBLRELRUBLCYEBEA LEe FiRBcin B, Taino
4181-2, talisomycin, Takeda TAN-868A, terpentecin,
thrazine, tricrozarin A, Upjohn U-73975, Kyowa Hakko
25 UCN-10028A, Fujisawa WF-3405, Yoshitomi ¥-25024, zorubicin,
alpha-carotene, alpha-difluoromethyl-arginine, acitretin,
Biotec  AD-5, Kyorin AHC-52, alstonine, amonafide,
amphethinile, émsacrine, Angiostat, ~ ankinomycin,
anti;neoplaston Al10, antineoplaston A2, antineoplaston A3,
30 antineoplaston A5, antineoplaston AS2-1, Henkel APD,
aphidicolin glycinate,' asparaginase, Avarol, baccharin,
batracylin} benfluron, benzotript, Ipsen-Beaufour
BIM-23015, Dbisantrene, Bristo-Myers BMY-40481, Vestar
boron-10, bromofosfamide, Wellcome BW-502, Wellcoﬁe BW-773,
35 caracemide, carmethizole hydrochloride, Ajinomoto CDAF,
chlorsulfaquinoxalone, Chemes CHX-2053, Chemex CHX-100,
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25 Normosang, NCI NSC-145813, NCI NSC-361456, NCI NSC-604782,
NCI NSC-95580, octreotide, Ono ONO-112, oquizanocine, Akzo
Org-10172, pancratistatin, pazelliptine, Warner-Lambert
PD-111707, Warner-Lambert ‘PD-115934, Warner-Lambert
pPD-131141, Pierre Fabre PE-1001, ICRT ©peptide D,
30 piroxantrone, polyhaematoporphyrin, polypreic acid, Efamol
porphyrin, probimane, procarbazine, proglumide, Invitron
protease nexin I, Tobishi RA-700, razoxane, Sapporo
Breweries RBS, restrictin-P, retelliptine, retinoic acid,'
Rhone-Poulenc RP-49532, Rhone-Poulenc RP-56976, SmithKline
35 SK&F-104864, Sumitomo SM-108, Kuraray SMANCS, SeaPharm

SP-10094, spatol, spirocyclopropane derivatives,
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ﬁgﬁggégqu’agmgiét@géd I eukoregut{ oy, | onl.damidg g inactive
ingredients, as used in the inventive methods. The amounts
recited in Table I represent the preferred dosage of the

25 1ingredients listed.
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20

25

Scutellaria hydroalcoholic (5:1) : root 20

Baicalensis

Preferably, the compoéition set forth in Table I also
includes extra virgin olive o0il and yellow beeswax.

" The inventive methods use a therapeutically effective
amount of the active compositions indicated above. This
effective amount will generally comprise from about 0.1 mg
to about 100 mg of the active agent per kilogram of patient
body weight per day. This effective amount can vary
depending upon the physical status of the patient and other
factors well known in the art. Moreover, it will be
understood that this dosage of active agent can be

administered in a single or multiple dosage units to
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technol ogy for extracting herbs at | ow tenperature

W t hout the use of industrial chem cal solvents. Such
wexdaosastosonn process allows for the highest potROTYSIN/ 040568
active conmpounds in the extracts, as nuch as 250 tines

t heppotarey tof HRe iekidyithalr @t Plarite Jmt erI'@'des%%ted other
forth in Table | is a preferred enbodi nent of the
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amounts recited in Table I represent the pre- ferre
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Iea %%5§EE§§§haﬁ$%%%ﬁ%ﬂﬁcgﬁﬁl|€pfzg€§¥%§#? 3%95 h%%hs of a

IeaPh@@maCﬁHﬁﬁﬂﬂhiKn@%@@??@béalqaﬂﬁ%qnwneﬁ%wés canrﬁers are
”g)w%ﬁﬁzﬁﬂgwﬁo Iuﬁﬂgréﬁthgg& é@ﬁé&gdi .qg(%g(EHnélther solid"

7 mg) rhizone G nger supe crltlc Yo pungent
Conﬁéunbsquldhﬁﬁﬂﬁ®-55016d2n@OQWL@hﬁﬁMﬁﬂ&uﬁﬂGaM-@r@@ﬁratlons

G nger c%vqr[ag@'&@h Mégr@%%%h Fége M nventive

46 1. oal cohol 1°c (20 urs
lOZSﬁ@ﬁebéafmﬂﬁlaawﬂﬂanﬁﬂﬁydp@ﬂdenholItabls%ﬁ, dlsper51ble

poI I 4 ea 0 g droal cohol
??gg\q}gﬁatro?épg@ % 1qgioo %J}% Engnéle&ﬁrfes%dld form
hydpmapawhaup@s(@%Hﬁu¢mmprmse Zrdmmgpoudots¥0o about 90% by

Gbl read rherr rq Ic holic (6% berberine - 2.4
% DGR gEorhE ang:t?lgf%er S8 cal (0.8%TPA - 0.32 )

Ieaf 40 ScwnﬂﬂdﬂaﬁrfmﬁhOahnobehdndfbﬁ)mmﬁQtsﬁBstances which
]Eglcalengls Pr feraqu nﬁ osition set forth Enb'l'
abl"8 Y] 2ai°So 3 cfﬁﬁe HIEE Fhobt9e?8PPtangSoLubtiizers,
yel LabrbheaswaX. Thaspemanh@ve BRkheds us®idders or  tablet
therapeuElcaII ef fective amoy nt of the_ active

”8 &ﬁ§%t §i% attEF Wit e L Fhi &N also be encapsulating

material. In powders, the carrier is a finely divided solid
which is in admixture with the viscous active compound. In
20 tablets, the active cbmpound is ﬁixed with a carrier having
the necessary binding propertiesAin suitable proportions
and compacted to the shape and size desired. Suitable solid
carriers include magnesium carbonate, magnesium stearate,
talc, sugar, lactose, pectin, dextrin, starch, gelatin,
25 tragacanth, methylcellulose€, sodium carboxymethylcellulose,
a low melting wax, cocoa butter, and the like. The term
"preparation” is intended to include the formulation of the
active compound with encapsulating materials as a carrier
which may provide a capsule in which the active component
30 (with or without other carriers) is surrounded by carrier,
which is thus in association with it. Similarly, cachets
are included. Tablets, powders, cachets; and capsules can
be used as solid dosage forms suitable for oral
administration. If desired for reasons of convenience or
35 patient acceptance, pharmaceutical tablets prepared

according to the inventive subject matter may be provided
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effective amount will generally conprise from about O

.1 ng to about 100 ng of the active agent per kil ogram
wo@Roosasdoent body wei ght per day. This effecti VRCHIB2004/040568
can vary dependi ng upon the physical status of the
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Moreover, it will be understood&%g t this dosage of
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40abPEp¥idddsper shbreagianuFesveeapsnl &9, lagdidadhems. multiple

In ggReLaly, 30! hgqggam R5ER2 %‘synscﬁqglébt%qmr& S%ﬁ{rﬁ%}asurihg

r
about 5% to about % by weil ght "of 1 active age
. sobrddederimnénedarvdersmre of e bldgidndesmwprdpamytion as

al sg:agt _a iJ ts i ng.a ilizer .
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teri . . RO r I i fiynel.y divi,ded
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with a carrier, having .the necessary bi.ndin roperties .

in 88??5%?8 pf%ﬁ%ﬁqﬁé% < L3 cdﬁ%%ctgglﬁﬁlt%%§§ﬁap8r838ratlons
Si zéntdeadeedd.tSub¢ abbaveaked d¢ar riegsidnébude may contain, in
magnesi. um car.bonat e, nesi um stearate, talc, sugar,

| RetORE IpBatth, CHBKAT Yt HF ERES G4t at] 4R CAi AR banERLOTaRES
2tet byboell dkese osEdHE) carbORyoeahylaeel | nd0sea] aslewteners,
nmel ting wax, cocoa, butter, and the |[ike. The term

X , a [ '
" pr&pEPEEFBRT Sy sSLRAEERUBES t SPHEPLHRZtRE I atdlgh the 1ike.
of the 1liquid utilized for preparing useful liquid form

preparations may be water, isotonic water, ethanol,

glycerine, propylene .glycol, and the 1like as well as

25 mixtures thereof. Naturally, the liquid utilized will be

chosen with regard to the route of administration. For

example, liquid‘preparations containing large amounts of
ethanol are not suitable for parenteral use.

The pharmaceutical preparation may also be in a unit

30 dosage form. In such form, the preparation is subdivided

into- unit doses containing appropriate quantities of the

active component. The unit doéage form can be a packaged

preparation, the package containing discrete quantities of

preparation, for example, packeted tablets, capsules, and

35 powders in vials or ampoules. The unit dosage form can also

be a capsule, cachet, or tablet itself or it can be the
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active conpound with encapsulating materials as a

carrier which may provide a capsule in which the
wa@edaswssoepnmponent (Wi th or without other carriBPCBHUS2084/040568
surrounded by carrier, which is thus in association

Wit B bt o pPh Thatl o Gachels Al ivheldedad, form.
pomggps?pcggkgtéP aﬁgacapsuﬁgs can be.useéiggkgé ido_rm , ,
dosage f&hes pbetrablceuftéicadr aPT&RFTAILSONGt | 0F. [che inventive

desirg eEQrm%%%%y“ﬁ%g.fQ?M§ﬂ§qﬂ&§ &F H@Eéeﬁkesergatives well

acceptance, pharmaceutical tablets prepared according .
to khewnnvemt ibhe salbjtect swakbt &S mRgrBe1ipr odFdddi rsorbic acid,
e r Si e rt. §
R e B e
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shortly befor se, to |Lgyi r e [ f,.0 o .
ei t Hér 8r%ﬁ3°8§ gér%?}%le?g%gg%?nb% sﬁ%ﬁi%ﬁg‘?%udg%itqo{]ia(?out 0.5%

f or by iwedbhde ofoltitsl @i rrsursPETisiagn Sommee igMmdrsd ons.
These particul ar i.d for I ops._are.nost . . .
convenieﬁfﬁ%u&rgvi §gﬁléﬁﬁ3§5€§§§§%cﬁﬁwgﬁﬁ 5§v§88ﬁve subject
0 emasedrt o iprdvicde aigimigl e alciiguisdddesage iwmate, phosphoric

ar S UERTE R RS e mtaltel G Fndfdafbecace 40

| i quindud@sesigrayo bebobt aikednbly presfamdlyy from about 0.05 to
predeterm ned vol unes, of the |Liquid form preparation -

as W Hta(gfg?n8¥,vF%%§Hboﬂ$ &P%bt ?rW%?gﬁﬁgF?i composition.
conpiaieen. sWagenailid Rl ntisquird teeseenare S diieRared,lulosics
it i.s preferred to maintain the unused Eort'on of sa

I.t . .
14 qieRuBeEhyacer S lpemoFAFaPE=rR s 11 hageroinft 288 and its

ref He@ekAlkliQRks,i N QfHerhd0 redw@hs, posgebhein, acacia, and
deconposition. The solid formpreparations intended to_ _
be BORFECEYSLEd UiNGuich ¥ ot RSyl ® HEARHES | WP alRi 8PeHT 20% and

to EE%_f@%taho\i@ et &hi aboukt! amor apt sbk@ 0r 99t By weight of the
stabilizers, "buffers, artificial and natura
swephesseseudiispdr SaMeP s itHi%keners, sol ubilizing

Agent s, %@%e&%ﬁéﬂé“iwﬁqghlié&@d MLl bggdol@R include those

preparing useful liquid form preparati ons nay be

wat eweeitsorasi,c wdtrematettrdngind girfdddiaial prisghll dmewn in the

080k SR S S8 Mty 5ol fBhosacchasides,
disaccharides and polysaccharides such as xylose, ribose,
glucose, mannose, galactose, fructose, dextrose, sucrose,

25 maltose, partially hydrolyzed starch or corn Syrup solids
and sugar alcohols such as sorbitol, xylitol, mannitol and
mixtures thereof may be utilized in amounts from about 10%
to about 60% and preferabiy from about 20% to about 50% by
weightlof the pharmaceutical composition. Water soluble

30 artificial sweeteners such as saccharin and saccharin salts
such as sodium or calcium, cyclamate salts, acesulfame-K,
aspartame and the like and mixtures thereof may be utiliéed
in amounts from about 0.001% to about 5% by weight of the
composition.

35 Flavorants which may‘be employed in the pharmaceutical

products of the inventive subject matter include both
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chosen with regard to the route of adm nistration. For

exanple, liquid preparations containing | arge anounts
wobkostob@snl are not suitable for parenteral UusSBCT/TRE04/040568

pharmaceutical preparation may also be in a unit

dosageufanm Jdyy such-formathesprepacati @id S nints such  as
subdi vided into unit doses containing appropriate

quaREPPREZISL , t he mestinRel conpoiiehtlaThe akiFifdosage vanilla,
for@h_eeela%gé nackaged; pf eeﬁsewgee,ﬂ&qrﬁ@a%@gef%?rmus fruit
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wel maktiemn incibdearpigmenhsasvibermzoimaacitdy dordairporated in

aci hyl par ab opyl par.abe .
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preferably from about 0.05 t bout . 0. 5% by wei ght of _
theaf&ﬁg%ﬂﬁ’éce‘iﬁ i e a§8h"gogil°t'i gzﬁﬁfs?!seftgfe Ut O&%ng%rmay include
pur padex ofdyde i pudntbie subpect fmaid,er drabudeand cosmetic:
citric,acid-sodiumcitrate, osphoric acid -sodi
hoSBRATE= T Saod T het & FoBatim dicth: 80 Cifounke:  Such
up aggabaué %&h@?dlﬁyEﬁﬁéthy in camahots b O tap@ahout. 25¢ and
5% wei ght of t ar gutical conposition. |
o PEFLEHeBaNARE™GERE O CoH CReABPST NoBGalY weight of the
cel-bukesikesukiike 1methyesliktulodse, AcarageengRsilbidé@on of all
alginic acid and_its derivativgs, xant han guns, ,
gel at Pn&Caca %, Pafill - mtrser §REalticnd cePFifdRefiing chemical

amgRtscHRrt@ aBgUbe20%uaad ipr eher abkx-bremeabew Y opedia of
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conpbsmicen. TSREECeREYs Wt cfP Y ber ewpl BPEES| Re7ud84, which

Adogexsweet geebsdibetly ri%?deb&*%'or%%cﬁﬂéﬂéi‘%{ aly M8tdrence.
known in the art. Sweétening agents such as

monosaccHarifdessolinsatéRar pdbRC hinde polgehrhatamslene glycol,
SUCB 89X KA8Be TEPQS61 and the like and may be used to

solubilize the flavors. Solubilizing agents are generally
present in amounts up to about 10%; preferably from about
25 2% to about 5% by weight of the pharmaceutical composition.

Lubricating agents which may be used when desired in -
the instant compositions include silicone oils or fluids
such as substituted and unsubstituted polysiloxanes, e.g.,
dimethyl polysiloxane, also known as dimethicone. Other

30 well known lubricating agents may be employed.

It is not expectéd that the inventive methods use
compositions which will display significant .adverse
interactions with other synthetic or naturally occurring
substances. Thus, a compound of the present inventive

35 subject matter may be administered in combination with

other compounds and compositions useful for treating

34



gl ucose, mannose, gal actose, fructose, dextrose,

sucrose, maltose, partially hydrolyzed starch or corn
wa@008/05®6t | ds and sugar al cohol s such as sor bi POI/1S2004/040568
xylitol, mannitol and m xtures .thereof may be utilized

in stosntbsef myyvEAkGLta 1093 H0 p@li(tlﬂcue_@% aﬂde pma‘z@ﬁ@bw methods
from about 20%t.o about, 50% b ht of

phal'fiic PO tdomSods % m t%? %Th%?%t%F?ﬁfﬁél§Pmblnatlon

sweet eRerstiseleh ias epaaehar tampaslsa@ﬁbar it e t %n%li%@oplastlc
as sodi um or caIC|un%_Céqlanate salts, acesulfame - K
aspaPPEENERE t BB ITRE ardSmi xtures t her eof may be

uatl li zedthe aragjtri&zﬁalfrqfn@hmﬁe&i&l%t@oﬁb@yét%hgy will be

%ht of .the conposition. Flavorants whi ch may
6y &dMiRSChePBhaPhac etk Lhsd pr%ﬁué#?foﬁrﬁhedependlng upon
'nVQBhb!%e%HQh%%%'@ﬁé@rakﬁctﬂgeﬂ%ﬁ&&abﬁr%ddﬁﬂﬁstratlon and
artificial flavors, and m nts such as pepperm nt,
menfRERreGani APA2TSrti fi cit¥Svanild%, EHSESI&e, “Remington’s

ar t phhehalcehqeahatse,; LIdHRTOM g MArdQUuS iwot &5@%0@%115111@
both i ndividually and m xed, in anounts from about

10 50te OO BY Wi @) of PPhe it TabkUt | wAch is hereby
COMPESLLai-a Or@ytsre%_%%hcbn tf}? pi@éentent%%w V€  Such
subj ect tter 1nclude pignments which my

i ncépporaesdons avvurts” lofengs t‘@l@b@hwss%bysmtght sehbility,
therﬁggp%% tl'ngrh.v% Ql'eq_fe%[g£d ﬂlc@@é‘{e 6ft §H| U’% ctlearance of
di oxI de, e’incorporated 1n anopunts up to abod
196thESGWQSﬁntxmbeaﬂpsunay|agﬂamm ofotther yesntive subject
%yl&ggkg for food, drug and cosnetic applications, :

]k own “as °F. D. &C. dyes and the like. Such dyes are

general |y present iRoageys)sotfipAtiniakhetttra®idn% and

preferably from about 0.05%to about 0.2% by wei ght of

the - phatiice AT eSHpodind onCOW?EFFl?Bél t ft5%n BFeferably

al | afmPnéCreand DB 1dyeis antiet hebkmcasf e%@@mjlr&s tablets,
chem cal structures nmay be found in the Kirk - hne

Enc§EPEREEI £BIPTEATM  FECHDIBER I n V&%@ I&%Y contain

200088 r83érs884udti CAst extadteRCCos Al NIl innCOg POF A d and/or
herein by reference. Useful solubilizers include

aICéH@F}CEFéBQI@@§Qﬂ%M§HCh as magnesium stearate. Capsules

may contain diluents including lactose and dried corn

starch. Aqueous suspensions may contain emulsifying and
suspending agents combined with the active ingredient. The
25 oral dosage forms may further contain sweetening,
flavoring, <coloring agents, or combinations thereof.
Delivery in an enterically coated tablet, caplet, or
capsule, to further enhance stability and provide release
in the intestinal tract to improve absorption, is the best

30 mode of administration currently contemplated.

Dosage ‘
Dosage levels on the order of about 0.001 mg to about
100 mg per kilogram body weight of the active ingredient
35 compounds or compositions are useful in the treatment of

the above conditions, with preferred levels ranging from
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pol yet hyl ene glycol and. the like and may be used to
sol ubilize the flavors. Solubilizing agents are

W@eows/sdoBy present in amounts up to about 10% PCT/US2004/040568
preferably from about 2% to about 5% by wei ght of' the
phavmaceut beal €oppasi t L6nomgubpkeatdg. agenhs Wibbunds and
may be used when desired in the instant, conpositions
| e COMP ST e O | 5hor PFRGRAE Sutis Hsl Sbstbiefedmatter may
and usisuhst i et gdveal ¥si [GXANEs, targe MBI NYhily. Starting
pol ysi | oxane, also known _as di net hi cone. O her vve¥I _
knoWr SPuBr i7C3t i99§ Sadefls 3 dBe taisicoyed 1Y @ndk sdewly working

eg(p@%t ed thrl?thetrh%ldsré%eri_tfi YR RRINAMS USH LMY WS egy.  The
which will display significant adversé interactions

wi t BT oy mdfetve BroTRALRRY | YPakclipyi R combined with the
substanGes. mihus.i -3 cespgunduet 5h§iﬂéf§e@58éc{;‘é{%fﬂmill vary

subj ect matter may be admi nistered in”conbination w

ot helereadigundwoandheo s tireed asseingl they particular mode of
t r ealdNGRrQst-at:e, neopl asia. In particular the

i nventive methods use conpositions which may b e
Hinmi ni st dited- s mnesmsitead oRoWeMe ot Hdat mvemeaidic dose level

co It r t] st i:G +S n : y
e e P i e ooff [ [38sety of
det dawitivets byl mpeuckid | edei Acthe idmt afepehdi agespbdhc compound
consideratipns c st adm _ni_str at i nd

desi%lgng)g'o ()éscggeJ.Cﬁ eg,ggforkﬁjgd aon‘g%ggﬁﬁ Re%gr?%tr%r%' g%éé’f‘tﬁ, sex and
Phadiectetfi cdie Svderews, , ti8t himvedof( 2890nikacktion; the rate

Publ_i_shin .., Eastan, PA . Pp. 35 -1712,.
i i8§8i§ éﬁé%ﬁq’ncgfﬁ rafgﬁﬁgéé%é éﬁenﬁém?n%ﬁﬂfflty‘_Of the
ent peetty cuSwoh fdirsuddend o= imay | nféaeade t hadphydecalform of

state, .st.ahility, rate of in viyo release, .and rate of

SR AR O DRE Srostr RheY apbatic Hychie get would
t he apprentiate stibd ecbrimabt &t yRaf e§syhoffactors and would be
Adm ni.stratio e, conmpounds, and conpositions . are

O SPBIZbI AT G By SRS EnEST LM BRinG no more than
TBPSBesnd ANRISnaqbedws suspensi ons, or sol utions.

Tabl ets may contain '

‘ EXAMPLES
The following examples are illustrative of the present
inventive subject matter and are not intended to be
25 limitations -thereon. Unless otherwise indicated,  all
percentageé are based upon 100% by weight of the final

composition.

EXAMPLE 1

30 Preparation of the Inventive Compositions

The inventive compositions are prepared by methods
known in the art, and disclosed in Applicants’ U.S. Patent
No. 6,387,416. The preparation of the component elements
of the inventive compositions is summarized as follows:

35 The hydroalcoholic extract of ginger uséd in the

inventive compositions is preferably prepared as follows.
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carriers such as lactose and corn starch, and/or
| ubricating agents such as nagnesi um st ear at e.

w@apsob®32 may contain diluents including | act OBET/aRIING/040568
dried corn starch. Aqueous suspensions may contain

emubgef yd ngg@pd suspandi ngrragent s scopbired awh th EPgogenically
active ingréedient. The oral dosage fornms may further™ .
confRPANdwWEet BAERGLVE| BOBFI AGNSEbE BRI AGTAGEANSES  ois subjected

conbbnathops -t hereef o xPehib¥eby B 8RtgRheri ¢l LY oi1 extract,
coated tablet, caplet, or capsule, to further enhance

st abefeEyedndtpr dve el R eldshse Ghe t FePercadttiisall t patract” of
t=0 L& e b 0N, 44 B de; of . o
P Aeer S, OREE R g0 B e T S compogsnts, and (11
| evensobh-{fheeoreleidet - abivruto 0. (e sticluabdt thenOertracted
g Peh k%'oQE@Qk?QQXoH@ight%9£fégg?§%t!%gt%99%€g5$8&' mixture
conmpounds or COITpOSItI ons re usertu In the reat nent

of chepabedeotondi-tPonsrtwi ehcpheferndd4Pedél parangivager .. The

fro y 10 d T C ds .
and 6onsabl FESRE o e pPoeanio? nodaR e (eh) SbEr - teaving 2
lfat pevdemyduserttyche geyveiuén twfarredr e dosesin as "the
dai ]y, Starting.wth low dase. -300nmg) twce
dai#édgﬂ f%Péﬁ?%CmSF%?ﬁﬁgupg?ogﬁﬁéggf doses if needed
is a preTeerecomspoategyn HBfe ahbantimfemcionve will preferably
ingredient that may be combinped with the carrie ,
et BPTF 7t 5T GG & STHGT b GBEAG5TT G WiiT Dgrgoaleonolic
deperdragtupah ¢heghestatt reavedgand tdiei pabtfi gteaferably from
de, of adm nistration..- It i s understood,_however,
1hafPauEpdcit i RRE-F ebef PBFCiny &t iRiRSREFRRY ehgom about
wi | 1. dependbap@n 1a vayarelsy, efosfragdofSerd ey ughhogrt Del7 parts,
activ&;¥ of the §$ecific conpound enpl oyed; the age, o A
bod9Fwel PR ECleherat FEHATT sBkFand &%t oPOfRgsSUpercritical
patheatoatBenbie ektadaikni stration; the rate of 4
excretion; drug conbination; the severity .of the

parti cul ARedi SHPEECTBEITG 1t r SRERCENd The §8RAPEf rosemary,
oadnt pLatLati QRd PEgLho Arghdany t3id hvienttike abhpWR4kdons can

appreciate the variability of such factors and woul d
be be prepared according” to known supercritical extraction
methods, such "as disclosed, e.g.,‘ in E. Stahl, K. W.
Quirin, D. Gerard, Dense Gases for Extraction and Refining,
Springer Verlag 4 1988, which is hereby incorporated by

25 referehce herein. h

The hydroalcoholic extracts of rosemary, turmeric,
holy Dbasil, green tea, huzhéng, Chinese goldthread,
barberry and Scutellaria baicalensis used in the inventive
compositions can be prepared according to conventional
30 hydroalcoholic extraction techniques. For example, the
hydroalcoholic extracts can be prepared by extracting the
" plant portion in a water/alcohol (preferably water/ethanol)
mixture (preferably composed of 60-80 parts aicohol and
40-20 parts water), and then evaporating off the
35 water/alcohol liquid, leaving a powdered extract residue

(referred to herein as "the hydroalcoholic extract").

37



able to establish specific dose |evels using no nore

than routine experinentati on. EXAMPLES The foll ow ng
wex@apb@s2z are il lustrative of the present i nvePtT/VU82004/040568

subject matter and are not intended to be limtations

t hereon. tinl egge ot hepmbseitndhcat ed, . takk pergeahages, the
are based_upon_ 100% by wei ght of the flna

conpBeF PR bEONEXANPER tE aFtte faf at FEREBLCt RET rivst pypercritical

Cb”@Qéka@” fT@Eth¥§EtWY§1CBBE@§kaQ?Sbérﬁr@é%ﬁ%rS@ a weight
by nmet hods known in the art di sclosed in

Appkitant 9 prsfepatdit ﬂ\azpmaa}s%vtﬂatom@omtep?a% appphs, more
%f n%?@fggggﬂ}e@rc% eggghg‘: 04 b@?ct' nveat 'a‘b%ut 11 parts, most

ositions”is summari zed as | ows:
hydpoafeﬁhbﬂycaéwvtaéﬂ ﬁﬁrgﬁng@ﬁ hgéﬁoahCPh@lnﬁv@ﬁtmaQt per 1

”g8§£t Hg§r§%§EEEQ@|¥xE%§E%red as foll ows. The

I'S preferably cryogenical ly
ground tahprmmwmqﬁik%@nséﬁéuthvé comporeinrs, widl preferably

Sub&SﬁEgg totgé*p Ug:grtrae &axtragtign.to 9btf—g.@em4f9 and the

an Ol rac herein as
19upkydrbtilcahogéxtr @@{tram‘t goﬁg@psemanmfalaﬂ ng oeliighat eratio of

11 pgphELLC comenent s, a0 (ki) anooi Leblee begidugres, more

The Yresfdle s en“éxtracted In
wat peeékecabal, premerabbytmaﬂeB/etbanabpun1xQuQe parts, most

conposed o a alc hol nd 40- 20._parts

A R IR A e S
offpakeawfngyarpamdehedlexémamhcmesidue referred to

erein as, "the h al coholic extr

lgorrposi t&gﬁ B:qu_l ‘?%f??ﬁi% tfor® ﬁafcqbr fferggpg Eonlf%ﬁ?(ﬁ in the
theiﬁU@ﬁt%ﬁétb©mboe&t&@®B wmiﬂfpréﬁéhahﬂyX&meflnffrom about
extract of gin ratio o era ro .
abogt 40. Q“%oa%%BEt T 45pdT Ee REFEES P&ﬂé’ % Vanle ﬁPtrB'76 to
abodbohtl 303@p0u&xﬂ;SpQQE@&akngstapba&erabby,ahgptweight of

1.17 parts, of supercrltlcal xtract per 1 part post
_supBREPPE 68MPRYAFSal(€oRoki &

20 The supercritical extract of ginger used in the
inventive compositions will contain preferably from about
24% to about 36%, more preferably from about 27% to about
33%, most pfeferably about 30%, by weight of pungent
cbmpounds (e.g., shogaol) and preferably from about 6.4% to

25 ‘about 9.6%, more preferably from about 7.2% to about 8.8%,

" most preférably about 8%, by weight of zingiberene.

The supercritical extract of turmeric 'used in the
inventive compositions will contain preferably from about
36% to about 54%, more preferably from about 40.5% to about

30 49.5%, most preferably about 45%, by weight of turmerones.

The supercritical extract of rosemary used in the
inventive compositions will contain preferably from about
18.4% to about 27.6%, more preferably from about 20.7% to
about 25.3%, most preferably about 23%, by weight of total

35 phenolic antioxidants ("TPA™).

The supercritical extract of oregano used in the
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The supercritical extracts of ginger, rosemary,

turnmeric and oregano used in the inventive

W@ 005054082 ons can be prepared accordi ng to knOMIT/US2004/040568
supercritical extraction nethods, such as disclosed,

e. glnvbntEve Sb&bblelomN wiQli reontdin feedetabDengeom about

s for d Refinin ringer Verlag 4
198§ 6 ct,ﬁ : %@bfaql cé?oproﬁ’azflg%f%‘gﬂ?%? ST EffEeablut 0.72% to
her abﬁuthe8B%dLﬁabiﬁob@bf@rebmya@bSuﬁf or. 6%&”351ywelght of TPA.
turneric asi green z i nese
goldthregBe é&qﬁﬁ%%F%ﬂﬁﬂ¥%u?§?FﬁFEacagl%%f%%%%% yseql in the
i3 £heehRYeBt kA eeNRaIs QflS.LlCaibrbﬁalﬂf epasLfrably from about
according to conventlonal droalcohollc extraction

t ecAnPdu FoPUBXxEmdite, @ﬁ & hydedEresHdl i tr %t pROE 6.3% to

canaﬁeu@repaﬁ%d bMoQ%”PQEEEQabU? Bbank postiopy NyRight of
wat er/ al cohol (pre erably wat er/ethanol) m xture

(pr EREFHBLY - conposed of 60- 80 parts al cohol and 40-

20 partsThal e{)dnoAbHIEI: e¥apekati i Ofbsélfry used in the
wat er / al cohol 1iquid, :|eaving _a powdered extrac¥

10 st BUBNLE BPe COBROEE LAEONSI ids "FHe hiyulrivet Eohaply from about

eXt&@Chi)to'%bb%% %@”Q%$‘ﬂd%é<5réfE§éBI¥eP£é&nab5H€ 20.7% to
hydr oal cohol i ¢ extract of turneric and e

supabeptt REaBexmpatt Por fegakdyi ab@iutl 2gkef dvapleidie of TPA.
present @L"ixgahg%rglaﬁc'bﬂto'lq_cde Igafcﬁ:rac@yhcf nﬂ)@:@fﬂtl.@ed in the

to about nore preferably from out 9 parts
to anwantiyepmr@osmston@r eﬂdrlam@m‘ramumpn@f@aablsy gfom about

d L | t to I o
okt e B t1i6n B T hee S avaRiront wl| hout 1.8% to

pr eéepabl 9. @éntapattpeeﬁapebdyuaboat ezt r gt wefight of ursolic
rosemany and the hydroal coholic extract of rosemary at
S a wer ﬁf ratio of preferably fromabout 1.6 to about .
2.4 partShenmwaqmaﬂdyndﬂgcfemMma@bubflg%ebn aeautuPed@ in the
st pref erabt% about.

O peRePPEL sl BrEPRGEiS T Thr i B T sl aRRLY fxom about
26xt Bget to Thisoby di o) auhod ipraai@tn‘eﬂ:&'[y afragi I?z@ﬁu’d.l&@d Signto about

%pg %gﬂ:&X?t?ﬁ?@?é%ééf?saﬁ%éé ig. %{abg%g% nt polyphonles

The hydroalcoholic extract of huzhang used in the

inventive compositions will contain preferably from about

6.4% to about 9.6%, more preferably from about 7.2% to

25 about 8.8%, most preferably about %, by weight of
resveratrol. 4 '

The hydroalcoholic extract of Chinese goldthread used
in the inventive compositions will contain preferably from
about 4.8% to about 7.2%, more preferably from about 5.4%

30 to about 6.6%, most preferably about 6%, by weight of
berberine. '

The hydroalcoholic extract of barberry used in the
inventive compositions will contain preferably from about
4.8% to about 7.2%, more preferably from about 5.4% to

35 about’ 6.6%, most preferably about 6%, by weight of

berberine.
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2.4%to about 3.6% nore preferably fromabout 2. 7% to
about 3.3% nost preferably about 3.0% by weight of
w@vgesoszonpounds (e.g., shogaol) . The superBCT/USIAY/040568
extract of ginger used in the inventive conpositions
will contain preferably fro%%%%to about 36%
nore preferably from about 0 ut 33% nost
preferably abouwiE£30% offy thei qhtr<oift iR @Rilo oA RAHIAS
(e.g., shogaol) and preferabl from about 6.4%to
about 9.6% nore preP8rabRy 5 S %% 0 about
8.8% nost preferably about 8% by wei ght of-

zi ngi berene. The supercritical extract of turmeric
-used i nPt [t dirpse otf] vﬂel@@#p@@ pifodenitniveadritva momposition in

pr e 0

pre J{ 35[} ou o%fggaglltgé{%ngo}lgre tadded to LNCaP
pr efge:lcab:ll’y abdutm4 594 byatve@hl afo st maeshed M. equivalent
sup rcr|t| xiract _ of ed in th

| nvg(nt | v r§p(gs|1 [ oin% F%i m%{t éﬁwnl{%pr 2 Jé\{@a% \/’et? ohrepared by

abomOulﬁ:lzirBz_fp tcce]ahouit 2ZI4 6% 8 moared p7 2f roabky Bhamwvakeuttompared
7% t . 3% t preferably about 23% . -
s ot SSHeT TR | Ot Ut oEm ThAMES igh .18 DuSO
superlccmetl cal Apxprasisofiror egane usedtulﬂetshewalyerﬁva/_t&lated by
sitiong wmlIl c ntaln from abouyt 0.64%
Lo BORRG SOvE" Tl b hmor R T rGhPabate 609oupRgUrenent of

abOlﬂaé@a%%%B @@ﬁlt@itﬁ}f eﬁsbhg abQiBl&ﬁ%tleyc wehgbtr&te assay.
TPA._ The hydroal cohol,c ext ract of turnmeric used in

t he HERRSHS vENc AHPOSi t§DnsOhi FI SRt ACplatéraptys measured

{5 omsabRUta 5c6%t Omabput 8s54%, MLl rtﬂ,rﬁfeect@sl,olanft:@mz protein
about 6.3%to about 7.7% nost preferably about 7%

wei GREPISTS iEuitPR. IR TidISshl EdRol TS e5E R atl off anafysm of

ros B 145 &t e A NE ke LOMRASId | O'A%t\%vlltles were also
contain preferably from about 18.4%to about 27.6%

nor € PR EEhbly Firons BiRrits 20f 7o ref apguruzsugiq Avssolved in
pr efrgihl ¥ 12Ut 1239 qtl_tli)(fa"fl";‘e'ngzhttoofth-gjs‘%r éxa-Ehewould be found in

h&dr oal cohol i'c extrac basi| use
ValtE Vg rpos tqqtcrp@amwort,sorﬂtamrtﬂr@@rcmﬂ@s from

about LNCaP cell growth was suppressed by the inventive

compositions; and by 72 hours there was a 78% reduction in
cell number in treated cultures (7.9x10* vs 3.53x10°% cells
per well, p=0.01) compared to controls. PARP cleavage

25 fragments were evident. and caspase-3 activity was
upregulated 2-fold by 72 hour treatment, demonstrating an
apoptotic effect that was not found in 'controls. COX-2
activity was also significantly decreased in the presence

of the inventive compositions, while equivalent doses of

30 curcumin alone did not inhibit COX-2 in the . assay utilized.
COX-2 protein expression in LNCaP cells was not affected.
The results are of this example are shown in Figures 1-5.
Thése results demonstrate that the inventive
compositions strongly suppress LNCaP cells and induce

35 apoptosis. These effects appear to be more potent that

those observed with curcumin alone, demonstrating a
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1.6%to about 2.4% nore preferably fromabout 1.8%to
about 2.2% nost preferably about 2% by wei ght of
waie@slos@3aci d. The hydroal coholic extract .of PCHER00€640568
used in the inventive conpositions will contain
r ef 69 uty 154% .
Srefsgj{rg% léfrgﬂa out ﬁol%%bt%&gbotu}tﬁe e}g?];aCtS used in the
pr ef@‘&ﬂ@%mm@@twﬂ%| ght of pol yphonies. The
hydr oal cohol i ¢ extract of huzhang used in the
i nventive conpositions will contain preferably from
~about 6.4%to about 9.6% nD mPBEe Bably from about
7.2%to about 8. 8% nost
WBi ght of resves k2 , o

Chi nese gol dt hr eﬁdpyaegawghaﬁtl §¥SEEh‘E8 ﬁgggﬁ &‘;Ons
Wi Il contain preferably from abou 2%
nmore pr efeztamﬂ/mmbnpab@@tlts ﬂ%ft@rab(bmenﬁ 6% ammte—mallgnant
prefgl OBKOJ[ aboyk §%. bgy %&% of plerberelfrhnteit%% composition is

hydr oa I c extract™ o rberry used”
i nvéttiﬂM@&immﬁl tbomsivi Ipattioamntai ovpreferabhysér o treatment

t % t0 .a 29 re rabl from abou
l}at gbc%]f%% rr?olstdoesggfer aBF; 588u¥n6@/® $ipniticant side
\NEI gﬂ'ﬁfeoitSb.er bRire m@%lﬁ@ﬁémﬁs of ddieedgnentd Wee growth

P Is A f
i 100, GRS HE s Cardm FO8 ToRbbsTt St Y BB et tLe cells,

pr eparsad, t iang J'trhettde 1 1 & plness vee ries ettty ton dLINGaE: g5 ot h
medi um so that all doses tested had equival ent (0.1% -
DVBO I evel s. Cell growth curves were prepared by
tounting cells at 24, 48, anggaMphmuss, and were
conpared to control cells treated at the sane tlnes
with 0 . 1% DVSBES A Ve chGan :

eval uat ed by V\éstenglloﬁgggggl o£ PfRP cl eavage
and measur enent of Cam—‘%ﬁ%l—ﬁg a

col ori met A pasubkstr atesassayfor treatment of a malignant stage

B epithelioma of the prostate, confirmed by elevated PSA
20 test, manual examination, and biopsy of the tumor. An
inventive composition is administered to said patient over
a course of treatment lasting,for several months, resulting
in no significant side effects. The patient experiences a
reversal in the growth rate of tumor cells, . death of
25 existing tumor cells and reduction in tumor size, and no
metastasis of the tumor. With continuing treatment, the
patient continues to exhibit no .secondary symptoms of
prostate neoplasia, no long term side effects of the
treatment, and no metastasis of the tumor. '
30
The inventive subject matter being thus described, it
will be obvious that the same may be modified or varied in
many ways. Such modifications and vafiations are not to be
regarded as a departure from the spirit and scope of the

35 inventive subject matter and all such modifications and
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Effects on purified COX - 2 enzyne activity was
nmeasured using a colorinetric assay, and effects on
W@5/02603Pr ot ei N expressi on was determ ned vi aPUWEEENH040568
bl ot analysis of protein extracts fromtreated cells.
Act LVi ti r I r : c g
ur P Fea carEuar e SEear et BV ot feyefdtn the scope of
equickal ént lpginboseéatihat woul d be found in the
i nventive conpositions at sim|ar doses. LNCaP cel
growm h was suppressed by the inventive conpositions,
and by 72 hours there was a 78% reduction in cell
nunber in treated cultures (7.9xI 4 vs 3.53xI 05 cells
per well, p=0.01) conpared to controls. PARP cl eavage
fragnents were evident and caspase - 3 activity was
upregul ated 2-fold by 72 hour treatnent, denonstrating
an apoptotic effect that was not found in controls .
COX - 2 activity was also significantly decreased in
t he presence of the inventive conpositions, while
equi val ent doses of curcum n alone did not inhibit COX
- 2in the assay utilized. COX - 2 protein expression
in LNCaP cells was not affected. The results are of
this exanple are shown in Figures 1- 5 . These results
denonstrate that the inventive conpositions strongly
suppress LNCaP cells and i nduce apoptosis. These
effects appear to be nore potent that those observed
wi th curcum n al one, denonstrating asynergistic effect
bet ween the extracts used in the inventive
conmpositions. EXAMPLE 3 Effect of the Inventive
Conpositions on Pre-malignant Prostate Neoplasia A
pati ent presents for treatment of a pre -nmalignant
neopl asia of the prostate. An inventive conposition is
adm nistered to said patient over a course of
treatnment lasting for several weeks, resulting in no
significant side effects. The patient experiences a
reversal in the growh of neoplastic cells and death
of existing neoplastic cells,
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resulting in the neoplasia becom ng undet ectabl e.

EXAMPLE 4 Effect of the Inventive Conpositions on
w@e@ssdos2 Epi t hel i oma A patient presents for tPEBRURENL/040568

of a malignant stage B epitheliom of the prostate,

confirmed by elevated PSA test, manual exam nation

and”%i%ﬁ%ybe the tunor. An inventive conposition is

adni ni stered to said patient over a course of

treatnment lasting for several nonths, resultln% in_no
si gnificant sPdeeshPEctEor ThESPALNENP P& i®niegpiasia in a
fevguéfﬁ!ectn &&@pﬂf%ﬂf‘ﬁ& fRE esPEpt YP0saRBh] SRl NaRfeffective
exi sting tumor celTs and reduction in tunmor size; and

Sno awoustasf-sa gfomws ity LoNSEH & GHETRGIN§Ot EEaRHeRAE, prevent
the, paki egkogeatcwi%obqa%&@ bi ts 10y SECONAN - SYIPt OFRprising
of prostate neoplasia I'orig term side effects of
t hetheeapaempaéw aDf Pt BYe aWIBIUUTS e SURABEr 1Theal extracts
i nv t|v t ng t Cri d
be % V|ogs§%ﬁ£?§thgaégﬁéegg§ be ﬁ%%%?ﬁéd o?ﬁgarlégﬂ%gk an
nanyhmmypeuSmchlhpmf@fﬁ&¢bﬂ%ean¢mnnnﬁﬁlon§ arleydippalcoholic
to be . reqgarded_.a rt.ure f e nd
Oscop §t59%$ﬁe ?ﬁvéﬁ?L %% fﬂ(ﬁ 4%%%&9 aEQEQF% gOchSCUtellarla
mdb&h@éﬂb@@isandwsaﬁam,s akecient endes, t o hyehang, Chinese
i ncl uded mﬁthin tge sc pe of the follow ng clainms. \E
cLAPRLAEhreadnefh dbPS StF&ating prostate neoplasia in

a subj ecbiroGeBREl ShAY $hed Stepsidtadmdylsisld 1 ant prostatic
ef fective amount of-a conpgsition to said subject to
tredbtepepiéneniadangopréstdre neopl asia, said

75conposi tion conprising therapeutically effective _
anmounts of supercritical extracts of rosemary
turneri c?2-or e§aso TEYEOGH ferc ey ¥héW%%é%%$c§P¥9 ComPOSltlon
effggt%Eﬁugqgggggdpgrgiq§oalcohol|c extracts of holy
basil, ginger, turneric, "Scutellaria baical ensis,
rosemary, green tea, huzhang, Chi nese gol dt hread, and
barbfr:yg provided Lhak, Saie pEQ%H%FeZneoﬁh@§b§n'Stﬁ%t orally
rostatic

20p administered composition is in the form of one or more

capsules, one or more tablets, or one or more pills.

4. The method of claim 1, wherein the composition
, compriSes:
25 "(A) from about 4.5% to about 7.5% by weight of

the hydroalcoholic extract of ginger;
(B) from about 5.5% to about 8.5% by weight of
the supercritical extract of ginger;
(C) from about 1.0% to about 1.5% by weight of
30 the supercritical extract of turmeiic;
(D) from about 10.0% to about 16.0% by weight of
the supercritidal ektract of rosemary;
(E) from about 4.0% to about 6.0% by weight of
the supercritical extract of oregano;
35 (F) from about 10.0% to about 16.0% by weight of

the hydroalcoholic extract of turmeric;
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intraepithelial neoplasia. 2 . The nethod of claiml,

wherein said conposition is admnistered orally. 3.
wab@soetobnd of claim2, wherein the orally admPei/Esm0€00568

conposition is in the formof one or nore capsul es,

one or MEe ARt 9NSs 0toMLSuRi Id D t

nmet hod g? 2I aiml, V\%erel n the corrpgsnl on co%rp‘wE%h of

(A) fromtasobtyds 08U PHOABSUEXT I5%thy fwicgiemagfy /it he

hydr oal c i X % gknger oy ahou 0

to about le‘?Sg‘}:gfﬁ %/ég%tﬁ t he 388(8?)&?1%. ?ZI Bg %Je%?{ of

of gi ngeithe( @ydﬁflo@dcn@b@lltwl e@%rta@talmduﬁlo]l.yS%atsyLMel ght

sof the s Xt hagt r

Sabout - 10.6% £ ibaar“To 090 By e Rt of rRe b W8Tunt of

supercri ttheahyelxbaacbh@ﬂllcoseumray;t (o) gfrr@m akauyt 4. 0%

to about 0% b [ fyot he ercr extrac

of oregar%gn;) (foll—:) V\% % 088tO 18:% Jo%ﬁ bbof”’%gf“t of

wei ght ofthtehelyblmlaaa:bhahald exextarcﬁctofofndzlhramrl c; (G

from abo 5.5% t o_.abqut QO/ by ht . of

hydr oal c%%l i% OB 3R ot Pos ﬂaF\;ée %H)6 f%rﬁﬁéb%%%ght of
1010. 0% t otalaoupdiﬁa@%bmmeu ght ratt tde da el gehakhead;

extract of ho from about 10.' 0% o about

16. 0% by Wi Sl?%t héd? BaFRoREPRE ctdadty ofegpknot

tea; (J) theo my@@@létlc%h@%ﬂco e&l@mtctl%fo%ambew hta rf
t he hydroal coholic extract of huzhan% 62?] from about
4.0%to dPFButt BRI et ght BP EReOUWRydr-dd dohoVeeght of

extract @heChi ngaeogoLEhbLead; dlyrdsom agout séuQe@&era

about 6.0% by wei ght of the hydroal coholic extract of
L5bar ber ryPadf@Lemsifrom about 2. 0% to about 3.0% by

wei ght of the hydroal coholic extract of Scutellaria

5. The method of claim 1, wherein the weight ratio

of the supercritical extract  of ginger to

hydroalcoholic extract of ginger is from about 0.9:1 to

20 about 1.4:1.

6. The method of claim 1, wherein the weight ratio

of the hydroalcoholic extract .of turmeric to

supercritical extract of turmeric is from about 8:1 to

25 about 12:1.

7. The method of claim 1, wherein the weight ratio

of the supercritical extract of rosemary to

‘hydroalcoholic extract of rosemary is from'about 1.6:1 to

30 about 2.4:1.

8. The method of claim 1, wherein the hydroalcoholic

extract of ginger comprises from about 2.4% to about 3.6%

by weight of pungent compounds.
35

9. The method of claim 1, wherein the supercritical
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bai cal ensis. 5 . The nethod of claim1, wherein the
wei ght ratio of the supercritical extract of ginger to
w0 b@shy@snal cohol i ¢ extract of ginger is from BODUS2004/040568
0.9:1 to about 1.4:1. 6. The nethod of claim1, :
whekgich akhe owe g hly halda@peh skhe rhvdr aabe@halyisc cextiact 342 by
.of turnmeric to the supercritical extract of turneric
i s fEeMPAbOR Bingent apeupoundy, apd, fTiem midwgd 6f4% to about
cl aigmgd, gﬁﬁ%;&glg%\%y t L atjo of the supercritica
extract of rosemary to the hydroal coholic extract of
rosemary is fromabout 1.6:1 to about 2.4:1.- 8. The
met hod of; hcl ainm 1 rei - ro ic.extract .. .
5of ginge%oéowgg%sg§ %gﬁfgbggglgyi@bgégggght%§?6@§8§rcrltlcal
wei @it rafc tp vy entrioomipn e £ 1% e SThier oret dlodluof 36k aktt dbout 54%
whet ej . S rcriticalextract of ginger conprises
fro% a%835%§4égfguggﬁﬁp % by wei ght of pungent :
conpounds and from about 6.4%to about 9.6% by wei ght

of zingi heren 10. . The hod.of .claim1, wherein the |
supercri?ﬁéal%@ftpg C&%%&LFggﬁﬁcho Fr§es FS&W?&B@ﬁFrltlcal
1036%etxa rakauto 54 %0 bymaeiygiompfr ifsésnef eneSabdlr TNE 4% to about

met hod Qf .claim ], erein:the supercritical, extract
of Egséﬁaw 8’8:119}’1%2’% PSR EOERCLE AR B SAN BB, 6%
by wei ght of total phenolic antioxidants. 12. The

met hod of claim 1, wherein the_sugercritiqal extract o
of oregand -cofpi 86N bMtafIGtT0 l6avheseaBothe0 sgpgrcritical

by weirghltofo t ObakghRenatdko 2t d OXirdant Sabdid: - BN®4s to about
nmet hod of claim 1, wherein _the hydroal coholic extract

Loof Quiér by #eapiits &€ fhodlabietios. 160@nd issdarg %% by,
wei ght of curcumin. 14. The nethod of claim1l, wherein

the hydroal coholic extract of rosemary conprises from
about 1813% t dhgphmgthod of claim 1, wherein the hydroalcoholic

extract of turmeric comprises from about 5.6% to about 8.4%

by weight of curcumin.

20
14. The method of claim 1, wherein the hydroalcoholic
extract of rosemary comprises from about 18.4% to about
27.6% by welght of total phenolic antioxidants.
25 15. The method of claim 1, wherein the hydroalcoholic

extract of holy basil comprises from about 1.6% to about

2.4% by weight of ursolic acid.

16. The method of claim 1, wherein the hydroalcoholic
30 extract of green tea comprises from about 36% to about 54%

by weight of poiyphenols.
17. The method of claim 1, wherein the hydroalcoholic

extract of huzhang comprises from about 6.4% to about 9.6%

35 by weight of resveratrol.
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27.6% by wei ght of total phenolic antioxidants. 15.

The method of claim 1, wherein the hydroal coholic
weansasto3nf holy basil conprises from about 1.BO%/182004/040568

about 2.4% by wei ght of ursolic acid. 16. The net hod

of claim1g.wheneinethedhydronl tohol i6 eextikagt 0 :
green_tea conprises fromabout 36%to aeboﬁtn 5&‘% EydroalCOhOllc
wei gft SFCgoggpﬁEh8P§e.g?iﬁtmﬁ@aﬁepﬁﬁaréﬁeé|érnmlabout 4.8% to

mherabeuthe.b¥dbgab69 aki 6 rexkiael-1Qk huzhang
conprises from about 6.4%to about 9.6% by wei ght of

resveratrol.18. The nmethod of claim1, wherein the

bydr oal cohgl i cpgxt f ' go read._conprises | ,
from about 4. 8&3%0‘{‘?@%3? 7. Zg}o%g‘éfv%él ggtteggﬁﬁbgﬁﬁggyméc?alCOhOllc
19. FRerABthel R rleearynaommhieses f tdwe afbdrtodl. @shebi ebout 7.23%

extr gt ,Qf char ger Lses from about 4.8%to about
7.2% ywvve?ght ofﬁﬁggggrgfl%é. 20. The nethod of claim

1, wherein said conposition provided in step (a)

conprises;q(A) o) t 4.5%.to.about 7.5% by, - o
wei ght of t§1e E{l/%rlggﬁgg 0 #c%é{f(itlpa&’ eﬁer?dbrsjgld composition ..
lQhereravidedekxnracepcoapr comprisent . about 2.4%to :

about 3. 6% by ight of pungent conmpounds; (B) from
about 5. SQFof\égrgufagg%A)%&’gﬂA&%h?b 1f‘ttﬂeg6 By weight of
supercri titlhalhwektaaictotodl Ot m;ﬁfr,ad/merfe'gmnt;ggl exhEedstn the
conprises_from about 24% to_about 36% by wei ght of

pungent coMpoUNdsCARATFPETh LbBTt 28OS, £o 4abdiRt 2R EY,3 . 63

by wei ghtbpfweldigt bef epengétd} Esapd @byt 1. 0% to about
14 5% by wel h% of tEe supercritical extract of .
Yurmeric, et B8P EREUEXract TompP9%less f Pdmbabaist @80t

to about GAYbdypbavedaivi@dl taktmioness M dromabout. oy
10. 0% to about 16.0% by wei ght of . the supercri i cal
extract OPXTRENETYP R Frimeakotl 4% donphess 36% by

from aboute Ighd%# Op@ROEht compounds and from about 6.4%

to about 9.6% by weight of zingiberene;

20 (C) from about 1.0% to about 1.5% by weight of
the supercritical extract of turmeric, wherein
the extract comprises from about 36% to about 54%
by weight of turmerones;
(D) from about 10.0% to about 16.0% by weight of

25 . the supercritical extract of rosemafy, wherein
the extract comprises from about 18.4% to about
27.6% by weight of total phenolic antioxidants;
(E) from about 4.0% to about 6.0% by weight of
the supercritical extract of oregano, wherein the

30 extract comprises from about 0.64% to about 0.96%
by weight of total phenolic antioxidants;
(F) from about 10.0% to about 16.0% by weight of
the hydroalcoholic extract of turmeric, wherein
the extract comprises from about 5.6% to about

35 8.4% by weight of curcumin;

(G) from about 5.5% to about 8.0% by weight,of
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27.6% by wei ght of total phenolic antioxidants; (E)
fromabout 4.0%to about 6.0% by wei ght of the

w@ st i cal extract of oregano, wherein thePERUSZO1/040568
conprises from about 0.64%to about 0.96% by wei ght of

total phetiodiky@RbhDsbHENLE; ekE)abEOMFARQUE LA O% B0 o in
about 16. O% by  wei ght of the hydroal coholic extract o

turmeric, %e@’é?ﬁa?ﬁec@%PFaéﬁscéﬁﬁml gbsufr di-douto about

5. 6% 10 abpuss 8o #% bYgHEI ght u :
about 5.5%¢t0 ab%ut 87 09% by &gftaﬁ E;%léf;ﬁ}?qlc( @nd{laants;

hydr oal coh®l i Eraxtake4t of0 -rQ)%é?ﬁar%bOLW']drfe-IQ’% tthe weight of -
gxtract conpn RES A 7.

wei ght of totHaI ptgelncgﬂog‘ki%h%% %a@ntgg ﬁ%ﬁ# k?aZSlnf rein

10. 0% t o HPUEX1B20Y bymmeiigks diront habdwydr ibab‘%oh@l iabout

extract of ADBOG%/ Q?z—:?'i ht \@gr‘%}]%ffe ext act conpri ses
1 to :

from about out "of ursolic :
acid; (1)(Fx oﬁmamcahotmo 1®6G% tacbcattoultﬁ 1®60zy baeivgditgraf of

t he hydrq_artecqﬂp&fc eggk{oalgltc oef r ecgotatﬁa&ﬁev\%ﬁ(r%%%; twheerem

extract conpri‘ses from about
1Gwei ght oftl'tmlechﬂmuﬂ som@i)ttsfersomcabloaboatOS/G% ocabkMButr 54%

12. 0% by i.ght .of droal coholic extract of
huzhang, k\)\:ﬁe"rs‘:’eelghhgct he @x?%e%t Storipti ses from about 6.4%
to about QIG%ﬂmn\Am(anlt @fossesueaabﬁtattz 0K) phr @@ight of

about 4. gout 190/ ght of the _
hydr oal co %y RPPACY ‘6 &<&§ol At hheaRanghemdiarein

t he extraﬁte féz@m@cb@ut:orﬁ B%SEQ ot abA% by, xei ght a%fout
berberine; (L) from about 4. 0% to about 6.0% by wei ght

13%f the hytrSalRorB it et #aSHraarerry, wherein the
borber i e and (M. rom dbodt 2. OWo about 3 oty s OF
wei ght the hydroalcoholic extract of Chinese goldthread,

wherein the extract from about 4.8% to about 7.2%
by weight of berberine;

20 (L) from about 4.0% to about 6.0% by weight of
the hydroalcoholic extract of barberry, wherein
the'extract from about 4.8% to about 7.2% by
welght of berberine; and h
(M) from about 2.0% to about 3.0% by weight of

25 the hydroalcoholic extract of Scutellaria |
baicalensis; |
and wherein said composition further comprises:

(i) the supercritical extract of ginger
“and the hydroalcoholic extract of
30 ginger at a weight ratio of from about

0.9 to about 1.4 parts of supercritical

extract per 1 . part of
post-supercritical hydroalcoholic
extract;

35 (ii) the hydroalcoholic eﬁtract of

turmeric and the supercritical extract
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t he hydroal coholic extract of Scutellaria baical ensis;
and wherein said conposition further conprises: (i)

wo b@sssgezr critical extract of ginger "and the PCT/US2004/040568
hydr oal coholic extract of ginger at a weight ratio of

from about 0 @ft@uﬁp@yiclaé @a®g§ggfc supgreridigaly

extract per 1 . part o Eost -supércritical
hydr oal cohol i caké@dﬂ? act; (F?) taﬁ?é%lrtydr 8al copmtte of

extract of turgmgic, anchdihe sypersritical fx%r%%t of

i
turneric at a viel C‘fia ratio of from abéout 8t out 12
parts of hydroﬁ#ml%l@dt et r e 1arp®rt of

supercritical act nd 1 perg! ritical
extract of rosgﬁa{y andéat L{(dhelrld(;)r oa lc SloI i€ é?tcrtact

of rosemary atresemmightndathe kqfdzquaﬂnolabbm ektG:ath
about 2.4 part s. of e i cal act  per rt of
hydr oal cohol i Shox rarF Sty é_l% Thes ﬁg% 5a5f1°cloif rﬁa

sai d conposi tiasouts atné ni s¢ er edoun a2dai | ﬁa&@%ag%fOf.

t | t about_ 700 t hod of cl 1
\Fj\lher:?ﬁ Sgl 8ucso %%(fn%to]nca}]s Séﬁfnﬁf:%?é?%a gnaéténﬂ%l IoF

lasis for at |l'qa$ﬁoa4LdAﬂﬁk]SLc Zktradel hod for treating
at | east one cancerous tunor of the prostate in a
subj ect, conprising the step of admi nistering an

ef fecti V@la.rmulf}ie Olmed heRNPesi t£08ik0 B2 GSUD) €UmdBition is
treat Sa| t unor, said COlTpOS| tion Corrprl Si ng

t he PAPBALIERTSF i dotdavie YaifAnge o1t sadfpe]r%ﬁ‘ﬁtt iakgut 700 mg.
extracts of rosemary, turneric, oregano and gi nger;
and therapeutically effective anounts of

Lohydr oal C@F?ol i chsmeddted o?f hel §imadi | whgrager said composition

tur iR ifemiSGWRI A idh a daily basis for at least 4 weeks.

23. A method for treating at least one cancerous

tumor of the prostate in a subject, comprising the step of

20 administering an effective amount of a composition to said
subject to treat said tumor, said composition comprising
therapeutically effective amounts of supercritical extracts

of roseméry, turmefic, oregano and ginger; and
therapeutically effective amounts  of hydroalcoholic

25 extracts of holy basil, 'ginger, turmeric, Scutellaria
baicalensis, rosemary, green tea; huzhang, Chinese

goldthread, and barberry.

24. The method of claim 23, wherein said composition

30 is administered orally.

25. The method of claim 24, wherein the orally
administered composition is in the form of one or more

capsules, one or more tablets, or one or more pills.
35

26. The method of claim 23, wherein the composition
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bai cal ensis, rosemary, green tea, huzhang, Chinese

gol dt hread, and barberry. 24. The nethod of claim 23,
wob@sesq3sai d conposition i s adm ni stered oral PET/UREN4/040568

The nmet hod of claim 24, wherein the orally

adm i g ef £ conposition is in the formof one or nore

capsul es, one or nore tablets, or one or nore pills.

26. The nb’thoﬂr@rﬂ sbaiitn 23 5%wier edlrouthe . 53 by weight of

conposnht_or[g: ut-4.5%to about

. 5% by wer ght éﬁi Okh&c?‘)r oa‘%co%&?l%)@c(B ex¥ AT bf

gl nger; (8) ffmxmabbuutS S50t & cabdutut8. % dybye@highef of
he super dt extract; q L nger | from about :

51 0%to a outé“ipa%sra % byt We gh% @If ‘%h % %%’P%?"Fti cal

ext ract otC)t uf nem | abO(lB) 1f.0émtabaod). 09%6 % obgbq,létlght of
16. 0% by ht of th ercritical extract of

roserrary Lf@%?ﬁ%ﬁb%hcf O vt T EEERE BY wei ght

of - the qu)pe.‘rmm tabxaitebﬂr(&&:ttcofamﬁﬁgél@ 04 By fe@Bht of
about 10.Q% to about, 16. Ol% ht of the
hydr oal ottt i TRSETEET T ¢ o% GO$9HE wbout

16.5%to MEmefbﬁgébMu%BMgb% thdeJWdGO@%CBPOMnght of -
extract Qweﬁrosemaré/ (] rom about 10.0% to about
16. 0% by gHPOC T Hel gﬁﬂdr%‘t@ﬂ%lq f ¥5@93ee’ of holy
basi | ; (WF”ﬂmmMMmﬂQ@%iQ@@NﬁéQ@%bﬁf@é%%tof

of the hydroal coholic extract of green tea;

about 8. 0% G ¥bRRL A1V D el '] tthh@lerlc,

hydr oal cofwpl | £-&xt EB6L+ 0K | guzl%%n r out. -
4.0% to <taatzgoutrG 0% by wei ght of %b Lﬁhy%lrgg‘g hg'%lght of

1%xtract dfhecHiveaa Jgtﬂfd?tltﬂrceaﬁiftl(agt faforredowryl 0% to |
ot &, DA el A DY S 3 8 o

- wei ght ofthe hydroalcoholic extract of holy basil;
(I) from about 10.0% to about 16. 0% by weight of
‘the hydroalcoholic extract of green tea,

20 (J) from about 8.0% to about 12.0% by weight of
the hydroalcoholic extract of huzhang; ‘
(K) from about 4.0% to about 6.0% by Qeight'of
the hydroalcoholic extract of Chinese goldthread;
(L) from about 4.0% to about 6.0% by welght of

25 the hydroalcohoiic extract of barberry; and

(M) from about 2.0% to about 3.0% by weight of

the hydroalcoholic extract of Scutellaria

baicalensis.

30 27. The method of claim 23, wherein said at least one
cancerous tumor is detected during surgery on the prostate
of said subject, having not been felt by a physician on

physical examination of said subject.

35 28. The method of claim 23, wherein said at least one

cancerous tumor is confined to the prostate of said subject
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t he hydroal coholic extract of Scutellaria baical ensis.
27. The nethod of claim 23, wherein said at | east one

W@ 200805065 tunor i s detected during surgery onPCTES2004/040568
prostate of said subject, having not been felt by a

pPhysirfd ans i exaghpai & 98n 0bnsal hegl. ati
The%me,t hod%%ﬁ%cr@na%}é, évﬁégei n sai gna?hggggtglo%g{am%%atlon of
cancerishssuifsit i s confined to the prostate of said ‘
subj ectand is detected by a physician on physi cal

exam nation of said subject. 29. The nethod of claim

23, wherélh cdheemetdbat ed €b25mi 43 atwhdemst aamecer related to

£ancer;Qys _t.ul te at ule of -
Sl 0 o) Bt TBOE hat Bt prest | o Tyngn SOaetary b&ond the
sai draddjast . c@psuThe ofetdwid! ofukj atm 2Bptwherseimot spread to

cang ed 0 saj | east one cancerous tunor
i's nls{mfsl{gjlsol%zeesg g E"rsazlgclgosﬁ}ak?:!?@}srfph nodes or other, parts

of said subject. 31. A nethod for treating side

effects ociate ht .0 opl.asia. in a ‘

- subj ect, %iOZ'np:T?léei %8%!9(% gFeéigiﬁa%?ﬂ &S et hgarer related to

10ef f ectiidre aanpladsof eneonposietrionrs t busaird Ssibjreetadthsized to
ffects, said.conposition. co i Si

tre ai d .side n

t he ?Llae ﬁilﬁcinl %l ll%mpg} fFEST S r?gcuhngtrs RSt g csr"i‘nf‘iE o Tect.
extracts of- rosemary, turneric, oregano and gi nger;

and therapeutically.effective amunts of ;
hydr oal cgﬂdl i ch"ei‘le}r/ta{’ccti g‘PrthﬁggéEﬂ Sfisigeffects associated
t ur vEnre, prSct el d atédo has LAl NSk SsubPEEHRr ¥onPhe8Ang the step
ltea, uz%glgi Chi pese gol (%thread, and barberry, o
Wher’di if Sreeted f 88t §TAPETI¥Pe I ot t ReCgRBALtion to
congdasitd nhiofedt staIpt esat sexual sdesi eerertper kARG position

on either, g tenporary or permanent basis, inpotence,
ext &R8IRF SoH t or FRGTEBRUBLEEr-edsi onSbEeEREVE| seaaounts of

Str%ﬁ?éﬁcﬂﬂﬂﬂ&ﬁﬁyeéﬁﬁhéﬂérEEVt&Q@@Qi&P?EE?me§§c,TB?egano'and
met hod of claim 31, wherein said _conposition is
admFsEEered @ﬁ51|yﬁherapeutlcally effective amounts of
20 hydroalcoholic extracts of holy basil, ginger, turmeric,
Scutellaria baicalensis, rosemary, green tea, huzhang,
Chinese goldthread, and barberry,
wherein said side effects are selected from the group
consisting of disrupted sexual desire or performance on
25 either a temporary or permanent basis, impotence, extensive
monitoripg for progression of the disease, stress of

illness, and urinary incontinence.

32. The method of claim 31, wherein said composition

30 is administered orally.

33. The method of claim 32, wherein the orally
administered composition is in' the form of one or more
capsules, one or more tablets, or one or more pills.
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34. The method of claim 31, wherein the composition
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33. The nethod of claim32, wherein the orally
adm ni stered conposition is in the formof one or nore

W@ apsb®32 one or nore tablets, or one or noreP@EI/UBRN4/040568
34. The net hod of claim 31, wherein the

htispgonprises : (A) fromabout 4.5%to about
7 5% by wei ght of the hydroal coholic extract of

gi nger; (B) frem about E%l ‘5% t'° bRt 87506 b yneiagisth tofof

the supeficdif@abaexbhacicobx888€ o5 (&infeem about
1.0%to about” 1.5% by wei ght of the supercrifical

extract OB)tGrABrid@oUD)° Fromk abeReuL08056t HYabmitght of
516. 0@6bytw§ §B¢e9£riégc§ypsgefa&t0§k §xhiee! of

rosemary rom about 0% to abou % by wei ght
of the sipkrérPmi edlovaxtlr-dt & dpegand; SEFpoyf mahnght of

about 10,096 Looabaut - 16 0% by -velobt ol Lbec,

hydr oal cohol | cCBXET act turmeric rom about
5.5% t o' (Rbofito8. 8%y hﬁb@ﬁtt@fabﬁet hy@r @&l cphetight of

extract %ergﬁﬁg@a%g%lf& ﬁ {) ogo/gngg about

16. 0% by "wei g dro rcextract’ of holy -
10basil; ((F) ffcarvmabmq:tutlm OZ%tt)o aboott 16.0% by wesigfitt of

o reygEoaleane esextr gt gl sheen.Legho(9) rom

about 8
hydr oal cohpl feoexébact b .dvzbangholK)16r o lapoukight of
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about 6. @G/() b¥ roe @’niom:f Ethi% htydrs)labﬁbhel.bt% ext racigrdf of
15 barberry n g ﬁN% E g1 % g@b o about 3. 0% by
wei ght ofPEhBYHEERISP 8%6F|§x XeFhacPTof O8EBRENF ari a
bai cal ensiip. £36m dbeutel 80ds of o chladbit 316 . WhEHRi We SGHE of
[ ff r ri i sru xual
;egfofnaﬁﬁé_ﬁygggggcogo 1csg§tgagt Qtedoi§ %2311
(I) from about 10.0% to about 16.0% by weight of
the hydroalcoholic extract of green tea;
20 (J) from about 8.0% to about 12.0% by weight Qf
the hydroalcoholic extract of huzhang; ]
(K) from about 4.0% to about 6.0% by weight of
the hydroalcoholic extract of Chinese goldthread;
(LY from about 4.0% to about 6.0% by weight of
25 the hydroalcoholic extract of barberry; and
(M) from about 2.0% to about 3.0% by weight of
the hydroalcoholic extract of Scutellaria

baicalensis.

30 35. The method of claim 31, wherein said side effect

treated comprises disrupted sexual performance.
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