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WO 2007/081293 PCT/SG2007/000010 COMPOSITION FOR

TREATING OR PREVENTING HOT FLASHES AND USE THEREOF

'FIELD OF THE INVENTION The invention relates to a composition and
Wih&thaPtdttreating or preventing climacteric 5 symptoms su®f EHEGgH7/000010

C @i?%%ébffésjﬂpﬁéq%%%ﬁnvemion relates to use of Traditional
Ines ic AR SRESENIINE O TG HE R USE
THERB{HINVENTION Climacteric symptoms are related to endocrine,
somatic and psychological changes that occur at the termination of the

FIEPIPaHERepGoe i Rgren. Climacteric symptoms include the 10
occurrence of hot flashes, which may in turn impair sleep quality. The

occurrence af hot flashes in women can, cause significant discomfort and
T ARGt SRR i IO Bt TSR f macteri

pain. 0
symgnopause atrtey fashalsibe: patisadably, ditignindtioaddaeRapa4se Pl raditional
CrbEeSHEIANEeR RATORAYRG: R MERORAUSe IS due o the natural

physiological senescence of ovanies tha every 15 woman experiences as

she ages. Drug-induced menopause could refer to patients receiving
BAGKGR

QU T EIDERY Td&HEer (breast, endometrial, cervical,

ovarian or vaginal) or for any gynaecological disease for which estrogen

Cliangteragestptone seakdtied mustibaintgekaditic stopiyeHdeeasa shanges that occur
| cancers. such as breast, ovary, endometrial

at L {%131%[ T @tﬂg €& Oljotg.il%g € DEI1o women, C hade the
Cancers can be eSlroa 24 sERT e eRIEI R EBpIaRs e

or vagina
ocqzeerit o hheftarhey vdiish oxaydn-estrogpsisdagitivealitar the estrogen
sensitive cancers, the usual therapy (also called chemotherapy) is a

ThEQERRRANEIARY! {RIBRKPONEHAREIHAGHISS HRETRRYIAIRNAEHR and pain. Whilst hot

combination with other anti-cancer treatmentS (other chemotherapy,

flashes AR Mozt RERRosly) asar At - adtaerlapenfrawssen s conenlse gl caused by
dripeiamedecsoniiaysieiarmanrine anbigstead relies on typical

anti-cancer treatments 25 (chemotherapy, radiation, surgery, etc).
Nathi i%?g drug-induced men and thus hot flashes_ are induced
e s TR R g e e e AR B vy
wonefirexgersinas sotreespy .
Drug-induced menopause could refer to patients receiving treatment for a gynaecological

cancer (breast, endometrial, cervical, ovarian or vaginal) or for any gynaecological disease for

which estrogen and progesterone secretion must be blocked to stop the disease’s progression.

Gynaecological cancers such as breast, ovary, endometrial or vaginal cancers can be estrogen-
sensitive (estrogen receptors are present in the tumor cells) or non-estrogen sensitive. For the
estrogen sensitive cancers, the usual therapy (also called chemotherapy) is a hormonotherapy
(also known asendocrine therapy) alone or in combination with other anti-cancer treatments
(other chemotherapy, radiation, surgery, étc:). For non-estrogen sensitive cancers, the usual
therapy does not involve hormonotherapy but instead relies on typical anti-cancer treatments
(chemotherapy, radiation, surgery, etc). Typically, drug-induced menopause, and thus hot
flashes are induced only by the chemotherapy given for estrogen sensitive cancers, also

defined as hormonotherapy.
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WO 2007/081293 PCT/SG2007/000010 2 Such hormonotherapy is also
used in others gynaecological disorders such as endometriosis for which

WS%Q%%%Q zgyd progesterone secretion must be blocked to stop the d(l)g{ée]z}}%gﬂm

progression. Thus, "drugs' inducing,menopause could be refe et
Sucﬁ %moéggﬁ? r%[blf ri]stl_eﬁgl n%%g& h1$r.o s E%)If@a{gclflo 8t?ce'arlagy ! Ihc?er @%](%[ haesrgz?c}/ometriosis
or endocrine therapy. Surgical-inducetd menopause refers to menopause
for calwshddsirdgrsteradtgmmeésiayival semvtival wittehsteblim)idrfornsegfohe disease’

coNALOUs gynaecological reasons. These include intolerable periods not

P éé%ntroll'ed by medical means, fibroids, endometriosis, prolapse, and

maljgnant or premalignant changes of the uterus, cervix or ovary.

Thugyy GB8S 1B BETSRABAIRS (SRF Rsiamios bods rhenthsiempaergrrsretherapy,

imniga ey, Hostbrtotadiwhene:tie madtinasbof the uterus is removed).
Ovaries may be conserved (left behind) or removed. If one or both ovaries

Sur E%l-%%%@&"ﬁ%n&%ﬁé{s@ﬁ%&&?QH][}H&%QQ%CUA%JéﬁrWsﬁé%?&%{%%ﬁlg%ﬁ‘gemovai

anner until the "normal age of menopause, or they rhay stop

of thoiteiopksesGomet tharyaipecirtachorEing waseaslylhrsaopdude imthlerael periods
not %&&%p%? R 28RS TRllewiiRg HiRodn(iG3ie SO NG malignant or

symptoms of oestrogen deficiency may be noticed. The main, and onl

: : y
premalighapthepdat e fohhBtaTaS HES i e aE o IS ipRRA OINE FAB P ihehbadotal (where

bottEBIE0EERS ANEOBtrage RERIRNINAdWILORIOBEBEREONE 1REin part of the uterus is
phytoestrogens. However, the use of estrogens as Horm

ne
rempyehla CEFHETR PREr APy ARIETIHATeRHEMBIS BYAREtV i PRicgfioth ovaries are
conderganigaiomAy Heiimgiedseitachiskn oGy naehoioglaahoanee rhadldilshtil the
nﬁqztoestgog?%ﬂs 20 have ggt Iglet been tested, they are also susﬁecteﬁ of ted
RO &RTgCA SRR e S5 AT SRBY SR P OGL TG APEIOSE AP RS ey AP ected:
indusapeaastrote revgpiers. Thdé cusrerivtackappsrderéianding ofdut flatloesng the
hys(d5esiea bothin. lne lagk of consensuis. Quet, 5 prevglenpe in women,
YENG Al o‘%y the Multtude of thearies seeﬁlnﬁ% é/xpﬁalnlﬁs aetiology. The
most widely accepted theory is that hot flashes are caused by a deficiency

The maicuid may I tisebieddedaobefathepiv esmwesidraaenpihemmf such as

estrd}REURIBGOE His punes QAHANFAGHAPederSHN ML RSt AMGIUA R wever, the use
hormone levels are at |least part of the picture, because estrogen

of estrogens as Hormone Replacement Therapy (HRT) has been shown by the World Health

Organisation (WHO) to increase the risk of gynaecological cancers. Whilst phytoestrogens

have not yet been tested, they are also suspected of causing a similar increased risk of cancer

as they are believed to bind the same estrogen-receptors.

The current lack of understanding of hot flashes is reflected both in the lack of consensus over
its prevalence in women, and also by the multitude of theories seeking to explain its aetiology.
The most widely accepted theory is that hot flashes are caused by a deﬁciency in circulating
hormones {estrogen and progesterone) as a result of declining or disturbed ovarian function. It
is known that fluctuating hormone levels are at least part of the picture, because estrogen

replacement therapy relieves the symptoms of hot flashes in many women.

However, this theory does not fully explain the phenomenon of hot flashes. Many menopausal
and pre-menopausal women with low estrogen levels never experience hot flashes, while

other women simultaneously experience hot flashes and symptoms of a relative estrogen
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replacement therapy relieves the symptoms of hot flashes in many

women. However, this theory does not fully explain the phenomenon of

hot flashes. Many menopausal and pre-menopausal women with low

WRAGIE B els never experience hot flashes, while 30 otherPfydiHapo7/000010

simultaneously experience hot flashes and symptoms of a relative
CXEEOEER WO BHEP IS TP BEPASEHIBRBE0 6 ey agigniresst
ten@sHOgaeXCeRa Or et fogemd eminaneeodsiiglgsveight gain, breast

tenderness, heavy menstrual flow and erratic mood swings. Hot flashes

Ho@ﬁssﬁeggfg@'@Mgf&pﬁ@ﬂ%@sﬁmﬁﬂgggemgﬂg&afa%&&w a%%%% §§ factors

factors Including our thoughts, expéectations and emotiorts

incligligronr SimENteh sXpsegEoBsfashimg iorhdiheteisls tengeeofmiitiliclotatigger
fushpipie-afhokdashe s Sammen #iageminclivie: SRAY QO RRLAHBKS include:

alcohol, Slr,‘l?g&?r, caffeine, stress, hot weather, hot tubs and saunas,

spigp R Gtk acteeh ehBtshC i Bt exp RALTIEALASH ot fibaad iwmas
tobib&yate hdggaradiyianarief but sudden downward adjustment in the
body's internal temperature setting. It is known that both estrogen and 10

Amsﬁggsétﬁ%%rp@t r%o%%s@eg%m@s{%&g(;{f%g&%g'%gpe'&.bH oweven, the role of wnward
these O hormones, ora mu tltude other , N trlgéerlng a éyhl? m?ﬁe
adjustragns iththerodiguiatomat éaeeistast settioglt Sdmevadbatrohtinaicages and

prodBatigt flashes.may ke pigaared uhendestining levals f. %?tﬁ?e%g%ngggnones,

progesterone cause a withdrawal of naturally occurring opiates (chemic

or ainiEvBeAh g AV E EERREHE €aht Trith et s Wiobarparagbranl eandre is not
knolRIGRE inediationlala Sidissindicais.that stahilizationaf RIthGhe levels of

estrogen or progesterone can minimize hot flashes but data from a recent

esITQEGR P ATRISTS TRENQ SABHaP INEhlirebe Hrekirtin ansy B mOmiaiFs bsrtprs in the

braifrl @kt hakvithiadiye: Abautithsbene s AN d4is ke dNERPRAMSSA O 8150 Ion).
therapy) using estrogen plus progestin (also known as progesterone)

therapy in me sal. women have, shown that these treatments .
S R e BB R G R i o Rashes
but datsdicimad plamts wsdyl (fofoantindSabprindigeitotes ofi et fadingdinedtheir
Woﬁ%%ﬁé%ﬂﬁ thHl%'%é?&!‘%ﬁ?E eﬁ?%@ﬁsﬁﬁfg%%gﬁﬁtﬁa@us llﬁ%rbsogéqh@r%%) using

likely due to the presence of phytoestrogens, as we as the p%nnts
estregsili il ragsatis{alse brelvnris@uigsstisansd therapy in menopausal women have

shown that these treatments probably increase the risk of gynaecological cancers.

A number of medicinal plants used for centuries by indigenous cultures have gained
reputations as female tonics. The tonifying effects of these herbs are most likely due to the
presence of phytoestrogens, as well as the plants' abilities to nourish the endocrine glands and
increase blood flow to the pelvic organs. Herbs commonly used to alleviate hot flashes
include black cohosh, motherwort, chaste tree berry, blue cohosh, ginseng, dong quai,
liquorice, sarsaparilla and false unicorn but the effect of these phytoestrogens on

gynaecological cancers has not yet been investigated.

Another area in which hot flashes are seen is following chemotherapy, anti-cancer therapy,

- immunotherapy, hormonotherapy or endocrine therapy given to treat breast cancer patients.

Breast cancer is the most common malignant tumour in women. The use of chemotherapy,
anti-cancer therapy, immunotherapy, hormonotherapy or endocrine therapy given targeting

gynaecological organs, leads to various menopausal side-effects such as climacteric
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increase blood flow to the pelvic organs. Herbs commonly used to
alleviate hot flashes include black cohosh, motherwort, chaste tree berry,
lue cohosh, ginseng, dong quai, 25 liquorice, sarsaparilla and false

b
WO AMSIEBEL the effect of these phytOfstrogens on gynaecolé)&@gl(;@g%%? 010

has not yet been investigated. Another area in which hot flashes are seen

symptefsWiiy e Hsmeasdeiploding Gifodhenerapy ilarsLinbteragine honmones. The

perdRIBAPASLAREARY Rl P dessNRIReBRY BYARIQIFFREDIGESICBRLREs and impair the
atients. Breast cancer is the most.common_malignant tumour in women.

P¢ : 3
quapis QE G CRERRAMSRALR], o8 5hRAESREFHMERpy, immunotherapy,
honnonotherapy or endocrine therapy given targeting gynaecological
Thorghrsdaadstocgarisionmenopdishsid emsfletiscsiochsas ol manta chiw/@ality of

hfef?rglg%}éqsa%(ﬁgéﬁ’%lggg 07/9R0010 4 symptoms which includes hot

the very fow level of circulating hormones. The persistent
hot flashes due to drug-induced mergg)ause can last for 2 to 5 years and
i

ASiipBRFAMEABERIRG BiTe ThegYPRIREBIaYieat Eankes SHETRS HrakitRy, spRagsological
carif@dicatmERiIegagsiansOhhotitashes isinne efidit foenahsdoiyeveas
the quality of 5 life in gynaegological cancer patients. As for breast cancer
HO R R Rt P 0 FIap R SRt AL TR AR B LGB RPacement
Thaapgérhisvediffictall problemiaiichadystativere ol stimelfecthvezmetibochof
9188 dprmane Replagerae Therary: whieh,is e, ool ARG can
reatment. ormonea?fep[%lce'men? 'Fﬁerapy is However tota y
improntrhdnhflishes dive teulséeit sbulgssimui dhetttheynmythedwe 1ige therapeutic effect of

linati fhres lective 5-TH re-absorption
BRI e el T

Inhibitors tan improve est studies show that they

may reduce the therapeutic effect of hormonotherapeutic e?gnts such as

Thesgdd grdvptusRls wreakde of noidreibrt Brsdesbirrdonedigaaneh thesuse of
Trageaemsaveinpedthipighithd Rt bpriaditiassl ohesaMedicine in the

last approximately 4000 years. 15 The use of compositions comprising a

Thel:%r & ¥%grent o(s?{ %egbc%z%n}]rg%%%%\/\é e}}) rett}e Ié (I)We%g gu'Q A Iq Pr the treatment of

Imbalances Including usal synarome, menstrua irregu arities, )
horreoudhitobebinatinredtslingsywdepaesh npntrere aneiive! saemarities, regulation of

climacteric syndrome and the treatment of cancer.

However, these compositions genérally involve the use of a large number of herbs. For
example CN1321473 describes the use of an 11 component mixture for curing menopausal
syndrome, CN1440776 describes the use of a 23 component mixture for regulating
menstruation, US6238707 describes the use of a 26 component mixture that provides benefits
for female hormonal regulation or replacement and EP1462110 describes the use of an 18
component mixture for the treatment of hormonal symptoms. In addition, these preparations

all contain at least one of the following phytoestrogens
« black cohosh (Cimicifuga racemosa)
« dong quai (dngelica sinensis) or Dang Gui
« red clover (Trifolium pratense)
« alfalfa (Medicago sativa)

o licorice (Glycyrrhiza glabra)
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However, these compositions generally involve the use of a large number

of herbs. For example CN1321473 describes the use of an 11 component

mixture for curing menopausal 20 syndrome, CN1440776 describes the

use of a 23 component mixture for regulating menstruation, US6238707

describes the use of a 26 component mixture that provides benefits for

female hormonal regulation or replacement and EP 1462110 describeBCT/SG2067//60001D
the use of an 18 component mixture for the treatment of hormdregeived 12 November 2007
symptoms. In addition, these preparations all contain at least one of the

following phytoestrogens 25 black cghosh (Cirnicifuga racemosa) dong
«(UEb(ngBlieasitensiy)iaiang Gui red clover (Trifolium pratense)

alfalfa (Medicago sativa) licorice (Glycyrrhiza glabra) PCT/SG2 0 0 7//0
*00"6'20 "EEENEB T N EHBEFDEFI ™S Korean ginseng (Panaxginseng)

WildoAmetican.girseng fRanax guinqu folios) Kudzu root (Puerariae
lobata). The effects of these phytoestrogens on gynaecological cancers

The #3578 Rbithyat PREACHRAESHY T SHISKGH dBeaphrechsiorthamtie wiesr.

1t s\l £orenasiians sanhave ypwanied sideefiads . Thesasiderefiects
TheRGa8XACEIDAEM Ry thess af a0 8rRERRATALIONS GRAININGE 13188 number of
neroOWIBEROfNekhs vBighdacrease thedikelinoodhat cartain yowanied: « me

paricffects will also be passed on to the patient. As discussed above, it has
recently been determined that the use of HRT provides a health risk 10 to

As difasehvBRTEn s FRTg 4 SEeRsireriasbBeidhs Yae RIdETrasr i desrcegelth risk

to thpgg FrPERTROF Wins S Patdgrescrsrdrakagiieip least carrsel Viskef B etied.

"SUHeEIS HrUBE TR AISRETRAT P EFIGERN Blo gy RoeYs8(5)1280:807 i

End@iginiaati RafHderhkes E0 ¥ Hokmewe Feplacern & therapie spdagisienftherapy and

risk phatjisaniey” Current Qpmrom & Bisstetrié & @phenolody ZED473-8; Timins LK.

“Cutgtiyspsds migacgelacement therapy.” New Jersey Medicine

2004;101(3):21-7)

Thus, there is a significant advautage in being ablc to administer a medicament that is able to
ameiiorate menopansal symptoms without the side-effects of increased cancer risks. In addition,
the same advantage is seen when considering gynaecological cancer-patients for which HRT is
highly contra-indicated as it causes an increased risk of cancer cell growth and

canser relapse.

It would be an advantage of the present invention if embodiments provide a composition that
does not contain esrogens or known phytoestrogens and that can ameliorate, treat of prevent

clirnacteric symptoms such as hot flashes, or to at least provide the public with a useful
choice,

Other advantages associated with embodiments of the invention may become apparent from the
following description which is given by way of example only.

SUMMARY OF THE INVENTION

One aspect provides a composition comprising Wuweizi or an cxtract thereof, and Baishao or an

Amended Sheet
IPEA/AL



"Current issues in hormone replacement therapy.” New Jersey Medicine
15 2004;101(3):21-7) Thus, there is a significant advantage in being able
to administer a medicament that is able to ameliorate menopausal
symptoms without the side-effects of increased cancer risks. In addition,
the same advantage is seen when considering gynaecological
cancer-patients for which HRT is highly contra-indicated as it causes an
increased risk of cancer cell growth and 20 cancer relapse. It would be an
advantage of the present invention if embodiments provide a composition
that does not contain estrogens or known phytoestrogens and that can
extrarhélorateinteat bngreventhclintastene syMpiomssuch-ashotiftashes,iaro or
an < ALARSLAOVIER 15, RUBICWIIn Asell choice. 25 Other advantages
associated Wwith embodiments of the ihvention may become apparent from

S U

In ofORMRSIRINg N UNeE AR AN RFReIBEGAb AR BRiRa.A Al AMERdSd
Sheet IPEA/AU 5a extract thereof, in combination with at least one of

In ompiidogEBeRE R e THTEER TRe B ca NV axtrast ehercofirasiCheitnd. opdn

Bai@XHactieraal: nLns mhadimeni-ine GomRAsHIOR RGO mPISES ract

- Mudanpi or an extract thereof. In one embodiment, the composition

therggfiHdfF¥dMiprises Yujin or an extract thereof 5 In one embodiment, the
composition comprises Wuweizi or an extract thereof, and Baishao or an
extract thereof, in combination with at least one of Baiwei or an extract
thereof, Zicao or 6 an extract thereof, Mudanpi or an extract thereof, Yujin
or an extract thereof, or Chaihu or an extract thereof.
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In another embodiment, the composition comprises Chaihu, Yujin,
Mudanpi, Zicao, Baiwei, Baishao and Wuweizi or extracts thereof. 5
Preferably, the composition is a pharmaceutical composition further
comprising a pharmaceutically acgeptable carrier. Preferred extracts are

water extracts. In.one embodiment, a c asition compri ONe.or mor
ot e GG ELARP R P ST GNP BOH T RO B8 e of ao

extrianthuited, (TAM). 10 In one embodiment, the composition is administered
simultaneously or sequentially with chemotherapeutic, anti-cancer,

In aﬁeﬁrw@ﬁtb@dﬁ@&ﬁyﬁlewﬁmﬁmﬁ@m#ﬂ@e@@@ﬁﬁg@ﬂgaﬁhﬁf@mﬁm&ﬁﬂw
. used for gynaecological cancers such as_tamoxifen, taxanes, taxol,
Baivel Rashreand ) ol et e iehsT ¢8fclophosphamide (docettaxel),

alkylating agents (mitotic inhibitors), doxorubicin (paditaxel, adriamycin),
PrefariBhigHEs coMipyento ne: Phdnnyentionbjoripostibinfulthayethinejsivigea
alakaloid gmitotic inhibitots), fluoro-uracile, pyrimidine analogs
phar(’é‘ﬁﬁﬁ?gfé% Iﬁ%%?%gge itabine (xeloda), methotrexate, folic acid analog
(anti-metabolites); hormonal therapies such as tamoxifen (Nolvadex) -
Prefgred sixdgetsaracramifefiéqifareston) - antiestrogens, letrozole (Femara) -
aromatase inhibitors, anastrazole ( Arimidex) - aromatase inhibitors,

In ofXeHBSEReAKB@ABI i ooiabases ab oo gosanatindRetZptadexgents. The
LHRH inhibitors, Ieuproli%%&Leugg%?})g H inhibitors, fulvestrant

horryenofhFERRRUIf 58T (B8Y RS adtectomy for breast cancers);

radiation; monoclonal antibody therapy (trastuzumab (herceptin). In )
In onpethbedimensdtheerampesitinstho ddofirdsiseed S immaltragoesizpafrgapntially with
cherBURHEL Al El MACIEAG SYRIGNR b Sble b AABHRIRE AR U B ARe

a subject in need thereof, a 25 composition comprising Wuweizi or an
therangriis tEeRtsOLSeh PERIBRER RNt CRmSETSRErE 38 TRGHHBM A3

pacﬂ%%él(zfﬁ&&?a@x% rartdnaspRbspicanias abeiiiaa) tirfaafing agents

Mudanpi or an extract thereof, VUJin or an extract thereaf, or Chaihu or an
(mitggif AmbipiErEDt e ReACHEEb CARETaYS BIoVIBIP S (RABRTORe
(n0veRRPRSIIIGR GRMPESINE AL Zi Akl akaloids (mitotic inhibitors), fluoro-uracile,
pyrimidine analogs (antimetabolites), capecitebine (xeloda), methotrexate, folic acid analog
(anti-metabolites); hormonal therapies such as tamoxifen (Nolvadex) - antiestrogens,
toremifene ( fareston) — antiestrogens, letrozole ( Femara) —~ aromatase inhibitors, anastrazole
( Arimidex) - aromatase inhibitors, exemestane (Aromasin) - aromatase inhibitors, gosereiin
(Zoladex) — LHRH inhibitors, leuprolide (Leurpon) — LHRH inhibitors, fulvestrant
(Faslodex); surgery (eg, lumpectomy or mastectomy for breast cancers); radiation;

monoclonal antibody therapy (trastuzumab (herceptin).

In another embodiment, the method of reducing the frequency and/or severity of
climacteric symptoms in a subject comprises administering to a subject in need thereof, a
composition comprising Wuweizi or an extract thereof, and Baishao or an extract
thereof, in combination with at least one of Baiwei or an extract thereof, Zicao or an

extract thereof, Mudanpi or an extract thereof, Yujin or an extract thereof, or Chaihu or

an extract thereof.



extract thereof, and Baishao or an extract thereof, in combination with at
least one of Baiwei or an extract thereof, Zicao or an extract thereof,
Mudanpi or an extract thereof, Yujin or an extract thereof, or Chaihu or an
extract thereof, in the preparation of a medicament for reducing the
frequency or severity of climacteric symptoms in a patient. 7 severity of
symptoms before or during natural mMtmopause, reducing the frequency
and/or severity of symptoms caused by drug-induced (chemotherapy,

Tn ARBHCARGRIINBIARY s IRIIHNAHEr aRY o PRIBRPRBEEARY: REBRARCHNGVeizi or an

therapy) menopause symptoms in patients with a gynaecological cancer
extigeiihsaeRint vt RamecoicaiBar tiBererirdtisaregae s ake M derdraps of

Baiddiancettherapycsnmunethesaryher ienoth evrp i @RdaGHR ct thereof,
__ therapy, or reducing the frequency and/or sev%g%( of symptoms caused

- YujiR Qi agiesinhiies e ehbp AR SR PSS e ratie e Witk RYEAERSRb fhy.

medaigsRdextragimareMatguasest extadis sihisiantialy scarsing a
___water. In one embodiment, the medicament further comprises a

PatsHLrmaceutically acceptable carrier. 10 In one embodiment, the subjects
' are administered said medicament simultaneously or sequentially with
one or more hormonotherapeutic agents. Preferably, the ‘
hormonotherapcutic agent is tamoxifen (TAM). In one embodiment, said
medicament is administered as a single composition. Another aspect
provides a process for preparing a composition comprising the step of
obtaining a 15 herbal extract from a solvent containing Wuweizi or an
extract thereof, and Baishao or an extract thereof, in combination with at
least one of Baiwei or an extract thereof, Zicao or an extract thereof, or
Chaihu or an extract thereof. In one embodiment, the solvent further
contains Mudanpi or an extract thereof. In one embodiment, the solvent
further contains Yujin or an extract thereof. Another aspect 20 provides a
process for preparing a composition comprising the step of obtaining a
herbal extract from a solvent containing Wuwcizi or an extract thereof,
and Baishao or an extract thereof, in combination with at least one of
Baiwei or an extract thereof, Zicao or an extract thereof,
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Mudanpi or an extract thereof, Yujin or an extract thereof, or Chaihu or an

extract thereof. In another embodiment, the method of preparing a

composition comprises; 25 1. placing a mixture of Chaihu, Yujin, Mudanpi,

Zicao, Baiwei, Baishao and Wuwcizi into a solvent, 2. heating the mixture

until boiling, 3. simmering the mixture to enrich the solvent, and Amended

Sheet IPEA/AU PCT/SG2007//0000 1 0 Received 12 November 2007

7 4. collecting the enriched solvent. In one embodiment, the solvent is

alcohol or water or a mixture thereof. In one embodiment, the solvent is

water. In one embodiment, the methed can be repeated multiple times by
severagldingspquarititfonf avatelniondmitb manopasitiordhah ISTRPPEQUIMBIeI/or severity
of syepoalsteathedamonnt nfiendchptivate s iatis emayetk-pmended Sheet
HnmutiREAHYY, Bosemerityra symptasnmbelerspos SR RAturRIeRGH BMESs
with iggigiag)dgielreqnency @RS averty oy DERMEeANSE D Yequire
chemtigapyd uned-(ele mathel apym aotheapoerdharARh YW B herapy, or
reduckiYl (HO ROLDEE APl 2 BERSTHNBNRHBRY MERRA S HMNINMS RS IS,
sympWiHi & gyiaReolRicalsaneri o rRalieotewith.ayRaeralgical diso el Snsany

comphidt S SFerD &IE%QH&%&QM ’i@é‘%&ﬁ&ﬁﬁéﬁhﬁf% inBBHQé%tQ SN aceuticanty
accegi¥iRORGLRerapy or endocrine therapy, or reducing the frequency and/or

severity of symptoms caused by surgical-induced menopause symptoms
In onfiERAERS it Sy SleTE ARG P rEtfete M etarmre Wwimaltirroueextracts
sequegiislypianp conRTe RRICRRP AP TitcaetnseliRTefsrathe trebifcarmstiicrapcutic
agenfifrtBpEgmpTiedE-a pharmaceutically acceptable carrier.

In one embodiment, szid medicament is administered as & single composition.

Another aspect provides a process for preparing & composition comprising the step of obtaining 2
herbal extract from a sobvent containing Wuwelzi ‘or an extract thereof, and Baishao or an extract
thereof, in combination with at least opne of Baiwei or an extract thereof, Zicao or an extract
taersof, or Chail or ap extract thereol,

In one ecmbodiment, the solvent further contains Mudanpi or an extract thereof,

In one embodiment, the solvent further contains Yujin or an extract thereof, Another aspect
provides a process for preparing 2 compositicn comprizing the step of obtsining = herbal extract
from a solvent containing Wuweizi or an extract thereof, and Beishao or an sxtract thereof, in
combinafion with at least onc of Bailwei or an extract thereof, Zicao or an extract thereof,
Mudanpi or an extract thersof, Yujin or an extract thereof, or Chaihu or an exmact thereof.

In another embodiment, the method of preparing a composition comprises; '

i. placing 2 mixture of Chailm, Yujin, Mudanpi, Zicao, Baiwei, Baishao and Wuweizi into 2
solvent,

2. heating the mixture until boiling,

3, simmering the mixtore to curich the solvent, and
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10 In one embodiment, the subjects are administered said medicament

simultaneously or sequentially with one or more hormonotherapeutic

agents. Preferably, the hormonotherapeutic agent is tamoxifen (TAM). In

one embodiment, said medicament is administered as a single

composition. In another embodiment, the process for preparing a

composition comprises the step of obtaining 15 a herbal extract frompacT/SG2067//80001¢
solvent containing Wuweizi or an extract thereof, and Baishao Beasived 12 November 2607
extract thereof, in combination with at least one of Baiwei or an extract

thereof, Zicao or an extract thereof;aMudanpi or an extract thereof, Yujin
oF A ERE ARt tHEFEST, 8P Ehaihu or an extract thereof. Another aspect

in ond¥QViEsRMAROA Of ISRBANG ACRIRBPS e COMPLSNg: 20 1. placing a

mixture of Chaihu, Yujin, Mudanpi, Zicao, Baiwei, Baishao and Wuweizi

In O“qrﬁﬁbﬁéﬁ’ﬁférfﬁ%@ﬁﬁﬁg‘“ﬁ%“mixturg until boiling, 3. simmering the mixture
in ond @RABIEANERONMERbAR] w4 -Cllecting ihg.an0ched.salvent, 220,986 ater to

the coﬁ{MH‘ﬁ%J%ﬁ&%ﬁQ&ﬁ &!Q&h@lﬂ% WL Qe MKIHE 3 [‘ﬁ&fis :I'Qmoor‘]:%d

embodiment, the solvent is water. In one embodiment, the method can
repeated multiple times by adding a quantity of water to the composition
that is approximately equal to the amount of enriched water that is
removed. 9 Preferably, the enriched water is administered to a subject in
need thereof. Preferably, about 100 ml of enriched water is administered
per day. More preferably, about 100 ml of enriched water is administered
at least two times per day. In one embodiment, the enriched water is
freeze or spray dried. Preferably, the dried enriched 5 water is included in
a suitable dosage form. Preferably, the dosage form s administered at
least 1, 2, 3, 4 or 5 times per day. Most preferably the dosage form is
administered 2 times per day.

e
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The following preferred embodiments may relate to any of the above
aspects. Preferably Chaihu, Yujin, Mudanpi, Zicao, Baiwei, Baishao and
Wuweizi or extracts thereof 10 are administered as a single composition.
In one aspect, there is provided a gomposition comprising Chaihu or an
extract thereof, Yujin or an. extract thereof. Mudangi or an_exjract thereo
seversty O SYRIP B AP ek SBF8 ARVERO MR RS Er tRAVEEE B 8T hARY O
severipgttdclipians anokt by dimigandncak(thehibtreahyioticarsbalnpnt, the
. corﬁpositiog comlgl)r'hslgrsa; 15{ a}{dagggg %:) sﬁg%;v%g%%ht to asboutt 12%% n(d%ents
I\fvné}lgﬁ%lpa?’ G Or aredratt thered , (b ou Qo‘tsdﬁrnglg% 6P
with algyuscc@dogidey waight poinvafiierds withgyasethingiofl doabwetisiadgye
WEeI t 9 wel ' t :
e e b A0 a1y e 85 o e tprepy. or
reducingr st romigeyatdpssevaily wesympternieaised by @ngivatdndrerbammepause
sympPo RS R Rk G0 hy 1L R00HES Yo diiy nialhab o B QS At RIBNT)

of Baishao or an extract thereof, and 9a (q) about 5% (dry weight) to
substapilt ISPRERARSEHE &F D6 RS Yt ieredifarnsht Sithafhomprises 2

phar&%ggggmy Rt oRpFRXIMate proportionality. Preferably, the
composition comprises about 10% (dry weight) of Chaihu, about 10% (dry

weight). of Yujin, about 15% (dry.wejght) of. i ut 20% (dr
i o B e B R el o
sequentightofhBeis bacardeoondbemiertiogeny St vlaedizitbe hootipietherapeutic

he ining approximate proportionality. WO 2007/081293
age“%@%%%‘(@ 600010 10 |

In one embodiment, said medicament is administered as a single composition.

In another embodiment, the process for preparing a composition comprises the step of obtaining

a herbal extract from a solvent containing Wuweizi or an extract thereof, and

Baishao or an extract thereof, in combination with at least one of Baiwei or an extract thereot,
Zicao or an extract thereof, Mudanpi or an extract thereof, Yujin or an extract thereof, or
Chaihu or an extract thereof. Another aspect provides a method of preparing a composition

comprising:

1. placing a mixture of Chaihu, Yujin, Mudanpi, Zicao, Baiwei, Baishao and Wuweizi

into a solvent,

2. heating the mixtore until boiling,

[F5]

simmering the mixture to enrich the solvent, and

4, collectigg the enriched solvent.

In one embodiment, the solvent is alcohol or water or a mixture thereof.
In one embodiment, the solvent is water.

In one embodiment, the method can be repeated multiple times by adding a quantity of water

to the composition that is approxitately equal to the amount of enriched water that is

removed.
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Preferred compositions of the invention comprise about Ito about 30g of

each component, More preferred compositions of the invention comprise:

(a) about 5, about 6, about 7, about 8, about 9, about 10, about 11, about

12, about 13, about 14 or about 15 g of Chaihu or an extract thereof, 5 (b)

about 5, about 6, about 7, about 8,%about 9, about 10, about 11, about 12,
Prefgreblic e capshed w Bl admibisged tnh snhiedinacethissei(c) about

10, about 11, about 12, about 13, about 14, about 15, about 16, about 17,
Prefahbiy, 48180 00mIS0 eplichdd@eois\dddainpitercd pextiagt Nierepiefaibly, about

ahout 15, abput 16, about 1.7, a 18, about.19, aboyt 20, about 21,
100 R SH AR o ST & G 58 AT RERGF o exract
thereof, (e) about 10, about 11, about 12, about 13, about 14, about 15, .
In opg gmbedimess iht nasbed WachBoecEs oF aprav ued. oP misredlnrthe dried enriched

watdP agtitlaeraafa Cliaine idbhgaerh 18, SR04 2020044k 13 rAROW ddin@RRbd at

15, about 16, about 17, about 18, about 19 or about 20-g-of-Baishao or
leasih axfeft PRI BFRLEE: AfPshpsaiorablintin dosage 5o 4 admipistgred 2 times per
day.about 14, about 15, about 16, about 17, about 18, about 19 or about 20 g

of Wuweizi or an extract thereof, or multiples thereof yet retaining

roximate proportionali eful ranges may. be, selected between.
RS S S e i
referably, the composition comprises about 10 g of Chaihu, about 10 g of
Prefenghly GBI 0105,V BIORRIaA ISR S B o tes1ch oM 51 grpricacts thereof
are BRWELAEOM 4 9i8:0f Bathaaisnd about 15 g of Wuweizi or multiples

thereof yet retaining approximate proportionality. In one embodiment, the
compositign comprises plant materjal. Said plant ' bein.a
In Oaﬁé‘ﬁpggﬁg@ﬁ%sr .0N%%raeag%%gg?#{gﬁt?%ﬁgﬁéﬁ%@c%%}érises
ther@XfT acisinpsefer et wabereetisctdanfiplant @Srmetdratoh Giwao or an extract

bodi t, the pl terialjs.mixed with 0. or an
SRR e Rt el el o spahs 0

erleve r composition level. Preferably
extrile iwadesflevel is approximately WO 2007/081293 PCT/SG2007/000010

In one embodiment, the composition comprises:

(a) about 3% {dry weight) to about 12% (dry weight) of Chaihu or an exfract thereof,

(b) about 3% (dfy weight) to about 12% (dry weight) of Yujin or an extract thereof,

() about 5% (dry weight) to about 15% (dry weight) of Mudanpi or an extract
thereof, '

{d) about 12% (dry weight) to about 20% (dry weight) of Zicao or an extract thereof,

(e} about 5% (dry weight) to about 15% {dry weight) of Baiwei or an extract thereof,

¢ about 5% (dry weight) to about 15% (dry weight) of Baishao or an extract thereof,

and



11 about 1, about 2, about 3, about 4, about 5, about 6, about 7, about 8,
about 9, or about 10 cm higher than the composition level. Alternatively,
the amount of water added to the plant material can be based on the
amount of plant material used. In one embodiment, about 50, about 100,
about 200, about 300, about 5 400, gpout 500, about 600, about 700,
about 800, about 900, about 1000, about 1100, about 1200, about 1300,
about 1400, about 1500, about 1600, about 1700, about 1800, about
1900, about 2000, about 2100, about 2200, about 2300, about 2400,

sabout 2500 (a),)b 2600, g ut 27 r about 30 r%}[lo?f water is added
(g)per about 19 é?g rﬁéﬁg%ﬁ (r%f) X g(gr(i}aﬁ/fb %%r‘g%ﬁ%%a t FRpRGEract
3000 mkhreré preferably about 1000 ml of water is added per about 100 g

10 of dried herb. Preferably, the mixture is heated to boiling and simmered

or fﬁﬁﬁ@%ttﬂ&e@byé{tr@émggglébé,(bxglp‘ggg}?o%@qggﬁgﬁg, about 35, or about
, the

40 minutes. More preferably mixture iS simmered for about 15 to
out 25 minutes, most preferabl a% rg inutes. Unless specified , .., , .
B R R RS SR e oy

weygrnan{sSy it héreof] Se(inendahtboiddebent. dpen' 2004 clusivight) of Zicao,

-that they inclu i it <0
o R M BT ES E ahout 1504 ey
weghdhgfeVorneoirisedidplos dwirelaint (RirisxanaplroxitoalOpraisertionality.

incorporates reference to all rational numbers within that range (for
example, 1,1.1, 2, 3, 3.9, 4,5, 6, 6.5, 7,8, 9 and 10) and also any range
of rational numbers within that range (for 20 example, 2t0 8, 1.5t0 5.5
and 3.1 to 4.7) and, therefore, all sub-ranges of all ranges expressly

. disclosed herein are hereby expressly disclosed. These are only
examples of what is specifically intended and all possible combinations of
numerical values between the lowest value and the highest value
enumerated are to be considered to be expressly stated in this
application in a similar manner. 25 As used herein, the term "about”, in the
context of concentrations of components of the formulations, typically
means +/- 5% of the stated value, more typically +/- 4% of the stated
value, more typically +/- 3% of the stated value, more typically, +/- 2% of
the stated value,
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even more typically +/- 1% of the stated value, and even more typically +/-
0.5% of the stated value. Other aspects may become apparent from the
following description which is given by 30 way of example only. WO 200
W?f@"é”'&%@% PCT/SG2007/000010 12 DETAILED DESCRIPH¢GRGE7/000010
THE INVENTION The disclosed embodiments provide compositions and

Prefraoeinphitfoare fidermenteacompreveheelifiactbei S)mpheRta sampponent.
MoBShetdlashesmpintber dhay: aicsspaRiaRgAusly following natural

menopause or they are cause by drug-induced (chemotherapy,

@ G B R 0 PO SRR 19 about 13,

I sargical-induced ’(hysterectomy) menopause.
Natahaunehapsuse i§ goé @hatha narnakplaysiblogidal senescence of

ovaries that every woman experiences as she ages. Drug-induced

(b) MenBRALSERIETS, I patie Rl R MRaireatveNdoiRayNaessladizaibout 13,
cancer 10 (breast, endometrial, ovarian, ceryical gr vaginal) or for any

gynakewidgiearmrubise S YRR SRRt AR Hrogesterone secretion

must be blocked to stop the disease's progression. Surgical-induced

(c) menbpati3e, rfarsith shenolubedalBaddyt histbredtbiybsurticabout 17, about
remoyal, of the ute us} petf W&l for yaroys gyna é{)ljgcgical reasons.
Part%ﬂ%br?u,tt Seoégrtﬁggosﬁgr%s andi mgthoggf are usquj to reduce the
frequency and/or severity 15 of hot flashes. Preferablégthe frequency

(d) andrBPEEL Rt hbt 1heshd & ighuul FORYE ISRy U KOt FHled bl 22, about

ThexxompRsitions Aotk T eUzidischrsacheseintaiedafseful to treat or
prevent climacteric symptoms such as hot flashes resulting from natural

(e) men%%a %8 ' ag?rg\% {qda Coe 1@“&@&“??%8&9 P&i_g@gﬁelréih%)@ﬁﬁﬁ, about 17, about

immunotherapy, OImono hetapy or endocrine therapy) 20 menopause or
(hyst8rebtemif susbiculRihd uddhinwenopaussirFtdissenpositions disclosed
herein generally comprise Wuweizi or an extract thereof, and Baishao or

(f) an eact el in sembinatisawiih atleast Qre Rk BsiwghananBiacy, about
thereof, Zicao or an extract thereof, Mudanpi or an extract thereof, Yujin
or akSestieith therebrw20-gof Baishao or an extract thereof, and

(g) about 10, about 11, about 12, about 13, about 14, about 15, ébout 16, about 17, about

18, about 19 or about 20 g of Wuweizi or an extract thereof,

or multiples thereof yet retaining approximate proportionality, and useful ranges may be

selected between any of these forgoing values (e.g. from about § to about 10 g).

Most preferably, the composition comprises about 10 g of Chaihu, about 10 g of Yujin, about
15 g of Mudanpi, about 20 g of Zicao, about 15 g of Baiwei, about 15 g of Baishao and about

15 g of Wuweizi or multiples thereof yet retaining approximate proportionality.

In one embodiment, the composition comprises plant material. Said plant material maybeina

dried or fresh form.

In one embodiment, the composition comprises extracts, preferably water extracts, of plant

material.

| In one embodiment, the plant material is mixed with water and soaked for 30 minutes with the

water level higher than the composition level. Preferably the water level is approximately
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Chaihu or an extract thereof. 25 The method disclosed herein generally
comprises preparing a decoction from herbs and then administering to a
atient or subject in need thereof. As used herein the term "hot flashes"
WILIEILHB1882 intense heat sensation,lfllushing, profuse sweathid/S¢2007/000010
bEalpita ions, and/or_sense of anxiegy experienced b%/ subjects undergoin
¢ ;

Bl AOMHE AuSE; Hroht-TdbeBtecedtnabaBY ’aﬁh?%@épﬂﬁ&&ﬁy}%ut 10 em

highuntinattierapypWiled 00081293 PCT/SG2007/000010 13
hormonotherapy or endocrine therapy) menopause or surgical-induced

AI(W@QW&MW%& ﬁﬁ&ﬂ%ﬁ%@gﬁ%‘t %llsa ?roiacﬂc éJaB'Qg %Q%rédc? nE}%l; acg?ount of

any such therapy or condition. Hot flashes impact on a subjéect’s qll}a
?l%mﬁ@ﬁ%hﬁgeﬁagwfw Peytediters. S, vibjing Mdebpi Z0aghBai06), about
40BaisbaCs80dWuWRIE! Asurt RS CPROMAUNY D88, A0 TTas8I9PAk 1100, about

Chinese Medicine. Chaihu is commonly known as hares ear root or

12hireaE G wReed AR EROHEA T S8t RGO Fnapted T unbiaie! 680 afsalt 1900,
ab@memes,am)km;wo, aséﬁulmmgtaﬁbﬁhmM?al& QX\?V@%%(% %'g??%ut 2600, about
oroya ) and Bupleur corzgneriiolium Willa. (Southern
e O bt S e SRR RHGA Sl oBreferably.
abduba00ite dlatin HR00enis Radinrabiyaboand ot koemicabiamer@fRr about 100 g

ofﬁ%gtﬁg}% wenyujin, Curcuma longa or Curcuma phaeocaulis Val. .
udanpr'is commonly known as tree peony bark and is the dried root bark

of Paeonia suffruticosa andr.. Its Latin name is Cortex Moutan. Zicao is
Prefeiahho i Rpisire asheprdom bebingr apbrmaipiabiorsbbatifnabouatis Relint 20,
abokR 29 NAlaeansbiie: belapigRl N e AFR-A BRI RYSIIN S, ROYB) . is simmered

J%hnst. Lithospermum erythrorhizon Sieb. Et Zucc., or Arnebia guttata
for ghoNe! BN R RFF EaBA RIS S S WENSRWOrt root. Its
Latin is Radix Cynanchi Atrati and botanical names are Cynanchum

Unhnaspmiﬁgé otireByianchel paruer Sceolgrisige” Bl Sbaas LOMMDENIRMANEL! variants
thePe%FVQ} e, Reony;root and is.known by.the Latir) and botanigal 20 names of. ,

Radix %’%aeo%@g% t}&r‘bégf%%e aBonia ladtifiora a%rf%&%\? |§ka“ ey include recited
elements but also permit inclusion of additional, unrecited elements.

It is intended that reference to a range of numbers disclosed herein (for example, 1 to 10) also
incorporates reference to all rational nﬁmbers within that range (for example, 1, 1.1, 2, 3, 3.9,
4,5,6,6.5,7,8,9 and 10) and also any range of rational numbers within that range (for
example, 2to 8, 1.5 to 5.5 and 3.1 to 4.7) and, therefore, all sub-ranges of all ranges expressly
disclosed herein are hereby expressly disclosed. These are only examples of what is
specifically intended and all possible combinations of numerical values between the lowest
value and the highest value enumerated are to be considered to be expressly stated in this

application in a similar manner.

As used herein, the term "about", in the context of concentrations of components of the
formulations, typically means +/- 5% of the stated value, more typically +/- 4% of the stated
value, more typically +~ 3% of the stated value, more typically, +/- 2% of the stated value,
even more typically +/- 1% of the stated value, and even more typically +/- 0.5% of the stated
value. Other aspects may become apparent from the following description which is given by

way of example only.
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Wuweizi is commonly known as Chinese Magnoliavine fruit and is known

by the Latin and botanical names of Frutus Schisandrae Chinensis and

Schisandra chinensis (Turcz.) Barll. (northern Wuweizi) or Schisandra
WEMERYHtdra Rend. (southern Wuweizi) respectively. EachP&fihafiig/000010

Y&%ﬁf Eﬂugﬁggi Zicao, Baiwei, Baishao and Wuweizi are commercially 25
DEa Fé?e%&‘?é“iﬁ?@&%’r%m?&a{%ﬁw Chinese Medicine texts.

As used herein the term "treat" includes the prevention, amelioration or

Thﬁgﬁ@@?@?ﬂiﬁmm@f@pfmmmmﬂﬁsmammésofhw aynptdniso treat or
pre%%ﬁpﬂﬁﬁﬁgt%@k%%%ﬁ? §§¢hT&%5qrﬁﬁsﬂté§,%i1%Ph%rl &g egg??eé%/ﬁea%ﬁ%%%]édﬂ?%oﬁowmg

interpreted in théir broadest possible context. The ter

natTREREBARIBAP tHabey sup rassshychitsiinhited teheeoberyy \@ti-cancer therapy,
m%@ﬁ@lﬁh%ﬁ%&’&ﬂ%ﬁ@%ﬁ QOOQrih8 i &JQufJ%eoF%ﬁPg{?mﬁH&ced
u

means "and" or "or" or both. As used hereinthe term™extract” includes a
(hy SRR STQR: It will be appreciated that either the herb itself or

an extract thereof may be useful for use in medicine. The extract may be
Naturdinsaidpaiswow durtontiet matis dhphydinin ghes] nepdivited 8.00dHsiORat every
wollB G -%He aceraq Se%é%ression, percolation, expression, distillation and

supercritical extraction? Said processes may use mixtures such as

solvents to aid in the extraction of the soluble components of the herb.

Drogrindnped raengpaesto drasdrpatins s rrsriviaeriexsment forssmonnelpeine cancer
(bragitfeddeniselul, #vaust) QHREIINRIGRES B TP LRIEPRIM AL RAVESE S which

selected from an alcohol, organic solvent, halogenated solvent or water
CSUGRYD WY BIGRSSE ORRIGHEHRR RESdrssbigakerdestam th diseaesmsinengarssion.

compressed carbon dioxide. Reference to an herb herein is also intended
Surgicdhiiddecd mertipatsderifeesiifr ormnibzuise danded kiftdy siaesamwitiuggedtremoval

of @ Halsiipnd g f&%%ﬁg‘l% 'A%CBIS 2af Rpgcification will readily be
able to prepare an extract o erb us&ul herein. It should be understood
p tr%% combinations of extracts or combinations of fresh or dried herbs 15

AL i SO HHRS e e s s R W s dhce iR equragrasdier severity

of histetien atsef@eovides ERIacess JRl/BreRAING BraRMARMLOR ThSeed. Prefirably,

rocess generally comprises:
hot Basﬁes cea%e. y P

The compositions and methods disclosed herein are useful to treat or prevent climacteric

symptoms such as hot flashes resulting from natural menopause, drug-induced

(chemotherapy, anti-cancer therapy, immunotherapy, hormonotherapy or endocrine therapy)

menopause or (hysterectomy) surgical-induced menopause.

The compositions disclosed herein generally comprise Wuweizi or an extract thereof, and
Baishao or an extract thereof, in combination with at least one of Baiwei or an extract thereof,
Zicao or an extract thereof, Mudanpi or an extract thereof, Yujin or an extract thereof, or

Chaihu or an extract thereof.

The method disclosed herein generally comprises preparing a decoction from herbs and then

administering to a patient or subject in need thereof,

As used herein the term “hot flashes™ refers to the intense heat sensation, flushing, profuse
Sweating, palpitations, and/or sense of anxiety experienced by subjects undergoing natural

menopause, drug-induced (chemotherapy, anti-cancer therapy, immunotherapy,
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(a) providing a mixture comprising Wuweizi or an extract thereof, and
Baishao or an extract thereof, in combination with at least one of Baiwei

or an extract thereof, 20 Zicao or an extract thereof, Mudar;géror an

WRINARHeof, Yujin or an extract fhereof, or Chaihu or an X4rHebaieras1o

. . X 3 . .
(b) extracting the mixture with a solvent, (c) collecting the extract-rich
how%ﬁfwwr(@m%ﬁ%@ﬂﬁ%ﬁ%ﬁ?iéwwféwg%a fgrectomy)

me dimesi fRbRs &9, AkOELD M Ehend A0 fahouudhthahoubd@ddition. Hot
about 500, abouf 600, about 7ggfabo t Oolﬂqbou{)? 0.r bout 1000 ml
flashiysdBiPaR: 98 ATHRIPPet BBOY 200'Y B pIERE mateAdl Step Bof the
process of the invention may be carried out using one of infusion,
Chedlerootion, Mndeeps-Siqae StbreipBriviationd SXpredsions alstinsiorpaymonly used

- ToMREEGHHea); gxiachian.; WO 2007/081293 PCT/SG20071000010 15 Step
T?d) of the invention may be carried out using one of distillation,

evaporation or percolatign. The extraction.process may be tch,. .
e e GBI TG B OR S o 4 S B Brorets TH e s
Radptangssuthebiehe Bondhalspkeet arensimpiy Bajdddetolanbase e &Stothern

.5 preferably one equipped with heating an fll [ gﬁlﬁ@ 5&1{%99&%1
Chl%i%gfcﬁ?orﬁvg%wg {ioa{i)éPk%euB\?/g‘éreu. nsg)sg%?%:%nﬁr%ous o'r?g)ntinuous m%sge
ThoodepeRatigh, a reactor comprising a series of extraction or percolation

columns may be used. In one embodiment, the reactor in which the

Vi EHAARIQYOERFAC L RSN CRE L QURIE IS oAt ARRACAR R 0k Curcumae and its
concentration and drying processes. Preferred congentration and d%irgIail
L.

botapieRy BERSESEGACHIEHITHPERRSHI BiStIFSHBY, \BUEP SRlHBHF CHREIBIRGAE
or pressure evaporation), freeze drying and spray drying. In one '
Muéanpidsicoanhcthiy kaevel asiae eratiphpkoostin theomptisey badkidd apenia
surkiS0,01 hotbs i £ s0lution, sueh a3 alpapgl or water or a mixture thereof
prior to ﬁﬂerlng. I AR alternate embo Iment, a counter-current process

may be used for extraction. In this . . .
Zicao is commonly known as Arnebia root or gromwell root. Its Latin name is Radix

Arnebiae and its botanical names are Amebia euchroma (Royle) Johnst., Lithospermum

erythrorhizon Sieb. Et Zucc., or Arnebia guttata Bunge.

Baiwei is commonly known as blackened swallowwort root. Its Latin is Radix Cynanchi

Atrati and botanical names are Cynanchum atratum Bge. or Cyanchum versicolor Bge.

Baishao is commonly known as white peony root, and is known by the Latin and botanical

names of Radix Paeoniae Alba and Paeonia lactiflora Pall. respectively.

Wuweizi is commonly known as Chinese Magnoliavine {ruit and is known by the Latin and
botanical names of Frutus Schisandrae Chinensis and Schisandra chinensis (Turcz.) Barll.

(northern Wuweizi) or Schisandra sphenanthera Rehd. (southern Wuweizi) respectively.

Each of Chaihy, Yujin, Mudanpi, Zicao, Baiwei, Baishao and Wuweizi are commercially

available and referred to in common Traditional Chinese Medicine texts.

As used herein the term “treat” includes the prevention, amelioration or reduction in severity
or frequency of any one or more of the symptoms associated with hot flashes. The term
“treat” and its derivatives should be interpreted in their broadest possible context. The term

should not be taken to imply that a subject is treated until total recovery.
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15 process a herb or herbs enter into a column of a large percolator
comprised of several smaller columns. Material to be extracted is pumped

throuihh the different columns at a given temperature and flow s

WRABE i éShtinuously mixes with solvent. The extract-rich sé’lwgﬁmﬁfﬁﬂﬂm

as?j‘a into another, colump, while frlesh solvent once again comes into
C PR APRAPERI rﬂﬁyé’r’iaf'%@‘?‘lslsaﬁgsgéd%té’%bﬁ&v chamber. The

extract rich solvent can then be 20 concentrated by known art methods
Assifet herdistiiatiom Mwﬁﬁmmpem&mwbﬁ néambhdidiiend, @ cciated that

citBSBCHRILRIQSESS MRS B rcrlt Qer:?u 3% HeSxirac éll?emper 16 exfract may

Preferably a gas is pressurlse ate s supercritica

be ehtainghbit eapairast @@é@dpmb@ngz Bl @fgdmt@étbomﬁmmd @¢@QR)n, macero-
exﬂé@ﬁ@ﬂ,‘b&é&ﬁﬂ%b&ﬁ%maﬁ%ﬂﬁgﬁ%d%ﬁ@péﬁt%? Sud PG us ?Q rpgg)cesses

The corr;(g)osmon is useful in methods of reducing the frequency and

MY R PSR oSy nistisiddndhe neptinmp draiRdwiincaameagnts of the

heﬂmenmauaerem@dal$@Iaa%i@@&&@@%amm&%f%mtmﬁ&%ﬁﬁﬁ%ﬂyEf@% be usefill
fre uen an/or se\(/]gnt fl&Icllmacterlc symptoms such as hot flashes

in Scuause S aPUgReTe Gfﬁﬁﬁ%fﬁ)"ﬁwﬁ prelsetprbfigyy,an alcohol, organic
soliramnUndiherapy, d@brmonﬁthﬁmrmy @fr@ﬂd&e&ﬂe OSRDYHQNO RSP MIRRLal

[ 0 2007/08 29 0Q7/00001Q 16 iven to treat
GX§%2%£C§\%glca iR rS‘gseovarlan en Feth ‘1{888?\/.851“58& Fup o intended to

inchuiemsdraes depvoddipatitnatderih g)ﬂkaifhﬁbi@gikat dishrdegnsdsiwciaskill and the
tea&ﬁﬂg%ﬁéﬁﬂf chiedisponad sampasion syesiyin methods SLISMGEY useu

requenc rseverlty of clima eric symp
herigshes caused by surgery (hysterectomy). 5 Chalhu Yujin, Mudanpi,
Zicao, Baiwei , Baishao and Wuweizi or extracts thereof may also be

It shisgld be thﬁ‘iWaﬂm%ﬁxmﬁww&&w@ﬁ&&mﬁﬁﬁoﬁ%? BrCH GNGARH herbs

everlt of hot flashes, reducing the frequency and/or severity of

an c(fffﬁﬁ %FnB?S 870TRS Rakhedny@lifing the frequency and/or
severity of symptoms before or during natural menopause, reducing the

Thefprgeraih cyvantidoradew erityidésy mptensSequspating dragripelitieg. The process

genggmggs%gy 10 anti-cancer therapy, immunotherapy, hormonotherapy
or endocrine therapy) menopause symptoms in patients with

gynaecological cancer or in patients with gynaecological disorders
(a) providing a mixture comprising Wuweizi or an extract thereof, and Baishao or an

extract thereof, in combination with at least one of Baiwei or an extract thereof,
Zicao or an extract thereof, Mudanpi or an extract thercof, Yujin or an extract

thereof, or Chaihu or an extract thereof,
(b) extracting the mixture with a solvent,
(c) collecting the extract-rich éolvent; and
(d) concentrating said extract-rich solvent.

In one embodiment, about 50, about 100, about 200, about 300, about 400, about 500, about
600, about 700, about 800, about 900 or about 1000 m] of solvent is added per about 100 g of

plant material.

Step (b) of the process of the invention may be carried out using one of'infusion, decoction,

macero-expression, percolation, expression, distillation or supercritical extractiori.
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that require such treatment, reducing the frequency and/or severity of

symptoms caused by surgical-induced menopause in patients who

underwent hysterectomy. Preferred compositions disclosed herein

W%&ﬂ?ﬁwggﬁo 30 g of each compongnt. More 15 preferred cé’ﬁ%ﬂégﬁﬂ?ﬁ@m“w

disclosed herein comprise: (a) 5, 6, 7, 8, 9, 10,%%, 1%, 13, 14 or 15.g of
Steridiph ot BHEBKOR SRR EREAT (H) B ESREDTS AT %?ﬁzﬂlé‘,"iﬁ%f’aarﬁfﬁ g
per@¥HiR. O an extract thereof, () 10, 11, 12, 13, 14, 15; 16, 17, 18, 19 or

20 g of Mudanpi or an extract thereof, (d) 15, 16, 17, 18, 19, 20, 21, 22,

23, 24 or 25 g of Zi 20 () . "
e o T T R T o sk ot 5 1L, T 13

prodess.1 Bylarhaeh po ooy bR e kvt macsimehsbe aled E) a baipl reactor,
prei%?&i)]_k ohdediobd S Ralif PPt Bh Y UWREHO A8 exlEehaiealidied to take

multiples thereof yet retaining approximate proportionality, and useful )
plage Ty essAipiycRB RKEE M HRIRAEH R PHHREHREHGATHIE SSRGS e Aseries of
ext:3BOM BripeAkaMicHaluRnEHiiPles:s2B. thereof yet retaining approximate

proportionality, and useful ranges may be selected between any of these
forgoing values (e.g. from about, 10 to about 15 %997[19 B9 Boupied t
In Oﬁ&%’f@ ‘BWG}O %)Ctirflﬂ/l%%%%re %Faacﬁ?/cl# cje%lgogjﬁr?g\/s(;ésqft?on ?:qm rises uI.) oo
appapprefimeatebeittigonfBh ditying prgcossrjiRrafsmpdfuecsiarpioneng 6rying
&icagsd el didal Gaishasandh\Groiahiduna iRy nplinies
PO ETeor éé%i é%aﬁl%%%%éprox]&mat’e pr portior?glliltgy. Itls ould be apgreciated
evapitattiaryefrasrodnisohudesprashdrzbilld be prepared. However, the 5
relative amounts of each herb to one another should still remain

In JOparicnalapRrradpeiehsdhetkamedaioneceompastimpakihe the herb or herbs in
composition comprises plant material. Said plant. material may be in a
2 SRR RS AGRIE TS B ATIAEIT IRE CERES o SoBrises

extracts, preferably water extracts, of plant 10 material. A preferred )
In amettouhtf pnbpaiingra TovupbSitoNGitthiavenorPessgige s pgHgD. n this

proggégrg Rgi%t%r herbs enter into a column of a large percolator comprised of several smaller
columns. Material to be extracted is pumped through the different columns at a given
temperature and flow speed where it continuously mixes with solvent. The extract-rich
solvent then passes into another column, while fresh solvent once again comes into contact
with herbal material as it is passed into a new chamber. The extract rich solvent can then be

concentrated by known art methods such as distillation, evaporation or percolation.

Tn one embodiment, the extraction process may use a supercritical process of extraction.
Preferably a gas is pressurised and heated to its supercritical temperature such that it remains
a gas. Preferably said gas is carbon dioxide (CO,) although it should be appreciated that any

suitable gas could be used.

The composition is useful in methods of reducing the frequency and/or severity of climacteric

symptoms such as hot flashes following natural menopause.

The disclosed composition is useful in methods of reducing the frequency an/or severity of
climacteric symptoms such as hot flashes caused by drug-induced (chemotherapy, anti-cancer

therapy, immunotherapy, hormonotherapy or endocrine therapy) menopause when such drug



10

15

20

25

amounts of the herbs together and decocting the herbal composition in
alcohol or water or a mixture thereof. Preferably the amount of alcohol or
water or a mixture thereof that is used is approximately 1, 152, 3,4, 5, 6

WO 280898320 cm above the herbal composition. Most preferabfiyf fHe2067/000010
alcohol or water or a mixture thereof level is 5 cm above the herbal

UCBIPLSITR AvRTRaiRERR fheearhoUitian sfedRBltiskatervinah wagnal cancer
patieareef addgddoctpaiplantmaisrakcanhanased a8 theamauofplant,

material used. In one embodiment approximately 50, 100, 200, 300, 400,
TR @&gtﬂ . 900 or 1000 ml of alcahol or.water or a mixture_ 20 .
o e e L A TS0 Y severty of
ligregrar srmptrmosushbhor dabkre ofiscdduechperi 06 gobddeg herb.
Once the alcohol or water or a mixture thereof and herbal composition

Chhitwe Dejon, dambipedivas BarRInasdheerhaieemaesition s aloned Wnay aiso

be soacgigltgaid alcohol or water or a mixture thereof for approximately 10,
1O BE PERagEIon A miditalstides mdtens ettt al/or soverity of hot

fladompedition ihaleythty sodlfoedRim sl iBmn LRIRE RIS ING RXWS fashes,

' heated and ce heated 1o a boil, is simmered for approximately
e AL ol A 5 Rl SRR b1 th ARR renopese,
redpeiagthéoi20enc3tumiinutescRretdmhiptad canainsrdsgandeddmisieotherapy,

& ' | lquet enriched alcohol or water gr a mixture
T s e R L A M ripoopeuse
SYIRPARSISOR Ranpuisreithanauiceoginet dsnzer @0nWAGBOWOB £28R: cological disorders

thaf] %&%@9 y%@ﬁ’e rc]&gﬂgjtﬁg ﬁ%éQeﬁ'c%oaﬂéf 9153 Qe%llj[ily %rfesfrix:?%rr%gga}tslsed by

the quantity of enriched alcohol or water or a mixture ttrereof remove
surgigpl iRducR dnerersvse i Retiets Wisthvodervkptdpaidng@mymposition
comprising: 1. heating a herbal mixture of Chaihu, Yujin, Mudanpi, Zicao,
PreBaivdeip Baisitemadichibinetzhitoasabentda otainam esiarhehsaidore
rettée%)dsc ando%u%nri .in% s?%herbal extract by at least partly removing said
PreSONVent Bratarably the arBe GPe°piBREtFin 2, 3, 4,5, 6, 7, 8, 9, or 10 cm

of alcohol or water or a
(a) 5,6,7,8,9,10, 11, 12, 13, 14 or 15 g of Chaihu or an extract thereof,

(b) 5,6, 7, 8,9,10, 11,12, 13, 14 or 15 g of Yujin or an extract thercof,

(c) 10, 11,12, 13, 14, 15, 16, 17, 18, 19 or 20 g of Mudanpi or an extract thereof,
(d) 15,16, 17,18, 19, 20, 21, 22, 23, 24 or 25 g of Zicao or an extract thereof,

(e) 10, 11,12, 13, 14, 15, 16, 17, 18, 19 or 20 g of Baiwei or aﬁextract thereof,

¢3) 10,11, 12,13, 14, 15, 16,17, 18, 190r 20 g ofBaishao or an extract thereof, and
g) 10,11, 12,13, 14, 15, 16, 17, 18, 19 or 20 g of Wuweizi or an extract thereof,

or multiples thereof yet retaining approximate proportionality, and useful ranges may be
selected between any of these forgoing values (e.g. from about 8 to about 10 g), or multiples
thereof yet retaining approximate proportionality, and useful ranges may be selected between

any of these forgoing values (e.g. from about 10 to about 15 g).
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mixture thereof. More preferably the herbs are placed in 5 cm of alcohol or

water or a mixture thereof. Alternatively, the amount of alcohol or water or

a mixture thereof added to the plant 10 material can be based on the
Wgrﬁoc?a/r%]c}f)f)lant material used. In ong embodiment approxin?gtyﬁf;%@]'”@“mw

100, 200, 300, 400, 500, 600, 700, 800, 900 or 1000 ml of alcohol or water
Mgt STaipEANe e ROstRe it A0pEI oS GRITaEERtHOL DEcrb ERipBO0 mp6 ujin, 15 g
of AiR@BRbOLWASS Bicdo,MixEi6e Hagren (s added:pel-10M g PEUHSHRRID; or multiples
i Pregerabl the herbs are soaked in the alcohol or water or a mixture

H8teSt FSPIY S PR BIMEE REPRITINE Before heating. Preferably the

mixture is heated for 10 to 40 minutes. Preferably the mixture is heated
It squildidsikpgrPreifat dioly | ateemainturesis Siherheredciord Bd P anihHes:dver, the
reth'?\?e%mmm@@%&hﬁe%%Sgeqﬁﬂﬁgr%%ﬂf ﬂim% tlg{e tIIrQ egrggng{i?%% imately

quantity of 20 alcohol or water or a mixture thereo {0 the gomp05| ort that
t1"Ei§3:§‘bf'|@roximately equal to the amount of enriched alcohol or water or a

mixture thereof that is removed. Preferably, the amount of enriched

In alheahob afimabe ther @impstitethoiepfibopistemnesesd a4, 18ndek &8 hay be in a
c%/cle IS %880, 90, 100, 110, 120 or 130 ml. More preferably the amount
e

dri ) . )
n% Oerrilcfﬁ? 1~1zﬁcohol or water or a mixture thereof that is removed at the

end of each cycle is 100 25 ml. Once removed the enriched alcohol or
In gpsrembedimestine ereteofidan wenadasiestered, prefepaiignrateneddhcts, of plant
matBgseof. Preferably about 100 ml of enriched alcohol or water or a mixture
thereof is administered per day. More preferably about administered 100
ml of the e%g‘{]%’g? alcohol or water or a mixture thereof is administered at
S

A REAGTRL G THRRTRG @ SPGB 9L BE LR IOTIIES MR MRpIOpriate

amewnbosfithe higrife erutictrec didaloting Watkebhla: oo thareabindudhefater or a
miRIoS ssed.to produce a suitably dosage form, such as a granule, tablet or
ni 0L, . . . : . )

capsule containing the enriched alcohol or water or a mixture thereof in

liquid or dried from. Preferably the granule, tablet or capsule is

Prefashipite eacertf plerdiol o siseer anesivrd firrgy it bstisedd pamuerimately 1,
2,3M0% 6 7, 8, 9, or 10 cm above the herbal composition. Most preferably the alcohol or

water or a mixture thereof level is 5 cm above the herbal composition.

Alternatively, the amount of alcohol or water or a mixture thereof added to the plant material
can be based on the amount of plant material used. In one embodiment approximately S0,
100, 200, 300, 400, 500, 600, 700, 800, 900 or 1000 mI of alcohol or water or a mixture
thereof is added per 100 g of dried plant material. Preferably 500 ml of alcohol or water or a
mixture thereof is added per 100 g of dried herb.

Once the alcohol or water or a mixture thereof and herbal composition have been combined in
a container the herbal composition is allowed to soak in said alechol or water or a mixture
thereof for approximately 10, 15, 20, 25, 30, 35, or 40 minutes. More preferably the herbal
composition is allowed to soak for 3¢ minutes. Following this the mixture is then heated and,
once heated to a boil, is simmered for approximately 10, 15, 20, 25, 30, 35, or 40 minutes.
More preferably the mixture is heated for 20 to 30 minutes, Preferably said container is non-

aluminium.

Following this, an aliquot of the enriched aicohol or water or a mixture thereof is removed,

Preferably the quantity of enriched alcohol or water or a mixture thereof removed is 70, 80,
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5 preferably the granule, tablet or capsule is administered to the patient or
subject 2 times per day. In one embodiment the enriched alcohol or water
or a mixture thereof is concentrated and dried. Preferred concentration

W%ﬁﬁ)a/ﬂ?ﬂ‘?ﬁssteps include filtration, (ilj;stillation, evaporation (iﬁglyéfﬁﬁ)?f'é@?m“
and or pressure evaporation), f{ee e céﬁyin and s ra‘%ﬁd%g]e% 181'{'he
90, [ bblan o0l MEFEHLSIER HhoUHE ooty SRt R cERap oF draler or 2
mixphatitaesfitaal ve®waositigdn consisting of Chaihu, Yujin, Mudanpi, Zicao,
Baiwei, Baishao and Wuweizi or extracts thereof. The composition

anciRFRRRANEIRINIT AL RSO aler ok aRiSHBH A b AKEhosen

osage form. Thus, for oral administration a dietary (a food, food additive

or food_supplement for 15 example), nutraceutical Qr.pharmaceutical

L corﬁﬁﬁé‘?ﬁcﬂﬁﬁé@ﬁﬂ%’é‘?&ﬁwoﬁﬁ%ﬁ’g’%ﬁﬂm& %?“Hl’%r[é H &%dﬂé%lr Beisbao and
accurghngAdknevindarmulstiondechiniguessdrd hestanyplé, foods, food
additives or food supplements comprising a composition described herein

LR INEHNERHPR i@&é&lﬂ%@pkﬁ?&b&ﬁg&ﬂ&gm%ﬁﬁroduct

5 for QI%%
which is able to carry plant extracts. Examples of suitable edible
consumer products include confectionary 20 products, reconstituted fruit
%&&&P&f&@%&&hﬁ

PrefgraRfidhe WHRE R AECTUR S rafs sPréda Srineitmg
mix g iutsofid ahesersallkinks iachsdirg thaiy wntl oo piddinhbbsed deintksa mixture
milk , powders, sports supplements including dairy and non-dai d
ter g AL IR HObIE OB UG SchAE SRS I L gre e
matstydplemterbgsedductse ncluding Oaiyt supiehend tabists cBbitdbleent
nutraceutical itians f in Vi ' imil
o A L b B o v
or a apiptopy iktwook iy avdicd ytic iy g af deishbiebe Xeptrenbdy dlidaente Orleakabps water or a
mixg.ﬁge%&go\‘f’@a@@ﬁe}ol Hbe i@%ﬁ%gﬁﬁage form and standard
p ical formu

armaceutica lation practice. A dosage form useful herein can be
administered orally as a_powder, liquid, tablet or capsule. Suitabl dosa&? 300
3 T

Prefrsphiy Haebh iR atkadiibhalaoh s Satdqir T fiRT Enendt

40 nEnted darsdiaymigng or colouring agents. Dosage forms useful herein
may be adapted for immediate, delayed, modified, WO 2007/081293

Prefgr%éfstgg 191%2 09%9 T}Qated for 10 to 40 minutes. Preferably the mixture is heated until
boiling.

Preferably, the mixture is simmered for 10 to 40 minutes.

In one embodiment, the method can be repeated multiple times by adding a quantity of
alcohol or water or a mixture thereof to the composition that is approximately equal to the

amount of enriched alcohol or water or a mixture thereof that is removed.

Preferably, the amount of enriched alcohol or water or a mixture thereof that is removed at the
end of each cycle is 70, 80, 90, 100, 110, 120 or 130 ml. More preferably the amount of
enriched alcohol or water or a mixture thereof that is removed at the end of each cycle is 100

ml.

Once removed the enriched alcohol or water or a mixture thereof can be administered to a
patient in need thereof. Preferably about 100 ml of enriched alcohol or water or a mixture
thereof is administered per day. More preferably about administered 100 ml of the enriched

alcohol or water or a mixture thereof is administered at least two times per day.
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20 sustained, pulsed or controlled release of the active components. A
preferred composition described herein for use herein comprises Chaihu,
Yujin, Mudanpi, Zicao, Baiwei or extracts thereof and one or both of
W%&é&ﬁggéﬁd Wuweizi or extracts tl} reof Preferably the con?ﬁéﬁt}rqw{mmm
comprises Chaihu, Yujin, Mudanpi, Zicao, Baiwei, Baishao and Wuweizi
In opp mmgrm&@@mb@érﬁﬁeéﬁf OF W' e Rk AR HET Aoy fggE processed to
proRERNSIRISS By PeEeniaralpuies iRelitliNe:Hiet diQffisuleBoaining the enriched

subcutaneous, intravenous, intraperitoneal, intramuscular.an
o TG ABHAHIGTIES PIOFGHAL) RELABoCH 18 b e olt o
capMiB: aliadminiséaiiane Pheseoskiltgebinthenstrt villhe abletim@repaday. Most
uitable formulations for parenteral gdministration.10 without undue - ..
o S AT T TR S AL B R U tmespo

daywith one or more other therapeutic agents. When used in combination
with another therapeutic agent the administration of the two agents may

In oRE SEPBHAG S MULRANSRHSRLESIMERTRE oBIMKlianRAHS-asiiRisitlienAted and

includes the administration of a singée dosg‘%g form that _comprises bot

( h .
dried Rinferpd tpResRimlinaRat GRVREIEERT Sl E iRl ep iR R ok & R on
(incRidiBeSihstantialyrtho.rameginag odp et atpidminiskptigriintigdes the

administration of the two agents according to different schedules,

The%roer];}? rgst{l orslodltpc?ts;[ ! eeriesiﬁ?)ei S%Vexrc;%Pdgq atgﬁet%fgi% aggtﬁ.{%l%lﬂiggf%ﬁ%ceuﬁcal
agerﬁs are provided. Suitable agents with whi ht e compositions of the
comipusititorraasbegmot SlininisiBron MalderpsHeaetiaisseuikaghao and Wuweizi or
em,'%&gp&l%%ggrapeutic agents, and' of[her suitable agents known in the art.

uch agents are preferably administered 20 parenterally, preferably by
intravenous, subcutaneous, intramuyscular, in ragﬁritoneal intrameduyllar

The s i Aielone AFEFR A (RSBILLS |Ah AMUBSLH i AR Egpen dosoee
forr@N AL &l i phdas wahasHl dictabatatfood afvd d edtiitiad o fistdatigiplement for

Additionally, it s contemplated.that a compaosition.in.accordance with the
exa O 52 o ERBER KR SAEGR B AL T SHIGRES o e b 2
skilld eiddeaeficdadmsiojeabwnfarialitaion stalcegseckor 25 example,

therapeutic agents that target the same or different facets of the disease

For @%%B%ﬁ% RAYIsPRHF ggdﬁée\y% %ﬁ,%ﬁ?ﬁ@ﬁ%ﬁm@&ﬂﬁ%ﬁr@ 48 AeMRASHIRRCcribed
a

ministered, the period of administration, and the ‘general administration -

herqiadionasnagedifirietihe s snbpacichilseny sgible consumer product which is able to

carry plant extracts. Examples of suitable edible consumer products include confectionary
products, reconstituted fruit products, snack bars, muesli bars, spreads, dips, diary products
including yoghurts and cheeses, drinks including dairy and non-dairy based drinks, milk
powders, sports supplements including dairy and non-dairy based sports supplements, food
additives such as protein sprinkles and dietary supplement products including daily
supplement tablets. Suitable nutraceutical compositions useful herein may be provided in

sirnilar forms.

A suitable pharmaceutical composition may be formulated with appropriate pharmaceutically
acceptable excipients, diluents or carriers selected with regard to the intended dosage form
and standard pharmaceutical formulation practice. A dosage form useful herein can be
administered orally as a powder, liquid, tablet or capsule. Suitable dosage forms may contain
additional agents as required, including emulsifying, antioxidant, flavouring or colouring

agents, Dosage forms useful herein may be adapted for immediate, delayed, modified,
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on such variables as the severity of symptoms of a subject, the type of
disorder to be treated, the mode of administration chosen, and the age,

wogk a]nd/or eneral health of a subject. It 30 should be appreciated that
S dMiniEtration may include a single daily dose or administrattérf GF207/000010

numbper of discrete djvided dosei* S may be appropriate. I%o%d be ..
B R P ISP 51 GhiaR RN FIR R S i DEHE T ABERCSton
descHiishdehexpe frnaniatiann kanipgsesdgaisibio that:skithahwalihiZidisciBsiwei ¢o extracts
determine an effective dosage regime. (includin jly do, d timing of
e R ST g e
conP S HAN0FR6H Choih] Yujon dbripdimieat Ao weioBitisheofab Wuweizi or
'n\(ga{gggoifs administered simultaneously or sequentially with

|
tr. . ) . ; ) )
ox gﬁemotherapeutlc, anti-cancer, imtnunotherapeutic, hormonotherapeutic

or endocrine therapeutic agents given for gynaecaological cancers such

S..
A commesiion, 1gsirededhestpRantake REABH R | Ry EpLjoutes inchiding
but s¥claphesphamidgatoaetinne iy attng bragentls imitetissohibiaddhtratumoural
doxorubici ditaxel, adriamycin), antibiotics, mjtoxantrong . . .

o R IR TR L DR S O T P st ong Those
skilftudarotiur aeilejlipyrisbldirepenategsifabiinietabbliiesy, foaperitdtiedministration

...(xeloda), methotrexate, folic acid analo ke ites): hor . .
R S e e
onefaresion)thanfiestpegtnsgleto ¥oler Eehirapndioatamsstinmbttmstherapeutic

t, I - ar. inhibi e I, j
ORI et e i casrsens (o
Simﬂmmﬁﬁdm&m' i amﬁﬁngh@q@mggﬁmimw)g;sggl@é}gse@@' orm that
co g#}%? BT RH S IOMN IO PIRES L ANCRND) o RAIRHR Rep MRRARIRI forms at
|

ody therapy (trastuzumab (herceptin). In one embodimenta |
subsé@ﬁqﬁgggi mmgwgﬁgw@%%%t%@ ingiidesthe administration of the two

ageNQHBARAhS IBREHICACRAII NS LATIAMPIieMAT MM 1Y afi OVsrRBHAGHE Pbriods
the invention will now be illustrated in non-limiting ways by reference to

durigh e BHiy ERARPISSE RIERTH SRS RBRATB(HE lich the compositions of the

invention can be co-administered include chemotherapeutic and immunotherapeutic agents,
and other suitable agents known in the art. Such agents are preferably administered
parenterally, preferably by intravenous, subcutaneous, intramuscular, intraperitoneal,
intramedullar, epidural, intradermal, transdermal (topical), transmucosal, intra-articular, and
intrapleural, as well as oral, inhalation, and réctal administration. Additionally, it is
contemplated that a composition in accordance with the invention may be formulated with
additional active ingredients which may be of benefit to a subjéct in particular instances. For
example, therapeutic agents that target the same or different facets of the disease process may
be used. As will be appreciated, the dose of the composition administered, the period of
administration, and the general administration regime may differ between subjects depending
on such variables as the severity of symptoms of a subject, the type of disorder to be treated,
the mode of administration chosen, aﬁd the age, sex and/or general health of a subject. It
should be appreciated that administration may include a single daily dose or administration of
a number of discrete divided doses as may be appropriate. It should be understood that a
person of ordinary skill in the art will be able without undue experimentation, having regard
to that skill and this disclosure, to determine an effective dosage regime (including daily dose

and timing of administration) for a given condition.
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20 The following herbs in a dried form were weighed out and placed in a

container: 10 g of Chaihu, 10 g of Yujin, 15 g of Mudanpi, 20 g of Zicao,

15 g of Baiwei, 15 g of Baishao, 15 g of Wuweizi. Approximately 500 ml
WSﬁ?@&f%W@&s added per 100 g of drifd herbs. The herbs werB4he a7 /H0010

the water for approximately 30 minutes. Following this a decoction of1 the

In oR@ ARRDALIEIB! BreqTaRa By s e Gt A A Y TS e B ARG PR Y
seqaDBEINiRateh 2040 Qpnirdlasti-Ahlig ipi(Gnatexipaiely Hdthoealtbétheutic or

enriched water was rem,ove%from the fontailner and coyfct d. Fulgéhetr

end g iSRS HETED AL By RS LSRR WA BA°RS

[anes,
an amount o

taxcdopel alitates] égual tadthetaneb (int aéericlbep e tnid avdsostmodk cl i ing

0 | ali .Of iched f WV e
S s N O R e
(nocatae p atieone vt (wardhisihg teen eldfato{@a )i toe eaidbiiperefeero-uracile,
pyrxgrggmél'aﬂgﬁi g@m&lﬁ?(ﬁ{t&ﬁ fﬁgfgéﬂ&%&w&&amﬁ,%&h%ﬁ%a%@&% had analog

been diagnosed pathologica he average age of the patients was 48
(ant{3petipltmy herssenphiisraics fuchomnianpstientSNRbredstln piesppgens.
tore(ﬁ&ﬁ’%ﬂi@ﬁﬁﬂmraﬁﬁgsMﬁét%T@G?Eﬁ@irﬁ?sjﬁyﬁ}ia@sﬁaﬂﬁmﬁa@@@strazole

were ER+/PR- (estrogen receptor positive and progesterone receptor )
(ATBie TSR 5 dAB LR SRS U SRS S SoTAGRSRILLHGry £oserelin
(ZoRl@HINI ISR BfidifiMttes aeepidRac g elein ashBR &Y mpibimss )by Estant

manths (1-5 months). According to the methpd ,of Kupperman et al.
(Fo RO AR S BT B OPESHBTEAT SrEB o) A
morvebaansbodndhanenotrieatindicdsicdptimal of Clinical Endocrinology

1953; 13:688-703) the symptoms were divided into mild grade (< 5 times

In Og%aégl ﬁ?xﬁtod‘léo%ggﬁt{gé &Fﬂ%ﬁn@ﬂ%bn%&ﬁ%@simgy RIpRNt was

served after three weeks of taking the TCM‘and the results are shown
hormpifetbrsapettiragrniessrhasiumosiieptémiTh 16 (53%) patients became
mild. The grade of the mild symptoms in 14 (46%) patients almost

Varllisapprareds tk Takigidn RaliaptRpAISYmRO MGy Hnidnsways by reference to

the following examples.
EXPERIMENTAL
EXAMPLE 1

The following herbs in a dried form were weighed out and placed in a container: 10 g of
Chailn, 10 g of Yujin, 15 g of Mudanpi, 20 g of Zicao, 15 g of Baiwei, 15 g of Baishao, 15 g

of Wuweizi.

Approximately 500 ml of water was added per 100 g of dried herbs. The herbs were then left
in the water for approximately 30 minutes. Following this a decoction of the herbs was

prepared by simmering the mixture of water and herbs for approximately 20 to 30 minutes.

An aliquot (approximately 100 ml) of the enriched water was removed from the container and
collected. Further 100 ml aliquots were prepared by filling the container with an amount of

cold water equal to the amount of enriched water that was removed.

The 100 ml aliquots of enriched water were then stored for use.
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Patient Age ER/PR Before After (flashes/day) (flashes/day) 1 41 -/+ >5 <5
238+/+>5<5 341 +/+>5<5 447 +/+ <50 561 +/+<50 664 +I+
Q0 758+1+>5<5 864 ++ <50 952 +/+>5<5 1062 +7+<50
Wﬁff%i“iﬁﬂl% 0 1257 +/-_S50 13 gg +/+ <50 14 52 +/+ > CES¢30 5044010
>5<5 1647 -/+<50 1764 +/-<50 1862 +/+ 550 1956 +/+ >5<5
= ;5 <5 2151 +1->5<5 2263 +/+ <50 2345 +/+ >5 <5 WO

2007/081293 PCT/SG2007/000010 23 24 43 +/+ >5 <5
Thirty female breast cancer patients who were using tamoxifen (TAM) were administered

100ml of a composition of the invention twice per day. Each patient had been diagnosed
pathologicaﬁy. The average age of the patients was 48 (38-64). Of all these patients, 21 (70%)
patients were both ER+/PR+ (estrogen receptor and progesterone receptor positive); 5
patients (16%) were ER+/PR- {estrogen receptor positive and progesterone receptor negative)
and 4 patients (13%) were ER-/PR+. The average time from starting use of TAM to
occurrence of hot flashes symptoms was 2.4 months (1-5 months). According to the method
of Kupperman HS et al. (“Comparative clinical evaluation of estrogenic preparation by the
menopausal and amenorrheal indices.” Jowrnal of Clinical Endocrinology 1953;13 :688-703)
the symptoms were divided into mild grade (< 5 times /day) and serious grade (>5 times
/day). Symptom improvement was observed after three weeks of taking the TCM and the
results are shown in Table 1. The grade of serious symptoms in 16 (53%) patients became

mild. The grade of the mild symptoms in 14 (46%) patients almost disappeared.

Table 1 — Patient Data

Symptoms Symptoms
Patient Age ER/PR Before After
{fiashes/day) (flashes/day)
I 41 ~/+ >5 <5
2 38 +/+ >5 <5
3 41 +H+ >5 <5
4 47 +/+ <5 0
5 61 /4 <5 0
6 64 +/+ <5 0
7 58 +i+ =5 <5
8 64 ++ <5 0
9 52 +/+ >5 <5
10 62 ++ <5 0
11 64 +/— =<5 0
12 57 +/— =5 0
13 60 +/+ =5 0
14 52 +/+ >5 <5
15 48 —/+ >5 <5
16 47 —/+ <5 0
17 64 +/— =5 0
18 62 +/+ <5 0
19 56 ++ >5 <5
20 47 +/— >3 <5
21 51 +H— >3 <5
22 63 +/+ <5 0
23 45 +/+ >5 <5
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20

25

- 3 timaprsvdarer SroaktapfRatifntkeppelivd ey O

2554 +/+ >5<5 26 44 +/+ >5<5 2758 +/+ <50 28 40 -/+ >5 <5 29 52
+/+ >5 <5 30 41 +/+ <56 0 EXAMPLE 3 68 breast cancer patients
_ sufferinﬁ(i hot flash symptoms (caused by hormonotherapy) 3 times per

WB%}D&{D e were given a composi%i n of the invention or a Fﬂg@@&} 7400010

double blind 5 randomized trial Patients were qrally.administered 100.m|

240f a_composition of tH8 inventipn, 3 tifies per day for T veeks. 66 patiehfs———

25completed the study 3f these|66 patisfits 33 teceivedh compbsition &>

26he invention while 33%eceived a placHiio_Patients rechided the. . imb&p N
270f hat flashes, per dag$or | weék befofdfreatment bega®_This récord was

28)sed as the haselind$o appraiise the Tfiprovenients in“dtcurrente and =2
ggSﬂLQLMLhDéflasheézand in 10 imprr’f‘(/ﬁmpnf i Blppth hod.__<2
30kupperman réferred 44 ahove lwas uséffto recdrd the Zverity. of hot 0
flashes: <_ 5 times / day = mild; > 5 times / day = severe. The distribution
of the two groups was similar in terms of age, body condition & severity of
Ex hetfiaghes. IMPROVEMENT IN HOT FLASHES SYMPTOMS 15 In the
placebo group (33), 69.7% (23/33) experienced no change or effect and
the remaining.. 30.3% [ ' ' mRim :
68 %eéi tr((—:';a e %%?Ig lsj FSJU%%%B{%%Q?‘%/? 14%‘6&%5&@%&%%{?%%%% ge or eg‘gic? times
per d2yAwoior 88 giveerdamsepPstine ¢bithe otiaNesmprripleasdeéiafinnble blind

randopnaea R3)p 160t HasHEs 2OiRY MRS A AR AT &SNS of the invention,

2007/081293 PCT/SG2007/000010 24 Grouping * Kufpﬁ)erman score
these 66 patients, 33

received a composition of the invention while 33 received a placebo. Patients recorded the
number of hot flashes per day for 1 week before treatment began. This record was used as the

baseline to appraise the improvements in occurrence and severity of hot flashes and in

* improvement in steep. The method Kupperman referred to above was used to record the

severity of hot flashes: < 5 times / day = mild; > 5 times / day = severe. The distribution of the

two groups was similar in terms of age, body condition & severity of hot flashes.

IMPROVEMENT IN HOT FLASHES SYMPTOMS

In the placebo group (33), 69.7% (23/33) experienced no change or effect and the remaining
30.3% (10/33) experienced slight relief from symptoms.

In the treatment group (33), 42.4% (14/33) experienced no change or effect, 42.4% (14/33)

experienced some form of relief and for the remaining 15.2% (5/33), the hot flashes

symptoms disappeared.
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Gradual Improvement 0 1 2 Total Grouping control Count 23 10 33 %
within 69.7% 30.3% 100.0% Grouping treatment Count 14 145 33 %
within 42.4% 42.4% 15.2% 100.0% Grouping Total Count 37 24 5 66 %
W{itAME8 136 36.4% 7.6% 100.0% Grouping Symmetric MedS(HES 287000410
G Asgme.KStd. A%E)rox. Value Error(a Jr(b Approx. Sig. Ordinal by Ordinal
"EETma B85 Y75 S I8P EE M6 VAT 48 86 a Not assuming the

null hypothesis. b Using the asymptotic standard error assuming the null

hypothesis. Therg is an obyious impkemermentdsrdhe treatment group
(P=0.006). 10 IMPROVEMENT INsR&& kpéveeeLEEP In the plagebo
group, 60.6% (20) experier|Ced {o chemge;white39:4%6(13) segs af
HRPFOVEMERt--S seigmg-qa ity
Grouping  control Colnt 723 10 33
% within
) 69.7% 30.3% 100.0%
Grouping
treatment  Count 14 14 5 33
% within
) 42.4% 42.4% 15.2% 100.0%
Grouping
Total Count 37 24 5 66
Yo within
) 56.1% 36.4% 7.6% 100.0%
Grouping
Symmetric Measures
Asymp.
Std. Approx.
Value Error{a)} T{b} Apprax. Sig.
Ordinat by Ordinal Gamma .553 170 2.738 006
N of Valid Cases o6

a Not assuming the null hypothesis,
b Using the asymptotic standard error assuming the null hypothesis,

There is an obvious improvement in the treattnent group (P=0.006).

IMPROVEMENT IN QUALITY OF SLEEP
In the placebo group, 60.6% (20) experienced no change while 39.4% (13) sees an

mmprovement in sleeping quality.

In the treatrnent group, 36.4% (12/33) experienced no change while the other 63.6% (21/33)
experienced an improvement in their sleep quality. These resulis are statistically significant

(P=0.049).
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15 In the treatment group, 36.4% (12/33) experienced no change while
the other 63.6% (21/33) experienced an improvement in their sleep

These results are statistically significant (P=0.049). 20 WO

uality.
OGBS PCT/SG2007/000010,25 Case Processing SfHgr7/000010
Cases Valid Missing Total N Percent N Percent N Percent Grouping *

Cage R8s WL 2.99% 68 100.0% Effects of Sleep Grouping *

Curative Effects of Sleep Cross tabulation 5 Curative Effects of Sleep 0 1

Total Groupinf control Count 20 13 33 %aasthin 60.6% 39.4% 100.0%

Grouping treatment Cop 12 21 3

aYaVA

B Y% Wikhigimb 4% 6376% TOGRY6

04 L1 [

Effects of Sleep

1 TP ST Y ) QA Llrrnit s A40Q. 042000
Grouplng Tota bUL“ TS o'ﬂ-el\_)cLeJntWI nm l—ﬁo.a 7 dﬁél%elf‘{tlk -0 /N Percont
Grouping * Curative
66 97.1% 2 2.9% 68 100.0%

Grouping * Curative Effects of Sleep Cross tabulation

Curative Effects of Sleep
0 i Total

Grouping  contral Count 20 13 33
% within

) 60.6% 39.4% 100.0%
Grouping

treatment  Count 12 21 33
% within

. 36.4% 63.6% 100.0%
Grouping

Total Count 32 34 65
% within

. 48.5% 51.5% 100.0%
Grouping

No patients reported any side effects. Heart, liver, kidney and blood tests were all normal.

The data above show oral administration of a composition of the invention improves the

symptoms of hot flashes and improves the quality of sleep for breast cancer patients.

INDUSTRIAL APPLICATION

The compositions and methods of the invention may be used to treat or prevent climacteric

symptoms such as hot flashes.



Grouping No patients reported any side effects. Heart, liver, kidney and
blood tests were all normal. The data above show oral administration of a
composition of the invention improves the symptoms of hot flashes and
improves the quality of sleep for breast cancer patients. 10 INDUSTRIAL
APPLICATION The compositions and methods of the invention may be
used to treat or prevent climacteric _symptoms such as hot flashes. 26
WHAT WE CLAIM IS: | . A composﬁﬁ)n comprising Wuweizi or an extract
thereof and Baishao or an extract thereof, in combination with at least
one of Baiwci or an extract thereof, Zicao or an extract thereof, or Chaihu
or an extract thereof. 2. A composition of claim 1 further
WHeGpEISIhgMdadanpi or an extract thereof. 3. A composition of claim 7 or 2
further comprising Yujin or an extract thereof. 4. A composition of claim 3
1. COmRAzipkR) abepkave Wokwsighthto.abouh 123 WraNgight.af,Chaihu
extrfd SN ACLnRRa o Rk BROIL A Y tdty eight) g, @%t%ﬁl R eight)

an AL QLR SEAIRLIR ) #BAUESY (dry weight) to about 15% (dry
weight) of Mudanpi or an extract thereof, (d) about 12% (dry weight) to

about 20% (dry weight) of Zicao or an extract thereof, (e) about 5% (dry
= weibﬁi’}’t%“é‘ﬁ‘Sﬁt“f%%‘(‘d’&%ﬁ’@ﬁﬁ“é‘Pﬁ‘éﬁd\éﬁ”BF‘% A LECHBBTET)
about 5% (dry weight) to about 15% (dry weight) of Baishao or an extract
thefesfinpnsdi(g)dbim 5% U fyriveaightyiosaotitildes (o e wveightjcof.
Wuweizi or as extract thereof, or multiples thereof yet retaining

4. APRRSHRALSHRIOMONEONaIKYmBrAngomposition of claim 3 or 4 wherein said
(2) COmPRSHION GONRIIse AR 1Dy Wwaight} ef&halhu, aloust Q2% dry
b) Welgtk ety idip wabho t@ai%%l(gﬁ‘%v@]ﬂhge@éhﬂ of Yujin or an extract thereof,

{c) about 5% {dry weight) to about 15% {dry weight) of Mndanpi or an extract

thereof,

(d)  about 12% (dry weight} to about 20% (dry weight) of Zicao or an extract thersof,
{e} about 5% (dry weight) to about 15% (dry welght) of Baiwsi or an extract thereot,
{f) about 5% (dry weight) to about 13% (dry weight) of Baishao or an ¢xtract thereof,
and

() about $% {(dry weight) 1o about 15% (dry weight) of Wuweizi or an exiract

thereot,

or multiples therenf yel retaining spproximate proportionality.

L3]

5, A composition of claitn 3 or 4 wherein said composition comprises about 10%
{dry weight} of Chaihu, about 10% (dry weight) of Yujin, about 15% (dry weight) of
Mudanpi, about 20% (dry weight) of Zicao, about 15% {dry weight) of Baiwei, about
13% (dry weight) of Baishao and about 15% (dry weight) of Wuweizi or multiples
thereof yet retaining approximate proportionality,



Mudanpi, about 20% (dry weight) of Zicao, about 15% (dry weight) of
Baiwei, about 15% (dry weight) of Baishao and about 15% (dry weight) of
Wuweizi or multiples thereof yet retaining approximate proportionality. 27
6. A composition of any one of claims 1 to 5 wherein the plant material is
in a dried form. 7. A composition of any one of claims | to 5 wherein said
plant material is in a fresh form. 8. A composition of any one of claims 1
to 7 wherein said composition furthél comprises one or more
hormonothesapeutic agents. 9. A composition of any one of claims 1 to 8
wherein said composition further comprises a pharmaceutically
acceptable carrier. 10. A composition of any one of claims 1 to 9 wherein
6. said extrpectiiswstantialll adnaterextantod.hisa.of atempRSiionried
forneomprising Wuwci2i or an extract thereof, and Baishao or an extract
thereof, in combination with at least one ofBaiwei or an extract thereoff.

o Zicgpmg( Bextract hgﬁgg;cg\%gsapgj o r;,%xtr%% tkilereof Yu;in or
" exti ﬁg %ﬁlor‘ ereo 4 ?

Ph t matenal 1s it a iresh
- extract thereof. alhu or an extract thereo , INnthe preparatlon ol a

“Medicament for reducing the frequency or severity of climacteric
symptoms in a patient. 12. Use according to claim 11, wherein said patient
5. is SRIEEREATEIR FhEY TP ChISsTing DR ket premesibpdushror
COMPIETH PAtISAIRG AR SofIMYy symptoms caused by
drug-induced menopause or surgical-induced menopause wherein said
9. drug-ipdiesisnefapacsedScmenopausekauysechiycahpramherapeutic,
conffiliceantermifemisapinetapebiic;aharnonotherapeutic or endocrine
therapeutic agents; a patient with a gynaecological cancer wherein said

10. YRecRlRAIeRLGAGS IR RisAsh. oY ArlaN,RAdeTIEl At S5 GAL AL KRG L
warSPGEr, & patient with gynaecological disorders wherein sai
gynaecological disorder is endometriosis; a patient with hysterectomy; and

a patient for which Hormone Replacement Therapy would increase the
11, risk%‘F’ of a composition comprising Waweizi or an extract thereof, and Baishao or

an extract thereof, in combination with at least one of Baiwel or an extract thereof, Zicoo
or an extract thereof, Mudanpi or an extract thereof, Yujin or an exiract thereof, or

Chaihu or an extract thareof, in the preparation of a medicament for reducing the
frequency or severity of climacteric sympioms in & patient.

12.  Use according to claim 11, wherein said patient is selected from the group
consisting oft a nanral pre-menopausal or menopausal woman; & paticnt suffering
symptoms caused by drug-induced menopause or surgical-induced menopause wherein
said drug-induced menopause is menopause caused by chemotherapeuric, anti-cancer,
rmunotherapeutic, hormonotherapentic or endocrine therapeutic agents;  patienit with &
gynaccological cancer wherein said gynaecological cancer is breast, ovarian, endometrial,
cervical or vaginal cancer; a patient with gynaccological disorders whersin said
_gyvnaecological disorder is endometriosis; o patient with hysterectomy; and a patient for
which Hormone Replacement Therapy would increase the risk of



28 gynaecological. cancer onset or relapse, and wherein optionally, said
climacteric symptoms of said Patient comprise at least one of hot flashes
and impaired sleep quality. 13. Use according to claim 11 or 12 wherein
said medicament is to be administered simultaneously or sequentially
with one or more horrnonotherapeutic agents. 14. A use of any one of
claims 11 to 13 wherein said medicament is to be administered as a
single composition. 15. A process fgﬁpreparing a composition comprising
the stcp of obtaining a herbal extract from a solvent containing Wuweizi
or an extract thereof, and Baishao or an extract thereof, in combination
with at least one of Baiwei or an extract thereof, Zicao or an extract
gyntheregicgc@haiinst ardxtractthedestii 6popitigessdatietaimrib wherein
sympénchsof\seitl faiithe conptang Mutanpbdharfiesiraahdhepanbd Lk JUEBERSS
of claim 15 or 16 wherein said solvent further contains Yujin or an extract

13. the(eQfis. A Pcess:ef ANy 996, Rl claims 194 l7.wherein about 20
simARRML 00, ADOUL 290, aﬁ%@@@&@%é@%g@e&é&%&’ a9§§t 600, about

700, about 800, about 900 or about 1000 ml entis d per about
100 g of plant material. 19. A composmon comprising Chaihu or an extract

14. thefégfe?ﬁﬁ‘?ﬁ’&”ﬁﬁ SHRe! HersoY REHA R aiicasas fidieof, Zicao or

admpi S5Frd) &¢ P& CBEREIBT-an extract thereof, Baishao or an extract
thereof and Wuwei7i or an extract thereof. _

15. A process for preparing a composition comprising the step of obtaining a herbal

extract from 2 solvent contsining Wuweizi or ap extract therecf, and Baishao or an

extract thereof, in combination with at least one of Barwel or an sxtact thercof, Zicao or

an extract thereof, or Chaihu or an extract thereof, .

16. A process of claim 15 wherein said solvent further contains Mudanpi or an extract
thereof.

17. A process of clalm 15 or 16 wherein said solvent furiber contatns Yujin or an
exiract thereof.

18, A process of any one of claims 15 t0 17 whoretn about 58, about 100, abowt 200,
about 300, sbout 400, about 500, about 600, about 700, about 8§00, about 900 or about
1000 m! of soivent is added per about 100 g of plant material.

19. A cornposition comprising Chaibu or an extract thereof, Yujin or an extract
thareof, Mudanpi or an extract thereof, Zicao or an exwact thereof, Baiwei or an extract
thereof, Baishao or an extract thereof and Wuweiz or an exiract thereof



