METHODS FOR TREATI NG PROSTATI C | NTRAEPI THELI AL NEOPLASI A W TH HERBAL
COVPCSI TI ONS BACKGROUND OF THE | NVENTI VE SUBJECT MATTER 1. Field of the
| nventive Subject Matter The present inventive subject matter relates to

-novel methods for treating prostatic intraepithelial neoplasia,
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2. Background
Prostatic Intraepithelial Neoplasia. About 200, 000

American men are diagnosed with prostate cancer each year,
and millions more develop undiagnosed or hidden microscopic
cancer. About 80% of men have microscopic prostate cancer
by age 80 years, and the autopsy frequency of prostate
cancer is remarkably similar in men around the world
despite large differences in clinical. detection.

Prostatic intraepithelial neoplasia {hereinafter
APIN@) refers to the putative ,preCancefous end of the
continuum of cellular proliferations within the lining of
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
condition. PIN is characterized by cellular proliferations
.within pre-existing ducts and acini'with cytologic changes
mimicking cancer, including nuclear and nucleolar

enlargement.



comon feature and is present in 97%of all PIN. Mst histologic sanples
contain nultiple patterns, and there are no prognostic differences among
the various PIN patterns. PIN spreads through the prostatic ducts in 3
patterns simlar to prostate cancer. In the first pattern, neoplastic
cells replace the normal lumnal secretory epithelium but t h]?rgltjl\ls o
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sometimes has been described as pagetoid spread.
Prostatic intraepithelial neoplasia is generally
accepted in the art as a likely pre-invasive stage of
prostate adenocarcinoma. PIN has a high predictive value
as a marker for adenocarcinoma, and its identification
warrants repeat biopsy for concurrent or subsequent
invasive carcinoma. Most studies suggest that a large
majority of patients with PIN will develop carcinoma at
some time. Some studies suggest that that about half to
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 preventing the development of prostate cancer.
' The incidencerand extent of PIN appear to increase
with patient age. PIN is 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
generally utilized method for detection of PIN is biopsy:

PIN does not significantly elevate serum PSA concentration
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or its derivatives, and it is not apparently visible by current inaging
techniques. There is no accepted pharmaceutical or surgical standard of
practice for treating PIN. Some studies suggest that androgen deprivation
therapy decreases the preval ence and extent of PINin some pati entfs,
suggesting that this formof treatnment nmay be one possible nethod for
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Adenocarcinoma: Fact or Fiction? Mod. Pathol., 6(4):476-83
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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
importance of recognizing PIN is based on its strong
association with prostatic adenocarcinoma, and its
identification in biopsy specimens of the prostate warrants
further search for concurrent cancer. PIN alone has no
apparent infiuence on  serum Prostate Specific Antigen
(hereinafter APSARQ) 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 is

suggested at three to six month intervals for two years,




nd thereafter at twelve-nonth intervals for life. Biopsies are both
2xgensive and unconfortable for the subject, and there is thus an unmet
need for PIN treatnments. Although there is no accepted pharmaceutical or
surgi cal standard of practice for treating PIN, to the extent they are
used at all, current treatments for PIN include androgen deprivation
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' the urine. Thus, there is a continuing need for
alternative treatments for prostate cancer and for improved
treatments for prostatic intraepithelial neoplasia.

Cyclooxygenase Inhibitors. Cyclooxygenase is an

enzyme-protein complex with a variety of biochemical
actions. There are at least three primary COX isoenzymes,
COX-1, COX-2, and COX-3. COX-1 is a constitutive enzyme,
preduced at a reasonably consistent level at all times. It
‘plays an important role in, for example, gastrointestinal
protection, kidney function, and the aggregation of blood
platelets. COX~2 production is not constant; it varies
depending on signals from various 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
relatively recently (Chandrasekharan, et al., PNAS U.S.A.,
99(21):13926-31 (2002)). In humans, COX~-3 mRNA is
expressed most abundantly in the cerebral cortex and heart
tissues. COX-3 activity is selectively inhibited by
analgesic/antipyretic drugs. It has been suggested that

inhibition of CO0X-3 could represent a mechanism by which
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i ipyretic drugs. It has been suggested that inhibition of
ggi[geigﬁ{gnﬁggyesent a ngchanisn1by which 4 these drugs decrease pain and
possibly fever. (( Prostaglandins play a major role in the |nf!arratory
process and the inhibition of prostaglandi n production, espeC|? y
production of PGX, PGH, and PGE2, has been a comon target o
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t he QQStrm'ﬁé§%15@§y£§ﬁ§&§ b%ﬂ%ﬁﬁeéy' Traditional non-steroidal
anti-inflammatory drugs, such as aspirin, work by
inhibiting both COX-1 and COX-2. Thus, non-specific NSAIDs
can have a damaging effect on the gastrointestinal tract,
kidneys, and liver; blocking COX-1 can make the stomach
lining more vulnerable, and reduced thromboxane production
thins the blood, making gastrointestinal hemorrhage more
likely, and may cause inadequate regulation of cellular
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,
- 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 less drastic side
effects. Thus, researchers have been motivated to develop
selective COX-2 inhibitors to reduce inflammation and
relieve pain without the gastrointestinal damage brought on
by inhibiting COX-1. In addition, the current scientific
understanding in the art suggests that COX-2 inhibition may
éerve an important function in promoting normal cell growth

in the colon, pancreas, breast tissuep and other organ
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inhibiting COX-I. In addition, the current scientlflc understand!ng in
?%elgrt sugggsts that COX-2 inhibition may serve an |nportant_funct|ond|n
pronoting normal cell growth. in the colon, pancreas, breast tissue, an
other organ 5 systems. Sone conpounds which selectively inhibit
cycl ooxygenase-2 have been described in U S. Patent Nos. 5, 380, 738,
5,344,991, 5, I93tEMy. 5, 434,178, 5,474,995, 5,510,368 and WO docunents
W96/ 06840, W96/03388, W96/03387, W96/ 25405, W95/ 15316, V®94/;5932, ]
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| nhi bi tor processes. Thus, there is also a continuing need for more
specific and non-specific COX-2 inhibitors which avoid the
side effects produced by current COX-1 and COX-2
inhibitors. ‘

Natural COX-2 Inhibitors. Several herbs have been

found to inhibit the COX-2 enzyme. For example, holy basil
has been found to possess significant anti-inflammatory
properties and is capable of blocking both the
cyclooxygenase and lipoxygenase pathways of arachidonate
metabolism. Ursolic acid and oleanolic acid, two of the
recognized phytonutrients of holy basil, have been found to
have a significant COX-2 inhibitory effect.

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

- anti-rheumatic properties.

Scutellaria baicalensis also has been found to inhibit
the COX-2 enzyme. Accordihg to the USDA database, green
tea contains six constituents having
cyclooxygenase-inhibitor activity. According to the

Napralert database, green tea .contains fifty  one
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and to possess potent anti-inflammatory and/or anti-rheumatic properties.
Scutel laria baical ensis al so has been found to inhibit the COX-2 enzyne.
According to the USDA database, green tea contains six constituents having
cycl ooxygenase-inhi bitor activity. According to the Napralert database,
green tea contains fifty one 6 constituents having anti-i nflanmat(ory
activit The cgRLYPPEBRLS 11 teacyergef ound Lo cause .a.nmar
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entirety. Surjyy Y, as discussed in greater detail below, it has been

det er mi ned that t e i nventl ve conpositions are useful for treating
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body of paten&n%lam%%%%%%d The contents of U.S. Patent No. 6,387,416
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 prostatic intraepithelial neoplasia as well.

Methods for Treating Prostatic Intraepithelial

‘Neoplasia. We have found that COX-2 inhibitors are useful
for treating some cancers. We have also found that COX-2
inhibitors are useful for treating prostatic
intraepithelial neoplasia. Only a very few patents
actually disclose the use of selective COX-2 inhibitors for
treating cancer, and none disclose the use of specific or
non-specific COX-2 inhibitors for treating prostatic
intraepithelial neoplasia. The body of patent art related
to PIN, relating to non-invasive diagnosis and methods of
treatment using compounds which are not COX—2 inhibitors,
is exemplified by the following U.S. Patents.
' U.5. Patent No. 5,935,860 to Patierno, et al.,
discloses a non-surgical method for identifying prostatic
~intraepithelial neoplasia, based on expression 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.,

disclose methods for chemoprevention of prostate neoplasias

7




PIN, relating to non-invasive diagnosis and nethods of treatnent using
E:grrpounds whi chgare not COX-2 inhibitors, is exenplified by the follow ng
U S. Patents. U S. Patent No. 5,935,860 to Patierno, et al., discloses a
non-surgical nethod for identifying prostatic intraepithelial neoplasia,
based on expression of the wuteroglobin protein as a nolecular marker for
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o o mml  gnant CoaF obPari Fapt Gece i SEate, T Uy T KPS IS 0P Sser um

fractions of whlkarsokearigmlal qurk-Heciodi Dgsieny) rinvel haisy! panai kbl e
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Cf1aence mosFisatel B P SRS presi gl s SR e o e
wi th prostatigondenbenest non@aseBasechpreddiggy ) i mted body of art di spl osi ng

the use of COX-2 iﬁhépiﬁg%gntfﬁg.téf%ﬂﬁ,@&ﬂ?%gf%kbkgbeetagﬁ.?fd?g%lggzs '
relating to the
‘ detection of specific extracellular nucleic acids
associated with neoplastic, pre-malignant, or proliferative
disease, including PIN, in plasma or serum fractions of

human or animal blood.

According'to virtually all available evidence, PIN is
a likely precursor of prostatic adenocarcinoma. The
clinical importance of treating PIN is based on its strong
association with prostatic adenocarcinoma. Based on the
limited body of art disclosing the use of COX-2 inhibitors
for treating cancer, the lack of any art relating to the
use of COX-2 inhibitors for 'treating prostatic
intraepithelial neoplasia, and the need for effective
treatments for prostatic intraepithelial neoplasia as
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
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

discussed above.



use of COX-2 inhibitors for treating prostatic intraepithelial neoplasia,
and the need for effective treatnents for prostatic intraepithelial

neopl asia as prostate cancer precursor in particular, it is apparent that
there is a great and i medi ate need for nethods for treating prostatic
intraepithelial neoplasia with COX-2 inhibitors. This need is nmet by the

i nventive nethods and conpositions, which treat prostatic intraepithelial

neopl asia and ultimtely reduce or elimnate the incidence of prostate
cancer, without signifi cOMMARYOPE EHE| ANYENBIHE SUBEEST MBTSERsuch as the
sexual dysfunction, TRadrfygaend nsgbdh€i-ency, b t gastrointesti nal
effects discussed gbove. 8 SUMVARY OF THE ﬁN@E%%I%%?@Q%ﬁE%?l ERFhé
present i nvent FGERSAbF Et tReREEIT kT tedt it imt neerhidthefldm 1t meatilagia in
prostatic intraepstibgbial negRhASLALALN A SURLEGH, ,gomprising the step of
admi nistering an_ effective an%unt of a @%np%%? ioﬁ%tgggg%algESFégg t g7
treat or preveht®Saive predent iof intgammsitifdlonalt ocneapldasiub esai do treat
conposi tion cogprpsthdnt hesapentisalty.e i unts_of _supercritica
extracts of rosemary, ;urneric? Qregg%% %%g££%¥%6§$?l %dn?ﬂg}ﬁﬁgﬁtiééng
effective amur®PIiLtipcearesrdboctbstapetisiafl holof hadiilve gmgets of
turmeric, ScuihghdAkia-al calgns| rose reen tea,, huzhang, Chinese
gol dt hr ead, and%%arberry. The préég%fﬂfﬁgg%%F% %u%?%%?rhﬁtt%Fegﬁ??héPdis
drawn to a méiHHfFYor petanddegapenslikalay preffifkeravconsambtiitd of
prostatic ductys;q,duotddies + LN, in ﬁ%'e t, ..conprising the step of
adninisteringlﬁa effectjvéﬂg%ﬁﬁﬁé%ﬁé %fcg gs%ﬁ%ﬁ}' U subfEBET 6/
treat or preverulsdldrin ebaicelensicel | thssmprp) i feteatn OBSa,S@h€zhang,
conposi tion GeNJS t her uti_cal ffective anounts of supercritica
extracts of rosené#%{Q@Hfﬁ%%%%%’o?@éahér fid*¥gi nger; and therapeutically
effective anmounts @he present inventive subject matter further is drawn

to a method for precancerous cellular proliferations within
prostatic ducts, ductiles and acini in a subject,
comprising the step of administering an effective amount of
a composition to said subject to treat or prevent said
precancerous cellular proliferations, said composition
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,

Chinese goldthread, and barberry.

DETAILED DESCRIPTION OF THE INVENTIVE SUBJECT MATTER

Definitions

The term "therapeutically effective amount" as used
herein refers to that amount of the extract which will
contribute to the prostatic intraepithelial 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
of prostatic intraepiﬁhelial neoplasia, as well as partial

or total destruction of cells having the neoplastic

9



hydroal coholic extracts of holy basil, ginger, turnmeric, Scutellaria

bgi cal ensis, rosemary, green tea, huzhang, Chinese goldthread, and
barberry. DETAI LED DESCRI PTI ON OF THE | NVENTI VE SUBJECT MATTER Definitions
The term "therapeutically effective amount” as used herein refers to that
anount of the extract which will contribute to the prostatic The term

i ntraepitheliahapeephasbf-phbealiNg ﬁpé%é%itgﬁefj?a%[ cI}oe pﬁ%{sg]!a?.n' ete
"treating” as used herein refers to parti oF tot al~1*nt ion or _
prevention of the gFlasmbeonr ‘Spreseahtiofybreos tatdd haﬁq@emetfﬁelsl ab FQQP'E%SI S,
as well as pargj ot es ion_pf cell avi ng.the negpl astic
patterns of ppr%ﬁﬁ?ril%hil%t rgc!ehﬁdt h%ﬁ?gfg ne%]?)l ag)lrzfssf’la&elci er ﬁptﬁﬁéﬁ?égpﬁﬁéalas
used herein rete?Rlagiaitiser ppeeerbingg tie onset off prospakttinically

i nt itheli i eopl asi p ng the onset of .a preclinically
:a\r/]i (rjgﬁltm st agea%‘?pr ost gtls'lb?ei g{fr a%%%{?ﬂée :i'(gJ lﬁ’g&ﬁ‘ﬁg#a_@ﬁﬁall AR RS ap
risk. Al so intirliedidemale ahcobphssedlby itrhiesddef iy thedNehSorhes SE@VEPL i on

of initiation fpfg £:9nant. cell 8{5%nd the arrest or reyersal of the

progressi on of premalignant cel I'S t & tral PERETPELEM sOfThiRitiakigResor

prophyl acti c tnadtarentt ofcetliose amndri sheof ardewel oprngrebO85aLi Cof the

intraepitheli l.asi.a. -l n_other words Ja]g.reventi_ng@al SO_enconpasses
;Coirgi ﬁg t he %Jprr gressg'?)(lr)lnogf pﬁ?%%?é?ril%mf S |tt°n§|ailélgnﬁé‘_6pf38§ﬁ§-l %J@%S
prostate cancémcliives epmobhyiactiict i cakagashtor ofsupgpsssi tigal {ipi dis as

. her ei f a gas i.s . that. heated to a tenperature critical
point . over wRee R e A i G Y o e cand HoIOThEN {0

‘a liquid r_egazpct!dlslssbohppeesitrﬁﬁ%@ﬁsﬁn&egﬁﬂg?gﬁgngggﬁg?g{l 2boe/ﬁei ts
gL;ﬁ;g?LrPg:P ggbggﬁgﬁéggﬁﬁgepgps%atlc intraepithelial neoplasia into
prostate cancer.
The term "supercritical gas™ or "supercritical fluid"
as used herein refers to a gas is that heated to a
temperature critical point, over which the gas will
maintain its gaseous state and not turn to a iiquid
regardless of pressure. A gas heated to a temperature
above 1its critical point will become very dense on
compression, so that its characterisitecs resmble those of
a fluid, but will become 1liquid. Carbon dioxide is
commonly used in applicaitons requiring a supercritical
fluid. The general properties of supercritical fluids and
the general use of supercritical fluids in extraction
pbrocesses 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
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 technique in which hydrophobic compounds can
be extracted from samples utilizing a supercritical fluid.

The solvation_power'of a supercritical fluid is increased
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[ but will become |iquid. Carbon dioxide is comonly used in
:pL:?cgitons requiring a sugercritical fluid. The general properties of
supercritical fluids and the general use of supercritical fluids in ui g
extraction processes are described in, e.g. Taylor, Supercritical Flui
Extraction, Wley, 1996; MHugh and Krukonis, Supercritical Fluid 1594
Extraction: Prhactpbepréggupéaggacgempgggtgge3%gﬁégﬁgygggggF%bgggagﬂsir ;
and Wl lians and. Cliiford, Supercritical Fluid Methods and Protoc
Humana Press, S58B5%a4 h@odBhEentr ashuaimiac emr effacbiper avddeby fef eraace

[ ' % ] .00 [ fers to the
herein. f The iesDat sees£rifdLHhPdd a1 Q145 used herein re
techni que in which hydrophoﬁ?éﬁﬁénpéhnds can e%% extracted from sanpl es

utilizing a supercrit§chfr®| (hadrozheckeliat st rpoweondf az gupaﬂChézéﬁgl .
fluid is increpseshs 1 as% the MRS RANS LEIRE! ﬁ@, rrfe)pséiliiﬁcgjg%égp% §°V
their- critical pojnts, producing an effective Sol'vent Cthe T on
of hydr ophobi c°3bl BEule&rafted: efrem hydrpaipdehabt tl extracti (Hbllﬁ(sjldiﬁe@'f e
her ei n refersalébﬁdltgﬁatﬁga@y’q%%lﬂgw@gl%g Q¥gggggt%h%cogogg&;gafutfgg
extracted froma sanple utilizing a solution of* a | ~an o

foll oned by edhdtddwsie of axi@asd gonsn stiagpoddddiesalextr ast igensi sting of

i i " - i.ti.cal al coholic extractionx as
Hsed horei n refers 1y & Par-SUBEEErikiea1 BLERRSILE, SEEiAChben s

iti USaT adeireint echificgee dnd a  bydbbaddoheti caeXis@RClh Mbess
AR - y .hel.i al opl.asi a" or . API N@ as used

techni que. Theigrm;; ti.Cc JnLr It ne _
her ei nqref ers%grlgégly%{ %%:t?;le acciér‘fgﬁetrl%%ﬁt&fcatlhgx% at'e. e % i3t ay
progr essi ve a@ﬁ@#@éﬂﬁphééinexphenbﬁypetanﬂnQQﬁetype whi ch are internmedi ate

: : i i ndi i [ [ nt of
0SSty e o SR L IR B0 GRISEL A0 B e e
precancer ous @HANBfaghesed herein refers broadly to the condition of the
‘prostate characterized by progressive abnormalities of
phenotype and genotype which are intermediate between
normal prostatic epithelium and cancer, indicating
impairment of cell differentiation and regulatory control.
PIN refers to the putative precancerous end of +the
continuum of cellular proliferations within the lining of
prostatic ducts, ductules, and acini. It is characterized
by cellular proliferations within pre-existing ducts and
acini with cytologic changes mimicking cancer, with
necoplastic patterns including = nuclear and nucleolar
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,
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.

' The term "cyclooxygenase-2 inhibitor"” or ACOX-2

inhibitor@ as used herein refers to a compound or
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conti nuum of cellular proliferations within the lining of prostatic ducts,
ductules, and acini. It is characterized by cellular proliferations within
pre-existing ducts and acini with cytol ogi c changes m m cki ng cancer, with
neopl astic patterns including nuclear and nucleolar enlargement, but

W t hout stromal invasion. The term "subject"” as used h?ar ein ref elrs to any
human or ma S Ras pLosiidd c Jdntr {.thel j neopl asi a,
preferably anﬁﬁﬁgn SJ§§§E?§REE? qgéhdﬂgi%f1ﬁﬂré§§gkﬁgn,&§%%p%x §%§§S? 2any
human or ani naf1siWjeadveyscefieondbiif izrhefarysdbpeyyenake-iis at risk for
~devel oping an epithelial cell-derived prostatic intraepithelial _

neopl asia. The subject may be at risk due to exposure to carcinogenic
agents, bei ng §ETHINSFOR ERB&EéHSSanﬁﬁAﬁaceINmRBEPaTﬁEEt?Lr@ﬂ@PL?%%;ég
neopl asi a, and the g, h ey 0 ase-2 inhibitor’. or -2

i nh!obi tor @as used ﬂr?é}rggfﬁgr g?g%f‘nt %gag%%nay%%ﬁl or® lf_o'%‘ﬁﬁo@?ﬁ%?la%ﬁ% is
abl e to i nhi bidiagpeiseoxjgenaseard thmm/momgiggﬁoaiﬁd anEcr]néen o A
cycl ooxygenasenl D! Tl ATI.C | 5

P?/ostat ggcancg);lc%esrlvgtne O?Gfﬁ?e;gg?‘ c%ﬁ%l PindHci dien df’g 'ﬁ’és%&apn ten
and is the no¥cagemitiveancéatéonundorn reh polsiertd haané8r yenns. mAyt g d of

all men ol der S ve.a.latent formof prostate cancer that may
be activateda%%?ga?g?e¥§ﬁée% enﬁﬁﬁxﬁﬁﬁgFéF%FggﬁggFg ﬁ?Bg?ﬁtlcProétatlc
i ntraepithel i dntiyeeplidbedihas MQ@@lbﬁéatrﬁaﬂﬁeﬁkénlpi@@ﬂtﬁ@ie&esé?P L0

rostatic .carcgi r ic,.intraepithelial npeoplasia is generally
gccepted in t%g@gg?38g ga%?égl§Op959fE3§§Fvﬁa§?%ﬁﬁgﬁf prost at e

adenocar ci nona. M#8tostaties snggespithaliall ahgeplawiari tiy OfgeprirdaNts
Sonme studi es suggest that

with PIN will carcjponma at _sone ti n
t hat about haﬁgg%§£8§b6ﬁ% #a%-fﬁﬁidgsoﬁlp;%pgﬁ¥sﬁﬁ%iiﬂﬂﬂﬁiﬁﬁt%F@WW wifl |
devel op carci pooatat¢ hbdersdarndmeear sosPl Bc:81 86T 98@h¥st that a large

majority of patients with PIN will develop carcinoma at

some time. Some studies suggest that that about half to
about two-thirds of patients diagnosed with PIN will
develop carcinoma within only 2-3 years. PIN is strongly
predictive of adenocarcinoma, and it is expected that an
effective treatment for PIN will reduce, delay, or
eliminate later development of prostate adenocarcinoma. If
cancer can be identifiéd in an early or latent stage, we
exXpect that the neoplastic process is reversible or more
easily treatable. Thus, there is a great need for an
effective treatment for PIN as a means of reducing 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
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
membrane. Without being bound by any particular theory of

mode of action, we expect that the anti-angiogenesis

12



predictive of adenocarcinoma, and it is expected that an effective
treatment for PINw || reduce, delay, or elimnate |ater devel opment of
prostate adenocarcinoma. |If cancer can be identified in an early or |atent
stage, we expect that the neoplastic process is reversible or more easily
treatable. Thus, there is a great need for an effectlhve tre?trrenttfo][ Pl N
as a means of t c t he. devel o nt. o
prostate cancg&gggtﬁgg be thg ;ngrgrgtﬁlg%/ gﬁ@ﬁ?ﬁ (g?lso‘ﬁlg t%%p%[m hti%e
conposi ti ons. PAT§0c PAPEHCRI Bhrefiechiogr essebmmﬁa‘é’i&hmt)@f CIa]ffmedSelBS amh a I
increase in a gepes L, LPcLg e er o m crovessel s.
The m crovessgigggl % 2] hﬁgr‘ghsﬁoré‘?grgg% g§ kggépl ﬁ éni gn epithelium and

t hey have irregul afo bbﬁt@&t%ﬂ’aﬂm@pmd uum@rds,ataﬁlllgccaase?t Wﬂ%&’méﬁts
endot hel i al cellsprgn a from t he basenen rane

W t hout bei nggllggundlql gng%lga%gélﬁéﬁ%}}% @%ﬁr]ﬁv Ao e pY aac‘f‘?o‘?? I ect
t hat the anti fhfAgrpyenesidrogen mempewtate@nofthblnapynmaﬁtséeeﬁa)lfﬁﬂﬁsélm@s

[1, at |eas ro reductl elimnation_of PINcells in
\g subj ect, aﬁah ﬁgs')g%é%’?%%fl qLIlII((::e'mt Rﬁf%‘st Welt@t BRtUEheyf WY if¥ed at
all, curr ent epbarpentsisf oan®| Ihbsacblﬁdmuanaiéog@asdepIHa\(ﬁtaitqmmt helapy and

: diation th e e tion thera has several possi bl e
,E:gn;)?;“cg?l onsﬁégpiﬁ %l%%rggﬁg?lca %ﬁngeﬁ}%ﬁhp i §RSS o2t eGpBIEddite, and

| oss of ‘nuscl éabdgee, Radiiat imradthemapysubas aposmdﬁ@sg:ogﬁal qa;trllg@stlonand
including | os |Ie fati i n reactions such.as redness
irritation, ?e(g% af&glﬁrrhlin Tr Jl'}ﬂqlﬁ%/ Jél A hRey, SRditiss, 5 Bdosed imn
the urine. Thitlse uhieree | Shassi ghe&ecaltangﬁéni@ic@rﬁﬁ afddyerort reEatdmnts for
si.a which not . produce the significant,

tat t neo
g:lgso?t Ie(r:I !sgv%]?egﬂrée &5’ ?fofre&rg FthénEF?%Plﬁ??l%?%di?@?ﬁ%Slarﬁ@Wé’é’ mai n
i sof orns of oyrt geygeresehar iGRXflcant, and often severe, side effects

of the prior art treatments.

The three main isoforms of cycloxygenase are COX-1,
COX-2, and COX-3, and these enzymes are responsible for the
production of the group of eicosanoids, prostaglandins.
The COX~1 isoform has mény important housekeeping functions
in the cell, and is therefore constitutively produced
throughout the body. COX-2, however, is wusually absent
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
found to be present in elevated levels in a variety of
cancers, including lung, breast, colon, pancreatic, head
and neck, skin, glioblastoma, and prostate cancer. As
discussed above, CO0X-3 has only been relatively recently
identified, and its relationship to cancer, if any, has not
yet been determined.

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
activity and resultént prostaglandin production is also

involved in tumor-induced angiogenesis, which we expect to
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COX-2, and COX-3, and these enzynes are responsible for the production of
the group of eicosanoids, prostaglandins. The COX-1 isof orm has nmany

i nportant housekeeping functions in the cell, and is therefore
constitutively produced throughout the body. COX-2, however, is usually
absent until induced by specific stimuli. It is therefore not surprising

that COX-2 ispkmpkyhcated i : 00FESSHO . pany di se. states,
i ncl udi ng cancer. X- 2 hgg %ggﬁgiﬁogﬁg %oﬂgfe?hﬁ%ggﬁ%t i%&%rtelvoaq Yev& s in
a variety of ©&BREErs, thaél udragteimg, ©P¥ast, itohipitessncreatddycéiead and

neck, skin, ghi.obLast a c r...As discussed above, COX-3
has only been rel a??%gﬁgo?eggntgpgﬁtt?%gﬁt ?J%l%gl&’,ayasr‘id TG %E’saniaﬁlttlo—
cancer, if anyPoRastast fgetobeensdetetaineddy Regarchimgeprest afdostatic

i ntraepitheli ey qt e nonstrated .that_elevated | evel s
of COX-2 are gbgggggiéﬁﬁf%%imnﬁmar ga%ﬁqéss,’ 3RS ¢RafENPstancs rcgea?stgh

| evel of COX-2 enZppeieaptesshave widdvedicgease apr ngkeagtoncof@deLed act Vi ty
and resul tant agl andi ro tion is also involv i n tunmor-induced
angi ogenesi's,h%gg \%e exp(gccsf’ tgﬁ(&lBQ%% HEdt Sce&S’éTa éaipitory

i nhi bitors. Addiivonal | yapniel caanpecicotdpatsiteohai Br&On 2qiiehibidiy hagreduce

a re-initiatj poptosis pathways,. overcom ng the anti- apoptotic
factors secre%%ge%/e%f e?%a%?:lgr ocl?énb&%}[lﬁqsc an tlf%éjp?? hEH?ﬁ?OﬁeoﬁPaﬁhﬁ
cells, and | eavineaggiescend cestilvitApnl | aactigshavbederalmpnediad Mixt whe
conpri sed of lt;g baérgxt racts nd.the m xture has,COX-2 inhibitory .
activity. Applicant3s® cdpeditabns tar e2unPHBETFRIFhEaher bR  Saltaacadon n
t he conbi nat i erscass. r at led itkker eohditDohh® SYDNEEEE €D AN aekicialbiesn
anongst the hxﬁé s, .and in tha y are prepared via a supercritical

t..th
extraction procadds UﬁPPEﬁCFFEHF?EOEQP SHFEGT 198 il ks abhe oRatEeRodsS,
supercriticalp@uexs r dct i eneal homss t ke nabUr @bta PROAUGEHS Wt hehghhg to

be'thained V%ﬁé%&%aie¥%g£ghes behind in the preparation. |

Surprisingly, in addition to the anti-inflammatory
action disclosed in U.S. Patent No. 6,387,416, we have
found that using the inventive compositions and methods
produce COX-2 inhibition and anti-neoplastic activity in
prostatic intraepithelial neoplasia cell lines. We also
expect that the inventive methods induce apoptosis and
inhibit cell growth in prostatic intraepithelial neoplasia
cells which have deactivated apoptotic pathways.

The inventive subject matter is based on the discovery
that a combination of certain herbs properly extracted and
blended in appropriate proportions can used in treating
prostatic intraepithelial neoplasia. Thus, the present
inventive subjeét matter relates to a method for treating

prostatic intraepithelial necplasia in a subject,
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
ginger; and therapeutically effective amounts of

hydroalcoholic extracts of holy basil, ginger, turmeric,
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chem cal residues behind in the preparation. Surprisingly, in addition to
the anti-inflanmatory action disclosed in U S. Patent No. 6,387,416, we
have found that using the inventive conpositions and nmethods produce
COX-2 inhibition and anti-neoplastic activity in" prostatic intraepithelial
neopl asia cell lines. W also expect that the inventive nmethods induce
apopt osi s and S¢mbeblarizel bagrawehsiiB, prassatd S, i n ithglial asi a
cells which h eirgeeacti v%é:(i%\?apopt otic pat hvvayfsaf T?lg;r%%%veﬁtg%{/e hs"[l]u%lj?agljé(f’
matter is based o the%di &y aPfaPagbesmli nati on of certain herbs

properly extracted Iand onkl eadedctn agmgpr@;@&&ﬂ@p&gt i ons San ulssetd ien
treating prost at ilc i ntraepithelial neoplasia. Thus, the presen iHVENt i ve
subject matterr at'es to a nethod for treating prostatic intraepithelial

neopl asia in a subjiect, ane@Rpki Si pPetlersfier Qfpasimisteri an effective
anount of a composi gi on to said subj ecf to treat oré}%ﬁ’eventtr}%sai aoralely
aé‘grﬁi”tlﬁ Fref r¥mosditdonsal® éBnpds tform odnrsi ng more

prostatic intr

t her apeuti cal loppafufiest | vacagBURb 8 0f 4 SUPET CLj-t L cal cts. rosemary,
turmeric, oregano d i nger; and t%er apebt(?%a+ﬁ?€ %’?12%%: €'i"\/%lj:ﬁ*r?)unt s of

n
hydr oal cohol i ¢ ext EQCFEgBFeHO‘WP%%%i | thgyi eepepositkoeréayprildescutel | ari a

‘bai cal ensi's, rosemgay, ¥&®enab8ar huzhan i.nes gl dt hr ead, and
barberry. In one asgggt, sai d conpositi o%oi sa%;lgdjn‘fni%é?e”feaan r§'|°|r§?_ In
anot her preferred BABbBFARKY, fERE crladuy Sadfi nist ebedtcodyirs tibgn is in

- the form of one ory8PER: SAPSHY A8 re tablets, or one or nore
pills In another as e%t t he coe[rrg%si £ oérl)gk}:é(;?;lp%ei%xgtsr:ac%,&} oS out 4. 5% to
about 7.5% and nof@ ﬁlrr@%r%llb@ytfﬁom%abbut b t 8. abpoutarfdl SHMprBy wei ght

8].: 5E@hea%dLg?;cor]%fgf@ﬁgﬁ?tfﬁm UL 65 (B LHOM aPQUt, 2 26 Lo, about
. ' of the supercritical extract of ginger;

(C} from about 1.0% to about 1.5%, and more'
preferably from about 1.2% to about 1.4%, by
weight of the supercritical extract of turmeric;
(D) from about 10.0% to about 16.0%, and more
preferably from about 11.5% to about 14.5%, by
weight of the supercritical 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 about 10.0% to about 16.0%, and more
preferably from about 11.5% to about 14.5%, by
weight of the hydroalcoholic extract of turmeric;
(G) from about 5.5% to about 8.0%, and 4ﬁore
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%, énd more
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

weight_of the hydroalcoholic extract of green
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ly fromabout 6%to about 8% by weight of the supercritical
2;$£223b0¥ ginger; (C) fromabout 1.0%to about 1.5% and nore preferably
fromabout 1.2%to about 1.4% by weight of the supercritical extract of
turmeric; (D) fromabout 10.0%to about 16.0% and nore preferably from
about 11.5%to about 14.5% by weight of the supercritical extract of
rosemary; (E) fromeajout 4.0%to about 6.0% and nore preferably from
about 4.5%to about 5.5% by weight gf the supercritical extract of
oregano; (F) from@BoutTa¥®: abets dbdlr 18. epuandlanlte pndf ercat y fr]?m
about 11.5%to abowreFéra¥i ybYeronei ghbuOf ot Be hydroal cohqli gextgact o
turmeric; (G fromabout 5:5%to about 8.0% and nore prérefablly from
“about 6.0%to about€t9b8%, cfythaehproat conel hy dr:oataothalfi chuesttamagt of
rosemary; (H fromkabogitord 0a8%,k0 abgut +16. 9% ,and nare ?Igtr%ef erably from
about 11.5%to about 14.5% by weight of the hydrodl ¢éhofi &t Fact of
holy basil; (1) fP6ﬁf856@%Y1(ﬁJ@%t@b9bbut4 -56. ﬁ% arlnlt(bwtﬁrlﬁi.sweimgiql gffrom

t 11.5% to aboybj 59 ' > oal co .

nggn 15 tea; (Jyéfl%lg% g/%oE%ﬂegﬁ%gt@glg%gé?g(ﬁ%gg‘xfagﬁd O%Drcg‘lnﬁs& erably
fromabout 9.0% to9abdtkreadpy, by weight of the hydroal coholic extract of

huzhang; K) fro o] 09 abpyf, 6,.0%_.an are, preferably from
about 2 S%Etz) abom(ﬂg. g’%&bya@é\g}:g%%"f F%e %ki/od?coa C§ﬁ0| i Pext¥Pact of
Chi nese gol dt hr ea¥efeyahkpmfabout 2400806 to Sboud 6bOU: aMcbFDr By

preferably from ab@é’igl’f‘t e tt(?leal?l%&‘oglég{?lOPYC extract of barberry;

‘and

(M) from about 2.0% to about 3.0%, and more
preferably from about 2.25% to about 2.75%, by
weight of the hydroalcoholic extract of
Scutellaria baicalensis.

The hydroalcoholic extract of ginger used in the
present invention is preferably prepared as follows. The
ginger rhizome, which is preferably cryogenically ground to
preserve heat sensitive components, is subjected to
‘supercritical extraction to obtain: (i) an o0il 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
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.

| 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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[ f the hydroal coholic extract of barberry; and (M from about 2.0%
}tNgl gggu? 3. 0% gnd nore preferably from about 2.25%to about 2.75% by
wei ght of the hydroal coholic extract of Scutellaria baicalensis. The
hydroal coholic extract of ginger used in the present invention is
preferably prepared as follows. The ginger rhizome, which is preferably

d
cryogeni cal I yogrednd bo G@f@ﬁ?rvlferh‘%atGa%%@Slkavgx s Sha | fsubjnecte
toy gupercrltngal egtractlonto obt ai n: an 0|F ?act reterred’to

herein as "t hePLipErEr iVisrdao ekt 18887 @*fﬂlC@u n@erhem:bu amcogpdedate@t By

) . A i due
| i pophilic co gBeBhs AAde{hi) an oil-free residue. The oil-free resi
i spt lﬁen ext ragtéed i ne Wa?er/ al cohol, preferably water/ethanol, m xture

conposed of 60-80 B&Pt @YQWOWM%&W@@WSO\&M&%I&&@ alta@helr&water

liquid is thepogyapysated gflfzh Lgavi eLE extra% eS| due nd
referred to herelyn as "the 8 §al co |c eggracﬁr ¥ a2
preferred aspé@?teﬂlﬁérm|chaéenelefush@ 13u’phecpréseat enfréﬁcioﬂf cghnger

17410 The superorrtraatextegsfaifb ok 2ohvBREERRSL “piperfethatic
or egano usedI @iﬁtrﬁ@t{)?feséﬁﬁcfﬁmmms OEFﬁagséﬁrgggfﬁ,gglte@ aﬁg@fdhmg?h%%gﬁlomK.
Wot6 Quirine G arh e RAetas R Bl PR A ettt PRERoR
Spri nger Verl%lg M@.’@Wamm,l s Wab{iﬁ’fﬁgfﬁaéwebm“gggﬂe‘ﬂﬁﬁ?ﬂﬁﬁe' n.
i nese gol iy ead That REPRyRoh 8 QA FAFIE BAreaPonend §0ea0 RArhE
present inverMai®r.cand blEth e@*aai@aﬂrzaicnog d®ﬂg ti9e COAVENT 4 DEGho Y HE §@ gohol i c
eXtraCtlon tQﬁﬂﬂHﬂHfS gg&dg%ggpextrggg %31 ggcgg%ggged to herein as
"the hydroalcoholic extract". The hydroalcoholic esxtract
of green tea used in the present invention is prepared by
extracting the plant portion in a water/alcohol, preferably

water/ethanol, mixture, and then evaporating off the

water/aicohol liguid mixture at a temperature #80EC,
preferably by utilizing a spray-drying technique, leaving
a powdered extract 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
supercritical extiaqt of rosemary to the hydroalcoholic
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
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

9.6%, more preferably from about 7.2% to about 8.8%, and
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'3.3% and nost*®
~anot her aspecpretdieaisiper ghbhicabsextragt of. g erofcogg%j%es %%%glﬁ%g”t
1

. 54% nore prﬁf@g@tgmg

extracts can be prepared by extracting the plant portion in ‘a

wat er/ al cohol , preferably water/ethanol, m xture preferably conposed of
60- 80 parts al cohol and 40-20 parts water, and then evaporating off the
wat er/al cohol liquid, leaving a powdered extract residue referred to
herein as "the hydroal coholic extract". The hydroal coholic extract of

green tea usetosh prefpradb@nt abBueNBRONLS wRIGRRM 8¢ bY ?%{e&éﬁéi ng the
pl ant portion in a vvater/fal cghol ,_preferably “water/et ﬁgno , mxture, and
then evaporating ofP tthe TUREDEX AWRBDE- | o6 Swpsreritinala eenperat we

#80EC,  pref etabhyriby utdhbel Hgsa Sy a8byikngzsechn que,, Leay) ng a
powder ed extra%t res%?ue. In yet another aspect, the weight ra T O the
hydr oal cohol i EX8XEFaRLY of FERM nét 0 4PhESs Lper cliautcalt9. 6%t r agnd ofmost

turmeric is fpoarabanlyBabobe abaptby2udight 8P BLLALPGhesaspect, the
wei ght ratio of thf supercritical extrac? of rosemary to the
hydroal cohol ic extPactof¢bsed®pschs il apaperdrilcalo abotack 46k | n

a still furthesseaspegt copeibydr galogo ' ract, o |.ng Qnprises
from about 2.4%+to0 ﬁ%oﬁ? g é% nor 6 r}frﬂec%‘%:ﬁy%r%?n %th? %.r??&ffo"%&n
’%)*?E? %blV%o&POQﬁO%O bysweightabofutpuh§edt, campbdumdst | n

24%to about 36% npre preferably frfom “about Yot 0 abou 39
preferably abtut@oedaHyS- wei ght of pungent conpounds; and from about 6.4%

‘to about - 9.6% nore peefghabhyfr out, 7. 2% to about 8.8% and 17
nost preferably aboutpéé% by mefgﬁt%rﬁ()e%l%ii ntgrllebesreé%e?qﬁt]ac?ﬁr?ﬁ%Fa‘éEpQ&,
t he supercri t9'c2 ¥t FABPTrdFest dmony iabwonphi 643 fooomiahaut 0 3686 | omakaut

I RO . 5%04.9, about _49. 5% |, nost preferably
about 45% by weight of tur rr\e\rgirjl(éé].Q Isorf'%%’ot %é)r ﬁgﬁggt,ofﬂ%suﬁ%ri“??éal
extract of ISP lobnpliaes 0.0 abdoy 18e84hto abouto2Z16%hBREE:c

antioxidants.

In a still further aspect, the hydroalcoholic extract
of turmeric comprises from about 5.6% to about 8.4%, more
preferably from about 6.3% to about 7.7%, and most
‘preferably about 7%, by weight of curcumin.

In another aspect, the hydroalcoholic extract of .
rosemary comprises from about 18.4% to about 27.6%, more
preferably from about 20.7% to about 25.3%, and most
preferably about 23%, by weight of total phenolic
antioxidants.

In a further embodiment, the hydroalcoholic extract of
holy basil comprises from.about 1.6% to about 2.4%, more
preferably from about 1.8% to about 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
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

preferably about 8%, by weight df resveratrol.
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preferably from about 20.7%to about 25.3% and nost preferably about 23%
by weight of total phenolic antioxidants. In yet another aspect, the
supercritical extract of oregano conprises from about 0.64%to about
0.96% nore preferably fromabout 0.72%to about 0.88% and nost
preferably about 0.8% by weight of total phenolic antioxidants. In a

still further aspedin ankeHardrdlGDMIALC exid agty ric rise
from about 5. 6%t 0 abouE 81'14% nor e preferab??fﬁ%nl]éacg{)c{}?de_ FLaSt [
7.7% and nost PFEFePRbRYRN BB CHTRT el ki adouturc 8 ho dlpoanct has,

aspect, the hydrealmeifddab1extfash 9boutOSEMRY Y SO Lse rom_ahout 18.4%
to about 27.6% goreblglr e&gr abl y fromogbout 205&%@2&% oéfEQS.éé}q e ‘host
preferably abB%F 539018y 2RRPGh e 3 of PYorgR oblkendl berbanihexi dants. In a
further enbodi ment Int he hygfeatcaholi-¢ extyac asil _co i se
fromabout 1.6% 10 about 2.4% rmrg pr ef eécgb{lyaff?%gngg out” 1?§§/§g§£a6’£t
2.2% and nos arb%F@ré}ﬂ“&Pr&tﬁﬁﬁ Prpmpyahgeitght . 8% Gosalbatac? d2%) nmdre

further aspecprefbeabydr oalgpholhs,eXt£ags o t zonprises from
about 36%to0 abogt 54%9I nor e gef%r abf’ygfroén?ag%bﬁcﬁ%oﬁo/é? 0 &B5ut "R 504
and nost pr ePEFABFFPAK0#POUE LS bybievghohdf ofobyphentts. | n anot her

aspect, the hydroakfgohgl Lcrextsagct uz rises fromabout 6.4%to-
about 9.6% nore preferably from %ﬁ%ﬁ%%.ggggog%%ﬁl@%@mﬂ%%ﬁfs?
preferably about 894 bfr@Bi gheuss 4-&Sveratalpbut 18. 9% hpowbeghenbedi ment,

't he hydr oal cohol i crgxty HAfcordiizne | dt hread conprises .from about 4.8%
to about 7.2% nore pr%?%r aB:on_ rl%mgg%%gtcgf o090t E 49, thRd nost
preferably about 6%tHChetemprbiepefbeni aboutn2adéutbhepocaspecky t he

hydroal coholi ¢ extg@acie fht of pungent compounds;

' (B) from about 5.5% to about 8.5% by weight of
the supercritical extract of ginger, wherein the
extract 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;

(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
the supercritical extract of rosemary, wherein
the extract comprises from about 18.4% to about
27.6% by weight of total phenolic antioxidants;
(E)} f:om 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 phenclic 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
8.4% by weight of curcumin;
(G) from about 5.5% to about 8.0% by weight of

the hydroalcoholic extract of rosemary, wherein
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barberry conprises fromabout 4.8%to about 7.2% nore preferably from
about 5.4%to about 6.6% and nost preferably about 6% by wei ght of
berberine. In an alternate aspect, said conposition conprises: (A from
about 4.5%to about 7.5% by weight of the hydroal coholic extract of
gi nger, wherein the extract conprises fromabout 2.4%to about 3.6% by

wei ght of pungent ¢drpewtdsict( Bonfyrameabatitond. 8% 0 abot &, 5% by. wei ght of
t he supercritical t(rﬁgc of 3i er, wherein the extract conprises from
about 24%to about “36 o°bg%>Y WErGRt B8f bGhRGénPheprpdbgnastandifipoheabout 6. 4%

to about 9.6% by weiHghttreh absgibenens; t6Chpbhom gbeuty,]. 0% 40, abput 1.5%
by wei ght .of the ﬁlgeécri tical extract of turneric, erein the extract
conprises from abolt'**38¥6F 32560kt ! Bamxtgpckeioghhodly basikr owesrei{m) from

about 10.0%to abotthel@x0%aly WRingiHi s P& SHRERET ht bgal, £ t of
rosemary, wherein 2t Hg Extract c&nr!r%tri sess from about 1851%tt00)ga%og&t 27. 6%
by wei ght of total “pAéndli ¥eaARFoRf duRE_Iic(&ri€dr om about 4.0%to about

6. 0% by weight of (Lhersspesssiti tqloeXtsag : il L4 he
extract conprises f{lom ahout 0.64%to aboutE%%G%?%;r%i%%grhg% c’[]%)t al
phenol i ¢ anti oxi daht'€; "¥YEFo#+ ephabbuteoragh tof aporsn 16:0%hemeirght of

t he hydroal cohol i cirxtégeta®f ddMImIHG AMIGS & the, extract caqmprises from
about 5.6%to about 8.4% by wei ggﬁz? gf curcuﬁlbﬁglt(%ﬁc’f%%rﬁt AUt S 5% t o
about 8.0% by wei ghY ¥#igkheohyRpbaphomol$t extract of rosemary, wherein

Cotal phenol i ¢ ant Lokt fant s eEy t Lt Ab8re 0 a0 Fo Xoaseome. % by wei ght
of the hydroalcoholic extract of huzhang, wherein

the extract comprises from about 6.4% to about
9.6% by weight of resveratrol;

(K) from about 4.0% to about 6.0% by weight of
the 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 hydrocalcoholic 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 hydroalcoholic extract of Scutellaria
baicalensis;

and wherein said composition further comprises:
(1) the supercritical extract of ginger and the
.hydroalcohoiic extract of. ginger at a weight
ratio of from about 0.9 to about 1.4 parts of
supe:critical extract per 1 part of
post-supercritical hydroalcoholic extract;

(1i) 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

supercritical extract; and
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hydroal coholic extract of holy basil, wherein the extract conprises
$Pgn1;bout 1.6%to about 2.4% by weight of ursolic acid; (1) from about
10.0% to about 16.0% by wei ght of the hydroal coholic extract of green tea,
whér ein the extract conprises fromabout 36%to about 54% by weight of
pol yphenol s; (J) from about 8.0%to about 12.0% by weight of the f
hydr oal cohol i ¢ extr aitijof £ i zhgsgy:c mher &l in egﬂ}%@@(tgp%o%%%sgg? rog10/ :
about 6.4%to about 9.??6 i ght of resveratrol; ( rom-about 4.0%to
about 6.0% by wei ghtiheof h{ Qaﬁgﬂg%%oh%ﬁ:’éa‘é&t rlct rofbehiryesetgo dt hr ead,
wherei n the extractwdighm abedb 4r88eém ARAMW 17.2%, Qﬁog@' ghgoﬁ%ggr be:| nei
(L) from about 4.0%to about 65096b¥ wei ght of the hydroal cohol Tt ex rac
of barberry, mheref%g t RBPEXEFRELCH:+ omeaBawct4. 8pgro dboupaitZ@?ﬁ@ hmelght
of berberine; and (HdridaQmonout 2x@¥ke about 3.0% by weight o _tde
hydroal coholic extract of Scutellaria Dbaicalensis; and wherein sai 4
conposi tion furthegnboﬁbrigﬁ%feriﬁﬁ t febedpeenti ti the ex@m@pflmﬁoghngfgoag
the hydroal cabiniind sexkeactin0b aR99r aBLageVBEIRE 1£8LL 0o0L, {7 P4b 3RGUt O
to about 1.4 parts_of supercritical extract per 1 part of "7 T t
post - supercri ti cal 1Hy@reaPeshafPecext Faet compedit i hydrantiroheld ey ac

i bt i ight ratio
i c anddatihe sHpekCELLi gal agt urmeric at a weig
8; wgge;bout 8 'Ea(;)L Zboﬁtl:a 12 Barts (l)gég%ydr‘g% ]é%hol ic extract per 1 part of

supercritical extrdBt2 ahtltbofyithor Embosiipentr ofi the présact afvdasenary
and subject matter, the method for precancerous cellular

proliferations within prostatic ducts, ductiles and acini
in a subject, comprises the step of administering an
effective amount of a composition to said subject to treat
or prevent said precancerous cellular proliferations, said
composition comprising therapeutically effective amounts of
supercritical extracts of rosemary, turmeric, oreganc and
ginger; and therapeutically effective amounts of
hydroalcoholic extracts of holy basil, ginger, turmeric,
Scutellaria baicalensis, rosemary, green tea, huzhang,
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
process allows for the highest potency of active compounds
in the extracts, as much as 250 times the potency of the
driginal fresh plant material.

Set forth in Table I is a preferred embodiment of the
orally administered composition, excluding inactive
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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t he hydroal coholic extract of rosemary at a weight ratio of fromabout 1.6
to about 2.4 parts of supercritical extract per 1 part of hydroal coholic
extract. In a preferred enbodi nent, the conmposition is adnmnistered in a

dai ly dosage of at |east about 700 ng. |In another aspect, the conposition
is adm nistered on a daily basis for at least 4 weeks. In a still further
enbodi nent of the present inventive suyljegt matter, the nmethod for
precancerous cellular proliferations prostatic ducts, ductiles and

acini in a sugegft, co L step of adm nistering an effective
amount of a conpositi on%b?glﬁgi%ﬁbj ect to treat oﬁ%ﬁ%nt s &mpunt
precancerous cellular proliferations, said conposition conpri si(img)
therapeutically effective amounts of supercritical extracts of rosemary,
turmeric, oredgderemany giupeyediticahnd t herapeutical ly ghfective a at s of
hydr oal coholic extracts of holy basil, ginger, turnmeric, Scutellaria
bai cal ensi s, rrsRARANY. &R ; g, i\nese | dt hread, and
barberry. A benefi tf%rov?ded C%Eﬁ{ckgg%%gmgﬁ\?gn@onpolsﬁg ions is tH2

jon, an innovative technology for

utilization of greritical .extractio /
extracting herbs at | owgélge?}%ét‘r?c&t &Mtﬂrfnﬁfﬂﬁs'ff‘ﬁe usBUEIS ndust ri # cheni cal
sol vents. Such extracti om®) process allows for the highest potency of active
conpounds in the extracts, as much as 250 tines the potency of the

original fresipinarit mahedrbdtohoRelsk ehfelimiel TARY € Ity Pref erngd
lve

enbodi nent of the orally adm nistered conposition, excluding i
-ingredients, ggpssed in i Lve methods. The anpopunts recited in
Tabl e | represen%lét he pFF gcrrirt%le%s)%; B8P the i ngr¥FOBMts |istedt 21 TABLE
| Herb Type OF Extract fimpaunsr 16.Amgudls zingiberene -
' 4.3 mg)

Ginger hydroalcoholic (3% pungent rhizome 46
compounds - 1.4 mg)

Holy basil  hydroaleoholic (2% ursolic acid - 2 mg) leaf 100

Green tea hjfdroalcoholic (45% polyphencls - 45  leaf 100
mg)

Huzhang hydroalcoholic (8% resveratrol - 6.4 root & 8o
mg) rhizome

Chinese hydroalcoholic (6% berberine - 2.4 mg)  root 40

Goldthread

Barberry hydroalcoholic (6% berberine - 2.4 mg) root | 40

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

Seutellaria  hydroalcoholic (5:1) root 20

baicalensis

‘Preferably, the composition set forth in Table I also
includes extra Virgin olive cil 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
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LM Z) Rosenary supercritical |eaf 100 Rosemary hydroal coholic (23% TPA -
34.5 ng) leaf 50 Turmeric supercritical (45%turnerones - 4.5 rhizone 10
ng) Turneric hydroal coholic (7% curcumn - 7 ng) rhizonme 100 G nger

supercritical (30% pungent rhizome 54 conpounds - 16.2 ng 8% zi ngi berene
4.3mg) G nger hydroal coholic (3% pungent rhizome 46 corrpounds - 1.4 m)

b | h O HIr [ I
hyc ol cohol .VSE’?EE?/?ES%“;&‘&%O‘?E s AR B EEh et Ty o A i o

(8% resver at r BPIY e7aiglgot Peraodayy) r Ahieneef Ghiinicse layxbmml cohnl :)v&u:(yﬁ%
ber beri ne - 2dépg§alﬁ@o@p&9 t@lﬁ{a);yl%adq Ige&[ﬂlg«arrgfh roal OhO|I @%ﬁﬁf)

berberine - 2.4 ng) root 40 no supercrltlcal
leaf 40 Scut &RFEPFE H&Qﬂr]oakt}@ﬁ@l ifn (5he) 3ot ZGVIob@mma]henilts w1 ef enabl y,

livye 0| I
the conpositigRdeett694t hi 5 Tapl S ing ude extra virgin o
and yelrrlpow begswaxE TQe |F\f\}ent|veﬁ?net(llztL dés)g Use a taherapeutqgr?éll y Effe
anount of thed@@iniatenndosin i @nssmgleatcad a]bld\t&pl-éhl dosefé ealn mes arﬂaunt

agent “por ki | Seeeee O e POl Sl S5 e T St St Bt

agent per kilogram of patient a

(PR s comlofed oot b,

ng;greso}/veglct%g@ag%m igcg%é[)kgey @@émﬁys%ée?%dlrf‘ﬁerétjs‘f%gﬁ B mitaiifi%e dosage

units to provide The desiemdd wehemapbotisc eféectompdsteséred watNer are

: preferably delivered to the patient by means of a
pharmaceutically acceptable carrier. Such carriers are
well known in the art and generally will be in either solid
or liguid form. Solid form pharmaceutical preparations
which may be prepared according to the present inventive
subject matter include powders, tablets, dispersible
granules, capsules, and cachets. In general, solid form
preparations will comprise from about 5% to about 90% by
weight of the active agent.

A solid carrier can be one or more substances which
may also act as diluents, flavoring agents, solubilizers,
lubricants, suspending agents, binders or tablet
disintegrating agents; it can also be encapsulating
material, In powders, the carrier is a finely divided solid
which is in admixture with the viscous active compound. In
tablets, the active compound is mixed with a carrier having
the necessary binding propérties in 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,
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

(with or without other carriers) is surrounded by carrier,
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therapeutic agents can be enployed in conjunction with those provided by
the present inventive subject matter. The inventive methods use

conposi tions which are preferably delivered to the patient by nmeans of a
pharmaceutical |y acceptable carrier. Such carriers are well known in the
art and generally will be in either solid or I|qU|d form SO|Id form
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prepared liquid dosage unit. Alternately, sufficient solid may be
provided so that after conversion to iiquid form, multiple
individual 1liquid doses may be obtained by measuring
predetermined volumes of the liquid form preparation as
with a syringe, teaspoon, or other volumetric container.
When multiple liquid doses are so prepared, it is preferred
to maintain the unused portion of said liquid doses at low
temperature (i.e., under refrigeration) in order to retard
possible decomposition. The solid form preparations
intended to be converted to liquid form may contain, in
éddition to the active material, flavorants, colorants,
stabilizers, buffers, artificial and natural sweeteners,
-dispersants, thickeners, solubilizing agents, and the like.
The liquid wutilized for preparing useful ligquid form
preparations may be water, isotonic water, ethanol,
glycerine, propylene glycol, and the like as well as
mixtures thereof. Naturally, the liguid 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

dosage form. In such form, the preparation is subdivided
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according to the inventive subject matter may be provided in chewable
form wusing techniques well known in the art. Al so contenplated as suitable
carriers are solid form preparations which are intended to be converted,
shortly before use, to liquid formpreparations for either oral or
parenteral admnistration. Such liquid forns include solutions,
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D eparati on | Psibaruded ® 289 REGTRAP oS Een cahbas r i dispraistitarts 55
quantities ofbyheeigictive oamsmeniacaie: adu teslgsaga {4 m can be a packaged
preparation, the Hﬁ%gﬂgf gﬁ%%é%é"%%&c%é%égégsqg?nghélEgvggtive subject
matter include citric acid-sodium citrate, phosphoric
acid~sodium phosphate, and acetic acid-sodium acetate in
amounts up to about 1% and preferably from about 0.05 to
about 0.5% by weight of the pharmaceutical composition.
Useful suspending agents or thickeners include cellulosics
like methylcellulose, carageenans like alginic acid and its
derivatives, xanthan gums, gelatin, acacia, and
microcrystalline cellulose in amounts up to about 20% and
preferably from about 1% to about 15% by weight of the
' pharmaceutical composition.

Sweeteners which  may be employed include those
sweeteners, both natural and artificial, well known in the
art. Sweetening agents such as monosaccharides,
disaccharides and polysaccharides such as xylose, ribose,
glucose, mannose, galactose, fructose, dextrose, sucrose,
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 preferably from about 20% to about 50% by
weight of the pharmaceutical composition. Watef soluble

artificial sweeteners such as saccharin and saccharin salts
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ion, for exanple, packeted tablets, capsules, and powders in vials
g;egﬁgghlgs. The uni?pdosage formcan also be a capsule, cachet, or tablet
itself or it can be the appropriate nunber of any of these in packaged
form The pharmaceutical preparations of the inventive subject matter may
i nclude one or nore preservatives well rnomngln th§ art, such as benzoic
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as sorbitol, sghppsitioannitol and m xtures thereof may be utilized in

bout
amounts from about 9 about. 60% and_preferably from about 20%to a
50% by wei ght of ?ég‘{% é‘?ﬁa&eﬁﬁﬁ“@al lBo%g%u PrEReMhat BRVERT bt e SuljEcti ci al

sweet eners sushtésrsatohinden aridmeanehaphicaal hsy 25 SUGEASSQAIYN QL
cal ci um CyC|Qﬂ8&§t§a££Supaggsgﬁéggeég’by weight of the composition. A
preferred pigment, titanium dioxide, may be incorporated in
amounts up to about 1%. Also, the colorants may include
other dyes suitable for food, drug and cosmetic
applications, known as F.D.&C. dyes and the like. Such
dyes are generally present in amounts up to about 0.25% and.
preferably from about 0.05% to about 0.2% by weight of the
pharmaceutical composition. A full recitation of all
F.D.&C. and D.&C. dyes and their corresponding chemical
structures may be found in the Kirk-Othmer Encyclopedia of
Chemical Technology, in Volume 5, at pages 857-884, which
text is accordingly inéorporated herein by reference.

| Useful solubilizers include alcohol, propylene glycol,
polyethylene glycol 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
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.q.,
dimethyl polysiloxane, also known as dimethicone. Other

well known lubricating agents may be employed.
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aspartame and the |like and m xtures thereof may be utilized in amounts
fromabout 0.001%to about 5% by weight of the conposition. Flavorants
which may be enployed in the pharmaceutical products of the inventive ]
subject matter include both natural and artificial flavors, and mnts suc
as peppermnt, nenthol, vanilla, artificial vanilla, chocolate,
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flavors. Solupj}izing agents are generally present in amount s up to about
10% preferab? %rom about 2% to about 5% by wei ght of the pharnaceuti cal
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as di net hi comentdwratiweld kaewn ddlbthéatﬂdﬂﬁea%ﬁt SdiB iR] ey edng
' desired dosage. See, for example, ARemington=s
.Pharmaceutical Sciences@®, 18th ed. (1990, Mack Publishing
Co., Easton, PA 18042), pp. 1435-1712, which is hereby
incorporated by reference in its entirety. Such
formulations may influence the physical state, stability,
rate of in vivo release, and rate of in vivo clearance of
the present therapeutic agents of the inventive subject

matter.

Route(s) of Administration

The compounds and compositions afe preferably
administered orally in the form of capsules, tablets,
aqueous suspensions, or solutions. Tablets may contain
carriers such as lactose and corn starch, and/or
lubricating agents such 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
oral dosage forms may further contain sweetening,
flavoring, coloring agents, or conbinations 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 .
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26 It is not expected that the inventive nethods use conpositions which
w Il display significant adverse interactions with other synthetic or
naturally occurring substances. Thus, a compound of the present inventive
subject matter may be admi nistered in conbination with other conpounds and
conpositions useful for treating prostatic intraepithelial neoplasia. In
particul ar thmodenbenbUMQnﬁﬁEBQQ§oHSEuEPQHPf t&89§e%§p§99”3y be
adm nistered in conbination with other Inventive oSItions, other
anti-neopl astic substances, and the 1like. The optinal pharnaceutical
fornmulations will be determ ned by on (lled in the art dependi ng upon
consi derations such as the route of adqyﬁ&i(iatlon and desired dosage.
See, for exanple, RREAPAQLeNEES Ehaflmcerddcalf Sdiencds.@o1l&igh t@dabbia%%
Mack Publ i shi ngg %ﬁQﬁZ) ) 1435: 1712 ichis
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preferably %ﬂsﬁ%ﬁ%ddéyaﬂky iL% Ot0lmgy fpen1akqaapsuTE§ doaRirsis  apgueous
suspensi ons, & utians. (Fabl et ontain. .carriers such as |actose
and corn starchméﬁénd/or o%r ?hgt ?)ng%éagnts SOl V&S i U St ehr BeE.
Capsul es nayl%bﬂthi noei Igu;@mls iinn cfveedli amg theteseloard didiad, cor Brast angh.

Aqueous suspgj t e I yi_n uspendi ng agents comnbi ned
with the acti VZ&f?n%sgrle’Iﬁye&rﬁ% ‘allljbo cr%éa 5&’3& g]faﬂniynﬁﬁdf ﬁllf’HéIr’ eBRkAng

sweet eni ng, UM g\mm@em@msngfa@eemd as eophefiatirensstberegl. BRLivery

in an enteri¢gldhCQat ed i+ elefﬁgrcea 1|eer;[1i Hat may be combined with the
carrier materials to produce a single dosage form will vary
depending upon the host treated and the particular mode of
administration.

It is understood, however, that a specific dose level
for any particular patient will depend upon a variety of
factors, including the activity of the specific compound
employed; the age, body weight, general health, sex and
diet of the patient; the time of administration; the rate
of excretion; drug combination; the severity of the
particular disorder being‘ treated; and the. form of
administration. One of ordinary skill in the art would
apprecidte the variability of such factors and would be
able to establish specific dose levels using no more than

routine experimentation.
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capsule, to further enhance stability and provide release in the:
intestinal tract to inprove absorption, is the best 27 node of

adm nistration currently contenpl ated. Dosage Dosage | evels on the order
of about 0.001 ng to about 100 ngy per kil ogram body wei ght of the active
i ngredi ent conpounds or conpositions are useful in the treatnment of the
above conditions, with preferred | evel g from 200ng per day to
1600ng per day. The conpounds and con%%éﬁgg%ﬁs of the present inventive
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any particul agopapséhtoni | | depend upon a variety of factors, including
the activity of the specific conpound enployed; the age, body weight,
general health, sex and diet of the patient; the tinme of adm nistration;
the rate of excretion; drug conbi nat EEAMPL.Reiseverity of the particul ar
di sorder being treated, 1 |str tion. .Cne of ordinary
skill in the art woul gfLs tors and
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are based upon, 10Q%b ht of ;Chg LI nal
ere orpora y reference in their entirety.

The preparation of the component elements of the inventive
compositions is summarized as follows:

The hydroalcoholic extract of ginger used in the
inventive compositions is preferably prepared as follows.
The ginger rhizome, which is preferably cryogenically
ground to preserve heat sensitive components, is subjected
_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
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
hYdroalcohblic extract" of ginger.
| The composition of this invention will preferably
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
hydroalcocholic extract.

The supercritical extracts of ginger, rosemary,
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osition. EXAMPLE 1 Preparation of the Inventive Conpositions The
::g\r/rgnti ve conpositions are prepared by nethods known in the art, and
disclosed in Applicants= U S. Patent No. 6,387,416. The contents of U S.
Patent No. 6,387,416 are hereby incorporated by reference in their
entirety. The preparation of the conponent elenents of the inventive
conposi tions itsuswemies ianeld oasghAbl @¥ed ey diRalzahel |cgg@555?g{)?gfc§h n_glg_ﬁr
used in the inventive CQMROS| tions is preferably prepare las 0 OW‘S-ﬂn e
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f ‘ irin, D. Cerard,
net hods, suchyas @hisglpsed, & 9. . féf%ré%fgﬂ’ Jété@&eéﬁénol) mixture
Dense Gases for Extraction and Refining, :

(preferably composed of 60-80 parts alcohol and 40-20 parts
water), and then evaporating off the water/alcohol liquid,
leaving a powdered extract residue (referred to herein as
"the hydroalcoholic extract™). The hydroalcoholic extract
of green tea used in the present invention is prepared by
extracting the plant portion in a water/alcohol, preferably

water/ethanol, mixture, and then evaporating off the
water/alcohol 1ligquid mixture at a temperature #80EC,
preferably by utilizing a spray-drying technique, leaving
‘a powdered extract residue. '

In the composition of this invention, the
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 hydroalcoholic extract per 1
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 weight ratio of
preferably from about 1.6 to about 2.4. parts, more
preferably from about 1.8 to about 2.2 parts, most
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Springer Verlag 4 1988, which is hereby incorporated by reference herein.
The hydroal coholic extracts of rosemary, turmeric, holy basil, huzhang,
Chi nese gol dthread, barberry and Scutellaria baicalensis used in the

i nventive conpositions can be prepared according to conventi onal _
hydr oal coholic extraction techni ques. For exanple, the hydroal coholic

extracts can JHERR XHracti t he pl ortionin . a
mater/alcoholQ?brefera%ff%ég%e%/gthgggff §$x ﬁgérgfhr%$%+a%%@riﬁﬁnﬁ§§éé‘of
60- 80 parts alfggholofabydapaigopaltis ewateck,. and then evaporating off the

wat er / al cohol |i quisgl, J er extract. residue (referred to
herein as "the hy&?ﬁ%l%gﬁ%%ggcgaggggt"§¥¥rﬁﬁ§ hy ré%“ggﬂblﬁéegxp%%cfghqﬁ
green tea usednvienthigepcospas itiverst wdll prErfepabdy pntexir ardmgaddie

plant portion.ne.a wat cgh o, ref er abl ter/ethangl , mxtyre, and
t hen evaporatFﬁg of*gtﬁééaga?%%iélgg o1 PF&%Fﬁgﬁﬁ¥tﬁﬁﬁmbia OT%péeH&td?%
#80EC, preferdighy by. 8% | inxisiy @r@ﬁﬁaﬁbdyyim@$meﬁhnugue,byeaWéngﬁ;aof
powder ed extr resi he conposition this invention, the
hydroalcoholi%%ggfggcggg opﬁgées?cgandsbﬂgagﬁgercr|t!cal extract of
turmeric will pref&hebl yuperprisbodl atext meitghlof r gihgeef ws&ferabl yHa om

about 8 to ab .parts, nmore. preferably fromabout 9 parts to about 11
parts, nost g#gFéEéggyC888SFlﬁbogﬁrP&}ﬁof%ﬁ§&ﬁ8aP58_8Fﬁélax€?%%& Fperty
part of super@hBt cocakbextr 368, TbeeCprpsiraboy gthhbﬁohBVQU%l?% widlohat
preferably cgqgptain the su critical extract of rosemary an e
hydfoalcoholiggéktﬁg§%:o 4%%?5%5;? a?bau&eﬁﬂ%T'réﬁﬁOW%%ggBréﬂérﬁwpﬁepﬁom
about 1.6 to aboptuddd pards, smigRolnr eher phby¥ebapy abesth dbdhit & .akowl, 2. 2
of supercritical extract per 1

Bg;:sbfnﬁ;;r0%88%%3%?@£2L¥?§%8¥¥ . aré%hﬁ%ﬁﬁFﬂﬁié%?ﬁhéP &P ogitn§eB3used
in the most preferably 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
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
phenolic antioxidants ("TPA").

The supercritical extract of oregano used in the
inventive compositions will contain preferably from about
0.64% to about 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
about 7.7%, most preferably about 7%, by weight of
Cu:cumin.

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
about 25.3%, most preferably about 23%, by weight of TPA.
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i nventive conpositions will preferably contain fromabout 2.4%to about
3.6% nore preferably fromabout 2.7%to about 3.3% nost preferably about
3.0% by weight of pungent conpounds (e.g., shogaol). The supercritical
extract of ginger used in the inventive conpositions will contain .
preferably from about 24%to about 36% nore preferably fromabout 27%to

about  33% nDst pPrgfee AR N6ARNL 1300 -1 gt 1Qf; Pyngent | conmpounds
(e.g., shogaol) and pre eragl y from atg_zout 4 .4%)}0 a’go[jl’t%la. é%e%%n&e
mﬁemMyhﬂﬁ@%ﬂ@%%ﬂﬁ%@m&ﬁ%CW&ﬂm@HﬁﬁM@ﬁMﬁ@%?ﬁ
vei ght of zi ngi karene. 1FBELSYRANRCT | | extraci,of turneric used i,
invgntive congbsitionsamﬁll g%ntaiH$%$%fgrégﬁyg%r3nﬁgﬁghtab%%56ﬁogdbdﬁi
54% nore prefECRHl ¢ -PRoniiabbupradessbly about 249.BEwensit pyeferadl i
about 45% by jweigght of turnerones. The supercritical extract of rosemary

used in the inventive conpositions will contain preferably from about

18. 4% to about 27. 8% hydaoplebbrdbly extomcabaft h@ﬂaelvr% t@at_ab@gé 121{%.@{’@

nost pref erabl 4t 239 wel ght taotal _.phenaol.c i oxi dants
Tl o The e R e Y LR 00 SR 2aBe R e SEnE LY, e FARPat
conposi ti ons WPkl teoabaith Pref eratd praferabboufron. 8480t o1 @bouts §. 6% nore

referably fr bol 29 out 0.88% nost preferaply about 0.8% by
aeight ofyTPA?g%ﬁé'E&ggééfggﬁé%ﬁq§ e%%?ggtﬁé%’FB¥n%$+%hﬁs%€ Qlyghenols.
i nventive conposit Thés hyidrioadenthaildcpreteradt y offr dm Aoy used 19 apeut
7. 7% nost preferably about

0
?Q?%%ynaésgﬁigéﬁéﬁg£¥%L%?ﬁ%ggﬁgi%g%?g%?goﬁggggggxPFﬁg?réPlyo§éﬁﬁr?bggéd in
© Lbaut' 276% mhper brel et aby. L1 om about 20, Tk to. Ahouk Se Sy maat o ©
| S?Z? teriﬁiﬁ (;b%jt%&%gof : Eg%(y Wé%logsrﬁ &reﬁ%ﬁabziéfl HROUy dPGal cbWol Weisktr aef of
hol y basi| useesverdtmol.
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%
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
about 6.6%, most preferably about 6%, by weight of

berberine.

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
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, -

resulting in the prostatic intraepithelial neoplasia
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i nventive conpositions will contain preferably fromabout 1.6%to about
2.4% nore preferably fromabout 1.8%to about 2.2% nost preferably about
2% by weight of ursolic acid. The hydroal coholic extract of green tea
used in the inventive conpositions will contain preferably fromabout 36%
to about 54% nore preferably from about 40.5%to about 49.5% nost
preferably abbatohbiey Qyndwidhtaiwie pol yu@b@ﬁolc%ntﬁbﬂ%ﬁ%adfeﬁégeﬂg LC gx{d act
of huzhang used in the inventive conpositions w contarn prefefabl’y from
about 6. 4% t B25h60F CHRIMFE proef ekhbPytf rmom slecondzrv sympadosit oF 8%
most pref er abbyosbaut c8%niaypiaiiioh hespenatnol nJhefydroalfonalde
extract of Chinese goldthread used in the inventive conposSitions w
contain prefefhbPGter6h Houtraabuenb, abod doe®ynabpr depeébpr ghlos tatem
about 5.4% tegzpbeyt 6.6% nost preferably about 6% by weight of

ber beri ne. The hydroal coholic extract of. barberry used in the inventive
conpositions will contain preferably fromabout 4.8%to about 7.2% nore
preferably from abpyt pndl 9 t, pre | y, about 6% .by

wei ght of berberi ne. %nxﬁel\//lgléﬁ_%% E %<fﬁto gt%%ge)lslbne\?lenré iec\r/héﬁ%cgr%’gsﬁlﬁ)legﬁs lgh
Pre- mal'i gnantWPkbshtatPvioitg ddpit hghd af ande opd \aSiea mb dastiieehto rp vesrdrids ifor
treat nent of k63 ig J DT iLtheli neopl asia of_the prostate. An
i nventive coﬁ%&ﬁai{%!n' is a mﬂﬁ%tfg%ggatgglssg#g ‘6% %agtn Vet rbd(%u%sf’e%eof
treat ment | as¥¢dgrdest asver depawdkse rfesul tiheg spimot sh@nsfopantbrsicte
effects. The i X I e reversal .ikn th ro , of pre-malignant
neopl astic ce%%%%édgg%hggg Zﬂﬁ%sttelrngarﬂ)(?e?ﬁr'&l isd'hcj'h?mﬂ‘ﬁ%%r%?ff%n%elapg,
resul ting in {3elPriowtatdne jimverefsd el ik inedpldasi ¥it33n the scope of

the following claims.
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becom ng undetectable. Wth continuing treatnent, the patient continues to
exhi bit no secondary synptons of prostatic intraepithelial neoplasia, no
long termside effects of the treatnent, and does not devel op prostate
cancer. The igmyvenfive subject matter being thus described, it wll be

obvi ous that the sane may be nodified or varied in many ways. Such
nodi fi cations and variations are not to be regarded as a departure from

the spirit and scope of the _inventive subject matter and all such
modi fications and T vari&i5 oRE & eCPRPERHEHCR 0 1Fe TR| RAGBARRLRPR tHe Ecope

of the fol | oW Gl iTBro 33tk &t PBatmdnt USE BLoBtGPTROShELQRLERRERS,1
preparation of a nedicanment for the treatment” of prostatic I nPr aepl tﬁel i al
neopl asi a, sdIPRIFPESI t i T ompripsisig icher gpaptricanby tbeteptiuvécailbunt s
of supercriti trac f,rosemary, _turmeric, qregano apd _gi nger; and
t her apeuti cal Ty e%‘éect%@%g%%%u ?s 6 eﬁf&%&&lcg&ho%%cragh%sr at srg?eﬂaw'
basi |, gi ngertudmygmier,i ¢, oSedkeabl arhadbaigalfnsi s, anOSemBEYap8heghal €3,

huzhang, Chine ol dthread, and Dbarberry. 2. Use according to claim1,
wherein the 1S o MVWHHS s&f  CXPrPrdfrapddC 4e5%re6taboat 7hslyby
wei ght- of ~ t hg diydr oal ic extyiag gi Nger;; . Lom % %.to
about 8.5% by wei ght o he' supercr%%?%:’al e‘g(?l?g%%ﬁ%fiéi nggggg%é n?%%fn
about 1.0% t Fasdryl. S%repnwetght diuzhdmey supdricrddd caglblextwraeti, of and
turmeric; (D)baf rom about 10.0%to about 16.0% by wei ght of the

~ supercritical é%?terrgé't’ of rosemary; (E) from about 4.0%to about 6.0% by

wei ght of the supercritical extract of oregano;
| ' 2. Use according to claim 1, wherein the
composition comprises:
(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
the supercritical extract of turmeric;
(D} from about 10.0% to about 16.0% by weight
of the supercritical extract of rosemary; )
(E) from about £.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;
{G) from about 5.5% to about 8.0% by weight of
the hydroalcoholic extract of rosemary;
(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;
(J) from about 8.0% to about 12.0% by weight of
the hydrcalcoheolic eXtract of huzhang:
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(F) fromabout 10.0%to about 16.0% by wei ght of the hydroal coholic
extract of turneric; (G fromabout 5. 5%to about 8.0% by wei ght of the
hydr oal coholic extract of rosemary; (H) from about 10.0%to about 16.0% by

wei ght of the hydroal cahel igoext kag of helytbasids )w%{%%aé%ut 10. 0%
to about 16.0% by wei ght of the hydroal coholic extract o reen tea; (J)

from about 8. 0% t &-hebout hydro byheeiight ofxtidet hydodal coibinesext ract of

huzhang; 34 (K) fr chct%‘orut .. 0% t o about 6.0% by wei ght of the

hydr oal cohol i ¢ extrac of i nese gol dthread; (L) from about 4.0%to about
6. 0% by wei ght of (Inhedurdrgisbeohol be ext kashitofs lnay hefrysignd &M from
about 2.0%to about 3.0% by wei ght of the hydroal coholic extract of

Scutel laria bai caféndivsirogplaghe ldee 6rdiragtt @ fcbairtwerrywhendi n t he

hydroal coholic extiacts Qfn GGRE SOPRI 8eapbLomAbAuty, 2,40610 apout 3. 6%
| a

by wei ght of pungent conpounds. 4. Use according to clraiml; whérein the
supercritical extitést ohydragécobohpei sesctfrzam aboiit 24&utedlabdait 36% by
wei ght of pungent cog%glunds. and from about 6.4%to about 9.6% by wei ght of

~ zingi berene. 5. USE'&ESSTd g to claim 1, wherein the supercritical

extract of turmeric conprises fromabout 36%to about 54% by wei ght of
turnmerones. 6. Use according to claim1, wherein the supercritical extract
of rosenmary conprifses PE6m aBetPrdiBI4%te alowime7. 8% byvherghn ofthet al

phenolic angjoxi dants.3é eraccordipg .0 claim 1. wherein the
supercriti cal lygxt ract 81’1 gr egano ggrrpéfse&sl?’fgreor?n ézl())(%)trlsgs Pro® about
2.4% to about 3.6% by weight of pungent compounds.

4. Use according to 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 9.6% by weight of zingiberene.

5. Use  according to claim 1, wherein  the
- supercritical extract of turmeric comprises from about

36% to about 54% by weight of turmerones.

6. Use according to claim 1, wherein  the
supercritical extract of rosemary comprises from about
18.4% to about 27.6% by weight of total phenolic

antioxidants.

7. Use according to claim 1, wherein  the
supercritical extract of oregano comprises from about
0.64% to about 0.96% by weight of total phenolic

antioxidants.

8. Use according to claim 1, wherein  the

hydrecalcoholic extract of turmeric comprises from about
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0.64% to about 0.96% by weight of total phenolic antioxidants. 8. Use
according to claiml1l, wherein the hydroalcoholic extract of turneric
conprises fromabout 35 5.6%to about 8.4% by weight of curcumn. 9. Use

accordi ng tosckai arlapywherei pat wdyak 0a) £0he)Len£xt ract of rosenmary
conprises fromabout 18.4%to about 27.6% by weight of total phenolic

antioxidants. 10. Use according to claiml, wherein the hydroal coholic
extract of holy bagsil ri om about 1.6%to about .2. 4% by i ght of
ursolic acid. 11. gUse ]g%cor oallscﬁczoricg)mcq ai %101, GherBin the Rydodl co\lj,%ei c
extract of gheéncteackohpei esrbtem@boubseRb%yt cadpauls 4% bym Welghtc of
pol yphenol s. %2. ., Use according to claim1, wherein the hydroal coholic
extract of hl%hdhg EBnpRPSES fPdméabodtY 6v@bgltle aBbut L9tBd, hphREGHRE of
resveratrol . 48 o Usga@csording to claim1, wherein the hydroal coholic
extract of Chinese gol dthread conprises from about 4.8%to about 7.2% by
wei ght of berberine. 14. Use according to claiml, wherein the

hydr oal cohol i ¢ extract.,of barberry conprises from abput . 8%.to about 7.2%
by wei ght of ber bie{?i ne-°95. aﬁsc&réyé’& di g tocif‘%ﬁ“m 1f' whe&iaeiShi d%%e

conposi ti on pydvbabebhdl 5 ePx€2actEoPPrhses: b 1 EoRbabort 480 heoakout
7.5% by wei ght _of the hydroal coholic extract of ginger, wherein the

extract conpti%est? rafeboind 2 oot Eort BEBwhisy amdight of pungent
conpounds; (B) from about 5.5%to about 8.5% by weight of 36 the
supercritical extract of ginger, wherein the extract conprises from about
24% t o about 11. Use according to claim 1, wherein the

hydroalcoholic extract of green tea comprises from about

36% to about 54% by welght of polyphenols.

12. Use according to claim 1, " wherein the
hydroalcoholic extract of huzhang comprises from about -

6.4% to about 9.6% by weight of resveratrol.

13. Use according to claim i, wherein the
hydroalcoholic extract of Chinese goldthread comprises

from about 4.8% to about 7.2% by weight of berberine.

14. Use according to claim 1, wherein the
hydroalcoholic extract of barberry comprises from about

4.8% to about 7.2% by weight of berberine.

15. Use according to <¢laim 1, wherein said
composition provided in step (a) comprises:

(A) from about 4.5% to about 7.5% by weight of

the hydroalcoholic extract of rginger, wherein

the extract comprises from about 2.4% to about

—3.6% by weight of pungent compounds;

(B) from about 5.5% to about 8.5% by weight of
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36% by wei ght of pungent conpounds and from about 6.4%to about 9.6% by
wei ght of zingi berene; (C fromabout 1.0%to about 1.5% by weight of the
supercritical extract of turmeric, wherein the extract conprises from

about 36%to aboutrn5A4%,BY Wl ghta0f LiFPREONES é-@‘ %Eom@@%i@ﬂ%to
about 16.0% by weight of the supercritical extract 8 fosemary, wherein
‘Eg@s ¢

t he extract conpri romaboarmp8i4es tiocaboaibo®7. B4G bytonedighitt of t ot al

phenolic anti oxi it s, (E) fr.am ahout 4.0%to about 6.0% hy i ght of the
supercritical extract 8 o‘%eel Mo, QheP8PAeTt h&E TRIDEE 8 riﬁ‘g‘%‘gfrom about

0.64%to about 0.86My seight tef tebeht phenakic @jrti%ii@ﬁmts;of(F) from
about 10.0%to about 16.0% by wei ght of the hydroal coholic extract of
turmeric, wherei FHWEPSEERSEt conprises from about 5.6% to about 8.4% by

wei ght of curcum tie)( Grdhf UBAROUL . G5 52! gbaaeutl.%%o%ygxqe‘ﬁp toof  the

hydr oal cohol i c extract of rosemary, wherein the extract rises from
about 18.4% to abdie D%yt iwsdlghtxofatot alf pheneldic,anthepeidants; (H)

from about 10.0% to about 16.0% by weight. of the hydroal cohqglic extract of
holy basil, wheréi t?%%%&tra‘é?m§5ﬁﬁ?gsé§oﬂﬁﬁ%ug6i. 56 TPUbout 2. 4%

by wei ght of ursolsisg agi deighl bromuaRewbndQ@,;0% to about 16. 0% by wei ght
of the hydroal coholic extract of Wgr een tea, wherein the extract conprises

"~ from about 36% t o (Pabdiors4akeyt welght dfo poPsgphehbl 8% B¥ (Widhtom about

8.0%to about 12. Q% byth\’¥Ei g&ﬁp@icri@fcyydr 8§£%QQQ| i %feXtrroasCetmaofcy huzhang,
wher ein ’
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 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 8.4% by weight of curcumin;

(G) from about 5.5% to about 8.0% by weight of
the hydroalcoholic extract of rosemary, wherein
the extract comprises from about 18.4% to about
27.6% by weight of total phenclic 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 2.4% by weight of ursolic acid;

(I) from about 10.0% to about 16.0% by weight
of the hydroalcoholic extract of green tea,
wherein the extract comprises from about 36% to

about 54% by weight of polyphenols;
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t he extract conprises fromabout 6.4%to about 9.6% by wei ght of
resveratrol; (K) from about 4.0%to about 6.0% by wei ght of the
hydr oal cohol i ¢ extract of Chinese goldthread, wherein the extract from

about 4.8% to abquy Fre¥ kypotei ghiooft beshard “Pz.d%t)b}f»?e?@b@b@%f“- 0%t o
about 6.0% by wei ght of the hydroal coholic extract of” barberry, wherein

the extract from &bsuthwlgoakaeptaboit FxRPeby oweilginhafg,bevtbereire; and (M
from about 2.0%¢t b 3. 0% by wei ght of the hydroagl coholic extract of
Scutellaria bai cgl}%n%%t;raac%d C\i%“é‘?%%%e%afgﬁo%o 8§1i¥“t iGS?ff’f (L)Prot HE°onpri ses:
(i) the supercritidcak eyt wadighef ofgiregeerandotthe hydroal coholic extract of

ginger at a weight ratio of from about 0.9 to about 1.4 parts of
supercritical extr&t FFom ARt Hf0% hjar 8RPEShEI- 08 out rgditghB38fii) the
hydroal coholi c extpact of 4HELeLi g, ARd t criti-cal t of -
turmeric at a weight ratslfo of ?rocr)ngﬁout réS{to a out%z pcgﬁrgeasg

hydr oal cohol i ¢ extpadthperd]l paetreiof tdupextrbadtcalreaxtalantt 4k (iii) the

supercritical extract, of rosgga and the _hydroal coholic extract of
rosemary at a we?t'ah?b?g{;i ggf’ %&o%eé%%t of éeFBe’éBBEt 2.4 parts of

supercritical extragt fpem hbdal t4 afs hiydr abaehel. e ext nagciyhtl6 s Use of a
conposition in the preparation of a nedicanent for the treatnent of
cel lular proliferhbPfoRgdfrehrahopies eatirecdustts batisiyos wrtreaisi ni , said

- composi tion conpjsinghherapeuthcaldy,effegti ve agpynt s, 0h sypercriti cal
weight of berberine; and
(M) from about 2.0% to about 3.0% by weight of
the hydroalcoholic extract of Scutellaria
baicalensis;
and wherein said composition further comprises:
(i) the supercritical extract of
ginger and the hydrocalcoholic extract
of ginger at a weight ratio of from
about 0.9 to about 1.4 parts of
supercritical extract per 1 part of

hydrcalccholic extract;
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extracts of rosemary, turneric, oregano and ginger; and therapeutically
ef fective anounts of hydroal coholic extracts of holy basil, ginger,
turmeric, Scutellaria baicalensis, rosemary, green tea, huzhang, Chinese
gol dt hread, and barberry. 17. Use according to claim 16, wherein the
conposition conprises: (A fromabout 4.5%to about 7.5% by weight of the
hydr oal cohol i ¢ extract of gi nger; (B) fromabout 5.5%to about 8.5% by

wei ght of the percrijti ct. of C fromabout 1.0%to
about 1.5% by we{J t {)1‘? ﬁgdrgﬁ ‘é&%?ﬂ?cg giFFa FUERFEET i c; (D) from
about 10.0%to abouttHS. %&b’cﬂ&izﬂﬁtl afx et %»_Hoecwrdetﬂ&alatextract of
rosemary; (E) from about 4.0%to about 6.0% by weight of the supercritical

extract of oregeﬁwowe{@}tf%féﬁi%béﬁt fromoRirvitabbuto16P0% by 2nei ght of the

hydr oal cohol i c Fact o of el oo (9. fhepako %.1.q..about 8. 0% by
wei ght of the ﬁ%%roal ?:oho gextragt of rosé%g'r&s ]%H? rom about 10.0%to

about 16. 0% by vﬁa‘i@lpedfcrtlhecahydxbaacbhodim@ extract of holy basil; (1)
from about 10. 0%.t weli hydr oal cohol i c extract of
S e R P v
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part of hydroalcoholic extract.

16.Use of a composition in the preparation of a
medicament for the treatment of cellular proliferations within
prostatic ducts, ductiles and acini, said composition
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, dgreen tea, huzhang, Chinese goldthread, and barberry.

17. Use according to claim 16, wherein the composition
comprises:

(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 o¢f the
supercritical extract of turmeric;

(D) from about 10.0% to about 16.0% by weight of 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
hydroalcoholic extract of turmeric;

(G) from about 5.5% to about 8.0% by weight
hydroalcoholic extract of rosemary;

(H} from about 10.0% to about 16.0% by weight
hydroalcoholic extract of holy basil;

{I} from about 10.0% to about 16.0% by weight
hydrocalcoholic extract of green tea;

(J) from about 8.0% to about 12.0% by weight
hydroalcoholic extract of huzhang;

(K} from about 4.0% to about 6.0% by weight
hydroalcoholic extract of Chinese goldthread;
(L) from about 4.0% to about 6.0% by weight
hydroalcoholic extract of barberry; and

(M} from about 2.0% to about 3.0% by weight
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hydroalcoholic extract of Scutellaria baicalensis.
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