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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
imbalance 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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Excess glucose in the blood can damage the nephrons in the kidneys reducing the blood
vessels' ability to filter toxins. High blood pressure can also damage the nephrons.

Glomerulonephritis generally relates to a class of other diseases not related to kidney

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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transition are poorly understood.

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.



Features of hornone-refractory prostate cancer (HRPC). Conpared to other
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Common therapies for prostate cancer include prostastectomy, radiation,

cryotherapy, and/or chemotherapy. Aquilina, J.W., Lipsky, J.J. and Bostwick, D.G.
Androgen deprivation as a strategy for prostate cancer prevention. J. Natl. Canc. Inst.
89, 689-696, 1997; Morris, M.J. and Scher, H.I. Novel strategies and therapeutics for
the treatment of prostate carcinoma. Cancer. 89, 1329-1348, 2000. For patients with
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observed varled incidence of chmcal 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 sequential 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
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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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and proteinuria, as well as relieving the symptoms of these conditions is also disclosed.

Beneficial effects can include the elimination 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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enbodi ments presented herein. Figure 1 illustrates the inhibition of LNCaP
cel | proliferatFignreslillasiase theinbbitiopof ENEaR esthproliferasign by embodiments

of the composition.

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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presence or absence of NFicB after exposure of LNCaP cells to an
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Figure 12 illustrates the DNA content of Hﬂflfso cells culture% 1n

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.

12



Figure 16 illustrates growmh inhibition of PC-3 cells by enbodi nents of the
conposition. Figure 17 illustrates the clonogenicity of PC-3 cells to
enbodi mrerwe 000312 conposition. Figure 18 illustrates the@CDNBIxs8LEent of
PC-3 cells cultured in enbodi mrents of the conmposition. Figure 19
illustrates array analysis of gene expression of a control and an

enbodi nent of the caonposition. %é WD 03/ 037246 PCI/ | B mc alﬁl gure 20

il lustrates anFMFﬁglﬂé“SHFteb@r?él %BPE%@FSHPYS%PH&SF%&?& ! of an

embodi ment., a6 SORPOShpds@dn. Figure 21 illustrates hi gh per f or mance
liquid chromatography (HPLC) data for |carr| nin a sanple of an embodi nent

of the conposition. ure 22 illustrat PLC data for
standard sanpl @lglF'le(}éri SE@"H“B%E‘FF‘&’E“@%% g%‘é‘fr%at‘?%? §I(3¢§¢gnata|l%)ra sanpl e

of an enbadiiB 9%1 1d Q@n%@ﬂehgmhe@n@&ﬁog4 il ustrat es HPLC data for
psoral en |n a sta an sanple. Figure 25 illustrates HPLC data for

schizandrin in a sanple of an enbodi nent . of the c (ﬁsrrg)a ition. Figure 26
illustrates HPIF@gltratZé ifstrates HPLG dataifer paig 1 sanlar f‘?p Fi gure 27
illustrates thin |layer chromatography (TLC) data for ol eanol ic acid in

standard sanpl gjg ﬁ'e%rlﬁus%%tek Hpustdaatfespsbtalendat sarthgle opdnesmitoklingenaof d i n a
sanpl e of an extract of the herb Fructus Ligustri Lucidi. Figure 29

i |1 ustrat ebe Tnpagiioa- f or ol eanolic acid in a sanple of an enbodi ment of
t he conposition. DETAI LED DESCRI PTI ON Chi nese Medicine In Chinese or

Eastern nedi ci [{gnfe ilthHARY SIPLOMSLA fbiifsOralinbin @fstahfeed sadgdle.

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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inportant organs in the body. Traditionally, kidneys are described as the
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"turbid" wetoan372durbid water is excreted by the kidneys trhraepsstse
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sent back to the lungs where it can be distributed to the entire body.

Simlar to Western di ci ne, Chjnese-nedicjne vi tdhe. ki a

wat er - bal ai%8t %k&ﬁgﬂﬁlgﬁﬂbefﬁﬁt&ﬁ%b‘? lﬁtéﬂbb§9tt% he ey B%S%at‘%?ne#r tg?‘?e)éheﬁf (vital
energy), Whedi€in8li CHiSesb-Altaiced viystieckilineygs afwarertbhirndinglyrgtio Tiwdidey | f t he
ki dneys mal function, respiratory condjitions . Qcc

.raf r ucp S S a@ﬂl ow
br eat hi ng, hedpsug §raB "2afY2 Z{Vit@ engigy vihsreH lselggaé ¥4 eﬁ’ing %<€ence that is
i nherited bc%igqg}léeh@ o eEdnefNHalbhRLhE, respiratbsy 8EESEE dofur shictdsGRIE oN,
v

growt h and opnment, and maturation. As jing declines, the body starts
to age. Jimgathingr esghing plyl whdcaing bbngis amepseniip! difssqnse datis awedRt | v
responsiblg for bone ar kDS gk d i1 Ot gnd debvelBsiMent,! f 11 NG 1S
defi ci ent ,E?Iﬁglﬁe %8?1{31 gﬁé%é}bétégfrle%g%%fbgf%g e?r%&{/’\ngt h lgones. a?llgﬂt eeth result.
The ki dneysndhedtpratiomnas fingueclimeg, theabalystasdo aghilmgiisreypoasibly faboneur i shnent

to the blood via the kidneys. This is,considered. i t he
product i onMBFORRAL HSBB%(QF?]I%% r‘isﬂor\?@i? %’F Ror}?e%?‘gtﬁlh?ﬂ\lﬁﬁ%gg%@&teﬁém E)Hr%oduct i on of
red bl ood gghdys If ing Rldeftibal theh Joit Hohes deomemntiprabhums With Wnenmeacettedi ci ne,
every organ has an external ?pen,i nq tgb%?peﬁgut.si.de. The kihdrég S open

t hrough t hesséhr Ehedridneye hela fragsiqymqung intp e S URYELASORGTHE™ S t he ears
or erectil gegiRhUactk ind)se TERASIMAGHEEd B abliait thepiodudiioa oki dney. Urinary
incontinence Is the loss 'of ability to control urinati or(1i e | oss of

_ . TIh
control i serytmenogitingn Masieremedieing weerghisibp BEdpign L HANHNI CHE bl adder .
Polyuria i §;¥6u8th m@Bold Rarttvd NG ChideSRAiL Y, dveryCRRRNR! ipdx@erkd1e uri ne,
which resufts in arge anounts of urine being produced. In Chinese
medi ci ne, ppdningrtbshe sitsidee Vithd kislseys opemthrensl th cagednd 6paaksrgansTher ef ore, the
ki dneys | ogse. their. astri t LLHES; : SRIERS obdbiditei r ability
to hold o?rog’{egf’sesuﬁ}% %nrén mggﬁﬁeieﬁ{ﬁ%lpgle%ﬁolﬁ%sﬁhg{.m&uér?gary I n(l,)onti nence is
t hought t owi# tiiidéidndynabi lity to transform gi. The bl adder requires
successful gi transformation in order to control urination. Eastern

medi ci ne has | opked. tir?coplﬁlge?%l is Eﬁg&s%‘?%lﬁﬁﬁm Bt dBfathoR. THRIRG N or

regenerate t he gl ance o e Kl daney system L
control is generally related to the muscles that control the bladder. Polyuria 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 gi 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. It is
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 leacorrhoea in women can occur. It is believed that
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Traditionally, in Chinese nedicine, there is no understandi ng of a separate
prostate organ. The Chinese classify the prostate as part of the kidney
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probl enms cap,y occur. Prostate cancer in Chinese nedicine is described
according to its synptons. The causes are related to depletion of kidney
essence. This is caused hy testost r.oone st ragen t abol i sm di sorders.

Chi nese medi Ci r?éo%tﬁéf;antcéqlafj@glefeom? ging ﬁrﬁl@ﬁr‘gﬁqe?f Or ERHRSYRIZRTS in the

| ower abdofin. b &k GfetedRTRIEDRtion 8RkidAEYEsSntbd. BECHY Bhllsed bpﬁstbitefbhdas r egi on.
The source of danpness is externally introduced (intake ﬁﬁlﬁ?r eas$/ f oods)
and al so wdrestyezeq aniabative diseidps afheganedigaeipat Tﬁlﬁféf tq tge HPEmRE $oni ng. ~ The
danpness i Rfd apa@kii aedinansliodyt afid on of the
cells thatt%? gr%ﬁﬁﬁ%el%%ncg?ﬁl%&éﬁ&ﬁ osg when (?od stag)l S |s1

i nt er r upt egiohoThasoue df dampnewhis chtenably aitoduced éau@ée efagieasy foofpeatdf or e t he

ki dney syst.em and subse entI . pisgperly
mai nt ai nedSOraRdeEEEAAT }éﬁrinr%léslégan%aeq ?h?%%%gg%}l ' |ec%a§%gp6r oach the
treat ment ﬂaf)ughﬂtcS@aﬁtasllyJ&ushgnﬂaﬁdnaﬂmrsetnidcﬂdtmoe@f ateicvl@ thwfommlé%@hy enbodyi ng

several distinct feature trary.to t " pha eut roaches of

i sol ati ng, SR & FEHESY erhtﬂﬁocg %/H’éem{pﬂsg ng‘f {’gg‘f fllg@: hag%gctl ve

princi pl esc4uge SanBarX tité@sord tlﬁ@ki'dh@ji 8@feat dndeibssiuentle gy prthE]ﬂEf‘lﬁganzmsstappl i cation
of the total spectrum of bioactive ingredients present in a herbal mxture
and eval uaberropubceaistapgded on the "wel | bei ng/ curing"” of the patients as a
whol e. Second, Chinese herbal fornulations often conprise m xtures of herbs

and thus rely ’Pﬂﬁdm@ﬁ@@lﬁmeé’éﬂfﬁédﬁaﬂT'[&Il\llgl'}br&flcéslappﬁidh\lhb agendms of 0 af f ect
cellular proliferation, restore apoptosis, dre f&t&{%%ﬁ{ate specific
gene expr egis¢ases usiggiad 'Boksisfintegigiivenp C??ﬁPhyeéQh? lelgﬁﬁ 1Pt in target
cells. Such R)%Q ma%eﬁlﬁral"&b?ﬁh&ﬁ’é BisQiting SHacBiLin@And apptpymg ng the

pat hways | ea In evel opnent a particular form of
the most potent of the active principles in a mixture, 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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clinical study of 100 |un ncer. t|e t.h e e rate was
62. 2% Ep|1ﬁ<éd1y%4%6§m§| %P’bé Oﬁfé% ﬁl’ﬁ%ﬁ‘i‘ 21232 1§ r?é“ﬂtfh g’t”‘% i ke Flos
Loi ncer ae, g/2pd %d&%@%&szlmzwdﬁe rdéaizumﬂéﬂiﬁbtrlchbﬂz RadnPolggonmifuliflstiong  Shen
", Radi x Polygoni Miltiflori, Cernucervi Pantotri chun}%@gg@qfol ygoni

Mul ti f1 or ito tieat leykeanta. | A plesiPRSTUIGY Y5EHEE SV TuaYaR G Y fo formulas to
treat 28 1, eueaulduididh i PPlints SotbleREY lobobfinp Al heaBiaPerf@IN Rlcakas r ecoveri ng.

The tot al |ve ra e was 85.7%and the | ongest survival time was 3
years and . T%randnshe 1aNgedt surviviakigmevveh3 Fassand 2onensless Fehileysingavitai/axaci , Radi x

PU| sat AR 2@6%&?%@ eité7gl Phe ! B%?Qg%fsanlméﬁc?%teﬁﬁeﬁb%ﬁhslihz%ha Gstr eae,

Rhi zoma Z @ im'¢an’ be“lse eat colon and pancreatic
cancers r espeaidisWednyha GMameweoEpztméumlmwuseé toriesth ColoR e
extensive than the western om cal kidney; it is an inportant organ

that is cefﬁ’ldrP&Pch%l%a%‘%S’f“%%’e%V Yunctions. The kidney stores prinordial yin

and prinordial yang which are attributive to water and fire of body
respectively, TMIegasesiiige the ks iasuthmoreaatensife thafh hearedteny i gi n of

t ti1tut Th ' t f
he. eosentRaiomfaIGFes At rareRipsewabdR falif AR of RRUIAS T Pono® ©

dom nat i onigheyt sl?&eﬁﬁrﬁﬁgiﬁihl AR aff prrasiagl y:ﬁigdﬁlﬁfﬂi’a’r@mrﬂdnbsé @NCEeT andlﬁreow
nouri shes the 'brain and inproves intelligence; vernln f water
Bieand o5t

cont rol | i nef Rads respessively, B regasdsi thgkigren g dhsogiaf RYYE i

met abol i smafRQshy, THeYhdor p%ﬁ@l%gl@Qurwtloﬁstlhﬁudl@ ctoRY¥e bStht Bﬁeﬂit&(Dtp af qi);
ki dney-qi ~conmunicates with ears and controls hearing; cont oI ling the

openi ng anckgehsowil iy asfentialtlbyic i repestipliona dPmatgn ¢f tlﬁ%léfo@fcga’&@ O0ESsence wil |
be mani f esgne(fjmg}yov!;' ?Lﬁ)lsttaﬁ'éé, H@ﬁ(’;w %Qﬁlshcs the brain and improves intelligence;

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 qi); kidney-qi
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. 1t 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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this jing L §Fband N R1Bhided gronl Ba&%ed fhédsiad abidatmaghithoamiongest ed foods
and fl ui ds?hl{o ékgtti}g Fktahe acti oh ofIO hg&spl een and stomach, After birth, the

i ngest ed ftbospleentand Btpmhcht rAftes pisths thenngfstﬁ@fqoﬂeﬁtrmog {BRYerR MRVt oach,  and

t hese subst nces ar ek 8@ intd hitBent i¥g t he spl een.
This nut ri*BRTAEERY r?c"é“ S Brgghﬁ%gﬁrgg%%g%%f?@e?or I I‘rl‘l gaq[l ng gnn?jm%lourl shi ng

t he organ@thél'hﬂereaf ore the acquired jing is equivalent to nutrient jing or
jing of organs. order to maintain the functions of the organs, the

acquired jing ﬁrow eesmdal I Y rﬁéﬁs?l&& %{Sﬁﬁ'stlblfa?ortlﬂ?lgﬁﬁng%ﬁnhﬁ%hﬁ?é%‘és' ve portion

will store in isu nouri shing the organs on denmand.
Thi s resuldrgam. Th&eﬁweythé hmlnurtchmgxsqqmm@dltjt@ myrigsit jiog Pajiee ofegsaat Bdl y in the

ki dney; excessi ve, tor |nS|de Ln d out for

suppl yi ng Qi R ] é‘ﬁgmﬁ %‘erg?ﬂsh%l? % %ﬁgdﬁh%%mgja eo%la?dney al so stores
the jing ofupplehme@ns the, bh%@kc&s@ﬂre@bﬂwﬁ vilbstofei 1ngldae3ea Wwhicms dsddffer ent

sources, they both return to t

The rtant
role in M/altcélflsb?ﬁgl@ﬁﬂﬁan%ﬁ’md%ngng@sﬁsu them%%gg% lpﬁe? gf)l(r)érulﬁg;ée)s t he
fluid. By y Qerd!}zﬁtthé)ladne&h&c@slﬁvé'p%ﬂionfs{dﬂésdnsﬁcwln e wdy sihd kdadtoedfot hr ough out
t he body, and tHe organs® netabolized and waste fl wai can %ﬁFHexc%et ed.

This type vpplybguheeiiadenandsedrytheoficgwas Husdhnkidaey 8180 Siyp &nd cl osi ng

organs.

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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PCT/ | BO2/ OBl Chlfpositione, in the metabolismof body fluid, kidney-yang's
vapori zation control on opening and closing the gate of water is a crucial

segnent for bal ancing fluid netabolism r.bal 0si tio escri bed
herein, groups ©f deﬁérﬂgtl?él berep, E@u8ﬁ8é@§bséﬁﬁt|§8}%?%ag@%§@§glre %fl%ércﬁ%g tgt hei r
bi ol ogi cal yRGtHiNbdiL setivizRENERSI Rbal 6aARABRREIcqE] Bahie drdup if kiosmgbwup i s
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hol i stic apwircamhing@on ¢ SHErapRgatinns iR WERRERH  AHRPHSIE AP & ect ed for

particul ar B eitiYn%; trp} =2 SHfibLr AR ARG be SR 8GHaktthlaY activilBdREchSk il at i ng
activity; antr-v al If)acterl al activity; anti- inflamatory activity;

and/ or _ant tunbe ity prosttsmisatiag petivély sanirlaeacioaipl aglvitsiaty. Mbst  of the
herbs can haye nultl hof bt B8ni I N&G. BRIl RevikP Mbe

t eachi ngs ! %%%%8%@?’2%&?0\(3“&gﬁ%ﬁ%@‘?%@%&é@?d@s s?;nergi glt}ﬁc

benef it s/ r estheherbt cateitasle toiudtipld aotisitier nWhe catibieddessding thidalcaehiegs t he ki dney
system In one enbodi nent, the conposition i i | ement

f or nul at ed dF%“P“é@%B‘?% aé:f)g’?f’%g?%prf)ﬁlgp %%YB%"%@{,}C %%gﬁt,sgésg%:t%{?}ré@?dr#g@t o traditional
Chi nese nmegginea of GRBLERIE hedthi o Mébyisysteneginl aak empodingnt, thei nt ai ni ng

bal ance of the entire ,urol%gi cal f?}éSt m . Cert ai n_enmbodi Iqést% e a
plurality 6PMASIS inhaielry FRPERETERPIHRES OIEs O gt By 9% "Rk bal

CoNposi t i 0Rec ALy RTRAMARTEhiREO MiedRmaPcoaespRASinkbIved dfregulating 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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variety of vemiersdoclsassth@ﬁhaashftlMﬁd&ﬁhﬁ@}lﬁ@? ofvE@ilisignal EhinesgyMedicingr adi t i onal

Chi nese I\/E%lh gﬂ%, 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 Oﬁ”icirzaiis, 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 autumn seasons. It can be found in

the interior regions of China such as the Shanxi, Anhui, ands Henan provinces.
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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 enental
her bs Radw® o3mbniucdae OFficinalis, Fructus Rosae Laevi gat @€T/1Boass2ss Rubi ,
Fructus Schi sandrac Chinensis, Fructus Ligustri Lucidi, Senmen Cuscut ae,
Fructus Psoral eae, and Radix Astragali. |In another enbodinent, the

conposition inc he her.b i edi i and an al i quot
of at |east thr@gﬁtﬁaﬁ%I ;Er?élﬁ? Y Ry Rar Ebs?%ﬁﬁ? aﬁot her enbodi ment,
t he conpospleiiedninCh Ueaglifidiual Egttedanth; B padestesnE.chgiathttmnEne | i sted her bs.
TABLE 1: HERBS A. Herba Epi medii (stem and | eaves) HERBA EPI MEDI I, or
commonl y kwatanese; app oeHERMediuEn $058i°Yr i ed, aerial stem and | eaves of

Epi medi um sagittatum (Sieb. Et Zucc.) Maximor E. brevicornum Maxim The
pl ant is harvestedn v Bb@cseHes®, and autumm seasons. It can be found in
the interior regions of China such as the Shanxi, Anhui, ands Henan

provi nces. 19 WO 03/037246 P 02/ Q5 SClL ENTI FI C S: i medi um
acumi natum E. AP ENRWH A %Cyfﬂngr) g‘r? r’é%‘&’r%ﬁﬁ?’ﬁ% nyIéj.’%oakoreanum E.
pubescens; V@edqggj tdedpMitaifn. Wushanese; and ot her Epi medi um speci es.

ac

FAM LY: Berberi eae.” ALSO KNOWN AS: Xian Ling Pi, Yin Yang Huo,

Barrenwort, Horny Goat Weed,. Japanese. Epi medi um CHI NESE USES: Rei nforces
t he ki dney- yangCﬁg\{ﬁ'%Hﬁ%ngelﬁlf%“éé}ﬁe@dfﬁgé'mﬁ SheisHhens gﬁgo?eélap ves rheumatic

condi ti ons ., AN T h (¥R UREShattd R@Moskef | ci ency mani fested as inpotence,
premature em ssion, enuresis, frequent uri nat| on weakness and

degeneration of knee and loin, ster Eé ess, B‘§ itation, fatigue,
and ammesi a. RhABREFONAHSES] idoey e C%VW?‘F&F ASdm ﬁ’ifpegg HHKi f ested as
ar tral al ;ARG Ss, MRYSGH ARG EIARY anPdisBReRicIlof khathad land | nfantil e
paralysis. It Is used for car di ovascul ar di seases such as coronary heart

di sease, hytpelity ehizziiness, palpiatiang 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

available.

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 Guangdong, Guangsi, and

Zhejiang provinces.
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El i m nates phlegm and relieves chronic cough and asthma, especially those
of the vyang-deficiency type. SIDE EFFECTS. It is safe to take orally in
noder at e WOBANER46 Suggest avoid using during pregnancy amdTHReX@Bion, as
there is insufficient reliable information available. It may result in

di zzi ness, vom ting, dry nouth, thi rst and nosebl eed. B. Fructus Rosae

Laevigatae (fruit TAE i s nmore conmmonly known as the
fruit of the é@#%ﬁ%%g@ﬁ r"}‘f’i‘ég %? %F&%%ﬁ traditional Chinese
medicine is the dried, ripe fruit of Rose |laevigata Mchx. It is collected

during Cct ober IamMIMf\/Rﬂ‘ﬁueéaeV\hen the fruit ripens to a red color. The
plant grows in China in the Guangdong, QGuangsi, and Zhej i ang provinces. 20

WD 03/ 037246 PCT. . SCl FLC NAVES: ct cLaevigat ae.
FAM LY: Rosaceaf@iéggé%?m i’g:ﬁﬁ 5\1 taffgemg go i @hnﬁeerl ne, Thorn

Chi nese olive. CH NESE USES. Relieves noct urnal em ssion or |eucorrhagia,
arrests urinar yCHINmElHIES Ralilevemxroeshaé pm?asshbna:sterubcvrgmgiat dreests piiB®Yi ne to
relieve diarrhea. i S use rl_'octu e nl? trlarlrs%%)rrhea
excessi ve f‘%‘iP@B"rYrarPéi@nﬁreSlF’raé' G%tﬂ’i‘geﬁrt ﬁ%tﬁt‘dlﬁ o reglﬁ prgea, ?é?’l fe Dl eedi ng,
prot r act ed,glingh4 ReAssicANSpefhfitOthed, Q&és@i% HuyorrkﬁlgBEfrEdﬁEE\(ﬁEﬁ}.andm is safe to
take orally in noderate anounts. gest aq\{m d sing during pregnancy and

| act ati on, abi’@fftlﬁélﬁeémie§1qeﬁl§&foPt€40é¢thla1r@F?éB ehipRie §¥$eREoNn  avai | abl e. May
cause fever thirst, and abdom nal disconfort. C. Fructus Rubi (fruit)

FRUCTUS RUBI i SSIEBRIEOITS: elft%rs'é&do Eaﬁe a@nﬂri ABGRate aﬁqpﬁlﬁﬁ r§ugkesubiaid It is the
dried fruit of the Rubus chingii gﬁant The.fruit is _collected fromJuly

to August USiREFIring %eﬁé%CYf%ﬁll%?thPbé‘s ¢ i dnsgficjant Ej’}l%l@ﬁlnif‘?fm@%?‘br It usually

cones fro h&ial Ake feell)thiddd an@ Mhonlitdl dRBoRMoRY i nces of  Chi na.
SCI ENTI FI gk%&%&é 1%/Iszus p%/e\/ flo |atIJls I%ubus pal ma?t us; Rubus chingii Hu;

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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Rubus i daeus, synonym Rubus strigosus. FAMLY: Rosaceae. ALSO KNOMWN AS: Fu
Pen Zi, Red Raspberry, Rubus, Palnm eaf raspberry fruit. CH NESE USES:
Benefits wbasksumeys, and arrests sem nal discharge and @XTAB&/05825
urination. It is used for enuresis, frequent urination, inpotence,
premature ejacul ation, and sem nal em ssion and spermatorrhea in kidney
defi ci ency_syndrong. ID&QEF ECTS: It is safe to take orally in noderate
anmount s. é&géé’é"f"sﬁ(ﬂ eaq i”f‘fg during pregnancy and |l actation, as there is
insufficient reliable information available. Toxic reports are not known.
21 WO 03/ 037246RRETTUSOIORBRFAE, B MElaytet Ssurfpse fraltcia the(dried frvit oFRUCTUS

PSORALEAE, or Mal aytea Scurfpea fruit, |s the dried fruit of . Psoral eae
corylifol i%SOE*.leaTﬁ%"yBF‘%‘ﬁt f‘@l@r?iﬁ%é‘?@&“?drfnﬁﬁ{ﬁm%wwg%e {nfllﬁelsfr Pilis ri pe. It
grows in thsykenadHensh AaSzbikam poavtaaces. SCIENTIFI C NAMES: Psor al eae
corylifolia L FAMLY: Legum nosae. ALSO KNOWN AS: Bu Gu Zhi, Scurfy Pea,

Semen Cullinis, Cullen corylifoi a@ Bauchege Eeed. CHI NESE USES: I nvi gor ates
t he ki dneys and(t Eﬁ%‘ﬂ%ﬁﬁ%é’% ?3%0‘@ R Lel enent. Relieves asthma and
cough and pronotes snooth respiratory novenent. Warns the spleen and

ki dneys. Stops mAirhenegdshidsray. defici ency mani fested as nocturnal
em ssions, inpotence, enuresis, and frequent urination. Deficiency in

ki dney and spl ee i j.fest ed, as .achi ' | oi ns and knees
coupled with a ‘@gﬁ;(ﬁ%@%\%ﬁ?I@‘%’r\’%}lﬁégaa’gfgﬂ Eglél%ISEélElgePnal |y used for
vitiligo, alp@eiaaBaicBad #edand psoriasis. SIDE EFFECTS: It is safe to take
orally in noderate anobunts. It is suggested to avoid using during

pregnancy and | &gh\%éé)BSEg :S Ir}vri]g%gaef\esi the ﬁiﬁ'r?e% farllcf: gt%%thgnesl tf.lea“&!d‘ff's yang

element.

Relieves asthma and cough and promotes smooth respiratory movement.
Warms the spleen and kidneys. Stops diarthea. 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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information available. E. Radix Mrindae Oficinalis (root) RAD X MORI NDAE
OFFI CI NALI S, also known as Morinda, is the fleshy root of the Mrinda
of fi ci nalwe.03087246 harvested in autumm and wi nter seasonsPamdBods82s dri ed.
The plant grows mainly in the Guangdong, Guangsi and southern Fujian

provi nces of China. SCIENTIFIC NAMVES: Mrrinda officinalis. FAMLY:

Rubi aceae. 22 3 /). B02/ 05825, ALSO KNOM AS:. Ba Ji Tian, Radix
Mor i ndae. CHI N&é&gﬁéﬁgﬁ%fésantl%%g)k?d@ﬁlgéa%yang, strengt hens the tendons

and the bones, and relieves rheunmatic conditions. Kidney deficiency
mani f ested as IOHINBSEASSES: Semifomts therkislséoyangestengbéns thef teedppesitd the i nat i on,

and infertility. eunmati c conditions,. caused by col. . s evils
mani f est ePOBE %}}dtﬁ}%ﬂeér VIAEC %gi‘ﬂ]éss?ﬁg?eyl (%Se 1 lgr.lég'é}] &égﬁ@%ﬁ%ﬁfeﬂ s safe to
take oral lg¥midal SREQHALBuRED YRSt SUgHSs,land wderlityu Rhegmatirdondjtipisegnancy and
| actation, as there is insufficient reliable jnformtion vai | able. F.
Fructus Scanssdibyeald aoh dpaprsssevils P@Pkf?tqdmgig?dgf@’&ﬂfﬁﬂsﬁoﬁgﬁ}she dri ed,
ripe fruit of Schisandra chinensis (Turcz.) Baill. and S. sphenant hera
Rehd. et Wl s. sTbe Hrmeictrsi $ ibary@siiecbrilBtineederafgnmhtsasdgg@stavhidr  when i t
turns a purple-red color. The plant grows majnly in ]%he n(t)rtheastern
provi nces tshgdtipngpregmnERTIdHpetatigapasshereiinSu Hep el fRP g NOIRaUOR yr o2 ) Bail | :
and S. sphenant hera Rehd. et Wls; other Schisandra species. FAMLY:

Schi sandraceae. A ALSO KNOWN AS: Wi Wei Zi, Bei Wi Wei Zi, Chinese

Magnol i avine fruit, Five-Flavor-Fruit, Chinesischer Linonenbaum Gom shi,
Hoku- Goni hi Friamsciskisandnap QRareutstfsi!) Repl eni shes vital energy (qi),
pronotes fluid secretion, tonifies the kidney, and induces sedation. For
insufficient vig@ahctngkyrHiSANDRAS i0@didkiyd, 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 Wéi 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 (qi) 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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fluid mani fested as fatigue, shortness of breath and feeble pul se,

pal pitation, spontaneous perspiration, night sweats, and thirst. Astringes
| ung- eneryY oats2ueel i eves dyspnea and cough. For ki dney- deCiraBexsy2ssyndr one
it is manifested as semnal em ssion, chronic diarrhea, and | eucorrhagi a.
It is used for heart-deficiency syndrone for palpitation, insomia, and

dream ness. Po ati.on_.is used for chronic hepatjdi it h el evat ed
serum transani %gﬁ%%%q{?\o&tdﬁ%%ﬁ% s FWUH%@ SEE%T%@?S: It is
safe 10 takeidafsig dring pRREREAAR [aSTRitY S thite id insuffiggestliatiedvformationi ng duri ng
pregnancy and | actation, as there is insufficient reliable information

avai | abl e.av@labig.yct us Ligustri Lucidi (fruit) FRUCTUS LI GUSTRI LUCI DI, or
G ossy Privet, is the dried ripe fruit of the Ligustrum/lucidumAit. The

fruit is haryeatedrinsasRmbgruiphen it turns black. The plant grows in the
Zhej i ang, Jiangsu, and Hunan provinces of China. SCIENTIFI C NAVES:

Li gustrum lucidum _FAMLY; e. ALSO KNOWN AS: . Nu. Zhe L, Privet,
Chinese privet ,F%EU%U%TIS ﬁ@éﬁﬁe‘}rﬁp?%éﬁvet *frt@e‘ﬁg,%lrmﬁi%iug Oé\gig’t ree,

Li gust rumy GH NESR SRSt | The tRPY i€ RAS RS ih MRcdrhbee iwhamid eholslagk, Thepr oves
eyesight, and darkens the hair. Nourishes the heart and thus has a cal m ng

ef fect. Repjantaravss infendheiiong Jigrgsured Hywan pioghess BLhiMe | i ver-yin and
ki dney-yin mani fested as dizziness, tinnitus, blurring of vision, weakness

of the loin anddeprasric @XRIES: 19&iskiARhci@m.SSi on, al opecia, and poliosis.
Recently, used for seborrheic alopecia, central retinitis, for early

cataract treatnent. For insufficiency of heart-yin manifested as i nsomi a,
pal pitation, drfeMP-¥cONdFRE pain. Recently, used for angina pectoris,
hyperlipem a, and neurasthenia, especially for those of the yin-deficiency

type, al so usedsfon KNEWN AS NbenkoZy PapanChinas grinepboig Qiag ZGIMOE EFFECTS:
It is safe to take orally_in noderate anounts. It is suggested that one
avoi d usi nijernimaghipFagita N BUPS LGSO, as there is insufficient
reliable

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: It 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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information avail able. Individuals nmay experience mld thirst, dizziness,
abdom nal disconfort, or diarrhea during treatnent. Synptons will cease
when t he werb/o3m400 | onger taken. 24 WO 03/ 037246 PCT/ | Be2rOB®2B825H. Senen
Cuscut ae (seed) SEMEN CUSCUTAE, or Dodder Seed are the dried seeds of
Cuscuta chinensis Lam The ripened fruit is harvested in Septenber and

Cct ober . He%?%gtcugwl nly in the Liaoning, Jilin, Henan, and Hebei

prOV| nces of | C NAMES: Cuscuta chinensis Lam; Cuscuta
epi thymum FAMLY: Convol vul aceae. ALSO KNOWN AS: Tu Si Zi, Beggarweed;
Cuscut ae Devi | SEMEN SUSEET Atieardoddpretesd arefbriériad sepds lofi(vateta cBineARYy| e Tar e,

Dodder ]Ia% Mere F?g_'énglczr%r%nys%%ﬁ%s lelé 9%%&51%? altlcpgct!ébeqn?}fe glgﬁt'k%\bs'[ s the spleen

to reli eve iarr nour Iver roves visual acuity. For
Ki dney- yangnaiily ithanElonjhg, J{liny Hereln, mdéi{ejwprdemcasmﬁhlpa mani f ested as
i npotence, em ssion, enuresis, frequent wurination, sterility,

A A < e AR

i ndi vi dual experiences frequent m scarriages. It nourishes the |iver and
i mproves vi sual FAMILYy :ConFagvulideas.ry vi si on and hypopsia due to |iver and
ki dney di sorder. Recently, it was also wused for aplastic anem a and

chyluria. Ext er RashyedsRdy heL Tist ), mi0sarsbi-cRIGRE Mkvilsta:S KRAeed, 0 L ake

orally in noderate anounts. Sug usi ng during pregnancy and
| act at i on, Laseit Dedder Ssaldmdu,f&‘tnacgleﬂ‘arer Ebd@bbéTluymeor mati on available. |I.
Radi x Ast ragal i (root) RADI X ASTRAGALI, or kvetch Root, is the dried

rhizone of the o soRltN9SYiede MONghol i cus.
(Bunge) Hsi ao o?ﬁgﬁﬁgﬁn?ngrga%%@%éf@l SCH‘%S (’élﬁ?fgsre}h é%éé ENTI FI Ct‘f_ NANMES:

Ast r agul us diedir, acaistesthe Averymadimproscsevisial §duity.c HonkidrByyges erdddneggiaghol i cus.
(Bunge) HSI{ %?a;l er’?érgyrgemélg‘rrllc%crr?alillsfes(tgd as 1mp2>tence gmlssmn enuresis, frequent

urination, sterility, leucorrhagia, soreness of the loin 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.
1. Radix Astragali (root)

RADIX ASTRAGALIL 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 KNOMW AS: Huang
Q, Astragalus, Bei Kei, Bei Q, Buck Q, Hwang G, Mngolian M|k, Qi,
Menbr anouwwONBlok724et ch. CHI NESE USES: Rei nforces vital energy/1Begoss2s el i eves
skin infection, and pronotes tissue regeneration. Invigorates the vital
energy (qi) and spleen: For spleen- deficiency with poor appetite, |oose

stool, fatigue, , ggI&hg%ggaﬁgﬁ%@g%%%?%;ﬁgI{eﬁ‘qsel ?lﬂlﬁﬁ@gtero osis or

m ddl e-j i ao energy rani as he ’re
gast r opt 0siGs, Mbiseliam MilknQpinMealbdsousMilk bietaht at ed pati ents and
superficies-asthenia wth profuse sweating. Used to treat unruptured

abscess, unheal r.osion n Le in rash

di seases, and SEW%EEJ%@FO%QG%&HE?V alene 6%15] rg%%s &HVR%@R?H ﬁiz&s( al so been
used for pepinidtesitiseie regeneratibit. dphgcra@aslwwrhl @ergSI@Eaﬁ?d{aE@irﬂior kpleérs safe to
take orally in noderate anounts st avoi Si ur i nancy and
| actation, %’Jé“?‘}%rwéﬂﬁpé’of ?P@ﬁtftf’llﬁci’séﬁ&ogez?tiga‘ﬁlaéd gﬁ?‘ﬁ%&?ﬁ%‘?ﬁ%ﬁ%ﬁf t % Her ba
Epi medi i (%bl?a?ké SXGRE )mdzme éﬂ@rg?ﬂhaﬂﬂébtéﬂﬁs%cﬂ%@s@@f By ESplolie  above
ground part of epinmedi umbrevicornum Maxim This herb may. be used

unpr epar ed Obgasgﬁli)tpﬁlba?@opl\/ﬁoﬂﬁl%lr?é@ﬁ i %bllltﬁﬁ%ﬁﬁ‘ﬂea‘isW%ﬂ’é’?ﬁ’é@&aé@?‘%ﬂ actions
include  vasaydisd gs'vle% mse@wéag ﬁu@atabéeegsyu&eﬁéd &Sbinde! §@si ng prostate

weight in mc nced ocyte-bl astogenesis rate. In certain
embodi ment stosien) lythpﬂﬁd weens, Sbmvmmdl@aseamndlsmh@fﬁct@wf ety pHer ba epi medi um

br ev! cor nuﬁecr%lxlgn} ﬁ%{h&&ﬁq&?ﬁs@d ﬁo@ @ptlcciﬁ%? Bﬂfg‘[}opﬂ{c F%gstﬁ%m osition. In

partlcul ar P<PUsed in an roxi mte range of 25%to
65% wei ght to wei ght of the conposition preferably 35% to 55% and nore
preferabl y appr SIPEEFEEGTS5H4swelegh take orallgiigmodesite empwds-eBnggesd padi ti on(s) .

5??: )(;I ﬁlr : g(sjl%g ﬁl}%gé]%%%n%hcéﬁanﬁ ?a%lta'tl.tbhaz{gll?e'reglftu{&ﬁff& e%?Malgl thfo 9’{2}&1 rinda

approxi na cmin eng he cork of
the root i avaladiel | grey with annul ar dehl 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 xyl emthat

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 Iyophilized
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 (Bajitian) 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

26



occupi es approximately a fourth of the diameter with a slightly dentate
margin. The 26 WD 03/ 037246 PCT/1B02/ 05825 root is sweet and acrid in
taste. BExwopBasi4phar nacol ogi cal actions of the herb are PemdB@yss2C
effects, pronotion of the lutenizing action of the hypothal anus-pituitary
system and devel opnent of immature granul ocytes. In certain enbodi nents, a
| yophilize e'=T) .hCi nalis can
be used asqO&QCOnﬁ%ﬁgﬁﬁﬁgﬁthQSE%QQJ ?%ﬁ?ﬁ%ﬁﬁ%%%gfgﬁ)éaﬂﬂg glnents t he
herb is us@ddnogemmeffeaspppromhm @fthehlg@izmig action of thobypaiatntusipiguitey ght of t he,
preferably 2%tao 8% I [0)4 596 ight to weight
of enbodi eéyswrﬁ’pagsl YegrP(me)nPD{F—l ure% gglgeyt%gg{l/ger{anerg?oﬁl nyﬁ%m) or the
fruit of Rag@hilaedpgedeaef arSalccmppe)mctrmtReuzy nﬂ);ﬁzda&]ﬁcmdmloamge ased adato 2 cm
in diameter. The skin of the fruit for x tubes and is
red-yel | OWCP’G‘P?I?St%éraoWRRPPW nﬂﬁ‘r?é?ﬁﬂ T SRR me“&’ﬁ] 18H AR i nner wall of
the fruit iapployiatddahye dtqlf%l @WOS’J"w@i@Ht td weightdfithd GiteferbBE 2% td8%, dnast es sour.
In certain enbodlnents a yoP | i zed aqueous/al cohaol extract of the fruit
can be usedds PrfcEdhARENMEEY % B BiissiorTeast ofsmbpdicdcpmppioRsRol ogi cal
actions include gromh inhibition of sone viruses, growth inhibition of
some bacteria W&ktﬂﬁb@&@&@v&bﬂz@%ﬁhﬂ@gzﬁ)tﬂ?%ﬁﬁﬂt ole&scPE&eTvtg%He% enbodi ment s,
the herb is used in an approximate range of 1%to 20% wei ght to wei ght of
t he conposi2PPignimaifle? & b rw long andd o Sogm iasipmeinre The garplibe gﬂnt #ppr oxi mat el y
10% wei GNt elon Gl G coflfs RERAA R%ea-FAASIrdd-ARAAhiniEhuElotS sifpl ( Fupenzi) or
the fruit o S Chlngll Hu 1's an aggregate fruit that 1s approxi mately
0.5 to 1. 5p¢:¢wdtmmg "Brednrep prab of the thaitys YpEalfvydlowishand h-2dhmnkitlor Thet  t he
base. The t ru enpl ary
phar macol ogﬁlc tgﬁ ? T Ig?er]\fc éebsOdgg%/n% e)yééL pﬁﬁ‘ggdq%#?m%ﬁdcog i Q%éé\rfvtggtlh%x

enbodi nment gyuitacan byowldmkazaﬂpcmqntemascbmbomm Ee:xmpkaqtp}mfmdeumg&abhl ngii Hu can
be used as n S|t|on r.ti.c enb dlnents t he
nerb 1s uedrieh et g inidiEST BRghe o esofte BRSUUEHRT GRS bt of 't he
conposi t i onand pitehesdaldeytikHukdiod Sk peticuld embodineite tBdhyb kfkedwmiaght to wei ght

of enbodi ed conpositions. Fructus Schisandrac Chi nensis (r wei zi) or the
fruit of SCRPOXINHCTARE; q{éﬁ@o@% weight to weight of the composition, preferably 5%

to 15%, and more preferably, approximately 10% weight to weight of embodied

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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(Turz.) Baill is approximately 5-8 nmin dianeter. The carpoderm s is
purple-red or dull red with a winkled and soft texture. Exenplary

phar macolwg@iosab72act i ons i ncl ude bacteriostatic action onP€OMBOEELIEri a,
enhanced | ynphocyt e- bl ast ogenesi s, cardiotonic 27 WD 03/037246

PCT/ 1 B0O2/ 05825 and sedative actions. In certain enbodinent, a |yophilized

component 810 S afleastile? B n e AR ot B A B i £ uged i
an appr oxi Setienlandeneofis (Pt pBAD Yol whd as ¢ @mpehetitof mtémp@itmnlhosi tion,

preferably 2%to 8% or e ef erabl y approxi nmat el % wel ght .t o wei ght
of enbodi eBaYHBWﬁ%ﬁqopwgg?&‘F&E@d%“ﬁfg&é} ?@Pix%?tﬁfangf\léfz%%ﬁ(}w g’relﬁh he fruit

of Li gust r ¢yRyvkighi ot eie obirpodition, Bleffdrily 2eH to 86, bPmBreTpreramablyngprodinthtddy 5 to 5.5
mmin dianeter. The surface of the frujt is typically dark purple with an
i rregul ar WA WRERO ¥pishtetsrbadied RIMPRSYONSf the fruit is general ly soft and
usual |y contains a single seed. Exenplary pharnacol ogic actions have

i ncluded the prexgnlsizonsef Llce KOst RMRR R frilt & IGeusyRRIAGNEHIMRNEs of anoxi a
tol erance of m ce under atnospheric g)r essure, increases caronary flowin

rabbits, ERiPHESAS BESHE PG 200 ER 0 WHE StyaBetes theShracs of fISBMYEs and
| owers bl Oggvfi_%?l?idgrklpg%ﬁé With af RreEObt RifkI&] Q&Eﬂ;cie% Fhe ulp ¥PRRiEhitz£d

ke
aqueous/ al ¢ ext t of LiguStrum | ucidum can be used as a
conponent @énecdlypotiand emally epngpans 4 duglasecdnBeaimas pharmaplogie pgions  used i n

an appr oxi e 0, %: 0 iaht. tq wel nposi tion,

pr ef er abl y@%lfl %lﬁl(ge%?heoére%%lEér?%fgig'{%)\réglﬁ%tl%%g?%%iegn%g%engg] 0 %/\I}g)?lgﬁt to wei ght
of an enbedérenteed nicsintieraufisypherBepressuCumcigtsaecrdumsy Apy inrabbite seed of
Cuscuta chinensis Lami.s,small. round .an proxi nmat.el v, 1. D> mMmin

i 2ot or - THEES sy O SBTT o Ron Raste RS oH thid Reth2, M ks

vi si bl e undeéermmagimtod@intsa lyobixitingl aanyouplaronmE edtray btakbusehi lacigumi ncl ude
pronoti on of |ynphocyte-bl ast ogﬁnsi s and cardi. ot oni ¢ cti on%. I B.certai n
embodi ment € G40 PSBSARE R SABPORFESHE SPMBGS R 1 PRI SRPYIIISetRE PEP S m can be

used as a uGAINRAREFrodia@ raREPOS%itb 0% Welshp & wéisht Atheish@diin@)t s, the herb
is used in an apgroxi mate range of 1% to 10% wei ght to weight of the
¥

conposi t i oRTeligriy &edBIBY. 2upnorePTHorRb AP BNl CrEe fappE ARt el y 5%
vei ght to weihghts &mPRiueRRedi ed

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 lyophilized 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
long. 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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conposition(s). Fructus Psoral eae (Buguzhi) or the fruit of Psoral ea
corylifolia L. is 3 to 5 mm long. The carpoderm s is typically dark-brown
wi th finewoaesiogzk@r mar ks. Exenpl ary pharnmacol ogi cal act ipecmaBo2sB2sde
dilation of coronary arteries, pronotion of nacrophage phagocytosis,
excitation of intestinal snooth nuscle, and rel axation of the 28 WO

03/ 037246 PCT/|1B02/ 05825  uterus |n ui ne@ ﬁ 4 h hal n.enbodi nents, a
| yophi | i zéﬁef&%’(ﬂ*ﬂmeaé%ﬁr%{’c“tertﬁlpepg’(?ij P&f g 14oghy e 4% %e used as a

conponent B, SONRIifbiLN caﬁﬁeﬁ@ﬁtabﬁ%lﬁ oneﬁtrIﬂQ@mﬁ@iﬁcﬁl. Iﬁ patibead is used in
an approxi mate range of 1%to 20% wei ght to WEIE of the conposition

pref er abl yensmdumn%%hanbdswdenmwpé%wtyr%ﬁ% 0 RALRPyeigbdo Weeht t o
wel oht  of SIRO S SOTRRRLINCR o Ra inhibe paRn{ EABIMInknorost he root of
nace | SC a

Astragal us e Bgé 1s occasionally branching, 30 to 90
cm | ong andeighttto waight nnfmnbndddamap@mons Exenpl ary phar macol ogi cal actions
i nclude pronoting |ynphocyte- blastogenesis pronoting healing, cardiotonic

actions, and dll% R Ilﬂsg’rlg[/(ﬁr Q%B%qel?&t o%?gia)f}g gﬂ% rlnlzﬂ% figceus }F?sc%?r tain

enbodi nent s, yophi ous tract o Astragal us
menbr anaceBge ik Ed:cﬁﬁlbna]llyBgﬂlCh:lagl, g0 GQenh lagg mnddgaBdrmenin didmeterconposi tion. I n

partlcular enb the herb is,used in ge of 1%to
10% wei ght E* ? ’F‘a%ﬂ‘loﬁl% %@%%Hﬁegmmwngg riag ’Z}éég%g"%@/p and nore

pr ef er abl ypapph dmﬁgebyrdm'&%mmst atddileihg bdrondry endyizdipedicapdiapesi tions. 1 n
particul ar_ enbodi nent s, onents may b vided in dried or |yophilized
form Al te?’rféftﬁli}émé%@ﬁ’il% dﬁg‘é‘%ﬁﬂ@é&ﬁ’f @Hracb?f&fﬁﬁ gali%, opped, cooked,
extracted, ,ang, a%créﬁf [Ijz.Q%rYQ?ngcaﬂ B&udeghda asmpoasRonedbmp@itiaribodi ed
conpositions. The onpositions are preferably provided in estible

form suchpagcula epkbm@menmctabb@b és ussql 1In AAPBIOX R HangS Rl 146 19 WFlﬁgtc ertain

embodi ment (&6 hRMerdb bGioaely
Pr ef er abl yt,%we%]@gﬁgf%ext 'iudﬂﬁ&l%:f’é;?%%?%g? gg)dﬁ%ély usgpng r60§ Ig 80% aI cohol at

a tenper af%rveight ta Weghtaf gmbediedmpesitioB for 1 to 3 hours. The extraction
procedure

In particular embodiments, components may be provided in dried or Iyophilized
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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may be repeated several tines, preferably three tinmes. The extract is then
condensed and dried to a powder. In other enbodinments, certain herb or

pl ant matwoioalo31ey be extracted with water to produce anPagUB@USSEXtr act .
Preferably, an aqueous extraction is created using water, preferably
purified water, at terrperature of 70 to 100C for 1 to 3 hours The

extraction cedur ma be, re ree times.
The ext rac’fﬂ%ég1 W\% ‘iﬁlgl %%%]a\@&?léﬁégé%es&ﬁ%tﬁﬁgnﬁ e co éetirégtgg and
treated W pdadde@db@leoundsicains extidoe Heekirat skl coed(dnsatztudcdmedtw a produce an
aqueous/ al cohol extract. The extract is then condensed and dried to a
powder . TRBYET| | presents a list of nine herbs and identifies (where
applicable) an active ingredient for each herb. TABLE Il. Each herb and an
identified actipld ereeshitenlist Nanie bérbOarndaddnsifiéctvhes dpplicabll) enacive 1. Her ba
Epi medii (stem and | eaves) icariin 2. Fructus Rosae Laevigatae (fruit)
ursol i ¢ acingredignt fof each herbRy pi (fruit) ellagic acid 4. Fructus Psoral eae
(fruit) psoralen 5. Radix Morindae Oficiualis (root) 6. Fructus

Schi sandr agAShi e Estishealb mdy:mGMintifiatkiciive ingrbdietitt ) 7. Fructus Ligustri Lucidi

(fruit) olednolic acid 8. Senen Cuscutae|(seed) uercetin 9| Radix
Astragal i (rjoot) aslvaNagle@$Pdierbs30 WO 03/ 037 24biveCiphddBOPY 05825 Table |11
presents a |TST OeMahilediPGealwhdisosdi 1 @ariieasur enent t e¢hni que for
I dent i fying BT aCH s KIEELictHhtac BBHE 11 lirsolic acid

3. Fructus Rubi (fruit) ellagic acid

4. Fructus Psoraleae (fruit) psoralen

5. Radix Morindae Officiualis (root)

6. Fructus Schisandrae Chinensis deoxyschizandrin

(fruit)

1. Fructus Ligustri Lucidi (fruit) oleanolic acid

8. Semen Cuscutae (seed) guercetin

9. Radix Astragali (root) aslvagaloside
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Active ingredients Concentration of O neasurable Concentration of active
i ngredients markers active ingredients in Equiguard Method of Nanme of 9
her bs i n waoh/ogmié act (Bat ch#SH020401) neasurenents 1. HeChaBOx@BiS n.

2. 8% SH001204) 1.6% HPLC Epinedii 2.9% SH020305) 2. Fructus G ucose
C6H1206 90. 2% gl ucose WV nethod/ Rosae OR ursolic acid (SH020303)
spectrophot o- Laevigatae netric 3. Fructus Rubi ellagic aci d. Not tested

2 5% S020310)  EORLE R et B RN Ao 0o IR
Fructus DeMeyﬁtQMgaamdmvmnge&%tSchl sandrae (SH020306) O. 06% HPLC Chi nensi s
7. Fructus oleanolic acid 0.034%0.013% TLC Li wustri Lucidi (SH020302) 8.

Senen Q‘e”ﬁhkﬁlﬁ 01% Not abl e to be HPLC Cuscut ae (SH020309) detected 9.

Radi x Astr —ete— 365”/6 Not—abte—tobe 0304)
t ncohAbRga| T ( SHoZ
det et ea 51 V0 03/ 037l LT el 058ze, e BOLAER, | Act 1 ve | nat edi ent:
|cariin Chem cal Nare ent &Xié di ntQ 'in Equlguard Method of
3-[(6-deo; Mar deo Opyr anosyl ) 0%Y Lae extrﬁc(t 1(Batch#SH020401) | measurements
gl ucopyr a”i”ﬁ?"% XY = ST OXY = 2 Ao @0 Ry IiEay T ) - 6= ( o~ [Epay- 2- butenyl ) -
Epimedii 2.9%(SH020305)
2. Fructus Glucose C¢H .05  [90.2% glucose UV method/
Rosae OR ursolic acid  |(SH020303) spectrophoto-
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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Chem cal Structure: I OHOO/ \ OCH3 OHHOCH3 O OHOH OHO O OH OH
Mol ecul ar Fornmul a; Mol ecul ar Wei ght: C33H40015; 676.65 32 WO 03/037246
PCT/ 1 B02/WB82/372Radi X Astragal i Active ingredient: Astrag&CoaBezsBi3

Chem cal Name: 20, 24- Epoxycycl oart ane- 3, 6, 16, 25-tetrol 3-0-(3-D

Xyl opyranosi de, 6- O (3-D gl ucopyranosi de Chem cal Structure: OH 0 OH
Xyl O Oglu Mol ecul ar Formul a; I\/b llght C41H68014; 784.98 33 WO
03/ 037246 PCT/1B02/ 05825 Fr ucl&%s %\ %@np | di Active Ingredient:

O eanolic acid Chem cal oi c acid, 3-hydroxy-, (3(3)-

Chem cal Séﬂe‘f'rﬁéa'll &%fne!_%g-’ 1- lgenzE opyran—4-g{g 3-c[’%-)d_éoxy—OL-L-mannopyranosyl)oxy]—7-
(B-D- glucopyranosyloxy)-5—hydroxy-Z-(4—methoxypheny1)—8—(3—methy-2-butenyl)—

Chemical Structure:

HO

OH OH

Molecular Formula; Molecular Weight: C33H,00,5; 676.65
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| JCH3 HO H3C CH3 Mol ecul ar Formul a; Mol ecul ar Wi ght: C30H4803; 456.71
34 WO 03/ 037246 PCT/1B02/ 05825 Fructus Schi sandrae Chinensis Active

| ngr edi erwo 0308i28@ndri n Chem cal Nane: D benzo [a, c] cyclpceaBe®sg2ol , 5,
6, 7, 8-tetrahydro-1, 2, 3, 10, 11, 12-hexanethoxy-6, 7-dinethyl-,
stereoi somer Chem cal Structure: OCHB HSCO OH H3CO CH3 H3CO CH3 H3CO
OCH3 Mol ecul ar Fornul a; Ml ecul C24H3207 432.50 35 WO

03/ 037246 PCT/1B02/ 05825 Semen ég c\{en} ngredl ent: Quercetin
Chemical Name: 4H 1 - BenzOp{edrEratiaht St?gf(‘ ‘381 %'\di hydr oxyphenyl )-3, 5, 7-

tri hydroxy Chem cal Structure: .
Y >Cllhemlcal Name: 20 24—Epoxycycloartaneg,_é,16,25—tetr01 3-O-B-,-Xylopyranoside, 6-

O-B-D—glucopyranosme

Chemical Structure:

Molecular Formula; Molecular Weight: C,;HgO,,; 784.98

33



OH HO O OH Mol ecul ar Formul a; Ml ecul ar Wei ght: C15H1007; 302.23 Fructus
Psoral eae Active Ingredient: Psoralen Chem cal Name: 7HFuro [3, 2-g] [ 1
] benzopyrwin-0340sndes Chem cal Structure: O O Ml ecul ar For rairaposBzcul ar
Weight C, | H603;186.16 36 WO 03/037246 PCT/I1B02/ 05825 COWPCOSI Tl ON

Combi nations of the ingredients described can inprove the overall benefit

and/ or eff ecL Sf ea(r:]h Ff ht he i ﬁg;:l%gg g@ﬁﬁriiﬂﬂidii dualhl y. For exanpl e, f}M th
respect to i dney health, t . Ny as synergistic effects.
I nstead of sinply treating}gﬁg 5,%%§ﬁgqg%%§hgéggn infection, the 9-herb
conposi tiop,ca mantddbi.otic s bal anci ng and stabilizing
t he ki dneygg(fg{al%?lﬁgénm%o%(%%{}ﬁ 1@%82619%%%@#%%%@% to battl e subsequent

ai l ments. The conponents are chosen and conbi ned according to their

bi ol ogi cal Chericeli Stivegwe:Each conponent typically has nultiple

phar macol ogi cal and nedi ci nal actions, exanples of which are listed herein.
I n one enbodi nent, extracts of Herba Epined'ic Frystjus Rosae Laevi gat ae,
Fructus Rubi, Fructus Psoral eae, Radi X Nbrinaae\o i €inalis, Fructus

Schi sandrac Chinesis, Fructus Lugustri Lucidi, “Senen Cuscutae, and Radi x
Astragali may be mxed in a 9:2:2:2:1:1:1:1:4 ratig and made i nto capsul e
form (the 9-herb conposition). In a 350 ng clapsule, for exanple, the
anount of an extract of Herba Epinmedii i In certain

enbodi ments, the conposition nmay car ng of lcariin. In

anot her enbodi nent, the conpone ﬁ#QPﬁPy be mxed in a
E enbodi nent s,

ratio 35:15:15:10:5:5:5:5:5.
aqueous, al cohol, and aquesg

HO

HsC  CHs

Molecular Formula; Molecular Weight: C; H,,04; 456.71
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above conponents may be used. In particular enbodinents, a |yophilized
powder form of the conponents can be used. Agqueous/al cohol extraction is a
sequent i awoasisaesi on in which the first extraction i s aRCAqBENF825
extraction and the aqueous extract is extracted using al cohol extraction
techni ques. The conponents nmay be m xed and the conposition rendered into
an adm ni sterable form In rticylar enbodi.nents, conpositions will be
adm nistered orally as diet g;@“ ) ;En5§1318?¥§% a conbi nati on therapy.
Any suitable route of adnini SEW%t SRt SHESAN | oy ed for provi di ng t he

patient with an effective dosage of the Skt ) knistration
is preferr H?mﬂﬂﬁéPﬁhvaaﬂ%@uﬁ§¥d8$“%h§9§?g¥?a§?%%HY%§ﬁ3%S’gﬂghare not 37
WO 03/ 037 2¢6hdRarhkinBRe60b8idfethyl sttleeidorhe oral , rectal, parenteral,

i ntravenous, topical, transdermal, subcutaneous, and intramuscular. In

certain quodL %ts, oral dosage fornms are preferred. In particular
enbodi ment SECRURE SHYERFE is in the formof a capsule. Dosage forms include,
but are not Ilimted to tablets, troches, dispersions, suspensions,
sol utions, capsules, pill, patchesOCland suppositories. In specific

enbodi nents, the fornulation of th
binders and fillers. A suHk@ll.ge dg
conposition include, but are ny
ki dney heal th includi ng prophyl g Ji dney digﬁ&der heal th and sexual
satisfaction. One specific enbgd a. dos f a 350 ng capsule of the
9-herb conposition is thriggCOapsulegs twi ce dgd for kidney health. In
certain enbodi nents for prophyl axi § of prostdte chigcer or prostate
di sorders in an individquctm need t her eof , f{ he dosage may be in the
approxi mate range of 500 ng pe /déy ]e 3600 nO%cpreferably 750 ng to 2100
|
e

g conposition may be prepared with
Qe of a conposition, such as the 9-herb
Wted to, 100 to 2500 ng per day for

ng per day. In certain enbodinents, he conpositi 6n nay be adm ni stered
one or nore tines within a 24-hgyr pepliod preferably twice daily (e.g.,
350 ng capsule, three or IS caﬁ\ﬁ es twice daily). In preferred

enbodi nents, the conposition can bg adm nistered in the norning, afternoon
and evening. In other enbodi nents, conposition may be adm nistered in
the norning and evening. In alternate” enbodi nents, the conposition may be
adm ni stered

Molecular Formula; Molecular Weight: C,,H,,0,; 432.50
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once daily. PROSTATE DI SORDERS In nen, the prostate gland is the source of
several common disorders including prostatitis and benign prostatic
hypertropWwg o8Py wherein the prostrate gl and becones i rCTaAReE5823

enl arged. Prostatitis is defined as an inflammtion or infection of the
prostate gland. Wile prostatitis may be acute associated with systemc
findings of fever, chills and ri ecases of prostatitis are
chronic and tend to be |ncuraR! %hwn Cﬁek&? y frequent recurrences

despite optimal standard theraﬁSVG roni¢c <prostatitis (inflannation or

i nfection i t | 4l ' associ at ed
with virt ughle}mh("% @gsﬁ_fs?%)g hforpgﬁgmocgheég %élrdlg)%é&yg%?gsént in every
prostate hm@mﬁ@qmegardless of ot her findings. 38 MD 03/ 037246
PCT/ 1 B0O2/ 05825 The nost common synptom of chronic prostatitis is pelvic
pain, folloue 9¥%¥S various voiding synptons, inpotence, and infertility.
Pai n from pros AR usually located in the groin, testicles, and
peni s, just above the rectumor in the suprapubic area over the bl adder.
Pain is frequently associate®Mith € acul ati on. Typical voiding synptons
produced by prostatitis include getulng up several times at night to void
(nocturia), frequency and urg Obh, inconplete voiding,
decreased force of the ur : ! 'nternitteﬁ%i of the streamand a
need to push or strain to id. ce or erefCtion difficulties and
male infertility are al so i 8 i itis. BPH occurs
naturally in nost na 6 i's the mal e body
begins to transforn1¥§§tosterone (nﬁ?e sex' 7 |d®%f

di hydr oxyt estosterone (DHT) at higher |evel in the prostate. This is
primarily due to the higher levels of the enzyne 5-al pha reductase, which
causes the conversion of testosterone to DHT. DHT has an increased
affinity for hornoneMassalsr Borsulay Msrepsas Weighs] CistloWhP@h2dl ti mately results
in prostate enlargenment. It is usually benign, therefore, in sone cases
there is no need for surgery. However, enlargenment of the prostate gland
can cause nmany unconfortable and annoyi ng synptons. Wrseni ng synptons may
require prostate

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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surgery. In Chinese nmedicine, prostate cancer is closely associated with

ki dney qi deficiency. Prostate cancer occurs frequently in elderly nen and
this occuwoanog2e@t e increases with age. During agi ng, neoy/IBexts823s can

|l ead to urinary tract blockage in nen. These factors include weaken in
kidney qi, decline in vital portal fire, deterioration in qi
transformation in urinary bladder or damage of nephron and retainnment of
bl ood and r = frequent sexual activity. In an observation on 235
cases of pé@mgﬁ%}ﬁer in 18 hospitals in Shanghai, 39% patients
experienced difficulties in urination, 15% had urine dribbling, 11.1%
found bl ood i n Tombieatidnk abtmaingrédignts de4dkbad darf imprpye e averalidendt. After

treated with, the 9-her mposi t.ion, ..patients | nt in

synpt ons, %f&?fsfﬁ‘%?eﬁ% ngﬁllee PE& Eﬂéﬁ@)‘/ﬂl‘g%]ag}"i n%te?%}ﬁ%%ﬂe%%lge\réﬁﬁ?a of the

9- herb conpiasét heahh,hBE9-have compositisartes Bgnepyidticetipdie sins@®koffsimgly  principle is
aimed at correcting_the source, of disea Y;/nile t he second Eri nciple is to
al | evi at e FEAING\PRP LIHREN SEISE AA {REF APt e?ﬁ%r FPOBRLEON AR A¢4E8 4R ¢ st wor ki ng
principl e, o W PRSR3AZAR1REhE hiRDR4 he kRIh&AandERinBRkting themen Cuscut ae,

Radi x Morindae Oficinalis and Fructus Psoral eae are used primarily to
toni fy ki diveyuncaiesponkd todaitle sehseqnens aiimenis; The eqraponpis gegoseddidndarily to
reinforce ki B NI AT ERbS vidhs! BEHLbHoR HFRARY hison wor k

t oget her tgérggﬁ%dn%dggirtdhr@t{)/ltﬂr?ﬂg)n(ggéﬁlﬁg yéﬁgsi n thgl}%odf he %econ_d principle
i s to retamitipephapnabigealanidnpedicrnl a¢tionb tearreplesefywhidy ye listed a0,  Fr uct us
Rosae Laevigatae and Fructus Schi sandrae are used principally to vitalize
ki dney and to rptaj {0k s A BSHEAORHIcrlsRMSELheSHRRE STENt AT Y O
nourish gi and glr(gfrer%tr%b%r%fld tfagtvsv.‘) Conse@ﬁeznﬁ;y, _CurSi r?ati on {/g\n | I becone
snoot h and Frinas Ruds Friaesftsertleae] Radje Moriatiae @ffieinglis, Rergiscdshipanrad on can

all evi ate e synpt ons, associ at g i r ost ] ore has
certai bt nGPSIRT LR RS TR Sl PRl B KRG R ey BOREELT

prost at e cangepr:2:x1:assotiatibadd wiaddingecapuds foométhel Pdertdempositidn)i dmane

function deterioration. Ml ndr ogen) and fepgyl est roge r nones
have pr omgg%ﬁlgéﬁﬁu#%mrﬁi‘?@ﬁﬁ(@? %%’?‘go o eﬁ&%céf) gﬁ%r%%a %‘ardllgseﬁ7'glrlqgw h,
respect i velyeertafd d¥odinhais, GdlcgRpysitidnngaydintin dtlast g bf atiinods for prostate

cancer are hornonal . ) o :
another embodiment, the components, in the same order, may be mixed in a ratio

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 aqueous 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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therapy (like estrogen or anti-androgen therapy treatnent) and i mmune
therapy. The efficacy of the 9-herb conposition on prostate cancer froma
west er n rMe0i0Gi0sR4po0i nt - of -vi ew was reviewed, in terns of PChHAB®/(568250
conposition sex hornone |ike effects, imune nodul atory effect as well as
anti-cancer effects. Pharnmacol ogi cal studies showed Fructus Psoral eae,

Senmen Cuscut ae rindae Officinalis and FEru possess

est rogen- |]erJée<13tppéag,trgCt%€ﬁqugﬂ d*%aﬁ@top%@%“ia?gﬁ%mmamg;@ P%Utaenlf%& € pronoting
effect. I npagdidcu@p, Fructus Ligustri Lucidi showed rmdul atory effects on
mal e and femal e hornones. In ani mal studi es mal e m ce treated wi t h Her ba
Epi nedii  showed decl i ne?d&‘q sex flénCtl ﬁoa eft he \Q/e h ulgrf ovaries and
uterus of fenalld CRiiRRemboiiments oFal dpspeg Flfia%r?re % TMRTECREAs treated with

Fructus Schisandede t}ﬁhﬂv&@é i@ Ghd fEm of B cgsilef DOSIgE Cotms Wcudaie,rtﬁ:s peabt t 0 t he

9-herb conposition's effect on immune system severa ﬂred ents, Herba
Epi medi i, ﬁg}]to@]g@mtrg@hes;@mew%ﬁumw@ fqhg}qquqagsu CSFEF R8T i gust ri
Luci di and VB Bodif R ARk AuIRQSSETRe doMpPsiBion RaPEOL i Ng
property. ?n t ?ﬂ"lg‘em lﬁglrrn Oclorrp05| ti onueffect on cancer g?owth each

of Fruct us;n@ga:rcthwehtbmdﬁsamiﬁﬂ@rﬁ_l gustri Lucidi, Senmen Cuscutae, Radix
Astragali and Fructus Schi sandrae showed anti-cancer effects. 40 WD

03/ 037246 PCT/ I B g&éa%ﬁ%%?a e-Elf' S ﬁn]%ztibnc%ﬂ 9§ﬂh5 baRH ®nipRsiforRcRle, $uher bs:

Her ba epi nedi um brevi cor m stem and | eaves), Radi x nori ndae
of fi ci nal i sre(pOlirnited tE,rlt!D@ttfm’s‘SQOaB&Pd:raﬂevﬁgéin(hley hwthhn@h(dﬂrwrpyhyla%bus chi ngi i

Hu (fruit),. SChé ?dr h2 G A ENS,Ssali it tﬁm) %ﬁ"él'sl%gcfffc bBﬁlmen fQURLE &g | uci dum
Ai t (frU|t rienst’s ana soralea corylifolia L.

(fruit), aﬂsb A taRgRIof the IPetiehly anmapsition ﬁﬁhwehagsulagewqer@@lw)for Kigneyin vitro data
herein pres d are c Jstet wi t.h.the i ati S uni que
fornul at i of® tﬁd(Ie e pipsm %oa‘gfﬂeeﬁ rEPI S (ifllfeoci% Cearg%aclrr?r %ﬁfc'ttgtlrelt% Esg %/S are

ef fi caci oug, din@KRMARM hétd thered) BEHbAG: mBYIBY gl eppes|oas range a0 mg

andr ogen-refract os%)ﬁpr ostate carci no i itro studies

Ge .
have utili Pediay fe d?&a@@f?rd%bem’é‘ﬁttg?mmg %{Qgﬁblﬁsﬁhggﬂﬁp"g&%ﬁ’ewﬁdependent

(HRPC) DULAR. o Rbos3icd HaySelihififkled ond 6r HORRiS withiich Dioiui &dodr egul ati on of
proteins that respond to extracts of the 9-herb conposition he use of

tissue cul prefesably &vige dailyie-g- PIGMS carsale. iR SF BereAaPEHes e 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 t0 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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established cell lines derived frompatients carrying diseases with
putative genetic aberrations have provided an easily accessible tool and
power f ul wearocaddme f or el uci dating the diseases in questi ®QT/IBeEES8TChH

i nnovations that dated back nore than five decades ago have been routinely
applied to the establishnment and nmai nt enance of permanent cultures from
patients; thes vitro nm st udyi ng
condi tions angﬂ? ac‘i)(t)rccémfnﬁn?}sa ’?‘ ?hr%ﬂg\ﬁgog%ﬁgglglpgﬁy allha J)elpo[‘){eg"tbgi n products
derived fr omduhemamgrsympﬁomsgmm&nc@anﬂ infeatilitpr Bso ety Brostaltxsésmaall}y rel ated
to the disease.i theaeaoft b|o .t ance of a
mal i gnant pied f%ﬁ%ﬁrofrhﬁﬁsk}?lﬁﬁ?‘{pe&‘fs blﬁo%%et\]ﬂﬂel‘f gggmg&he SSP{%E% % abl i shed,
as evi dencggkriie tihiRlef. in & MRbuenyih @sbotibiee 6/t jatilhgon. AlypRAPvAding at e host, a
single malignant cell alone suffices to give rise to For the four
cel I I'i nessy/seieme HTO@W@%’YQQ}EPPE@“C{“H%WWE&‘FP eapplimgspt Blggftf)l"B’rﬁl to being

andr ogen r&RpaRs, %e ueﬁésgarf%ll WPerdcl 8f M aYio ShcBRIpletRAdiRE, ARERARd ERecar cel |

lines that retaln t ty to synthesize and secrete prostate specific
anti gen, PS& urinkiyshedns, ivesnittkaryeh thegtredeanst ancied topush ar sk ®vofdor prost at e

car ci noma. oténb:g # Q‘Ececpon @ggpaﬂdqgﬁgﬁ?gﬁﬂg afeeilgo als JAEFed v 3 and DU145

were both PIVeE rom e IC sites pectlve y, the bone and the
brain, of pmstaﬁtlsate cancer patl ents, after subjects had recei ved hornonal
therapy. In contrast, the JCA- 1, a recently established cell |ine, has

the distinction e thiShdeE@fnaa Pati ent
prior to any t hggg8?%%99%{1&@&)%0@%6%%?8%@#?%%?%)%8% ! %?E of the
mol ecul ar bedt hepes tcharsfchaestastaonedaale sof hirtnos® mteldhhykirqxeltcstaﬂaom esented in
Tabl e | V. cul ar Feat res f . Est abJ | r.Q cer Oel I
[oee " cor ORGn iine RS Hahn e BodAE T8 oiTh ool 0 e Rl B e
LNCaP M9t aﬂieae‘hlzﬁné 9-alpBS refitictast;rwhlich dausyyrie donvbryioplof mﬁaeﬂbhﬂﬁﬁ)%l ast asi s to
No Deficient Truncated Mutant ++ brain PC 3. Mt ast as1 L Nﬂ D?fl cient ++
Nul | ++ DHT has an increased affinity for hormone receptors in prostate cells, which ultima

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 qi
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 gi, decline in vital portal fire,
deterioration in qgi 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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bone JCA-1 Prinia No Deficient ++ Miuitant ++ Adm nistration of bioactive
agents, to affect cellular proliferation, restore apoptosis, and reqgul ate
pr ost at e WPa3i0$7i2¢6 gene expressi on, while exerting m ni mal PCTABISBIS cal
toxicity, in target cells is desired. This approach is not predicated with
the known information in the pathway sequence | eading to devel opnent of a

particul ar _form of rmalignancy. . L.nporta .of. the_individual cell in
cancer is F’@&r@”@‘i‘ﬁ’fgg” %@is fwe}-egglﬁé@) ndaq {}ﬁ%mazlﬁ?%@fuﬁ&%%éoﬁa%%%ropri ate
host is suffigdditmdily @ WLy kisfeytyan@whildBructus Thggsef Dickli ismed st udi es have
been performed with isolated normal and ,turmr@%?l ls in cultur

Hi st ori cal bapondagilytareiaforesidney yipe All Baregisrts bR il cnnesitign EfBaier ful easily
accessi bl eto%?@!ar ib 9{11a§éeliﬁey [ {R9n @i SARER 1 By ATRYERbAY SR BIeHs kSredlaer r at i on.
C

Per manent c ultures Trom patients can be established in vitro; and
serve as neubpromyts ueinsticnosimulianeeliplyn d reessdiubi diisciehBospa Eeeigsiqaeidt cont r ol

the expres kb%?bfsﬁ‘fchigam%r&ragé S%ea ﬁg&ﬁ&g@%& vitd Bk !kl\ﬁ?lgy I{O0LRE rRRENERNT genes.

Several ce gs are aval I'nvestigating prostate cancer. The
LNCaP cel Radianerapadioged supgdqomsiry ® mndshr@tand promteee #lid flowy t o synt hesi ze

and secret rostgte . specific antige P cansi dered critical

bi omar ker %8 Seﬂ‘r‘et‘i‘gi”d{”é‘a %‘(‘ﬁlfr%ﬁ%{ne Srgf%éndc?@%ﬁrl%%&ﬂf/eqﬂgng’dFnc%e%?raﬁﬁlr??é i ncl ude
PC-3 and Dhkrb4bmpdsiieseah il@eate telsymhptoms asseciated dethipvaditd cancaraed ast at i ¢
sites, respectively, |lynph nodes, bone and brain of prostate cancer
patients, Afreere dperesl;tharreulic elficlsal IS AoE St her apy. In addition to these
three cell lines,a relatively new established cell line, JCA-1, was

descri bed. The BRieNSSEicindfprddtRe tanks i§ H8bcidted whh derlionadnd diendea pri mary
tunor site without prior exposure taq 03/ 037246

. hqor nones. .42

PCT/ | BO2/ 08BPBumEefigngiop fletptigraiseny, dylge EORsESD AR PO ERpEsLsioBnObe
prost at e- Speq frbfo@RNea iflaTBhY cffeeR on P RkSRcaREE gfd\ﬁh,aéﬁ[gb@ﬁﬂly.( PSA) is a
34-kDa tissue-specific glycoprotein with; kallikrein-like serine protease
activity. Qthdrshapsedeede alarsdcaiaie %1P%Sefpypﬁ0ﬁateéﬁ‘i“tehé‘leih8m%‘é]| I's lining the
skin and dlﬂ%&fp ?lfike.tegﬁ %r Bﬁtﬁ—gncgl)geﬂ(iiherf ArehBneB¥ RhE 58Hnd MerapRrTHRI ,  beni gn
prost ate hype BI asi a ? B , and primary/nmetastatic prostate tissues.

efficacy of the 9-herb composition on prostate cancer from a western medicine point-

of-view was reviewed, in terms of the 9-herb composition sex hormone like effects,

immune modulatory effect as well as anti-cancer effects. Pharmacological studies

showed Fructus Psoraleae, Semen Cuscutae, Radix Morindae Officinalis 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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Because PSA levels are elevated in the sera of BPH and prostate cancer
patients, previous studies have nostly enphasized its use as a serum

mar ker f owodBamgmesi s of patients with prostatic carci nomeCTARR/F5825
nonitoring their responses to different fornms of therapy. In recent years,
however, a nunber of novel activities with potential inportant biol ogical

i nplications haye _heen descri bed f h 3 ity to
serve as mtoggkgﬂfem%ql%oﬁ%ﬁ‘?f“sirﬂa%ugé’ %]Fr-rllgge% rbaaplwg%gmb?%\l/\cﬂoﬁ nodul at or s,

and acti ngyasmaste@nhil 1A0EH) FURIN rﬁorﬁ@ﬁé\bﬁcﬁ&l@s @r@ot);cﬂmcewsabedawzgalmet he clini cal
stagi ng of rostatic cancer. Ser

Sur es ce emtted both
by the nori (fw%ﬁuét‘%c@l’%(hﬁuéfﬁﬂ&bgf G%”st (i Q%ﬁ?{“ﬁ ' prostate

gland. Wtp Muﬁﬁbcz%@%ﬁ%m @Laneh chipAis E&'Mi‘%se@@t PRSReR chrdlifdlia Bl evat ed PSA
(‘hi gher thaﬁ indicates a sign of prostate carcinona,_ beni ?n prost at e,

hyper pl asi @ruw alpﬁ1 ssragaiusimembravacensgRiseh § Bge o). Theduping daahereiar ger t he
vol ume of trre]seen ?ur X 811?1;';@&%& éln?&lﬂ‘g&{lﬁ?élﬁt thid 35 RIB8RAbn Ada ki@ medi a of

LNCaP cel | days wt ion of ethanolic extracts
of the 9- hﬁg&adxemﬁpaﬁamecbthere&mmermml}d@c elimadoysrin peaybitingof fredtingdd a reducti on

in expression of intracel r and ogen e R) as well as PSA.
Ef f ect of Tr’r‘iiéogﬁn'ﬁeépﬂnsbv&?ﬂgﬁl TPER" r8 rga%g({agc'[l%orng/ﬁprot ei n nol ecul es and

expressi on of NFKB. To probe further |nto t he nmechani smresponsi ble for the
partial cell oyaieealdsigopdi nirrostudes ﬂla‘@eélﬂn2¢d1th@ h@dr%dnéiebelk&i@mﬁé@tl on

extract tr P cel eff g8 :
pr onouncedfﬁéﬁgﬁ%f%egﬁgﬁ%zhﬁeém% RétT no V\@%ﬂ'@%ﬁe was obser ved
i n treat edagiedoh@ast AFuMASH bhgoRKp Kastimad 0f exttcR of (he;@dierhemmapsmdm nt ki nase).
In addition, a pr'eci pi t ous drop i n PCNA (proliferating cell nuclear
anti gen) expre i on Jhat the
restricted cel e(ﬂ?% 1s5}1%&8té1§e 'R fé%ﬁﬁistorgal%ﬂ%g%%%%gg{ tion treated LNCaP
cells is dugatlihed cell BECREvEXPOR PSticDI c@:fry1hgyzl1sezegajwah putytivergoteticn nol ecul es.
43 WD 03/037246 PCT/1B02/0 825 The n u a 0Si S _sgee treated
cel |'s was alcggtionshaxs prguded ?Qé@tﬁCP?SI Eﬁﬁ? FIH{‘:H “{éﬁgléﬁ @HCI ?a}%mg 9- herb
conposi t i ofelaREESH ﬁé&ﬁo@xll@ésé‘@ﬁéﬂ ﬁﬁbv@ﬁonﬁ'ﬁiﬁBdatedSiaﬂl@ﬁmiehheﬁi fiveldeaddsengod S
intimately 1 nvol ved |n cell survival, its reduced expression could

have been routinely applied to the establishment and maintenance of permanent cultures

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.

41



account for the induction of apoptosis observed in the 9-herb conposition

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

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

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-1 is that it is derived from a primary tumor site without prior exposure to

hormone

S.
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extracts of the 9-herb conposition on the growh of JCA-1 cells was

investigated. Proliferation of these cells WAS significantly inhibited by
t he addi twomsos72¥@r yi ng concentrati ons of ethanolic extr@&crgBafossite 9- herb
conposition. As little as 1 I/m of extract was sufficient to cause a 45%
reduction in cell growth after cells were cultured in the presence of such

extract for 3 dgfe dMAE SR rddISiRRDGADFALOR Br HloshEspBlilp fBldsC  exLr act

resulted in a much nore sig ctionin p ation. This
strongly imameli POAY Ppsepaptofficdntiptre(FSAN) ér H34bDp asie-spenifivatycopofdr med usi ng
the colony _.f.o i on.assay. The clonogenicit f JCA-1 cel]s is extrenely
sensitive t“glhaggﬁ%ﬁegﬁﬂgfsen%etmgtﬁ%ﬂaiaﬁtwég?'tﬁ épg)dﬁ(fe%taﬁgo%gwg}sg eJé’dPrposi tion,
with as |i tepltieliabeells lihif tt@fskifieeld ducts onmé pioelalé oiddal PSAiingpiRgdfiecus form ng
ability of JCA-1 cells. In flow cytonetric analysis, results obtained with
the 9-her b "CBRHOEPIENGROs &'t Bperiatie (BFH) rad pemary/Beipsiafic perptAtsisdase that the
primary ef flReiuse FQA!I@\%ISFMR@E&%@@@&&%@@P%n@ﬂ)?osﬁa?é Jaﬁcerh%ieﬁ&, arrest of

cell cycle progression in &/ M phase. Studies w th hornone-independent PC- 3
cel | s. The PerviQde sdiss hpgomastly amphasized dx pyes g serofn mirkerdordiagnogivabosi ti on

wer e investigated; . - . | i, OR: cells
was si gni f}pcant I ylﬂlg)ﬁrf?l ?%A%agc 1%{/matl,3%é<§%)g |0%1 ?%rhnggp 8%/%%]%5‘?1% tg@%%%:eg{nﬁ?% i ons of
et hanol i ¢ e@ftherepy s In weert jeard, bowsvet, alnunibendf rextlraagtitissavaithspefdniiei ent to cause

a 70% redugt i in cell growh after cells.were | tured in t.he presence of
such extr g%l?%]ag# ngﬁj gf}lsl%p TRP lésglé%vﬁg “TH es%rg’\r%@é?{tﬂﬁté&f itltl?ﬁge clyqf pset hanol i ¢
extract reabilityed skive as mipp gt eivol Vearendin Yirdc@ kit dfaarid gedvth npxdekidi€r at i on.
Furthernore, .the ability of PC-3 cel .to formcol oni es s.conpletely
abol i shed BYd 44DE{F py pRILANEORENIGAEEDE. ﬁ(élsgloﬁs%aﬁg]“e@ﬁr%%nﬁa ?ﬁ‘?‘gl‘@e?? cycl e
anal ysi s ofprdsh€ic Qarter. L5cEaRPOA intch@ited the atte@nREndicidisby ¥ aanid N xed
responses. Significant reduction in Gl phase cells was observed, as well as

an i ncr eas®OSff glgndind by caregions bsue i heraroptajseiand nVith aowal psias wer e al so

shoun 10 UBMGHEASARAN RB&n O bofl. HAGILTSnighb{ AAYIadINRidd bVl 110 1 est
is absolutely diagnostic of the abilit of cells to forma tunor after

i npl ant at i ®FPStak GreanaRg. berigepraniitesly perpteRiams prontattiyike dighai thbePSAn part due
to the factefuBalme Mo e ARRundbi\he/@ndi;f fer sufficiently fromthose in 45

There was a decrease in PSA present in the media of LNCaP cells cultured for
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 ILNCaP cells is due to a

reduced expression of key regulatory protein molecules.
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WD 03/ 037246 PCT/1B02/ 05825 culture, the conbi ned wei ght of the evidence
is consistent with an anti-prostatic effect by the 9-herb conposition.

Wi | e notwaiosisge t o be bound by theory, the foll ow ng ratcenadxs8s of f er ed
for the effect of the conmposition (including the 9-herb conposition) on
inhibiting or treating prostate cancer. The conposition down regul ates the

receptor of testosteron andr ogen_ rec or). Testoster needs its

receptor to vvorthq ”rf‘t"crﬁgfearPB \psis gt”é?rﬁart%d%éhf Wés %Eﬁfﬁ&%sﬁgziﬁgﬁrﬁﬁﬁf%i ts the

nor mal  f ungiowoihatteatrsit AHtE RMERerb Borastiition dducerht aipfesso@PNARBL s of t he

9- herb con‘gom tion (i.e., Herba Epinedii, Fructus Rubi, Fructus _Psoral ae,
c

Senmen Cuscoinge thismelerbelisimtveateln inyalver 11 eellmani el e redaesd expesssen et nones,

suggesting a%c%ﬁnt%m.é H@E LiRR of %%otéplr&ﬁﬁ%bgﬁl(léasm Cetehdi EREpdshion Yrelkel b

conposition) nmay wor y ei stinulating the hypothal anus and pituitary
t o rel easeLN€&aPiceliszi ng hornone (LH) and/or increasing the anount of
receptors and binding affinity of LH receptors for the production of

Lestoster one or ot QYT cARTPASLA ANy Bk kruns Bl ¥rch Sadighadot  opi

rel easi ng hornone agonists I1n the treatnent of prostate cancer. By
usi ng the terposi Acconlingly, dbnjeffecs 0foi%ethinokinextracGoRHcglan® st s, the dosage

may be able to he decrease herefore |.1mt.i t surge and
side eff egqrgpcgggoggpg%wg %gPp'fAlﬁecsees g?sulagefs{l%ﬁ%ioRﬁ@%ﬁé?ﬁ%osﬁﬁ%i’ k}t%%ge conposition
and a GnRHcanzgiodeils thatiaytaddsise tS theibbad) Rrhkfetatine of thed@vlis wagtignifiaantiye
production, of G)RH and shut_ off testaosterone prqduction ich.is

correl at edm?lg’"tceﬁgy H&\ngﬁﬁ‘h@%‘fa%f‘g b%gﬁtglensc‘gﬁggP&cﬁﬁ petRpt tpglt)'?%‘ili’al e for the
effect of thBpGRMAONslitRhs AINbRixtratGinGhedid) SA buiT8cieft0 it @ 26@NCEr i S

that the conposition may al so work directly on prostate cancer cells to
stop cel | pdspticndp sell gavEradtcr ealls aveapapiuesdiia the prisense REFYSE ChiEAFE T4 Ps 0

d trat ' iPSeLA 6a8e X t d
enonstra 8%3% gllggriaggggxlﬁ;@ﬁéﬁﬁl?&cﬁ&h&fﬁwﬁdﬁél PSUaf 188 %ed ﬁ%ﬁiﬁfb fhaqyt ae an

Fructus Lig \ further rationale is that the conposition nmay

al so provi 88%sedretion mrpath probifhnitandd y/ei featred). t hielfab pf ¢rdétaph if gbquiding syst em
to effectivegl el.p_fight. rostat.e _cancer. Herbs denonstrating these
effects ar 8{3511%'99)1?%00@&@8%1?1} fi'ErnHEtc: Ohger'Rubi , Fructus Psoral ae, Radi x Mrindae
O ficinalis, Fructus Schissandrae, Fructus Ligustri Lucidi, and Radix
Astragal i . ManyAlfter &xpoposte ¢lssd-hirk compestiapnthe 2rafdla buppradsivapiopertiesThi s means

t hat were further assessed by analyzing contact-inhibition effects on tumor cells (by colony
formation assay). The clonogenicity of DU-145 cells is extremely sensitive to addition
of ethanolic extracts of the 9-herb composition, with as little as 1 pl/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-I 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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conbi nati on of herbs or the herbs thensel ves can have the ability to
produce a good 46 WO 03/037246 PCT/1B02/05825 and bad effect. Soneti nes
this is pwedBwoated on the dosage or the condition of the pamriBeXes8ist is
entirely possible that the conposition (e.g., the 9-herb conposition) may
be beneficial for prostate cancer and down regul ate testosterone production

or work on the ate cancer .cells d|r Y, t Jdine be able
to treat <ﬁ’é3g¥rtl9€fd F@’i e PIRSURE Cacer 18 5l A COIr’rp% eﬂrlleg‘%gﬁcﬁ O\ﬁz?‘%’ﬁ’ t{e@t ost er one

product i ORx{¥RYs mﬁa%erbb@mpsmmnahegmwﬁhmsmrehmls whasinvestigatéd.her b
conposition nost |ikely contain gd bal anci ng

s bio nt
proper t i eFrelifeBiiphef ‘ihﬁsetcénso@Aéssé%i“fil‘%Pt &‘ﬂ g%ﬁ@ &‘iig? (P‘fa
contr adi th%%%en Ei%ypkgtﬁano]_@%xtfa@lslo@me@h&‘%@&Hf)c%ﬁloﬁr As lllmé|dsd¢ﬂi/nﬂ of denpnstrate
preferred e Jl ment s. shoul d be appreci ated b%/ t hose of Skl | in the
art that teigadtewh nmf@uesttdlcsltsb 048% requctipiein el gFRIYHR ATGHRERVE8 FHBYFS epr esent
t echni ques i scovere I Shstaiced to
const i t ut é*prAErTEL r?%c eXHF&%r%?%a%r%lg %}ﬁlg &lgu‘ar/lec\%lzt?htlo?ﬁg%geof skill in
the art shauhéresulied ingahhucmfmmél agnilﬁsmit o&siuctmn lappli pioliferasion HEs f¥englychanges

can be made in the s nbodi nent s _whi d and still
obtain a IPRBIYY PE‘?H‘WVQ? thgﬁ’f Conm"?ﬁ%wa%e"“glr ‘?‘1;1‘85“% gé:n%o'(t?ﬁl spirit and
scope of tianR¥RasiageTheclohdetibiey cf)ﬂjldAQWeﬂ‘ig 1mrre1|nblmsensng’e exaidploasf a
representative conposition ("the 9- herb SItI of 45%(w/w) Her ba

Epi medi i , CIWP](lW’W)aCFrOth%l?sheﬁb‘?é%’os‘l}ﬁ%\)’flﬂhﬁs te CWD MAuct us Rubi, 10%
(ww) Fruc % OmAn@glg_O‘flm nalis, 5% (ww
Fruct us SC%H?%%%?%@&I%% e}%%&d@’éﬁ%};}miﬁgﬁdi ruct us Lugustri Luci di 5% (W w)
Senen Cuscutae, and 5% (w w) Radlx Astragal S tgzzh g tudy the effects
of a corrp05| ti dnflow Gy @alygis) reyylty ghtaineg %935“6 FPTRRPS! iOH Exanpl es

1-18, the {I}? of:ﬁ’)] PAL ltdeﬁﬁde%ﬁstgﬂtegt?fl@ﬂ HE PritnBtyQfRctl bkt that FINCAP @ 70
percent et AN0 ution. 9- herb conp05|t|on extraction may be

st andar di zed IDadd8 cdis, istag atrﬁsépf)@ilcléwle PEREFGS§IPR fieg2/M Phgse.  syppr essi on of
cancer growt h and reduction of PSA. These two paraneters were used to

devel op a st andgf,§ie€WithdfokinBie-MRkPGflieni PEY IQOTIRYEHeOBBE T0% ethanolic

extracts of the 9-herb composition were investigated on growth of PC-3 cells.

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 pl/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 G2/M. In addition, a small percentage of cells were also shown to undergo

apoptosis.

Tn 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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increases in the anount of ethanol, from0-100%in increnents of 10% and a
fi xed anpunt of the 9-herb conposition. Biological activities of different
et hanol ewDrlaos®46 were conpared. Using this escal ati ng et ramaBoXassrsul a t he

9-herb conposition was 47 WO 03/ 037246 PCT/1B02/ 05825 tested. Enpirically

it was found that the70% et hanol gave the nobst consistent results.

Briefly, a single capsule o iven lot of .the 9-herb.co sit.lon was
suspended F‘ﬁtu{gme €0 l%%eégﬁ‘h‘gﬁﬂ? e‘{lﬁenf.effCHPSIN%_?TE%J[H&PFntf'@f)oggg‘?ﬁ}efecsuspensi on
was shakenpathe D5RH Bshkitioh.oom tenperature for 1 h. Cear extract was
obtained by centrifugation and filtration of the suspension. To assay its

bi ol ogi cal actiyvity, appropriately diluted 9-herb conposi.tian hanol
extracts were iW@tl}BaPte‘Hlswg i bﬁrbBE%/dal?yethﬁ%ctE? fq Wr@;ratﬁ:rcg’ﬁfer%?f??fﬁﬁo res were
treated W iR BRMIof 8lcBinpYidBEhRingt the 9 heib ohnPositidh) Yn @it or " Qual ity

assurance" of the 9-herb conposition, indicative of chemcal identity and
bi ol ogi cal tredting@sesipthenoise Ahg eanaposifian dawn ragylatsy theyecsROR PEICHAYE OB npNnst r at e

preservati PrafsRrl GR L3 rRAbPGIRK irf thO B8P MinBefore,

Hi gh- pr essga?glq{gflgft}icgﬁ&?h?%%t {)gr agiy.(glzlPL% anal y}snl S .v_vasypuse_d %r% val i dat e

t he cheni ctie compbsifian inhibits e homnal &lnclion of testoterbie i In addifiomeertaithanges in cel |
growm h/viability and. PGA l.ev Lk . .S [ i ol ogi cal
assay. Bi oF%%P%%PtS ggtshg?%’ce (r)bn%l &%élgg%b"g%% é;agé"ﬁl Z%Sdl:t’: ﬁﬂ’?c%dlst}#}obg thpgmgel | grow h,
and cal cul &kéralyet Sverca@usataeodndt RuelixoMbendne Clffipogis) eftact dit hewtolrmendsy act

needed to reduce cell viahili b 0% and 90%.(,| C50 and. .l CO0

respect i veFYBEHURAY Coéi'ﬁ’&?a{}&léﬁ{%%sﬁéﬁ%é r@glﬂﬁﬁg‘eg #&%ﬁoﬁpé’élélﬁgrﬁ%iye pendent
prostate CaRfeky &kt stinn@mg theypédalachGladd fudalyCo R)easdieatfitieg 1: LNCaP
Studies. Effects of et hanoF

extracts of the 9-herb. conpositi on
prol i f er at oM (el incerapan femmornief pPerersand _gin_ﬂ{?ﬁg‘?fgn“yiqfi‘glst rates the
i nhi bi ti on QfLbNEERRE BlotinddoR bf feSbAELANM%LbRA, addidriiteh megrbg
concentrations of the representative conposition. A concentration of 1 I/nL

of ext r acsimikstosgenpdasiophreleasingiogons (SOBFD aguey's 1514hq FPaERI OGPIEWRE af t er
cells wer ec&ﬁlﬂt. Lgcflgsinr% e EdMpoRi ﬁ?xﬂ&)%jﬁ@ti(ﬁ%ﬁl EndwndGiRH Qbonidy, g days.
the conce t he

I ncreasi ng ration o extract resulted in a significant
reducti on idesagelday pe able foreateroased Agdifote dimitie e rangibrone surgea@dssidst t he

9-herb compasi L Q&P Blse dhadd. A0S SFiiviAfEn bt HECHRRRAMEMha hoslgd fon 10

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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cell growth; whereas control cells proliferated effectively following a
slight lag on day 1, cells treated with the 9-herb conposition showed
little grwatod/o3Ced | s treated with the higher dose of theP@ThBoAn5825
conposition had less cells on day 3 conpared to day 1. These results
suggest that the 9-herb conposition elicited both cytostatic (low dose,

36 W0 o) oswarteer Patrtreas < Tt R dint B Rot B (T OCorony

For mat i on. pafiend Wik Bﬁfrelﬁ}@ﬂésimmhhhﬁe g@ﬂpdshroﬁl@epglrms 9ihesb qungeitioy) dy t he 9- herb
conposi ti on other gromh characteristi S in culture were

utilized, %@?@Pfymalcf@] prosipseganesr and Jrwp r‘igéfsest%t%ﬁeém’t%?cﬁ‘ﬁbmlo 7e&Sfricted by

contact i nfgk ?Hsfa%rbaﬁ‘&gcéﬂsld re&Bzrhth@U&efsﬂmgﬁﬁ&Vb@Me foatert fepiducte cl ust er ed
cell colonies unlike nornmal |s. This assay is known as a col ony

f or mati on problays skehtas gapptdnse ea@hmbte@@ﬁtﬁwmdwop Iy Rgedbivdest ai ni ng cel I s
fol | oned b%lmul%t@c? r'fh(?sdmg dlsrtﬁa g:?me(f‘y};édﬁ;& ition Rost] onf%fns%%a@ﬂi‘x’ee s can be

quantitate conltlons gure 2 sh ows that the
cl onogeni ccduyltemactiyh«l@mf’oaimcing prapeties rbomging it tg baased f@léﬂdl@ﬁt{ohfethafdém i on of
extracts of the g(ﬁgb conposition. A concentration of- 1 |/m

si gni fi cantSP CARIDTEd col ony formation of LNCaP cells. Exanple 3: Cell
Cycle Effects. Figure 3 shows effects of extracts of the 9- herb

conposi ti oEX&AWMBEES cycl e phase distribution proliferation in

andr ogen- dependent LNCaP cells. To further test the ability of ethanolic

extracts of thepg hers ng Qmpsléstairé)ﬂc Bed t%fdtaﬁlgﬁstlgfe%(% r%écﬁén%ﬁnﬁéﬁ'f@rlt cells in
Fy>was ‘enpl oye

culture, flow cy one to neasure cycle distribution.
Thi s i s ansiutdieaippdcinied hynilqne@oﬂsﬂtﬁt ingloeaart fhft th@tecm@queeﬂiaclpmé in gnber of

X GO+GL h f th |
Cospended Sesiginedafi MRBTER SR hul b ito PBlon UL RS >

sanpl e of B@bdxﬁmeﬁebaﬁcofnbtﬁu@ piﬁatedand)deglfﬂr is prcte. a{uWeaeIdétosmf@kﬂhecords t he
relative DNA co (measu of f uor esc |c1;hnal per

cell). Thi @eglﬁaﬁbwlii dn tht@f F@éﬂ%ﬁ‘){%f aPP{eﬁ’é'tertE?%ai%S PerceEn gells in

each phaseyafsh&lifid dioodhdnBUshit S8 dTeRESE anltis@UbRaid aﬂik@%smﬁlhﬁrew cont ent of
LNCaP cells cultured in the presence of the 9-herb conposition extracts

for 72 houmdthoatiderariing frem the sphis amhpopo Pl tBHEMAIPFHES cancer cel | at different
In the 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% (wiw) 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

solation.

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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stages of the cell cycle. Cells in & and M phase of the cell cycle were
unaffected. In contrast, cells in S phase decreased, concomtant with Gl
phase i ncweasm®372kht erestingly, 1in cells treated with difPerane2/05825
concentrations of the 9-herb conposition, an additional peak,
characteristic of cells undergoing apoptosis, or programmed cell death, is

present in treated LNCaP cells. I e re osed to varyin

concent r at fe8i§d: EPPF’I‘EEIE}IQ@ s g’“&@%&ﬁ%ﬁ%&“ﬁﬁ?ﬁgﬁgm@ % °8%%5‘§1%r‘?§‘#ﬂ1t§ for 3
days and hBEi&%)ita%ﬂ} 16Qapdude ¥r @verashEdnonaeb vbhposRBE waASudpenda/ i B 246
PCT/ | BO2/ 0582 ang stained wth 1.0 gjm DAP| cont 00 MM NaCl, 2 nM

MyCl 2 and ©f 10% etipnal gn2.mi digpendog febe- dihe pijpensen Wﬁﬁéﬁ%ﬁ%ﬁg PRt DAPI
fluor esce“?&ﬂ?@%fz&%%g 1Y IfeatNttdcBRhs SRRV cBfitiakamblt MhianpaRRfat e

filters in an tho Diagnostic, Wstwood, Mssachussetts) flow
cyt onet er . thElsespdatien. fFaassavatstbielpgiaal aetityveppropsisielvetivied %bfib anal yzed by
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9- her b conpes tidard withsqhiveldnt volundes tedepeladdn® eahd. arrest and i nducti on

of apoptosis in treated cells. Exanple 4: Regul ation of PSA expression.
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excl usi vel ynd Biokpictihéfi¢aay beektslols, whngonitveedaryi assayatidt deroanstrdé t he prostate

gland. PSA is expressed in normal. .benign,prostate perpl asi a..(BPH), and
pri nmary/ rrePE’Fé"Eréﬁ‘tR’B OEF‘%%‘%CSPtéb?F@é@&‘%&%ﬁ’ﬁgg%&H Ié%'%regs}lrgeﬁlgﬁléivat ed in the
sera of  BRhEoAbRHRF HIIEC)GANGEE Wagtde@ 1d Falidpie erd chtmical prdiileswhitetge most | y
enphasi zed its use as a _serum marker for, d&a%nggé of gﬁa@ﬁ[}?s ] ith
prostatic ehilisitashet ddmad Fymesrdh celbeiongy viphiityn %d?\‘ée n fc?grent f or ns
of therapy ¢oAdikiEGE BlolobRAl Sssay) BB EIcal Rsah) ¢bReddf mdhfhg Abibitioniofes Wi th
potential inportant bidlogical inplications have been described for PSA

These i ncl gelbgiowsh, and ¢alqujating theemaungef the 9-8ejR KPP sReH ¢ processi ng

of variou i byPSh HJ¥0 (1S 2ANT@NL les AR PERBLE agent. PSA
is al so réﬁ%%%g%‘{gi‘}%mg%@fégi?@elf at e&gl\?m&%dr?g'g héoacl i ngpcgfﬂgt aéklgng %f prostatic
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t he stages (B{Jlﬁf%ﬁfl é}llq%\@ad_g)prrent :

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 ul/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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and the progress of the therapy. Serum PSA neasures the substance emtted
both by the normal prostate gland and by cancerous tissue in the prostate
gl and. I rwaonostreé prostate gland, PSA is between O to 4PamiIB&/osEtevat ed
PSA (higher than 5) indicates a sign of prostate carcinona, benign
prostate hyperplasia or prostatitis; the higher the PSA readi ng, the

| arger the vol une of the cgancer 0 Fi gur e decrease in
PSA present in PREBMRH Q‘lﬂguﬂf{l@gﬁ%gh (\é\ﬁig%?l?wgg ﬁ‘vﬁ%}‘ GAys in the
presence Ofon@t-haRdrbethaupproshe pdpetthor frebaield db@f[ﬂ@@lﬁbﬂt iottier gsvtial r eady
mentioned, the cornerstone in the treatnent of AD or Al .CaP is androgen
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mecharnii sns" |%‘% gﬁgggCtégﬁggﬁ%¥§l46 PCT/nI BC1)2/ 0%825 OSg.“ﬁ tahe gen(eS| s of HRPC

are not fubf qtustnn@ﬂemﬁtcobdl,es anlmmonhalaﬁllse\iﬁh@ﬁeﬂtﬁ%ﬁe ipkayen as@ COPAY t i ci pati on by
structural chan en Eﬁﬁ‘% oGl ude 1)
growt h fac% ?tw‘t ﬁ‘@a“’ Etasj P %ﬁ@t Dh r{&ast ﬁ;é éFTHS-E dbS’%

transcri ptp@ivdlof ument Eudturd. nmalnumbgr diRo]ongacmh—herqdelpeatd@md qoephwditsns, 3)

nodi fied AR Chan i expre f an es RA70, PSA
and PAP) 05%1 '§'2‘E§d" %‘Egs% &'ﬁéﬂ‘?ﬂ?& ﬁyoﬁ% agegfe1S 5 e’&fﬁﬁe action of

the 9-her bsen@ﬂ%)@&hé idaRion®X BXERS @ thedf-hdrb eatp@Rivas Avmwnmtmtofgat ed in
control and the 9-herb conposition- treat ed LNCaP cells using RT-PCR and
speci fi ¢ prYmbsigeiBeagtly rbhitet §OlPRY fqpmglifaed fAN(@RSAlt rate that expression of

AR, PSA show a copi ous and coordi nated decrease even in the presence of

the | ow dose of gidngpI@3h@rel) (GRITIOEicH. AigurdB3 shbigs sifeghs of desaisaff tidte 9- herb
conposition, PSA did not decrease whereas AR did, sug stlg (51

corrpl ex rrebﬂhnp@msm el gyl pleage fistribREgBRlifpgfionm alf’ ‘i%‘?% AR By day
3, even t?ﬁ(ﬁi‘@é ssion of PAP, another marker for prostate cancer, was
significan reduced at the high dose of the 9-herb conposition. Exanple
5: Figure 5 shovvs a schenme depicting the involvenent of IL-6 and its

upst r eant downst FeBmhesjesitle bgity ﬁef’t&%m‘ll? Bragts P Sehesh eARRBHON &8 | gr owt h

ﬁg gl ats g(rj" LX&% ngbﬁé‘elldngéf%t ugﬁl?xzcﬁcegé th GADfRCio® %&tbaetrfwagémﬁtafedqt) mebsue ar e
ptor components,

cell cycle distribution. This is an automated techmque 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 pl/ml) for 3 days and harvested. Cells were washed once with PBS
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| i gand- bi ndi ng receptor IL-6R and a protein gpl30 that serves as

signal -transducing nolecule for IL-6 and a nunber of other cellular

ef f ect or swoBBfstizng of I1L-6 to IL-6R facilitates consequeRCThBMISELS of
cell-surface attached gp 130 and its dinerization. Dinerized gp 130
activates JAK famly tyrosine kinase, by tyrosine phosphorylation in trans

of the JAK ki nases, . associ at ith. cytopl 1 c..tali pl3Q..  The
activated jﬁétalk?dn‘ﬁ%i_, “igﬂ%t]g‘g}ﬁf,ﬂgo_(‘?ﬁil}%g %t“ﬁ;ﬁ%gi _ﬁ@k/b%gg%a@ﬂg‘ii on of up
to five di §gRbE1060/6% KN pBICE STHDNAGp & OPABSHdtedcatick wab egd80, whi ch
are considered crucral in Fhe subsequen? recrui tment of STAT-3. Exanple 6:

Fi gure 6 amdthAi\glight and seflspied Mibappropriate tilierm 81 anddPr 2 CathgDiagnastis.  her b

conpositio i > ; 1 n-i ndependent
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t hat these nes were nuch.l es SPONS] Ve - sition
conpar ed tg?ﬁﬁ&ﬁaggl?gg ’ %?r—llltjaﬁl%aé' %%“P %Poé%e?(r?ce%(n%l egz?v%ﬁl egﬁ{ agtﬁ %as not

af f ect ed i Rvith@f Lh&blcbmposididnhetigiad inta das dgiegdint GoySntkest andthdeetnaf t er 3- day
treatment wth, the hi(gheﬁ(r§ concentration of the 9-herb conposition in LNCaP
cel I s (Fi gdP@Pieys n rppiedecldata are consistent with the interpretation that
the herbal formulation display selectivity inits interaction with target
cell's. Taking tRBegsfipleas Regslation 6f PEY0bxpredsionvPuidsthie gpppifianntigea(PiA)ds 9- her b
conposition _is nore actiye jn preventing AD-HRPC transition.. nple 7
Figure 8 aﬁc§4ﬁD§d¥S§‘e§Pﬁ‘éﬁ6ﬁf§’F?P§?t@nﬂ’H@ ]ﬁﬁllf%eé?f © ¥ g ARGy “EZ@IS

regul at ory ,pRh&QURsst fclhisilEAteplifeliaf cel®lihing tHe\abinahndRincand idipkdstateruc! ear
factor kappa B) after exposure to the 9-herb conposition in LNCaP cells.

Rb protei nelad ReAS spprosssdlip soranl. benigp piopatchapyrieria Brdhnhnd NFKB was

dramati cal lp)’iﬁ{aSﬂrH& aticy tWAS el ROalsE FYL Blels T Sefldldan tRdbGRE S the
ability of "the "herbs to augnent key cell survival regulatory nolecul es and

activel y miRH andiphestaseicancaraiations, ereyfous sadieNeapmosily emplRrizerifsd!sgas Pu- 145
I g
conposi t i onheiropspbhses gy diffetenoforbIidGagye Th sscomiyears rhpesyérganueher DU- 145 cel | s
are repres %QE/& taét}(/?tie%fwith potential important biological implications have been described

for PSA. These include its ability to serve as mitogens, 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 PSA is a

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 prostatjtis; 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 AI CaP is
androgen deprivation, which results in inhibition of androgen signaling and expression

of androgen-responsive genes in CaP cells. Although molecular mechanisms involved
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prostate cancer cells that have netastasized to the bone. Figure 10
graphically illustrates that proliferation of these cells was significantly
i nhi bi t edwby3wbr4@ddi tion of varying concentrations of ePhanBOIES8EXtracts
of the representative conposition. A concentration of 1 pl/m of extract
was sufficient to cause a 25% reduction in cell growh after cells were

cultured in the pres aof s : : creasing the
concent r at I'¢ e%efng?%(eﬁe@?ﬁ%r% l}og%ugl%% géégSédé‘éS{e?J té}g&feﬁl‘%ﬁ%eﬁ%c’“&%‘& reduction in
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of tunor cglnisl inObINBEMR Bedualifddpeslientifechaniand, OnolidiedAR. on, are affected by
exposure to the 9-herb conposition. This assay was perfornmed by fixing and

staining the cells fallowed by a period of .tine, | a e nunber
of col oni es carClF@eeRARNA SERE S‘Q@QF%E‘{m %8f%%‘8§<5$1gu‘§@*wirp§ﬁr388g‘iﬁ’gz VO
03/ 037246 PLIAHLBOAN58P8e 16 RRWketyNAboridiee Bohomioh Of fHedcheahi | i ty of DU- 145
cells is extrenely sensitive to addition of ethanolic gxt‘rgahc;ts of the

r

9- herb conpusnositien, Expression of Shrse srentroaveatieded inerned apd Beery™ipol i shi ng
the col ony AR | NEB ool isink48r-BER lafd sRX @ Rkited Gsts, GalshitsQuc! e

Anal ysi s o?&ﬁiﬁf@g t%gﬁe{jy\ﬁclag c?l%{%sher st udal t?];éﬁ;é lg%:rﬁ ieté Sbf .gt hSanoI ic
extracts oFignied Gethershate dlm oxgiression of SRaP$ 2 ckovpe epnipusiagd comrdingiebr  cel | s,
flow cytonetry as desgri € ' 2 nt he DNA
cont ent OPE AR LIS P?eg’?%"gt% gtﬁg lﬁﬁ%sggpghg?éﬁ%m Edﬁsﬁiogrhé%%rgg%ence of the
9-herb coomesi the®rheelx tamamisitiony PSR didaur decrefiteenlgrenp MR difl] megestingtbatDNA

content of the cancer .cell at. diff t st f t le. Inth
cells, no éforﬁPlF’éE’Fgl?ﬁﬁlfﬁg'B%}éngﬁém?@%%lrém‘ié)glmglg%%? %sblystﬁefeﬁgﬁ?géﬁ?%’ te hesg °5¢

cel I's. Theg@nnesadptsion ORPAP, dnbdenskériod proyato tareag thaesigniffemtiani sm
affecting the flow cytonetry results con‘}tl)ar ed to the LNCaP cells. Because

prostate caseesd atthetaehgase RfbGAPED BEPARYRr ogeneous, the large array of

bi oactive ingredients present in the 9-herb conposition attests to their
potential in thexahpRat Make 5ahowai siheaedemdtinghie ipvdsémdne oBlileb atdher cancer s
or proliferative diseases. In conclusi on, tlle evi dence1 i s on%i stent with

B of P'S ) i

an anti - pr &F PRSEpPIdQnrepm GYeRfs 10 thgcontro expression, cell grow

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
trans 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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9-herb conposition. To test whether the 9-herb conposition may al so affect
andr ogen-i ndependent prostate cell growh, the studies using JCA- 1 cells
wer e repeabDado3Branpl e 11: Figure 13 reflects the effectsPpafi/iBedsEazs
extracts of the 9-herb conposition on proliferation of

andr ogen-i ndependent JCA-1 cells. These cells, as indicated earlier, are

established fromthe primary tunor site of an, i nd%tdgu I1 before any
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hor nonal | ation ther and, nay best r : rin situ.
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reduced by the 9-herb conposition in a dose 53 WO Ogé%dt?tf /1 B02/ 05825
and ti me- deRPeHdRH the R R COMPRRHHS POFCGC P EENTRE ARoweer T8 n
responded to the 9-herb conposition by being arrested in the G /S phase of

the cell cycl e, Eddniye 7§)F1idg3ff38faﬁd Biaky's lemefstrdiSfhd preehdesortibeatead key t h t he
9- herb conposition showed an

an inhibition in GZ/NFtE%zvecﬁse EXE\ le 12:
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assay or cus-torm ng assay described above was utilized. Figure 14 shows
that the cabadisled aftor traberbrireaivient and NITkBwps drammaticaly redueedt PENS W8Ssensi tive to

addi tion of e}eﬁac%%' Hﬁis%%aﬁ%& es (R atlifl§ of ﬁﬁgrh%%@% @}g&ﬁﬁg&?m@mmn; A
concent r at FN"5F '/’ of medi a conptetely aboli"she ocus-form ng

ability of re}@Atorylmokktiss afdxatipdlembdify e klrv@pkiate ofitlzel WNCaP esfls.JCA-1 Cel |'s. To
further study the ability of ethanolic extracts of the 9-herb conposition

to affect propegiie { S Y, d as
descri bed aboveéxﬁﬂl%ﬁ(rg'e ﬂllg S %t%g{eg' EIP %%%%%?&J%ggﬁ%du}égﬁfﬁeﬁﬁmﬁw

the bone. Accordingly, the effects of 70% ethanolic extracts of the 9-herb composition
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 pl/ml of extract was sufficient to cause a 25% reduction in cell
growth 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.

Example 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
to 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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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
fl ow cyt owetosiog72aéal ysis, results obtained with JCA-1 celPCI/IBox@E8Ed Wit h
the 9-herb conposition shows that the primary effect, unlike that of the
LNCaP and DU- 145 cells, is an arrest of the cell cycle progression in

&/ M phase., I n concl usion, the evid ] onsistent wth an ...
anti - prol i PEPRY Fodef etk ogpiE ARSI eSSl BRY sFisile & it

0 cONposit1on: ure al'so shows
JCA-1 cel | f bthaidhie eats@nafah©9-héheofpditida, with aposichiraionaf 1 ilZmhour s and no

apparent change in _the graph was_observed. e 14: PC-3 Studies.
St udi es W tcﬂmglﬁfekbwﬁﬁlﬂg%g’@ﬁa]@ﬂ?f f%lﬂé%ﬁutw%ag@éc nducted to further
study the effects of the representative conmposition on prostate cancer

cell's. The effe@kamble/W0 @Gy Asalgsis 6£DUI46TCelleTOfunElsIIgNIOSi ti on  on
the growth of PC-3 cells was ?&Egg}g% Figure 16 j !l ustrat eﬁ{ rowt h

i nhi bi ti on 2BHityRE ethanglie pxiragls o sigen (PANCEIRIORSEHRS @ i ons of

et hanol i ¢ @iy, 86k %yRimel)@s dELHbRSBHAVAs\EhpIYRROFigukO12 shdws BRAMAAr ation of 1
pl/m of extract was sufficient to cause a 70%reduction in cell growth

after cel | sonieptef BY-147 edlsi(prostpe copecersal dae)dn theymeseneeaf thedther®r t hree days.

I ncreasi ng =ONC i t I t Ln a
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PCT/ | BO2/ 05828t diffsramtysitaged of the eghli dycled bnthede cPis, 80 Gdlaomst WRerhstviedmorTo furt her

study the gqr h- supprLessik Vv r Qper. of..th - b POSIL I col ony
formation gvrag\é\%%pﬁ%mplg %]?Cr%a ﬁng&lgés%scggs' m%%seursesélﬁfs g%g%ggg%er?q%glglﬂgﬁg\?}éaﬂﬁ gure 17
shows t hat nidekarddno aftdgeing dictfowodytonR@yIewmith beampaediottcelnCaP slinsi ti ve to

addition of, ethanolic extracts of th epresentati ye. conposi.tion. A
concent r at BSRAE PPsBH G Bt at Eioym i Y RefTae TP Rtsutle FEFTATHY Choi | 11y of

PC-3 cell S-bidi&@x‘ﬂlh%‘e&i@hts CRlsént BY1Gk e-hémaloupbstied atleks %o Geir bstentibOinfthé t her st udy
the ability of ethanolic extracts of the 9-herb conposition to affect
properti es USttmegirst cgginega of fhggrostaleasietiey cansys Qe R@IERtive dstse: . cel | cycle
di stribution as described above. Figure 18 shows the DNA content of PC 3

cells in the prasencrsoh, heeadncexicoatdtert Oith 43 ah@prSiferatMaeffonial ei s
reflects the DNA content of the cancer cell at different stages of the cell

9-herb composition.
To test whether the 9-herb composition may also affect androgen-independent

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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cycle. Cell cycle analysis of PC-3 cells treated with the representative
conposition revealed m xed responses. A trend of reduction in 61 was
observed,wav3mei2ié as an increase in G/ M suggesting an aPC#gBo2issishe &/ M
phase. In addition, a small percentage of cells were also shown to undergo
apoptosis. Exanple 17: Further investigation of the anti-prostate cancer

activities of .th 9-herb co 03|t|o et - s CIfIC anal ysi s.
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identify existing genes nodul ated by the 9-herb conposition, which could be
applied to t heExamnled2ilpkibition OﬁﬂcﬁhjecglﬁﬁéFB“EB%bsTOcﬁutheré‘R‘ﬂ firgethe . The

| ow- densi t &B@@é’smé Eﬁ’&&’ SindX_ ﬁérﬁ%xﬁb&i‘ﬁtgo chlg%gﬁnpy&ﬁlaﬁ@,ragsag,q,gpl ex

hi gh- denS| Its reprodu ease of handling with
existing r éfE(DEI-IfQIEBI}g famj' ®squbféab0davvas ufilivedr Erg@r‘aﬂ thaws thakibe geloahs of this

appr oach. | ekt ByLNESEALL NG R LasaY hotiOl APkl SFlnaRneaARA | over

sensitivit s"assay 1S nor ng genes of high
abundance. oB&eV@r&BﬁtﬁfB\?&e@&pﬁﬁMﬂ BO24eb@%on o061 démbefmedin domplesedy i di ty and
applicati on thod . ﬁ performed with sanples from 48 hour
control and Qﬁ&e Oﬁ‘ésr ytqg Xt]r%ei'ﬁed LNCaP cells wusing the "Human
Cancer Pat hway Fi nder GEArray Q series.". Each gene presented in this
array appears aEXfilﬁpre lpr iQulleCy ckpaiadysid of JEUHL tCetls, TR sarig tieecability (as

iti t t ded f |
fat & nor mal SEPUR e o b O B o 0T ALR By TG ARG trer . and Lo

conpare regpbohsty mmﬂFlbpma@@Escrlsembvamﬁre iBashatvs R@%pld\ﬁiSJGASG)lcéﬂsed from
control and treated cells using Trizol reagent Possi g qmgNﬁ
NA Four

cont ani nat it Pigsense Pé%\?éwrwn}m&lﬂ%fqr o hWi’rtS h Ths\gtaph igile

rIPIy(t;r Ogr anf cOftedIANIRI I US @Effedht biBg s bemelcall 8y dIO N n GlaNAy i eMaF sis,
rrdirzati on
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 cells
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 ul/ml of extract was sufficient to
cause a 70% reduction in cell growth after cells ‘were 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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of biotinylated cDNA to inmobilized gene-specific cDNAs and detection of
signals wusing chem | um nescence were perforned according to the

manuf act Wwero3®3puet ocol , as briefly described in Tabl e VPCTABLASS2S
Protocol for "Human Cancer Pathway Finder GEArray Q Series" Step Procedure
1 Prehybridization using sheared sal non sperm DNA cont ai ni ng solution, 2 h,

60C 2 Hybridization with the den r.ed .c r Qbe, nt.i n itation at
10 rpmnin, 6 a@‘%ﬁﬁ Hﬁ‘%‘?‘ho‘#gﬂfv‘g@ﬂ@gﬁé&%@& gl‘:ﬁgurilﬁ%f %B@,ﬁthgg | oned by
0.1 SSC angowfh-&f I%Q%Apr&ioéa@%ifﬂﬁ s gorfghcAitioh eclshnpraatiantdrdoru 5 | ncubat i on
of menbrane wth 1: 7500 AP-streptavidin

A , .10 mnp, room tenperature 6
React i on WioRng REstY I“@Pril??é%é"rff’fﬂ%el‘}t?@PYeatFé,gurﬁl}I7tsF?)Wsetg%tg}ﬂfo"slﬁ?rgégm(fl&y 9fr ay filns
7 Data an el 'eQ@Tn%JnéiM@@ MARon SPEMMNRIIE eftt¥s R IHAREh¥ERELEOf t War e was
used for the data analysis. Figure 19 shows array anal ysis of. gene

expr essi oncampodionodreoneshtrationeih il mdm! aerdpletelyeabglished ey 2P oF eat ed
LNCaP cel | 5. ,Tofal RNA was isolated fromcontrol and treated cells using
Trizol reagent, after possible DNA contam nants was renoved with DNase.
Four g g of RNA was reverse transcribed to biotinylated cDNA which was
hybri di zed to iFvavkple L6:e Gl Enele Amalyisisiof PESABRells siofyrthargivah theahdiy

Pat hwayFi nder rra i.es. -S] .

chem | um n%‘seegéaﬂgzé&exérsa& eQF %?Péhgﬁvmﬂgﬁgg%nu egtc&%egﬁeg%%ﬁ;gﬁogg?l?\g\g?g provi ded
by the mangfiaadttr ess was toursedut oell tyvee disitibutioanatisssiiged aboyep Higurg 1Bhe ef fect s

of a 48 hour tre nt of t% %?P erb. conposition, -w.th /1 037246
PCT/ 1 BO2/ 031_8’?8 U pear Bt TRER T LS PG Rs bh By SRR B ot mon
r eSU: E S 1 PThJ‘ﬁ{aE@lﬁeéﬂectiQﬁd PRaaesSnteaisd thenmhen gailagiffiece xfapess ilervellConposi t e
results of several arrays were _copbin n '

cycle. Cell cycle ana)lllysis of PC-3 cells treatee Walthq[h rregrses%rr]l%a%ge E:cpm;;gm 1|og v

revealed mixed responses. A trend of reduction in G1 was observed, as well as an

increase in G2/M suggesting an arrest at the G2/M phase. In addition, a small

percentage of cells were also shown to undergo apoptosis.

Example 17: Further investigation of the anti-prostate cancer activities of the
9-herb composition using target-specific array analysis. The target array approach isa
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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TABLE VI: Results of Array Analysis Genes increased by the 9- Cenes
decreased by 9-herb Array used herb conposition conposition Human c-fos,
p27, c-j uWOARWM372l@x, bcl-XL, survivin (APl 4), Cancer Pat hway/1Byxiss2zs D1,

E- cadhedrin, cdk4, pl6, finder beta-catenin, integrin-Bl, mdn2, MWP-1,
NCAM , | kB-al pha, PDG~ al ha, DNA-PIS, MIS-1 Significance of Since p27 is
a checkpoint. Down regul ation of some of these genes ‘[‘fLYI ndi ng. ki nase

i nhi bitor, thi Jodgtstmine igypbtity A @PPYREPHY t’c’lﬁ&{e%@alﬁsd s P§%BB‘E> s cel |
cycle arr ' | Olhe®Ich@pbsitidiMreald NNdaPGENPOSI ti on.
reduci ng ?@Eﬁ?ﬁpiﬁ?gﬂgﬁg@c@ﬁﬁénﬁggﬁaﬁ%ﬂgl ar?lgy ana{s%si s was perfornmed using

t he apopt esing tisl FuhoniGahee Rathsay Binder G ArayrQessies,' o §ath 8608 REERFAFHE ¢ he

expression .of a nunber i p { £4: 40 | shaSk@niat bedie vy
down- r egul* 8’5%@‘)36?{5%%{’{ %ﬁl&%fsiﬁgt Eﬁe)&déﬁt her %Q?%rfriposi t o(ri bResu_l ts of these
prel i m narcyn@sls)ayd asgdtiys emtuslsppeoalto nbledepl tofadlitate data nhemaliggiton WHREt i t ude of

cell, biochem cal, an ene res ses elicited h - £ conposition
can serve t%&SWR%PTQV‘g%‘?bW f‘ﬁ% mﬁg'gfgggreﬁ apgoecroén gree %Stugtg ggl?léﬁ? %rgntf urt her

charact erigzhfignddde anti-prostate cancer activity of extracts of the 9-herb
conposition. The sanme experinental strategy could be extended to address

the 9-herb conposition extrac i nduced / rr.est.. r anal yses are
expected to futhoF?éFé‘@r Bes léi%l?té‘s R co%@ﬁg%rg%]e o‘feﬁlagélfl%:rr:g%}l?e{aﬁ%}{g- her b
conposi t i gipesiliaeses datianaiond wet Bovédts idathaiibswitoDNAofied DNadeSA gene can
be controlled. Exanple 18: Further anal ysis sed, for nfirmation of
resul ts ofFour migrogramaPiRNA wpsiupRy! asdhg t—"”i"?ﬁ@ f@éﬁ%ﬂ?ﬁs Pg?ﬁ%flfhz%t(‘eongi ven to
those ge“%%bgdtﬁ‘ugfaleﬁ SV tigthoblizdd SerkQbebifiOsDSNPRIdeRERo SGHhIshy extracts
of the 9-herb conposition. I'n Figure 20, Real-time PCR analgﬁsm of gene
expr essi omsing cbeintlumisdscarnyesrd pafosmpd accopding to theRanpfaurers PEIHOLAS
sensitive bz%se%%%]ggc?%‘géd%; aﬁ}éﬁvj or the precise quantification of nmRNA | evel s.

The princi pf €-0 od is based on a fluorogenic probe containing both

a reporter and quencher dye. \Wen the probe is not in use, fluorescence of
the res pec’EAEIQE V ePxetacelfor 'Human Cancer Pathway Finder GEArray Q Series

Step Procedure

1 Prehybridization using sheared salmon sperm DNA containing solution, 2 h,
60°C
2 Hybridization with the denatured cDNA probe, continuous agitation at 10
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 Incubation 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
GEArrayAnalyzer 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 c¢DNA, which was
hybridized to immobilized gene-specific cDNAs 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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and quencher dye is reciprocally quenched, such that there is negligible
signal. During 57 WO 03/037246 PCT/1B02/ 05825 each PCR anplification

cycl e, thwopsobr4beconmes anneal ed to the target sequence, PEmABOA(5825 eport er
dye is cleaved fromthe probe by the nuclease activity of the Taq

pol ynerise. This generates a sequence-specific fluorescent signal fromthe
quencher dye of the probe, which accunulates as the . PCR reaction

cont i nues.unaicd ENGRP cills, the ShedrommosHan treatment 581 17 RFRESEY uor escent  si gnal
in real tifg.,d a%dgh&fdﬁ%e‘ed!g%h Fabies. ddddositd @it bf fReRGRRasReen
successfully applied 1n thi's | aboratory to the analysis of

cycl ooxygemabéed apk pressmigsidom Table ¥l t ur ed manmal i an cell's, upon exposure to a
variety of nodul ating agents. By conparing data obtained in acute (short
ternm ver SHsyGHYRAMN G bOigaf Slakis €xposure to the 9-herb conposition, it
may be possibie t0 Maveaed RRdiea By the®S L[ AT iG2Res dodredsbtboyl9-eb r equli red for
entry and regpopsQal N |tar geip ofpbsitigind the dur atiQmpeditidnhe effects this
herb el i cifgsyan” COMPANISRN, BT FFNE T ESPONRRSHra BEMEE Burdildn @ARI4HRPC [cel | s may
al so pr ovigagcérﬁftwagati on on candi date gengslini, BRadhedtingedRe pigivol ved in the
transiti ongygBet ween the | atent and advanceth-Giksgesesih-Breahznt e cancer.
Finally, leval uation off gene responses i hMMPrIyHCAVE|I8Balpb@RDEF-ouUs| prost at e
cell s may| provi de insijghts on genes whi cdiplaNAPEEMI$Wol ved in the

i nitiati onsigfifidaR® opr 03 SakepTaNCmEddntSt af Bowrbxguipibreof k@ne dEfitfeeecgenesf | t he

9- herb conp@gigt i on on |kindweénhitdted ihisiresalty | swppoattie. findidgthgthqaiguarhe ef f ect s of
the 9-herp conpositi on sapogoky eyclearresnbiuc piddigss Gipcheskepint prsest(@y treat ment in
rats. Anijmal s were obsérebdohpritibhr ee daysdismg ayclin Bk pubcdkfdnt s Ani mal s of
simlar weight were randomy divided into 5 groups. Except animals in

normal  group, ..anj mal s r.e_oral . N i cortisone
(50ny/ kg/ day, d%‘iééuonﬁiﬁméfé‘i}%@?%waﬁ 9\%%%(3%21.1&%{@% %{gggﬁl}eﬂrp Eftafg%f%glni mal's in
groups 3 touferateye Biisd @il eh@dthanihe lexgressioasif @ nainbey ofredti-aprpiatns and
hydrocorti sone, On _the tenth day, each ani nal fed wth water (5 m/kg)
bef or e hou&‘inﬁﬁlsis’rgnfﬁ?f“éﬂé’cﬂeqwél'réﬁ‘aé?d f“@?bago’?\&fpéh\,%egtsj ei’rﬁgomg%ts?rb es were

coll ected and urination was expressed as vol/100g. T-test was used to
conpar e the respdsuBs dfehese prligiratyparay dnelyssBuppog tief prapasii@ndledt lect ed from

lr’]g'; ?m_: ngr gglglet{tllﬂjjgg)?ts%l, P%Et?e%cgte a{nﬁ g%hgrrgsgc;n(s:eas%Ei(lzi}/ed%ly%eeé-hér %gm£&9£§o% from

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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suggesting successful experinmental polyuria. Rats adm nistered with all
three dosages of the 9-herb conposition showed significantly reduction in
uri ne volwom3ppr® 01). Reduction in urine volune was i nvecsaBg2/05825
proportional to the dosage of the 9-herb 58 WO 03/ 037246 PCT/ | B02/ 05825
corrpolsi ti gn adm ni stered. However, animals' urination could not be

normal i zed at all dosages bei tested. Table VII: Effects of 9-Herb
Conposi t i oFFCBR Uy aRRIdiGR: Otni°§61ﬁetHgPWEﬁE?8H’6§)?%§Fdatoitﬂe ALEeCSeaRece, 4 0 & oup
Nor mal EXpgkirépRntAdycds 184vBd &efithe p@bd By the hdelddde Betivity bf @l Tdgse - - 11.60. 5- -
Moder ate 8.90.2- dose Low dose 7.%0. 6-- - p<0.01 conpari to normal group

-p<0. 01 cohgampiass- t Hhisssepericha Marngraemicinipret signa T BFABRIETof t he
9-herb COTBrihito ,w'ﬂ?c@reﬁg;é&ﬁlﬁates(ﬁrt&t B Wabidbh doftifidS STheVebuiBk & wer e

observed f t hree days ore experinent. Animals of simlar weight were
t hen lrandopﬂopmdbmldh@deaismiméhﬁﬂwwgﬁ.SigEadd@r:ﬂal témé. mBs figyrp iskeates thafy oup, al |
ani mal s were, j.nt nousl y |nj e i i i tinme). On the
second dayfea%ih’inﬁg?g%ve\%E‘a’eené}léiﬁ%%séﬁg'c?%f’#i@ gﬁgej%b(\%lg%éﬁ, He’(%éarje Sgg{fji ng )

medi cat i onsydidutty genvise-2 eXpestion invdullthred cianamatian pellsOrponlespasiugito b veiasty al |

ani mal s mrﬁﬁ“fﬁg with dH20 (5m /kg) before housing in netabolic cage. After
24 hour s, “UPPHEASASFES were col ected and urination was expressed as

vol /100g. T-test was used to conpare results between groups. To neasure
pr ot ei n cont ent By Bordpdring datd obtainet] inugduted siganping yemes crosn{lpad eged and t he

amounts of protein were neasur.ed by Single. Tungsten nethod. . Protein
cont ent vva%’Pfé’ﬁ‘HF é%gl\é\g'hﬁ%b LRt L1001 R 6106 4 Hggqoéﬁlfle y%n%vﬁgé??s?%%%c%%%t%oé’ t he
resul ts bebp@eRnd84Rsd fof RetiEardsrespohteaih thrgd c€lRRRE aRalutatiol of the effedttine when
rats were rendered nephritis, however, no stati stical ?{IP%FII I i cance was
det ect ed ( Poohayizylicits. A comparison of gene responses between AD and H 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 hydrocortisone (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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Nephritis rats treated with high dose of the 9-herb conposition showed
significant increased in urine volunme (p<0.01) while those treated with

| ow dose wWha®sl246i gni fi cant decreased in urine volunme (peCTAR)2/058%5 WO

03/ 037246 PCT/1B02/05825 Table VIII: Effects of the 9-Herb Conposition on
urination in adrianycin induced nephritic rats (xs, n= 10) G oup NORMAL
Experinental 9-Herb_ Conpo ion 11.31 10. 50. 13.70. 3-
Moder at e - COMPPSItRy agm%nggg L%w@v&g,@mma‘l&grnga@ogcoul %gﬁ b%é“’fm%%d ﬁfll conpari ng
to normal QkHeddRs beiddteAtfl, conparing to experinental group. Table I'X
Effects of 9-Herb nposition on protein content in adrianycin induced
nephritic rats (xs, n=10) 9-Herb G oup NORVAL Experinental Conposition
4.560.56 5.911.54 Tablellflbrﬁf&s@ef 9-HerbeCopppsitian onbpydiopositisone . 5 720,57 dose

Low dose - - 2.94Q_Z6- - dedpeghpolyusiadn rs (isob8y i ng to normal group.
-p<0.05, - p<0.01, Geompar i ndiorwalex gexpervmentall  GrhelsomBxanpl e 21: The 9-herb
conposi tion and | MCOMLTTTETITE, 7266~ YEah; Ahe mat € di agnosed with having an

3
enl arged prostate suffered from frequent-urination problens including
i ncreased daily frequency and reduced vol une. He had the urge to urinate

High dose - - 11.6£0.5—__
Moderate - - 8.910.2—
dose

Low dose - - 7.8+0.6—__

- p<0.01 comparing to normal group

_p<0.01 comparing to experimental group

Example 20: The effects of the 9-herb composition on nephritis
(proteinuria) in rats. Animals were observed for three 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,O (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 were 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).
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every two hours and the anbunt was only a few drops. H's synptons were
attributed to old age. The patient was prescribed PROSCARTM for his

enl arged wooswateq but this did not alleviate the urinatiPCA/IpexisBEM The
patient then began taking six capsules of a 350 ng dose of the 9-herb
conposition each day (3 tablets in the norning and 3 tablets in the
evening). After a period of tine on this reginen, his urinary frequency
decreased. The rra?;a'?l%}fgi‘tEffchfa{’F“’rﬁé’_‘}Eﬁ'i?XO'%%‘é ,‘OPB“}"PE@‘“@ hr oom every four
hours i nstead of P\IPF)LT‘deamyqn indpce ﬁe chﬁléil xt§, 0= able to urinate
what he considers Growm mal NQRM#t Biverimpial i n 3-HerRady stream as opposed
to the dribbling he experienced prior to . taki 9. herb conposition.
The biggest benefit he experliléfited, HOWEY®r, is 60 WO 03/ 037246

PCT/ 1 BO2/ 05825 sl eepi ng through the night wthout having to get up and go
to the bathroom Bé’égé%sé he is- sl eepi ng bett el *fé has nore energy

t hroughout the day. Exanple 22: Effects of the 9-herb conposition on

noct urnal uri nati oodeste e derly peopl e.” The pur’d)ofgi@'gof this study was to
study the effects ¥¥¢the 9-herb conposition on frequent urination problens
as a reflection of LR ¢Mey deficiency inm el detf"?*;Q'gp_eopl e. Based on an

i n-house ki dney deficient evaluation chari——4s-subl-ects (20 male and 25
femal e) were recr WS #POhrewaRg e rBlE P Fol ks Home for this study. The
average age was SUPHLyauEng FPERFY H&Paver age nocturnal urination
frequency was 4 tines/night. The subjects were divided into 3 groups: the
9-herb conposition, Shuang Nao Shen or placebo. (Shuang Nao Shen is

anot her herbal pr @anerX:t Rieeghif 9Herb Compmbitinoat proweial contentnat i on frequency.)
One week before the st udiyadfinegpircindyced ouphitifi¢ sats @i nsieci fic gravity of
urination was evaluated. Then the subjects were te-Habed for three weeks
with their designagggugredi calORMALAS Eeperinfegtal NEGdmpdsdiosubj ect s were
observed for one WeeK. Ui ne ;SgRdc€S weiA| saol ected one day before and one
day after the treatnment and anal yzed. The 9-herb conposition group showed
signi ficant inprovepRitqokdr nocturnal urination sfwegsency after treatment.
Si nce pat hogenesi s of kidney deficiency during aging is a |long process and
many nechani stic fupgddens i n elderly peopl e aresdewesriorating, it takes a
long time to restore gdie kidney function in elderly people. In

Low dose - - 2.9440.76—
-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 compeosition 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 eﬂlarged prostate, but this
did not alleviate the urination problem. The patient then began taking six capsules of a
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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western medi ci ne, glomerul osclerosis is the major cause of kidney function
deterioration. donerul osclerosis can lead to 20%to 30% or even 50%
reduct i orwons/oszmet i onal gl onmerul us4. Medi cation for prompCrngoxiserser ul us
function and restoring or inhibiting the pathogenesis of

gl onerul osclerosis takes tines to have effect. Because of the constraint

intime, the duration of the present stud was deﬁ@?})ﬁg to e three weeks.
Regar dl essslecpiig thiregtothp aight wBhp6 b HRA gg 8 “HBEt ur nal

urination ﬁ&?ﬁx@ bei@r, %@%Bﬁ%&%)enérgyt?@é&gﬁ&ltt@da@nger dur atl on study.
Exanpl e 23: The ‘eftects of the 9-herb conposi tion on sexual satisfaction

was studied. The results are gresent ed in Table X bel oi/]v At the time of
the interview dinamnle@2:sEffpes psthadrher’s eqmposifiqnp ?‘?Fé“rga Winatiog Mosi ti on.

The aver aggq ' his A8y Whewathdy iRt efARE oBthe®-HegAr s With a
range in aé'ea“"fp‘%%"é e elpdSE B tnis Hy WMty Y ot 037246 PCT/ | BO2/ 05825

decent. Prcamposition ak frnglemhmr@tlh@m@b]@@m% reflegion af kidnpedeficiep@iibed reachi ng
ejacul ati or]e%gur ' Eﬁg %%e%%n BG4 h&ltsE deﬁ%}% c?e\f%feﬂg&aﬁlau%l Ghalt! FRIbRES (:mont h with

a range of° averag {4l ned erection was
m nut es W fphleand 25 tpenaid) v&reiﬁscmtﬂchfrma Chédd Du@@lxblinlk&dﬁ@m fﬂtrdn&/atlefbaee V\/no did

not respond reported havjnhg an Lif f
e A T o T

nmont hs  andwaeampehisa Tae @wﬁedt@xmleﬁwmeamwergtd@s thhe havepmgesiticangt h of use

was 5.8 nonths. The dosage each man_ tqok ran d .from one ) capsul e
to three cpwnsBao b Faacep [(Spuage Né‘ogg?:‘hlﬁé‘ﬁ &/hg R progyet ghﬁggq}t of t he

i nterview é!:z{h n%n@%ﬁﬁﬁﬁorpﬂ?f‘%léﬁ%r@@wé& petdiS e a6RAY/ fleqhéiRyualagr of sexual
activities they engaged in ich resulted in ejaculation. The range in

number of ejdspedific Eromisy Wawingtigowpevalyaad nThgnithe %J%V%@%eateéf ons. 3

ej acul atio e A3 VeHe REHEASRerb N NuUTber of
ej acul ati oﬁlzeeg’g{ekm% ﬂlegf t e%ﬁat&%ﬁ%(g&%lﬁ% éﬁﬁgfb cor‘rgom t| on e(rr ange 0-400% .
H

The am)unbbsefvetﬂ forenaweelk. eﬁnmfzmmpb& weretselleniest erierslan befiorenil rg GSEET f r om an
aver age of 6.t ) n%andanal m nut es, which was a 100% i nprovenent. All siXx
men report@&rgﬁmefl rove n in the quality of their sex life. Five of the
six interviewed candi dates reported feeling nore energetic and four
reported havi ngTlz 9-bergepmpositim gonpabowesrégiifieant 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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of the 9-herb conposition. Side effects perceived by the interviewees
included two person reporting feeling increased thirst, two having hot

fl ashes, wod3pI4evi th an increased sex desire. 62 WO 03/ @BTAB®/05825
PCT/ 1 B0O2/ 05825 TABLE X: Effect of a 9-Herb Conposition on Sexual
Satisfaction Case 1 Case 2 Case 3 Case 4 Case 5 Case 6 Average Age 34 33
26 30 37 30 31.8 . Ethnicity nese . nese Chinese

i_.nese Chi nese Chine Chi
Chi nese (9%t ot @é%@%@eggé%compsmﬁn,%Wr'%orﬁ'&eac PESPREAIY speci fy
Bef or e t akini@@-sBfaPadtivitp §h hiepdbe No B &ined beisiRvithQ réngt Of 8:-19)8THe 8. 3
activities wth ejacul ation per, nonth Average length of 5 mn mn 5-6

mn 5 min Semgatises g sestasedhreption wag 8P aHnwesVith & BngHP3- 12 minYE K No No No
No NIA i nahi b itrGryRInRE Wha il O re@hdh Witk Bantifian 'Oy Kby iife wifdim i ty of
sex (really %‘ia?y ‘&tiaff kay Ckay Orfg%)/ O<ap3%/) N/Aa 1good, g}god, Sﬁ”éy, not so
good, r eal higtotyaaf)anA¢xeproblaiab.ng 9- herb co position Dose taken (# of 1/1 311
3/1 2/1 2/1 211 2.2/1 capsules taken tines/ day) Start from _ to 10/2001

1212001 02/ 2002\ 1, 7092093 2%0% SdHén for8 n¥Rimum 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-berb 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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(nmonths) to present to present to present to present to present to present
9no Inmo (5 nml(6 (4 nmdno Nunber of sexual 15 12-15 18 12 20-30 8 15.3
activiti ewowswbr2es acul ati on per nonth %increase in # 50¥CFOB&IFHBEH0% 50%
233-400% 0% 84. 3% ej acul ati ons Average |length of 10-15 min 25 mn 10-15
mn 10 mn 5-20 mn 8-10 mn 13.5 mn erection %increase in tine of

100- 200% 67% 82- 173% 100% 0- 300% ' 60% 100% erection 100% Sex problem N A

N'A NA l\l{\f\éﬁiﬁ,}(’\vﬁfewofpﬂ(ﬁeW{iovesna{m eéexu\j\qggt?sfacﬁm er NAif no sex
problem b BRAING ko] PTChegy [ by bitbd Plaragaual 11y of sex
(really Good i——égcm alty ,d0pd 3V A good, 3g0PUgigorRay, not good so
good, real [Efndad) TP ONE ﬁ:!'hinelse!q OhR&e T EfnestE Thindes | Offiese YeRned |A qual ity of
sex 63 WO [ORéhidicdads 6ICT/No BUZ7TNIBB[Z5No Cas@o 1 |Cake ase¢ BACdse 4 Case 5 Case
6 Aver age |féatnents t aki ng 9- herdpeciyonposi i on Benefils Lomger Lbre Feel nore
Longer Longdere takinggbarb dingositienxper i enced erection energetic energetic,
erection; |[Nweerdfssral ef ecfi dn: 8afl ef t Akithg [dutd ng vake BPagher more can

have can h ties with
églcgulatlon per

month
Average length of Smin | 15min | 56min | 5min 5 min 5min | 6.75min
erection :
Sex problem (i.e., No No No No No No N/A
inability to ejaculate or
ejaculating too
quickly).

Quality of sex (really | Okay Okay Okay Okay Okay Okay N/A
good, good, okay, not
s0 good, really bad)
After taking 9-herb composition

Dose taken (# of 1M 3n 3n 2N 2/1 21 2.2/
capsules taken ___

times/ day)

Start from __to 10/2001 {12/2001 02/2002 |01/2002 03/2002 }03/2002 5.8 mo
___.(months) to present [to present |to present [to present [to present {to present

(9mo) |(7Tmo) |(5mo) [(6mo) |(4mo} |4 mo)

Number of sexual |15 1215 18 12 20-30 8 15.3
activities with
ejaculation per
month

% increase in # 50% 50-88% |80% 50% 233-400% 0% 84.3%
ejaculations
Average length of ~ |10-15minj25 min ~ [10-15min {10min  |5-20 min (8-10 min |13.5 min
erection
% increase in time of (100-200% (67% 82-173% (100% 0-300% 60%- 100%
erection 100%
Sex problem N/A N/A N/A N/A N/A N/A N/A
(improve or get worse,
enter N/A if no sex
problem before taking
Equiguard™) [brief
description}

Quality of sex (really |Good Good Good Good Really  |Goed N/A
good, good, okay, not good
$0 good, really bad)
Improvement in Yes Yes Yes Yes Yes Yes N/A
quality of sex
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9- herb up,

difficult to fresh m nd;

feel
mn; nmore 20 mn;
, energetic;
dizzy in daily |

More sex Easy to NV A experienced sex have hot thirsty. desire,
whil e taking flashes(very hot flashes need to 9-herb hot and heat

thirsty;

fe.

have m nd, nore energetic;
i ntercourse intercourse
tirewoonos7280 di zzy within 15-20 within 15 in sex |iPeTdBedsg23nake
(tine),
have sex.

nor e

up energetic;

not so dizzy fresh m nd;
Side effects Always want Very easy to Easy to feel

anot her anot her
Descri be.

nor e

conposi tion.
per formance

better

frequent to fresh m nd;

indaily life.

not so
No

feel feel

drink nmore conposition. in the body) water, nore sex desire. The regular
adm nistration of an enbodi nent of the conposition over time results in
i mpr oved Shﬁ;tnil filaseks C_‘esea __1Gasedt i dfaseflesilGases g ' on (e.g.,
ener gy anb—ggﬁﬂﬂf LU Enbodinents of the Pnnhncl e.g., the
9-herb cony %Er:g‘m Qs ho I8 s mZ Péegg Hr)é‘ et i tm@frec Q’f\unc ion (e.g.,
i npot ence) mtkéﬁger Sex“i&ﬁvﬁ% oot e8I Y @ﬁ% é% ?@polatej to inproved
sexual fitmags IN |WONEN (€hde » BMRWEY [0 ﬁqu%t@(ala@ dmul atiop in
femal es). fdompesiem.[21- 29 petesent |dficgh ek MidmaRGRude] |Aekddrsehr omat ogr aphy
(HPLC) and [Describen ||ayer c[peromrerteo (eediphy |(oTdo@)zy (hethirer 5-ROwiths 883pl es of a 9- herb
conposition. The data i flepdiefies acti¢§mNﬁ@r@MW@%t§“¥%ee Table Il and
Table 111)|for certain hi® fen t he cngpositleﬁ‘?;BetIC AM %res 21 apd 22 show
HPLC data for icafrin (a%ﬂg&?ve i ngr edi ent (fffﬁ%p rgmﬁlnaedi ) in a
sanpl e of the 9-hgrb conpositioph and ijn a stqnﬁ K ,n&gspective y. Figures
23 and 24 show HPLC dataj for pspral en |(an actlve I ng&@li ent of | Fruct us:
daily life.
Side effects |Always want|Very easyto [Easy tofeel [No Moresex |Easyto  |N/A
experienced |sex have hot thirsty. desire, feel |feel thirsty;
while taking flashes(very hot flashes  |need to
9-herb hot and heat drink more
composition. in the body) {water,
mare sex
desire.

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-herb composition. The data

identifies active ingredients (see Table I and Table II) for certain herbs in the

composition.

Figures 21 and 22 show HPLC data for icarrin (an active ingredient of Herba

Epimedii) 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
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Psor al eae)

respectively.

in a sanple of the 9-herb conposition and in a standard,

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

i ngr edi erwvo®B/oFnRuct us 64 WO 03/ 037246 PCT/ 1 B02/ 05825 SchiPpsande2zess2s5
in a sanple of the 9-herb conposition and in a standard,
respectively. Figures 27-29 show TLC data for ol eanolic acid (an active

Chi nensi s)

i ngr edi ent
herb Fruct

S Li

sehisqrglict

T 32 SR

ustri

e Eidned

a st andar

CRPQsfiign @nﬁ@ra&t

an extract of the

F‘r’;ﬁosi tion,

respect i velpspedpllye Figurs EEEN¢hew T1EC Hith €orloWanslrtadidf(@d adiive ingfsisanbded

sanpl es.

22 8.082 5409638 8f e
0.3429 5 50 Figure 24

8397.6 147240.6 0.0552 5 50 Fi

TABLE Xl :

15.

Slheth c%ﬁqugg%rgir
ure 26 12. 757 420076.6 8174213.6 5 50 Many

vie dpya &er thy presented sapples: 9- her b

157 437

of the above- dedeblp Fdprassanipe &S

conposition.

As not ed above,

traditional

8 1251

SPE&ivel

I': HPLC Run Data Sanple Run Tinme Peak Height F
Conc (99 Wdareusligww: Lpgigy) itea $andgrdgsmexteagiaf gheshesy gty Ligusiyigzicit,

ght Peak Area

70 Figure

. 13.682 59752.1 1380002. 9
274.6 5 50 Figure 25 12.732

Chi nese Medi ci ne focuses on a

system c OTAKOE X! IHPEORuAISRM 1O treating or preventing ailnents. Kidney

heal th regT&3RDES [SENTad | PoRRRGhS] Pt R NOcoddWs) Wiad, [THided, t 0, prostate
heal t h, UL | ROFHUENTC Y5345 EX3d06 Saf{ SlgctjoRs fn~gddition to
treating §REGliC [RIBECTS|570063€ PERRGOIENT, the P-Berh gonposition is
sui tabl e f@fRAGT€IFEET T T70WFT al [ 1RERRLON Phakbe Ki Gney. sptner _

i ndi cat i o LRPZAMITE IS ETOOMTERIE S P12516594.6 O[TPOSI U1 pn sar ¢ syl tjabl e i ncl ude
toni fyi ng [RAg K dagysand| bengl 1 T NH75d0% €SEEMEE, sl isengt ignijng nuscl es and
bones, st apidje2isNG 12.5PET M 4801.d €dUgiRgE 3@ 1 hat i on. [ St 11 gpher i ndi cati ons
for which enbodiments are suitablée include waste and j.oi nt pai h caused by

ki dney deficiency, chilly linbs and intolerance to cold, dizziness,
spermat orrhea and premature ejacul ation, and hair |oss. Enbodinents of the

conposi tion al sédqnﬁ@fﬂﬁéb%"(?rﬁ?%%bf“il Wwa%bqeéégeﬁt% a@e of t he nine
herbal conmpgRgHiifon. RAHRIES oV Ehdlf6hal BHineRMediQhe fobiled 65la LRtenfOBPOSI ti ONS

holistic approach to treating or preventing ailments. Kidney health represents several

aspects including, but not limited to, prostate health, urination frequency, and sexual
satisfaction. In addition to treating specific aspects, in one embodiment, the 9-herb
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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i ncl udi ng one or nore herbal conponents to treat, for exanple, a specific
aspect of kidney health. In one enbodi nent, a suitable conposition

i ncl udes Weroba3zepé ndii and one or nore of the suppl enent @CThBe2ES8Radi x
Morindae O ficinalis, Fructus Rosae Laevigatae, Fructus Rubi, Fructus

Schi sandrac Chinensis, Fructus Ligustri Lucidi, Senmen Cuscutae, Fructus
Psor al eae, i I od| t he copposition

i ncl udes t#gwgfﬁ%eprlﬁ%%e%@?rﬁp?#@%ﬁ%? g % Hlagbg\lllserg%%@%%t%‘?w re of the 65
WO 03/ 037248hepchnp@iiong a2 5medi¢agieath) hthDEreatIEemToh earjout hﬁln@;odmﬁ&éré bons

medt canont oy PRTERaT A SRMEF, Bl Dedtagei Grpaitied Toy beting pr oot on

of ki dney headntjmctlﬁmmthxaaw ety Remino e siativedy) ifl @B GchidRd: SfpYope USEd i n
conj uncti on V\nt?o multivitamn. Alternatively, in the treatnment of

prostate CANECE " ef’%‘inp]ﬁxtaﬁﬁ‘i’r@pos’tt’r?é TRy TS GeMPingh Wit g Beti-gdlemimatady wi t h an
anti -i nflamgaitwayma@merﬁehaaepsmewgmeam%@lge&egulﬁéﬁ] %tsytsﬂo or a drug that

regul ates testosterone production in the e conpositions
descri bed REUFHORBTE hofeskinalby thq\compéﬁ?lh%nsdﬁscmbdh@emwm presehted firs
appr eci at ederRaF kidh) RAAROF| efits beyond
ki dney health or t?@atl ng Sdahg{é&él sorgtel}ragglgﬁ%mong escng th14 I?EP(Sse vari ous
areas. RepmPeasdi lz@wp%klén@arhgalésor treﬁtlﬂlgﬂdéneybhﬂorchrﬂnd(fmd luke¥iik @@set 0, the
beon doscr i B ot o RANERD B S REHEL el G FF U5 4B ent o
t hose of skitidusiothet bemcas.t that varl ations may be applied to the
conpositions and net hods descri bed herein w thout departing fromthe
Tt w11 be apparia Rl sl B T dk Sthed B chemiss y and
aﬂylsl o![ ﬁgl cabodimenth, At mill beappdrent ts thosd oftskiliad tHeQuﬁt th:i't&zgﬁﬂ%l‘ﬂ]& &aﬁﬁﬁ cri bef‘ her ei n
ile the %HE mlar.res achi eve such simlar
substi tut e§ %9%%18 FHPRATO8R Lédﬁ?fﬁ%,’%ﬁ’%sct“geq brsein vWithpyt deparfipg frea thear t ar e
appended b‘?”’”"‘ R S T
appended ¢
PP 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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CLAIMS What is clainmed is: 1. A conposition conprising: an aliquot of the
herb Herba Epinedii; and an aliquot of at |east three supplenental herbs
sel ect ed Wooios12d6 group consi sting of Fructus Rosae LaevipgatiBe2/05B23uct us
Rubi; Fructus Psoral ea; Radix Mrindae O ficinalis; Fructus Schi sandrac
Chi nensis; Fructus Ligustri Lucidi; Senmen. Cuscutae; and Radi x Astragali .
2. The conposition of claiml, wherein the aliquot of the herb Herba
Epimedii and the aliquot of the atctgﬁlts t hree suppl enental herbs
conprises an extract. 3. The conpos of claim2, wherein the extract of
Herba. Epinmedii is about 25%to about 65% by wei ght of the conposition. 4.
The conposWhaois cimed iai m 2, wherein the suppl enental herb conprises an
extract of Radix Mrindae Oficinalis in an amunt of about 1%to about 10%
by weight of the conposition. 5. The conposition of claim2, wherein the
suppl ement a] henkogpoaidns@spaising:ext ract of Fructus Rosae Laevi gatae about
1% to about 20% by. wei ght of fh onpoesition. 6. The conposition of claim
2, wherein the %‘h‘"’éﬁP%‘r?glﬂleaher ?’g“%ﬁ%’é@? an extract of Fructus Rubi is
about 1%t o abomf 183 d2¥t e ehde RbplhentaIRRRSEIE O Erom the grbgp conposi tion of
claim2, wherein the supgl enent al Rerb cor%ri ses an_ extract of Fructus

Schi sandr agorSitHpeplciTgchis Rasse hoevignee Faudus Rubg oy BsusBiogHes dicdine
conpositio 4 AT ; idil imenf claim 2,
aher oi . e e O B st
Lucidi is &beowtaeldnd Radihbutagald% by wei ght of the conposition. 9. The
conposition of claim2, wherein the supplenental herb conprises an extract
of Senmen Cuscutae is about 1%to about 10% by wei ght of the conposition.

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

the aliquot of the at least 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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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
conposi t iwN.03/03746 The conposition of claim 2, wherein thePsuppéxisest al herb
conprises an extract of Radix Astragali is about 1%to about 10% by wei ght
of the conmposition. 12. A nethod conpri si ng cont acting a prostate cell

with the coirposithi ofy, I rising:. identifying a
subject with a prosta St ﬁgg?lglnb ‘%‘%T }%@%Bq, |n(r§ag SRS H@eﬁ Bor
adm ni st er ieAfyaat h&wmd@wmmm 1sa‘ibautrﬂ]%to abibdth'%ﬂEy weiichiod tigf cl ai m 13,

wherein th er is prostate cancer. 15. The method of claim 13,
wher ei n thgoglkésgqiogi is erectile dysfunction. 16. The nethod of claim 14,

wherein the prostate disorder conprises elevated PSA levels in serum 17.

A et hod cqnmpri identifying a subject with a kidney disorder; and
est abl i sh|% ﬂ%?g? SEIGR Oééﬁiﬂg%swfﬁ%@etsml%m%§Prtb|cemp@$es@n aim1. 18.

The met hod lerac@bﬁS‘é?ﬂ % Gusibed i€ bbork 16 tk bsheYodi 68 VO
03/ 037246 PCT/ | B02/ 05825 19, The et hod of(gb? |§%qﬁ ﬁlﬁﬁg‘{r‘%&éﬁb

ki dney-di sorder is incontinence. 20. The met hod of cI aim 19, wher ein said

incontinenqg is Tﬂ@&in&ﬂo'é‘i%lon bf‘&l?ﬁﬁ b A the é.?pp&e;be%}fﬁrgérg %gmg{lﬁeg lﬁ aIC (r)nr,ré ?I si ng:

wherei n the ki dney-disorder prot el nuri conpos
i cariin; ues@ct ef Igwris Psce‘rllleagﬂ aboatc]i%to abpsiR0& enweighiehilysahippsiticir.i n;
ol eanolic acid; quercetin;

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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asl vagal osi de; and an extract of the herb Radi x Mdirindae Oficinalis. 23.
The conposition of claim?22, wherein the concentration of icariin is about
1.6% of wbesosnposition. 24. The conposition of clai m 22pCEiBoxisSR23 he
concentration of psoralen is about 0.3%of the conposition. 25. The
conposition of claim22, wherein the concentration of deoxyschizandrin is
about 0.06% of the conposition. 26. The conposition of claim22, wherein
the concentration of oleanolic acid is about 0.013% of the conposition.
27. A et hot). corihe inssithed of 0REACT | wigréin i Gikinaf-discdbd is Wicbhirtehies. conposi ti on of
claim?22. 69 WO 03/037246 PCT/1B02/05825 28. A nethod conpri sing:
identifying a subject with a prostate disorder; and establishing a regi nen

for adm ni sieri mMie htehod@TBRSH 1D Ohe@din 6i RintdbrAence 28nochieal RbAGHENQ. cl ai m 28,
wherein the disorder is prostate cancer. 30. The nethod of claim 28,

wherein the disorder is erectile dysfunction. 31. The nmethod of claim 28,

wher ei n thepr Oqthéhﬁ:ﬂ?)g%%ﬂ .1@,%?411? ect %ﬁfsﬁr‘aeﬂagﬁrgtéxﬁﬂ |'s in serum 32.

A met hod conpri sing entifying a su ney |sorder and
establishing a reginmen for administeri ng t he conposition of claim22. 33.
The nethod pof cla .n_the kidney disorder is polyuria 34. The
met hod of claim (lf%p\/\élgf)}gﬁ&l Sm%(l dney-di sorder is incontinence. 35. The
met hod of cl ai mi@dijn;wherein said i ncontinence is nocturnal incontinence.

36. The nethod of ¢l ai.m 32, wherein the kidney-disorder is proteinuria. 37.
A et hod conpri sf 85 44%i ni stering the conposition of claim22 in an anount
effective to i men@icaggxual function.

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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38. A nethod conprising adm nistering the conposition of claim 22 according
to a reginen effective to maintain or establish proper function of
ki dney- r evatoag3ugans. 70 PCT/IB02/05825

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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