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Presented in this application are herbal compositions and methods that provide
a treatment for prostate gland and kidney disorders. In particular, a composition for the
treatment or improvement of prostatitis and methods and compositions for the
treatment or improvement of prostate carcinoma and relieving symptoms and
improving objective signs of prostate disorders. In a further aspect, compositions and
methods related to the overall health of the kidney, including the use of an herbal
combination in the reduction of polyuria, incontinence, and proteinuria, as well as
relieving the symptoms of these conditions. In a still further aspect, compositions and

methods that improve sexual satisfaction.

Description of Related Art

The kidney is either one or a pair of organs in the dorsal region of the vertebrate
abdominal cavity, functioning to maintain proper water and electrolyte balance,
regulate acid-base concentration, and filter the blood of metabolic wastes, which are
excreted as urine. Thus, the consequence of a kidney disorder can constitute an overall
imﬁalance in the organism as a whole. Many organs such as the bladder, intestine,
heart, lungs, prostate depend on the ability of the kidney to filter out the undesirable

debris of the body and maintain overall homeostasis.
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infection.

If both kidneys stop functioning due to disease, patients experience end-stage
renal disease (ESRD), or total kidney failure. Kidney failure means that the body can
no longer rid itself of certain toxins and cannot properly regulate blood pressure and
critical nutrients. Unless those experiencing kidney failure are treated, they can die

within days due to the build-up of toxins and fluid in their blood.

The prostate gland (or prostate} is a walnut-sized, mucous-producing organ in
males that lies just below the urinary bladder. The prostate typically grows and
enlarges throughout life. The only known function of the prostate is to produce a

secretion that nourishes and protects the sperm during reproduction. The urethra passes
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The American Cancer Society predicts that there will be about 180,000 new
prostate cancer cases this year, which are estimated to contribute to 32,000 deaths,
Greenlee,et al.R.T., Hill-Harmon, M.B., Murray, T. and Thun, M. Cancer statistics.

CA Cancer J. Clin. 51, 15-36, 2001. Such statistics currently rank CaP second only to
lung cancer as the leading cause of cancer death in U.S. men. Over time, however, CaP
may actually exceed lung cancer as a cause of morbidity and mortality, due to an
increase in adult male life expectancy and more common use of PSA screening for CaP
in its early stages. Risks for CaP include unmodifiable factors such as age, race, and
genetics, and modifiable factors such as diet and nutrition, occupational exposures, and
possibly hormonal status. Schulman, C.C., Zlotta, A.R., Denis, L., Schroder, F.H. and
Sakr, W.A. Prevention of prostate cancer. Scand. J. rol. Nephrol. Suppl. 205, 50-61,

2000.
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S.R. and Isaacs, J.T. The genetics of programmed (apoptotic) cell death. Cancer Surv.
25, 173-194, 1995; Isaacs, J.T., Furuya, Y. and Berfes, R. The role of androgen in the
regulation of programmed cell death/apoptosis in normal and malignant prostatic

tissue. Semin. Cancer Biol. 5, 391-400, 1994. Second, HRPC cells can proliferate in

an androgen-independent manner, i.e., robust growth can occur regardless of whether

normal levels of androgens are present, or if androgens are drastically diminished or
even completely depleted. Sader, M.D., Hussain, M. and Bruchovsky, N. Prostate
cancer: molecular biology of early progression to androgen independence. Endocrine-
Related cancer. 6, 487-502, 1999; Fenton, M.A., Shuster, T.D., Fertig, AM., Taplin,
M.E., Kolvenbag, G., Bubley, G.J. and Balk, S.P. Functional characterization of
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Bartsch, G. and Klocker, H. Expression, structure, and function of androgen receptor

in advanced prostatic carcinoma. The Prostate. 35, 63-70, 1998, Androgen-
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treatnment nodalities is.al so inpera ic variations
and mar ked ap@@%‘ﬁ@égggﬁ’ﬁmj“@% ﬁ%ﬁéypog‘%z%%oygﬁg‘{g% @gggsreﬁ\?\n@t h respect to

the age- adj yadie 1hd’ld‘dnd=.el‘169a:&adarmhe passibleynvolrement phdiet cepab&ﬁ ofgrer@gp have been

observed in epi dem ol o ical studies QR MRt &Rfn netic
factors and PRYRAUPE PLATE ﬁngg}'ﬁngx}c‘gs By t’he?r% Jé?sgog %o contribute 1?alél9t he observed

vari abl e i ngimf@taaeprostdte @acdr havelbaen prblhn@e%dslsaltm@tl\iewﬂﬂﬂi‘éﬁ%ﬁf thgf di et capable
of exerting observed varied incidence of clinical CaP is that culture specificity and diversity,

exemplified by food and other lifestyle preferences, maintain potentially metastatic

CaP in a latent state.

The multi-factorial, multi-stage nature of carcinogenesis underscores the
heterogeneous and complex nature of cancer. The heterogeneity and complexity of
cancer presents immense obstacles and challenges to scientists and clinicians, with
respect to better understanding and clinical management of cancer. Increasingly, it is
recognized that the single agent approaches, which have been traditionally and broadly
applied to the treatment of malignant diseases, are inadequate for treatment.

Accordingly, concerted efforts have been mounted to better strategize combination

and/or sequentia) therapies for treating a variety of tumors.

Herbal therapies may be considered a form of combination therapy. They differ

from the single agent approach in that aggregate bioactive, inactive, and counter-active



pronoting or protecting influences on the progression and establishnent of
clinically inportant prostate cancer have been proposed. An alternative
explanation for the observed varied incidence of clinical CaP is that
culture spe@IFEEH6y and diversity, exenplified by food BidB8Y#HERS | ifestyle
preferences, maintain potentially netastatic CaP in a |latent state. The
multi-factorial, nmulti-stage nature of carcinogenesis underscores the
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single ageﬁ approac ve been traditio and broadly applied
to the tr e@twemﬁonmtatmmtusgnnmhpy DRy dKg@gent a‘feéaﬂnlféﬁdaé‘ﬁfé'h% P?‘BWP F*&gti nent,
Accordi ngly n been nounted to better strategize
conblnatlo “%%Hﬁﬁ”&ggﬁﬁgﬁ (%fm%ﬁéﬁgpies for treating a variety of tunors.
Her bal therapies may be considered a form of conbination therapy. They
differ fromthe single agent approach in that aggregate bioactive,

i nactive, and counter-active 8 WO 03/037246 PCT/|1B02/ 05825 agents are
present. The collective effect of SUMMARYgents typically results in reduced
toxicity, and appearance of new and novel activities. The conbination of

activities pr e cﬂme@aé co %& o?ﬁex%@:@ dgﬁrel'eﬁﬁ@ﬁta?é& sydt@ﬁl&ifm hants in
cancer preventi ?’1 reg1 sin may circunmvent overl appi ng nol ecul ar
pat hways t hefan araynodalauanit mthdtmx@cﬁ‘@d@#l fbl?aﬁb’é’rm'i‘cr“é%taﬁ‘é?ﬂ““ RY In one

enbodi ment, a co foall SpeltRinh ¥iA10git A adtivitik,gad hayst em or
organ as a ‘FPB greé%ér{té)ﬂan?{m@gntg aal cockt ai | Ofgbl oacél v.e ctl ve, and

count er - actawmomlﬁﬁectiveabmpangﬂedlswpberhamhfl@ﬂ%bm&m&c @B‘é’?‘ t um of
bi ol ogi cal ?ﬁé'ﬁ%{dlggﬁ%t 1saxpﬁnchﬁﬁh cba@:%%oﬂé@ﬁt@oﬁfaﬁﬁx@hél@utﬁwm to a single

herb, with emcal profile, This gb mtantlsmllne
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conbi nat i on“Yt lents to potentially generate synergistic or
novel activities.
In contrast to Western countries, in eastern Asia, particularly in China, herbal

therapies have been common throughout centuries. For some diseases, Chinese herbal

therapies‘ may increase the effectiveness of modern drug treatments, reduce their side

effects, and under the best circumstances replace them completely. Little of the

knowledge developed by practitioners of phytotherapy in Asia, however, has been

relayed to Western medicine and there is little comprehension among the Western

medical establishment of the possibilities that herbal medicine can offer.

. The incidence of CaP has increased significantly in recent decades in the U.S.
Therapies for newly diagnosed, localized CaP such as prostatectomy and hormonal
ablation offer reasonable success because the cells at this stage respond to and are
dependent on androgens. For advanced CaP, the cells are refractory to androgens; as a
result, no life-extending cure currently exists. More effective prevention and control of
prostate carcinoma therefore requires the identification of novel agents capable of
modulating the growth of both AD and HRPC. Because of lack of life-prolonging
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eri ods have see rovements to their
g and proteinuria, as well as rehevmg the symptoms of these condlty oan aITB disclosed.

Beneficial effects can include the climination or improvement of lower urinary tract
symptoms by reducing prostate inflammation and urethra compression due to a swollen
prostate. This alleviation could prevent the need for inappropriate prostate surgery.
Thus, a non-surgical option would be provided. This could lead to prostate cancer
prevention, improvement in the frequency and strength of the urine stream and
reduction of PSA. In a still further aspect, compositions and methods that improve

sexual satisfaction are disclosed.

Embodiments relate to compositions and the use of these compositions as
agents for the treatment of cancer and other disorders of the prostate and kidney. The
compositions include combinations or sub-combinations of components derived from
Herba Epimedii (xianlingpi), Radix Morindae Officinalis (Bajitian), Fructus Rosae
Laevigatae (Jinyingzi), Fructus Rubi (Fupenzi}, Fructus Schisandrac Chinensis

(Wuweizi), Fructus Ligustri Lucidi (Nuzhenzi), Semen Cuscutae (Tusizi), Fructus
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A conposition of herbs and nmethods related to the overall health of the
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Figure 2 illustrates the clonogenicity of LNCaP cells to embodiments of the

composition.

Figure 3 illustrates the DNA content of LNCaP cells cultured in embodiments

of the composition.

Figure 4 illustrates PSA levels of LNCaP cells cultured for three days in the

presence of embodiments of the composition.

Figure 5 schematically illustrates the involvement of IL-6 in the control of PSA

expression, cell growth, and survival in human prostate cancer cells.

Figure 6 illustrates the expression of certain genes in LNCaP cells in response

to embodiments of the composition.

Figure 7 illustrates the expression of certain genes in JCA-1 cells in response to

embodiments of the composition.
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of the conposition. Figure 2 illustrates the clonogenicity of LNCaP cells
to enbodi nents of the conposition. Figure 3 illustrates the DNA content of
LNCaP cells cultured in enbodi ments of the conposition. Figure 4

il lustrateWopgosevel s of LNCaP cells cultured for threeP@&}8020f826he
presence of enbodi nents of the conmposition. Figure 5 schematically
illustrates the involvenent of IL-6 in the control of PSA expression, cell

growth, and Surﬁgﬁi‘é 8 s lPHEBE: PEARE B SosGRD 6BFegftblySnoldchByirR: 6 i | | ustrat es
the expression of certain genes in LNCaP cells in response to enbodinents

of the conpuepmres LNGageells 1an emhodiment of sheroq@Pesiififessi on of certain genes in
JCA-1 cells in response to enbodinents of the conposition. 11 WO 03/037246

PCT/ | B02/ 05825 IHigii#é © ilfsirhtbstBS préses of itBeres eSNARE aftsr egfoseelckLNCaPr egul at ory
nol ecul es after exposure of LNCaP cells to an enbodi ment of the

conposi t i oncellitopnermbadiment of the gp1ROSHIRR pr esence or absence of NFiB after
exposure of LNCaP cells to an enbodi nent of the conposition. Figure 10
il lustrates the Rigureild dhistidtenheqiolifisatioh®f D&J-145 cells inespamsie to  enbodi ment s
of the conposjtjion, Fi e 1l.illustrates the colony-formng ability to

Fi gur .
DU- 145 cel I%m"?qqn‘?eé‘%sﬁgﬁtg"tf"{r%os}t@ﬂbodi ments of the conposition. Figure 12

illustrates the DNA content of DU-145 cells cultured in enbodi ments of the
conposi tion. Fi igwre 13 illustratssttheenology-formingehiliny ol 146% ceGnreppense fo

proliferati O@bo%%'me%gf}?ﬁe?g%gsitéoﬂf the conposition. Figure 14 illustrates the

clonogenici? 0 enbodi nents of the conposition. Figure 15

illustrates the DNA content of JCA- 1 cells cul tlured i enbodi nent s
Figure 12 illustrates the DNA content of DU-145 cells cultured in

embodiments of the composition.

Figure 13 illustrates the inhibition of JCA-1 cell proliferation by embodiments

of the composition.

Figure 14 illustrates the clonogenicity of JCA-1 cells to embodiments of the

composition.

Figure 15 illustrates the DNA content of JCA-1 cells cultured in embodiments

of the composition,

Figure 16 illustrates growth inhibition of PC-3 cells by embodiments of the

composition.

Figure 17 illustrates the clonogenicity of PC-3 cells to embodiments of the

composition.

Figure 18 illustrates the DNA content of PC-3 cells cultured in embodiments of

the composition.

Figure 19 illustrates array analysis of gene expression of a control and an

embodiment of the composition.
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of the conposition. Figure 16 illustrates growh inhibition of PC-3 cells

by enbodi nents of the conposition. Figure 17 illustrates the clonogenicity
of PC-3 cells to enbodi nents of the conposition. Figure 18 illustrates the
DNA cont eNO &¥03863 cells cul tured in enbodi nents of th&CEARPASE261 on.

Figure 19 illustrates array anal ysis of gene expression of a control and an

enbodi nent of the conposition. 12 WO 03/037246 PCT/|1B02/ 05825 Fi gure 20
illustrates an I d OrddSbekinpdadltile FERRERn Of an
@Mg@ﬁ usth tegﬁ%%l?gpﬁfg%ﬁ %Irl ilgGekl-tihde

enbodi nent of t osition. ure 21 illustrates high performance
| i qui d chr embddigers phthe coilpaBitiodat a for icarrin in a sanple of an enbodi ment
of the conposition. Figure 22 illustrates HPLC data for icarrinin a

standard sanpl eFigE#eQZi[iﬁus%%teL hibkSdrfoRhfive h@h@cﬂ@fn@to%x@;ﬁhyQHBLajﬂmfoﬂ a sanpl e

of an errbogli ment "o e conposition. Figure 24 illustrates HPLC data for
psor al en i isaminge aseaple ofanpmbedineptpdithe comPPIYQRst r at es HPLC data for
schizandrin in a sanple of an enbodi nent of the conposition. Figure 26

i | lustrates HPLfgdad M ifietraks HPZ@daR ot idamrirminsitsandiad shmplenpl . Fi gure 27
illustrates thin layer chromatography (TLC) data for oleanolic acid in

st andard sanpl Fi £ 28 | of &AMt 8cid in a

sanple of an eiﬁggﬁ%ﬂ;}xﬁu gsﬁgéggﬁgﬁﬁfﬁg%%%? {goLuci di. Figure 29

i || ustrat eshekbofipsitian.f or ol eanolic acid in a sanple of an enbodi ment of
P

t he conposition. DETAI LED DESCRI PTI ON Chi nese Medi ci ne
Figure 24 illustrates HPLC data for psoralen in a standard -sample.

Figure 25 illustrates HPLC data for schizandrin in a sample of an embodiment

of the composition.
Figure 26 illustrates HPLC data for schizandrin in a standard sample.

Figure 27 illustrates thin layer chromatography (TLC) data for oleanolic acid in

standard sample.

Figure 28 illustrates TLC data for oleanolic acid in a sample of an extract of the

herb Fructus Ligustri Lucidi.

Figure 29 illustrates TLC data for oleanolic acid in a sample of an embodiment

of the composition.

DETAILED DESCRIPTION

Chinese Medicine

In Chinese or Eastern medicine, the kidneys constitute one of the most
jmportant organs in the body. Traditionally, kidneys are described as the vaporizing
power of the body. The kidneys are able to separate "clear” and "turbid" water. Turbid

water is excreted by the kidneys through the bladder as urine. But, "clean" water is
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I'n Chinese or Eastern nedicine, the kidneys constitute one of the nost
inportant organs in the body. Traditionally, kidneys are described as the
vaporizing power of the body. The kidneys are able to separate "clear" and
turbid" Wi0ed037Jaérbid water is excreted by the ki dneysrChiBvagis2s he
bl adder as urine. But, "clean" water is 13 WO 03/037246 PCT/|B02/ 05825 sent
Pac\lj\ét;) t he Iu(ri_gs.vvnere it can be distributed to the entire body. Simlar
o Vestern .. Rdlchh nifilies s ARl Alncud ANy
wat er - bal anci ngék(c)rog%genp%he %i cf%ﬁé ahtgﬁjﬁés/d ttg\(gﬁgc&%gggg}ﬁat urkgfogie?tcrai " (vital
E_ngr ay), erlfmmcmp Chimeserhealioing visys theekidney g2 Wser-hatpacingerasn. (The kideeyi t . [ t he
i dneys malfunction. . resplrat DA §L0S; £ fd | ow
br eat hi ng, gg’gg%ér ngj élntgépv\#e@zﬁ&é.&%gﬂg&%@@g‘ﬁpglggednm{]luﬁéffzﬂﬁlessence that is
i nher |h ted Hodpinushé. dixbékEdnexnalfiattisy resnitatqriscqméiéié@sopcﬂmsuqh@ﬁ)ﬁ}@li%t i on,
growt h and .deyel o Mt U af.l 11l L body starts
to age. Ji nb ce]\ﬁgng,gg pgroﬂ%%i %?Qg?eglg é'b%%ls %ln%srs ér%gl\&}\}l l{fﬂgstsgﬁglhéﬂﬁggeéﬁgﬁt |y g
Ei efs_po_nS| bl efrdmo themautiger gucbiathlr. Ifinesdgd faryeprodweotion, somwth prd dewglenmept, 1f jing is
eficient, t t ' b '-mlg&,g eth result.
The Ki dneysmag?%ﬁ‘ﬁgr?é’hg% Elg%d‘]%;ﬁﬁeg’tf’nt oyg{ag‘g{?%@fh%{\ﬁsgtlgs Vi gla}gg&ggﬁeﬁouri shment
to dt he bl onaram that il eubisequerly sespdrisibis forsbane geowite s ingupmesi feom the o t he
producti on erythr. jLin gggrjg i Wiaey roduction of
red bl ood clée}{]?eg' Ffs/s]}ngslé)?e?rrﬁegt @%ﬂ gla%\ﬁteﬁ%%%oﬁe r%l%}% I'n og%iyaggggmﬁedi ci ne,
te\éer y ﬁr gﬁmckuils The kisineysthelpltransfosenjing dnte blopds eThis s Yiewed asTREIkMERy s open
rough the J : ,,g]:gﬁt HhBYIi NG in the ears
or erectil ethglgié’?%ﬁ]gﬁ%ﬁ&ggé %gﬁbgsel?eé%&%b eﬁéﬁfé&u{ﬂﬁcﬂ?hgﬁki dney. Urinary
i ncont i nenceryiheopbéitn inoWesterh maditing werehy tg@(?‘h@ﬁoﬂﬁfif?ﬂétl?"ér??“s'ﬁﬁe | oss of
control IS genglal hfnd Whehlhd nchftelBiathde, AR orf@Mthd &l extahal bl adder

Pol yuria is vie neys I1nability to concentrate the urine,

whi ch resul opening th te getsideroThetkinests oper theouglblie Ays pIdsERIELAEAFN Chi nese

medi ci ne, pPJoxlEéﬁ.'s SudhSs Yih? 4 1R%aRiot B8t @sithcidf ile CbR¥eMd problegs ef ore, the
ki dneys | oose eir astringent properties that transpires to their ability
to hold orwghthekidwey.ne resulting in polyuria. Uinary incontinence is
thought to be the inability to transformqi. The bl adder requires
successful qi tr@msiPmBeiinéRe istheQss of atility tCanirslakinationn@hd loss of East er n

medi ci ne has | ooked toq herbal appli i i
control is gencrally related to theprgusclgsa t Lt%gr?trch ﬂle%lia%ggr. E&yuria is viewed

as the kidneys inability to concentrate the urine, which results in large amounts of urine

being produced. In Chinese medicine, polyuria is viewed as a jing and qi deficiency.
Therefore, the kidneys loose their astringent properties that transpires to their ability to
hold or store urine resulting in polyuria. Urinary incontinence is thought to be the
inability to transform qi. The bladder requires successful qi transformation in order to
control urination. Eastern medicine has looked to herbal applications in order to

maintain or regenerate the balance of the kidney system.

Traditionally, in Chinese medicine, there is no understanding of a separate
prostate organ. The Chinese classify the prostate as part of the kidney system. Itis
also thought that the kidneys are responsible for sexual function. If the kidney is not
functioning properly then impotence in males and infertility, pregnancy and

menstruation problems and leucorrhoea in women can occur. It is believed that



mai ntain or regenerate the bal ance of the kidney system Traditionally, in
Chi nese nedicine, there is no understandi ng of a separate prostate organ.
The Chinese classify the prostate as part of the kidney system It is also
t hought t hwo os/bez246i dneys are responsi bl e for sexual funcPCHHB02/0f828 he ki dney
is not functioning properly then inpotence in males and infertility,
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is believed that 14 03/ / gxual activity
causes depl BEISHHE Wu%?%vgﬁgﬁ%geﬁgg%{%@tohFigl%égé%herﬁﬁ %{ggﬁégyr?b%an occur .
Prostate cagte@t in Chinese nedicine is described according to its synptons.
The causes are related to depletion of kidney essence. This is caused by

testosterone affs tJaR&‘Pﬂ%@E@&ﬁé&xc’?ﬁ@@ﬁe‘“\s@ﬂ&%&mﬁm%@ hei ne that

relates to the nc 1 oni ng e organs in_the | ower abdonen refers
danpness, HEmtcasseslare wilatedde depiation of kidney gssensies Thig igpesad biriglotgiite of

dampness i s th?é;ger?He%bélﬁ{rxrdﬁﬁ#&ﬁﬁdCﬁfnége%jﬁﬁlcﬁlg G RBEY td m@dﬁﬁcn@m ofal so can be

gener at ed Eoimi organ 1 that 1s mal functianing. Lanrég)ness is
t hought to mveryansahu;elms@domnre&mmmm%dwa%PQHCBWH?“OPH% el | s that

fornul ate e R06duséBEitake ioB grey Esddshdngd, t oXi ns
build up V\h%’gﬁﬁcgtr‘]e Jgpnggfjda}%géés g\ggtgg‘raﬁ)}l Theref%(?ie fﬁ&ik%negﬁ stem and

subsequent | gdsct d:ma bp gwtamdé’om@emgaﬁﬁéﬁtlfthﬁés Balfelionine famay Tr adi ti onal

Chi nese rred ht d'J&YL Lﬁgfnlﬂ ffmafRRng Sihibl6r the @as tlﬁ@ﬂ‘tbmﬁi’late di seases using
a "holisti c egra osophy enbodégng sevgr al di H’it features.
Contrary t ocinhe. 'przlrwlnmaoémlbbaﬂ Sta%brﬂéed’é‘ﬁ tring WHE U ¥ Fact eri zi ng

and appl yi ngauSé?B?l {;D%Beragfe%% m&fe Eﬁén%H'SMQquéﬂtI}'Qh@rﬁﬁatt &gﬁl sttt ure, the
alt e

"integrativ asi zes application of the total spectrum of
bi oacti ve ihgpmdcrb'nn&ntpn@sent in a herbal mxture and eval uates success
based on the "well being/curing"” of the patients as a whole. Second,

Chi nese herbal f pLaMbel CRRGse lelied (CROND ipetices xipmactsthefredmeiof and thus rely

“group” administration of bigagtjye ent s r
pr oI i ferati dﬁeasesrl@%@r"éc’léb‘ifﬁf"é’? ‘%c Pélxcﬁoﬁg’gcm ?}ngpsgc’)es@%%sgﬁc‘s%gégtqr%l c gene

expr essi on, chirhr@ (K" ghasicentit)! dmfoachem bf isdlating chhra¢tericing ang 2pRLYIng ar get
cells. Sue h t&nmgs?gcgtgrftl %p th:: gctlr\}e %mrﬁup? ST A ;[n? (éurg "the "integrative" strategy

emphasizes application of the total spectrum of bioactive ingredients present in a herbal

mixture and evaluates success based on the "well being/curing" of the patients as a

whole. Second, Chinese herbal formulations often comprise mixtures of herbs and thus

rely on "group" administration of bioactive agents to affect cellular proliferation,

restore apoptosis, and regulate prostate specific gene expression, while exerting

minimal, sub clinical toxicity, in target cells. Such an approach is not predicated on

information involving the pathways leading to development of a particular form of

malignancy.

In Chinese medicine, Epimedium is used to treat cancer that relates to kidney
yang deficiency. It is usually used together with Radix Aconiti Praeparata, Rhizoma
Curculiginis, Radix Morindae Officinalis, Fructus Psoraleae and Rhizoma Polygonati
to treat chorionic epithelial cancer. Epimedium can also be used with Radix Aconiti
Praeparata, Rhizoma Curculiginis, Fructus Trichosanthis, Semen Armeniacae Amarum.

and Rhizoma Pinelliae to treat lung cancer of yang deficient and phlegm-damp type.
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information involving the pathways | eading to devel opnent of a particul ar
formof malignancy. In Chinese nedicine, Epinmediumis used to treat cancer
that relates to kidney vyang deficiency. It is usually used together with
Radi x AcoMQ @3/0¥12epar at a, Rhizoma Curculiginis, Radix MBFETHIE82S
Oficinalis, Fructus Psoral eae and Rhi zorna Pol ygonati to treat chorionic
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Amarurn and Rhizonia Pinelliae.to, treat. |ung cancer, of icient and
phl egm danf?t%l9{5@1"&8““\@5@3/233%E’Hﬁe%ﬁqséﬁﬁﬁffgé‘i%n“ﬁﬁ]eh?ﬁ%? ? 8‘?‘%| a has been
studi ed | nyge Plob Dbifigthacs RuflY RRIpoi) HobgTsanci Diling Euvsth ey total -
effective rate was 62.2% Epjmedj um has, al so,be sed Wit .- cl earing
herbs | k§hqﬂl"»d%adl:‘b’i’%€4”d‘é’flg@kl%ﬁ"ﬁﬁ%{ﬂ?ﬂf"foz’iw,hw?&?@ I‘gl‘\og)fggﬁgaﬂglflpﬁ “Di Ding" or
Wit h " Hongy, aheRukenRRIA $rePRby Gy usivgltiiesd fwarformuls tonveed feukama ot r i chum

Radi x Polygoni Miltiflori to treat |eukem a evi aus_ st udy using these
two for nul aetients resubied in 38 patienis SARBletelyAEGONPHIE: F@Q?Paﬁ 8%‘30?‘?43 T% %gt ients

conpl et el y gk 8608 i 1ngeRRErvivat tahe Wi Bfehis\iad  aiofthyieWhilBigdwitndlot he | ongest

survival tine was 3 years and 2 nonths. Lle i 1th,.Fl os Loi ncer ae,
Her ba Tar aXaiceraRdtrhe Tirgsh F‘I“f"é@“lgﬁgﬁ’%&?@mﬁﬁzﬁl{;@e R "B 2 ormm

Ali sntati s enaaNacshl 08RGse, IhicsrITddebeEpineluntpine dsadne trerclre used t o
treat colon and pancreatic cancers respectively. TCM understandi ng of the
ki dney is #D¢RANSSAUC SREETEIFE P Han the western ~anatomical kidney; it is an
i nportant organ that is central to a series of functions. The ki dney
stores pri nordi acMintesnadipg ofithe kiledy iymnech mbre extensive then the WsteiMve to wat er

‘and fire of body respectivel T ' dReThoot of life
and origin °6Ft°ﬁ‘§¥* l%‘g"e?c’gﬁgf’i"{’ i ot%#ﬁ%@%%ﬁﬁ%ha%?%%éﬁnérﬁngti ons

i ncl ude:  stigdragetofdk ptilerdias giambd plimopidiabfang whighate aiributivA & WSAETE -1 ui d for
reproduction; dom nation t he [ t BOEE Snd &ch SBHafiv subst ance,
marrow nour®dR ‘efﬁ?éu‘BB'aFﬁharﬁ%Fr ‘lisﬁrj;p‘gf)gi\%eg ??E}cg% Pgence; gover ning of water
by contr ol | jongitiitha. Tpemajogplysidlogicdanctignsgnclydst soragenf dhegagneigtfi ng i n
met abol i sm of body, fLui do (X.3501 09 Hetidet BSmiihtBARY the rddb@ioh@Pbored di ) ;
ki dney- qi ?fﬁ??ﬁﬁﬂ%/@ﬁfsescsn i @gzogrrgg%ng &’)njt rol's hear ?nq controlling the
openi ng andandnusiongsubstance, marrow nourishes the brain and improves inte ligence;

governing of water by controlling the opening and closing of water gate and engaging

in metabolism of body fluid; Grasping qi (the kidney is the root of gi); kidney-gi

communicates with ears and controls hearing; controlling the opening and closing of

stomach; cooperating with the bladder; essence will be manifested by healthy hair and

bones..

Essence can be considered as the underlining of all aspects of organic life. It is
the material basis for all kinds of functional activities, and growth and development of
human body. Essence is stored in kidney. In addition, it also manifests as a function of
human vitality. The stored essence includes congenital jing (also called congenital

essence) and acquired jing (also called acquired essence).

Congenital jing determines the constitution and characteristics that a person will

take through life. After birth, the congenital jing is nourished by the acquired jing, and
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stomach; cooperating with the bl adder; essence will be manifested by

heal thy hair and bones.. Essence can be considered as the underlining of
all aspects of organic life. It is the material basis for all Kkinds of
functi onal YA@P3721% es, and growth and devel opnent of huRERBEP2S Essence
is stored in kidney. In addition, it also manifests as a function of human
vitality. The stored essence includes congenital jing (also called
congeni t al rRGHAL 6e8 fod daek1dpMening sdptaddctivad Thuseidisessence) .
Congeni t al gjral%géﬁgjg?aen?érgﬁ%%es, the consti tutpiaon and pchar acteristics that a
person wi | lalsomaned ashrepipgdetive f1R8 After birth, the congenital jing is

nouri shed by the acquired jing, and 16 WO 03/ 037246 PCT/ | B02/ 05825
gradual | y beconRsg4Re jinatagid minedasiiag biorgas\tetapmbisting rdgat@br oduct i on.

Thus, it is also nanmed_as  “repr.oductive_ji.ng.." i j . Al so named
as "jing ofthrSng‘a‘H%"rgﬁ)‘Ec&d%‘g’tﬁ“FﬁB?Oﬁ ‘Héﬁs}cgf‘%"&%%‘é‘ u%%#%@ﬂh‘{%g&o?fgans. It is
obt ai ned f rigdRdides 8sd @sindcR.oMRerairch, tHeungdsied fopdnigtitidntensfers ingnnufient t he spl een

and stonmach. After birth, the ingested foo utrdtiaqn into
nutrient suUBYaNgFdR SlomAFsing RS IOSIARr o} ng'g&]’grﬂ%g f%‘trﬁ%egém%g‘@ﬂ‘fs"ﬁﬁ %ier
transformedyipd iRptrient jing by the spleen. This nutrient essence is

mai nly responsi ble for irrigating and nourishing the organs. Therefore the
acquired jing is.equjval ent t. i ol ] A0 OF Qfiri aps. In order
to maintain the%f‘ﬁ%‘ghegtﬁgsegﬁe 1%)%5%%{%5?%5}&1\1[ ﬁgu-lgé,:aaﬂ&% Qgc? | iér%g@pr ovi des daily
suppl enent  grgark hEmarefbretthet saguires fings isiequvadent to rypviens Jing osjieg of oFg%ilAneys whi ch
is used for_ _nourishi he. or Rk SrovRisdddilyi N the way that

t he acqui re%fd?ritﬁﬁlalepar"{:][a? é\uflcghon? %ﬁg‘i rgﬁséﬁtf%aﬁﬁeg]ﬁ?grney;' e_x%’:essi ve portion
stores i nsi gpplemennethemybut timexcessitg potiion il store indgdneyhyhichis uesddeta demanded in
the other way.. Thus, the Ki SwhiBat thd W aQfed ji0f Sdfate Al t hough

t he above t(}%m]sl?x%ﬁgpréaqsrog%g%l f?rhgs(r%%ﬁfstg{}?cgs}?@? hey %otchjrgeturn to the

ki dney. Therelséatabyia thpl kidneyaexéessiverpostion stowsis énsidg in@esyay And 85898 8hd bal ance of
the whole body. |t Naperi i Wiy, s, YiRAQdred ailsd Qbres thBAngdeft i ent
fluid can b%‘ppﬁpgtt?ﬁ%%gg%ﬁ%ﬁg%h%oféducy{vtg)he body, ar?% the or gajrils' net abol i zed
and wast e f bugek. can be

Although the above two jing are from different sources, they both return to the
kidney. The kidneys play an important role in water movement and balance of the
whole body. It vaporizes the fluid. By vaporization, the nutrient fluid can be
distributed through out the body, and the organs' metabolized and waste fluid can be

excreted. This type of regulation of body fluid is also named as "opening and closing

of the gate of water."

Under balanced conditions, the kidney regulates normal metabolism of body
fluid such as urination. When kidney-yin and kidney-yang are unbalanced, opening
and closing of the gate of water will be abnormal and metabolism of body fluid is
disturbed. In case of yang-deficiency and yin-excessive, the incidences of closing are
much more than opening, which lead to problems in production and excretion of urine,
resulting in scanty urine and edema. But if there is yin-deficiency and yang-excessive,
incidences of opening are much more than closing, problems like polyuria will appear.
Besides, the roles that are played by the lung, spleen and bladder during the metabolism
of body fluid, are all depend on the vaporization function of kidney to motivate.
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excreted. This type of regulation of body fluid is al so naned as "openi ng
and closing of the gate of water." Under bal anced conditions, the kidney
regul at es nornmal netabolismof body fluid such as urination. Wen

ki dney-yi nwandiokebney-yang are unbal anced, opening and eCosBngss2k the gate
of water will be abnormal and netabolismof body fluid is disturbed. In
case of yang-deficiency and yin-excessive, the incidences of closing are

mich more t ?ﬁé}et? %Hgﬂ%gned%ii&boﬂb%afﬂﬁi& kﬁ’c{jn@?—léﬁﬁﬁ vh riEétQﬂlétﬁﬁﬂ'c@ Bnand excretion

of urine, fesulting in scanty urine and edema. But if there is

yi n- def i ci enpepingmut slosing-thantesafiwater is 3 cricialieegman forrbalspang Agjdar e nuch nore

t han cl osi ngleta?%hggl ens |ike polyuria will appear. Besides, the roles that
are played by e Tung, spleen and bl adder during the netabolism of body
fluid, are all depend on the vaporization function of kidney to notivate.
17 WO 03/ 03¥zugl Sompesisims 05825 Therefore, in the nmetabol i smof body fl uid,
ki dney-yang's vaporization control on opening and closing the gate of
water is a crucigd des@be®mrei,@roupabimeehs ogn Helchosen amitoaibirledl serordiggrtdal

Conmpositions As, described h in,. groups of . herbs n and
conbi ned ac&HFEiARFIGAFCUYIHES fEra%I ngo 0% g?e’}e\%%fl ?netgf%aglt:oélgﬁs @gg’g’g{hcorrponent
sel ect ed i NelticSmBiR&IoR of Subkombinatidas tre atbne concepnBs Ahtlistn agproasyly- conbi nat i ons

are a new concept. As a holistic apprpach.to . e cancer,
herbs can b&OERAtag prodate GANCH RS SAf g‘fw%gﬁgﬁﬂr P ?rgéﬂs}gc d“&% sggrtll%? E&{ unor
activity; i nomorQctbityiurhe agndting witivity; aatviralbacterial ptioitarendd activity; anti -

inflammatory activity, and/gr apti-beni (e aSJ } ol ogi cal
activity. w@famﬂmmx %/féw‘ﬁ'eta'b OrERPRAY Y r%%z}'?% W}g?@}a&%? fo\%%%pé%%&conbi ned
accor di ng t @fiHeBerbea@ hivegsultisle saivitiee dWhsnrcembinedacconding 4 e teachingsvi des
synergistic benefits/results, toward the . lAngders or health
of the ki dnd§scapediherpin. p ﬁorﬁff?é’U8W8&ﬁg?ﬁesmfrgl%t{?§%eg%%%ﬁs{|£ %Q?Jon |§ a dietary
suppl enent  fi@atHshtalf eRlorti€rs biEimhlar 6f tiet lddrieg system ol edbodimentite, according to
traditional Chinese, nedicinal, concepts |s.I i #at ng and

mRi nt ai ni ng “BRPSHHOB itf B SERRieTeAt fﬁ'&%q?%%dﬁgég%gyss%g% &&eﬁ@t‘g%’n {énbodi ment s
use a pl ur algdcéording ohadibisnahGbihese nivdicinall coroepts Ednwlyed in regulating and

maintaining balance of the entire urological system.

Certain embodiments use a plurality of herbs and/or herbal extracts to
manufacture an herbal composition. One embodiment provides a composition of
approximately nine herbs and their extracts which, based on studies, described herein,
are useful for the treatment or improvement of prostate disorders, preferably prostate
carcinoma. In other embodiments, the compositions can be used as dietary
supplements for prophylaxis of prostate disorders and for promotion of prostate health.
In another embodiment, the compositions may be administered to reduce the expression
of PSA, effectively suppress cell proliferation, and/or inhibit the colony forming ability

of prostate cells that are cancerous, hypertrophied, hyperproliferative, or involved in

prostatitis,

Alternate embodiments include the treatment of other hyperproliferative
disorders and cancers. The growth inhibitive effects are exemplified in the prostate
cancer model and can be extrapolated to other proliferative disorders, especially

hormone dependent proliferative disorders. Proliferative disorders that may be treated
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manuf acture an herbal conposition. One enbodi nent provides a conposition of
approxi mately nine herbs and their extracts which, based on studies,
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use of theskEaEHNREY MPBF@U%%"@F %V@g#ﬁ“ m‘f”ré‘ffﬁee?aetvga%ggjglﬁ?‘{gtz{)’he overal |
heal th of thg.cRS RBi @edibr Rubrineigand (frdt)] Frpcroyfchiserdrad Cliagrisisf acti on. The
conposition_may he onbi nat.i on b- i pation. . following herbs
Her ba Epi med¥#Weiz) %%Fﬁlﬂ’g‘ﬁrﬁ3‘6’{”‘%&%&7éﬁ‘f’gﬁ‘%ﬁuﬁﬁ“ﬁ}#‘g@ﬁgg%?%gﬁqd’waxi m (st em and
| eaves), RagushdWbi) brCigssnth liaiimelis €rfRasemen Cupytai(lusiclor Qosete Laevi gat ae
(Jinyingzi), . Frugtu bi, (Fupengzi [ TeTl Gl Feigked ) . Fructus
Schi sandr acc@ﬁ”ﬁﬁiﬁfl Zsegs(ﬂv&(\’ﬁé’f‘iP or %’?‘)‘*’@Pﬁ“?égmgc lengég slﬁgm {JI‘ ng’ Bai | |
(fruit), Frugtrigixdsgogdli Mubnpol)di Asttdgalzheenbrinaveus [Fgpak{ Bgattooluci dum Ai t
(fruit), Senen, Cuscutag (.[Tusizi) or scut a ' [ geed), Fructus
Psor al eae (BRga»ARSS aé?“ifédo‘f‘gf‘r@&%%sbsrf?/lﬁj“f% tlg’%ﬁf_sfm(@r Ul !tc)%,f h@g}gg di x
Astragal s ( pldan@sbphilezed pobdeagsihenbalrerrizt candoe pushyspd from avageof oot ). Pinyin
nanes are listed in r ent hesi .0 i Nl nb@hiddiciame of the herb
or plant. KWB‘His’i"ihf‘gg’cgﬁﬁfg’@%‘{’c%g‘?‘gﬁ&eﬁrp Cﬁg(]é:rlaj ?élﬁésby SUr chased from a
vari ety of Shanghai, China, In one embodiment, the composition includes an aliquot of the herb

Herba Epimedii and an aliquot of one or more of the supplemental herbs Radix

Morindae Qfﬁcinaiis, Fructus Rosae Laevigatae, Fructus Rubi, Fructus Schisandrac

Chinensis, Fructus Ligustri Lucidi, Semen Cuscutae, Fructus Psoraleae, and Radix

Astragali. In another embodiment, the composition includes an aliquot of the herb

Herba Epimedii and an aliquot of at least three of the supplemental herbs. In still

another embodiment, the composition includes an aliquot of a portion of all nine listed

herbs.
TABLE 1: HERBS
A. Herba Epimedii (stem and leaves)

HERBA EPIMEDII, or commonly known as Epimedium, is the dried, aerial
stem and leaves of Epimedium sagittatum (Sieb. Et Zucc.) Maxim or E, brevicornum
Maxim. The plant is harvested in the summer and autumnn seasons. It can be found in

the interior regions of China such as the Shanxi, Anhui, ands Henan provinces.
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vendors such as the Shanghai Medical College of Traditional Chinese

Medi ci ne, Shanghai, China. In one enbodi nent, the conposition includes an
aliquot of the herb Herba Epinedii and an aliquot of one or nore of the
suppl emrentvé® 0348ri#s Radi x Morindae Oficinalis, Fructus IRE®e2eazvi gat ae,
Fructus Rubi, Fructus Schisandrac Chinensis, Fructus Ligustri Lucidi,

Senmen Cuscutae, Fructus Psoral eae, and Radi x Astragali. In another

embodi ment, the . neludes an ali sRbitddis: ger b Her ba Epi nedi i
and an ali quot 8?%%&& 'rg, of t aéu@h%g?lgﬁrrén 12%&%61?138_ In still

anot her eniodicwenty; Et grendiftorposE. kiowanuim Bl prétessensrE-spgitaten: Bf a portion of all
nine |listed erbs, T e A, Herba Epinedii (stem and | eaves)
HERBA EPI MEDI® %nesgrangod&m%ﬁw%mﬂ'ﬁgﬁééd? Epi medium is the dried, aerial stem
and | eaves of Epinediumsagittatum (Sieb. Et Zucc.) Maximor E. brevicornum
Maxi m The pl anFAMILKaBedstidageaen t he sumer and autumm seasons. It can be
found in the interior regions of China such as the Shanxi, Anhui, ands
Henan provi nces AL$6 MDA QG716 LRGP, Y80 TARDSRT, BSC ai) Forfly SBVES:  Epi medi um
acum natum_E. sagittatum, E. brevicornum E. grandiflorum E. koreanum

E. pubescen‘é’?edEJaP%“éﬁ‘?ER’@FnilH‘f" E. wushanese; and ot her Epi medi um speci es.
FAM LY: Berberidaceae. ALSO KNOMW AS: Xi an Ling Pi', Yin Yang Huo,
Barrenwort, Hor aUDBSE USP&ecHeinfbageathe sidndTpianpdirensthe@HheR®Es al8ES:  Rei nf or ces

t he ki dney-ya s{rengt hen s and tendons, and relieves rheunatic
conditi ons.%%%gﬁ'ﬁ‘{ﬁ?ﬁivgigﬁgﬁa{gpﬁ?\dg@&gefi ci ency mani fested as i npotence,
premature emssion, enuresis, frequent urination, weakness and

degener ati on of ADRIEIQINAL USES; Kidpepdaficiengy manifosiod ps dmpotense, Bemairon,  f at i gue,

and amesi aenﬁgifli]&r;gémwsﬁ, %ﬁ%t%%ﬂ,%ﬁ@ ah&défgﬁﬁsilat@ﬁdfﬁﬁmms&, mani fested as

arthral ai a, ness, scul'ar spasm and weakness of linbs, and infantile
paral ysi s. $terility dizgiaeps, palpitation, fatigue, and amnesia.

Rheumatic conditions caused by wind and dampness manifested as arthralaia,
numbness, muscular spasm and weakness of limbs, and infantile paralysis. It is used
for cardiovascular diseases such as coronary heart disease, hypertension, and angina.

Eliminates phlegm and relieves chronic cough and asthma, especially those of the

yang-deficiency type.

SIDE EFFECTS: It is safe to take orally in moderate amounts, Suggest avoid
using during pregnancy and lactation, as there is insufficient reliable information

aveailable.

It may result in dizziness, vomiting, dry mouth, thirst, and nosebleed.

B. Fructus Rosae Laevigatae (fruit)

FRUCTUS ROSAE LAEVIGATAE is more commonly known as the fruit of
the Cherokee Rosehip. The form used in traditional Chinese medicine is the dried, ripe
fruit of Rose laevigata Michx, It is collected during October and November when the
fruit ripens to a red color. The plant grows in China in the anngdong, Guangsi, and

Zhejiang provinces.
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for cardiovascul ar di seases such as coronary heart disease, hypertension,
and angina. Elimnates phlegmand relieves chronic cough and ast hma,
especially those of the yang-deficiency type. SIDE EFFECTS: It is safe to
t ake oral IWyoios03TRM@er at e anounts. Suggest avoid using duPCHgB30&8Aancy and
| actation, as there is insufficient reliable information available. It may
result in dizziness, vomting, dry nouth, thirst, and nosebl eed. B. Fructus
Rosae Laevi gata } m TAE is nore commonly known as
the fruit of t%e ’kél]!rF% gg os‘el%r?llp. %gli?%g?{%éé&sed in traditional Chinese
medicine is the dried, ripe fruit of Rose |laevigata Mchx. It is collected
during October JHeMIGYydHAseseadvhen the fruit ripens to a red color. The
plant grows in China in the Guangdong, Guangsi, and Zhejiang provinces. 20
WO 03/ 037246 PCIAIFPORNOFER 2SS0 ENTg £| SughtAMigorind; ThomChideesdige.Laevi gat ae.

FAM LY: Rosaceae. ALSO KNOMWN AS: Jin Ying Zi, Sugar tangerine, Thorn

Chi nese ol ive. %Elﬁ?&sﬁﬁg\uﬁo\éﬁnaﬂ&ﬁﬁ L T e e%uhﬁeh'fo.”hag' a,
arrests urinary e Favdenlresl s, an astnngest_emtestmeto
relieve di afreduescy and eiusesissad sbiinges e dntestinato relieive diaghea. dgersedfsr r hea,

excessive leucorrhagi.a, freqguent uri i b uiita864. Ne bl eedi ng,
protract ed BYCH{TRE ELIS! Prcfp%fﬂ‘?%?ﬁ?"é" %‘%sgg% %”?&”%@%&ﬁéﬁtﬁs 't is safe to

t ake oral | yabrerma) deriat Beatngupbsacteddipgben awdabrapic dysenteiy-dur i ng pregnancy and
lactation, as there is insufficient reliable information available. My
cause fever, thigp praperabAQiRAb il MY TaGlidderate anfoubte! Sisggéybvoid f r ui t)
FRUCTUS RUBI is commonly referred to as Chinese rasﬂgf)eéfr fruit. It is the
dried fruit usifig duting Resisnancy: piddaqtatiopyss freggis inseffgeqtreapleidlo@fivhct od from Jul y
to August ‘éﬂ&@lﬂhtm e foWd! tiirdt € arRBhidaBdisdordfbrt.gr een in color. It usually

£he 4ng.

cones from ejl Fuj1an, and Sichuan provinces of China.

C. Fructus Rubi (fruit)

FRUCTUS RUBI is commonly referred to as Chinese raspberry fruit. It is the
dried fruit of the Rubus chingii Hu plant. The fruit is collected from July to August
when it's not fully ripe and is still green in color. It usually comes from the Zhejiang,

Fujian, and Sichuan provinces of China.

SCIENTIFIC NAMES: Rubus pa/Vifolius; Rubus palmatus; Rubus chingii Hu;

Rubus idaeus, synonym Rubus strigosus.
FAMILY: Rosaceae.

ALSO KNOWN AS: Fu Pen Zi, Red Raspberry, Rubus, Palmleaf raspberry

fruit,

CHINESE USES: Benefits the kidneys, and arrests seminal discharge and
excessive urination. It is used for enuresis, frequent urination, impotence, premature

ejaculation, and seminal emission and spermatorrhea in kidney deficiency syndrome.

SIDE EFFECTS: It is safe to take orally in moderate amounts. Suggest avoid

using during pregnancy and lactation, as there is insufficient reliable information

available. Toxic reports are not known.
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SClI ENTI FI C NAMES: Rubus pa/Vifolius; Rubus pal matus; Rubus chingii Hu;
Rubus i daeus, synonym Rubus strigosus. FAMLY: Rosaceae. ALSO KNOMN AS. Fu
Pen Zi, Red Raspberry, Rubus, Palm eaf raspberry fruit. CH NESE USES:
Benefits P03 (@P%ﬁ@ys and arrests seninal discharge and PEXER3E58E
urination. It is used for enuresis, frequent urination, inpotence,
premature ejaculation, and sem nal em ssion and spermatorrhea in kidney

defi ci encypsyngkmorﬁb@EfﬁEFECTS It is safe to take orally in noderate
anounts. Suggest avoid using during pr egnancy and | actation, as there is

i nsufficient re not known.
21 WO 03/ 03724%?8@%??{38"@%‘?&?’% ?ﬁ?‘{f‘% 5@7 Fgﬁé’? 8@@2@ iERUCTUS '
PSORALEAE, Psvraléﬁlcez}yhﬁmﬁc (he plat i hanvdsted irsautumen wheangbe fruivis tipoflt Psor al eae
corylifolia L. @ arvested in autumm when the fruit is ripe. It
grows in tBO%&h ﬁ}’gﬂﬂ‘@g W PG Fhces. SCIENTI FI C NAMES: Psor al eae
corylifolia L FAMLY: Legum nosae. ALSO KNOW AS: Bu Gu Zhi, Scurfy Pea,
Semen Cul lini s, SCENTEIC XAMES Pevraleae BaybifeieLseed. CHI NESE USES: | nvi gor at es
t he ki dneys and strengthens the body's yang el enment. Relieves asthma and
cough and pronogLRmSYPPEfAntifm, ratory nmovenent. Warnms the spleen and

ki dneys. St ops di arrhea.” Kidney defici ency mani fested as noct urnal

em ssi ons, nt uri ficiency in

ki dney and spI eéﬁgémlﬁa‘g éﬂﬁﬁﬁﬁ‘f% 5§°5‘8ﬂ| ""S'PC‘P @ loins and knees
coupl ed wi b&yﬂfofa(;)hdjchwm@tl on, asthnm, and di arrhea. Externally used for
vitiligo, alpecia areata, and psoriasis. SIDE EFFECTS: It is safe to take

orally in mder&hﬁqﬁéﬁ) Hglti§ InLJfgmla%s ﬁllé%cs,)ts%gd strengthens the body's yang

element.

Relieves asthma and cough and promotes smooth respiratory movement.
Warms the spleen and kidneys. Stops diarrhea. Kidney deficiency manifested as
nocturnal emissions, impotence, enuresis, and frequent urination. Deficiency in kidney
and spleen yang that is manifested as aching of the loins and knees coupled with a cold
sensation, asthma, and diarrhea. Externally used for vitiligo, alpecia areata, and

psoriasis.

SIDE EFFECTS: It is safe to take orally in moderate amounts. It is suggested
to avoid using during pregnancy and lactation, as there is insufficient reliable

information available. *
E. Radix Morindae Officinalis (root)

RADIX MORINDAE OFFICINALIS, also known as Morinda, is the fleshy
root of the Morinda officinalis. It is harvested in autumn and winter seasons and then
dried. The plant grows mainly in the Guangdong, Guangsi and southern Fujian

provinces of China.
SCIENTIFIC NAMES: Morinda officinalis.

FAMILY: Rubiaceae.
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to avoi d using during pregnancy and |l actation, as there is insufficient
reliable information available. E. Radix Mrindae Oficinalis (root) RAD X
MORI NDAE OFFI CI NALI'S, al so known as Mdrinda, is the fleshy root of the

Mori nda of WO®BAHR46s. It is harvested in autum and wi nt ePCEERROFMS and t hen
dried. The plant grows mainly in the Guangdong, Guangsi and southern Fujian
provi nces of China. SCIENTIFIC NAMES:. Mrinda officinalis. FAMLY:

Rubi aceae. 22 ) §3/183FRACALLRO; HMNIAMoBaadi Ti an, Radi x Mori ndae.
PCT/ 1 B02/ 05825 CHI NESE USES: Rei nforces the kidney-yang, strengthens the

ool RGBS R ey e

defici ency mani enuresi s, frequent
urination, yapsh, indfr@idved hévmatiRbuditeis. Kidrepdefidanpsmadifestsdas ilppotersed and

danpness evils manifested as_ _arthral gia and kngs f 1] S| DE
EFFECTS: | tsepakenpssiqnocnuzasis, faugof Ef“laﬁ"’hﬁ‘&‘glﬂ’%\f,@g @d’?\ §‘f°° u(gg%gt avoi d
usi ng duri ngudeR BPEAAENd GRPnésd el afifested 8s drthedlgia kil weakned ofdimbat rel i abl e
information avallable. F. Fructus Schisandrae Chineusis (fruit) FRUCTUS

SCHI SANDRAE i s ripe fruj fro SCHI [ j g Turcz.)
Baill. and S. s%ﬁ%gﬁﬁ&% Igéﬁadc? {og#eﬁ?ﬂllgﬁl%h(g@?%ﬁ?é gﬁéakr%_%/tg‘sl?lgd bet ween
August and Jshigabsiig phgmndytant lactaonaasgbarpis dnsnffigientorligble iffeemabioRnt grows mai nly
in the northeastern provinces of China. SClENTIFI C NAMES: Schi sandra

chi nensi s (ﬁ%ﬁ%@?) Baill; and S. sphenanthera Rehd. et WIs; other

Schi sandra species. FAMLY: Schisandraceae. A ALSO KNOWN AS: Wi Wi Zi, Be
Wi Wi Zi, EhFrustus Scbigerdraethingesis (Hi®) | Fi ve- Fl avor- Fruit, Chinesi scher

Li nronenbaum Gom shi, Hoku- Gom shi, Om cha. CH NESE USES:. Repl eni shes vital
energy (qi), proRicUd $Cis ANDRAF ik 08 dried, ripe fruit of Schisandra chinensis

(Turcz.) Baill. and S. sphenanthera Rehd. et Wils, The fruit is harvested between
August and October when it turns a purple-red color. The plant grows mainly in the

northeastern provinces of China.

SCIENTIFIC NAMES: Schisandra chinensis (Turcz.) Baill; and S.

sphenanthera Rehd. et Wils; other Schisandra species.

FAMILY: Schisandraceae. A

ALSO KNOWN AS: Wu Wei Zi, Bei Wu Wei Zi, Chinese Magnoliavine fruit,
Five-Flavor-Fruit, Chinesischer Limonenbaum, Gomishi, Hoku-Gomishi, Omicha.

CHINESE USES: Replenishes vital energy (qi), promotes fluid secretion,
tonifies the kidney, and induces sedation, For insufficient vital enery (gi) and bodily
fluid manifested as fatigue, shortness of breath and feeble pulse, palpitation,
spontaneous perspiration, night sweats, and thirst. Astringes lung-energy and relieves
dyspnea and cough. For kidney-deficiency syndrome it is manifested as seminal
emission, chronic diarrhea, and leucorrhagia. It is used for heart-deficiency syndrome
for palpitation, insomnia, and dreaminess. Powder preparation is used for chronic

hepatitis with elevated serum transaminases.
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tonifies the kidney, and induces sedation. For insufficient vital enery
(qi) and bodily fluid manifested as fatigue, shortness of breath and
feebl e pul se, palpitation, spontaneous perspiration, night sweats, and
thirst. AWOIHEEH6| ung-energy and relieves dyspnea and RGUHRG208YY

ki dney-deficiency syndrome it is manifested as semi nal em ssion, chronic
di arrhea, and leucorrhagia. It is used for heart-deficiency syndronme for

pal pi tation, i nepsnhamcRd 1l GATHRRS Sran o lets RARAIL Beudsssiemsed f or
chronic hepatifis wth el evated serum transani nases., 2 3/ 037246

v 23, 0
PCT/ | B02/ 05808 ughDauripgpreracy and ljcitionfas thegs 1§ IRufligent religblp H1¥‘\??:B‘6%?“at e anounts.
It i's suggeskiffhe avoi d using during pregnancy and lactation, as there is
i nsufficient re]I iable information available. G Fructus Ligustri Lucidi
(fruit) FRUCTUS LI GUSTRI LUCI DI, or G ossy Privet, is the dried ripe fruit
of the Li dhsFriugms Ligssenfcisf riitkne fruit is harvested in Decenber when it
turns black. The plant grows in the Zhejiang, Jiangsu, and Hunan provi nces
of China. SCl ENFREICZUSAMESSTRI IdiEDI wnGlassy Rrivet, is tie/dvied Mpe fibefdbame. ALSO

KNOMW AS: Ny Zhen  Zi,, Prjvet, i nese, pr.i | j -

Nezuni mochi LSRR idugh e g’fq]l‘%ga,mfticgbns %EW%P‘R@EQL%E% i:ll%t repl eni shes
the |iver agshtlioeythe Zhgjiany Esngey,asd Hhan provihcekdiQiimas t he hair. Nouri shes
the heart and thus has a calmng effect. Regulates nenstruation. For
deficiency of t i ~ YA RN ¢ 6 = ain mani fested as di zzi ness,
tinnitus, qurrEﬁ%égrﬁg?glon,'%ﬂ%ﬁﬁ@%gw%$ﬂﬁhe | oi n and knees, fever,
nocturnal em ssion, alopecia, and poliosis. Recently, used for seborrheic
al opeci a, centr dAMIBY: fPleceze. for early cataract treatnent. For
insufficiency of heart-yin manifested as insomia, palpitation, and
precordi al pai n.ATRESRNOWN ABS Bd Zher ZiaPriNen ChinestppivetsDongyQiag Zi, feni a, and
neur ast heni a, especially fgar, t\ﬁoge f the yin-deficiency type, also used
for treati neZriaRde Bnt Hent ﬁ%ﬁéﬁ“"ﬁ‘%. SIDE EFFECTS: It is safe to

take orally in noderate anounts. It is suggested .
CHINESE USES: It replenishes the liver and kidney, improves eyesight, and

darkens the hair, Nourishes the heart and thus has a calming effect. Regulates
menstruation. For deficiency of the liver-yin and kidney-yin manifested as dizziness,

tinnitus, blurring of vision, weakness of the loin and knees, fever, nocturnal emission,

alopecia, and poliosis. Recently, used for seborrheic alopecia, central retinitis, for early
cataract treatment. For insufficiency of heart-yin manifested as insomnia, palpitation,
and precordial pain. Recently, used for angina pectoris, hyperlipemia, and
neurasthenia, especially for those of the yin-deficiency type, also used for treating

leukocytopenia and hepatitis.

SIDE EFFECTS: Tt is safe to take orally in moderate amounts. It is suggested
that one avoid using during pregnancy and lactation, as there is insufficient reliable
information available. Individuals may experience mild thirst, dizziness, abdominal
discomfort, or diarrhea during treatment, Symptoms will cease when the herb is no

longer taken.
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t hat one avoid using during pregnancy and |lactation, as there is
insufficient reliable information available. Individuals nay experience
mld thirst, dizziness, abdom nal disconfort, or diarrhea during

treat ment WORPPBt2dhs will cease when the herb is no | ongRFT/IBARETS2S 24 WO
03/ 037246 PCT/1B02/ 05825 H. Senen Cuscutae (seed) SEMEN CUSCUTAE, or Dodder
Seed are the dried seeds of Cuscuta chinensis Lam The ripened fruit is
har vest ed ith Ssephchbaitae(vedd)Oct ober. The plant grows nmainly in the

Li aoning, Jilin, Henan, and Hebei provinces of China. SCIENTIFI C NAMVES:
Cuscut a chi nensg SopAuR ae. ALSO
KNOMN AS: Tu Si %MEWUS%'PV%S?DS se%:u tac, %EMS&H&%&% &Hlﬁgﬁ Lesser
Dodder Scalldwedde rl@tmérfrgité Imeyested imSeptembes ndr@gtaker. Tha PURSEOWSES: | nvi gor at es

the kidney,, a%ﬁ?ﬁ:fth%ﬁa&nﬁ §1ﬂhg-fe'ﬂ rLQndclfqﬁ!:He? x%vmgs's%f{l‘fﬁﬁ@ nourishes the liver,

and inproves visua aCUI ey- y ng or dney-qi  (vital energy)
deficiency mani fested as i npotence, em ssion, enureS| s, frequent
urination, ster?CﬁWﬂ%ﬁ%ﬁhSﬁ?“&ta chippRSid A8 JFUSPHRCRBYRUANG knees, bl urred

Vi si on, ti nnitus, and deafness. For use in deficiency of the Ilver and
ki dney and i f iBﬂli\m.m‘umonvoﬁmnedfahences frequent miscarriages. It nourishes
the liver and inproves visual acuity: For qurry vi sion and hypopsi a due

to liver and ki ﬂllé Iastlc
anem a and chyl g?“lggs Wnal T&%gﬁcﬁ#ﬁkﬁ P’?ﬁu %ﬁgﬁ%&ﬁ%l,:%%fw is safe
to take or dlebsgr DoddenSeidyteed, émlﬁt'@m QQQ%QiTW d using during pr egnancy
and lactation, as there is insufficient reliable information available. 1.

Radi x Astr agal i CHIRASE USAS fﬂvt@ﬁQrIBe‘%lﬁdnep'bcIMﬂts tKé/s%leGﬁ'td?@@évc is the dried

rhizome of the Astragalus - nbranaceus. (Fi sch.) Bunge var. nongholi cus.
(Bunge) Hsidiasrhes, murlshﬁeeth@h‘e@nae@quweﬁ wigpal yeuisyinker Kidgey- EWSI‘FF@“WA‘N’ES

Astragul us {%mhagmacn&mmﬁpmm& B3 6ibn, knurb¥i) 88quéay - monghol i cus.
(Bunge) Hsi ao; ranaceus (Fisch Bunge
urination, sterility, leucorrhagia, soreness of the Ioin and knees, blurred vision, tinnitus,

and deafness. For use in deficiency of the liver and kidney and if individual
" experiences frequent miscarriages. It nourishes the liver and improves visual acuity:
For blurry vision and hypopsia due to liver and kidney disorder. Recently, it was also

used for aplastic anemia and chyluria. Externally used for vitiligo.

SIDE EFFECTS: It is safe to take orally in moderate amounts. Suggest avoid
using during pregnancy and lactation, as there is insufficient reliable information

available.
I. Radix Astragali (root)

RADIX ASTRAGALI, or Mil kvetch Root, is the dried rhizome of the
Astragalus ~ membranaceus.(Fisch.) Bunge var. mongholicus. (Bunge) Hsiao or A.

membranaceus (Fisch.) Bunge.

SCIENTIFIC NAMES: Astragulus membranaceus; A. membranaceus.(Fisch.)

Bunge var. mongholicus. (Bunge) Hsiao; A. membranaceus (Fisch.) Bunge.

FAMILY: Leguminosae.
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FAMLY: Legum nosae. 25 WO 03/037246 PCT/|1B02/ 05825 ALSO KNOMWN AS: Huang
Q, Astragalus, Bei Kei, Bei Q, Buck Q, Hwang G, Mngolian MIlk, Qi,
Menbranous M| k Vetch. CH NESE USES: Reinforces vital energy (qi), relieves
skin i nfeMa®M37240d pronotes tissue regeneration. |nvi gBFHIRIZ/ 8RR vit al
energy (qi) and spleen: For spleen- deficiency with poor appetite, |oose
stool, fatigue, and bl eeding. For replenishing the collapse of the mddle

jiao energy manisft@ef RNORN RSOHAEE®iOAstiabaud, BEXKBT) BA QS BREIOQL, Gatig  OF
gastroptosis. Use on conmon cO ds |n e |I|tated patients and

super fi ci eQiaMoRgakian Milk, Q@) Mewppiaa §y. Used to treat unruptured
abscess, unheal ed carbuncl e, skln er osi on, unheal ed wounds, skin rash
di seases, and sId}nNEsEQISESoRemfordehleit@‘lbmerg}y(gia relid?e&:ﬁhtih@cptidnt ardas al so been
used for petlcucer and hIC tr nl s safe to
t ake oral | ?rﬁmﬁi)tbsé‘r‘eartﬂ%e“ﬁ V18 gsqg lltagsl%‘lr %ﬁfgugu“ 5fegnancy and
| act ati on, deficielgrvt ot aip@uité |1msestbolrfahgwbdné bicadiog. N repienishing eabl e.  Her ba

Epi medi i (XI nlin Her ba e edi.w t rev m im.js the above
ground par t ?Psgﬁﬂﬁﬁﬁl%{lﬁ %?é&?fé%ﬁ’ﬁwfﬁs%x. mg ﬁ’% T D rrawé%gﬁthszsed

unpr epar ed @gastifoptosibakegbondommon Iaeldpmfdabxlna@d@aq(dnarayd piverficize-edtizgiacal actions

i nclude vasgul ag dil at.io rogeni ¢ acti vi creasing prostate
wei ght in n’i‘"@b‘,’m GSve %%&@)ﬂv YOV € é:ab Ces{ énhzcﬁgﬁé]fag&rngg M%I n certain
enbodi ment Serosior, yatehled wpems, spm\mhhrdlseaisesaancbdkuuhfabtmaﬁ thein tyfe. Her ba epi medi um
brevi cor num, Maxi m can_ be used.as_a.. nposition. In

particul ar b‘ H\g’ﬁﬁés etﬁ n‘ﬁ@? %)r gphﬁgggpﬁlﬁggﬁph%%gtrnggl mat e range of 25%to

65% wei ght to wei ght of the c osition preferably 35% to 55% and nore
preferably appr CBH)EQFEESL‘T&SMMQEGN%\RQ eralficingpadersic aEQBw S WLt BYPHbsi ti on(s).
Radi x Mori ng; onMOr i nda
officinalis. ﬁe&ﬂ?‘% gllc?ﬂ“ g@%%}%ﬁ%%ﬁs Emm&&gﬂwé gg@r’féﬂtaiﬁ IIv‘?’he cork of

t he root isavailahld.| grey with annul ar dehi scence and exposed fine xylem
appearing as catena. Cross section of the root shows a thick, fleshy
purplish cortex and small round yell ow-white xylemthat occupies
approximately a fourth of the dianmeter with a slightly dentate margi n. The

Herba Epimedii (xianlingpi) or Herba epimedium brevicornum Maxim is the
above ground part of epimedium brevicornum Maxim. This herb may be used
unprepared or stir-baked with sheep fat. Exemplary pharmacological actions include
vascular dilation, androgenic activity such as increasing prostate weight in mice, and
enhanced lymphocyte-blastogenesis rate. In certain embodiments, a lyophilized
powder of an alcohol extract of Herba epimedium brevicornum Maxim can be used as a
component of a composition. In particular embodiments the herb is used in an
approximate range of 25% to 65% weight to weight of the composition preferably 35%
to 55%, and more preferably approximately 45% weight to weight of embodied

composition(s).

Radix Morindae Officinalis (Bajil:ian) is the fleshy root of Morinda officinalis.
The root is approximately 1 to 2 cm in length. The cork of the root is a dull grey with
annular dehiscence and exposed fine xylem appearing as catena. Cross section of the
root shows a thick, fleshy purplish cortex and small round yellow-white xylem that

occupies approximately a fourth of the diameter with a slightly dentate margin. The
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26 WO 03/037246 PCT/1B02/ 05825 root is sweet and acrid in taste. Exenplary
phar macol ogi cal actions of the herb are androgenic effects, prom)ti on of
the lutenizing action of the hypothal anmus-pituitary system

devel opmen?O#B/037d4fat ure granul ocytes. In certain embodi rrBﬁT/éBOZ’éq*m

| yophi li zed powder of an al cohol extract of Radix rorindae officinalis can
be used as a conponent of a conposition. In particular enbodi nents, the
herb is usedodtis suret aaﬁparidﬁixtustbeExmpmypl‘farm%logical@%meb@mhemmei ght of the

, f bl % t d .. ht t

el ot S A B o IR PLE S PR BB BT O L0
the fruit ofsyétosand declogatmef msnan&pgxramﬂoqym's elnycerain cmlibdﬁnanm dong and 1 to 2
?rendl 3 e?: g‘cvetlgrp;né ahcﬁp &%ﬁn f?a{x Pi]cgll%l I,xtrlﬂ}:t of kadz;]: erupc;%g @Xt{:&lﬂ%&t? gel‘ﬁ?}ffed gsbhb es and is

NUNMEr ous e 1 nner wall of
the fruit i sompmieatadflaygompdslition Emlpaamdlaﬂﬁrﬂ)odmenﬂanbd(hcrﬁ‘hesedﬁmant tastes sour.

In certain enbodi nent s o ract. of the fruit
can be used aggmémwg 8§F} X‘? a ‘é’%‘éﬁﬁ;om ?‘gﬁ lﬂa@x@%%ﬁ%!yﬁ(hag}cﬁacgl ogi cal
actions i nclmmfepgfembiymppmmntataly ih weightto weigh of@mb@lxedglowbdltm(shl bition of
sonme bacteria and enhanced di gestive function. In particular enbodi nents,
e el i USed Pl Ron B IRE IR BB GRS bl 4 R 28Rk ANt Lo vl o of
the conposition, prefera 9 and nore prefera Iy, approxi mately
10% wei ght tappmmgrvﬂy%me?m@n@wd hteﬁfﬁ@gnﬂia@n%)ThCﬁmeita%frmum (Fupenzi) or
the fr u' t Offoxﬁ%xgalﬁg ﬂ%nmaﬁﬁa'tdbemwlssre@ elﬁg.f% ?&%&vﬁ Wil Aumetd¥@bmbip approxi mately

0.5to approxi mately 0 to 5 cmin dianeter at the
base. The smrma@@naafmemewm of thegfrujteip lmkﬁﬁlb’rYéEW"étbﬂ“Qérq BR-HFowWHe Exenpl ary

phar macol oglmtaﬁ%&tsbﬁl 1 AEkHIERORAL AN phi 48 ofichBIADRol AL B

enbodi nment s g aqueous/ al co extract of Rubus chingii Hu can
be used as afnutmtp hmﬂwcomommweﬁmm Fxemplary pharmpcologivdldi ment's, t he

herb is used, h&s?ﬁbhf&@@k%ﬂ AR Rioh 8FDhe Xrused Yadvih RRKOR bBfdmetbactwdl ght of the
conposition, preferablly 5% to 15% or nore %@neferablgl%/) 10%we| ght to wei ght

of embodi ed @éﬁp@gmdudeﬁ@guveﬁfr%%éns@m%ﬁw o Rehebds Wilezi ) or the
fruit of SchiSaRMEfe rakddiod eHIb §0% (N-Eighﬂo)ne%ﬂ! dfhhejc&mg&moaxpremaﬁaellyxs%S 8 nmin

di aneter. Thé carpoderm s is le-red_or dull E'LP\éM Qda wri nkl ed and
soft texturéo 1I§%’e%ﬁ5‘l%%’ﬁﬁé?f°’r¥a%%@?%’é¥ 107 preightdo wﬁ’é gmbodied
composition(s).

Fructus Rubi (Fupenzi) or the fruit of Rubus chingii Hu is an aggregate fruit
that is approximately 0.5 to 1.5 cm long and approximately 0.5 to 1.5 cm in diameter at
the base. The surface of the fruit is yellow-green to yellow-brown. Exemplary
pharmacological action includes estrogen-like effects. In certain embodiments, a
lyophilized aqueous/alcohol extract of Rubus chingii Hu can be used as a component of
a composition, In particular embodiments, the herb is used in an approximate range of
1% to 20% weight to weight of the composition, preferably 5% to 15%, or more
preferably 10% weight to weight of embodied compositions.

Fructus Schisandrac Chinensis (Wuweizi) or the fruit of Schisandra chinensis
(Turz.) Baill is approximately 5-8 mm in diameter. The carpodermis is purple-red or
dull red with a wrinkled and soft texture. Exemplary pharmacological actions include

bacteriostatic action on some bacteria, enhanced lymphocyte-blastogenesis, cardiotonic
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bacteriostatic action on sone bacteria, enhanced | ynphocyt e-bl ast ogenesi s,
cardi otonic 27 WO 03/037246 PCT/1B02/ 05825 and sedative actions. In certain
enbodi ment, a |yophilized al cohol extract of Schisandra chinensis (Turn.)
Bai || canW93@8Bé¢b as a conponent of a conposition. In F&AHIBEANSIS

enbodi nents, the herb is used in an approxi mate range of 1% to 10% wei ght
to weight of the conposition, preferably 2% to 8% or nore preferably

appr oxi mat %b&scd&%@wioghtmbatayﬁxg&mn&ht, e [jpkiiied atvohglesirdct oS . Fr uct us

Li gustri Luc di (Nuzhenz I‘UI of Li m | uci.du is

el ['i ptical Pcgsen r"SC Ble'Fﬁﬁ(llr%fﬁE%a’ om ‘!?C %O@Pﬁqﬂ“f?f&m%‘iﬂ he surface of
tEe fl’:.li t i lﬁﬁlm?mlwnta%%emﬁ Ricd nthidppﬂammaterxemloﬁn%mb|10%Ive¢ghappear ance.
The pulp o e fr .general and usua contaln a single
seed. ExemsP ¥Fightsh ﬁaremswgp SRR AR 0 Ry B o PRt TRt | on of

| eukocyt opess Reiptit téweight oﬁékﬁwﬂibﬁmposﬁfonanom a tolerance of mice under
atmospheric pressure, increases coronary flowin rabbits, relaxes

d I duced t.rd ct d | d
2 enal e | N SRR R R SRR e UL o L L
Li gustrum Ienltpinehl,rﬁ to AiStmim domg Jxad Gﬁedsasmmnuﬁmmmmﬁihe oifacoofiosirdiiion. 1 n
t I her b t f 1%t
0% el ght "TReATLFaRAvBE it SRSt PrindRribeldhufl PRMEERAUGETDD T 71O
preferabl y geppullysofratdaisyally¥onteingsingloseabi Gemplbty Hmrmmmaet@bns
COMPOST { | 0o g RRAER 1B 38 LlliSloblola Rinild GusfaholorQsau( 2 chinensi s

Lamis snal approxi nma nun 1n diameter. The seed
surface is tblynn@&lf imjcegndey atprospheric wcsshrcrmcm@gd coromanr flaw ipirshbig.e under

magn! 1 Cal | e Sk Aty BAYLIBEA RN R iBhl, b Pwels Bido BfiaRRADL T On O

| ynphocyt e- B togen5|s an onic actrons. I'n cer enbodi nents, a
| yophi |'i zednabﬁmxfmﬁboémteanyw;ﬂxllmews/@hDMén’gfrast A digugtavm bisiduged as a

t t d
o appr ox AibEa S HREH §ictbonf o Brbbdiinl T FERAL BEROdmeheigile 0, 1500 11
pref er abl y €4 intao aiffoxinate mpgeoffifefod 0%bveigha vt obithe FymBwHitiaBI ght to wei ght
of an enbod etda]?l A %”)f%c%ﬁ?%)refe bAoA % ARighBlaWEd o AT the Truit of
rablg Ao B R deh

Psor al ea copr'a ong. e carpoderms Is typically
dar k- br own amltotilcd cm%@@n(@ul ar marks. Exenplary

Semen Cuscutae (Tusizi) or the seed of Cuscuta chinensis Lam is small, round
and approximately 1 to 1.5 mm in diameter. The seed surface is typically grey-brown
with reticular marks visible under magnification. Exemplary- pharmacological actions
include promotion of lymphocyte-blastogensis and cardiotonic actions. In certain
embodiments, a Iyophilized alcohol extract of Cuscuta chinensis Lam can be used as a
component of a composition. In particular embodiments, the herb is used in an
approximate range of 1% to 10% weight to weight of the composition, preferably 2%
to 8%, or more preferably approximately 5% weight to weight of an embodied

composition(s).

Fructus Psoraleae (Buguzhi) or the fruit of Psoralea corylifolia L. is 3 to 5 mm
Jong. The carpodermis is typically dark-brown with fine reticular marks. Exemplary
pharmacological actions include dilation of coronary arteries, promotion of

macrophage phagocytosis, excitation of intestinal smooth muscle, and relaxation of the
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phar macol ogi cal actions include dilation of coronary arteries, pronotion of
macr ophage phagocytosis, excitation of intestinal snooth nuscle, and
rel axati on of the 28 WO 03/037246 PCT/|1B02/ 05825 uterus in guinea pigs. In
certain emModivdBmé s, a |yophilized al cohol extract of PEVHIESDrylifolia
L. can be used as a conponent of conposition. In particular enbodinents,
the herb is used in an approxi mate range of 1% to 20% wei ght to wei ght of
t he conposj tion ptefe VAL IB% : h&k fapproxi mately 10%
wei ght to %P@H‘tg%bnfea@rﬁ%gigicg%a{%%@r%05| t‘}‘%ﬁ?m%gﬁdgﬁs‘?fg?ﬁ? (Huanggi) or the
root of AsPsagad esylifelivl sarheaised §ski eontponent gempesitione Jspadidla y br anchi ng, 30
to 90 cm | gn nd. 1 - i Lapetear hogi cal
actions i nEIPﬁOé@m%l sotr%te)g Frﬁgé‘fs;é/(?rqpnhocag?@?%‘fageg%rgggﬁg@?i,ﬁw‘pwre %ﬁnﬂl’)t??ﬁfgg heal i ng,
car di ot oni of the tanqosifiompreferiblyi% tyl 590 rahmesp peaferaly approyimatey PPl aries. In
certain enhqdi { L .aqueousl| al cohol extract of Astragal us
rrenbranacewggbgﬁ%ﬁ?]&ﬁéégggdnéﬁgé%%ge "as a conponent of a conposition. In
particul ar enbodi nents, the herb is used in appyoxi mate.range of 1%to
10% wei ght  t o Bwdixgkseragali Qﬂvéﬂgﬂ@rﬁsgﬁft’?t@ﬁ‘?s’f%&?‘éﬁ" gt{;rgnaf@,gst[gwg’g? and nore
pref er abl ynggro%&EiBHé 'bYancﬁ?(g,\B@it&bﬁcxﬁRmE&i.cghtb 308 coetitdietd. conpositions. In
parti cul ar odi nent$, conponents nmay be provided ip dried,or |yophilized
form Al t eEnerplom Ph@?@@@ﬂk?@qr;r actigns Ingluds R’E%IE%‘F‘&SEER Oaftﬁ%ﬂ?g%ﬁ&pped, cooked,
ext ract ed, ,afichyat Helind, ehiforchl dolibns)@RIRMe COMRER anéries ofd capiliatised

S. c

conpositio | onpositions are preferably oro:g’fded in an ingestible
form such Imeertain epbadiments cpaniilized guepusizicahol eeiragt OfAN P84S on In certain

enbodi ment g, Ber, ol (1B P BdrESd Rbd s¥RMoRBorRiE sfacbepositiohhIml cohol .
Preferably, alcohol extraction is perforned. b 80% al cohol at

igul i e harb isgisedyin I thrJSié1 1%0%)1@90 ight ,
a tenper atpartisulprembdimegiighe Bd BIsepn Bp ARETPRYPA'S 1418 B WHE ext racti on
procedure ORYihGriRREAPSSREMESeAbly IR %, R ®efebifsralilpappeorimarely.  The
extract is then condensed and dried to a powder. In other enbodinents,
certain herd weighitareightef sppodied foPRELERt racted with

In particular embodiments, components may be provided in dried or lyophilized
form. Alternative embodiments may use macerated, ground, chopped, cooked,
extracted, and other forms of the herb as components of embodied compositions. The

compositions are preferably provided in an ingestible form, such as, a powder, capsule

or tablet form.

Extraction

In certain embodiments, herb or plant material may be extracted with alcohol.
Preferably, alcohol extraction is performed by using 60% to 80% alcohol at a
temperature in the range of 70° to 100°C for 1 to 3 hours. The extraction procedure

may be repeated several times, preferably three times. The extract is then condensed

and dried to a powder.

In other embodiments, certain herb or plant material may be extracted with
water to produce an aqueous extract. Preferably, an aqueous extraction is created using
water, preferably purified water, at temperature of 70° to 100°C for 1 to 3 hours. The

extraction procedure may be repeated several times, preferably three times. The extract
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water to produce an aqueous extract. Preferably, an aqueous extraction is
created using water, preferably purified water, at tenperature of 70 to
100C for 1 to 3 hours. The extraction procedure may be regeat ed several
times, preV&038834& hree tines. The extract 29 WO 03/ 0372X6TB%R/0F43§2/ 05825
may then be condensed and treated with al cohol, as described for al cohol
extraction to produce an aqueousl al cohol extract. The extract is then
condensed apgy dxéil&ﬁ:dn@elﬁed aaomlawdwmedmohou 4s desceib@hfosaleptiol gdraation t ne her bs

d identif wh ¢ h her b.
ang L9 L e Shhant ) A0 R e LIRS R e 70 "

Her bsActi vepdwder.edi ents 1. Herba E inmedii (stemand | eaves)l carl | n 2. Fructus
Rosae Laevi gatae (fruit)ursolic acid 3. Fructus Rubl (fruit)ellagic acid

4. Fructus Psoral rui di; iEdbd) WiAckie (root) 6.
Fructus Schi sand ng“ﬁﬂ PHe s?g@gé%g%}%@an Pil}ﬁn)ers frw @7 TFe?uct us Ligustri
Luci di (fr uidgediepefondack hat.i d 8. Senen Cuscut ae (seed)uercetin 9. Radi x
Astragali (root)aslva al oside 30 WO 03/037246 PCT/1B02/ 05825 Table 111

presents a H‘AﬁiEﬂf Egémermagﬁxaanmea&emm bdfent MEAsur enent t echni que for

identifyin Actrve 1ngredi enfsConcentration
of Name of 9 Herbs Active Ingredients
1 Herba Epimedii (stem and leaves) icariin
2 Fructus Rosae Laevigatae (fruit) '| ursolic acid
3. Fructus Rubi (fruit) ellagic acid
4. Fructus Psoraleae (fruit) psoralen
5 Radix Morindae Officiuvalis (root)
6. Fructus Schisandrae Chinensis deoxyschizandrin
(fruit) .
7 Fructus Ligustri Lucidi (fruit) oleanol%c acid
8. Semen Cuscutae (seed) quercetin
9 Radix Astragali (root) aslvagaloside
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Or measur abl eConcentration ofactive ingredients markersactive ingredientsin
Equi guar dMet hod of Nane of 9 herbsin each

extract (Bat ch#SH020401) neasurenents 1. Herbaicariin. 2. 8% SH001204) 1. 6%1PLC

E i medii 2ve948B8260305) 2. Fructusd ucose C6H120690. 2% gl BEDERIRNSEIBt hod/

RosaeOR ursolic aci d( SH0O20303) spect r ophot o-

Rubi el | agi ¢ aci d. Not testedNo nethod 4.
Fruct usPsoral enl. 6% SH001202) 0. 3%1PLC Psor al eae2. 5% SH020310 5. Radi xNot

t est edNo

Schi sandr ae( SH020306)

nmet hod

Fructusol eanolic

Laevi gataenetric 3. Fructus

THRE 1R IR Eenfefaf1isCot e hErbOandribiéGifiessiaguy Medt itk Bl g fo0. 4%
. 06%1PLC Chi nensis 7.

aci d0. 0349pidentifan a activpigeredientyci di ( SH020302) 8. SemenQuer cet i n0. 01%Not
able to beHPLC Cuscut ae( SH020309) detect ed 9. Radi xAstragal osi de0. 365%Not
abl e to beTtABIsHT agal i SH020304det ect ed 31 WO 03/ 037246 PCT/ | B02/ 05825

Her ba Epi nedii  Act | \etilesgfed@ditent : | cari i n Chesniratiah ofNane:
4H 1- Benzopyr an- 4- onie Or Befs(r@blel e 0Sopeeauatiomad ) riefpyy ingiediend ) oxy] - 7- |( P- D-
gl ucopyr anpsyl oxy) - 5- hy dwatssry - 2-|(agivpis phe$§ﬂlﬂ8m 3! Mg °5_Ihut enyl )
Chemni cal Stifame pfiphsrbs in each extract | (Batch#SHO020401) | measurements
1. Herba icariin, 2.8%(SH001204) (1.6% HPLC
Epimedii 2.9%(SH020305)
2. Fructus Glucose CH;,0¢  (90.2% glucose UV method/
Rosae OR ursolic acid - |(SH020303) specfrophoto—
Laevigatae metric
3. Fructus Rubi |ellagic acid. Not tested No method
4, Fructus Psoralen 1.6%(SH001202) |0.3% HPLC -
Psoraleae 2.5%(SH020310)
5. Radix Not tested No method
Morindae
Officinalis
6. Fructus Deoxyschizandrin {0.4%
Schisandrae (SH020306) 0.06% HPLC
Chinensis
7. Fructus oleanolic acid 0.034% 0.013% TLC
Ligustri Lucidi (SH020302)
8. Semen Quercetin 0.01% Not able to be HPLC
Cuscutae (SH020309) detected
9. Radix Astragaloside 0.365% Not able to be TLC
Astragali (SH020304) detected
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Mol ecul ar Fornul a; Mol ecul ar Wei ght: C33H400L15; 676.65 OCH3 32 WD 03/ 037246
PCT/ 1 BO2/ 05825 Radi x Astragals Active ingredient: Astragal oside TV Chem cal
Nane: 20, 24- Epoxycycl oart ane-3, 6, 16, 25-tetrol 3-0-(3-o0- Xyl opyranosi de, 6-

0- ( 3- D- gl WeOPBRMOSi de Chemical Structure: 0)4 OH , OH MY¥EBEB2For nul a;
Mol ecul ar Wei ght: C41H68014i 784.98 33 WD 03/ 037246 PCT/ | B02/ 05825 Fructus
Ligustri Lusidi Active Ingredient: O eanolic acid Chem cal Nane: d ean-
12-en-28-o0i c acid, 3-hydroxy-, (Bé&dhBphaadical Structure: Mol ecul ar Fornul a;
Mol ecul ar Wi ght: C30H4803; 456tivellngrddiM® R&A1iA37246 PCT/ | B02/ 05825 Fruct us
Schi sandrae Chinensis Active Ingredient: Schisandrin Chem cal Nane:

Di benzo [ achéic WahRO4H arBdhzepyran-on8, 3-X6-dBexyent-L.aapdomyranosyDoxyd;7- 10, 11,

Vi ocul ar Ao YaEPTRBP I AP (OO A3 g S HRbDE: O

Chemical Structure:

HO

OH OH

Molecular Formula; Molecular Weight: Ca3H 0,55 676.65
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35 WD 03/037246 PCT/1B02/ 05825 Senmen Cuscutae Active Ingredient: Quercetin
Chem cal Nane: 4H 1-Benzopyran-4-one, 2-(3, 4-di hydroxyphenyl)-3, 5, 7-
trihydroxy Chem cal Structure: Ml ecular Formrula; Ml ecular Wi ght:

C15H, 007i Y¥023/083248r uct us Psoral ene Active Ingredi ent: PBEFEIRENZheni cal
Nanme: 7H Furo[3, 2-g] [ 1 ]benzopyran-7-one Chem cal Structure: Mol ecul ar
Formul a; Mol ecul ar Wi ght C,, H603; 186. 16 36 WD 03/ 037246 COVPCSI TI ON

PCT/ 1 BO2/ 05825 Conbi nati ons of tmi,[.m[-@dhent s described can inprove the
overal | benefit and/or eff{gefe iQhedRME AsRigaldsi@e TMQr edi ent's individual ly. For
exanple, with respect to kidney health, the 9-herb conposition has

syner gi sti gn&hifQMNathe: 20154 By @ Elogtab®B 6, 1625 ediol BP-Ppymipyrapesidestich as an
infection, the 9-herb conposition can act as an antibiotic followed by

bal anci ng 8rito-gluaenyrdngsiddy t he ki dney and then boosting the immune response
to battle subsequent ailnents. The conponents are chosen and conbined
accordi ng RehibfistrutlRt 0gi cal activities. Each conponent typically has
mul ti pl e pharnacol ogi cal and nedi ci nal actions, exanples of which are

| isted herein. In one enbodi ment, extracts—ef—Herba Epinedii, Fructus Rosae
Laevi gatae, Fructus Rubi, Fructus Psoralleae, |Radi ¥ Mori ndae O ficinalis,

Fructus Schisandrac Chinesis, Fructus [Udgust gh ioli, Senen Cuscutae, and
Radi x Astragali may be mxed in a X 7 1:1:1\1 ratio and nade into
capsule form (the 9-herb conpositi @80 ng capsul e, for exanple,
t he ambunt of an extract of Herb Is 157.5 ng. In certain

|l east 3 ng of lcariin. In

enbodi nents, the conposition

Molecular Formula; Molecular Weight: C,HegO,4; 784.98
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anot her enbodi ment, the conponents, in the sanme order, may be mxed in a
ratio 35:15:15:10:5:5:5:5:5. ADM NI STRATION I n certain enbodi nents,
aqueous, al cohol, and aqueous/al cohol extracts of the above conponents may
be used. WO @&BtHeul ar enbodi nents, a |yophilized powderPGIHBAI/0N82S t he
conponents can be used. Aqueous/al cohol extraction is a sequenti al
extraction in which the first extraction is an aqueous extraction and the
aqueous extract is extracted RrattagLuseilaisidixt raction techni ques. The
conponents may be m xed and Akl Ingredig@SDlednolic dothdered into an

adm ni sterable form In particular enbodi nents, conpositions wll be

admi ni st er eThemical Nyma Olehhdlan28-oxapid) Rhydtxy-,@3p)as a conbi nation t her apy.
Any suitable route of admi nistration nmay be enployed for providing the
patient wt aftnth'Ve dosage of the conposition. Oral admnistration
i's preferre ernati've routes of adm nistration include but are not 37
WO 03/037246 PCT/1B02/05825 Iimted to oral, rectal, parenteral,

i ntravenous, topical, transdermal, subcutaHe us, 8 intranmuscular. In
certain enbodinents, oral dosage forns are pref~rred. In particular

enbodi nents, the dosage is in the formof a e e. Dosage forns include,
but are not |imted to tablets, troches, di i pns, suspensi ons,

sol utions, capsules, pill, patches, and sugpositojies. In specific

enbodi nents, the fornulation of theg 3 Py be prepared with

bi nders and fillers. A suitabl p@q@o such as the 9-herb
conposition include, but are ! 0 ng per day for

ki dney heal t h includi ng prepk i W14 jgorder health and sexual
satisfaction. One specififc embgdi ment of.a dose of a 350 ng capsule of the
9-herb conposition is thijee capsul es nmnéH*Mally for kidney health. In
certain enbodi nents for g f prostate cancer or prostate

di sorders in an Indhéb q d” t hereof, the dosage may be in the
approxi mat e range of 0 ny p day to 3500 ng, preferably 750 ng to 2100
my per day. In certain HgBodi f@rgs, the conposition may be adninistered
one or nore tines within a 24-hour period

Molecular Formula; Molecular Weight: CyH,505; 456.71

5
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preferably twice daily (e.g., 350 ng capsule, three or nore capsules tw ce
daily). In preferred enbodi nents, the conposition can be adm nistered in

t he norning, afternoon and evening. In other enbodi nents, the conposition
may be adwioid®srseed in the norning and evening. |In alteP@RIBS2/880di nent s,
the conposition nmay be adm ni stered once daily. PROSTATE DI SORDERS | n nen,
the prostate gland is the source of several common disorders including
prostatitis and beni gn prosyalchis SekRfidraOChinens®”H) . wherein the prostrate
gland becomes inflamed or eQlRE tebdicht: @shigdntitin s 1s defined as an
inflanmation or infection of the prostate gland. While prostatitis may be
acute, assegémitfNaviet Diteyl[EH ycldotweih-6a8 506, 7, 8eamahydrehid, Bsl0ahid ri gors, nost
cases of prostatitis are chronic and tend to be incurable wth relatively
frequent r&ehexaBRteLy-BekHmebyly SIr9OmEt andar d t herapy. Chronic prostatitis
(inflamuation or infection of the prostate) is common to all adult nen. It
i s associ ghadicstiStfacties t ual |y all cases of prostate cancer and is present
in every prostate biopsy regardless of other findings. 38 WO 03/037246
PCT/ 1 B02/ 05825 The npbst common synggp of chronic prostatitis is pelvic
pain, followed by various voiding|syfptons, inpotence, and infertility.
Pain fromprostatitis is yssglly ocated in the groin, testicles, and
peni s, just above the I ect tm O ke suprapubic area over the bl adder.
Pain is frequently associ ated hcul ation,,  Typical voiding synptons
produced by prostatitis includeg al times at night to void
(nocturia), frequency andy 3 i nconpl ete voi di ng,
decreased force of the urinary stieam intermetsncy of the streamand a

Yo @i tis. BPH occurs
naturally in nost nales over 50|yearsijfof age. At this age, the nmale body
“\\palu sex hornone) into

di hydroxytestosterone (DkiQOat hrygher levels within the prostate. This is
primarily due to the higher |evels|of the enzynme 5-al pha reductase, which
causes the conversion of testosterO@#sto DHT

Molecular Formula; Molecular Weight: C,,H;,0,; 432.50
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DHT has an increased affinity for hornone receptors in prostate cells,
which ultimately results in prostate enlargenent. It is usually benign,
therefore, in some cases there is no need for surgery. However,

enl ar gemerwoo$/oi7kes prostate gl and can cause many unconf 8Ct/aiRessand
annoyi ng synptons. Wrsening synptons may require prostate surgery. In

Chi nese nedicine, prostate cancer is closely associated with kidney qi
deficiency. Prostate cancer ocCUrgenfch@QN&RAd Y I N elderly nmen and this
occurrence rate increases W WiA0Reredift! O%:@H8ANY, many factors can lead to
urinary tract blockage in nen. TheSe factors include weaken in kidney qi,
decline in \OhtlcalR0diterbiif1iBeRzopy e Udedne OF-@f 4-@ihydiBxygherdya@)Sfor mati on in
urinary bl adder. or damage of nephron and retainnment of blood and sperm due
to frequenttr Qﬁﬁy'activity. In an observation on 235 cases of prostate
cancer in 18 hospitals in Shanghai, 39% patients experienced difficulties
i n urinati oChethis3bSwactuter i ne dri bbling, 11.1% found blood in urine
(haematuria), 74% had frequent urination. After treated with the 9-herb
conposition, patients showe 'nprotpnent in synptons, especially in the

'
. , 0 Pe .
frequency of urination. The %rnul; of the 9-herb conposition has two nmain
wor ki ng principles. The first

@ med at correcting the source
of di sease while the second o alleQkite the synptons
associated with the di seadg i principle, 39 WO
03/ 037246 PCT/1B02/ 05825 i i Serye—=8uscut ae, Radi x Mori ndae
Oficinalis and Fructus Ps®v ' 0 ily to tonify kidney yang
whi | e Fructus Ligust ridQCuci di™ i nforce ki dney yin.
Al'l ingredients in the 9-herb conposition oget her to bal ance the yin
and the yang in the body. The second principle Is to retain and pronote
urination sinultaneously. Fructus Rubi, Fructus Rosae Laevi gatae and
Fructus Schi sandrae aMelegiasdormula; Modesnlay Weighty CisHioP280kRlney and to retain
fluid while Radix Astragali is used supplenentary to nourish qgi and
pronote fluid flow Consequently, urination will becone snooth and thus
| ess frequent. In general, the 9- herb conposition can alleviate the
synptons associated with prostate cancer and therefore has certain

t herapeutic effects on prostate cancer.
Fructus Psoraleae

Active Ingredient: Psoralen

Chemical Name: 7H-Furo[3, 2-g][1]benzopyran-7-one

Chemical Structure:

Molecular Formula; Molecular Weight C,,H,0,;,186.16
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In western nedicine, prostate cancer is associated with sex hornone

di sorder and immune function deterioration. Mal e (androgen) and fenale
(estrogen) hornones have pronoting and inhibiting effects on prostate
cancer ceMoawovlh, respectively. Qher than surgery, tHE/IBA}/&B25 reat nent
options for prostate cancer are hornonal therapy (like estrogen or
anti-androgen therapy treatnent) and inmmne therapy. The efficacy of the
9-herb conposition on prostate cancer froma western nedicine point-

of -vi ew wa Yﬂg’ in terns of the 9-herb conposition sex hornone |ike
effects, immune nodulatory effect as well as anti-cancer effects.

Phar macol ogi cal studies showed Fru %JrﬁlﬁPsora eae cut ae, Radi x

Mori ndae O fi ci Fampigatinns ofthe ngrgdient f cdmproge | }V(S’&g%?? Ke effects while
Radi x Astr aaﬂa/oﬁeﬁéapaf%aicmwe%mdntskﬂimmanymmmwé &dth. reslpmanld. tion,

Fruct us L| ustri Lucidi showe ator é, ? slﬁti Ea e and fenal e

hor mones, 154ngk heplth, the %ra?regommu@n é&“ef SFnilpseer BEPRpi nedii  showed
decline in tﬁ:‘ﬁﬁfn SHR GO sMﬂﬂlaEﬁ'nﬁlfé@hdﬁﬂhlbiheﬁfcomy@moﬁmmvmwner us of female
m ce increase | n addition, male chi, Ck‘i E:dt reahﬁre E)n th F{huct us

Schi sandr aeangbigtigfellened byhalanging and stapilizing the Kidngyang thep OROSHPE NS ' he 9-herb
conposi ti oNpSnak fRFdnsOR bhtﬂmbeeqam bi®fients. TOY eamionemgaredmm ad Her ba

Epi medii, Senmen Cuscutae, Radj X i ndae ficinal inlﬁ%{Y clus Li gustri

Luci di and GREbingd ACOTdingdp ic“\‘R)é’f'oé‘CP]é’t‘fBY‘Eféd & cgpRYEs pronot i ng

property. |gutifle pharfhcdidpetaPabl eelicihalriotins  exaraples df etiichaue listaddercingr owt h, each
of Fructus Psora eae Fructus Ligustri Lucidi, Senen Cuscutae, Radix

Ast | d E h d 40 WO
03/ 037245 PCT/ | ADSRARIRTIN: QUG AR NA ErEIRRela abibid: o1 L

Her ba epi meghdsi Ruzﬂvpmaumrazavamadxx(mvmaﬁmcmdava)ctus Refdiardrger i ndae

ff I t t hi
P (fruit) ; Chlfs Bt e R @Rt syl GOGh Al R Ao be BERE 7008
(A:c t( I ; Ui t)in a@.zfz lilal nhn mﬁn:and;mhdmnt() sapsal}y formgbe diherd compysitiqnd| ing | t dat
r ui ra is vitro data
or eg%ﬁ{sx%ﬁap %r c%%q\@? ?h%%%ﬂ?tﬁk Fm?}é&gct]of Ré6a ﬁgﬁ’&ﬁﬁ 1578 nigﬂl

herein ent W e Interpretation that this unique
formul at i onlmdmaemanentmgneedmmﬂhsnmmmtm%t 1QaFie3r’§E af lseriianti al |y are

of {1 caci ous, i e F&Et‘)’%%én?%e oAb il he sAREEAA sy BSRABSInGTaRNd
andr ogen- re"f"} ostate Carcl nona.

35:15:15: 10:5:5:5:5:5.

ADMINISTRATION

In certain embodiments, aqueous, alcohol, and aqueous/alcohol extracts of the
above components may be used. In particular embodiments, a lyophilized powder form
of the components can be used. Aqueous/alcohol extraction is a sequential extraction
in which the first extraction is an aqueous extraction and the agueous extract is
extracted using alcohol extraction techniques. The components may be mixed and the

composition rendered into an administerable form,

In particular embodiments, compositions will be administered orally as dietary
supplements or as a combination therapy. Any suitable route of administration may be
employed for providing the patient with an effective dosage of the composition, Oral

administration is preferred, Alternative routes of administration include but are not
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General Design. In vitro studies have utilized the androgen-dependent (AD)
LNCaP and androgen-i ndependent (HRPC) DU145, PC-3 and JCA-1 cells, to
conpare and contrast regulation of proteins that respond t cts of
the 9-herVOBMPBE ti on. The use of tissue culture stens® ?T@W@isﬁ?storl cal
consi deration where established cell lines derived frompatients carrying
di seases with putative genetic aberrations have provided an easily
accessi bl ejifaed tond, rBRatdsterAneslicgens  opica| taniddatal.sgbcutdneougliznéases i n
guestion. Research innovations that dated back more than five decades ago
have been HH3®PIEIy applied to the establishment and maintenance of
pernmanent cultures frompatients; these in vitro nodel s have shown to be
i nval uabl e for Bltculdain agbazitmehits, omhéosam‘fdzmsmnwfsﬂ@%d@ pEpitlaol the expression
of the prote cts deti.y 4 b that
presunmabl y i“b ‘B‘gffg%ld? fsf‘aéFést“égg I[n?é?e ?élgea?éﬁ%tgtsf%mg%ﬁﬁe’tbﬁgg%r ea of tunor
bi ol ogy, t hienitedrparties wecies, dspamiony wespensias, Isolptipnsycapsutpsaniypatchesdi agnosed
with cancer is well abl i. when
injected i ﬁ{“i)s“pg?‘f'ltgrbeﬁr ?ﬂo G g%%sd?‘ﬁeng ghg %ﬁtlp?l?f;tﬁi%%ﬁgiel}l%ﬁgl& obr?e suffices
to give ri @&phledauthbhrdersaﬂjillctdﬂe f our ceII |l ines used in these studies,
the LNCaP cells, in addition to being androgen responsive, are also the

only establi Sheﬂ sBitad to%E e%ﬁ?&cﬁﬁ Jsfibh, sbét{h%hebhﬁlrb 6chpakifod iaau@dobﬂtl ty to

synt hesi ze and secrete ostate speC| Ic anti h is best known

to the publarecnohtimited tnamécp 2§08rmgpes §@3aﬁ0éhéa€ryf3¥¢%@|+a°1“@g !‘t’fﬂ%hy #f ee
andr ogen | ERCG0SAL: 16Rl anh 4068 elsclon oho BlUtErRRKRIM ddesired [ rom

metastatic s respect i ve bone and the brain, q“ rostate cancer
patients, éﬁ@%%@}%ﬁﬂ@%&d’?@i@m%lsﬂﬁﬁﬁﬂﬁiesfw@?‘éﬁﬁl}'f‘”l d€¥ntrast, the

IO 1, 8 NEORNH Vel AlolimRAM 16 Qlrboty1aRis of fradiatt Bicetiod piomateidordat bei ng

|solatedfroma rimary tunor site of a patient r|or a@@gtheraples 41

WO 03/ 037248 amwvi@@lzn oesd Aherentythe 6?33$er¥%aer6I“é@&F%Pr’ @é‘t’ﬁ‘?“é& ™%ct eri zi ng

each of theg Fde HE Srefrfbly PSRRE W BU0 g pladalye In dértaif ABbimbtits, Ml ecul ar
Feat ures of sta hed “Prost at e Cancer Cel |l Li r]%?g{l Andr(agenSt at us

Li neSour cedbgeamnesienRpPesadsimsered one o ipetpipes g Qr perio

preferably twice daily (e.g., 350 mg capsule, three or more capsules twice daily). In

preferred embodiments, the composition can be administered in the morning, afternoon

and evening. In other embodiments, the composition may be administered in the

morning and evening. In alternate embodiments, the composition may be administered

once daily.
PROSTATE DISORDERS

In men, the prostate gland is the source of several common disorders including
prostatitis and benign prostatic hypertrophy (BPH), wherein the prostrate gland
becomes inflamed or enlarged. Prostatitis is defined as an inflammation or infection of
the prostate gland. While prostatitis may be acute, associated with systemic findings of
fever, chills and rigors, most cases of prostatitis are chronic and tend to be incurable
with relatively frequent recurrences despite optimal standard therapy. Chronic
prostatitis (inflammation or infection of the prostate) is common 10 all adult men. Itis
associated with virtually all cases of prostate cancer and is present in every prostate

biopsy regardless of other findings.
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Yes. ++++Wl d type+ | ynph node DUl45Metastasis to

NoDef i ci ent Truncat edMut ant ++ brain PC-3Metastasis to NoDeficient ++Nul | ++
bone JCA- 1Pri mar yNoDe ci ent ++Mut ant ++ Admi ni stration of bioactijve agents,
to affect WAPMATA6 proliferation, restore apoptosis, an8CPEYI¥R prostate
specific gene expression, while exerting mnimal, subclinical toxicity, in
target cells is desired. This approach is not predicated with the known
information in tihe npatdomion Sanptemof clrermaipragatitie iselvid papnfaliowed bla parti cul ar

formof maligphancy,, The inportance of,. ] NGV I i Rudfi@ncer is
clear, si nc?éa%rfus %‘?‘[4155 %’“@é‘?%e?np(? e ?nrﬁlj]}étg@elh" %hlt\l]c:)fgg?# r%%%lruégrdlg%tg host is
suf ficient {doated Mehe dréif, tbsliclas, andpenis, juflabove tremestumeanip thet UpRpIDIG RSP been
performed with isolated .normal and tu el. s . Historically,
cul tured cePY$ ﬂﬁi@ﬁé&a E?)‘“bset%ﬁu%’gﬁﬁsacé&g{iw%}s%%ﬁlﬁg%r }ctafe"é)gqnllé; accessi bl e
tool for st udyitess Flodees®spridtdtits mcini¢ gettingapgeves timesd sigheleived.  Per manent
cell cultures frompatients can be.establ [ oR: Wi ; $grve as
model syst e ROCPER) 1[pg‘ﬁﬁ?ﬂ‘i’ipi WERHTY PF&’%“%@“aﬁ‘a&ﬁQg‘? (‘)/&rngl “?h‘%%‘?%s{%%??“é " t he

expr essi on @fe vkifgry pcaing inferiiteokyct the stleani andd needserpusher sitrin toaRid. genes.
Several cell lines are

.avail abl e f.or .|, | ' L RSE e cancer. The
LNCaP cel | @B‘f@%ﬁbﬁ’?ﬁ’&%&%@ﬁ“gﬁ%I}dvnéal%ﬁ}clfﬁrﬁ{é’{ %?hlls?%é&%bi ity to synthesize
and secret eppisngfiat e specific antigen (PSA), considered to be a critical
bi omar ker for prostate carcinoma. Oher comonly used cell |ines include

PC-3 and DU 145. Bgﬁg?ﬁ%rstﬁﬁ?ﬁlggﬂnbstlrﬂaﬁggv%ﬁ gearéjcﬁ' lapd/ Ak thik @, Mtmakt at i C
Y, 1ynph nodes

sites, respective , bone and brain of prostate cancer
patients, afobdy begime tostednffoun testosierens/awleror hrsmency HE HPYATOAYIPSOYNEPRY on to these

three cell mh‘}gazh%éﬁm&; Vi maesee! RRk lspRREriGakb 1d theRighe] Gheld of Was
descri bed. e aniqueness of JCA-1 is that it is derived fﬁﬁ@a primry
tunor site whddnayre Palphs redyctres (hichicaysesihe FREHEEOD gfpestosterone to y

DHT has an increased affinity for hormone receptors in prostate cells, which ultimately

results in prostate enlargement. It is usually benign, therefore, in some cases there is no
need for surgery. However, enlargement of the prostate gland can cause many

uncomfortable and annoying symptoms, Worsening symptoms may require prostate

surgery.

In Chinese medicine, prostate cancer is closely associated with kidney gi
deficiency. Prostate cancer occurs frequently in elderly men and this occurrence rate
increases with age. During aging, many factors can lead to urinary tract blockage in
men. These factors include weaken in kidney qi, decline in vital portal fire,
deterioration in qi transformation in urinary bladder or damage of nephron and
retainment of blood and sperm due to frequent sexual activity. In an observation on
235 cases of prostate cancer in 18 hospitals in Shanghai, 39% patients experienced
difficulties in urination, 15% had urine dribbling, 11.1% found blood in urine
(haematuria), 74% had frequent urination. After treated with the 9-herb composition,
patients showed improvement in symptoms, especially in the frequency of urination.
The formula of the 9-herb composition has two main working principles. The first
principle is aimed at correcting the source of disease while the second principle is to

alleviate the symptoms associated with the disease. In the first working principle,
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WO 03/ 037246 PCT/1B02/ 05825 Effect of the 9-herb conposition on expression
of prostate-specific genes namely PSA. Prostate specific antigen (PSA) is
a 34-kDa tissue-specific glycoprotein wth; kallikrein-like serine
protease MAWMBIHC |t is produced al nost exclusively in PEBOHE 0l cell's
lining the skin and ducts of the prostate gland. PSA is expressed in
normal , benign prostate hyperplasia (BPH), and primary/ netastatic prostate

tissues. BeralBembi sdm @u&u@{e Rﬁﬁwﬁrﬂde Officinbis a@rRuobs BPdland prost at e

cancer patients, previous studies ye nost ized.its use as a
serum nar k@usteépramé&h@év@fydéﬁdn%&%“ﬁ %FW?‘ﬁk%Fﬁgpﬁf’? HISERACi noma, and for

Toni €0 i ng gy @ARRMERidE fih! ARRAKIhOLMe Sabrbicompagyon vaik r ecent year s,
however, a nunbe novel activitie ﬂgtentl al [Ryyslels ca*g% bi ol ogi cal
i mpl i cati ortggeﬁlw@bblé&? tbFe)é%P‘ido‘B"dyal“&lmt dyT BPW R O R ity to
serve as m5a0eR%re drﬂi(ﬁﬁn‘éﬁﬁﬁﬁﬁeohﬂy pF)Q@tﬁﬁHub'ilg’fwtuWWmv‘Bammdd nodul at or's,

and acting as an anti -angi ogenic ent rrelated.with the clini cal
st agi ng of F'}G?’é%ﬁé‘t“i"té’”@%ﬁﬁ%‘é‘ledp@é‘ﬂ }iﬂﬁﬁﬁé‘i‘ﬂ?%@’%ttﬁéctaéﬁﬁg@gﬁge enitted both

by the nor gl Af Shiak gsegg@iyggmaﬂﬁrybynmmqiraﬁwpromomﬁdﬂm.vthe prostate
gland. Wth normal prostate_ gl and, ‘S%é& dlg 0to ;I evat ed PSA
(hi gher t ha@orByquenily; einetien wil 1 epme oo ot &ss rqﬁ? °n%aéh| gh prostate,
hyper pl asi a,¢% cdaf; eﬁaé};da}]laﬁewaTmeky sasdae;aﬂe&mh@mmmcerm | arger the
vol une of the cancer. There was crease in PSA present in the media of

LNCaP cel | sthereforﬂ’fﬂéﬁmfa@rtherﬂpeﬂt%%f%tsﬂi’P’ﬁSt?tﬁﬁanﬁﬁfdl tion of ethanolic extracts
of the 9-herb conposition. Such a decrease probably reflected a reduction

in expression ofp weéwrﬁmmbmb,eprosmtmham@,em assecietpd with sqxARymeps diterder as PSA
Ef fect of the 9-her osi.tion A indrmidRkecul es and
expr essi on 4 VAL HEF%’B%&? rmde%d% %%Hh 1Y cRER

e nec an| sm'responsi bl e for
the parti al hav@?%dmoﬁygtixﬂ inthisichgeffents omprogiate cangensell grovip reperéivedy-conposi ti on

extract treated LNCaP orned. A
pronounced QHEF BEHLRIER" g?ﬂ?a&'éﬁ%%ﬁltaﬁfo Bﬁ@k%ﬁgdtg?‘% %ﬁﬁgﬁgﬁgﬂgﬁe was observed
1 Bt N e oo o PN ?awdéw‘q L %)
cl ear
’?ﬁé‘r@‘gﬁ gﬁ? &A’g% clog'lgosrg' no pEQ%:lé C IR:E 1‘6 g tbl%gn epoﬁti

anti gen) exﬁ appear that the
restricted ofekwwaymviewpd, dxgneamf@w %@MOFWOSUth%@WB%@F%f@ﬁS't reat ed LNCaP

cells is du?mrtmcl)maamoduFz:.gi Cotl LXRIASS hdikaRler KEohts! PUMbREQ6cDERdiey N ol ecul es.
showed Fructus Psoraleae, Semen Cuscutae, Radix Morindae Oﬁ‘icmahs and Fructus
Rubi possess estrogen-like effects while Radix Astragali showed estrogen-like
promoting effect. In addition, Fructus Ligustri Lucidi showed modulatory effects on
male and female hormones. In animal studies, male mice treated with Herba Epimedii
showed decline in sex function while the weight of ovaries and uterus of female mice
increased. In addition, male chickens treated with Fructus Schisandrae showed decline
in sex function. With respect to the 9-herb composition's effect on immune system,
several ingredients, Herba Epimedii, Semen Cuscutae, Radix Morindae Officinalis,
Fructus Ligustri Lucidi and Radix Astragali, were recorded to possess immune
promoting property. In terms of the 9-herb composition effect on cancer growth, each
of Fructus Psoraleae, Fructus Ligustri Lucidi, Semen Cuscutae, Radix Astragali and

Fructus Schisandrae showed anti-cancer effects.
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43 WD 03/ 037246 PCT/1B02/ 05825 The nature of apoptosis seen in treated
cells was al so investigated. Results show that treatnent with the 9-herb
conposition reduced the expression of NFicB. Since this nolecule is

i ntinatel wooswatded in cell survival, its reduced expresBfHMBREHMY account
for the induction of apoptosis observed in the 9-herb conposition treated
LNCaP cells. Studies with DU- 145 cells. Dissem nation of prostate tunor

cell's often endgigerd BsnRRiEen isAERE bbb Dhervs: Hoda@pimaila bedvicadmet hanol i
extracts of the 9-"her conposition on_growt thfF DU- 145 cel was

|
i nvest i gat @tiximsierand e dtadis maredeeAiicralis FORy: FNWTSIOMHAY SH ast asi ze to

the bone. BProlifnaplon ofqif NE R RLhisumbRscrbledit (TugBailyfuihnhi bi ted by the
addition o var(yl Rg concen%_ratlons of ethanolic extracts lg@.t}ge 9- herb
conposi t i oiigubtsurk ictdue Ads(fmith Cuscpia chinensischomicgect) hSqraEe G YHAY *ufficient to

cause a 259 e Shob Atk b Brimadb BV B BRc0B) e wond daulibieined 1 n t he
presence of"'s tR Xt P acT or 3 days. Increasing the fal%ncerat rt:i-ltlon of the
et hanol i ¢ exdsemgtare eangisteatdwitinthe ArRRtRtiAR;tRat yhis wiare fer AP diagiee | |

proliferation,{ e BoekeiREdtantially dré EfEicacRfus BXrEvRafingi o trediagt 73 g of the
9- herb corrﬁgé}?cﬁ%é%og{er m?%ré I ter iyAfter exposure to the 9-herb

CONpPOSi ti orndiohen-rgsronsive andppfosen olackI L HOFEF SECIGHEe furt her assessed by
anal yzing contact-inhibition effects on tunor cells (by colony fornmation
assay). The cl ogRe&mi Dedign. O vidkd-shedifes Bplelutilized tiedndegel-gepesingi(PVe t o

addition of ethanolic extracts o - co it ' as little
as | |/nL JNgrPeand pydrogengpdepphdagt (mg@ﬁ)&m& g(j aélg? ?gtlycleg{' toﬁ&?&%ﬁ cells. As
with the LNGAR,GaLSauidion s sisteaiyehat iespons toosxprhayefithd Dherkasupositier| | cycl e

distribution. I'n these cells, however, no G arrest was observed, nor was

apoptosis induged in these cells. sclobical E6 R RS WierpOSSi bl e t hat
mul tiple bioact g sq HPRE© ]?] %Stg?%g%#g?es{ﬁkca?n the O-her b. conposi tion.

Because pr Ogfadliged sdillittes daives framgatidatseamying disases iR RYHENCEHIYIC t he di verse

array of biogactjve ingredient ' a R iR RRtBdtAE Ssupports
their pot enfieHpHqns beys, r?vﬁéegtmr’r%%sp ! gc?&%{élﬁ?&lsyggﬁog]gﬁ@mﬁfrﬁd Sca ({%ga%lel I g To
obt ai n i nf omeaiéaesn iwyquesdvat Rescatch inoratiens hat dagadhack Morp frep K 4eeadss 8B par abl e
effect on t ast asi zed and. r ' : teadferniabdXDdultured t s ef f ect
By PRl Sl FRubepi o gt

on growth of®'§ S L cells were estaplished
from patients; these in vitro models have shown to be invaluable for studying conditions
and factors that control the expression of the protein products derived from the aberrant

genes, and that presumably is causally related to the disease itself.

In the area of tumor biology, the importance of a malignant cell in an individual
diagnosed with cancer is well established, as evidenced by the fact that, when injected into
an appropriate host, a single malignant cell alone suffices to give rise to a tumor. For the
four cell lines used in these studies, the LNCaP cells, in addition to being androgen-
responsive, are also the only established prostate cancer cell lines that retain the ability to
synthesize and secrete prostate specific antigen, PSA, which is best known to the public as
a marker for prostate carcinoma. Of the three androgen-independent cell lines, PC-3 and
DU145 were both derived from metastatic sites, respectively, the bone and the brain, of
prostate cancer patients, after subjects had received hormonal therapy. In contrast, the
JCA-1, arecently established cell line, has the distinction of being isolated from a primary

tumor site of a patient prior to any therapies.
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froma primary prostatic site prior to adm nistration of hornonal ablation
t herapy and 44 WO 03/037246 PCT/|1B02/ 05825 may best resenble prostate
cancer in situ. Accordingly, the effects of 70% et hanol i %/Jq ts of the
9- herb coM(d¥872dm on the growth of JCA-|I cells was |nveP§:[T(1§21
Proliferation of these cells WAS significantly inhibited by the addition of
varyi ng ‘concentrations of ethanolic extracts of the 9-herb conposition. As
little as 1 1/ msok of thx nbleailarfeasires diafaceiizing eatipofhess eelldineb39% r educti on in
cell growth aftecL crehl were cultured in the presence of such extract for
3 days. | ncPes¥FhY ‘ehE toncentration of the ethanolic extract resulted in
a nmuch nore significant reduction in cell proI iferati on. This strongly

i nhi bi t ory TARLEIV: Molgicnlar Reatgrepef Eptablishesh Beoptate Ganco-{eell Li sing the
colony forjme@ellon assay. [Thedredebnpgenicity nf S'Fﬁsh- cells islextrenely
sensitive tlo ¥8di|ti Eﬂ‘i’cbf BYPHART| | ARRSAr act sRhof 1 hePY. hdr B £dnposi ti on,
with as |it[iiNea;ad Meiakidsivte pf Aedi a| dotipl ¢t el abgl Védphg the |f ocus forning

ability of [1CA-| |dwmphrode | n f| gw clrtomptri

a8 S T obt ai ned with
the 9-herb [dHfo ﬁ;ﬁ‘lﬁ‘ﬁ"”"t Featfent | é?ﬁcfehi J%ﬁ' %dy Ilwémge nstrjate that the

prinary ef flegts—tRplLkestdTHt e LNCHciend L)U;+J.4b CEMus, |l sr+anl arrest of
cell cycl e progrgeseon i nj G2/ M phase. Studies w tlh, hor -iindependent
PC-3 cel | s.[jtha difimays of /0% et hakefdient | exty actls Myfany | - her b
conposition were investigated on growh of PC-3 cells. Proliferation of
these cells was significantly inhibite t add on of varying
concentrations ohdminlstiptisiniof bigaativegeats, t‘léé?%/ ‘fe'ﬁlPl@I 2 1t1irap9%res 'BF extract was

Suffici ent | fRUSE r@gufa@e@rs@éw@adlmgwae%gmmm bxeatrgetinizel, | 5 wer e

cultured in e presence of such extract for iL.ng the
concent r at i ewbchical paxicaty hiz st el jgdesitef- F@éﬁ?&r%aﬁhfs bpreéd?aegté %han 95%

reduction ignG&l nrddhdn 1ﬁf}ﬁtphtﬁﬁ‘ay ﬁ&]lfehéwédmfg&o dévhbpmént bfdpartmhlaPC- 3cells to
form col oni es was co et el a0|s'§'hﬁ %%&1 luttle ascem_ nteof the 9-herb
conposi t i on formeifimatigrangy. a'ﬂ&ll?g‘i’rg‘“‘iﬁ"f"f dpdvigha} ¢l AR FREE 1 T8 ST reat ed PG 3
cells reveal ﬁgle%ﬁ%%xdcellrn%wmﬁ@%ﬂ ap?r@ﬁbﬁ‘elhﬁaﬁstsuffméuablgbfn risato@updrase cel |'s

was observeé as wel as an |1 ncreas |
per cent age ﬁc@@q,gn%ptgdl&q haye Eq%gﬁte ec{}wgygl tec(l,jl %061’6 %n& {u%r célls {8

culture. Historically, cultured cells have also been considered as a powerful easily

accessible tool for studying diseases with a putative genetic aberration. Permanent cell

m

d

cultures from patients can be established in vitro; and serve as model systems for
studying conditions and factors that control the expression of the protein products

derived from the aberrant genes.

Several cell lines are available for investigating prostate cancer. The LNCaP
cells are androgen-responsive and retain the ability to synthesize and secrete prostate
specific antigen (PSA), considered to be a critical biomarker for prostate carcinoma.
Other commonly used cell lines include PC-3 and DU-145. These three cell lines were
derived from metastatic sites, respectively, lymph nodes, bone and brain of prostate
cancer patients, after the subjects received hormone therapy. In addition to these three
cell lines,a relatively new established cell line, JCA-1, was described. The uniqueness

of JCA-L is that it is derived from a primary tumor site without prior exposure to

hormones.
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I n conclusion, although no one in vitro test is absolutely diagnostic of
the ability of cells to forma tunor after inplantation into a suitable
ani mal such as an athymc mnmice, in part due to the fact_that conditions in
vivo diffO&WBTHE  ently fromthose in 45 WO 03/ 037246 PEYPRYYPHS825
culture, the conbined weight of the evidence is consistent with an
anti-prostatic effect by the 9-herb conposition. . Wile not wishing to be
bound by t heor y, Effdacoffthe 9-hevbregmpasiticnuml expressiai 6fqresdate-pecificgenesf f ect of t he

o outat e camy PR Mok eciitBierd PR A AP P BB B Bin T OO

t est ost er onwith;(kanittrefrgkice sexeapdtasd actiVigs tTos pexdoced alestkxclusisely mcept or t o wor k

in the body. .Therefore t he coppasi tjon inhi bits . function of
testotero ne‘?P@%‘ﬂiaed\% Elf’%‘ﬁ ,thcc,S@P ta'éﬁcaé%% grnoétrr%{@?ag?' f%le %§ Q ﬁ{gr Conposi ti on
(i.e., Her baorkpl, badgn prodenaicytperplasie (BEH) Fand pricary/ g ottt postaBeistwas. Cuscut ae, and

Radi x Mori Of fi.cinal i f th ti th
conbi nat | onDaRUISATo R el i ity i v PR R anssEHRFER)  nay ork by
ei t her st i nplegibussudidsdaveymnatiehghasiseddn dsqdstasemprnyarkep foraliagasses dfeut i ni zi ng

hor none (L and/ or increasing.th unt .of . I. I iepding affinity
of LH receB¥5P% wfxtgrpro[sﬁéc fﬂ%‘b‘%@t ?ngr{g ‘o or{&tgré %tg%g(rl;egér%ﬁé&(s)?o (glg F %gfg%!s The
conposi t i onofthyrapyo Tk recent iyedrs howeyery @ maoksr phipivel acavigasiithgolotislone ( GhRH)
agonists in,the treatnent af prqstate r ' ~conmposition in
conj unct i onlwqtﬁntlbhogﬁca&m?\c%%%%a& éc,cn ¢ ?ﬁsgr%e cg%ra%\é{&' lr’r@%/&g%éa Iltg to be

decr eased t hiligftoseeve s mitogens, itvoivemesttinprioesssimpofowarigs geavdh sioddatossf f ect s
associated wifh.these drugs. A conpidaat.i i L nd a GhRH
agoni st nay a%f{ CHOE RGP PRI PEEeRf gﬁgrﬁ{?g@ %ol\%\ng&rcgageglaﬂ etﬁ%) e %fr%d&%to?on of GnRH
and shut opfostatistanedreBame PPAawastdsdir, subdtinchernittedlontly by the setmiab t he

devel opnent _of prostate cancer. .. r I : ect of the
conpositi onpfﬁ)ﬁtaﬁﬁ%\n%ﬁfbﬁg%%cremtu? %%F‘f’)é}tg&% pﬁ{)sg%( %%‘gd @é‘%g‘é?ﬁ%ﬂgmgt %tfglt t he

conposi t i on ghmy, PSAseadabetivedhi @ ek [Blevated BBH highee them flcindicatesigsign of 0 st op cel |

proliferatiogn i LS. ‘ ' strated

anti cancer gﬂsga{c%% g %}"d%gbtgﬁlgf?é;ggtétglhgﬁ%?lg%%ﬁﬁ%ggxﬁgﬁ%%ﬁ%ﬁ& us Ligustri
Luci di). A feadinpghe larger e udlemé of therancer.he conposition may al so provi de sone
i mmunonodul atory effects thereby hel ping i mune systemto effectively help
fight prostate $RIACELs a ddBkS iSIPRSIhEh tHeGnddhaF ENERP edlls Sultuiel foer ba

Epi nedi i, Fructus Rubi, . "
1-3 days with the addition of ethanolic extracts of the 9-herb composition. Such a

decrease probably reflected a reduction in expression of intracellular androgen receptor

(AR) as well as PSA.

Effect of the 9-herb composition on G1/S regulatory protein molecules and
expression of NFxB. To probe further into the mechanism responsible for the partial
cell cycle checkpoint arrest seen in the 9-herb composition extract treated LNCaP cells,
western blot analysis was performed. A pronounced decrease in expression of Rb
(Retinoblastoma gene) was observed in treated cells, as was the expression of cdc2
(cyclin-dependent kinase). In addition, a precipitous drop in PCNA (proliferating cell
nuclear antigen) expression was also noted. Thus, it would appear that the restricted
cell cycle progression seen in 9-herb composition treated LNCaP cells is due to a

reduced expression of key regulatory protein molecules,
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Fructus Psoral ae, Radix Morindae O ficinalis, Fructus Schissandrae, Fructus
Ligustri  Lucidi, and Radix Astragali. Many herbs possess the function of
dual nodul ation. This means that conbination of herbs or the herbs

t hemsel veWO3M3R4ve the ability to produce a good 46 WO X3V/B7YRE
PCT/ 1 B02/ 05825 and bad effect. Sonetines this is predicated on the dosage

or the condition of the patient. It is entirely possible that the
conposi tion (e. Phe natudofdphiRtsis eanpashtd colls wamalso inestiganell Reswdds for prostate

cancer and down regul ate testosterone. productjon or wor the prostate
cancer cel ROV ihalERIgenhyith the 93’@3’ °§5’H%51$9“ﬁ5&1uﬁ%dt bIETEYR (ll’(féﬁ%]%epr oduct i ve

probl ens s@ghe @ds ARANER GRinaRIWRVETedtie 66 D8 HevaD s rdncd wapresionwegid need to be
stimul ated. This nmeans that the 9-herb conposjtion m)%t &XH? y contains

bi 0act | ve, BocoBHPEbe HANPE oLIPBSE REVRYMIRBAT? FRPOREPBIFAS 1t to be used
for indicagignp tiiat may seem contradi ctory. EXAMPLES The fol | owi ng
exanpl es are included to denonstrate preferred enbodi nents. It should be

appreciated by Lgge b KOl i UE.ALkich Al DEwt B EFer A0l 0500 1

the exanples Irques di scovere 0 function
wel |, and tiktsone.anccobdingty Mhé efifeoasthf T0%ednsdlictentratspf 6fedrhedd nodes for its

practi-ce. However those 0 A I ' gt of the
di scl osur e,COQBBSrltéoé‘ioéftgéo‘YthafDﬁé%/ c%lhgvnaayérgscug%&%yﬁﬁcgé%r?%ﬂ? H?'e specific
enbodi ment sandet edils dfacmetasaize setie hore. Praliférativbiofthaseacells Was sigmifichityl ar r esul t

i thout denarl % Mg SRLFh co%&%g@o%psgaﬁmalﬂeex@géw@ﬁtﬁ@mz in the

fol | owi ng a representative conposition ("the 9- herb
conposi t i orompofitichs %s(iitdens 1 idniiaofEpirace (i medig)Ovas Suifinientlp caseis 2 os ae

Laevi gatae, 10% (W Fr yct.us bi . 10% (w ruct , 5% (W W
Radi x Nbrirﬁ%l%f&l%( %ﬁ%’ﬁ’kﬁ aﬁ‘,“%f@(:s]("ﬁfvﬁfgﬁ%%t%@sp’é%h%ﬁg%“cﬁg& il%ﬁgsi s,O 5(3% )
(W W) Fructdags. thti@assiprthe dotiingationm¥ihe\efhapoliBentenst Cuiicd troapproainehticdyo (W w) Radi x

Astragal i s used, to tu the effects 1L tate cell
e Uni il Elaion ool oSt o WLAE R, FROREREBLELADAM PHAS o 2
di ssol ved idrtige Rhdrb Gotiysbsition perinticralité) per cent et hanol  sol ution.

After exposure to the 9-herb composition, the growth suppressive properties
were further assessed by aﬂalyﬁng contact-inhibition effects on tumor cells (by colony
formation assay). The clonogenicity ot(' DU-145 cells is extremely sensitive to addition
of ethanolic extracts of the 9-herb composition, with as little as 1 j/mL completely
abolishing focus forming ability of DU-145 cells.

As with the LNCaP cells, flow cytometry was employed to measure cell cycle
distribution. In these cells, however, no Gl arrest was observed, nor was apoptosis
induced in these cells. Thus, it seems highly possible that multiple bioactive
ingredients are present in the 9-herb.composition. Because prostate cancer cells are
known to be heterogeneous, the diverse array of bioactive ingredients present in the 9-

herb composition supports their potential in the treatment of CaP.

Studies with JCA-1 cells. To obtain information on whether the 9-herb
composition exerts a comparable effect on metastasized and non-metastasized, prostate
tumors, its effect on growth of JCA-1 cells were studied. JCA-1 cells were established

from a primary prostatic site prior to administration of hormonal ablation therapy and
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The 9-herb conposition extraction may be standardi zed based on its

bi ol ogical activities, i.e., suppression of cancer growh and reduction of
PSA. These two paraneters were used to devel op a standard extraction

met hod, i nwobyingssystematic increases in the anount of PEFHRHBI2S from
0-100% in increnments of 10% and a fixed anount of the 9-herb conposition.
Bi ol ogi cal activities of different ethanol extracts were conpared. Using
this escalating eth % K0P tsiopMO%eBardlic WO 03/ 037246
PCT/ | B02/ Omﬁ’gﬁté??r@ epﬁ%{egw(g%l{)g& ACQ&HQ# undel?éﬁat t he70% et hanol gave
the nost CQRGickidEHe S shibdnspositid@ranghd growtd %J%léﬂ%é‘ﬁ%\ﬂ”eé“@ftca gi ven | ot of
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\c;glh: i I ecogtolﬁ%eet hl:rtcur‘oew”chmraet fbwb@ednvwasingéhﬂﬁwé?ﬂ@ww ‘Ihgﬁtg o) ;chﬁ
i ndi cat i \ée Firat s t’“’é‘é?aP@Jﬁﬂoﬁefg&%ééji?%ﬁogg%g@giﬁﬁgigﬁmﬁﬂl: gt s, was
R i P it s o1
ability to @tha\r{éhé extatts otle Qhahgmpqswome}{'nh agligiReh} “i‘"‘ﬁﬂ? and PSA | evel s
of ronit or i vRasY Braustite fp ot B g of ROEReD CB'U?L? Png the: amunt of "t he
IS L I A EGE o ESIGRA 0

andr ogen-i ndepen lluln gffect, DhllkéShat 3NQaFand PC- 3
Exanplge 1 " EERREHEf Ihe BERT LRl BemBlERE ﬂﬁ@t‘hép Rgsffed, x n ).

fects of ethanal thé#@p%s of the 9-herb
conposi tion amdlDﬁrldslcéRsmtan@WSb?fcw PEETFBLE ReaP cells. Figure 1
illustrates the inhibition of LNCaP cell proliferation é the addition of
varying concent §aiies AsthAormbir-ihdependanPat cels. cthweieisdf 3p% ehardiscent r at i on

8]; O\%/t lh/ g} t g]rcemscﬁ Orf ?%&eémﬁjggglé@ v mgrgsuga%hs §h dovill &8 pedyalsi on in cell

Proliferation of these cells was significantly inhibited by the addition of varying

" concentrations of ethanolic extracts. As little as 1 pl/ml of extract was sufficient to
cause a 70% reduction in cell growth after cells were cultured in the presence of such
extract for 3 days. Increasing the concentration of the ethanolic extract resulted in a

greater than 95% reduction in cell proliferation. Furthermore, the ability of PC-3 cells
to form colonies was completely abolished by as little as 1 ul/ml of the 9-herb

composition.
Cell cycle analysis of the 9-herb composition treated PC-3 cells revealed mixed

responses. Significant reduction in Gl phase cells was observed, as well as an increase

in G2M. In addition, a small percentage of cells were also shown to undergo
apoptosis.
In conclusion, although no one in vitro test is absolutely diagnostic of the ability

of cells to form a tumor after implantation into a suitable animal such as an athymic

mice, in part due to the fact that conditions in vivo differ sufficiently from those in
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in the presence of such extract for three days. Increasing the
concentration of the extract resulted in a significant reduction in cell
proliferation. Addition of ethanol extracts of the 9-herb conposition
resul ted WP @/@®4e- and time-dependent reduction in celJCHYBBHA wher eas
control cells proliferated effectively followwng a slight lag on day 1,
cells treated with the 9-herb conposition showed |little growth. Cells
treated Wi tdhB8he DnfbRE wiighedf &le cvidencs itefidsten0Whb ai dritigprosiaid effess cel |'s on
day 3 conpared to day 1. These results suggest that the 9-herb conposition
elicited bdwhheSrbeskeempasititr-ow dose, solid square) and cytotoxic (high
dose, solid circle) cellular responses. 48 WO 03/037246 PCT/|1B02/ 05825
Exanmpl e 2: | nhi lyiile @6t WikhihgNCaPL&@H by Gabiynie folowing rasionald is offeredfisr  confirm

t he grow h-suppressj ve propert f the 9-her j 13 ther growth
char act er i <b¢ gfect th 0 nl(’élxuﬁm%&f’?(h’gb C\R/Iep?%s uog})?rlﬂzdéfgmﬁg?rel y, cell
density, tumRfingfbitfe cat®. Thddoapbiifonudomasigulats ed ripyptonefitasttsteianhi bi ti on and
will continue to grow e I

nd formfoci . of cl]uster c {es unlike
normal cel I@‘.‘dW§°°5%‘8§y9?s£°“ﬁ’i‘l’8%e°g%lméecéagﬁo&tsr?ywor]?%rt%a ()ldB'n?iéeg%g%’ that can be
easi |y per f@g B&fposivioh inkibgtheshmal fahduion of lewdtbrond. dh hdsiweuh, teytaim  peri od of tine
in culture. The nu r of .col oni.es can.h J d ared to
control conthMAC .rg%l%Teg?d?eéb COMPREHY ({-ﬁﬂe’gﬁgﬁ@?‘lg{,}%ﬁ%ﬁﬁg(@ S/[—"’(:)af9 NCaP cells is
extrenely BRRAfhd Soifent Custnr, addatlix Morintlaecficiagisseftert théreexdormangs,conposi ti on.
A concentration of |1 . tl/m significantly i.nhy0l : ormati on of
LNCaP cel | sSUBgSetipg g combigalipg 0@%? her% @%E:utdgl.g “Hyg‘%?%&g‘pgﬁg%@ fects of
extracts of whik@yQithd? fifulangietiybothatanus aod pituitexydd wlegsede@inifing ri but i on
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ability of E?rﬁ’aﬂ%&iﬁs ﬁ%‘g?fr‘%"é“t“ “%g‘eW%“@yﬁg??&ggogﬁggﬁ?’?%frﬁnﬁ'ggf Hit ect
properties fefistiEE tHeqrddaction of witbatrene df kxmgay Thereamppsitias meyprdyed t o
neasure cell cycle distribution. Thisai ] CoMYrGiuge t hat
quantifies PAarQE 9té°P"Hﬁf;érﬁsg’lgq’8 o@gﬁ?}éﬁpgaﬁeféi%@@ets@gé@@ M phases of the
cell cycle. cfadbdt Byasing aelcsmpsizion Suropiondion Witk kaewigBeRE aganists, Ad st ai ned with
a fluorescent DNA dye.. Th anpl A 8 U5 si? d@idki ght source
and a det ecfB¥Et B °oa§’1°tt?|§°ﬁfegﬁrégstcﬁ\t/hgkaiih#g%ﬁgteﬂ%?& to%tjrcreasfjr%%&bx;{t he amount of
f1 uor escent effeqgatociaed vitblthepe drifgsi 4 apmibjniationsof shecampesitionggd pfin

agonist may also shorten the time to down regulate the production of GnRH and shut

off testosterone production, which is correlated to the development of prostate cancer.

Another rationale for the effect of the composition on inhibiting or treating
prostate cancer is that the composition may also work directly on prostate cancer cells
to stop cell proliferation and cause apoptosis. Three herbs have also demonstrated

anticancer effects (Fructus Psoraleae, Semen Cuscutae and Fructus Ligustri Lucidi).

A further rationale is that the composition may also provide some
immunomodulatory effects thereby helping immune system to effectively help fight
prostate cancer. Herbs demonstrating these effects are Herba Epimedii, Fructus Rubi,

Fructus Psoralae, Radix Morindae Officinalis, Fructus Schissandrae, Fructus Ligustri

Lucidi, and Radix Astragali.

Many herbs possess the function of dual modulation. This means that

combination of herbs or the herbs themselves can have the ability to produce a good
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the relative percents of cells in each phase after the various treatnents.
Figure 3 shows the DNA content of LNCaP cells cultured in the presence of
the 9-herb conposition extracts for 72 hours. This reflects the DNA
content oWQ®@3Amcer cell at different stages of the c&TIRYPEFMES Cells in
& and M phase of the cell cycle were unaffected. In contrast, cells in S
phase decreased, concomtant with G phase increase. Interestingly, in

e reafaﬁdjbééfeffﬂactdséﬁafzﬁéattmﬂ@@%ma{e@bh Q6o &t Gnbieihofzbeposi i on, an
addi tional  peak, characteristic of cells ﬁl%%}ﬂrl? é‘? gtﬁo%ﬂ

pr ogr ammed petésnt. lisentirelyipgssileiaihe cqmposition @ o8RO a'tvur es were
exposed to b\é‘% ﬁéh@igl fgp@sﬁm EdhErQne d&n ﬁe@ﬁat@tebﬁﬁt&oﬁ@pmmubn arworkst racts (1

and 3 tl/m) s and harvested. Ce ?P (i:vvas hed once with PBS 49
WO 03/ 037241®pv®rat¢m@re%ziye%&néﬁ%ﬂlﬁ%a&%fﬁe V\ﬁe ¢ G9HIPBAB "8 ont ai ni ng 100

M Nad , % wiheh {eQibstefo Sy med pfde6. 8. The
DNA Speci | IPWE)(%%%&) /lpQente B w t oduSlicrtagy e

| uorescence was excite Sbfgeé%UV Iaiugt%t nd col | ected
wi t h appr optimalatsds This seansithat e IrhoR ‘?PPPWWHBO tvvood,
Massachuss TRy 126 althliay it fov@uesIchr indieaioremhbt meys col | ect ed
and anal yzgcgﬁrg%/r%{é%n%@éf, ' %g(g)fet war e plfgow ded by Phoenix Flow Systems
(San Di ego,se@akotradigion) . Fl ow cytonmetric anal ysis reveal ed that treatnment
with the 9-herb conposition resulted in a dose-dependent G /S arrest and
i nduction ofxAMPMsOsis in treated cells. Exanple 4: Regul ation of PSA
expression. Prostate specific antigen (PSA) is a 34-kDa tissue-specific

gl ycoprotein wi éﬂg@ﬁl"@g{eﬁgﬁ“&l aFee1n§II%FédQ§dQ£&Eﬁﬂ§ﬁreﬁﬁEd ¥hbodimdalts. T  produced

al nost excl usiv ce Inin acini and ducts of the
prostate gdhauld be BSfeciaeddyiioss sl in thearthit theb@hm@ﬁesﬁisﬁ’@[se&ﬂ% Wy per pl asi a

BP and dsewel s are
fal e\l;i)at ed i n&taﬂlg ?"J;E%@&%wsemé%%gt&g%&?ﬁg%ﬁ%?ﬁt % Vi ous studies

have nost | ybeedmhmmztedonshmwdemﬂ raodes&ruﬁPWReHOW@fef d]i“’&@ Mof patients

with prostatic cargin d PlhieMht mhk\Edtande8 sRORSRAe i di f fer ent
forms of th F&'ﬁﬁhoufd mq]&cer@pe%%?%ugoﬂég%vere amnlht}iaé (gxrlgreof novel activities

Wi th pot ent ihakpecifjoembaditeiss whm@ pusslisclopeg|ang aill ¥pan mHGRPT BRI YL i bed  for
PSA. These iﬁ’ﬂﬁl lt'gepax'ntn 2R d, %?ym d y&tgese,ﬁgogggﬁgs i nvol venent in _
processi ng i ou gro o ors, and acting as an anti-angi ogenic
agent. PSAls al I?lct)he following non-limiting examples, a representative composition ("the 9-

herb composition”) of 45% (w/w) Herba Epimedii, 10% (w/w) Fructus Rosae

Laevigatae, 10% (w/w) Fructus Rubi, 10% (w/w) Fructus Psoraleae, 5% (w/w) Radix

Morindae Officinalis, 5% (w/w) Fructus Schisandrac Chinesis, 5% (w/w) Fructus

Lugustri Lucidi, 5% (w/w) Semen Cuscutae, and 5% (w/w) Radix Astragali was used to

study the effects of a composition on prostate cell lines. Unless specified, in Examples

1-18, the 9-herb composition was dissolved into a liquid form in a 70 percent ethanol

solution.

The 9-herb composition extraction may be standardized based on its biological
activities, i.e., suppression of cancer growth and reduction of PSA. These two
parameters were used to develop a standard extraction method, involving systematic
increases in the amount of ethanol, from 0-100% in increments of 10%, and a fixed
amount of the 9-herb composition. Biological activities of different ethanol extracts

were compared. Using this escalating ethanol formula the 9-herb composition was
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reasonably well correlated with the clinical staging of prostatic cancer.
Serum PSA is a diagnostic paraneter that has been used to nonitor the
stages of cancer devel opnment and the progress of the therapy. Serum PSA
nmeasur es tWwaoseshsiwbance enmtted both by the nornmal prost BEBIRJRANES and by
cancerous tissue in the prostate gland. In a normal prostate gland, PSA is
between 0 to 4 units. Elevated PSA (higher than 5) indicates a sign of
prostate carci o ' ' oftlcBshstint febudts. t he hi gher
the PSA reﬁ%?d;%ﬂlﬁéﬁ?g%%gu?ﬁg%%@%ﬁlt Jgﬁﬁ(;ljfli?llcagejlrcous grow h. Figure 4
shows the Bseflyeasngle capREAokH giveariet of e Orherbreempesitipn wageusperded indl 1aly| t ured for
three days i h re o d b

conposi ti on‘.’ﬁﬂ? e%@@éﬁz'%@%?%gggm? hgh%ggﬁgs?@%esgékghtgﬁlesaﬁhggt ment of AD
or Al CaP i momaemiperayen fatdr. iGlert exsract wisiobminedls epsifygatiomandiileatioholof  andr ogen
signaling and_expressi ; : - i e CaP cel |l s.

Al t hough ol S45PEN ’°rﬁr'e‘£?cigsﬁ?’girrssbqﬁqg%‘%?gg‘é“%%%\%ﬁ%gefyo‘g%%? A1 B0/ 05825 i n

t he genesi scanposiRRC:thamel extrects werk yncubatrdrvathsestatecapgea pells: pUP#Esce point to
participatign ﬁ;}ﬁé@ : Stkbn si gnal i ng pat hways.
These incl U 5%@%‘5’%‘#@'\5@@ cytgg fﬁéeﬂlarr%g?gt ed gliggnal ing events, 2)
altered transcriptional control involving AR |igand-independent

mechani sns, 3) nisuplity assurapce” of th BrberbicAmpRYRioR,ipdicAli¥s pfFhgpic lﬂ'ﬁ'ﬁ&er of genes
(AR ARAT70, afafiﬁylaglﬁm BAR)cy thRIEn RRCRaAnGHiee dy slsgystinn tdmonsicdtel y | npor t ance
in the action o e 9-hérb  conposition. EXpressi of these.genes was

i nvest i gat egreservation of &yl acesptable hemjcalbiolpsical SRS ErRrnt %ﬁé]}'ﬁ’réﬁ’t‘ré Whcap cel s

using RT- P%mgo?,gﬁg(ﬁbgcpmawg walhsed toRaBatd tBe tHemidal profile, whittelonstrate
that expression of ‘AR PSA show a copi I?PZS ﬂ@g C?}%ﬁ&dﬂen t.eipqqﬁcerlﬁase even in
the presencaebility to pisitidsfinedshenges incrlbergwhaighilityaps Bt 10 &MRi.gh dose
of the 9-heph GRINASHbILEE B BiobgRAlassdf 6dnsisee ofheriesg MRbitiod of suggest i ng
that a conplex nmechani Sm may be involved in the .ﬁontt{lol l&ftracl?SA by the AR
By day 3, eelbgrowteandiepicnlatingdhe gpouphgs thensharh eqmRogHRLe ™40 XS 3st at e cancer,

was si gni fi Gankl ¥ reddlbiiBGatatity bi1S0% agio0dnge,, afd ICRE répduerdly,aginposi t i on.
Exanple 5: Figure 5 shows_a schene dg_f)i gti n(% tt heti nv%e\é%gﬁrﬁ}esof | L-6 and
its upstreann lepeadent LNGAE anq apdfoger-ogaepdsPt PSSR SPe et on, cel |

growth and (pyi4s, JCA-1and PC-3).

Example 1: LNCaP Studies. Effects of ethanol extracts of the 9-herb
composition on proliferation of androgen-dependent LNCaP cells. Figure 1
illustrates the inhibition of LNCaP cell proliferation by the addition of varying
concentrations of the representative composition. A concentration of 1 pl/mL of
extract was sufficient to cause a 30% reduction in cell growth after cells were cultured
in the presence of such extract for three days. Increasing the concentration of the
extract resulted in a significant reduction in cell proliferation. Addition of ethanol
extracts of the 9-herb composition resulted in a dose- and time-dependent reduction in
cell growth; whereas control cells proliferated effectively following a slight lag on day
1, cells treated with the 9-herb composition showed little growth. Cells treated with the
higher dose of the 9-herb composition had less cells on day 3 compared to day 1.
These results suggest that the 9-herb composition elicited both cytostatic (low dose,

solid square) and cytotoxic (high dose, solid circle) cellular responses.
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survival in human prostate cancer cells. Functions of IL-6 are nedi ated by
two nmenbrane receptor conponents, a |igand-binding receptor IL-6R and a
protein gp 130 that serves as signal-transducing nolecule for IL-6 and a
nunber of Wx@3@872d@l | ul ar effectors. Binding of IL-6 to IPCTERO2/058%8i | it ates
consequent binding of cell-surface attached gpl30 and its dinerization.

Di merized gp 130 activates JAK famly tyrosine kinase, by tyrosine .
phosphoryl at i ong 14 4.2Rnifiod 9.NCIP ENCHGH Formaasi. af Sflrivirt h cyt opl asmi ¢
tail of gpl30. e acti vat eé[ JAK kinases, in turn, carry out tyrosine
phosphor y| atrifum tief groythisuppréssive propesty of the 9eipragosition; ¢herigfp%the cyt opl asnic
tail of gpl ' [ ' Qefeltifited! naki3lyl B deHdgERmB dells F €Cr Ui t ment
of STAT-3.° %ﬁﬂ%cgg:fﬁg?rgg@gﬁ%&g%%‘Is{egure '.7nasho,y\t/v effec?s of et hanol
extracts ofarettymically uiresttictesbyyontactiighibiton asg pilbeostigns to gropang formfpd - and gp130
i n androgenzi : | S1s. his\iea) & 103v R 46 &fichly! B02/ 05825
Changes i n%tfaélgg%gdsa(i@gﬁ&tg?m%@E&gﬁgllalreI sat etlzls.pragt eins in JCA-1 cells were
anal yzed. Toremtdorsassagittens canthowesily perfarmediasiixingand staipingce i folowed & esponsi ve
to the 9- i L0 £6k dofonledaaBe GBAnkitedRah@ bintparet to Al SO,

expr essi onggégdgog%%?%@ughgﬁga gct ed inn JCAE1 cells, al _tnﬁ)ough it was

si gni f i cantcbytral eaiditiods. dfigune 23bayethat the sloreasricitypiLNGaReells iy FEFEMERncent r at i on

;Lfez)ﬂ of BulaNCBRNE e LS f&r]rfﬂogiﬁbﬁ ?kenccﬂiﬁﬁ@ﬁoﬂat a are

of the 9-h . i 14
consi st ent %\%\n&#ﬁgﬁgﬂf&& rpretation that e herbal formnulation display

sel ecti vi t ylim sighificantly inhihited emionyifermeation JANCaBLels: Taking these results as a
whol e, it would appear that the 9-herb conposition is nore active in

preventing AD- 9tk BARSI ICyeie Effedts "Pigere 8:shéwOiffeets 8f exmdcifofyhe & 9
denonstrate the presence or absence

S : ,ke% . regul.at Oc[ég rT%I ec én S as

i ndi cat or s hsfb esalppsitiqnropicplh Fychaphassistgsuion Broffpraton 1p ARqrogeniPaRils ™ gy af t er
exposure togag Jndrerb conposition in LNCaP cells. Ro protein was nearly
abol i shed after the herb treatnent and NFkB was dramatically reduced. PCNA
was al so reduced. This data.indj cates the abiligty0 :Ja§6bs to augnent
key cell survivdP Wb‘ﬁ?tg}fccﬁgﬁ}"’h%:"g’@m lés?x%aﬁté%g{él Pv%’l'bycfoﬁ%gsl%f{% t he survival
rate of theaeMGasPeRRE bumbX@IPineulire, How tASmSryvhssnplded stmeaeure unor cel | s
frequently crrallaltcgcggigt}i%\?tioglp This is an automated technique that quantifies the relative

number of cells in GO+G1, S, or G2+M phases of the cell cycle. Cultured cells are

suspended as single cells, and stained with a fluorescent DNA dye. The sample of cells

than flows past a light source and a detector records the relative DNA content
(measured by the amount of fluorescent signal per cell). This graph is a reflection of
the relative percents of cells in each phase after the various treatments. Figure 3 shows
the DNA content of LNCaP cells cultured in the presence of the 9-herb composition
extracts for 72 hours. This reflects the DNA content of the cancer cell at different
stages of the cell cycle. Cells in G2 and M phase of the cell cycle were unaffected. In
contrast, cells in S phase decreased, concomitant with G1 phase increase. Interestingly,
in cells treated with different concentrations of the 9-herb composition, an additional
peak, characteristic of cells undergoing apoptosis, or programmed cell death, is present

in treated LNCaP cells.

Cultures were exposed to varying concentrations of the 9-herb composition

extracts (1 and 3 W/ml) for 3 days and harvested. Cells were washed once with PBS
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the bone. Accordingly, the effects of 70% ethanolic extracts of the 9-herb
conposition on the growth of DU-145 cells were investigated. DU 145 cells
are representative of prostate cancer cells that have netastasized to the
bone. Fi gi0®3/0024pr aphically illustrates that proliferatii/#028¥itse cells
was significantly inhibited by the addition of varying concentrations of
ethanolic extracts of the representative conposition. A concentration of 1
Pt of eX}d afiledifih OIS DAP od:BulAHRD v BaRa aEvOMpONaidv el | - growt h
after cells were cu presence of such extract for three days.
Irggreﬁm ng 'Ihtm)’cf&ﬁﬁ:(érgniaaaupih6 Bf Th&iéNétsmﬁmDéPIé}&oﬁé@ftmﬂ!W?‘@d in about 85%
uction ing (RE i I B¢ 145 Cel |
Col ony For %n?l onléh']'%l;cP ol V\%‘ﬁi’ GP{PS o@é?glﬂ\;%s %ra(;] Ig?tze ghﬂfl]ﬁggg%rb
cogpgs |t ti oNVah:QmoétMmhsmdius‘settsb flew cipgmethie Jlbp degja ﬁmﬁeﬁre@%w from cont act
I nhi bi |onc1 & L ¥ to as col on
formation, "are a%% inta'@%%b exposure%gﬁwaQéQQSGIHeé@omﬁglgff?gn Thi s assayy
was ple{for rSwaierEg/(SEn Riegg, Gatiforsiaki Fomeytermeiricenalysisreye tpptmgnther j od of tine
nocutture yiife i DHERRHAR tostRONh Bste RbnBEY B8RS B st the
background. |g°ure°R? {RB Beii‘{;gég? 46 IeD InBOZ/ b5825§tg!?10v\g@??a? t he col ony
form ng abiapoptysisah troitediepls.cel | s i s ext rerrel y sensitive to addition of
et hanolic extracts of the 9-herb conposition, with a concentration of 1
1/mL conpl et el Fxfahﬂk'48hb@ﬂatidﬁ%fPsmﬂyreésamm@ta@@sﬂemﬁyamfgemsmmS cel I s.
Exanpl e 10: Cel cle Anal ysis of DU 145 |1's., To further, t he
ability of ae?t4H@$diS$l@ sesaificaalycoppotein wish kalliaeip-like sarine PIqtesse 48 Vit :“éit

properties of y.tdiMihost EadlsSvelyfih Epitnelidl SR lindng &% Ams aid dved ofthopwstams enpl oyed.
Figure 12 spgows r%{., cor%’t eﬁ%‘yl of DU—145gceII é@% tgte I(:ailcer creTPI ye
S1

line) in theangr 8§éWP€?FS°€1Hb“°5mh‘e‘i’°é“g“é’bq?ﬁE?squ?‘B c?‘“df or 72 hours. The

gr aph reflf}ﬁqlw.laaam o Eisucaf B&daescmnqe«els @etlbvandd inlitebeneht st ages of
the cell cyc In these cells, no ar.r Et was .obser v.ed, S

apopt osi s | BRIEAIProsiale sAaSSS patianfs sPre"I‘?I‘§§E’d’r°§ e sy, ergpherizgdts "geoasfs? ibility of
anot her n%mmﬁf){ﬁ@nbﬂgoﬂﬂ%ﬁcﬂtdmﬂyﬁtai?ﬁﬁ:hfcinofmsaﬂdtfm' moiipdnged to t he
LNCaP cells. Because prost |1 s are known p&t er ogeneous,
the large aheibipsRopses(p @)‘gE’FP em?sr@ﬂ@ff%n JeGSPEaR Owr?v?r lgl%r1erb conposi tion
attests to ﬁdi'r@l'a"cmﬁ@ésﬁbﬂtﬁ p%kenhil nhb@tanttbiﬁagwmnhlﬂmatﬂomaawhwn@mfoed he prostate

and ot her cancers or proliferative dis
for PSA. These 1ncludc {ts ab aﬁty to serve as mﬁogens involvement in processing of

various growth modulators, and acting as an anti-angiogenic agent. PSA is also
reasonably well correlated with the clinical staging of prostatic cancer. Serum PSAisa
diagnostic parameter that has been used to monitor the stages of cancer development
and the progress of the therapy. Serum PSA measures the substance emitted both by
the normal prostate gland and by cancerous tissue in the prostate gland. In a normal '
prostate gland, PSA is between 0 to 4 units. Elevated PSA (higher than 5) indicates a
sign of prostate carcinoma, benign prostate hyperplasia or prostatitis; the higher the
PSA reading, the larger the volume of the cancerous growth. Figure 4 shows the
decrease in PSA present in the media of LNCaP cells cultured for three days in the

presence of ethanolic extracts of the 9-herb composition.

As already mentioned, the cornerstone in the treatment of AD or Al CaP is
androgen deprivation, which results in inhibition of androgen signaling and expression

of androgen-responsive genes in CaP cells. Although molecular mechanisms involved

50



In conclusion, the evidence is consistent with an anti-proliferative effect
of the 9-herb conposition. To test whether the 9-herb conposition nay al so
af f ect androgen-i ndependent prostate cell growh, the studies using JCA-1
cell s wer ewoapeseed. Exanple 11: Figure 13 reflects the &#CTaB02#s8B et hanol
extracts of the 9-herb conposition on proliferation of

andr ogen-i ndependent JCA-1 cells. These cells, as indicated earlier, are
establ i shed; I%F@ﬁréf 540 unddrbtSoddh weslmi R diivdnds pbintief ore  any

t her apy vvasmfa'éﬁéprﬁllgggf%f?{e ; asnsuch,unt hrese cel I,s{@gr obabI%/ best m m ck the

cel lul ar  spatiepaion py stmeryaljychangad ARATHIASINE B p%gatw Y& MO net ast asi zed
JCA-1 cell S ke r%%ﬂh'f&%r gkkﬁlenfam@m Halth O6vRRE, 129 Bl tylASripesnal he

representative c ositron exerts an e%fec on netastasi zed and

non- met ast asentwetinveiviog R ligandrindepeadsnt BechapignseERdifiggiAR-ne  representati ve
conposition on the gromh of JCA-1 cells was studied. JCA-1 cellts were
establ i shed frongunpés iRING XpREiGH Jf & ntihbe? oPgeney (AR ARMTO/HSH andPABN  of

hormonal abl ati on Therapy and nay, best resiﬁnbl.e gsé gtF cancer in situ.
Ef fects of thee bgerhanalyze B HkShimparignge {» ‘iﬂff‘%“%‘ﬁ se™dPstribution in

JCA-1 cel | s.cohSosiiohNEkMRRn eeihkse gene wavinbestfatelGAcdntobirdshetBlerisi gni fi cant |y

reduced by the 9-herb conpasition i se, 53 . 03/ 0372 /1 B02/ 05825
and ti me- desempsiionrissatad FNCaeRlls H?%%@Pg%éﬁiﬁpggﬁggf mﬁrc?ﬁté'vg%}lﬁ% \S\% i ch
responded t Qrigrb§ dSmbiRirite GANB@HITionsT ARY PR& sl @capirss ewd donrdinaed G, / S phase of
the cell cycle, flow cytonetr al ysi s .of -1 cel.)s t t with the
9- herb conpdissredspavedin e ressnce gﬁfﬁ%ﬂ‘fvtdf’??ﬁfﬂ’r?ggﬁ\ﬁofr Pg%}!é(?hs'egt?%xr% le 12
I nhi bi tion QfsekfEftelo-Kevh t¥pdFiaBREPSA@IY nol Gocfeaset wivreas ARfdid, suggkating that
gr owt h- suppressi ve property of th :herb Wtion, l,ony formation
assay or f cqEPledmerhgis %?SPed’é“é’vﬁ?B‘é %?B%@e%? ggétbﬁt%feléﬁz'g% &agi3gure 14 shows
that the col®gyihe Exrétibh 6P AW iahdthes nfafkefCAprostate bdnger| wasssignifiermlyy sensitive to
additi on of ethanolic ext racftﬁé gf t he riﬁgresent ative conposition. A
concent r at | dAdused 4t theihigh dase of thed-erR EMROEERY Y apol i shed focus- formi ng
ability of JCA-1 cells. Exanple 13: Cell Cycle Analysis of JCA-1 Cells. To
further study thExainpleis Figue Sebdvernorhemedrpietingiike igyolyemenRf Mep it onposi t i on
to affect properties. of L 1iS colthd® W PSRV EPRRSISY, ciBsoRiiRhoyed as
descri bed ab‘gs\}’@f’treﬁlmzduorwélstﬁﬁ sah%n\?\sglhgﬁé:?atph of J&-llcelcl S

survival in human prostate cancer cells.

Functions of IL-6 are mediated by two membrane receptor components, a
ligand-binding receptor IL-6R and a protein gp130 that serves as signal-transducing
molecule for IL-6 and a number of other cellular effectors. Binding of IL-6 to IL-6R
facilitates consequent binding of cell-surface attached gp130 and its dimerization.
Dimerized gp130 activates JAK family tyrosine kinase, by tyrosine phosphorylation in
irans of the JAK kinases, associated with cytoplasmic tail of gp130. The activated JAK
kinases, in turn, carry out tyrosine phosphorylation of up to five discrete "docking"
sites in the cytoplasmic tail of gp130, which are considered crucial in the subsequent

recruitment of STAT-3.

Example 6: Figure 6 and Figure 7 show effects of ethanol extracts of the 9-
herb composition on expression of IL-6, LIFR, and gp130 in androgen-independent

JCA-1 cells.
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in the presence of the 9-herb conposition for 72 hours. The graph reflects
the DNA content of the cells at different stages of the cell cycle. In
flow cytonetric analysis, results obtained with JCA-1 cells treated with
the 9- her WOcW#pwB46 ti on shows that the primary effect, FRFIR®/F#At of the
LNCaP and DU- 145 cells, is an arrest of the cell cycle progression in
&/ M phase. In conclusion, the evidence is consistent with an

anti-proliferat f. 6 aqd REE pg&gmgljcqubenfwgure 15 al so shows
JCA-1 cells in ‘?*ﬁ‘gge%“{ E"'S%‘%mﬁ {% conposition at 7 e&ours and no

appar ent craamged | Thesdstudigsapdweddhat @b@@?ﬂﬁé&mﬂ%ﬁﬁ?sémiwns‘#’?? udi es.

> 33;95 o R L ERAS cﬁﬂsﬁé‘miﬂrtaf’&u§(ﬁ§&ﬂe3) A6, Rx SRR Gt @430 @ad Ur t her

e representative conposition OH grosta e cancer
cells. The nelfdfbcied infICAODGelS, mumghéwewsraﬁqagﬂwd‘e% afgpr peleptr Wﬁ‘ﬂ’ésr tion
the growth g I Buiich ik ENCEP bl (Bib® 631 Owt h
i nhibition wd&%%éﬁggdnk qt??]ﬂél’% lggrlcto?gn of Vggai” ng conge trations of

et hanol i c d)hbsealatasre(mnm’t@t wrtbﬁxeelg@'metath’w@até’amb& torgplation dsBiatent rati on of 1

pl/m of extr ﬁwadﬂ ﬁlvﬁﬂttargé?celﬁa@&@ngathgsg%sﬁl@cw@'&dh@la itwowlel | growt h
after cellg® re cul'tured 1n the presence, of SUCh%—ﬁ}'IF{gét for three days.

| ncr easi ng dppear thatrtbedrherh coropositipn isHROTEACH BHIBIPFYCRIDE GPRSEE™ n a
greater than 95% reduct i on in cell proliferation. 54 WD 03/ 037246

PCTI 1 B02/ 05825 ¥urt 8 RAdRiRen d@ffnorﬁﬁ;atat}@@lr@mce Boabsmte ofrkey To further
study the growt pp ressrve property of n col ony
formation aregxﬂmgaolercdpmsn@fh%@g%%‘gf cglhryjval Fb g ggﬁ q“ﬁlgﬂfr}%g Ve ngI gure 17
shows t hat :éﬁa?iﬁlcéx (40 'tlfé'9tﬁérﬁ)éon#p5)sqii6% i€ ENCEP tefls ERb porei yasheartyi t i ve tO

e

addi ti on: of ¢ extracts ere resen sition.
concent rat i abolished ﬁtelﬁh?ﬁle@mﬂﬁt“élf@@%r"?g 6@‘[1‘53‘?"8‘? W%s lity of PC-3

cell's. BExanmpl &, dfeq. G3hd da@ﬁﬁ&@a’rd@'ﬂ%' aBmtySoffﬂ{e HefBs S Augliest key cellfsurvivabr st udy t he
ability of tﬁanoq

e ic extracts_ o oaffect
properties mgulctm}'mlccébﬁP-@iaGFYW°q%fytthr‘FBf‘?VP qﬁ@f&\}é‘% “%Basure .cell cycle
di stribution as described above. Figure 18 shows the DNA content of PC 3
cells in the prasamph $fDiesdsthdiex tPraste thoer ils frenversly memdsiznigl ysi s

reflects t hﬁle I:b)ol\lré. %%chrglrr}ély?&e (he cancely S8kl ethcdbf he9-8ab cohpafen of the cell
on the growth of DU-145 cells were investigated. DU-145 cells are representative of
prostate cancer cells that have metastasized to the bone. Figure 10 graphically
illustrates that proliferation of these cells was significantly inhibited by the addition of
varying concentrations of ethanolic extracts of the representative composition. A
concentration of 1 pi/ml of extract was sufficient to cause a 25% reduction in cell
grrywth after cells were cultured in the presence of such extract for three days.

Increasing the concentration of the ethanolic extract resulted in about 85% reduction in

cell proliferation.

E)rample 9: Inhibition of DU-145 Cell Colony Formation. The growth-
suppressive property of the 9-herb composition was studied further by checking
whether escape from contact inhibition characteristic of tumor cells, otherwise referred
{0 as colony formation, are affected by exposure to the 9-herb composition. This assay
was performed by fixing and staining the cells followed by a period of time in culture

and the number of colonies can be quantitated against the background, Figure 11
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cycle. Cell cycle analysis of PC-3 cells treated with the representative
conposition reveal ed m xed responses. A trend of reduction in 3 was
observed, as well as an increase in G/ M suggesting an arrest at the Q/M
phase. | nW&ddi0812ém, a snmall percentage of cells were al Be7EH&¥#¥2% 0 under go
apoptosis. Exanple 17: Further investigation of the anti-prostate cancer
activities of the 9-herb conposition using target-specific array anal ysis.

The target @bw@MadRPERSHS ToinSn@abilRRBODENLS célRad sxtemelysergRrivetomdflities si on based
on binding of nRNAs prepared from caqntrol  and treaxedfgelllls to an ordered
array of cOUathapplisexiracss fthedRarhcampasiton, &/ita tipsnys RSt bR B ass or nyl on,

I n our pil Qlompickdly AolisMNOIhY th6ny ioEnitisebiley ofDDerbiceldys ( Super Array,
Bet hesda MD), nR are hybridized to a defined matrix on nylon sheets

tai ning hundreds of. orinted ' ' i gned t
ot fy oxi ot RGoBBiRa?, b APy of L5145 U, TERARE: oy BT DTCE 00 o e

appl i ed to aptlftpodtimmenc elitraes bhthe -herb bemfoshion o affecpmepettiesof wmbr act s. The
| ow densi ty t hway specifi pl at f orm was_ .c onpl ex
hi gh- densi t“;?ﬁg]%@?”o%{?l‘)r’%?& 2 6‘?“'1’?‘%“8 abﬁvsﬁvf%ﬁnu%vi?’b"idl ?? v fstisls EDRA ng with

exi sting r esathcadDU-aMslcals (prbdeate chaten cell livtepinghepragencenf theiSdiertat i ons of this
approach include . an inahility to. discquve i ti £ nd | ower
sensi ti vi t yCOmPrREen ?Wagt@g%?alé’“{ssT i ?%sﬁﬁ?g%}’éejsﬁér&hg eogtglg Eg&gmgnes of high
abundance. &f aV\@eRh(BagRd6f t(RCHllCBIL/ 1D HEBRSceTls, ndéd learrestvens phservedinoti t y and
application of this thod, .a stud from 48
hour cont roWasaﬁ?aaPﬂ%gggﬁ?g%mﬁ%r%}gsSi@ %EESW%%E%CW&%B@QIS ?érm Atﬁ%i ng the
"Human Cancméchanitrhweiyctinig teaftowGipfmeary raQuitseroimgared to thaENCaerls.pr esent ed i n
this array ear s f our i nt . it DH and actin (as
positive cg%g}’%lpﬁsai%ﬁnﬁeéﬁéisi%eeﬁg‘gﬁlgo%%gmg g&gpéé%ﬁe?%g? %Egh to facilitate
dat a nor nal bizativeingtedient prdsére irsthé 9-herb eoppaitiod etestsyto theis patertist mdbaur er, and to
conpare results fr different ' BNA J.s0l ated from
control andT¥FBHYY Cérémogmt?gplﬁé’r&réf%%# g@gggiécﬁgs%%kgsm bv}égﬁegﬁl%{

contam nations were renoved by incubation with DNA-free elII%%se. Four
m crograns of RNAcoredusipsethe seideneeiscanssicat with g antippeplifergtive pliest of the
Hybri di zati gRer composition. S

To test whether the 9-herb composition may also affect andrqgcn—indcpcndcnt

prostate cell growth, the studies using JCA-1 cells were repeated.

Example 11; Figure 13 reflects the effects of ethanol extracts of the 9-herb
composition on proliferation of androgen-independent JCA-1 cells. These cells, as
indicated earlier, are established from the primary tumor site of an individual before
any therapy was administered; as such, these cells probably best mimick the cellular
state of primary prostate tumors. Studies with non-metastasized JCA-1 cells were
carried out to obtain information on whether the representative composition exerts an
effect on metastasized and non-metastasized, prostate tumor cells. The effect of the
representative composition on the growth of JCA-1 cells was studied. JCA-1 cells
were established from a primary prostatic site prior to administration of hormonal
ablation therapy and may best resemble prostate cancer in situ. Effects of the 9-herb
composition on cell cycle phase distribution in JCA-1 cells. As with LNCaP cells,
growth of JCA-1 cells was significantly reduced by the 9-herb composition in a dose-
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of biotinylated cDNA to inmobilized gene-specific cDNAs and detection of
signals wusing chem | um nescence were perforned according to the

manuf acturer's protocol, as briefly described in Table V. TABLE V
Protocol fwooddduman Cancer Pathway Finder GEArray Q Seri BET/IEOpRISE ocedur e
| Prehybridi zation using sheared sal non sperm DNA contai ning solution, 2 h
60C 2Hybridi zation with the denatured cDNA probe, continuous agitati E)n at 1

10 rpm min, 3\as heBd I d

SSC hnd 0 S SRR Qsﬁ%h%%s%é‘e%ﬁiﬁ%@ﬁ??ﬁﬁ%ﬁﬁ‘?@EE%JSZ?. oo Ot
[ﬂ;r aEe W mh9herﬁ&6mp@ﬁh®tbwépnaw@ied in thGyf$ phase eith¢ BlleHHe P ur e Reaction

wi chem | UM N3GS zrﬁésx bl Blefle tr#%édtv&lﬂl Gﬁlﬁaﬁ)é&ﬁﬁm&%%wé@% films 7Data

anal ysi s us{ M zer war e ra

( yAnal yzer software was used
for the datmhmn&hynsGthFavgw.e 19 shows array anal ysis of gene expression in
48 hours of a control and the 9-herb conposition treated LNCaP cells.

Total RNA was i 5glaatfthd: 'RRmARRALE PEAANChlody Pitidos.eld f ifirch
reagent, after posa?f.pg‘fj conta%tnantsovxy/;s r emoy ed rt!tmuj‘“j[)llilaseeZO::our g9
of RNA was gewdr s:epmessmwmeme@r they?- MTBFQWRHS’&P%GI“’C‘IS&W fqm?t(‘ﬂ‘? AEE T hybri di zed

tGCEiA:' m lel 'S éo?‘.lgse X ?rﬂﬁ*%&gf Hésh%eﬁ LNAS wHsutlided. HugmRe 1481066 thab¥at balenyFi nde r

he signals were detected b
det ai | ed by formhtionrabiisy ngJpArlecyells ipigutrezRsiyt %sr"gveﬁ? Qﬂ(‘:tg’g‘(r}?f ﬂymﬁgg’ﬁg%ﬁf act ur er
was used fo?f t{hE?ep%@% B/é@é}hab'élhén £esmatiafeh sthaiafl beaeda @inpieteld hour

treatnment o osition, with 56 WD 03/037246 PCT/I1BQ2/0
5825
unt r eat ed meh@e"m@—fow@ﬂﬁe? fJCAhSHEI ti on treatment results in

i ncreases, decreases, and unchanged gene expression. Co
( ) nposite results of
several arrays Wegdinple 230CaBdyddAndlystssef JCACL CellsT Jbolfgthed study the ability

of ethanolic extracts of the 9-herb composition to affect properties of tumor cells, flow
cytometry was employed as described above. Figure 15 shows a graph of JCA-1 cells
in the presence of the 9-herb composition for 72 hours. The graph reflects the DNA
content of the cells at different stages of the cell cycle. In flow cytometric analysis,
results obtained with JCA-1 cells treated with the 9-herb composition shows that the
primary effect, unlike that of the LNCaP and DU-145 cells, is an arrest of the cell cycle
progression in G2/M phase. |

In conclusion, the evidence is consistent with an anti-proliferative effect of the
9-herb composition. Figure 15 also shows JCA-1 cells in the absence of the 9-herb

composition at 72 hours and no apparent change in the graph was observed.

Example 14: PC-3 Studies. Studies with hormone-independent PC-3 celis
were conducted to further study the effects of the representative composition on
prostate cancer cells. The effect of 70% ethanolic extracts of the 9-herb composition
on the growth of PC-3 cells was studied. Figure 16 illustrates growth inhibition of PC-
3 cells by the addition of varying concentrations of ethanolic extracts of the
representative composition. A concentration of 1 pl/ml of extract was sufficient to
cause a 70% reduction in cell growth after cells Jwere cultured in the presence of such
extract for three days. Increasing the concentration of the ethanolic extract resulted in a

greater than 95% reduction in cell proliferation.
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TABLE VI: Results of Array Analysis Array usedCenes increased by the 9-
CGenes decreased by 9-herb herb conpositionconposition Humanc-fos, p27,

c-j unAkt, bax, bcl-XL, survivin (APl 4), CancerPat hwaycyclin D1,

E- cadhedri WO wok®46 p16, finderbeta-catenin, integrin-Bl, PRHKBIZOMIP- 1,

NCAM , | kB-al pha, PDG~ al ha, DNA-PK, MIS-1 Significance of Since p27 is a
checkpoi nt. Down regul ati on of sone of these genes findingkinase inhibitor,
this resultsupp Dk . '@H&? oJc ¢ ghdy taycl e arrest
byi nduces Gl/ S %é‘c Eeg%sfr.]txnghyrlgg@ 3? 9- %@E@gﬁ%ﬁgﬁbﬁﬁmﬁr ci,uci ng cyclin D
and cdk4). gneiit-suppaésivemprapgrtaefaiefshetb campoper ¢olos rmatiqn {9588 apopt osi s
platform 17 piluinpY0G) B B4Pas ERARE AEH! Figuré PUOLE Bk hbQoREBTiaRSIoN of a
nunber of anti-a&pop Nk genes 1s signiticantly down-regul ated by

i ncubat i on RC3tvelldie eQremshisensisivp tesdddition of qeayplicextragts of fhedePTHFYURYYS nary array
anal yses su Lhe koL |Eﬂﬂ‘ ' 2drmeglabiligpdfochem cal ,
and gene reg(%ﬁ) Otéléﬁs)p'e‘lb‘{aé%?g%h@y&p e 9%%@%6%%{82%#‘?%% can sert}% as markers
for its useP@ld alls.ef erence standard for further characterizing the
anti-prostate cancer activity of extracts of the 9-herb conposition. The
sanme experi ment afy.5{41816 WelCCytletA didysR et PUBCelk O Tadithasady e abiliner b

conposi tion extract ~induced G /S arrest. a}'the arra.f\fIs qnal%sgf re expect ed
to further ofehanglie extieplsof the-heth PEPROSHON, OEHETH PHPCHEL B £ 1 BRPosi ti on.

These data %%Xm@&f@aﬁfs@d/@o%aﬁﬁﬁ@il kcle Mdiribution bd@sdribd dhene Bawrell8 control | ed.
Exanpl e 18: Further anal ysis_was used for co?r)%fir tion of7 égusrgllts of array
anal ysi s usishRysrthaPNA crpremoFPCRS5ls 48 e Pigsence pfdethalrapact £orih

Se‘genes greatly
el evated (3@ SndifRlsGefielfs tRUNKA emERbof(RaAf0er byl A diffemat smaged of thveceD- her b

conposition. In Figure 20, Real-time PCR analysis of gene ression in
cuIrTured neeHee-i ﬁﬂlg ele agalysigeof PC3ichils @aﬁvﬂ@ﬁg@/ﬁrﬁsﬁqt@twggﬂrgmsﬁfég assay t hat
al lows for the.ipf gHied Sespthiil iAftetdbf réductidn iiRNAvds @bsetved, as Welbagmmi nci pl e of the
met hod is based on a uor ogeni c proqﬁ tﬁi niglrg‘ ggth a_[eporter and
quencher dydncreagein G speasHioe AL arffst at f Phgse, BhdQBAL 22M8 "t he respect i ve
reporter percentage of cells were also shown to undergo apoptosis.

Example 17: Purther investigation of the anti-prostate cancer activities of the
9-herb composition using target-specific array analysis. The target array approach is a
panoramic analysis of gene expression based on binding of mRNAs prepared from
control and treated cells to an ordered array of cDNA molecules of known sequence
immobilized on glass or nylon, In our pilot studies involving the use of SuperArrays'
(SuperArray, Bethesda MD), mRNAs are hybridized to a defined matrix on nylon
sheets containing hundreds of printed cDNA probes. This method is designed to
identify existing genes modulated by the 9-herb composition, which could be applied to
the standardization of the 9-herb composition extracts. The low-density (pathway
specific) platform was chosen over more complex high-density microarrays for its
reproducibility, ease of handling with existing resources, and simpler data
interpretation. Limitations of this approach include an inability to discover unidentified

genes and lower sensitivity, since this assay is more suitable for detecting genes of high

abundance,
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and quencher dye is reciprocally quenched, such that there is negligible
signal. During 57 WO 03/037246 PCT/|B02/ 05825 each PCR anplification cycle,
t he probe beconmes annealed to the target sequence, and the reporter dye is
cl eaved f M9 dig24pr obe by the nucl ease activity of the TEGIIHBIHEIBr ase.
Thi s generates a sequence-specific fluorescent signal fromthe quencher

dye of the probe, which accunul ates as the PCR reaction continues. The
result is a pr rtional incr b C | agreal tinmne.
This figure il |73’E °~*°&P@§ai°ﬁﬁ?‘ﬁw§§§&ﬂ§‘??¥fé’n§&&ksﬁg§ ’egﬁ{’ds’ﬁ%%erbgg?ﬂg{%fiy appl i ed
in this | abnn aingles ficn 4dimuaratrylsing thefd-herly edmpositioeirpted ING@R seSs si on i n

cul tured man i cells n_ex i I ng agents.
By conpari ?anr%‘h?g? a'%‘éea&;%ﬁwggﬁlpgéﬁ%a? (?Sg}ﬁ% %ﬁ%@tgﬁgﬁﬁdgﬁ (long term
exposur e t mhisdiay ppearsias foonminsddtspats, Ini additien, GAPIFband astie (3 8OsEPe a reasonabl e
estimation of the tine requjred.fQq r - rget cells and
the durati &% }SS f’rﬁé‘eéﬁt’fvgﬁ?@mistaﬁcl aésoﬁ{écrl'gdlg Iq(lyfglap gFe di&f:h gﬁﬁp%rz?tg)gtr?%g gene
responses helsuiedte pidvidsdivHRPRamehdngenrand to apwparpregiltis diom diffentat i on on

candi dat e genes whi ch could be involved in the transition between the

| at ent and Y&d stages of prostate cancer. Finally, evaluation of gene

responses in normal versus cancerous prostate cells nmay .provide insights on
genes whi ch coTotal RI¥A mavisdlatedifrom conteol prfl trqatedicells usins THEOIE938&at e cancer ous

state. Exagp sgalelﬁ' A%fo{; afdns WRR rOmbeidiby RuPRIDh With DNXMiké DNeye. def i ci ency in
rats. To Study Ne RrFad

ts of the 9-herb co ositiﬁn,omqh%uri a i nduced
by hydr ocoFvusmismgramsofRNArivasiupedra the. emplateder COREY MBS RPREYERH hr ee days
bef of & exPef | iRflieq ASNAR unoBlliosd £k ApeohRicHiNASRd Getgciomlondgaalli vi ded i nto 5
groups. Excep nimal's 1n normal  g@roup, al S _Were or

all ani mal al |
adni ni st er eanhMWWW%ﬁP@%%ﬁFWSWQ%& Bﬁﬁ‘gécuﬁgrrs pﬁ%f%oii%r two days.
On the thi %geﬂ%ﬁcﬁﬂ%h%a%lé@ groups 3 to 5 were admnistered wth

correspondi ng I'cations and hydrocortisone. On the tenth day, each ani mal

was fed ngBm&t er (50rr1/'l'<93 bﬁ;&g&ﬁ]ﬁ,ﬂﬁ,u%in@&e}EEHRW@LJ&'Cage' After 3

hours, wuri S P i-gng-arrnatt oit was expl esped as .
vol /100g. = was-sed—te - eolp %BWWWWS. The
amount s of |urli nagaglgp'?dézé?oé’(ﬁ‘s’?grs‘o‘%wrdg B R Mexper | ment al gr oup wer e

H H H \ g -GV N -1 £ $
si gni fi canthy-hrghen e R R A ONA 08! comih R aglidioNat 93 )
rpm/min, 60°C
3 Washing with pre-warmed 2x SSC and 1% SDS, followed by 0.1 SSC and
0.5% SDS
4 Blocking using GEA blocking solution Q
5

Tncubation of membrane with 1:7500 AP-streptavidin, 10 min, room
temperature
6 Reaction with chemiluminescent substrate, multiple exposures to X-ray films
7 Data analysis using GEArrayAnalyzer software -
GEArmayAnalyzer software was used for the data analysis.

Figure 19 shows array analysis of gene expression in 48 hours of a control and
the 9-herb composition treated LNCaP cells. Total RNA was isolated from control and
treated cells using Trizol reagent, after possible DNA contaminants was removed with
DNase. Four g of RNA was reverse transcribed to biotinylated cDNA, which was
hybridized to immobilized gene-specific cCDNAs using "Human Cancer PathwayFinder
GEArray Q series.” The signals were detected by chemiluminescence, as detailed by
the manufacturer. The software provided by the manufacturer was used for the data

analysis. Comparing the effects of a 48 hour treatment of the 9-herb composition, with
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suggesting successful experinental polyuria. Rats adm nistered w

three dosages of the 9-herb conposition showed significantly redLEt?LL I n
urine volume (p<0.01). Reduction in urine volume was inversely
proporti o oyw7khe dosage of the 9-herb 58 WO 03/ 037246PCUHOMBB2Y 05825
conposi tion adm ni stered. However, aninals' urination could not be

normal i zed at all dosages being tested Table VII: Effects of 9-Herb

Conposition o rit d =
Nor el Exp enFHeAtaIGPelsnE S coBiiish pilatlib f sl <o D71 (S0P
Moder ate  dedgasds, & vachangedWe itk ression. Coqnp’dht@fbsﬂts nbwmlgmaiﬁ wWae mal gr 6up_

p<0. 01 conparijng, to exper.d, group Exanple 20: The effects of the
9-herb cons8®bipedand @Wsﬁéﬂwn&r‘%lg{q'(protel nuria) In rats. Animals were

observed for three days before experinent Animal s of sim wei
ree _ : simlar weight were
t hen randordABLEi VI ReultsiohhgaAmplysisips, Except aninals in -norn roﬂp, al |

ani nal s re 1 ntravenous$ieyesingeased byithaf+ f 2 drGenepdesrgased by
second day. ahraygisel \Agre cherl) qompesitiep ni sor ed m%mpp:g r?d?"l?g/u ). On the

medi cati or{Shaee i .v. i th adri £ 'Inmld;

( d , al |

ani mal s wgr@n®gghyMt h dH20 (5mUkg) befor%ﬁ E'cadhg{g" %ﬁ)gl ic ¢age. After
24  hours,| 8 ne sanplfes were coll ected e #1l RB- p]ggqpre<sed as

vol { 100g. I—test_ nvvas_ usedntg conpar e r§gj athJQ@kvmﬂugroups Td measure
Proteln o e cadoror 1 | Since p273s a ackwmme %Wh@nﬂaﬁ‘éﬁéﬁorﬁ&ﬁﬂ%defgﬁ«*@ﬁ( and the

W

anmount s of} DT.QL el n wer g

ARak B EASHGE hikYess N lsGhpori e gfing thavBatipeell  Pr gt ei n
content was eXDreSSGd aﬁplﬁﬂmmtfcﬁ%@:bﬂ- tiiades Gscherkpnt ugest (by
9-herb composition. reducing cyclin D1 and cdk4).

Additional array analysis was performed using the apoptosis platform from
Superarrays. These results show that the expression of a number of anti-apoptotic

genes is significantly down-regulated by incubation with the 9-herb composition.

Results of these preliminary array analyses support the proposition that the
multitude of cell, biochemical, and gene responses elicited by the 9-herb composition
can serve as markers for its use as a reference standard for further characterizing the
anti-prostate cancer activity of extracts of the 9-herb composition. The same
experimental strategy could be extended to address the 9-herb composition extract
induced G,/S arrest. The array analyses are expected to further elucidate the
mechanism of action of the 9-herb composition. These data may also provide details

on how the PSA gene can be controlled.

Example 18: Further analysis was used for confirmation of results of array
analysis using real-time PCR. Emphasis will be given to those genes greatly elevated
(>3-5 fold) or suppressed (>60%) by extracts of the 9-herb composition. In Figure 20,
Real-time PCR analysis of gene expression in cultured mammalian cells. Real-time PCR
is a highly sensitive assay that allows for the precise quantification of MRNA levels.
The principle of the method is based on a fluorogenic probe containing both a reporter
and quencher dye. When the probe is not in use, fluorescence of the respective reporter

and quencher dye is reciprocally quenched, such that there is negligible signal. During
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conpare the results between groups. There is a trend of [ [
volume when rats were rendered nephritis, however, no s?gg{gﬁfga:n rne
significance was detected (p>0.05). Nephritis rats treated with high dose
of the 9-kerdeemaposi tion showed significant increased RGIIBYG&Syol une
(p<0.01) while those treated with | ow dose showed significant decreased in
urine volune (p<0.01). 59 WD 03/037246 Table VIII: Effects of the 9-Herb

Conposi tion i nation i ri o I+ 1.d t =
& oup. NORuRETBb TR Ebn o1l R s Elotel SRR, HRRIG el b G e -
Céﬁp ;0_. 3- tNMepcateecllye is cldd¥ed o thepsabe by the dudease actigityodf W Tagp<0. 05, - p<0. 01
ring to_norna roup.. - p<0.,01. . ' . ' , o
Compar |09 o R B R e fOLRAL b RSRGK Rkl or o
aE;ier g ?_rry mg l tm %ydggm@l pioB® Mihichiaccutnblages Gxthe POR: 1e@3tios comsines. Ghe mSUINGRVAL
I ment a nposi tion 4. 560.56 5.91, - Hingl
Mbder at e5. 7eROSHonaJactease ig by 13’8563?386?‘ 8@13%&1&%4"0’%% %iﬁ.ﬁg%?&%gﬁfpari ng to
nor mal  gr ouRal-timePER KU been speessililly appiedmrthinbaretomyxp theianddytisd! gr oup.
cyclooxygenase-2 expression in cultured mammalian cells, upon exposure (0 & variety

of modulating agents.

By comparing data obtained in acute (short term) versus chronic (long term)
exposure to the 9-herb composition, it may be possible to have a reasonable estimation
of the time required for entry and response in target cells and the duration of the effects
this herb elicits. A comparison of gene responses between AD and HRPC cells may
also provide information on candidate genes which could be involved in the transition
between the latent and advanced stages of prostate cancer. Finally, evaluation of gene
responses in normal versus cancerous prostate cells may provide insights on genes

which could be involved in the initiation of the prostate cancerous state.

Example 19: Effect of the 9-herb composition on kidney deficiency in rats.
To study the effects of the 9-herb composition on polyuria induced by hydrocortisone
treatment in rats. Animals were observed for three days before experiments, Animals
of similar weight were randomly divided into 5 groups. Except animals in normal
group, all animals were orally administered with 'hydrocortisonc (50mg/kg/day, once
per day) for two days. On the third day, animals in groups 3 to 5 were administered
with corresponding medications and hydrocortisone. On the tenth day, each animal
was fed with water (5 ml/kg) before housing in metabolic cage. After 3 hours, urine
samples were collected and urination was expressed as vol/100g. T-test was used to
compare the results between groups. The amounts of urine collected from rats in
experimental group were significantly higher than those from normal group (p<0.01),
suggesting successful experimental polyuria. Rats administered with all three dosages
of the 9-herb composition showed significantly reduction in urine volume (p<0.01).

Reduction in urine volume was inversely proportional to the dosage of the 9-herb
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PCT/ 1 B02/ 05825 Exanpl e 21: The 9-herb conposition and | ncontinence. 70-year
old mal e diagnosed with having an enlarged prostate suffered from
frequent-urination problens including increased daily frequencgl and
reduced vWIOMHE3724e had the urge to urinate every two hob¥FEEBHE82he anount
was only a few drops. H's synptons were attributed to old age. The patient
was prescri bed PROSCARTM for his enlarged prostate, but this did not

al | evi at et g ik RalhAdRed HWSver] EmAR nfifdion HENnA®E ABmiaBkddngalsi X capsul es
of a 350 8ose.of the 9-herb conposition each day (3 tablets in the

mor ni ng anclogagesbsingtested n t he evening). After a period of tinme on this

regi men, his urinary frequency decreased. The man reports that he only
goes to the bat hr Qg SYE BiredtOso-IRPH ESmpodiabEdthyd RborRiGey t WO hours during
the day. He is able to unridiedd®olliad inhets GER+Wers a normal  anmount of urine
in a steady streamMgspOPPOSRorhdl | Beperimemtall | DGerb@oMp.per i enced prior to
taking the 9-herb conposition. T } experi enced, however,
is 60 WD 03/ 037246 PCTl | B02/%%5%25 sI'@&¥ifg t hrough the night without having
to get up and go to the bathroom Because he is sleeping better, he has
nore energy throughghhest he day. Exanple 22: Effgess of the 9-herb
conposition on nocturnal urination in elderly people. The purpose of this
study was to study the effects of the 9-herb conposition on frequent
urination probl ens Mederate ref | ecti on of ki dney dfb%iency in elderly people.
Based on an in-hougaski dney deficient evaluation chart, 45 subjects (20

mal e and 25 fenal e} weke recruited from Cheng fug:-Q d Fol ks Home for this
study. The average age was 80.46 years old and the average noct urnal
urination frequency was 4 tines/night. The subjects were divided into 3
groups: the 9-her b-e0npospatingdamermaPFrrymng Nao Shen or pl acebo. (Shuang Nao
Shen is another herbad cRipRdEclxpkdRbaRbuyt 0 treat nocturnal urination
frequency.) One week before the study, frequency, quality and specific
gravity of urination was eval uated. Then the subjects were treated for
three weeks ""'”hy&ﬂ@'lerzo‘? e%ﬁ%&tggftﬁ?glh%ﬁ“o%bosﬁt)ﬁ%ﬁnEﬁlﬁ‘ﬁis”ent the subjects
were observed for one week. Ui ne sanples were collected one day before
and one day (prbteburia) ngratsy dmimainwers abisenmed foy sisee days before experiment.

Animals of similar weight were then randomly divided into 5 groups. Except animals

in normal group, all animals were intravenously injected with adriamycin
(7mg/kg/time). On the second day, animals were orally administered with
corresponding medications and i.v. injected with adriamycin. On the eighth day, all
animals were fed with dH,0 (5ml/kg) before housing in metabolic cage. After 24
hours, urine samples were collected and urination was expressed as vol/100g. T-test
was used to compare results between groups. To measure protein content in urine, 0.5
ml urine samples were centrifuged and the amounts of protein were measured by Single
Tungsten method. Protein content was expressed as amount/100g. T-test was used to
compare the results between groups. There is a trend of decrease in urine volume when
rats wcré rendered nephritis, however, no statistical significance was detected (p>0.05).
Nephritis rats treated with high dose of the 9-herb composition showed significant
increased in urine volume (p<0.01) while those treated with low dose showed

significant decreased in urine volume (p<0.01).

59



The 9-herb conposition group showed significant inprovenent in nocturna
urination frequency after treatnent. Since pathogenesis of kidney
deficiency during aging is a long process and nany nechani stic functions
in el derl ywoenpat6are deteriorating, it takes a |ong ti nBCTABREEdre t he

ki dney function in elderly people. In western nedicine, glonerulosclerosis
is the major cause of kidney function deterioration. G onerul osclerosis

can lead to 20%t %21 % el fdpgt i onal gl omerul us4.
Medi cati on for_pr§w§@ﬂﬁg‘ﬁﬁxﬁgﬁ %ﬁg&ﬂwngﬁhaﬁﬂégagiﬁgygring or inhibiting
t he pat hogenesi s ST Udper g A have effect. Because
of the constraint iH°I'Pre, the duration o t h@ogoaitieNt study was desi gned
to be three weeks—Regardtess e GheR% Ner b canpositi on showed
i mprovenent in nocturnal wurination frequency (a decrease) to warrant a
l'onger duration stygyqokexanpl e.23: The .ef f ectig7@fs—+he 9-herb conposition on
sexual satisfaction was studied. The results are presented in Table X
bel ow. At the tinepddedatde i Ntecview all- the subg®wRs were still using the
9- herb conposi ti on.doskhe average age of the six nen interviewed that was
31.8 years with a nawgesei n age-of 26-3% All 8&4.&of Chinese 61 WO
03/ 037246 PCT/1B02/ 05825 decent. Prior to taking the 9-herb conposition,
the men reported r-eedsi-pep.02)camnalingtoingmal gdwpr i Ng sexual activity an average of
8.3 tines per nonthr@it kemparingtagwergenty gur0) . The average tine of a
sustained erection was 8.3 mnutes with a range of 5-15 mnutes. A
except one interviewee who did not respond reported having an "okay" sex
life with no histogye: FEflsts OXHapl Obthppsidon ofilpkotein ponteeh t 00 t he 9-herb
conposition for a m ni nuna &friaingein induced fephdtivdrat riets, iI7dYson a maxi num of ni ne
nont hs. The average Tength of use was 5.8 nonths9-Hehe dosage each man t ook
ranged from one (35@réip CapdNURMALO (Ewpegimentabs fomposiian day (average 2.2
capsul es/day). At The tinme of4jcesd nt evulesw al | men except one reported an
increase in the nunber of sexual activities they engaged in which resulted
in ejaculation. TheHigadge i n nunber of e€jacul afil®d3nas 8-30 per nonth
w th-an average of 15.3 ejacul ations per nonth. There was an average 84.3%
i ncrease in number oModepscul ati~ons per nonth aft%@t%t’aki ng the 9-herb
conposition (range 0323@%@ The ) ) 5 0440 T6—

-p<0.05, ~p<0.01, comparing to normal group.

-p<0.05, —p<0.01, comparing to experimental group.

Example 21: The 9-herb composition and Incontinence. 70-year old male
diagnosed with having an enlarged prostate suffered from frequent-urination problems
including increased daily frequency and reduced volume. He had the urge to urinate
every two hours and the amount was only a few drops. His symptoms were attributed
to old age. The patient was prescribed PROSCAR™ for his eﬁlarged prostate, but this
did not alleviate the urination problem. The patient then began taking six capsules ofa
350 mg dose of the 9-herb composition each day (3 tablets in the morning and 3 tablets
in the evening). After a period of time on this regimen, his urinary frequency
decreased. The man reports that he only goes to the bathroom every four hours instead
of every two hours during the day. He is able to urinate what he considers a normal
amount of urine in a steady stream as opposed to the dribbling he experienced prior to

taking the 9-herb composition. The biggest benefit he experienced, however, is
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amount of tinme an erection could be sustained also incr

average of 6.75 mn to 13.5 mnutes, which was a 100@6$§;$gvgagglénAll Si X
nmen reported an inprovenent in the quality of their sex life. Five of the
si x inter W@ Bandi dates reported feeling nore ener gtGIdBEHEFour
reported having a longer erection as benefits of the 9-herb conposition
Side effects perceived by the interviewees included two person reportinQ

feeling increased thirst ' '
. | a
IC?)C reas ted $ P‘&;%S@Pr“gi‘ {hg ?igab"m@?p é}\é%‘g gg’%‘gﬁLﬁaib %Eﬁ‘h? %o%x}wge/@ﬁr B
MPoSi t i OrhedysldBping httteBdt has raare prorgy BEIghpo MeoBB25 Case 1Ca
4Case 5Case 6Average Age343326303730.31.8 s¢ 2tase stase

Et hni ci ' ' ' ' i : Y e G A S
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The average age was 80.46 years old and the average nocturnal urination frequency

was 4 times/night. The subjects were divided into 3 groups: the 9-herb composition,

Shuang Nao Shen or placebo, (Shuang Nao Shen is another herbal product thought to

treat nocturnal urination frequency.) One week before the study, frequency, quality

and specific gravity of urination was evaluated. Then the subjects were treated for

three weeks with their designated medication. After treatment the subjects were

observed for one week. Urine samples were collected one day before and one day after

the treatment and analyzed.

4

The 9-herb composition group showed significant improvement in nocturnal
urination frequency after treatment. Since pathogenesis of kidney deficiency during
aging is a long process and many mechanistic functions in elderly people are
deteriorating, it takes a long time to restore the kidney function in elderly people. In
western medicine, glomerulosclerosis is the major cause of kidney function
deterioration. Glomerulosclerosis can lead to 20% to 30% or even 50% reduction in
functional glomerulus4. Medication for promoting glomerulus function and restoring
or inhibiting the pathogenesis of glomerulosclerosis takes times to have effect,

Because of the constraint in time, the duration of the present study was designed to be
three weeks. Regardless, the the 9-herb composition showed improvement in nocturnal

urination frequency (a decrease) to warrant a longer duration study.

Example 23: The effects of the 9-herb composition on sexual satisfaction was
studied. The results are presented in Table X below. At the time of the interview all
the subjects were still using the 9-herb composition. The average age of the six men

interviewed that was 31.8 years with a range in age of 26-37. All were of Chinese
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All six men too the 9-herb composition for a minimum of four months and one
person a maximum of nine months. The average length of use was 5.8 months. The
dosage each man took ranged from one (350 mg) capsule to three capsules per day
(average 2.2 capsules/day). At the time of the interview all men except one reported an
increase in the number of sexual activities they engaged in which resulted in
ejaculation. The range in number of ejaculations was 8-30 per month with-an average
of 15.3 ejaculations per month. There was an average 84.3% increase in number of
ejaculations per month after taking the 9-herb composition (range 0-400%). The
amount of time an erection could be sustained also increased from an average of 6.75
min to 13.5 minutes, which was a 100% improvement. All six men reported an
improvement in the quality of their sex life. Five of the six interviewed candidates
reported feeling more energetic and four reported having a longer erection as benefits
of the 9-herb composition. Side effects perceived by the interviewees included two
person reporting feeling increased thirst, two having hot flashes, and two with an

increased sex desire.
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clitoral stinmulation in fermales). Figures 21-29 present high perfornmance
l'iquid chromatography (HPLC) and thin layer chromatography (TLC) data for
sanpl es of a 9-herb conposition. The data identifies active in Eedlents
(see Tabl evolomesd246abl e [11) for certain herbs in the co ﬁpwgﬁ Fi gures
21 and 22 show HPLC data for icarrin (an active ingredi ent of Herba
Epinzedii) in a sanple of the 9-herb conposition and in a standard,
respectively. Figures 23 and 24 show HPLC data for psoralen (an active

i ngredi ent of Fructus Psoraleae) in a sanple of the 9-herb conposition and
in a standard, respectively. Figures 25 and 26 show HPLC data for

schi zandrin (an active ingredient of Fructus 64 WO 03/037246 PCT/|B02/ 05825

Schi sandr ae rer-Reng-s i s e 30t ‘c—;'guq 9- BRI C ggppsilxyl;@ and in a

st andard, rﬂﬂﬂjz TeFE cobmoslibidUT €S 27- 29 ST data for olegnolic acid (an
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228. 082570963. 08274640. 43 ?thfeFl gure 2 du&g@éké,?@@ Q@I&OOZ 90]. 3429550

Fi gure 2415./157437600. 8126Mep@qfel | 6550 Hibgur e PRSI 7898397, 6147P40. 60. 0552550
Fi gure 2612.|757420Q076. 681@a¥%8 6550 Many of [ %“ iml scri bpd exanpl es
have been dilrected|at a 9'¥é&Pb |conposiition. y RO bove, fraditional

Chi nese Medilci ne fqcuses |on a system ¢ or hol i sti mmpproach Lo treating or
preventing dilnmentd. Kidney heallth representf sevepdslife asnects incl uding,
but not i ni smdffdeAhmmrﬁ Hereashie JEagyto feel (N9 nat | °T°i‘£ NAand| sexual

sati sfact i orjewarionceddisk t i onl@Jo r d¥BY¥'ng [speci f [ra n onp enbodi ment,
the 9-herb while taking fiashes (Very
D-herb hot and heat

composition. In the body)

=

The regular administration of an embodiment of the composition over time
results in improved sexual fitness, i.e., function, desire, and satisfaction (e.g., energy
and stamina in males). Embodiments of the composition (e.g., the 9-herb composition)
should similarly benefit erectile dysfunction (e.g., impotence). Similar sexual fitness
results may be extrapolated to improved sexual fitness in women (e.g., energy and

clitoral stimulation in females).

Figures 21-29 present high performance liquid chromatography (HPLC) and
thin layér chromatography (TLC) data for samples of a 9-berb composition. The data
identifies active ingredients (see Table IT and Table III) for certain herbs in the

composition,

Figures 21 and 22 show HPLC data for icarrin (an active ingredient of Herba
Epinzédii) in a sample of the 9-herb composition and in a standard, respectively.
Figures 23 and 24 show HPLC data for psoralen (an active ingredient of Fructus
Psoraleae) in a sample of the 9-herb composition and in a standard, respectively.

Figures 25 and 26 show HPLC data for schizandrin (an active ingredient of Fructus

64



conposition is suitable for addressing the overal

O her

i ncl ude tonifying
muscl es aM BEFE46 st abili zi ng
I ndi cati ons for which enbodi nents are

pai n caused by ki dney defi ci ency,

di zzi ness,

Enbodlnents of the co

each of
to, conposi F}u@ﬁéu LRI Loet:
exanpl e, a specif

IC aspec

?91 a%%d

|dney

chilly Iinbs and

W%ﬁ%@éﬁzb%zsﬁﬂq sﬂﬁﬁ@@ﬁtﬂé Qh@b%@xﬂb@hioﬁ And ARdtdAddrs, | 0ss.
np03|t|on al so i ncl ude conp

heal

th.

ositions

str

sperm and reduci ng uri nBETHH20

heal th of the kidney.
I ndi cations for which enbodi nents of the conposition are suitable
t he ki dney and benefiting the essence,

engt heni ng

P11 other

S

sui tabl e i nclude waste and j oi nt
I ntol erance to cold,

haV|ng | ess than

t hiespertivelyn diigaes Holfshow ILE . daﬁ%rﬁ%?ﬂéghq a5 (pryectiveineredieRt Aot | nited

208, ARk @ach6f tRether s PARAR ERuSrilIACHY, €at
| n one enbodi nent,

for
a suitable

conposi ti onaqdr?(:qa@ﬂ]é§f%Pﬂﬁrbéﬁmﬁﬁﬁ“f°na‘i"r§f’e°tb‘ﬁ§’ or more of the suppl ement al
her bs Radi x Morindae O ficinalis,

Fruct us Schi sandraap,
Fructus Psor al eae,

conpOS|t|on|
nore of th

C

Run Timé

conpositio

| e"
) re% {

| =

P akHex ht

Fructus Rosae

raexisthe HPEC tai dasa foi el pletantel] wahgles,
Radi x Astragal

‘Zﬂﬁ C R ),

I n anot her
|ngred|ents (identified above) of one or

OC

Laevi gat

enbodi

ae,

Fruct us Rubi ,

Semen Cuscut ae,

ment ,

"Sl

0

KiT%

t

12

?ﬂ?@ﬁ“”

lll (5793UI I

5II

ar

(e.g., ned

|

)R 48D th

,5k ﬁtn

'827

4/(1[

rous

k

Uljsfy

dizgor

pronoti on JF;S‘B.E%

Vialgea ¢

I597 y [SP¢

A380062.9 ¢

9.34291TP

Sre

nsge

c

used inc

D Rite' 24

073 184 T1T

treatnent OF AL

Tlap§32 Ca

7k Y
Teff ¢ T OT

25 16p74l6l

nm n.

16 N4

T 159 €1

Y.

13¥A08! €,

00582 C

DITE0S|

TTson

with an anr

Fighr D

AMysPry

4RURIHL L

94203%/

urth

er | regdud

€ 5DSA

drug that

IS appreciated t
ki dney heal th or
ar eas.
treatnment o
been descri

Lar

gt

PR

IOUS

egulates testosterone
conposi tions described herein were presented in’

tyee[ ,?ﬁ?e aéoYa ntoe
Repr espdsitibn.vAs motambbes tradlmmxlalﬂanesbmedame fagoses bn aBYsteahi¢ o,
¢§u%#ﬁﬁﬁﬁ&ﬁ%g

err

di'so

production 1 n the body. Finally,
terms of kidney health.

@ neenefits beyond

uses 1 n these

5P

exa
ers

e

3 fide B

350 R
Wi, 6

di nmen

?%Eeh{h%@ ﬁ@

%Be

ders or

t he

her, the
conp03|t|ons
t he
ri bed may be
in the

may be conbi ned

| evel s or a
t he
|t

vari ous
t he
t,pods have
parent to

those of skidpects mchtiieg .t nat Himited/tay pragtate healthyyinggion feggysiney @nd Qf’xt‘fﬂe
composi ti ong, 3ad JFe TR S5 EdaiBE D ORE HpBerdiud GRYUnbEGRRK HhEG-nbmOM t he

composition is suitable for addressing the overall health of the kidney. Other

indications for which embodiments of the composition are suitable include tonifying

the kidney and benefiting the essence, strengthening muscles and bones, stabilizing

sperm, and reducing urination. Still other indications for which embodiments are

suitable include waste and joint pain caused by kidney deficiency, chilly limbs and

intolerance to cold, dizziness, spermatorrhea and premature ejaculation, and hair loss.

Embodiments of the composition also include compositions having less than each of

the nine herbal components. Examples include, but are not limited to, compositions

including one or more herbal components to treat, for example, a specific aspect of

kidney health. In one embodiment, a suitable composition includes Herba epimdii and

one or more of the supplemental herbs Radix Morindae Officinalis, Fructus Rosae

Laevigatae, Fructus Rubi, Fructus Schisandrac Chinensis, Fructus Ligustri Lucidi,

Semen Cuscutae, Fructus Psoraleae, and Radix Astragali. In another embodiment, the

composition includes the active ingredients (identified above) of one or more of the
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concept, spirit and scope of the clainmed subject matter. More specifically,
it wll be apparent that certain agents that are both chem cally and
physi ol ogically related may be substituted for the agents descri bed herein
while theWse®@3waé sinilar results woul d be achieved. AFTCKBEHISIYy | ar
substitutes and nodifications apparent to those skilled in the art are
deened to be within the spirit, scope and concept as defined by the
appended  clisiédirerbs6 Buier, Bkt dBPEABonCHAL MR Wag e hsed G enfifaetidnSwithPCT/ | BO2/ 05825

1. A conposjtion conprising: .an aliquot of the_herb Herba, Epi nedii; and an
al i quot of %f%erlcgglg?srﬂfot‘?f‘ é"eg"gﬁ";ﬁlﬁf‘%‘ﬁ‘&??ﬁ%&e FE?%E"@EV%@P%’HFE‘FW&FFP A °Fr oup

consi sting the pfametibnisf M dedltheForgatmsle, e dofipstididebcribéd M&t besusks or al ea;

Radi x l\/briﬁg:gg.uo‘ﬁfi ci.tElaI |§, Féugt us Schi sandr,ag Chi nensis; Fructus

Li gust ri LuclgPUWEHoR fith adails fpofivs SRaRve(p e deptmest of prastate o nhosi ti on of
claim 1, whemeirnfot éxamalej theicmpmiitivh majibs donttied witkph aRBinfladfgoryt he al i quot  of

the at | east 't e s | ement erbs ¢ rises an extract. 3. The
conposi ti ona%PﬂéT é'f%lf%&ef/ﬁng?%?hﬁ‘tqﬁvégé’if‘ag’gt‘habrlﬁg%t%tﬁst@ﬁr?f@di i is about 25%
to about 65ptobyctioeinghd bodf. Finallys thepompdsitions dedcribddRerein WeRpdstddt i8f cl ai m 2,

wherein the _suppl.enent a b conprises, an extract of Radix Morindae

O fi i nal i St %&“@Eﬁ’béﬁé;ﬂ"g‘? ‘Sé‘BBfﬁ?qE‘ié/és“P‘d“a‘B’Bl?f’S“iﬁ%dwnb%éﬂi‘”éﬁ‘ﬁveof t he
conposi t i onbengfits béyend Ridpeydiealihon tehtinglkiiney Asorddiedndifind uee istiggl enent al herb
conprises an . extract, _of Fructus Rosae Laevi gatae about 1% to about 20% by
vl ot of ot b Reireshbtie Hameles Biinge ¥y il firilpior e toat 8 n 1 he
suppl enent avaribes dthaeaperisses an  extract of Fructus Rubi is about 1%to
about 20% by wei ght of the conposition. 7. The conposition of claim 2,

wherein the supgpﬁ%&?%si%@g gn&%%g%%g@ bggh‘%"?%?’g?ﬁ‘ge% oFﬁr%}ré’ds Schi sandr ac

Chinensis is about 1% t y wel
embodiments, it will be apparent to those of skill in the art that variations may be

applied to the compositions and methods described herein without departing from the
concept, spirit and scope of the claimed subject matter. More specifically, it will be
apparent that certain agents that are both chemically and physiologically related may be
substituted for the agents described herein while the same or similar results would be
achieved. All such similar substitutes and modifications apparent to those skilled in the
art are deemed to be within the spirit, scope and concept as defined by the appended

claims.
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conposition. 67 WO 03/037246 PCT/|1B02/05825 8. The conposition of claim 2,
wherein the supplenental herb conprises an extract of Fructus Ligustri
Lucidi is about 1%to about 10% by wei ght of the conposition. 9. The
conmposi t i OK0 80334 m 2, wherein the suppl emental herb coffpVIBO¥S8%,  extract
of Senmen Cuscutae is about 190" to about 10% by wei ght of the conposition.
10. The conposition of claim2, wherein the supplenental herb conprises an
extract of Fructus Psoralea is about 1%to about 20% by wei ght of the
conposition. 11. The conposition ofCIAIMSn 2, wherein the supplenental herb
conprises an extract of Radix Astragali is about 1%to about 10% by wei ght
of the corrpﬁ,?it.i n. 12. A nethod conprising contacting a prostate cell wth
t he conposi Ui Str‘}s@?’me%fsai m1l. 13. A nethod conprising: identifying a subject
wWith a prostate disorder;. and establishing a reginmen for adm nistering the

conposition,of claiml. 14 _The nethod of .claim3, wherein the disorder is
prostate cahcer .Aiqg?po?ﬂ%n%e Pﬁgﬁg'of claim 13, wherein the disorder is
erectil e dysf unaciiatiquot df8he MereHerby Bpithedt; agd ai m 14, wherein the prostate

di sorder conpri ses,.el ev j 1454 hod conpr.i si ng:
i dentifyi ngrrg su%'jalé%'io %ﬁ{t%g%?bgéfhﬁgé}%g%?ﬁgﬁ andégns}tugb i shing anpegi rre%
for adm ni stemistig of Feuons Roawiloewigetast Foicts Rub; Frugus Riosalesfadid of claim 17,
wher ei n the@Lp?%?’oﬁ'ﬁﬁﬁ%-dﬁ&cthssﬁﬂk@{(éi%tineﬁﬁrm. ;&gﬁ@}#ﬂ&cﬁgﬁeﬂnﬁﬁﬂ 05825 19.

The met hod ¢ Whereln 't ney-di sorder 1s incontinence. 20.
The met hod Guscnteai awd Redix Abreageiin sai d i nconti nence is nocturna
i ncontinence. 21. The nethod of claim 16, wherein the kidney-disorder is
proteinuria. o

2. The composition of claim 1, wherein the aliquot of the herb Herba Epimedii and

the aliquot of the at Jeast three supplemental herbs comprises an extract.

3. The composition of claim 2, wherein the extract of Herba Epimedii is about

25% to about 65% by weight of the composition.

4, The composition of claim 2, wherein the supplemental herb comprises an
extract of Radix Morindae Officinalis in an amount of about 1% to about 10% by

weight of the composition.

5. The composition of claim 2, wherein the supplemental herb comprises an
extract of Fructus Rosae Laevigatae about 1% to about 20% by weight of the

composition.

6. The composition of claim 2, wherein the supplemental herb comprises an

extract of Fructus Rubi is about 1% to about 20% by weight of the composition.
7. The composition of claim 2, wherein the supplemental herb comprises an

extract of Fructus Schisandrac Chinensis is about 1% to about 10% by weight of the

composition.
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22. A conposition conprising: icariin; ursolic acid; ellagic acid;
psoral en; deoxyschi zandrin; oleanolic acid; quercetin; aslvagal oside;
and an extract of the herb Radix Mdrrindae Oficinalis. 23. The caonposition
of clai m 390 03#%a246i n the concentration of icariin is aboltTiBBIB2Ef t he
conposition. 24. The conposition of claim 22, wherein the concentration of
psoralen is about 0.3%of the conposition. 25. The conposition of claim
22, wher ei n8t he TiReMPbditiiniob Bladi 2,ckbheeinthdiupplaaiental heth coaiprises af). 06% of t he
conposition. 26, e C osifion.o l,ai.m 22 rein,t concentration of
ol eanol i ¢ a(‘?i‘tﬁlacf%fm%&ggﬁfrbiff%?gfa{’?'ﬁé%%ﬁ%o&?%Eﬁwe]ﬁwg} ®ret hod conpri si ng
contacti ng @ompskioate cell with the conposition of claim22. 69 WO

03/ 037246 PCT/1B02/ 05825 28. A nmethod conprising: identifying a subject
with a prostate disorder; and establishing a reginmen for adm nistering the
conposi tion9pf cTiai dinpdsitichDf clbine2, MHeleinthofupplememni2erb avhprigisian t he di sor der
is prostate cance 30,. The neth f claj 8. Mherein the.disorder is
erectile dy§f“ﬂaf‘ﬂ:?tji’s5’ﬁ‘?" QHscutgq,is ahg.gﬁ‘ggo 6@“@1%@‘!&‘%@&?&@%@“m ostate

di sorder conprises elevated PSA | evels in serum 32. A nmethod conpri sing:

I dentifying 13. Suﬂcec%gnpg\gittior}lo c ain(nj Q,Exyhexdelin B sdu%gfem%&gl herb comprises an

extract of Fructus Psoralea is about 1% to about 20% by weight of the composition.

11 The composition of claim 2, wherein the supplemental herb comprises an

extract of Radix Astragali is about 1% to about 10% by weight of the composition.

12. A method comprising contacting a prostate cell with the composition of

claim 1.
13. A method comprising:

identifying a subject with a prostate disorder; and

establishing a regimen for administering the composition of claim 1.
14.  The method of claim13, wherein the disorder is prostate cancer.

15.  The method of claim 13, wherein the disorder is erectile dysfunction.

16.  The method of claim 14, wherein the prostate disorder comprises elevated PSA

levels in serum.

17. A method comprising:
identifying a subject with a kidney disorder; and

establishing a regimen for administering the composition of claim 1.

18.  The method of claim 17, wherein the kidney disorder is polyuria.
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establishing a reginen for adm nistering the conposition of claim22. 33.
The nmet hod of claim 32, wherein the kidney disorder is polyuria 34. The

met hod of claim 32, wherein the kidney-disorder is incontinence. 35. The
met hod of WO 830334, wherein said incontinence is noctur nAFTIBRIMZ nence.

36. The nethod of claim 32, wherein the kidney-disorder is proteinuria. 37.
A nmet hod conprising adm ni stering the conposition of claim22 in an anount
effective to i nprove sexual function. 38. A nmethod conprising adm ni stering

the conposition of claim22 according tpo a regjnen effective to maintain
or establi sH9proE@rm?tB%?ﬂ°Eﬂ¥nd$ ' ‘WB‘W@ ‘-’E'QP%T‘&%?%’F FAp@nuzrzgee.

20,  The method of claim 19, wherein said incontinence is nocturnal incontinence.
21.  The method of claim 16, wherein the kidney-disorder is proteinuria.

22, A composition comprising:
icariin;
ursolic acid;
ellagic acid;
psoralen;
deoxyschizandrin;
oleanolic acid;
quercetin;
aslvagaloside; and
an extract of the herb Radix Morindae Officinalis.

23.  The composition of claim 22, wherein the concentration of icariin is about 1.6%

of the composition.

24.  The composition of claim 22, wherein the concentration of psoralen is about

0.3% of the composition,

25.  The composition of claim 22, wherein the concentration of deoxyschizandrin is

about 0.06% of the composition.

26.  The composition of claim 22, wherein the concentration of oleanolic acid is

about 0.013% of the composition.

27. A method comprising contacting a prostate cell with the composition of

claim 22.
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28.

29,

30.

31.

A method comprising:

identifying a subject with a prostate disorder; and

establishing a regimen for administering the composition of claim 22.
The method of claim 28, wherein the disorder is prostate cancer.

The method of claim 28, wherein the disorder is erectile dysfunction.

The method of claim 28, wherein the prostate disorder comprises elevated PSA

levels in serum,

32.

33,

34.

35.

36.

37.

A method comprising:

identifying a subject with a kidney disorder; and

establishing a regimen for administering the composition of claim 22.

The method of claim 32, wherein the kidney disorder is polyuria

The method of claim 32, wherein the kidney-disorder is incontinence.

The method of claim 34, wherein said incontinence is nocturnal incontinence.

The method of claim 32, wherein the kidney-disorder is proteinuria.

A method comprising administering the composition of claim 22 in an amount

effective to improve sexual function.

38.

A method comprising administering the composition of claim 22 according to a

regimen effective to maintain or establish proper function of kidney-related organs.
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