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Prostatic 1ntraep1thellal neoplasia (herelnafter

“PIN”) refers to the putatlve precancerous end of the

25 continuum of cellular proliferations within the liningvof

prostatic ducts, ductules, and acini. The term prostatic

intraepithelial neoplasia has been generally accepted,

although terms such as dysplasia, malignant transformation,

and intraductal carcinoma have been used to describe the

30 condition. PIN is characterized by cellular proliferations

within pre-existing ducts and acini with cytologic changes

mimicking cancer; includihg nuclear and nucleolar

enlargement.
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- majority of patients with PIN will develop carcinoma at
some time. Somé studies suggest that thaﬁ about half to

25 about two-thirds of 'patients diagnosed with PIN will
develop carcinoma within only 2-3 years. Thus, there is a
great need for an effective treatment for PIN as a means of’
reducing or pre&enting the development of prostate cancer.
.The incidence and extent of PIN appear to increase

30 with patient age. PIN 1is associated with progressive
abnormalities of phenotype and genotype that are more
similar to cancer than normal prostatic epithelium,
indicating impairment of cell differentiation with
advancing stages of prostatic carcinogenesis. The only

35 generally utilized method for detection of PIN is biopsy:;

PIN does not significantly elevate serum PSA concentration
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PIN coexists with cancer in.more than 85% of cases,
but retains an intact or fragmented basal cell layer,
unlike cancer which lacks a-basal cell layer. The clinical

" 25 . importance of recognizing PIN is based on 1its strong
association with prostatic adenocarcinoma, and its
identification in biopsy specimens of‘the prostéte warrants
further search for concurrent cancer. PIN alone has no

- apparent influence on serum Prostate Specific Antigen
30 (hereinafter “PSA”) concentration, and PSA levels are not
correlated with PIN. If all procedures fail to identify
coexistent carcinoma, and lacking a method for treating
PIN, <close surveillance and follow-up are indicated.
Current clinical practices call for follow-up biopsy 1is

35 suggested at three to six month intervals for two years,

and thereafter at . twelve-month intervals for 1life.
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MRNALa$s an important role 'in, for example, gastrointestinal
protection, kidney function, and the aggregation of blood
platelets. COX-2 preduction ie not constant; it varies
25 depending on signals from’varioue biochemical catalysts.
For example, in the case of arthritis inflammation and
pain, COX-2 responds to tissue damage by oxidizing
arachidonic acid, creating prostaglandins which in turn
produce local inflammation. COX-3 has been identified
30 relatively recently (Chandrasekharan, et al., PNAS'U.S.A.,
99(21):13926-31 (2002)). In humans, COX-3 mRNA 1is
expressed mest abundantly in the cerebral cortex and heart
tissues. COX-3 activity 1is selectively inhibited by
analgesic/antipyretic drugs. It has been suggested that
35 inhibition of COX-3 could represent a mechanism by which

these drugs decrease pain and possibly fever.
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immune functions and the secretion of various cytokines.
The use of high doses of most common NSAID's can produce
severe side effects,‘including life threatening ulcers,

25 that limit their therapeutic potential. -

COX-2 is associated with inflammation and provides a
viable target of inhibition which more effectively reduces
inflammation and produces fewer and 1less drastic side
effects. Thus, researchers have been motivated to develop

30 selective COX-2 inhibitors to reduce inflammation and
relieve pain without the gastrocintestinal damage brought on
by inhibiting COX-1. 1In addition, the current scientific
understanding in the art suggests that COX-2 inhibition may
serve an important function in promoting normal cell growth

35 in the colon, pancreas, breast tissue, and other organ

systems.
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recognized phytoﬁutrients of holy basil, have been found to
have a significant COX-2 inhibitory effect. |
25 Similarly, shogaols and gingerols, pungent components
of ginger, have been found to inhibit cyclooxygenase.
Eugenol, another active constituent of several medical
herbs, has also been found to be a 5-lipoxygenase inhibitor
and to possess potent anti-inflammatory and/or
30 anti-rheumatic properties.

Scutellaria baicalensis also has been found to inhibit

the COX-2 enzyme. According to the USDA database, green

tea contains six constituents having
cyclooxygenase-inhibitor activity. According to the
35 Napralert database, green tea contains fifty one
constituents having anti-inflammatory activity. The
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of patent art rel ated
intraepithelial neoplasia. Only a very few patents

Intraepithelial

actually disclose the use of selective COX-2 inhibitors for
treating cancer, and none diéclqse the use of specifié or
non-specific COX-2 inhibitors for treating prostatic
25 intraepithelial neoplasia. The body of patent art relatéd
ito PIN, relating to non-invasive diagnosis and mefhods of
treatment using compounds which are not COX-2 inhibitors,
is'exemplified by the following U.S. Patents. .
U.S. Patent No. 5,935,860 to Patierno, et al.,
30 discloses a non-surgical method for identifying prostatic
intraepithelial neoplasia, based on ekpression of the
uteroglobin protein as a molecular marker for PIN.
U.S. Patent Nos. 6,265,448, 6,410,043, 6,413,533,
.6,413,534, 6,413,535, and 6,632,447'to Steiner, et al.,
35 disclose methods for chemoprevention of prostate neoplasias

by administering to a subject an effective dose of specific
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to PIN, relating to non-invasive diagnosis and net hods
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for treating cancer, the lack of any art relating to the
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use of COX-2 inhibitors for treating prostatic
intraepithelial neoplasié, and the need for effective
25 treatments for prostatic intraepithelial nébplasia és
prostate cancer precursor in particular, it is apparent
that there is a great and immediate need for methods for
treating prostatic intraepithelial neoplasia with COX-2
inhibitors. This need is met by the inventive methods and
30 compositions, which treat prostatic intraepithelial
neoplasia and ultimately reduce or eliminate the incidence
of prostate cancer, without significant short or long term
side effects, such as the sexual dysfunction, androgen
insufficiency effects, and gastrointestinal effects

35 discussed above.
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hydroal coholic extracts of holy basil, ginger,
t ur FERper; and therapeutically effective amounts of

hydroalcoholic extracts "of holy basil, ginger, turmeric,
Scutellaria baicalensis, rosemary, . green tea, huzhang,
" Chinese goldthread, and barberry. '
25 | | )
. DETAILED DESCRIPTION OF THE INVENTIVE SUBJECT MATTER

Definitions

The term "therapeutically effedtive amount" as used

herein refers to that amount of the extract which will

30 contribute to the prostatic intréepithelial neoplasia-
treating ability of the composition.

The term "treating" as used herein refers to partial

or total inhibition or prevention of the growth or spread

cf prostatic intraepithelial neoplasia, as well as partial

35 or total destruction of cells having the neoplastic
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of positdie darteaepitheli aI ne'opl asi a [ nt o prostate . o

ncer. term wSUpercr | S, ! er crl t.i.cal "

ui d" asﬂtfsé:(frﬂ‘er &1 elrgfré. ctao g aasmfs t a& Heategal ttuid
'to a4 enperat heeeChi tieddrpoitnt , aovess whichthhe gasated to a
wWll nmaintainits se sstat and not turn.to '
li quli TR Hies< rg]fat a:]ssé)rel A gas Heat" gbl g%e gas will |
t enpesaiid e ahewe tgta%e@[lbt i sehtPoidtd Winlde becere wery liquid
dense on conpression, so that its characterisitcs

r es B AHNGE ofLa FSHH Sut i 199 DelBrECHi Ui ¢ temperature
far ool oxitde igritical point will become very dense on

compression, so that its characterisitcs resmble those of
a fiuid, but will become liquid. .~ Carbon dioxide is
commonly used in applicaitons réquiring"a supercritical
fluid. The general‘prpperties of supercritical fluidé and
25 the general use of supercritical fluids in extraction
processes are described in, . e.g. 'Taylor, Supercritical
Fluid Extraction, Wiley, 1996; McHugh and Krukonis,
Supercritical Fluid Extraction: Principles and Practice,
2nd ed., Butterworth-Heinemann, 1994; and Williams and
30 Clifford, Supercritical Fluid Methods and Protocols, Humana
Press, 2000, the contents of which are incorporated by
reference herein. _ '
The term "supercritical extraction”" as used herein
refers to the techniqﬁe in which hydrophobic compounds can
35 be extracted from samples utilizing a supercritical fluid.

The solvation power of a supercritical fluid is increased
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commonly used in applicaitons requiring a
supercritical fluid. The general properties of
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supercritical fluids in extraction processes are
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onbi ne xtraction_ process. utilizing both a .
GBS R AL ORETS | rB9R85RW Capnommatities of
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"prostatic intraepithelial neoplasia" or "PIN' as used
herEPﬁm?lfeﬁ§"E? 5 tSPfEEeggH@itﬁ%h of CERESPr ostHtE a9
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of PRESEBREFNdURTef CeFtufer  pRofiderti onkt wid HilldafFerized

linbpgcafilular proliferations within pre-existing ducts and
acini with cytologic changes mimicking cancer, with
neoplastic patterns including nuclear and ‘hucleolar
25 enlargement, but without stromal invasion.

The term "subject" as used herein refers to any human
or mammal subject who has prostatic intraepithelial
neoplasia, preferably a human subject. For‘methods of
prevention, the subject is any human or animal subject,

30 preferably a human subject, who is at risk for developing
an epithelial <cell-derived prostatic intraepithelial
neoplasia. The subject may be at risk due to exposure to
carcinogenic agents, being genetically predisposed to have
prostatic intraepithelial neoplasia, and the like.

35 The term "cyclooxygenase-2 inhibitor" or “COX-2

inhibitor” as wused herein refers to a compound or
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prostatic ducts, ductules, and acini. It is
characterized by cellular proliferations within pre
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m m cki ng cancer, w th neoplastic patterns including ,
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For met hods of preventi on, 'he subject is an

ani NAETEODS eEPR BRB 16| PRQSPARRG ENERAE M 0

@ sk f0F998¥ 598i9$%8$ref%tékéid¥ tﬁ%l#ﬁggr&%ﬁﬂon malighancies
prostatic rntraepithelial neopl asi a. e subject my ,

be dtaghskeduentmeexposure the c@sti regennccagearsfound in men
bei ng ,geneti cal redisposged. a static,; n

nt PSR L hf*ﬂai“alé%egﬁ géi'a,‘ HohOraoe s By Colder than 50
"cygkaoxypervases - L2tenhi botror 'oforpr@et? tahcbit shat may be

as used herein refers t r OSLti -
Ahi ERCT e SBRet PHS T B T Do p e S WRrRoqr FrostaTie
1@dvenseakphihielian ofmeoypdlasixygerease bedn METEODSIEER as a
- TREATI NG PROSTATI C | NTRAEPI THEL | AL _NEOPLASI A Prostate
canEé?CP§S8ﬁe18Fl?ﬂe%rfgogtm%ﬁfrﬁﬁ %Fféﬂgﬁgi' es |
di agnosedrbBtaeNcand nits akhe tivedt atommeopdasder fioundyenerally
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A ! ate cancer
thaproByabe agthyatedinhone. | iMest hreatieni sggpeast ahet a large:

cancer. Prostatic intraepithelial neoplasia has been.
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cancer can be identified in an early or ‘latent stage, we
expect that the nebplastic process is reversible or more
easily treatable. Thus, there is a great need for an
25 effective treatment for PIN as a means of feducing“the
incidence or preventing the development of prostate cancer,
a need whihc is met by administration of the inventive
compositions. | |
Associated with the progression of PIN to cancer is an
30 increase in angiogenesis, with an increase in the number of
microvessels. The microvessels in PIN are shorter than
those in benign epithelium, and they have irregular
contours and open lumens, an increased number of
endothelial cells, and a greater distance from.the basement
35 membrane. Without being bound by any particular theory of

mode of action, we expect that the anti-angiogenesis
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edngpE Lo T veckal BUALNG.OE 1IN, s cor cha
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br GBE e SITh b AR, PaRd Hive FEerinG functions
cef fest xrof theiprigndaris t teatreentrs. dbesthteeivalyn produced
ol oL oh Sy eogenese arp 0Nl S L 2 0T speene
until induced by specific stimuli. It is therefore not
surprising that COX-2 is implicated in the progression of
many disease states, including cancer.  COX-2 has been
25 found to be present in elevated levels in a variety of
cancers, including lung, breast, coldn, pancreatic, head
and neck, skin, glioblastoma, and prostate cancer. As
discussed above, COX-3 has only been relatively recently
identified, and its relationship to cancer, if any, hes not

30 yet been determined. A
Regarding prostatic intraepithelial neoplasia, it has
been demonstrated that elevated levels of COX-2 are present
in some tumor samples, and there is an increased level of
COX-2 enzyme expression with disease progression. COX-2
35 activity and resultant prostaglandin production is also

involved in tumor-induced angiogenesis, which we expect to
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cells which have deactivated'apoptotic pathways.
The inventive subject matter is based on the discovery
25 that a combination of certain herbs properly extracted and
blended in appropriate proportions can used 1in treating
prostatic intraepithelial neoplasia. Thus, the present
inventive subject matter relates to a method for treating
prostatic intraepithelial neoplasia in a subject,
30 comprising the step of administering an effective amount of
a composition to said subject to treat or prevent said
prostatic intraepithelial neoplasia, said composition
comprising therapeutically effective amounts of
supercritical extracts of rosemary, turmeric, oregano and
35 ginger; and therapeutically effective amounts of

hydroalcoholic extracts of holy basil, ginger, turmeric,
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Surprisingly, in addition to the anti -inflammtory
action disclosed in U S. Patent No. 6,387,416, we have
wo endsdobat using the inventive conpositions apPdr/uS2004/040582
met hods produce COX- 2 inhibition and anti -neoplastic
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turnmeric, orfegano and ginger; and therapeutically

ef fecti véBanoinas &bokydroat tol6l | 0@t r &t of 2Rl ynore

basi |, ojpgeL abulMerb, Seutel karitd haigal ensi Sy weight
rosemary, green tea, huzhan%, ~Chi nese gol dthready: an

bar ber r yofl hheneunspett FLsai d®EbhpoS| P+ 0Bl Pger
1%d”‘nlst%&?ddﬂ&%!'gbougn Anet het, prsberrad sgmbodhgentsre
the orally adm ni stered conposition is in the form of.

one or nprefeapblyesirasheabpufnrle 2%abket bt oheddr by

nore pil] s.ln, anet 3 0 j L ' ‘e
conpri seg:él{g% $?ognﬁ%b%?§ g%%%% ?%agb%%?%‘?%%]f atnudrmr%}lec'
pref er abl( D) f fowmaladuwtuts. 506 09 AlgorbB1565% by weieght mgfre

LY BRAERDELLs, Bitask gl ol ponr L (BluLiomabon oy
200 about w8%ghbyofietlghtsupercritical extract of rosemary;
(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 abéut 10.Q% to about 16.0%, and more
25 preferably from about 11.5% to about 14.5%, by
weight of the hydrbalcoholic extract of turmeric;
(G) from about 5.5% to about 8.0%, and more>
preferably from about 6.0% to about 7.0%, by
weight of the hydroalcoholic extracf of rosemary;
30 (H) from about 10.0% to about 16.0%, and more
preferably from about 11.5% to about 14.5%, Dby
weight of the hydroalcoholic extract of holy
basil; ‘
(I) from about 10.0% to about 16.0%, and more
35 preferably from about 11.5% to about 14.5%, by

weight of the hydroalcohclic extract of green
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of the supercritical extract of ginger; (C from about
1.0%to about 1.5% and nore preferably from about

wd 2@3ms@3about 1.4% by wei ght of the supercriPCTEE2004/040582

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

16. 0% - apdnore preferably from about 11.5%to about

14. 5% by vveifght of the supercritical extract of _ .
rosemar y;(JE) T ¥ onrRBsht 4. 0% t6 ST 6169 S andoreere
. pr ef er abloy fr-0malhout - 4 54b b0t aliout 5 5% pbyicweights of by
t he supercritical extract of_oregano; (F) from about

10. 0% t o WEBEGE 6. 696 Eﬁarﬂﬁ}‘éoﬁgz%%r abf y2EF off abdeRang’

15. 5% t o (@yout dd. 3%odry wedbghtc Of abBathygreal cahel igore
extract of turneric; (G fromabout 5. 5%to about

8.0% an@*R6rEpret b ey 2PP8M abott 6°098%@ Bbour®, LY
7.0% byw@%H%Etdﬁ:ﬂﬂgéﬁpakdgﬂdaHBmﬂdié&%fé%% Of Chinese
rosenary;, from about” 10. 0% to about 16.0% and
more preferabhyeffom about 11.5%to about 14.5% by
wei ght of 1 her hydr galcehoki gs extd agho@t Mlos bashly more
(1) fromabout 10.0%to about 16.0% and nore . :
It ef er abPyefrsaPabiouf T M. 39PLS abott 12 5850wy wWeidght Y
of the hydraalcgbolj& @xiraatcoiareenteac b8)pdfoMmry;
about 8.0% to about 12.°0% and nore preferably from
about 9.8%to about 11.0% by weight of the :
hydr oal cofyol i £ &xt Lach,+0f 2 hyzhang; 2L K« f romsaboyut,44. %
to about 6.0% and nore preferably from about 4.5%to
about 5. p¥eibyaReygHirast akmithydroat cbholkleuéxtd alts ofPy
i nese galidtbread; (L).dromahout 4,0%:10 about_6:0%,¢
l%d nor eg%rlgbgr ab J35'/ fllr_eohré aboﬁ’iali 4. 5°C/o to about 5. 5870 by.O
wei ght ofScultellypdreabedldelecségtract o f barberry;

The hydroalcoholic extract of ginger used in

“the

20

25

30

35

present invention 1is preferably preparéd as follows. The
ginger rhizome, which is preferably cryogenically ground to
preserve heat sensitive components, is subjected to
supercritical extraction to obtain: (1) an oil‘eXtract,
referred to herein as- "the supercritical extract" of-
ginger, containing delicate lipophilic components, and (ii)
an oil-free residue. The oil-free residue is then extracted
in a water/alcohol, prefefably water/ethanol, mixture
composed of 60-80 parts alcohol and 40—20:parts water. The
alcohol/water liquid 1s then evaporated off, leaving a
powdered extract résidue, referred to herein as "the:
hydroalcoholic extract"” of ginger.

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
w®booshsobs/dr oal cohol i ¢ extract of Scutellaria PCT/US2004/040582

bai cal ensis . The hydroal coholic extract of ginger '

useguiiibheppresentd] Nv&idd A dss Foef E&@Bb}tt@bﬁpéﬁ@di%eflnlng,
as follows. The |nger rhlzone which is preferab

crySgERTEEFI y S idtid® t & 95Pes éVié Theat §§HSPV|¢€CO£éorated Dy
conpererts ol fSUbjected to supercritical extraction-

to obtain: (|) an oil extract, referred to herein as
"the sup&FerityLeaEsArakt® &FTgRRGEr O LoRPaRARRY  turmeric,

del heate hi pophi G Heeponent sesandlidoh & Pi | pakbeery, and .
residue. The oil -free residue is then extracted in a

wat EEHAREREE 2 Preferl&Bisy SWitEr) éth&R§l Prfisqiy etnvention can

conpased @f 16Q80 pard:siidlLoh ac!'B:iq\/Aé}ltl%}mpprt}‘?'ydroalcohollc
wat er. The al cohol/water Iiquid is then evaporated

- of f exkEagiagna powaek@deext rit FEsT@de, reher riegdieplconolic
herelxeraét t@snhugrpoéém %xat&%%tt"m%f t8engehnt! Pofrion in

preferred aspect, the weig ratlo of
{upar cr veteal aggphadt ofpéﬁﬁ@é?b%b th%aﬁ%@f%ﬁm%@%bllc mixture

eth?@Ee?BbQ?”QSﬁ pbschrom abosy P29¢d 10-8D9Utadq4id-20 parts

The supercrifical extracts of ginger, rosemar
turWétE§,aﬁddoﬁégan@v@§@@a¢ﬁﬂﬁh@fﬁfé%%ﬁan rﬁl@ﬂhQ%uﬂquld

be d 22 |
o ERPRESC SERAG, plpRin SUBESGE! LhfBkopy o nerein o

St ahtheKhyd\u\DaQ@phpﬁlCDexGefra@rtd’ Dtk M Yagrholic extract
: t a | erl

B R atotd e 19, S e g AR Whidhces by
hydeaalreoh@hgctleatpmts nﬁrtrl@senrary wa e rtrl eohhbl ypreferably

basL . buebango, Chi pese.gg! dthigad y Bar berLyo 80k ofr  the

Scute arcalensi's used in the present P hvent
canWBEepVepaohdlactqundg m@xt@neen@tonal temperature <80°C,

v E§3$ ghgh c gxtrggégqg e pr paréFgfy ré%?#%g%eaVing
2@heappandepedteanrant residue.

In yet another aspect, .the weight ratio of the
hydroalcoholic extract of turmeric to the supercritical
extract of turmeric is from about 8:1 to about 12:1.

In an alternate aspect, the weight ratio of the

25 supercritical exﬁract of "rosemary to the hydrbalcoholic‘
extract of rosemary is from about 1.6:1 to about 2.4:1.

In a still further aspect, the hydroalcoholic extract
of ginger comprises from about 2.4% to about 3.6%, more
preferably from about 2.7% to about 3.3%, and most

30 preferably about 3.0%, by weight of pungent compounds.

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

35 9.6%, more preferably from about 7.2% to about 8.8%, and
most preferably about 8%, by weight of zingiberene.
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a water/al cohol, preferably water/ethanol, mxture

pref erably conposed of 60-80 parts al cohol and 40- 20
wearsssenas er, and then evaporating off the PCT/US2004/040582

wat er / al cohol liquid, |eaving a powdered extract

resi due lxafegr@drt:aeh&er@i;se@@ "the hydioad cohldC extract  of
extract". The hydroal coholic extract_of green tea used

in FHémBFégencfo‘FW?ﬂeﬁ??onfﬁ%“ pPeR4Eed3 By r 8Oy Phe. more

pl aptepeEbbOD |Ar&nWaldd@l aohek, psefarabl y49 5%, and most
wat er/ et hanol, m xture, and then evaporating off the

wat BFEAPEBRGY PPEUFdRFxt BYe"SEIATt RApEFATGF8NE80° C

v ef er ably bynythkizi Agpacspr ayndr ving £ eehni aue, extract’ of
| eavi ng a powdered extract residue, In yet another

aspé@ﬁemﬁﬁé WOMGHE St i for B %@&Pmy8$oﬁicéﬁopP@Uéxéﬁééir more
Héﬁ@ﬁ:b@l 0 ff\ﬁnSW&“QOCab exs r atfof burmBri Cand most
romabout 8:1 to about 12:1. In an alternate .

asp@é?feFHEle gRevtat %0 of t% stpkYLki t Péal tekerdactPhenolic

of resennty.Lesthe hydroal coholic extract of rosemary

is fromabout 1.6:1 to about 2.4:1. In a still further

Wspect, The YR{FdrPEEICEHOI 3L ¥t r ake oF UGPREER CébApr iPg@gact of

frog}@gQH& %oﬁﬁkﬁ%e@bqgﬁm§ §%@u€0666ﬁﬁeﬁ§§a§$¥u£r@”©6 more
about 7% to about 3. and nost preferably about :

3. O%eﬁ?f@)éightfliﬁmp@w Cofpdunds. anPugnoPhéss, and most
aSpSEé»CeEQJSl?“%ES&U' pabsext pgct af 5gikngelr CQ‘&ra'lse%henollc
from about 24%to about 36% nore preferably from
abo¥nht 2784 dantpout 33% and nost preferably about 30% :
18y wei gt 0f pUNgent, LOMPOUNLS:cand fd S Qr
about 9. 613/0 rr%?e pre?era y frocfn about 2/oto€%ou 5 . raCt
8. 8% ‘andmﬁnsc p@@Péié@Byféb@uﬁbSW 5y6meutg>htab@fut 8.4%, more

. | n rt sp i cal
'ex??ié%?ég r rrgrr({ng c%g&#?seg ?r om about 6%% o7cgg'bouatnd most
54%>reﬁf)¢eakplgfebatbty7%r olmfa\b@ughthOS%mncgbomt 49. 5%

_ahd:nnstlgr %ﬁgéﬂg %t45%%hgy Mg&ggélgéholl ~extract of
turnerones. 1Tn ano her as éct, the ercritica

2@xt rasemafyr osmnawecorfmonseaévdwtorﬁ 8ab<kmttC18akb%ltto 27.6%, more

aboyl. 27, 6% n%wronprsg%mbl ¥o! $9M APOUL20. 761 953Dy ros

" preferably about 23%, . by weight of total phenolic
antioxidants. '

In a further embodiment, the hydroalcoholic extract of

25 holy basil comprises from' about 1.6% to about 2.4%, more
preferably from about l.8%b to abéut 2.2%, and most
preferably about 2%, by weight of ursolic acid.

In a further aspect, the hydroalcoholic extract of
green tea comprises from about 36% to about 54%, more

30 preferably from about:  40.5% to about 49.5%, and most
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

35 preferably about 8%, by weight of resveratrol.

In another embodiment, the hydroalcocholic extract of

18



preferably about 23% by weight of total phenolic
antioxidants . In yet another aspect, the

WG apen®ost i cal extract of oregano conprises freem/almot/040582
0.64% to about 0.96% nore preferably from about 0.72%

to ahout sQ. §§?@tﬁ99aﬁnéém§%§§@§@Q&Mn%@QM& Q. ﬁ@bteyabout 7.2%
i ght of total phenolic antioxidants . In a stil

‘fur PRER &Spderahlive HyIt oaPeBholoi-é 3ext agpo et t6u16mer |a@d most

"PEE%@%aEE9"EBQQHt6§ %%tgeaQQHtog A6 nOPY Be |
preferably fiom about 3%to about 7.7% and nost

‘preferabl§ @hofitr 70T by SRELENt GFe c@Y‘éH@r@hCOmﬁlaﬁoﬁﬁéﬁa of

%SDSSEbeE?§ hysifoal Lahok | g @Rt pf8¢0%%nagabut 7.2%, more
conprises fromabout 18.4%to about 27.6% nore

pr eP&RABEGDLY ot 8BBUt 2DOUTY% Bod Bboi® 280®% amdShpstand most
prepeéegkxbﬁpoagoa§%@ ybpeusgghefofogékbﬁPgﬂel'C

antioxidants®. I'n a furthéer enbodi nent
hydroalcehoancaéi@raéteoﬁSﬁépy basgi¢ @@m@©ﬁsé$0ﬂr@ﬁmpflses

about 1. bout, 2.:4% Jmre, pLeder abl yo f rom b of
8% to %/ ut rg 2% and nost preferg%ly gbo%?] 2% %g“t °
J%blght otharbptifeabedhiolia sxdupathed aspeer, wh@reln the

hydr oal coholLe; extract ;0 gLeRNabea:Comi 385 LA 3. 68

- about 36% to about % nore preferably from about
40. 5% t obrbeaigld. §% pandehbscoppefiedabl y about 45%

b i ght , of I lo ty, th
y Welg &ﬁ? Py nhenal s Orfﬁﬂgﬁgoéggﬁta§9§§ q%_d%%%?t of

hydr oal cohol i'C "extract ng conprises
6. 4%t o abeusude 6041 pbrel peeterabl §f foiomabhowher % tide

;%ggvérgt?}c{ rQFn ano}{)ﬁgéggerer%ﬁ%h @?%t eﬁh%/%?/o%%:ohoﬁé)fby

extract eéChhnesé gohdehteadmporprisesdf fommalsiwtuts.B%*s

oo o, B TR SLeiAT Ten R 0

ber berinec) | ﬁramf abblmdzr la.sq%scttq eyt bal bghojal(ght of
?ngfchngé bah%%&%% %oggﬁl%Sﬁnxu%pqggo%ﬁrﬁe§%%io qgg%gln

20 the extract comprises from about 36% to about 54%
by weight of turmerones; “

(D) from about l0.0% to abouﬁ.16.0% by weight.of-
the supercritical extract of rosemary, wherein
the extract comprises from about 18.4% to about

25 27.6% by weight of total phenolic antioxidants;
(E) from about 4.0% tO'abouf 6.0% by weight of
the supercritical extract of oregano, wherein the

extract comprises from about 0.64% to about 0.96%
by weight of total phenolic antioxidants;

30 (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
8.4% by weight of curcumin;

(G) from about 5.5% to about 8.0% by weight of

35 the hydroalcoholic extract of rosemary, wherein

the extract comprises from about 18.4% to about
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preferably from about 5.4%to about 6.6% and nost
preferably about 6% by weight of berberine. In an
w@bdosns@se aspect, said composition conprises: PCRYSIngom0582
about 4.5%to about 7.5% by weight of the
hydr oal cohpl 6% Eext wa@tghef o@i ngerl \M‘h%h%hﬁct he textdiactts ;
conprises, from about 40/(3”# about 6% by weight of
a

pungent conpound; a?@)‘ f bto%tabo@%/m% BpdUf "5t of

by wei ghtteé Hhe speicdlitd ealc rextr agthof y dter, wherein
wherein the extract corﬁg?n i ses from about 24%to about
36% by wetghit S6F L BGRgENPESRESUndS™armP T4 ont abbut O6 389

tg about 9, 6% by weight of zis@iberenes; (O from about
1.0%to about 1. 5% by \/\El(ght of the supercrltlca

extract oftuffeizooher@ide (i aBaYtadt® -Bpii sedoht of

from abouth36%d Lo AeH o DAY DY Wi g f Qf r delif 'E%raon%erem
(D) fromabout 10. 0% to about 16.0% by vvelght of the

super cr i t Tl BATHC CBP IASESMAFGT Q\R%Pél POt He® ST 4%

conpri sesy§ rpdn Abow £ 1§ Adpransbout 27. 6% by wei ght  of
total phenolic antioxidants; (E) from about 4.0%to

aBout 6. 098 byL G gHPOBE B he%shperBPEi éal OaxPrareight of

oregano, wher gi;Arbhecexblast «xemprisess f REAKARQUt wherein |
0.64% to about 0.96% by wei ght of total phenolic

ant i oxi darits; e¥Eya¢k orPEBEELE 20 fa9H G RbTut © 163 O‘%?by?lbout

wei ght ofg tg@ hy dfoadicohot i L exdractof turmeric,
wherei n the extract conprises from about 5.6%to0 about

8. 4% by wefighfrem ebpetn?nl3( &P Akstabbul® 5oBuedght of
ahout 8. Ot@vi%y&lo%ﬁtco%fol%eekw%eé' &P'E‘Hl'rfeseé(%%tth%ad :

rosemary, erein the extract conpri ses from about

18. 4% to vermmmts% wt\x@cghffr@m glopar phehold @bout 7.2%
anti oxi d J%}Q n’lé) 0% to about 16.0% by
dro

wei ght of co olic extract of hon basi |,
wher ei n L from about 4.0% to about 6.0% by welght of

the hydroalcoholic extract of barberry, wherein :

20 the extract from about 4.8% to about 7.2% byl
weight of berberine; and .

(M) from about 2.0% to about 3.0% by weight of
the hydroalcohqlic . extract of - Scﬁtella;ia‘
baicalensis; _ _

25 - and wherein said composition further comprises:
(1) the supercritical extract of ginger and the
hydroalcoholic extract of ginger at a weight
ratio of from about 0.9 to about 1?4 parts of
supercritical extract per 1 part of

30 post-supercritical hydroalcoholic extract;

(ii) the hydroalcoholic extract of turmeric and
‘the supercritical extract of turmeric at a weight
ratio of from about 8 to about 12 parts of
hydroalcoholic extract per 1 part of
35 supercritical extract; and

(iii) the supercritical extract of rdsemary and

20



the extract conprises fromabout 1 .6%to about 2.4%

by wei ght of ursolic acid; (I) fromabout 10.0%to
w@bwansess 0% by wei ght of the hydroal coholic ertCT/E810040040582

green tea, wherein the extract conpri.ses from about

36% to abbut b4&xrbylwehghicofepotyphend sirokdhafkomat a

about 8.0%.to about 12_0% by wei gh t he
hydr oal c‘c’fﬁ&ﬁ%é Eﬁgﬁgc?foff/r?{%ﬂ%oﬁgc, %\N%;F& APPHE 2xf rRfetts
conpri sestf r ogupbowt i 61 @ t 0 cahaut-t9. 686by wiei gbtref orf

resveratrol.; romabout 4.0%to about 6.0% by -
wei ght o%‘yfjﬁgg%&‘fi’gllsoﬁél“FE‘CEXtract of Chi nese

gol dt hr ead, \Mlergeftélfézl‘nee®Xtézﬁbbdizﬁ@ﬁtab?uhe4- g;”&rt@sition' is
about, 7.2%Db ight of ,berberine;. (L rom about 4. 0%

o B R Bt e e 07 PR RC P ok hORF b SRPFacT00 mo.
of barberhyanvbBeei Aspbet extiactohpom abouti 4. Bt stered on

about 7. 2% wei ght of berberine; and (M from about
2.0 £8° B%Bgs%?og/é’ﬁyaﬁe%ﬁ?to# ‘f’ﬁ%gﬁydr oal cohol i c

extract of §?$Jtlf-‘1h1 o v Hosd @axlb@raﬁim;éhtﬁe@ wher st ois s@d :Jlinventive
onposi.tion further conprises: (i)_the supercritica .

100t PHGES6F g‘i“ﬁb‘é‘?randt]{‘r%e fﬁ%i?%% cidtol iRF eBatetost  cellular
gi ngeblateaavwebgbt wiahin phokeamiabeuttQ., 9 fi@taheuwt ang acini
1.4b§arts of supercritical extract per 1 part of post

-su

R ! .
rcti tSaISHydr 6aPB6REFPc €& r &SP (PF) #@Binistering an

hyds oateohobi sneXtf a6t HfcdmSIBId LoNth the d subject to treat
supercri-tical extract of turneric at a weight ratio of

f r o abBRYEBE t I BB RASA PRI dte hydralrgsholigrations, said

18Xt £ 3o HEF 1 dn RAHHpOf s ISP eherabietdli c@itikagtFedbdviidddunt s of
the supercritical extract of rosemary andthe - _
hyd?‘é%?%%ﬁb?’r_%ajex??%é@c%? Pgsléﬁﬁﬁﬁ?aévfaturmerlcr oregano and

ginger;  and therapeutically effective amounts of

hydroalcoholic extracts of holy basil, ginger, turmeric,

Scutellaria bailcalensis, rosemary, ‘green tea, huzhang,
20 Chinese goldthread, and barberry.

A benefit provided by the inventive'compositions is
the utilization of supercritical extraction, an innovative
technology for extracting herbs at low temperature without

- the use of industrial chemical solvents. Such extraction

25 process alloWs for the highest potency of active compounds

in the extracts, as much as 250 times the potency of fhe
original fresh plant material.

Set forth in Table I is a preferred embodiment of the
orally administered  composition, excluding inactive

30 ingredients, as used in the inventive methods. The amounts
recited in Table I represent the preferred dosage of the

ingredients listed.
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wei ght ratio of fromabout 1 .6 to about 2.4 parts o f

supercritical extract per 1 part o f hydroal coholic
we@xdosaso33 | n a preferred enbodi nent, the conpoBCT/USIN04/640582

adm ni stered in a daily dosage of at .|east about. 700

ng. In another aspect, the coppgsition is admnistered

on a daily basis for at least” 4 weeks. In a still

furt er. enbodi Nt x{mctthe pr esent invent'ilylgmij 'e(:tAmount (me)
matter t he recancerous cel lular

prol RbghAL onssupdtdidal prostatic ducts, duckid es and. 100
acini in a subject, conprises the step of .~
adnmi Rbsteni ng. ladreefcbleaici(33% ARduAt-S o) a congdsition to 30

sai d_subject 'to treat Jrevent sai.d precancerous.

cel | GrEFETpr ol isf“é?rﬁrfﬁ'cah_g‘{s /gtﬁf‘ﬁe'%“gﬁbgginig‘? on CB¥PFising
ther apauti.cal Iy ehle6dic\(®s aBRMARS 70ig)super gibkkcal . 100
extracts of rosemary, turneric, oregano and gi nger;

and thgeapeut i uptrbyticaf {384 pungeranwopriugdsof . rhizome 54

hydroal coholic extragts of holy.basil, ginger,
7 e A Dbl dF

turneric, Scut
t ea,

si’s,®rosemary, green

gﬂ&%hang, IFARRIRIRU A LI RRbomBBEhdbAr D@kdodhe A 46

benefit” provi ded by the inventive conpositions is the
utilization ofl.émgercritical extraction, an innovative

tech oly%%iéfor %)é‘%ak?fﬁ:g {ﬁg A)Ql%rpﬁ(g%c%_d[g%\j tenperature 100'.

with

us ra em caf” sol vents. Such-

£XUr 8edh 0 Pr OGRS AIBhAIRWES% BslysHifolfl ghagl Retency of 1100 -
acti-ve conmpounds in the extracts, as much as 250 tines
‘the platiengy of hydhmlcohdlgi($falresheratsd - pldamd) matogr&al . Set 80
forth in Table | is a preferred enbodi nent of the

oral Iy adm ni stered conpoesition, excluding 1nactive.

ingredignts, aigydkbifc@hém(m%exibeﬁi&ntzi.wxeg)rret heds. The 40

anmounts recit

in Table | represent the preferred

dosa§elddfreadhe ingredients |isted. TABLE | Herb Type Of

20

25

30

Extract Bl ant farl MWk olikhneROSEHB Y SHRET Critical 49

| eaf PIBETY | |

15  Oregano supercritical (0.8% TPA - 0.32 mg) - leaf 40

Scutellaria hydroalcoholic (5:1) _ oot N 20
baicalensis ' '

Preferably, the composition set forth in ’Table I also
includes extra virgin olive oil and yellow beeswax.

The inventive methodsluse 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. Moreovér, it will be
understood that this dosage of active agent can be
administered in a single or multiple dosage units to
provide the desired therapeutic effect. If desired, other

therapeutic agents can be employed in conjunction with
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Rosemary hydroal coholic (23% TPA - 34.5 ng) |eaf 50
Turmeric supercritical (45%turnmerones - 4.5 ng)
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preferably delivered to the i.ent

b
pha?%c@ﬁ??éﬁﬁw g&@@ﬁ(‘&blperdc%aerrﬁ]eers éﬁcﬁuég?ga& Prgpgriions

20 and compacted to the shape and size desired. Suitable solid
carriers include magnesium carbonate, magnesium stearate,
talc, sugar, lactose, pectin[ dextrin, sﬁarch, gelatin,
tragacanth, methylcellulese, Sodiunlcarboxymethylcellulose,
a low melting wax, cocoa butter, and the like. The term

25 "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 -
(with or without other carriers) is surrounded by carrier,
which is thus in association with it. Similarly, cachets

30 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
patient acceptance, pharmaceutical tablets prepared
according to the inventive subject matter may be provided

35 in chewable form, using techniques well known in the art.

Also contemplated as suitable carriers are solid form
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well known in the art and generally will be in either
solid or liquid form Solid form pharnmaceuti ca

w@empasa@si ons whi ch may be prepared accordi ng ROI/USE®04/040582
present inventive subject matter include powders,
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nel ting wax, cocoa butter, and the |ike. The term

" pr@barlawbﬁlpl% e s iode &@eprﬁ@aféﬂnuwatJr%rpreferred

of EBemé%té{?nC@HPOMHQsc%tQo@@f@x@s&faééﬂg I‘?&@Idi 341&5@53 at low
a carrier which may provide a capsule in which
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Simlarly, cachets are included. Tablets, _
pomﬂetsndeéch@téﬂaa@@nﬁapéﬂﬁe§Ocdﬁib@ihs%@M@sméwlﬁ@ntaln, in

d03§§86£$5H5t§¥|£ﬁQ| ftQQ rﬁﬁté?&ﬁf's%ﬁgbbggntgf colorants,

desire reasons- of conveni ence or patien _
accspabntezepharh@éé@ﬂﬁcmanﬁmﬁkn§ﬁbr@@@redtaa@dnﬁwgpteners,

tO &Pg? ¥§R£EV éf@%%ﬁg gnu§§¥ §£3%2¥%$— %%%gedaha %he like.

orm ‘" usin ni ques Inthe a
ZA\I s@heommqnicatwmzsaﬂtmre paepheisgaressdlid llquld form

{SPLERBLELLA0° WA Chep! o RG0S0 L8 S SOMBLED. ecnancr,
ei theycerahepr propylene _glycol and the like as well as
mixtures thereof. Naturally, the liquid utilized will bé
chosen with regard to the route of administration. For
25 éxample,-liquid preparations containing large amounts of
ethanol are not Suitable for parenteral use. '
The pharmaceutical preparation may also be in a unit
dosage form. In such form, the preparation is subdivided V
into unit doses containing appropriate quantities of the
30 active component. The unit dosage form can be a packaged
preparation, the package containing discrete quantities of
preparation, for example, packeted tablets, capsules, and
powders in vials or ampoulés. The unit dosage form can also
be a capsule, cachet, or tablet itself or it can be the
35 appropriate number of any of these in packaged form.

The pharmaceutical preparations of the inventive
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parenteral adm nistration. Such liquid forns include
sol utions, suspensions, and enul sions. These
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appfg&b‘ﬂoé’tee AGRRES Sof W%:fost%esferqqf:%k&é%ﬁtlf@?% sucrose,

maltose, partially hydrolyzed starch or corn syrup solids

and sugar alcohols such as sorbitol, xylitol, mannitol ahd

25 mixtures théreof may be utilized in amounts from about 10%

to about 60% and preferably from about 20% to about 50% by

weight of the pharmacéutical composition. Water soluble

artificial sweeteners such as saccharin and saccharin salts

such as sodium or calcium, cyclamate salts, acesulfame-K,

30 aspartame and the like and mixtures thereof may be utilized

in amounts from about 0.001% to about 5% by weight of the
composition.

Flavorants which may be employed in the pharmaceutical

products of the inventive subject matter include both

35 natural and artificial flavors, and mints- such as

peppermint, menthol, vanilla, artificial vanilla,
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The pharnmaceutical preparations of the

i nventivesubject matter may include one or nore
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conposition . Flavorants which nmay be e oyed in
phal#gsant dal amounts up to about 10%; preferably from about

2% to about 5% by weight of the pharmaceutical composition:

Lubricating agents which may be used when desired in

25 the instant compositions include silicone o0ils or fluids

such as substituted and unsubstituted polysiloxanes, e.g.,

dimethyl polysiloxane, also known as dimethicone. Other
well known lubricating ageﬁts may be employed. '

It is not expected that the inventive methods use

30 compositions which will display significant adverse

interactions with other synthetic or naturally occurring

substances. Thus, a compound of the present inventive

subject matter may be administered in combination with

other compounds and compositions useful for treating

35 prostatic intraepithelial neoplasia. In particular the

inventive methods use compositions which may  be

26



products of the inventive subject matter include both

natural and artificial flavors, and mnts such as
w@appesdBsnt, nment hol, vanilla, artificial PCT/US2004/040582
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t he qmar NBgetdh alPACONPOS2 | j 0Bp . A fadd-TECl t alh9BnOfis hereby
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pages 857 -884, which text is accordingly incorporated

her é-"aﬁeoy’fr Sierehite. TUSAR . B1IbidT2e?s ifcYige clearance of
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like anJ)way be used to solubilize the flavors

Sol dBittieZi-ng agents are general ly present in anmounts

up to about 10% praberalky bEORLAPAYL 234 gnabout 5%

by wei ght of the pharmaceutical conposition. :

Lubri cat iThg ageemsowniigh m@¢-becgm9@5mhemn@eswmed |mreferably

the i 0 s jnclyde co
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nay%ge énployedl}}t gs ﬁgfmgkgécté%%?hafofﬂe |nveﬁi|ve and/or
et Nats iese lognpesEtisonsuaihi e webhediispl atearate. Capsules

S|gn|f|cant adver i nteractions.w th other synthetic
ngyur%?T§ %%Cdf% ents inc uélng lactose “‘and "dried corn

starch. AgQueous suspensions may contain emulsifying and

suspending agents'combined‘with the active ingredient. The
oral dosage forms may further contain 'sweetening,
25 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
mode of administration currently contemplated.
30
Dosage
Dosage levels on the order of about 0.001 mg to about
100 mg per kilogram body weight of the active ingredient
compounds or compositions are useful in the treatment of
35 the above conditions, with preferred levels ranging from

200mg per day to 1600mg per day. The compounds and
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substances. Thus, a conpound of the present inventive

subject matter may be adm nistered in conbination with
w@tdensmanpounds and conpositions useful for tPEBRUSIVG4/040582
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node of adn1n|strat|on currently contenpl ated.

28



Dosage Dosage | evels on the order of about 0.001 ng to

about 100 ng per kil ogram body wei ght of the active

WO pyseshioent conpounds or conpositions are usefRdT/US2ob4i@0582
treatnment of the above conditions, with preferred

| evel s rangi ng from 200ng pemxdaprisg 1600y per day.

The conpounds andconpositions of the present inventive
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materials to produce a single dosage formwll vary
depériafy WP t he host treated and ‘the particul ar
node of admnistration . It is understood, however,

that a specific dose level for any particul ar patient
wi || depend upon a variety XAMEMEL ncluding the

activity of ls%% SPEC {1 Cof AHRO WL IR OV Sl LD, 06

body wei ght, , '
Pati ent; ke invenoivadobnpstiatbon; dde patpaséd by methods
excreti on;. d nbi nat,i gn;. the severity.,of the, ... _ -
par#ﬁggﬁa%ndﬁggr%%F’bgﬁﬁgnggngga éﬁdAP%%L?ﬁP of U-S. Patent
admNwi.stér, &t8i7ori.l €0ne Tfe aratitreartys ski 1U. §.n Bdvesat tNoWUE 387, 416

appreci at e _t.he variabil.i of__such_factors.and woul d

P err e Hf R RRBR ek ot AL BT Ry Cencirety.
nor Ehehamepautitnenexfietheeadv@aponan EXAMBLES: §hef the inventive
f§ﬂlomﬁn .exanpl es are iILusEratiﬁe gf the present
hvERTPYS TS aB] Bct SRt TBPT ARG aPE ROLLPHFended to be .
limtati ohe thedeonlcdhdess (Hﬁt&rg\tdtseo'fﬂd@g?@@ﬁ, u]:a;léd I in the

ercent ages are based .upon .100% i.ght of the final:

CoNPBSFLT NS, CERRMBLE P Sr daPs 6 5T s 4R/ |3/ CoL1lows .
Conphasi t §Onge Fhert 1w | vend@mposkt | 9ASEar 8o PyepdF @shenically

- by methods_known in the art, and disclosed in , -
Apngeaﬁ Stoupggsggygnpgat sensitive components, is subjected

20 to supercritical extraction 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 oil-free residue is then extracted
in a water/alcohol, preferably water/ethanol, mixture
25 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
hydrbalcoholic extract" of ginger. ' '
The composition of this invention will preferably
30 contain the supercritical extract and the hydroalcoholic
extract of ginger at a weight ratio of preferably from
about 0.9 to about 1.4 parts, more preferably from about
1.1 to about 1.3 parts, most preferably about 1.17 parts,
of supercritical extract per 1 part post-supercritical
35 hydroalcoholic extract.

The supercritical extracts of ginger, rosemary,
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No. 6,387,416. The contents of U.S. Patent No.

6, 387,416 are hereby incorporated by reference in
WO bwsns@st i rety. The preparation of the conmponBrit/US2004/040582
- elenments of the inventive conpositions is sumari zed

as freldwews.c The bydgeabcoded iin exla agk <ok igengerpusedions can
in the inventive conpaositiaons Lsaﬁreferably,prep red ,
as 6 I%E%Pa%% GCRGEF PRI Z0te A ¢ IF HRE G5rref yertraction
cryegemnicedl,| ysgepunds t aipreseeve heay. sensi tive stahl, K. w.
components, is subjected to supercritical extraction ,

to ONEEi PP)GQHaB?I SR ¥t S e B LG RePSi ARasRefining,
"4 h@pSURRMG! id £ad g ext nasl’, afnigimges, heedbd Nidtbrporated by
delicate lipophilic conmponents, and (ii) an oil -free
resFEGELeTRE GFFSfifee residue is then extracted in a

wat er / al @pRol i, @F &5 BESRd Vi Naket/rathanods Modkz@y, turmeric,
congosed of 60- 80 parts al cohol and 40- 20 parts
wat

LlyThBaakohotv o ed | IGUiNESS OREATEVEEErat BETPSrTY and

of f sdeaving;a pewdenedsext ngel [gStdue; nteheried-dfbositions
herein.as "the hydroal coholic extract" of ginger. The .
Eonpesi thorpetrahrd RARVEAELDBA WOl ICPYEreErighlal dordepdlcoholic

thee%%Q%%%&bhiC@Ecﬁ%i&@@&,anﬂn;h%x%%ﬁﬂ%@'CQH@'iﬁydroalcoholic
extract of ginger at a weight ratio of preferably from

aboBKtgagtisocabont ArapdErd Y worte sitamer by plpgm portion in

aboyt 1wétg9/g@e%ol- 3 patbserADSy Prefecablynaboyl  nixture
1.17 parts, of supercritical extract per 1 part post

- superefietripbdly hydpoardondl § & Ekineadts. afsehol and 40-20 parts
ﬁ?p%éﬁé&g'C%kdeghéﬂcé§a85r9t98§roff°§ﬁ' [Yed WP IBELGO1 1iquid,
and oregano used in the inventive conpositions can be

pr eparedngc eording tedl lerxdwe Supersdidus cale fmareattiomerein as
met hods, i.scl.o gy, | .
S L e
Ref biii ggeeBpiticagersederinagd 1988 enthiiotvdrstdver eby prepared by

BRI E SRS Nl Oy IR DO ORLEONS recerony
Ahi nresergeltdbhpéad, mbacberry and Scheel |evaporating off the
bai cal ensis Uzgd 1 9:408a "WERLLYE COPPOSI LI QRSe rature <sO°C,
preférably by utilizingna spray—drying technique, leaving

a powdered extract residue. ' '
In the composition of this  invention, the
25 hydroalcoholic extract of turmeric and the supercritical
extract of turmeric will preferably be present at a weight
ratio of preferably from about 8 to about 12 parts, more
preferably from about 9 parts to about 11 parts, most
preferably about 10 parts, of hydrocalcoholic extract per'l

30 part of supercritical extract.

The composition of this invention will preferably
contain the supercritical extract of rosemary and the
hydroalcoholic extract of rosemary at a welght ratio of
preferably from about 1.6 to about 2.4 parts, more

35 preferably from about 1.8 to about 2.2 parts, most

preferably about 2.0 parts, of supercritical extract per 1
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can be prepared according to conventiona

hydr oal cohol i c extraction techni ques. For exanple, the
whyasosdosdhol i ¢ extracts can be prepared by exPCEHUS1004040582

the plant portion in a water/al cohol (preferably

wat er/ret baEn ol idaxicehe 1(ier ekerably conposed of 60 80

parts al ¢ohol 4 arts water) , |

evaporat%ﬁﬁ OFYQFﬂ%9ﬁ8%8}¥ dﬂﬁi(?iqﬁﬁd gf%%%?ndl +hotas

powdered cexter aﬁmproegslltctms( rvaﬂer rpeféﬁeofalteﬂrﬁl doraSa I’ herom about

hydr.ogl cohol i ¢ t The hyd I ol t t
o¥ r én‘Féagaggg Fﬁc‘ﬁe %?Egeﬁ¥e%%$8E3 ﬁh%§$;?ég§Fe& 7% to

by exbract 8ngs§ hengd ntp redetria® vi naBowat €3 /@ Cogl , weight of
preferably water/ethanol, mxture, ~and.then
evapaPaerhg COMPOLRE Swdfelr al EBREFCH qui d mixture at a

tenperat ghe <8Qpbrcpiefenablyxbyadti|dZi RANFIPra¥ed in the
-dryi ng techni que, IeaV|ng owder ed extract residue.
In tRESEEAFESICOMER St 1M RGN freferably from about

hydpaal ¢ghaldos: teXdtgsacmdie tpﬁer!ﬁrﬂafbl@ncfrtd?@ about 27% to about
supercritical extract of turneric_will preferably be

T esdit sFOR" welHE T GPOBfef 30abl yoF r difiabGut 0f Pungent

to abppbuhdsPaet§. , NBKEEHs Bf elablor SA0mmakout-of RBELS 6.43% to
to about 11 parts, nost preferably about 10 parts, of

hydﬁ@SPEoﬁoﬁEc QQF?aEFeﬁﬁFa@lﬁaF¥O%fa%ﬁb%r%r %italabout 8.8%,

 extpast. Ia%e996@98hbbg@ ok, t Bisybnyget benzWhbhberene.
preferab é contai n the supercritical extract of
R

rosemar yTRRd IHRE TRl oefTohBKFE26%t rafet tormesdendisedt in the

me@thBtaéﬁ'%oﬁhogﬁ%ﬁ%ﬁébhﬁlﬁrQ@ﬁﬂ%%ﬁ ﬁké%éﬂ%ﬁﬂyngrom about
parts, nore gie erably fromabout 1.8 to about

pérﬁé B sEbpwnef ot ablBp &b due 2 redar f§omppbout 40. 5§ & about
SUF’%CE"’“ﬁé%teg%i‘ékaﬂﬁ?l dpant £6s yg&%f&ﬁ@'éf turmerones.

extract roal cohofic exfract’ of " gi nger used in _
t he mveﬁhﬁveﬁmﬁm@ﬁtwﬂs arErapEefal abbyementaiysed in the

abotl 3 0 Fo SBBOC S0 Hact RReReRably Anad ¥ oy 2Pout
Ay &élghttefap@mge@ﬁ-66np®@ﬁ@sE@@ﬁyrahﬂﬂxﬁﬂﬂm abotte 20.7% to
SUPEEELEtbgaksxhbaet nPEOLNGLY Y5601 P34y weignt of total
phenolic antidxidants ("TPA") .
The supercritical extract of oregano used in the
inventive compositions will contain preferably from about
25 0.64% to apbout 0.96%, more preferably from about 0.72% to
about 0.88%, most preferably about 0.8%, by weight of TPA.
The hydroalcoholic extract of turmeric used in the
inventive compositions will contain preferably from about
5.6% to about 8.4%, more preferably from about 6.3% to
30 about 7.7%, most preferably about 7%, by weight of
curcumin. o
The hydroalcoholic 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
35 about 25.3%, most preferably about 23%, by weight of TPA.
The hydroalcoholic extract of holy basil used in the
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i nventive conpositions will contain preferably from
about 24%to about 36% nore preferably from about 27%

wo 2008083 33% nost preferably about 30% by weiTyhi$2004/040582
pungent -conpounds (e.g., shogaol) and preferably from -
abouhv@n@%MGDdﬂ%ﬁﬂsﬁiﬂ%ﬁslﬂﬂkiKﬂdﬁﬁﬁiﬂﬂp&éféﬁﬁﬁbpufrom about
7 2 ot6q about 8% 1;éreferably agg 8% by .

“of %|ﬁ§PB§re2h °'Th O TUpErefittireal e@&‘?f%\cfﬂ%f“ 1.8% to
tur ERoiuG used,i mokshe pirefertble epBReshti 0B Wkkhht of ursolic
cont ai.n preferably from about 36%to about 54% nore
pref&r&bly from about 40.5%to about 49.5% nost
g ef er abiry cabgutr A5%o YL Mei ghiroft toif NBEeBAS tebh&ised in the
supercritical extract of ros used in the
| v SRR L GSBEIRA O A5 1 'Gont ST Frre it A ko rom about
abogles1804% b0t aboyf RdrH%r My reHirefrerably olkoavabeuto about
20. 7%to about 25.3% npst preferably about 23% by
wei Gt o6 F‘BFSI%%%F%Y ?%&i%téY(W?Pﬂhf th%olyphenms
SUDer cri trheal h@dﬁ@@p&omlpé egan@ausedy  Nhihengvenddyein the

onpositions wll contain preferably from about 0.64% -

| 1{% aPIe o Vo6 RPTRSSE T eSFeatily FHGmidbdiie {B rAmbit of rom about

about 1Q. 88% .pBat Br.efeer akdye apeut0a8%, Q%x%@'995u9f7 2% to
TPA. The hydroal coholic extract of turnmeric used in

t he@PRiént Bv8%conPBstt i BRETRFfPLlEont Pt pr &t er abyy weight of
‘fromeahaut+5,6% to about 8.4% nore preferably from

about 6.3%to about 7.7% nost preferably about 7% by

wei ght ofheuhgdiPralcorRéiRyArbafebhof i ehexesacyobithréad used

]Eps?HHEMeu§ﬁgehe1559ch¥§Q§tY§n§°ﬂPP§'ééﬁ@§lﬁg%£eferably from
contain preferably from about 18.4%to about

nor 8bpref ér 861 of r&PUEbIUE 220 mp%et ®rafera iy, s@@ormaé@out 5.4%
preESrlcai‘?b%u% 23%@0@9 ﬁEEQQES T@&xnﬁhe6° by weilght of

hydr oa olic exfract of used
t hebaveatrive.conpositions wil I cont al n pr ef er abl y from

about : te 2. 4% {{ @f A
1.8%to anut c920(11122%;%cr?é]st pr e e?% % outéllz%rro{% BOUE in tne
ARei ghtreof:1ues0lom@oa@ltdon$herlﬁ)ldmaﬂt@omolpr@f@uatd@t fofom about
gregUSEeq: Sggoup %h%o, more preferably from about 5.4% to

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

berberine.

25 EXAMPLE 2

Effect of the Inventive Compositions

on Pre-malignant Prostatic Intraepithelial Neoplasia

A patient presents for treatment of a pre-malignant
intraepithelial neoplasia of the prostate. An inventive

30 composition is administered to said patient over a course
of treatment lasting for several weeks, resulting in no
significant side effects. The patient experiences a
reversal in the growth of pre-malignant neoplastic cells
and death of existing pre-malignant neoplastic cells,

35 resulting in the prostatic intraepithelial neoplasia

becoming undetectable. With continuing treatment, the
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i nventive conpositions will contain preferably from

about 36%to about 54% nore preferably from about

W@ 005864083 about 49. 5% nost preferably about 4BO%/Uk2004/040582

- wei ght of pol yphenols. The hydroal coholic extract of.

huzbang cusedcbnt L hgekNvent ex@ iBORPOSH t ISy symptoms of
contain preferably froma ou% 6. 4%t o about 9.6@6 nor e
preP&P&ﬁP&lFroh?%%%%?l?b%/%? A56R 26189, ABstlong term side
prekerably alyouth8%c rbyrwenght 0fd resyverabeolyevelh® prostate
hydr oal cohol i c extract of Chinese goldthread used in

t he“FAYERti ve conpositions will contain preferably

fgy om about 4.8%to about 7.2% nore preferably from

about 5.4% to about 6.6% . ,nost preferably about 6% by

wei ght of "BerBEFNA&VE ?H%Jﬁ§8r%gFE%ﬁoW$hn%x¥¢%%td%ﬁCrled/ it
bar benrypbusedviButhenhBVent i Yensompeshd i@nsi MLl or varied in
contain preferably from about 4.8%to about 7.2% nore
preWéPébW?Y?rcnﬁ%ﬁﬂnﬂoq}ﬁﬂ%ﬁﬁiQﬂﬁb@Pd6V6%%aﬁé§ﬂs are not to be

pretegabl¥gabeuts G¥%pdnt wel ahtofcher bsrine anBEXAMBLE of the

2 Effect of the Inventive Conpositions on

5 el REPRGRERL SPPOSICAL B2 FR T a8PPt Fell atuMeopPadifacations and
patignt 2Pi88ENLSef Ot ERhQAE NBALOf i B UG MBI GDANt e scope of
intraepithelial neoplasia of the prostate. An v _

i nvehRei feléonbogi E18A™Fs adninistered to said patient

over "a course of treatnment |asting for several weeks,
resulting in no significant side effects. The patient
experiences a reversal in the growmh of pre-nalignant

neopl astic cells and death of existing pre-nalignant

neopl astic cells, resulting in the prostatic .
intraepithelial neoplasia becomng undetectable. Wth .
continuing treatnment, thepatient continues to exhibit

no secondary synptons of prostatic intraepithelia

.neopl asia, no long termside effects of the treatnent,

-and does not devel op prostate cancer
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The inventive subject matter being thus described, it
wi || be obvious that the sane may be nodified or

WO 205086085 many ways. Such nodifications and VEBET/E$10041640582
are not to be regarded as a departure.fromthe spirit
andygcepat®. the inventive subject matter and all such
nodi fications and variations are intended to be
included within the scope of the following clainms.j WE

CLAIM 1,. A KEHQQ%Ja”:Jﬂ%%ﬂééEl (B¥5gﬂ§flc lntra?%ltnellal

intraepithelial neoplasia in a subject, conprisin
steﬁeéplaéﬁﬁnlst@rlﬁg aﬁuéﬁﬁéétlveC%m@mnﬁimg Eithe step of

5COMRARH hii QR L9 plthe? FEEvEO hHEAL QF Preyent 051 '1%% to said

prostatlc intra neop asl a, Sald CcoO
conprPseng thetapeutDcaPr9V@ﬁfe@@l@ﬂ?ﬁﬂﬂ@@ﬂsoointraeplthelial

SUDEES hggggl eé%EQCtéoﬂ%ogg gﬁry?o$ ric un eg%ﬁeutlcally

and ger and er apeu |ca y ef Tve A
hydﬁéébc@hubl@maawmmt@fosupgrgrbasc$l gxmgecLs of rosemary,

turgﬁghgﬁé Cu&%%%@ﬂé%m&?' %ﬂslgnd {Q% Mtlgagfy effective

tea nese gol read and er r
10Theamethod off @dewalcoWhénelﬁx$aa@tsomﬁo$dmynba§nl glnger,

ad ered o aII ] hod.of claim

et BFREERE or s S Lh A <Por Ea aubes oI n FRgen tea,

f or nuehange Ohlnese gapsthesadpnendrbavpertabl ets, or

one or nore pills. 4 . The nethod of claim1l, wherein

t he conposition conprises : (A) fromabout 4.5%to

about 7.5%% byThei gbhthofl blie chydmoal, cemelrded nexdaiattcodposition

gin bout 5% to about 8.5% by wei ght of
15theJ9 %%%%%f?{%ﬁ?geQF?ggY of ginger; (C) from about

1.0% to about 1.5% by wei ght of the supercritical -

extract gf turneric;

16. 0% by> wei ght€of™ ?Féq%uﬁﬁgcﬁsfqgél%gx?g%%§“g$$Utthe orally
r osgdmiyist&Eedr emmabeutl 14n0%d oiabaue 68O by web @t or more
of capsules, oné or more tablets, or one or more pilis.
20 |
4. The method of claim 1, whefein the composition
comprises:
(A) from about 4.5% to about 7.5% by weight of
the hyeralcoholic extracﬁ of ginger;
25 (B) from about 5.5% to abdut 8.5% by weight of
the supercritical extract of ginger:;
(C} from about 1.0% to about 1;5% by weight of
the supercritical ektract of turmeric;
(D) from about 10.0% to about 16.0% by weight of
30 the supercritical extract of rosemary;
| (E) from about 4.0% to about 6.0% by weight of
the supercritical extract of oregano;
(F) from about 10.0% to about 16.0% by weight of
the hydroalcoholic extract of turmeric;
35 (G) from about 5.5% to about 8.0% by weight of

the hydroalcoholic extract of rosemary;
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the supercritical extract of oregano; (F) from about
10. 0% to about 16.0% by wei ght of the hydroal coholic

wedosasn3dnf turmeric; (G from about 5.5%to abOUUSBNH040582

by wei ght of the hydroal coholic extract of rosemary;
(H from@bout o%0 Q%h&ol@bgﬁtt$6a9%@9y1®5b9hﬁ oagigﬁt of

hydr.oal cohol i c extract of holy basil

© 10. 0% t o Aot IFE 20Tk Liki Gii 'eCt Che ﬁ}&r@aﬁ@éhollc

extract qf)green teautc(d). béomgagg%tfii@%i%g’;\bgg&ght of -

- 12. 0% by MEI%ht of the hydroalcohollc extract

huzhang; *€R) M¥FsRRAEEHE 14 CoS5its 28600 6r0%nbyedri ght

sof the hydnoaleahalddutexd, roaectt@far%melsae &D'% hwffglnt of

10

20

25

30

35

(L) fron1about 4.0%to about 6.0% by wei ght
hydr oal c6R6l PydeRerl et osf CharBEREY; oénauemmfgv om about
2.0%to akg Utfr%moqé)bt?%twefigm of EBSuPy%r ?_a'l %Sr)(’e]%]élc?htf of

extract of Scutel ari a bai cal ensi s.
cl ai m 1, thfehreinoe heoel ghtettata s @ff @hensapeg@ldmzcaad

extract Qiggfgg%r Qthha4hyﬂr@§Ig8995 % §gt%§p éyght of

gi nger is from about 9:1 to about
met hod ofhel Averealapepéin ekbraetghf parberof: thed

hydroalc?h?'%%o%xtEﬁ%k(g JUrBrig Lo &hes Egu %%%P% of

supercritical extract of turneric iIs fron1a »
about 12the 7 hydimainehodiof ekdioamct, whéreiscutwllaria

wei ght ratig, “%9? supercritical extract of rosemary
to the hy roa olic extract of rosemary is from
about 1.6:1 to about 2.4:1. 8. The nethod of claim1,

mhereln he hydroal cohql i r.ac in npri.s
fron1abo%t 2. %geto gg%ﬁt g géa &e ﬁgr & eﬂ@lé%t ratio
conpbundshe 9. stpe metitddadf cbammabt whefelngiﬂ@er to

SUpﬁ régi gﬂolic extract of ginger is from about 0.9:1 to

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

. about 12:1.

7. The method of claim 1, wherein the weight ratio
of ~ the supercritical ektract' of rosemary to the
hydroalcoholic extract of rosemary is from about 1.6:1 to
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.

9. The method of claim 1, wherein the supercritical
extract of ginger comprises from about 24% to about 36% by

weight of pungent compounds and from about 6.4% to about
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extract of ginger conprises from about 24%to about
36% by wei ght of pungent conpounds and from about 6.4%
wWo 200alos08D. 6% by wei ght of & ingi berene. 10. TheI/Ds10ho0k0582
of claim1l, wherein the supercritical extract of
turneréde cpnpriges 47 omahdra369 to about 54% by
wei ght of turnerones. 11. The met hod of claim1l,
wherein the supercritical extract of rosenmary
conpri sesid r omraba: hkBi 4% tQ -akout 6% by + nei o) A
t ot al henollc antioxjdants. 12. Theaﬁgtﬁ%g SPEC?UB Prics cal
1, VHEFETH tHe SUIRTIT tFEB T 65QT abtopfakneganod to about 54%
oy Ses JHom AN HA% t 0 about 0. 96% by wei ght  of
total phenolic antioxidants. 13. The nethod of claim
1, wherein the hydroal coholic extract of turneric
comN|seqﬁromﬁg) fr 1D WYt ug 8 h itica
curcumn. 14. Thegﬁrthggégf%é%gﬁn?i wmﬁé?é?ﬁghg Euﬁércr teal
hy dEGAIE G0l $%  EREPRREY ol OFpEdmesy ompr klsest f A6mds to about
about7 k8. 4% tQ iakeul, 221 86%b [ I nolic
ant|OX|danéi The Eg?égd&gg%ggakn?%tﬁwggsgﬁﬁ%
lohydroalcohollc extract of holy basil conprises from
about 1. t oraho %Ry hy{ of [ L '
16. The ggihogﬁng%F§Fg1?@ ﬁ%g?gla t hg%§g$o€ %g?ercrltlca1
ext EXCEA6E (tleeATEEANEOMAITHS oﬁrarbo@fOO36% @owbomo about

54%by swelght,obnRobypReRgh S oo  The, | aim
, mherelngthg Eydroalcoho | ex?%ggt gEEE ﬁgﬁég"
conprises from about 6.4%to about 9.6% by wei ght of

1sresveratfal . 38 J@€h5§t$fg%ﬁgu§halgb%gﬁwﬂe{ﬁégﬁ%iﬁ%%%coholié

hydr oal cohol i ¢ extract i nese g read ¢
froﬁx‘aﬁégt af gox rroabbutcMRob 486 eicghebofitbér beér taeabout 8. 4%

- 109. b odso0 1, wherein the hydroal coholic
extr gghga? e%?%kc%g%rlses from about 4.8%to about

7. 2@6by wei ght of "berberine. 20. The nethod of claim
1, whereip sabf, GmpOsh td PR 1RoYhded L0 8188 {8) aroaconolic

conpri ses:
20 extract of rosemary comprises from about 18.4% to about

27.6% by weight of total phenolic antioxidants.

15. The method of claim 1, wherein the hydroalcoholié
~extract of holy basil comprises from about 1.6% to about

25 2.4% by weight of ursolic acid.

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

by weight of polyphenols.

30
17. The method of claim 1, wherein the hydroalcoholic
extract of huzhang comprises from about 6.4% to about 9.6%
by weight of resveratrol.
35 18. The method of claim 1, wherein the hydroalcoholic

extract of Chinese goldthread comprises from about 4.8% to
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(A) from about 4.5%to about 7.5% by weight of the

hydr oal cohol i c extract of ginger, wherein the extract
waeepns®es from about 2.4% to about 3. 6% by weP@hUSmD4/040582

pungent conpounds; (B) from about 5.5%to about 8.5%

by webght of2% hey supegicri o cladriextimet of gi nger,

wherein the extract conprises from.about 24%to about

36% by wei ght of pungent conpounds and from about 6.4%

to about 99 6% hye vn@tg’rdd @j‘L zilagmber enes r£ G tfrrcomy@b@@tlcoholac
-1.0%1 0 about }F@rré ht .of the sugercrltlcal .

ext raert of - tUr < %é:ro BT iPRE xPPagbOtondri sde about 7.2%
5 r oy abodt gi36% £ abewti 54% by wei ght of turnerones;

(D) from about 10.0%to about 16.0% by wei ght of the

supercritical -extract of rosemary, wherein the extract

conpr i seSZCﬁronlrkaéJthétki@dWﬂ@labﬂul 24nb%e by wehahtoBbosition
t ot al Cgh olic anti oxij dants fromabout 4.0%to

about™ %Dy el g ) tFH ritical extract of

or egano, ymerﬁrdsmtasoaxt nack ecMHYsas from Owélght of
064%to b t 09% y wei ght of total, pheno
%nti oxi dd AysuEx1626% ¢6 %&ﬁﬁrrwl@%edy\ the

wei ght ofeimwdi&@iﬁpéwélgr@%w@@&t of . 4Yrp®rkBout 3.6%
wherein the eXtran{ﬁ?%l ses from about 5.6%to about
8. 4% by W Y GtV EBout 5.5% to

about 8. 0%%) byfmgélbo@f theshydr caleehdl iz exfrasigRf of
rosenary, vvherel n the extract conprises fromabout

18. 4% t 0 B0 RPRISHIN Ghdi Gitt TGt 6faPipR&Rol PBerein the
1nti oxi daitSsa diHc I a0 Wr o0 2@% k0 2aRou ;gog% BYs by

wei ght of the hydroal coholic extract of holy basil
vvherel n tifd it e tPWeiptt sey g abvid AXe% z2lboabobt 4%

. 4% by wej gito@f 30l e W%Q.'gqiit U9 Airgmeabul;10. 0%
to about 16.0% by wei ght” of
(C) from about 1.0% to about 1.5% by weight of
the supercritical extract of turmeric, wherein

20 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
the supercritical extract of rosemary, wherein
the extract comprises from about 18.4% to about

25 -27.6% by weight of total phenollc antioxidants;

| (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 weight of total phenolic antioxidants;

30 (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
8.4% by weight of curcumin;

(G) from about 5.5% to about 8.0% by weight of

35 the hydroalcoholic extract of rosemary, wherein

the extract comprises from about 18.4% to about
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wowioghseosd pol yphenol s;

t he hydroal coholic extract of green tea, wherein the
extract conprises from about 36%to about 54% by

(J) from about 8. 0% t OPGIYUSZ004/040582
12. 0% by wei ght. of the hydroal coholic extract of
huzhang, 2Whét ebp thegext pdcttotaiprphees ficomalali Grd%:;

to about 6% t. of cresveratrol ) .from ahout _
4.0%to é%b {%Xo\ﬁ%ggwle?g Bt of The Wyt 0&21 @o’hdﬁjr,g C of
extract ohe Ghydwesel gobdl e %«i,ra\dtebél hﬂol%eaaeé(ll,aﬁlnereln

from abouf 8% to about 72°/b [berin
(L) from a%ou?é) 25% (-6 BEGEES : %“b Hltgh} gf Fﬁea%out

5 hydr oal cbh@%lbyemt@m of lh)ﬁf(bEIdfyaCM,er ein the
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extract ffP about out 2%.by wei ght of

8%
ber ber i né b‘?‘f%n@ bo‘Ut (?a@%‘)t laﬁj O ©F
wei ght ofhé¢ hw&w@am@mimd: Iék‘@dd‘ta(ﬂf @fre&%“tt%la' arvdhasreln
bai cal ensj s; erein said_conmpositi ogl%f urt

d
conpri ses*€ (§9 atnlia?% SEESSS éapme%?%t P i r?d?éertar?é/

t he hydr@alﬁ@f@ht CoexpsRgdhefond nger at a weight ratio
of fromg@ 9 to ab arts of supercritical

0 ext ract r‘ﬁr&r‘?bﬁ‘ﬁth dbéaF%ogBPPE extPacPy peitphthet

hydr oal cewl hgdesklashofct wiaekice W hhghang, wherein
supercritical extract of turrrerlc at a weight ratio of

from about® 82¥brapbuf TR pares foP™hyRBHEl corfbt i B0 about

extract pegs ]b3paiél@{§wpr§égaégéajrcht ract; and (i |)
t he supercritical extract of rosenary and

hydr oal cOhol FeCxePaet 8 OFosenaiyp Wt %%.@m weaghp of

of fromthe hydroalcoholic extract of Chinese goldthread,
wherein the extract from about 4.8% to about 7:2%
by weight of berberine; |
'(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
weight of berberine; and _ »
(M) from about 2.0% to about 3.0% by weight of
the hydrcalcoholic extract of Scutellaria
baicalensis; |
and wherein said composition furthef'comprises:
(i) the.supercritical extraét of ginger
and the hydroalcoholic extract of
ginger at a weight ratio of from about
0.9 to about 1.4 parts of supercritical
extract per 1 part of hydroalcoholic
extract; '
(ii) the hydroalcoholic extract of
turmeric and the supercritical extract
of turmeric at a weight ratio of from
about 8 to about 12 parts of

hydroalcoholic extract per 1 part of

38



about 1.6 to about 2.4 parts of supercritical extract
per 1 part of hydroal coholic extract. 21. The nethod
w@booslsdoss 1, said conposition is adm nistered PEI/ES2004/040582
daily dosage of at |east about 700 ng . 22. The net hod
of claim 1, whareirsaiidtdonpasiddgn drsi admi ni st er ed
on a daily basjs for at |least 4 weeks. 23. A nethod
for precancer o{}suc)el 1% SHFSIHFeratidns ShiCERFA  ©OF
prostatic duatﬁosedrtmi}; laegi ainel h@@:ir!aaialidék@l%lcd;bie%tract
conprising the step of adninister] an effective
anount of a cé}éo"’sifstef“baﬁ% ¢ s d”%{fgjg"ecfa?bot?gafr@?‘ ,
Prevent said presancerous wel labaut prolifepationser
sai d conposition co .ri,siagg t her ageuti cally effective
anounts of supeR&EThddiC%ext Fact3°bf Hdsehm@prt ©f
turmeric, oreganeRNEPges exanrdtcher apeutically '
ef fective amounts of hydroal coholic extracts of holy
basil, ginger, turneric, Scutellaria baicalensis,
rosemary21gr eahet eaccthyzhasg, Shinese golsdtbr eadmpafdeion is
barberry.. 24. The nethod of claim 23, wherein said )
10compe&itiish srecadm M Serldd J6Farry 0252 tTRE 2Rt REGUST 700 mg.
claim 24, wherein the orally adm nistered conposition
is in the formof one or nore capsules, one or nore o
tabl ets, %6r on@Somstiicd ifl 15L21%6 1 THE GRa HooS dFd cFampesition
23, iwhereiinikhe reenpesit Han 160BREESesor (A) 1E6em abut s .
4.5%to about 7.5% by wei ght of the hydroal coholic .
extract of ginger; (B) fromabout 5. 5%to about 8.5%
15by wei ght 30f hhﬁe@H@@rﬁéf}hﬁ@hn%é&%ﬁ%tc@ﬁlglﬁgeﬁioif%erations
fromabout 1.0%to about 1.5% by weight of the . .
supB-ERiLR| Edloshattigctdwtt S urdt e Dyndr emiabodin 2 subject,
10. @9 ; t . 0% by, j :Qf e Like
ot P s crar v T A abGat 40 o Sbodt 6. BBgunt of
by weigpPafition to 'said subject to treat or prevent said

precancerous cellular proliferations, said composition
20 comprising therapeutically effective -amounts of
supercritical extracts of rosemafy, turmeric, oregano and
ginger:; and therapeutically effective amounts of
hydroalcoholic extracts of holy basil, ginger, tﬁrmeric,
Scuﬁellaria baicalensis, rosemary, greenA tea, huzhang,

25 Chinese goldthread, and barberry.

24. The method of claim 23, wherein said composition

is administered orally.
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the supercritical extract of oregano; (F) from about

10. 0% to about 16.0% by wei ght of the hydroal coholic
W@xdosmmosz)f turmeric; (G fromabout 5.5%to0 abOUUSRIND040582

by wei ght of the hydroal coholic extract of rosemary;

(H fromaboutTdd. Gbr@ecabedt 462086 by, wei ghtr Of, t he e b'rall/
hy drof?l coholic extract of holy basil; (I) from about

10. C¥H0 Hbotte 4689 B WP Ght: Sof 1t he "Ry dicodl cefioline or more

ext ragds ofe gr eete t@a;ndsl) danmahow, %r@%otronﬁﬁ%u pills.
12. 0% by wei ght of the hydroal coholic extract of
huzhang; (K) from about 4.0%to about 6.0% by wei ght

of the hydsoalephaldh@xtsacsd 1 Him Ot Nesge gol At 43‘f1§a‘gompos1 tion
(L) from about 4.0%to about 6.0% by wei ght of th

hy dFGEIRIORAS ‘¢ extract of barberry; and (M from about
2.0% to abguts % byumel gbs b taﬁ%ulﬂydﬂ' %al c%?vﬁé%gh? of
0

extract of Scutel |l ari a bai cal ensi s

cl ai m 23 thfhévsine alise hrdilghe xtaeics @ff Q]q@ger,
super cri tipgalsext rasduof s ghnges Leothe ghydr %Qléaltc of

extract of ginger is fromabout 0.9:1 to about
1028, The fbEhS¥PSEELaimA23exfEecsi At Rén@eirght rati o

of the hydnoal.cphaldluext rect cof abHnEeRI Gt %a} Neeigne of
supercrltl cal extract of turneric is from abdut e8g.Lt_i
about 12the sgpetkeifdcRédestrécai mt23urmieieirn the -

wei ght 1 a0 £@bt heosuPenchit L5akL XL agt gof L1 0 |
to the hf/!dr oal cghol |oc extract of rosenggyol sb{' ‘ﬁg[@w of
about 1.6he sypapeyit2caliexggacthefnephedaot ; Clalm

1523, V\’her 'fEJn tfl}%np%outsu@%&rfélggé @y%rﬂﬁ% gogelblgqﬂt of

extract o gl nger conpri ses from about
3. 6% by wergRupPetcpdngent eshpeahdsf.oregano;

(F) from about 10.0% to about 16.0% by weight of
the hydroalcoholic extract of turmeric;
(G) from about 5.5% to about 8.0% by weight of
20 the hydroalcoholic extract of rosémary;
(H) from about 10.0% to about 16.0% by weight of
the hydroalcoholic extract of holy basil;
(I) from about 10.0% to about 16.0% by weight of
the hydroalcoholic extract of green tea;
25 (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 weight of
the hydroalcoholic.extract of Chinese goldthread;
(L) from about 4.0% to about 6.0% by weight of
30 the hydroalcoholic extract of barberry; and
(M) from about 2.0% to about 3.0% by weight of
the hydroalcoholic  extract of Scutellaria

baicalensis.
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31. The nmethod of claim 23, wherein the supercritical
extract of ginger conprises fromabout 24%to about

waeishgeosei ght of pungent conpounds and from abOUUSBOH640582

to about 9.6% by wei ght of zingiberene. 32. The net hod

of clai m28, vk eisthdte Supercni tikcalvhexteriacthef weight ratio
turneficgonpri r ut about 54% by N
wei ght of tur S%g%efgrqml.ég'?'he éét/%ggtof c’%al rﬁliﬁjv to the
wher®iHr e duperer ext sart exfr adingsfr rosefapy about . 0.9:1 to
conydses f rom about 18.4% to about 27.6% by wei ght of

total phenolic antioxidants. 34. The nethod of claim

23, wherein the supercritical extract of oregano

com Ses 47 AP 05408 e ot O DL VELONL 51 v

total phenolic antioxidants
23, okhereihd t hgdnpdicahcdhol | cxxdacact of tuumREGc to the

o b 0 %. b
com s e o 2 s Lo shoulo 00ty pelgh 51,

hydedaiucoi@l:ilc extract of rosemary conprises from

1pabout 18.4%to about 27.6% by wei ght of total phenolic

anti oxi dants . 37. The nethod of claim23, wherein the
hydr oal c@@ol i d‘hextmeahbdobfhoﬂylinasm ehepeiseshér@dight ratio
abo 2.4% by weight of ursolic acid. ,
B%h Sﬂgggglrétr%c 3 v&]e S FE t h8Thy dr afehol i &0 the
ext hacltcoeﬂcgheémct extcanpr icfex ofseamrgbdyt £36% tarabout . 6:1 to
/%\A}éu\yebgla of pol yphenols. 39. The nethod of claim
erein e hydr oal cohol i ¢ extract of huzhang

lScorrprl ses from about 6 4%to about 9.6% by wei ght of

resver at éﬁ ig The od of. clai.m,23, wherein the . v

hydr oal c8hol i &"&xt r B6¢ 8 ChPfiese Sg6tat hr dad cotfitaisdsr  the

f r opbabestlpérB%tmcabouthﬁdzé’c%lh)bm;gbt efctbarheri ge.  ginger
. _The_ et hod_of cl | m 23 Zgher ein the hydr oal cohol i c

ext FREPTHFharbetty 2 8Hﬁr|?se fFé’m QBBHF 5 by weight of

pungent compounds.

20

31. The method of claim 23, wherein the supercritical
extract of ginger comprises from about 24% to about 36% by
weight of pungent compounds and from about 6.4% to about

9.6% by weight of zingiberene.

25

30

35

32. The method of claim 23, wherein the supercritical
extract of turmeric comprises from about 36% to about 54%

by weight of turmerones.

33. The method of claim 23, wherein the supercritical
extract of rosemary comprises from about 18.4% to about

27.6% by weight of total phenolic antioxidants.

34. The method of claim 23, wherein the supercritical
extract of oregano comprises from about 0.64% to about

0.96% by weight of total phenolic antioxidants.
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4.8%to about 7.2% by weight of berberine. 42. The
nmet hod of claim 23, said conposition is adm nistered
wo moa/oskasd y dosage of at |east about 700 ng. 4ECT/iIThm04/040582
nmet hod of claim 23, wherein said conposition is
admi ni st ered dhe damettylcbhm sof or atalmeast23, vveekserein the
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hydroalcoholic extract of turmeric comprises from about

5.6% to about 8.4% by weight of. curcumin.

36. The method of claim 23,  wherein the
hydroalcoholic extract of rosemary comprises from about
18.4% to about 27:6% by weight of total- phenolic

antioxidants.

37. The method of claim 23, wherein the
hydroalcoholic extract of holy basil comprises from about

1.6% to about 2.4% by weight of ursolic acid.

38. The method = of claim 23,  wherein the

hydroalcoholic extract of green tea comprises from about

-36% to about 54% by welght of polyphenols.

39. The method of claim 23,  wherein  the
hydroalcoholic extract of huzhang cbmprises from about 6.4%

to about 9.6% by weight of resveratrol.

40.\ The method . of claim 23,' wherein  the
hydroalcoholic extract of Chinese goldthread comprises from

about 4.8% to about 7.2% by weightldf berberine.
41, The method of claim 23, wherein the
hydroalcoholic extract of barberry comprises from about

4.8% to about 7.2% by weight of berberine.

42. The method of claim 23, said composition is

administered in a daily dosage of at least about 700 mg.

43. The method of claim 23, wherein said composition

is administered on a daily basis for at least 4 weeks.
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