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WD 2007/ 081293 PCT/ S&007/ 000010 COWPOSI TI ON FOR

TREATI NG OR PREVENTI NG HOT FLASHES AND USE THERECF
wobdszDs133 THE | NVENTI ON The invention rel ates POT/8G2007/000010

conposition and nethod for treating or preventing
COMPUSITIFON FORSY RESATING OX0 PRE VRN TINESHEF: Fmrsqms AND USE

I%;;artl cularly, the invention relates to use of

RBBOK onal = Chi nese Medicine (TCM to treat or
prevent hot fl ashes. BACKGROUND TO THE | NVENTI ON

Flﬁi Niﬁﬁ@?ﬂﬂﬁ'are rel ated to endocrine, somatic
ol ogi ca anges that occur at the
term natl on of the reproductive period in wonen.
Thejnveniererelatessy apoompesiting land eretlvd fodtreatingror pnoentifg Hlahacteric

sy part Mok Bt D e R s, PRl s readitiona

ChsiegMe ettt (TONS O et br @ocenpabflaséd.| st hot  fl ashes
are nore comonly aSSOC|ated wi th natural nenopause,

the can_al so be caused drug-i nduced nenopause or
é ROYNDEQHE r@h H, Nat ural nenopause i s due
to the natural phyS|oIog|caI senescence of ovaries
Chhﬁ@fen@‘éﬁﬁiz‘ton%%ré!%@d RXRRLESRE SSmATe A ? ogical changes that occur
Drug-i nduced nenopause coul d refer to patient %
at the teemmangn of éwatrqnmducftme pangoj/ nawgmlemg Ctiglactecigsgmptoms include the
.ovarian vagi nal ) or

br east cer r
ooqugrencs qf }8§ﬁ3§@%l a%gpyd? ggp?ﬁﬂcq%ﬂ?%ﬁyestrogen and
progest erone secretion nust be blocked to stop the

ThélbcRasaccSofHo0 §adRs iIDWomePt AR eARE SighTan CHERN Hrtne |'}*Jaﬂ1$ Whilst hot
breast, ovary, endonetrial or vaginal cancers can

flashes arggagte somamanly ass9@ated Siithgyanakmergpepyes theyeapielse émcaused by
drqumM?:%d Hé%%alﬁ@bt §L)r b1 fﬁﬁﬂce‘%ﬁﬁé GlseSensi tive. For the

strogen sensitive ncers Suar therapy (al so
cal | ed chenot herapy) is a hornonotherapy (also known
Natasa mehmopause it dierta plyd nathahghysiological cetdsoatce @ff owarids that every
ot her anti-cancer treatnments (other chenotherapy,
WO?‘&’&IF%WHSH?"‘S%FE%?@?S' etc). For non-estrogen sensitive

cancers, the usual therapy does not involve

rd@othﬂﬁ’&@trﬁ@fo@%ebc@hld refdr ‘F@Qatfeﬁts' 188ei Pilg ieRintet for a gynaecological
anti-cancer treatnents 25 (chenother apy, radi ation,

Cans;@r(g@ﬂ% enslogyetriatyqsircighl, 9vart§tmsi>g vhgidel et faranygansesologival disease for

| ashes_are induced t her.a
whith YSedi2h an p RIS ERE SabBOHOR Y blodkéa 1 SaB MRS S Bloeression.
hornDnotherapy WD 2007/ 081293 PCT/ SG2007/ 000010 2
Gyragedlofioslraanedri uchrys birsasglosaryl&ftbnidridltdd@aginal cancers can be estrogen-

sens1¥\r/]ea (%(s:t(r)cL g%%l rggéptodr!s ggergrgsre%t 1Snut%12 tuaniorecreﬂg)ncﬁtr{olnoesstrg gen 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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for which estrogen and progesterone secretion nust be
bl ocked to stop the di sease' progression. Thus,

WO dooa®si2os nduci ng nenopause coul d be referred POI/862007/000010
chenot herapy, anti-cancer therapy, 5 imunotherapy,

Such QbARSHNHRRIINY aWo @REGE 'otRes bieleddlygicaUdigbdels-Judh 4§ @Hdometriosis
menopause reéfers to nenopause caused by hysterectony

for (vhishyieetzazen epash arogestorense soereliars ynysér borhiegkefiofo stop the disease’

r%¥é{ ﬁus gynaecol ogi cal reasons. These include
P ol'erabl e periods not controlled by nedical neans,

fibroids, endonetriosis, prolapse, and malignant or
Thugrdnmgb’i igdanitg oleappse obultl fve rerfbﬁedrm ascarewmiotharapygaatiycancer therapy,
.Hm£¥s&ereck§gg egg either pe to where 10 both the
1 eiEery BRPSEaRY 8 FAGHRY e“@ sub-total (where

the main part of the uterus is renoved). Ovaries nay

Surgdiéal SRS Ed MRHofkdusé refeRNoNAdnophuseadiByRitby histerestoftly @0igical removal
ovaries are conserved, they may continue producing

of theaterpR@stiornedior varipucgyrassoiegicsl fersensyFhese inplade nﬁelmble periods
not %gﬁmﬁ ed[’ﬁgol%&iéa {r?(%ns hey gg@s‘/ &d%&e&%o%?st‘ Cérljé%gg%{é?g&] SRalignant or

rng an ear
prenifdl\ilgﬁam harpesof ﬂ&pﬁtemsy\r:drhm ror bvaryy e@s&réoairhxam gitlidide total (where

h terectony when synmptons of qestrogen deficien )
boﬂwgy heRd e areemeved) ahauisntyl (oherd theralgpathph the uterus is
remdvRH). arfel ﬁe c§n§e?@edu & 8kh n@ﬁf UP?%{S‘ﬁerdaW oR4'0P b ovaries are

estrogens a estroge s conbined w progest er one,
conserverbh;}tememay @ga'nsue iHovee g, hctrhrmnasen théir efhtcnmyiegsmamer until the

r—?l)zr non ement Ther a y has .been shown ted,
TOImE, ASQsH Iae ?fh orHhyX PN s g hPTBF ST HBa“ expecte

1ndu51'n§k arPfeafly NABEAYIASK . CahisC AL eervén MRbs twithivt PestyengeRlowing the
have not yet been tested, they are al so suspected

hyst@tctgmwszrhqag spmgtomly eff odshogesadefidient s aybesaticst  as t hey
are believed to bind the sane estrogen receptors. The

The 81 C({ org??re?t%xenlt'@ £t§ ltfcgrgg)it glgsh% LR ubd Mo%ongttherapy such as

consensus over

estro@é@svaabren estrdgﬁns/\&ﬁ‘ﬁblne@ Rathregesteyorieher pnytédstrug@soﬂowever the use
theories seeking to explain its aetiolo

of esigpgesys %%%%Bel’lﬁe@nw iTherapy (HRJ) has %%ééowﬂ @yah%?‘éald Health
Orgagﬁsgﬁ%xggg He &8 ?&’cr%a'se ?ﬁer ﬁstJ y?geéﬁ)(%lg%? PORER. (Xﬂ‘ﬁfsf ﬁﬁlﬁgestrogens

erone as a res I'ning or
havedios yﬁrbbedtewé,rﬂhayr afelaisd suspectdd of dassikg awimildratcreased risk of cancer

fluc&)Ie ag g ne | evel s are at | east part of the
as thpy gehreRevedde Ainddhe sipe GRFPECRERIROEhent  t her apy

reli eves the synptons of hot flashes in nmany wonen.

The é‘r.'&‘i’&%’l%ﬁk of ﬁﬁcﬁr&ﬁ}ﬁﬁﬁ%’ oF AT BRs i k@ﬂeﬁtc@’b@r}?ﬂnﬁhé th%k of consensus over
phenomenon of ashes. Many nenopausal and

its provalenvenopamea) abaten byhiermbitimdsf tlargeies beskirgstoreaplain its aetiology.
r.i.ence hot 30 othe

he GRS aBur befant DneEoHbEn e kabea il e fiicny ngirculading

horm@néedtidgét afd prapReRroNe) 299 ¥ds0R bR AclinGl H@80ead88d4h 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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excess. Signs of estrogen excess or estrogen dom nance

i ncl ude wei ght gain, breast tenderness, heavy
woreousszas fl ow and erratic nood swi ngs. Hot fPeER€%07/000010

are a conpl ex neuro-endocrBne phenonenon affected by a
excRT iAo rhtrd AMl QloSss driShoitnWnfittinct RRUNHY e t%a_in, breast

expectations and enotions. The w de range of stinmnuli
tendefreess, heawygeenssufl flewiand efratic ineod swingst s to the

mul ti-factorial nature of hot flashes. Common triggers
Hotlg%]gl%;eg%ﬁe:ea coz'r? 1%% g]:ﬂ?r g‘%nd\lc}g%r%egpreﬂreﬁg 8 oq’{eh elgc?eléi’nb allsjaagr%et of factors
inclidibg 6aahauihts, Repétstions Al embEonsAThE Wade expt anainginthhotrigger

hot flashes is that they are tri%g{erglg by a brief but .
flusigg fethenateniaiodhe aujltirdadierial natire Hhob Hashes. ¢omarondriggers include:
spicg?mhe %@ltdffrﬁ(s,szﬁ&ﬂdigsu %nt, chiFeilf QBs! RAtwddRld?. 16 1R saunas,

nd 10 progest erone 5 ay a role 1h tenperature

tobacegariddtheatnd” tlowdoes., the rol e of these two hornones,

or a multitude of others, in triggering a shift in the

ody's thernore ator.y.centre is. not ..knqwl..,S
AncRE belate R AT C AT Lo aY UGl Pt FigBoisd pY B Py dgp downward
adjushhesht HEGE bBdNgint@H el tsmPbrat@s bdteGIe T i8 keoWh AR Dol @RBgen and
cause a w thdrawal of naturally occurring opiates
progegigene ey mole infemppiefira regilatiop lewaves; tharele @4 these two hormones,

| ’ . - Rl | .
or Rl OB ARSI i, AR5 PG Ok s o
knows! Sodgersekchiihdpasi eliamet flashesimay be tégdentd Whasdadinidgutvels of

data froma recent study (refer to the National ) i
estrqgeg apd progsstexonpicaser? Withdpwe ofmairalhepseurggemates (chemicals in the
R e

- progestin (al so known as progesterone) therapy in

Studiesringieats Hiat siehilizatia ef eitheovairoghmor plogeserone aamminimiize hot flashes

ropably incre the rj of n ol Qgi c ncers. .
but G RO BT SRR it NP L ROBE 1 B gy their
Worhfels SRAGY R viewbBat thdben&Ré ARPrisks P UicAbpARal RsinfoasMefapy) using
tonics. The tonifying effects of these herbs are nost

estragienr plug pdnlwsﬂim '(€tl$ﬂel;_ | mg%meeswmpﬂwhmlﬁx inggennpaused wegien have
shosdF e B Brab b B BRSO, e ROREN Pheoms

Her bs commonly used to alleviate hot flashes include
A mirhtsee lof pretliofifal phmtsheedbort centubias b iddigobe culyuredhave gained

repugq%ggqs gq’ %%a&igg%;snlg&t%nmg@fé% lplf - gqr %g% arsf’iatgcﬁj’satl Qiigfyl Au% to the
pres@{e&eétr?? ?%@é%‘?‘?gi?sg 3? w%l%@%‘?@ﬁl%k‘%hitfe@%ﬁﬁ\ﬁ#gﬁﬁ? ?‘gi"ﬁégé glands and

other area In whic
incraseblpeé floivso ftid pelvicrggatseHotbh epmponlyanted-to aleeate hot flashes

L R R T
liquGRRC&EsabSilld¥hd BEE TP But b bERARE tﬁewpx#ﬁoégam\gem

The use of chenot herapy, 30 anti-cancer er apy,
gynaepgtogiot] vencepy hasort ryehbeehdnegstigased.endocr i ne t her apy
gi ven targeting gynaecol ogical organs, |leads to

Anottdf &8&' fh Whieh Bt ﬁgslheg’ iagees'eglfl {sefghgw%%cc@xeﬁl%ﬂ{:egp% %tﬁ%&nccer 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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WD 2007/ 081293 PCT/ S&007/ 000010 4 synptons which
i ncl udes hot flashes due to the very |ow | evel of
wa@Roocio8eebs ng hornones. The persistent hot fl aBtiESGZO®000010
to drug-induced nmenopause cé&n last for 2 to 5 years
i Ral.r: pfe | | agi
syrr?;;a{ﬁrgg A rlJcal} linéln ess }g):(!. Eeﬁa%lﬁéé d%;rt(g {Sh’e%te}:])gloqulgea%? cﬁgﬁlﬁﬁ'ﬁg hormones. The
perbiseat o2 Mlasliee due &Sd@l@andliceﬂ aienbpaskesn last fone tof yels and impair the
focuses to inprove the quality of 5 1life in
%&%9@%@”@§W¥§Vﬂ8§W6@Fmﬁ§HP€ﬁW§g“ﬂgyfor br east cancer
patients, the treatnent of hot flashes occurring in
Thed bR tr&%ﬂﬁﬁﬁéﬁr@é&i&x@lof HoRMESHeS i SncPofdhd fdchststo Bﬁ?’@lv@ Me quality of
and as yet there is still no effective nethod

lifedn igynagcolagicaHempenmatiRelpl acement Therapy which is the
only avail able treatnent. Hornone Repl acenent Therapy

As 'f(f ﬂ}g%’g@ ¥ rcf:rﬁpga%%l? o%//vt eot% glﬂixgrbqlhﬁ?ﬁ%%?%g %xin cgﬁ)éil g,g/naecologlcal

cancer3 ¢es dﬁﬂbdlSproSkéﬁfarSEdse}&t theee ﬁsﬁﬁlnb@ﬂhhwrptﬂhom of control as
inhibitors can_ i nproyve ho&’P she ut the | 3%est
Homnens; Replagsmgnt m&ramh@wm bl e {rgatment H{ormone Replacement

Th%%ﬁ'&aétho%feverj}f?{aﬂ? Rehde frﬁﬁ’c%%@d’b@ca%g@ﬁtcéulﬁ%ﬁﬁxﬁéte u@r@afw&%d

here 1s”an 1 nval uabl e wealth of know edge that
multigpdicitégrofthecmst cmed: dells digphe m@tlurs &-TH re-apsaptianonhibitors can

S T e S ORGSR et

horﬁfonﬁﬁl%%eﬁ[@aééﬂ@\éﬁcﬂ & tahdRifkh epANBNt of  hor nonal
mbal ances i ncl udi ng nenopausal syndrone, msnstrual

| rregularities, regulation of climacterjc syndra
Thegp é athiavalpable wealth @f knogrledge thaidias begn devigloped through | the use of

Traﬁ&%glséﬁ Pgﬁgz\;[%? Ql%r o Hé 155@‘5 r‘éﬁ&ﬁ@g%ﬁgg % & | ar ge

er o exa €scri bes the
use of an 11 conponent m xture for curing nenopausa

The2keHf I&dm@ﬁﬁtmlﬁl\tbﬁﬁ%ﬁ@ adbsger\i'dmg/ offterbssee khown &3 the treatment of
menst ruati.on

conpon m Xt for
horgI8gbB PO Tb PiEs Teropdsel By TR drTeEkiSs, weulation of

lirh i Yiodes.aanefibditent Of cahesrml e hornonal regul ation
CIor o%rygcé)nent and rEP f2621cf0 descri bes the use of an

18 conponent m xture for the treatnment of hornonal
Howgvrp thass, colmpositiging gmraltms@h'p rﬂefp@ﬂe@lf adarge nambercefiteghsn For

cx B RTS8 R P B ORaR ARG B A¥opmsa

syn&fon@) EINI44077 @3Erikasithe u§ee(5f aciﬁétﬁﬁp(ﬁﬁﬁt! fﬁﬁdtllu‘é For regulating
pratense al falfa (Medicago sativa) licorice
mensgugden, LH6238 Yl 7dsseribes 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
« Dblack cohosh (Cimicifuga racemosa)
o dong quai (Angelica sinensis) or Dang Gui
» red clover (Trifolium pratense)
« alfalfa (Medicago sativa)

« licorice (Glycyrrhiza glabra)
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WD 2007/ 081293 PCT/ S&007/ 000010 5 Korean gi nseng
(Panax ginseng) wld American gi nseng (Panax
w@ioigsebdl i us) Kudzu root (Puerariae | obatapCT/36®07/000010
effects of these phytoestrégens on gynaecol ogi cal
canecer : . investigated. 5 It should
be a%ﬁ?%gﬁg%ggﬁ ’F%‘te "tq%zlgﬂse of herbal conpositions can
have unwant ed side-effects. These side-effects are
exacitd Aaieeidabyinséng (Farwofuilguefeliys) epar at i ons
contai ning a | arge nunber of herbs which increase the
i ?gl | hood @Jwat cert%im unwanted effects will also be
badSEUdROk ”e’faﬁlé’eé%\bfl ht. As di scussed above, it has
recently been determ ned that the use of HRT provides .
Theaffeealdfthdst phytodfrogenst drogymanculagicalearders hayeinot ySihehn investigated.
i ncreased risks include breast cancer (Warren R et

It s}g)lfu%cgpe gpsi{;{ac%%tg hgggafg_%e n%%ﬂ%(%pﬁ)%%ﬁf%%ﬁﬁag% CaS/IE: Hé{;v%étﬁd side-effects.
Thergée)gléé-%féc),t's 28 %x30thatéd By BRdse KENERE Bilparatfons'ddataififg a large number

pl acement therapy and risk of malignancy." Current
of heyhisnilush inere@bsthedikelifod t@trv@ﬂ@lndwaz@%&ff??siys will aksogpe passed on to
Timns J.K. "Current issues in hornone repl acenent
the p3fIgliny . New Jersey Medicine 15 2004; 101(3): 21-7)
Thus, there is a significant advantage in being able
As diScieéd 4Host 6 ha reaaile deentetetained thabtheaise of HRAgirbwidas @ health risk

menopausal synptons w thout, the side-effects o
to thase omanreed ag it: Spehdacrepsed kg iueqlg;ﬁ:’ brpgst cangpt(Warren R etal,.

« habi Lglgr) Ol Rgimidhes i
R R T
Endoorinslagy BO0L3GEA8R30T;DinmastKandaialitsrh 4 Slegmensteplcement therapy

cancer cell growth and 20 capcer .relapse. ,lt | 8-
andaw@?wﬁ%ag&%ﬁm@%@@%ﬂ Hhsiisoah %5#6%’&?%3@3#5@% 5
Tinfg{lso.’EKq eCﬁ'rrﬁﬁ RRA& ih 'h@ﬁn&ﬁlﬁtegla@&ﬁéntﬁﬁéraﬁﬁﬂ NeVensy Mghese

nown phytoestrogens and that can aneliorate, treat
2004110p(3wdAT) clinmacteric synptons such as hot fl ashes,
or to at least provide the public with a useful

mug%gq‘?ﬁ@ﬁf@it%aﬁ%dg%%‘égeg F85e Qnglg % hah ek atrﬁedice%m?nt that is able to

econe apparent from

amdl1d@atk &l dnOpasl hPtvitheutihé sideiesfedts o€ inchsasedaganoér risks. In
exanmpl e only. SUMVARY OF THE | NVENTI ON O]e .aslpect .
addisiony theesems adwaniessi it besn VetRpOnSidRGnEERI S logiFalappnoer-patients for
i s 500 S0fa- | ptell growth and
woiBREEE R0 S PR TR A BB Fbafepta v o
canéetirelagée. t her eof , Zicao or

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 ameliorate, treat or prevent
climacteric 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 extract thereof, and Baishao or

an extract thereof, in combination with at least one of Baiwei or an extract thereof, Zicao or
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WD 2007/ 081293 PCT/ S&007/ 000010 6 an extract

t hereof , Mudanpi or an extract thereof, Yujin or an
wexiaoragt29s her eof , or Chai hu or an extract thePe€D8G2007/000010

Anot her aspect provides a éonposition conprising

haihu or an

on e eredf Mol 30Bacf AR BRNSE an e RlcE MR TS: C
extraanipmeoft i on i s a pharmaceutical conposition further

conprising a pharnmaceutically acceptable carrier.

Anoglirtpg &géqﬁ;gg{o%ﬁj\ers % éﬂ%@&& 1?%?5r%én§éé ARG Y{xjnn %&danm Zicao, Baiwet,

ses ohe “or
Baidhab ARO W ikeEidPGktrEcta gRAdS. The hor nonot her apeutl C
agent maybe tanoxifen (TAM. 10 In one enbodinment, the
osition is, adm njstered siorrul t aneou

Pre%@@rrf»e q %ﬂmlgp%qnﬁs a PhaRCrEIcE M?%ltl%ﬁlﬁ%%faﬁwﬂsmg a
lin{%qgé s,r gﬂﬁﬂlécmﬂef nonot her apeutic or endocrine
rapeu gents used for gynaecol ogi cal cancers
such as tanoxifen, taxanes, taxol, paclitaxel
Preﬂetrao’(ektchtsjm@tm@lxtrQQtaxot ere), cycl ophosphanmi de
(docettaxel) al kyl ating agents (mtotic inhibitors),
doxo | ci n
in ofy? 3o SRMoNOR somBHis YRS Borp At ek ipic agents. The

honﬁbﬁkﬁﬁer@b@ki@ldgbﬂl&néyﬂbd@hiomfbﬂnhl‘m}vl)or s), fluoro-uracile,
pyri m di ne anal ogs (anti rret abol i tes), capeci t abi ne

el oda) hot r exat e, |l ic acid. . .
In opa A REposbicabahs ﬁ%laosﬂr%lﬁa nigtered aﬁﬁ*‘@fangﬁl?w g sequentially with
chexﬁi Fatpfeﬁ‘ix‘c Ghaluade &)nmmféﬂie'rﬁ%hﬁ@ gﬁ)?ﬁonoth%ﬁéﬂtfc%%nﬂocnne
ares anti estrogens, letrozole (Femara) -
therapantiatagens usdd foi gprascolagissltaanews such(asAaherifiay jaxanes, taxol,

R T N

(mlﬂoﬁe i HibReS), db)%éfﬁl’)i@id @le(alxéy ra&%ﬁlycmj- ldﬁilr’blbﬂ&ﬁ, bhto&ﬁﬁtrone
ful vestrant (Fasl odex) sur npect o

(noveoee), vinprélbine l()maefg&)uned,a\n@@ gka @1&@1 ?mtt@wmlbﬁg%c flyprgiuracile,

pyriig ljé]gt%g : %h f?ré‘l% ﬂ'%/?\f'l%ﬂ{lfi L Uz lrjg&?o 1(1Q g{e‘f&fﬁﬁ 'rH%;hothkg{eh %hc ac1d analog

(anti-DRt{UoBELR flib)ﬁn@ﬁkiﬂtlﬂ’!ra;ﬁ@s\/@bh tay tangxifehi(Nabiadei)c- aime‘gltmgms
in a subject, thée nethod conprising adm nister.in

toregufgngéfarpﬁon)zf, antiesio gqqg,rlgt@pzol%( E@ﬁﬁrg}“ arogpatasg Bgfplﬁganastrazole
(Ar\é%{%/@gi f at hna%e?xﬁ{l&g&%o nEl‘f‘x %ﬂgts F&nﬁﬁseﬂﬁhlbltors goserelin

ereo ast one of
(ZoBdexyet LHRI—BﬁlhﬁxtorsadﬁuptdiﬁleeEDéurpZn)c—athRd-I aohibitexs, r aulvestrant

t her eof I\/Udanf or an extract th%reéaf, Yujin.or ap
(Faslgd e huTg e (e fUmpsetaimm PRy Fotamy Terbredst CancRes)dafiation

mon%%ﬂ)yapﬁgtﬁ%ﬁy %Am%élgggpéﬁrceptin).

Another aspect of the invention provides a method of reducing the frequency and/or severity
of climacteric symptoms in a subject, the method comprising administering to a subject in
need thereof, a composition comprising Wuweizi or an extract thereof, and Baishao or an
extract thefeof, 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.
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7 Anot her aspect provides a nmethod of reducing the
frequency and/or severity of synptons caused by
waleagrosngsiced nenopause in a subject, the net hpdr/sG2007/000010
conprising admnistering t@ a subject in need thereof
Anot@}]eg :&%@? bxté)kgﬁgglﬁg%x{ lasde Q&iua@‘ﬁﬁethn X té Irﬁaeg?ertég grﬁg/gf ?éi;enty of symptoms
caused yidnag-iminced mbnaphusedn stsubjeet, tie Bethod | poropn&ng edammsi@rmg toa

subjtggt:tﬁ{x glg%d ‘El’é{éq% g]cglamﬁ?(gl %’ﬁ;{gﬁ‘ﬁi& uixz:el?zol oh &y ggt?ac? ghe%of Alhd Baishao
or a&@f&’t’rm ti¥rediNin BYbiRGEbN WG £ dast SNLEFBadeiCR AnRiagabiaeot, Zicao or
i ncl udes nenopause i nduced by chenot her apy

an eatradt iheiﬁ@fe Mudaepriangn extret ﬂ@mé”f B oha s thereqpypr &rhgihu or an
e U4 e LB R PRSI S frry

anti GakGR ﬂldiétpﬁ i Biuaetherapyl Llh@ﬁdomihmapw sed emloaripathesply, t he
met hod conprising adninistering to a 10 subject in

need thereof  a conpositi n.co rd sin
Anogler pspact provides p meshq ¢ize %‘ﬁiyra&@%r F%VeeP&?psymrPt"ms
hopaadst eﬁf tRameRlod ebmpflsia) hl@édistering to a
Cau&ﬁlﬁ? ?élb%q%%ﬂék@?é %% extnrégllz;:]?1 t her eof , I\/lerzfll%p?1 %r an 5
subjecxttm aeced thweeroé afcg)mngltllcm emprisies WEizion an gfract gereot, and Baishao

or aﬁﬁﬁ%ﬁfi B%b aﬁélﬁ %vgtz‘uag f":ast uc ecﬁ%&reh&%%{ceésggft thereof, Zicao or

an eRAAt Wﬁ‘ére@is Nﬁﬁhnlﬁro@uh dpach tH&édpruﬁﬁ of ademaagthbfe@f or Chalhu or an
frequency and/or severity of_ climacteric 15 sg

extraeidhereaf. Rurgial-dniveed manqpapss mrludeemsaeRsyaL G4y hystefectomy
e ST SR MBS o e

ymNoMeY stich @& hoeflashed ih aaturdl pes-amhopausdl ddisérmpagsal Emmen the method
extract thereof, in_ conbinat.i on %fila%h at | east one.

conmgpwg,admlmﬁﬁmgg {9 meubiqch By ResH therpel A, CORPOsHIOHOPIPHS ing [Wuweizi or
an e&{}g& %re?ﬁ/gg@ﬁ?fsh&r or E‘E&Qﬁ&eBP & Esthbinafitd With Qf 1e§'§t one of

reo u or an extract thereof
Baw@émrlmrexaamhere@i Zwad ©5 ameximdh tobraff, Madangi ngan hzétract thereof Yujin

frequency everity of cli cterlc synpt ons
or ag ggracyh %Sqaf{]f“f 0% 411 GXARAL tﬁF’ée ith a gynaecol ogi cal
cancer, the nethod conprising adninistering to a

Ano‘él&’é?b@ﬁéct bfbvw & thdtRS S reduGREBR FrdqueicyCadldr lsswmgy of climacteric

Wiwel zi an extract thereof, and Bai shao or
symptmmsamlchtah bokdshes in petienss mwathi aogynapediogieal icangsr, tb?l 8168f°d

f
compﬁgpg(gflmlm{s}gﬁ%w %%u é#@ g{({%)eg (;[Péeﬁer oo p &uﬁgﬁ'}%&mg Wuweizi or

an cR¥hétaBres ) aA®Bhisha orGhakbuciAheredt, X torabinatidrewith it lehst one of
one enbodi nent, the subj ects are those for. which

Ba1wgrq1’@n@xggg| th@réqafe Aicaripp Py Wr‘{qtlﬁ‘Pfeo mMHIFiBURl 9 P g§t€ac[t Héereof Yujin
ora{l'eﬁ%%%%? QYIRS OLAR 680 SRDEEheREEt or relapse. Ot her

providé use of a conposition conprising
VWMEIZI or an extract thereof, and Baishao or an
In of& bmb@dmidm@,rthe)éubj écts avothoise ﬁtrl m]mcknﬂohunane Réld@@enéﬁi)é Therapy (HRT)

]{Iﬁ%l wei an_extract ther ap or an extract
WOWlg HicERspe t lwu'ﬁsgﬁ%,gyg ecglogicy ?aé‘E?r ‘f‘ﬁg %rg]c pSYCUJ in or an
extract thereof, or
Other aspects provide use of 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, in the preparation of a medicament for reducing the frequency

and/or severity of climacteric symptoms such as hot flashes, reducing the frequency and/or
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Chai hu or an extract thereof, in the preparation of a
nmedi canent for reducing the frequency and/or severity
wobooclogrraxt eri ¢ synptons such as hot flashes, PeTIEG200g000010
t he frequency and/or WO 2087/081293 PCT/ S&G007/ 000010
seve%ti &r §Eﬁ5ﬁt¥m gk?l%flﬁ’él‘?né'i{o pekel féﬂu&ﬁg Whedrequency and/or
|ng frequency and/or sSeverity of
sevesgtyrpf OMEPtQAS swe&b Py drugginidnehdd ceniethenapy.Hretisgepcer therapy,

1mrr&%%1é$a|%g e%?g%f%wH S%nm Eva,g&%fneﬁco)%ﬂg ?wﬁt{oﬁﬁ}ﬁn ?)Etlents

with¥ EYhaBedlygiafCodnee ¢rdh pe@dteewith fgyhaﬁ:c@l@gicﬁhﬂﬁoﬂ&etshhat require
gynhaecol ogi cal disorders that uire 5 chenot her a%ie
therapy, or

cheramhﬁraez,rﬂﬂercanﬁ@rtb?ryp%|1W©th¢éa@é( mwap%mwé FRIRE
e e L

nmptons C

sympRineyia patents Wmmt}mmctbmaﬂ’lrﬁanred ettdctshare atar dasadextracts
ext.racts

Preferred extracts re

subssanbelly FOmATPYE SRSy 10 ff{tleaflg?en © Bivdicamshimbet coqpises 2
nedi L ddbtdones rﬁ&ﬁprl ses a pharmaceutically

phaaccepta P © egrn era 10 I n one enbodi nent, the subj ects
are adm ni stered sai d nedi canent S|nultaneousk¥

In osequberdiinght, jhagubjectsrase administeret sridpirdicarIcRp BN téneously or

sequ(egﬁgliey Wgﬁ%g%gﬁ‘r\fn%lr l;;]o%ngygolgn%{) gglﬂi)c #t%ﬁé ppxlé?érﬁbl Vs g?rl%ﬁhénotherapeutm

ager@@fafioxifes EDARD. a singl e conposition, Amother aspect
provides a process for preparing a conp03|t|on

conprising the step of 15 obt ai % rier bal tract
In ope embedigwsht, &#e maghcanant SRdvpMsicrs 251 pgle gppgsiton.

t hereof, and Bai shao or an extract thereof, in

ﬁﬁe‘iﬂa A3tep@isy £ EodBb iGN 66 thededp of
Ano Leﬂé?t bl‘a%d\g%g lﬁ(ra(?éezlgnﬁeE e|P act t h%rrﬁg%f nl\/u drg%gsllﬁ%r ar€1Etp
obtainihg abtrbahertest frovig salvept centaiingrWoweizh er aneXtrast thereof, and

ai hu or an_extr.act t
Baishaingt HoGkGr BREa g TR Ep SR St B prr g A fact thereof,
Zlczfél cﬁ'%h'%gtrﬁct'ihéﬂ:é‘ﬂ' M\Rfa{}ﬁr@bﬁ%xtrydﬂthdﬂeoﬂw dpnpk an &kgfD thereof, or
Bai wei , Bai shao and wei zi into a solvent, 2.

Chaﬂmamanqxtrhe thirrof Agother pipeptarpyides a method afdrenggng geomposition
m.xture to enrich the solvent, and 4. collecting the
Comé’ﬂfllnghed solvent. 25 In one embodi ment, the sol vent is
al cohol or water or a mxture thereof. 1In one
1. enbphgdidmdnixttfeo fSCHaen Y ujis, Matdaipi, ZivagBaiead Bdishanand Wuweizi
t he nethod can be repeated nultiple tines by adding a
quanfeiasplvent,wat er

2. heating the mixture until boiling,
3. simmering the mixture to enrich the solvent, and
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 method can be 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.
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to the conposition that is approximately equal to the
anount of enriched water that is renoved. WO
WQo7/08299293 PCT/ SG2007/ 000010 9 Preferably, PeESG2007/000010
enriched water is admnistéred to a subject in need
bebt @k e hrgeomat er is
Preﬁe%%[}gﬂ{seieen? (E;S&ﬁ%’?@{ §yadﬁ9wg§§€§ré§88 aerg;l a% about 100 m
of enriched water is adm nistered at Ieast two ti

Preﬁﬂfﬁbl)d aout 190 orlef entidutidrieaier is adminisieied pendana dMdore ,pgeferably, about
100 6nl\/9§zegp Cl?regs\,?z{t%y is g(ri ' %ﬁgﬁte}a:e)ﬁglg Ef,&%x ’uéﬁ Z)geg [11?%? me nri ched

Preferably, the dosage formis adm nistered at | east
In ohe e@bodimedt, dhic énrichedwafeeis fieoye oty dried. er&ryblwh@G dried enriched
dosage rmis ? ni st red2t|

watergp Frg\l,uqqzé h élru SA&% thlsegi'i)gelggai%gn ésn§;lr161f113tered at
leas%ﬁl 6),8DRVE s FIRE DS day”Meds® [)ﬁé@ér){blgiﬁé !M’sagé( Birtnis al¥higidsRted 2 times per

40, Baiwei, Baishao and Wiwei zi or extracts thereof
dayl0 are adm ni stered as a single conposition. In one
enbodi nent, the conposition conprises: (a) about 3%

( wei 0 t 9 ' r an
ThegQfiduifE ooty el rBSRiontiin flnfe b o Bing AR

12% (dry weight) of Yujin or an extract thereof, (c)
Pref2ROU Chaind,dy vjingdighihpi, ZicaapBaitvel Bdighdo pnd sV lgkhcl)m afextracts thereof

Mudanpi or an extract 15 thereof, (d) about 12% (dry
afe@@ﬂ’@kﬁ“)re‘iésaa% COWPOFIHPY- wei ght) of Zicao or an

extract thereof, (e) about 5% (dry weight) to about

9 ; [ MiprREs:an extract thereof, (f)

Ino;lgéﬁl()gg%ez{g;%]ﬁw%gﬁ?)ﬁﬂno szout 15% (dry wei ght) of

Bai shao or an extract thereof, and 20 % about 5%
(a) (dry elsivgB% (drowsighitto phort(1dPe (due vgigbt) %‘E? Al P40 gitract thereof,

an extract ther eof or mJI tiples thereof yet

(r: g:‘r‘f)uo% 8%’ @ o’ﬁ‘p o b SR fb@}? I\&’@i&/ﬁlﬂ&?ﬁé ‘ﬁ{\j;r‘ﬁ g%’ﬁry extlddfthereof,

Chai hu, about 10%(dry wei ght) of Yujin, about 15%

(© (dry weugbys (dof wilgheripiabouthices (29 veefghtyofddugampi ophn extract
Zi cao, 25 about 15% (dry wei ght) of Baiwei, about 15%
(dry W@Ff‘g’ﬁt) of Bai shao and about 15% (dry wei ght) of
Wiwei zi or nultiples thereof yet retaining approxi mate

(d) PT OPOLERRS Yy wifghB A8 408 DBYR(dR-WerfR I 7Zi0A08 1 4h 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

(2) about 5% (dry weight) to about 15% (dry weight) of Wuweizi or an extract
thereof,

or multiples thereof yet retaining approximate proportionality.

Preferably, the 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 15% (dry weight) of Baishao and about 15% (dry

weight) of Wuweizi or multiples thereof yet retaining approximate proportionality.
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10 Preferred conpositions of the invention conprise
about | to about 30g of each conponent. More
w@e@esresl conpositions of the invention conprPCESGE®@Y/000010
about 5, about 6, about 7,1mbout 8, about 9, about 10,
t.1 t ' t tachXo@ponent.
Pret% %ﬁ%m%?fl@?n%agrgtex r%@ftmtcﬁgerﬁmg? ?Q@H(l t@‘l\l{;@\g&? E%@ about P
Mo, prefeeretl cdmpagitdatis of thedbwerttiod, coalpmist: 10, about 11,
about 12, about 13, about 14 or about 15 g of Yujin
e act_thereof t 10 1
(@) 77 DIHEREDGE 6, ABiHer> e LRty Yeabogp 1] Q‘B%‘ g "%W?It’fbout 13,
ab%t)ut 1Bor ABANES L ORaiRb6LAn 20t Herddfidanpi or an
extract thereof, (d) about 15, about 16, about 17

about 18, about 19, about bout 2 about
(b) ab@bput 3,@bo, 6, AbtiY> 320UHE é’é’b‘ﬁ? “bl(ifab a‘%ﬂmé% about 13,

ext Hi &th R2Paietectl, about 12,
abo&?ﬁﬁg{& %8{15 é&?YgﬁS 1 about e16 about 17,

about 18, about 19 or about 20 g of Baiwei or an
(c) extabaat 10, hbowdfl, atoir) 12 batt 120 abewsdds ationt 154abgut 1 about 17, about

bl abais O3 bt 20 st Mt 9B kbRl o, 2

extract thereof, and 15 (g) about 10, about 11, about

(@) 12.a008018, absut lﬁ,bélid)ht 17 ,abahol8, abbut 18babtut 26, ababolit, abdyt 22, about
about 18, about 19 or_ about 20 of Wiwei zi or an
extZ3aebout R4 s about gp gafidisan @ glipgidhesset et ai ni ng
appr oxi rrate proportionality, and useful ranges may be

(e) Sela%% %Bédtﬁ‘t” 'ﬁt’lffabbﬂﬁﬁfe 2b8R9Q Aghu¢ak Uduf 6, Gbout 17, about
froma out Mbst preferably, the
conyabéiitdn ot abqrt 26 esofdmwei ditangextfaciCheiebls, about 10 g
of Yujin, about 20 15 g of Mudanpi, about 20 g of

 Zocpin D53 sl 170517 o 35, B TR 006h7, o

retad Bhog 19RP LBt @Ig%fmzﬁﬁﬁbtdroﬁwrw théreofpasel
enbodi nent, the conposition conprises plant material.

Said plant material may be in a dried or fresh

(8) I n abowt b(htabdlﬂtriéntlbOW he @@ﬁbb%labpbtnl"c 6h?}tt|1§e%b°é‘$<t% é’i’?gt, 17, about
br e1f8€ﬁxg t%apﬁt gm%t‘%t roatg\;r\ﬁtWG opLu‘?P)t tractheferial . In

one e erral 1s mxed with water
and soaked for 30 mnutes with the water |evel higher

| or rhl@ples igeresivRORLdining approrimatPpedpertdiality, hed veefidranges ehay be

i S approximately 2007/ 081293 PCT/ 0Q7/. 0000
selegted retweenany tfzese gripe yalugh b ng‘t}t 2 3‘bt]®tg)6

about 7, about 8, about 9, or about 10 cm
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 may bein a

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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30

hi gher than the conposition |evel. Alternatively, the

anount of water added to the plant material can be
whamedsuns t he anount of plant material used. PEOT/AGE07/000010

enbodi nent, about 50, about11100, about 200, about 300,

u 0 u , t

o it bt 2007 ot g hogfE: atBEpr about 10 om
highboilen 180@mpabition 1es4D0, about 1500, about 1600, about

1700, about 1800, about 1900, about 2000, about 2100,

bRt R8P s R0 o
plapemabialiised 0D oghe @mbddingsit, pibatt S0Tabeti 180, abBaei @, abbut.300, about

@Fgut 300 to about 3000 ni, nore preferably about 1000 4
40Gyabgat R ahout 80, ahewt 798y abewb BP0, BbouiP00] shayt 1614, ebout 1100, about

1208 5Bout AR t ' | bAl
b 2400 o HGuL Gl e, R0t Py Z ot 150
abaath 3090, 3bputal1 00t abd bt 2200, atimmit 23 &M abowiR468, abbbr 2500, about 2600, about
bout 15 to

ef era the m xture i.s si r for. ]

2765 P60 p R sk s eE Bty Ol titriodphmessial Preferably,
abodfB @G fo FRAEBEG0aH], AiRE pMIfGEh1yaBEut RIOUEN] FIHREiS agtfé'a g%? Gbout 100 g

“conprise", and grammatical "variants 15 thereof, dre
of dripgddiefed to represent "open" or "inclusive" |anguage

such that they include recited elenents but also

Lt NG j i:4:1 0 . ecikte I nt I

Profghfl int BEHR, BRefllq BUAERR st EE kb BCRENE 15, dbout 20,

abodt 35, |absaiB (h ebait 35 (draboesimpittes] Mde piferablyOthe mixture is simmered
incorporates reference to all_ rational nunbers wthin

for ahoyt lgéﬂ@ Yt 28 migytgianest prefergbly about 20 mmutes. 4, 5, 6,
6.5, 7, 8 9 and 10) and al so any range of rationa

Unle 1 N ¢ i X " : .
Rl IR0 i A By ol variants

thergof, atd intendegrbto reprioscns Sopen” or Sinclusod" ageige sactethaethepynclude recited

expressly discl.osed. Thesg.are onl X | es of what
clerfigts BREHI Rt o AERBR AT aipechisd Sftpep®
conbi nati ons of. numeri cal val ues between the | owest
It is\iadeti@ecbthelt fefferte 808 $dngé A UBmBBIREAIRE hale (6 &&mple, 1 to 10) also
. considered to be expressly stated in this application
Incqrporgtes rgfereage ipephiiationa umberssuithin shasiranget(fos example, 1, 1.1, 2, 3, 3.9,
" - o ¢ concentrations of..
4,5, ST, 81 2 Fd DU Sy B RONTERAT b Sitbig ot gange Cor

exabpbeo? td Bel.St@fs.6dnd al1ue 4. Theme, thefeferd] Ay sublranddd sHfalltrhzes expressly
nore typically +/- 3% of the stated

. ta@ d ,valﬁe, Yy )
dlscfpgp E?remrg erpBY expresply disclosag, gfhesparepnit ex@mplgsaf what is
i Cal o] - .
specgﬂ@iﬂyqﬁfeﬁdéd/ :{Hdgagll ;}&yémge_coé?bg%f{%ﬁ tBﬁ Iééé‘%g‘%g (\j/?{lﬁéé"afe&\év.@mme lowest

ven'nore typi
valuerahé thedsghest salnaynimaated asppdiesonsitieietts beetppbdsbvdtangd in this

description which is given by 30 way of exanple only.
appligA ‘2’66‘?7‘ BEYSE PR SG2007/ 000010 12

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.



10

15

20

25

DETAI LED DESCRI PTI ON OF THE | NVENTI ON The di scl osed

enbodi nents provide conpositions and nethods which are
wais@o8120 treat or prevent climacteric synptBPOESE62000000010

as hot flashes, whether thel arise spontaneously
DETAILED PESCRIMIION GINPPR/BCVENTIOAY are cause by

drug-induced (chenot herapy, anti-cancer therapy, 5

i munot her apy, hornonot herapy or endocri ne therapy)
Thediselpsadcanbodimentyproxide) aoaposiions mydkmetheds which are useful to treat or

pregﬁ'l} QRS eric N?‘{J oﬁ’ls sﬁ@fpgsoﬁé{?ﬁsﬁei Qﬁgth%ﬁgﬂal%}b g@%?s%gﬁ%%%ly following

si ol ogl cal enescence of ovari es

natespmenerossorthes e cagesy dngdnducdd (BEmbE eIy s@i-caicef therapy,
for. a gynaecol ogi cal

. to tients recei ving treaten .
m ‘é‘?{’g@?fapyl OFB?@éﬁr?pngcfaﬁ‘é‘frmeéﬁi?ra@o)ﬂ?mauw\wwalzsmduced
(hy¥egioaly) nggnof)gjse_any gynaecol ogi cal di sease for which
estrogen and progesterone secretion nust be bl ocked to
stop the disease's progression. Surgical-induced
Napsplopenepauseds dustotthe netn abxsologisslsgntspeimestferadestipt every
worh L egi@hcers%g@(azli es.of the uterus) performed for
var | gus gynaeco? o%l cal reasons. Particularly, the
conpositions and nethods are useful to reduce the
Drurieduced ayenapatise refegmte patishts ddoeidingtedatthér@a $8€8 gynaecological cancer
Preferably, the frequency and/or severity of hot )
(breleta?ﬁ%’?q “_‘lr ‘_é‘ﬁ’t‘]‘é%o‘?emP o1V 854“91_) or fagrany %4?@8108@815@.53353 for which
estrd g8 ﬁ@'ﬁ?@éés&k&ﬁ%e@ﬂ%ﬂoﬁﬁﬁ@%?lgb&ﬁltg §§)g tﬂ@ﬁﬁée{geﬂr fogression.
uSeful to treat or prevent clinmacteri synp o SCh
as hot flashes resulting fromnatural nenopause,
Surgiedlgnilengd seahopgusk esforste mamp pause tchused iy duysteteetompy (surgical removal

' not hera hor nonot her apy or. endocri ne therapy) 20
of U] D AR BB LS s BB Ea P nduced
nmenopause. The conpositions disclosed herein generally
Partivoivplyi #e cdipekitionindmedstls aetuséfiPfoaeliuceand frefRint P @afd/or severity
or_an extract thereof, in conbination with at | east
of hejflashes. BariEIblythe frequaney and/prsaventy, of het Baghesis taduced. Preferably,
hot BXdhE@&dasd her eof , Miudanpi or an extract thereof, Yujin
or an extract thereof, or Chaihu or an extract
t hereof. 25 The nethod di scl osed herein generally
The compositiess gndapethodsyliscloked heteimarefusefil toetrdas opprbvéttadimacteric

R S oo REb B A GE s Bl

(chehidHRRGSY, BRftak@PERdpYNimibh L _}Bﬁﬁgﬁtﬁﬁeraﬁ)yﬁaédéﬁ%r;ne therapy)

pal pitations, and/or sense of anXiety experience
menepayise ot rysietkstagay)rsyrgiedltindiced menopawsse, dr ug- i nduced
(chenot herapy, anti-cancer therapy, inmunotherapy, WO

The g&ﬁgés%&%%%sc?&yi ﬁ%?nog?én%g)a ylc%mp%lgs’e 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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hor nonot herapy or endocrine therapy) nenopause or
surgi cal -i nduced (hysterectony) nenopause. Hot
wo b@glogrxan al so occur independent of any suchCT/ke2@py00010
or condition. Hot flashesl3 npact on a subject's
m@;{-@, | db&ind ' foraididdl IndRes (B8 Rrectom,
ho a:%e[rjéb% e%“ﬁ?’&"w%édtgﬁ‘léw rg?‘}:&ggﬁd Bai vveél1 Bai sha(t)}%gnd .. )
menVypase.z iHatrflashdsl cah atsooccarindspeydans eflanyssuch thgrapy ef rdition. Hot

Chi.nese Medi ci ne. i hpk.ks. - ar es
fash impass o1 gy i g O BlES C AR W SO ARl 5
Radi x Bupl euri and the botanical species are known as
ChafBplajis,UMuadripi Tis go, BGiv dipB tiblerorand N inweize afbhadl tenescommonly used
~ Root) and. Bupl eurum scorzonerifoliumWIlid. (Southern
in TritipnabClingrobdediciSot ). 10 Yujin is comonly known as
turnmeric root tuber. Its Latin nane is Radi x Curcunae

ChafHids EdfimoRR) IBHvwiRhs IBREERSr Afo of TR SPMBRIWAL robt. IELAlme is
onga or Cdrcuma phaeocaulis Val. . Midanpi is

RadooBugeury achtharbotanicat secise ergknoainesdpleusumirhingnpeRC (Northern

L

ThofSwWiRebty.00t or gromwel | root. Its Latin name is Radix
15 Arnebli ae and its botani cal nanes are Arnebia

euchroma (Royl e) Johnst., Litho nmum er) r.or hi zon .
Yujig) ig gommon % Wtz FytumpeRagogt ek Z‘FSE;{W@ %g]% 8\’@““‘&6 and its
BnefrcaalbMR Curb@h phddodaulis Val. .
bot gct%ﬂll%/s %g%c@ang%@%ﬁ ’g?rrca}tﬁ? and botuafni caF names
are Cynanchum atratum Bge. or Cyanchum versicol or Bge.
Mudabisis @ominsondy knowh ys tepeonybakiindds theotriedrreet barly afPaegnia
known by the lLatin and botanjcal 20 names of Radi x
suffsiticasa aéér’AqufaPaéWaﬁ%?elé rd%gef 5}&%?%- ora Pall.
respectively. Wiwei zi is commonly known as Chi nese

Zicd¥A8 Bohhdniyndwiths AgRBial reotkdt@rembiyllrbet. Untliatinanche is Radix

bot ani cal 'nanes of Frutus Schi sandrae Chi nensi s. .

d

Amneling snhity botemicalarsies ageriymebiajeugapma (Roplied ot oL ithospermum
L2l ) ' t Rehd. th

ek TR R L T

Mudanpi, Zicao, Baiwei, Baishao and Wiwei zi are )
Baiwéinyesahlwknmm asidbdkehedswalbbwyedreraoedIts d.atin iscbadie £ ynanchi

Tradi ti onal Chinese_ Medicine texts. Ascuse%lhereLn BPE o
Atratiegiydh bofgnagl mames ate fennaneEn Araitpartgco Rt CEATIBY YT sHObPee:

reduction in severity or frequency of any one or nore

Baiﬁltfao (NN IR AR waSR AR RInYMdol, dalis kh@sh B§ thellgint £iirBotanical

reat” and’its derivatives should be interpreted in
nanteh of Radix Padesine pdisasard Racenia daskiflorariall. respastivelioul d not
be taken to inply that a subject is treated until

Wu\tNglIz? {s c%rencﬁgglﬁ{/ }Iéhov\%) ag %91171{6968 %%%olﬁ%e%@ggc{ 209844 by]tﬂe Latin and

botanical names of Frutus Schisandrae Chinensis and Schisandra chinensis (Turcz.) Barll.

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

Each of Chaihu, 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, ameljoration 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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As used herein the term"and/or" nmeans "and" or "or"
or both. As used herein the term"extract" includes a
waeoncesoat e of a herb. It will be appreci at edP¢r862007/000010
either the herb itself or ad extract thereof may be
AsuSEd HérefnQhe #8@ “ald BRUNEAR S and 6 %?‘ pay be
obt ai ned by known art nethods I nc i ng, but not
l[imted to, infusion, decoction, nmacero expr essi on,
As plé?ctbfprgw tbwen@)é‘m(@@g theludgs gpq)mQGatratg of aﬂn@rb It will be appre01ated that

pr
eI b e SLGAERL ot PR 2o AATTY Soe PR g T extract may
be bbttam:ed by tkhewn anpnetodssinoludingebutiRt Bmited €o, ihfibidh Sect&i@sh, macero-
ai d extraction include those sol utions known in the
exp&?tSl%PﬁéO‘&%%% (FrRPresHoR, thHilislion aed supsrgtticaleadiastion. Said processes
malues fhARleY s8@H & s%f\}e‘ﬁ?srtt) scudaﬁﬁ tFa%ﬁ@lg of {h%%ﬁl%leaéo%%%ents of the
organi ¢ solvent, hal ogenate vent or wa
herhyi khe méterss useLdstefatd extpictien ﬁEllfd@ thewa selutivng krexedn ihGhe art to be useful
cti.on includ esse d carbon dj
in b (PR ER oo R BRI P RE Pl G g1 shleBitldip gn aloohol, organic
solvéit) Haltrenie® XS 1k asilor RNdr\oRd nfu'S(Qﬁ%rE(BlatUﬁﬁﬂ Rolvni If'bll 4@@1‘01‘1&031
wor ker wi t h regard to that skill and the teaching
extiagtioninehulg compeassed eraboroionide. Rp@a@cwo bteh@rblh@retlm is also intended to
er e her.ein. |t
incE BTS2 A4 b Do et R oS owk! S Bt RSl and e
teachimpofitht panentapedifiesionorilldeidly Beaibisto pkpaad an extrdcR6f & herb useful
nay be used in a conposition of the invention. The
herﬂPesent i nvention al so provides a process for
preparing a conposition. The process generally
It sSKGUIPb 8 derstb&d tHaf ? orf]eﬁr (oL RSiha g oy\ﬂléﬁt & dried herbs
or an extract thereo Bal s ao or an extract
andterraeto mayibe usedrin matmmmtwmtckf th¢ irlvesisdn. one of Bai wei or
an extract thereof, 20 Zicao or an extract thereof,
Qr. an extra t her eof or an extrac
Thel B o B R e Pl priseRs foc Ponlnf pOMpgaon The process
genamlyaﬁmpﬁgest he m xture with a solvent, (c) collecting
the extract-rich solvent; and (d) concentrat i ng said
extract-rich saolvent. 25 In one enbodi nent, about 50,
abdal Pryiring p siiktuppeompEBE W30TRiziHs 60 exia thespefuandsBaishao or an
about out 00 or. abg
1000 ﬁ)iﬁt@g:?t ?ﬁfbv gh tczgl%ma gﬁ gl;lth Q(l)e e (1f l\élel Qr an Gfxgl'ﬁlft thereof,
mat er Zadao ofShe pxtfdx}t tlmfredﬂ‘IIeIuﬁﬁlqﬁ @8 Sn eitrddﬂ EherdOEEVLi®Or an extract
maybe _carr.i e@\%ﬁl usi ng one_ of | nf usi on, decocti on,
macer BCEROG% o ey Rt thersot, expr essi on,

distillation or supercritical extraction. WO

2003) SaiR83; REThEREWHDINNG:, 15

(c) collecting the extract-rich solvent; 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 ml 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 extraction.
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Step (d) of the invention may be carried out using one
of distillation, evaporation or percolation. The
wexiagvdn process nmay be a batch process, a PCT/SG2007/000010
sem' cont i nuous process orlsa continuous process. In a
06 hekRedand ubile 050 by &ik11diRY, Sapptationer
Step E{SP&{% at gﬁgs)gactor ‘5“pr§e ferably one equi pped
perdoialtik’mheatl ng and stirring elenents, and the extraction
all oned to take pI ace. In a sem - conti nuous or
onti nuous node Escsl(prgl&) i
The g3 RhebrgoodR e IR P53 b S oo fRlek S i Sninvous

prodés€din d Bht@rodhaBé Hﬁbtandttlil@sdieamhmy slmplwﬂme (akidtdm) a batch reactor,
extraction process occurs, may be

prefasblr enasiuiroed sehdentRhRIbHIEAg e‘&?t@ﬁﬁ b e8asgion allowed to take
place ﬁzlf egcf!nﬁdcoﬁﬁ DGtabF %Igﬁﬁloﬁ FhoHE VF BSkraftbrP b P&REYRSmprising a series of

ration, distillation, evaporation
extréd:twhl atfengldteatcomnthsanaypbessdr e  evaporation), freeze
drying and spray drying. In one enbodinent, the use of

In o?)[% p@g)gfrlﬁrtléng ng%{egcﬁggﬁrxgﬁ%ﬁ rigr | actui 01%‘3&9 OE{]E‘ Hfaﬁrki)eocroupled to an

appﬂaﬁfs YhEcdnl&ltRBibn Bhd BFyih@piockdses. | Prgferted cocentrhomatddrying
enmbodi nent, a counter-current P ocess na sed for
g

pro@rsesandlidmiiltmtion, idistillaopreyapergtion Hasindiag ¥1ﬁ9ér38 OERtEPUTe
ol u of .a col ator conprised of
eva%"efeté?@rﬁ %F%Irlga%d %ﬁ%ﬂﬁ ﬁ%t erial to be extracted is

punped through the different columms at a given

In oh€ ERBbaintng thaakeldfaunspeaibnvirecaduic copymisernakiigthehgboor herbs in
w th sol vent. 1?91he extract-rich_ sol.vent tﬁﬂ% gasses

a solyfion el enalpo Pﬂﬁ‘ﬁter\%?lné‘x?”lr%g’r‘?reé’gm%t? t&®agai n
comes into contact wth herbal material as it is

In BB%Pe té BB/ Ehai&edurrehhfroteds hagibe used faradxuastion. In this
can t e 20 concentr at ed by known art nethods such

pro&ss dhsth dritethisemter évta pookimo nf @}argye]pq;@qlg{pr eqinpised g several smaller

he .ex actlon S
coGie MR o be FreEreaas BhRgsf IRSEISHERARHIR cBlumns at o piven
temberaRir€ 884 flb#8feclinthdie i?ttdi‘ﬂtlh@ouﬂ}smﬁwp &vithrsolventl IThe extract—nch
enperature such that it remains. a gas. Preferabl \a/

solwat theppgsses 1m@armhﬁr@pmévl(1@fggsh§pkv§&%e agaig cgey inja contact
{ It |
RS O 0 S e

conbEREAMETEYkUWH 0t methods blich wfdistiliatien teynparatizyonpasendation.
such as hot flashes foll ow ng natural nenopause. The

REEERES e M SRR e
Pre%&‘%h%g?ﬁ? RlorédsA3asind AUsRd tdis SigégritiRaue@Perature such that it remains

py, anti-cancer therapy, inmmunotherapy,
a gdsoPraferablysnizas or cadrmodiokide (€e) aphpyehitsbordd be appisgiated that any

sultagl%hgagrcglgd\ggus %(?7/ 081293 PCT/ SG2007/ 000010 16

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 drg
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are given to treat gynaecol ogical (breast, ovarian
endonetrial, cervical, vaginal) cancer patients or to
WO prosedpati ents wi th gynaecol ogi cal di sor der BCESGI0a800010
endonetriosis. The discl oseld conposition is useful in
r RAVE
e g el e RENAb A (Bag CAHRRIHIPREIRY, BEAGH s cancer
patipnisyarty ibspyt pagatowith gyfacChiagival diYedens sudtiatendometriosis.
Zi cao, Baiwei , Baishao and Wiwei zi or extracts
on of a

] . be.used i.n th reparat j .
T BSEI5% oSO R B3 st S8 B ESE LR SheBi Brqrpgseveriy of
climéctérid syniptamb esch ds¢@ulhdhgs tiiged bR HuUBSMhidteletomy).
severity of climcteric synptons such as hot flashes,

r.educi.n he frequency and/or severity of synptons
g N e R e W e Yo ercof may ls
be hdeBGH!S eRAH AN o fSEH Editdrer? ForTUIREYH g?%%g@; severity of hot

drug-induced (chenot herapy, 10 ant iz canc
flashgsrwercingrthp freqirmcyrendiohsavanty dicliendiecicispaptoner suoit s hot flashes,

T T -
rediiding tHedBgueecysdh@lor e RAMPBNEympteRIY €aed bhanid-RRAMEACEhemotherapy,

and/or_severity of synptons caused by
antiseangerdherap dusamotherinyaberaonathseapy o endagnioe thwtapydentnopause
B BEH R  FELELCAGS TR A SSUA LB o
thatpreqdier suehl treampns irtduwiiss e Siehoged ahéoebdves e Séﬁ[@)'totﬁél):aused by

5 .6,.7,.8, 9, 10, 11, 12, 13, 14 or 15 g of ai hu or
surgicalagducegd mepRpguse fu patyegfs who endeywerg hysierettpmy 1, 12,

13, 14 or 15 g of Yujin or an extract thereof, (c) 10,
Prefired dmpdstti i ‘ r P}

ored oo indohed pereir gyt e 11§ e Sl ChhUiGEPMore
preferred pomposgtiorz4lisnlose8 hgreof cafirase: or an extract ther eof,

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

f i ey t t (f) 10, 11, 12 3,
@ 7, 5855 970 31, S50 of 15 0E by ammomasy it
extract thereof, and (g) 10, 11, 12, 13, 14, 15, 16,

(b) 175,687, 819, 10, 12017) 18f 14MES Z bf Yljia Br & bxddck tHehsreof ,

or nultiples thereof yet retaining approximate
ranges may be selected

prqportignality, and usef ul I

© betdfokh lgn@,&ﬂ, 1$1d%e 11,0185 b9 A2V &0t Mudespipr anrestrretribereot,
8 to about 10 g), or nultiples 25 thereof yet

(d) T eu3] 19,19, BPAOOXH, Tl £ PROPLLE HOPBE Zwé%) ot‘?ﬁg ek’ﬁ?gt Wereof,

ranges may be sel’ected bétween ~any o ese forgoing

val ues ge.%. from about 10 to about 15 g). - WO
() 2009/ V312083, PETI BALOUT/160000020 g 3 Boistei pr ef extadst theréres,

conposition conprises approximately 10 g of Chai hu, 10

g Uj;h N f. anpi 0 of , Zi cao, 15 of

O Baitch 15213 W P B A SR s Qo B aplicPnBleot, and
mul ti ples thereof yet retaining approxi mate

(8) pr dforl; ik, i18yl5, 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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It should be appreciated that |arger anmounts of the

herbs coul d be prepared. However, the 5 relative
wanrwansdf each herb to one another shoul d stP¢1/85G2007/000010

remain proportionally approXi mately the same. In one

S t I | ..
M&% Ithé n%)?ne;ﬁﬁﬁfb% éo'iﬂp%@esca%%fnggt% e‘/gi (gg of rﬁgé u. 10 fi;nof Yujin, 15 g
of Mudmm 2—;(hguoﬂZman,t 13 pef Bmmqﬂﬁtg afiBaisinprandds gotWaetsi or multiples
eraéa}z wat er extracts, lant 10 material. A

thege:OZP' e ﬂ%?lﬂgﬂx’&?atﬁp@ﬁg’itﬁoﬁ@ht conposi tion of the

i nvention conprises mxing appropriate anounts of the

It sheull be bppretiaad tAndaer aabitdof the hBBE Lah1dRPRGdd. @H)vde%r the
al cohol or water or a mxture thereof. Preferably the

relafiys gmouats oflegelhlagrd ¢ ongansthes sheuldristill taneain peopeotionatizapproximately

thes§msed|s approximately 1, 15 2, 3, 4, 5, 6 7, 8, 9,
0 cm above the herbal conposition. Mst preferably
the al cohol or water or a mxture thereof level is 5
In QImeaﬂmrdimmitehmmlmaisithmmmquisésqﬂanb%ateﬁﬂashi\zlqilant nidfial may be in a
dri h f alcohol or water or a m xture thereof added
n‘? é S(I’Ight material can be based on the anpbunt of
pl ant material used. In one enbodi nent approxi mately

In 62@.embb@fdnent Ak cor@bsititfiboniplifes &@dcts, Meferslf] wa?eQQx&‘écts of plant

1000 m of alcohol or water or a m Xture 20 thereof
matgHaled per 100 g of dried plant material. Preferably
500 mM of alcohol or water or a mxture thereof is

A pﬁgg?éh REthod &P gge %ng % ecrglgtgps%& fﬁﬂg Em}eﬁgoﬁ oo Byﬁseg mixine appropriate

water or a m and’ conpos
am@mésoidherbéerbe tbgether and dedoatimethe hbthaheshpdsitiempaesidhoDér water or a

.S Iloqed to soak in said al cohol or water or a
m‘Wﬁ?}tﬁ'@whereof for approxi mately 10, 15, 20, 25, 30,

35, or 40 mnutes. Mre preferably the herbal 25

PrefefdbPPhietahfint §f ALOIMSE wakr 39@511}&9&: tﬁgre(ﬁ‘ sed i is a roximately 1,
Following this the mxture is then eate nee

2, 3héa5t, éd., 809,apr H&idm ab@%h%@bddsompmlapprMosmb&k@bl)lﬂ;e alcohol or
More preferably

0, 30,,435
wat hdé a%mx i gh?rgdfr}g%&léﬁg F%’Tab%e E%%’E?%WHP%”Q UOTpr of er abl y

said container is non- alumnium Follow ng this, an

Altemhatﬁyam tiefanidigit 0 bicehs1tr P BPh ndktitetiRFedPadded o %ﬁélﬁlﬁnt material

é greof is renoved, 30 Preferably the quantity of
can s baseA € the smRwRt o pland taterish usfdnlwnpr@andemmfappmm@tely 50,

7 7 Q 1
xR 0,38 AL GERLARIR i g
theredf ieaddediped 180 golidiied planeieteriall Pecferabt 300amt @i&ﬂ&mfol or water or a

mixgl(reen&ler%gf 'S a&(g)e% prgr 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 alcohol 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 30 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 alcohol 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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Anot her aspect provides nethods of preparing a
conposition conprising: 1. heating a herbal m xture of
w@h@ios293'uj i n, Mudanpi, Zi cao, Baiwei , Bai sheor/aazho7/8600010
Wiwei zi in a solvent to obtsain an extract of said
90, ﬁﬁ‘f %0, 1@0(&330 &0 Vel fefeeaild thejlality@ftehAchiedtlcatol or water or a
| edst partly renoving said solvent. Preferably the
mixifyeg tereaf eenpivededll@thmp, 3, 4, 5, 6, 7, 8, 9, or 10 cm
of al cohol or water or a mxture thereof. Mre
hol or
Anoflef BB pRBIORE o P Bp A AR P RIS o
of al cohol or water or a mi xture thereof added to the
1. pl &etingG aba miature afiChahbadeth, dMudanpi, ZaesonBaivfei pBaishao and
materi al . used enbod] 0X tely 50,
0 ,“‘Qﬂé{‘né‘oﬁl"e&g@ obigjf a0 g ‘ﬁ?gﬁ‘gg‘% 45’853 or 1000 m
of alcohol or water or a mxture thereof is added per
2. 30 efiriéHingl§di@ Hedbar dxiraby Bf et yari)Qeibviag salicoleht. or
water or a mxture thereof is added per 100 g of
dried herb. Preferably the herbs are soa

k
PrefegnablyrBe herbs arerlacegiin & HidPube/» Bnradl Pt gle ol @r Wagpr or a
mlee&e ’ch%gof1 %me éi@%bpggrhg i rbR %?é hiREkd iR'sedng baRk¥hdl Q)? water or a mixture

mxture is ate m nutes. Preferably the
thercmfohemam‘@ln el adouuttqf Ialcohmh driwajer dPraghixteroltereatiadded to the plant

m xture red f to 40 t
matiol 68 Brotvted pRAEotg okt BateBamsed dE e A e e
apprB¥inddéiy 30, PocdlBenticoy 464, 5080600, ?@(5“8'000900"@{1@00%1& alcohol or water
m xture theréof to the conposition that is

ora appﬁuwthméiswdé@fbmr 30ce efdrieddhedurelgrabbins QL méaf alcelyt o water or a

f that | d.
mm@?%%%?egE}Sfdd‘quger%%?g &ed |ch:d IaISC(r)ﬁgF Vgr wat er or

a mxture thereof that is renoved at the end of each

Prefedblyethe BerBd are®0ak&@0in tA®8colol Or whd ob b nligtirertherddtif@ 10, 20, 30 or
preferably the anmount of enriched al cohol or water or

40 minyfes before hagingof that is renoved at the end of each
cycle is 100 25 m. Once renpved the enriched al cohol

Pref&rabl\ﬁﬁhg mifurdAis gbg&%&’ F& 1018 40%HhinGRE PRf h«ﬂn@itﬁga 1"s Pested until

ent 1 n nee ereof. Pretfterably abouf 100 of
lxnhagrlched al cohol or water or a mxture thereof IS
adm ni stered per day. l\/bre preferably about

adm nj ster 100 ni n |ch al cohol or water
PrerGibly! e frlsred o 204080 ublfiGy o hast fve
ti mes per day WO 2007/ 081293 PCT/ SG2007/ 000010 19 In

In o émBshiRdhiTBRImethb® cAbd epededinipdt titkes wta@dmg B q&anuty of
mxture thereof is further processed to produc

alcokgl; qrafﬂtgr i ggigire romotdeide ammpasigionthatas aﬂpawmate&f equal to the |
amoﬁlfi‘tposf{énﬁcﬁe% l(?oh%i ngWLtQF oreyﬁfu&nfedthereof 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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al cohol or water or a mxture thereof in liquid or
dried from Preferably the granule, tablet or capsule
WO 300a08i208 st ered to the patent or subject at |peE8G2007/000010
2, 3, 4 or 5times per dayld9 Most 5 preferably the
In 018 ?rpx (?ﬁne;x?m X 9{1 cgﬁpé:ﬂd)ll Br lvited @frh ﬁh}%ttu?é t‘ﬁgreBPlstftiﬂher processed to
a or ’subj ec times per . I'n one enbodi nent
produlde aguitatin éﬁhagé toaing bucdllrasmremulg,rtaldemnqagwée comgpinie the enriched

concentrated and _dri f err.ed_.conge n
ooyt SRR (FESSE I AR B ST FRpea, o eiilic, tablet o
capsRY AR QM ALiRred & fie!pattinp Br Wct adafn, @rﬁmrsenmes per day. Most

evaporation), freeze drying and spray % 10 .The
preferablycthi grapnlegiablst oseapswlersadminisier e‘bfcb‘hle @étl et @r sebipsf 2 times per
da nutraceutical or oral pharmaceutical conposition
Y-consi sti ng of Chai hu, Yujin, Midanpi, Zicao, Baiwei,
Bai shao and Wiwei zi or extracts thereof. The
In 06©8B6dikicanthd ieatdied attohol @i watenyr dmiftarertikretftd churentrated and
admnistration in a chosen do

a
dried, Rpefesgggicaneaniratiqrma rwngtsm necz «?eofé)lga? 101, (Sibs-[h]gﬁf)? Ie\ygporahon
X dhd L3} or
e B e oo AR Ry Ing A Sprey b
fornulated by a skilled worker according to known
Thefcompubitivi disclosehirejnatso rrovide R iy, miEsesical ooeral pharmaceutical

confi K55 e LA PGB 02 BT d ovei on

extrhdi§ iegrany edi bl e consuner product which is able to
carry plant extracts. Exanples of suitable edible

consungr products include confectionary. 20 products
Thecenmesitipp dtSé@wdrlaﬁr%mﬁ%'oQFc ulsipgder ppgIStljeR f apighosen dosage

forny PRRA For oghlpa%fguﬁk fég% ﬁa fobBCoHd bﬂ‘(ﬂuy@&hf&)ﬂ% gﬂ@ment for

Cheesés, Ty and non-dairy base
exmdplemhmtramdtical thnhma&;sutsm r:ompesupqm eyl therdimplay dierfgrmulated by a

dai ry and non-dairy based.sports supplenents, food
skilled qyqrkgrascarding tg kndyp %‘F‘W@S‘F\ %F@%‘Pegnd dietary
suppl ement products including daily supplenment

ForE kSfoodY 'f&ﬁﬂcﬁltﬁ}éﬁ 'b?‘?&k‘ltdu BlenfeRRAEIprisigS: d«bﬁqfdsitlon described
herel n’ may be provided in simlar fornms.

herefufdraist ecqondingticatinvsation mm W@dlbrk%uyor@ém@bpwévﬁt%‘ach is able to

B

roéu%tst RRohfiteRd aditGReALEs, Eickbasy) chustlabales spreads, d1ps dxary products

phar naceut i cal fornul ati on practice. A dosage fo
includiag wbghvstseind cheases drinksgiichidingdaity andaionydayy ﬁ%&"aré@ milk

pow&lg%tj éﬁddﬁs %lglgl {L}E mcﬂf)cﬁff 8a ?HA&{?&H &ai *13 sﬁ&fs%pﬂ%}hents food

I Oha S as require I'ncl ud I ng

addl@ﬂWé Sichyds Iib@otelﬁrﬁ%mﬁmeﬂﬁm d1efak3amq1pﬂemg1t prodaofs mmxrludlgg daxly
ents. Dosage forns useful herein rmtg adapt ed, f ded
supgliwenl (ablets. SelRlritageiice] SPIRSI TR G5 6% may be Provided in

simiSe o2 007/ 000010 20

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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sust ai ned, pulsed or controlled rel ease of the active
conponents. A preferred conposition described herein
wo evo7089her ei n conpri ses Chai hu, Yujin, MidanptT/$G2007/000010
Zi cao, Baiwei or extracts 20t hereof and one or both of
sustﬁﬂécf, HR%eA R YV WRIed kel @se BX ieaktiSe EEPpGIRNLs. R{\%Eﬁh@_@ le¥mposition
e “conposition conprises Chai hu, Yujin, Mudanpi,
descZibedbereBafonmie hdBein shaprisesd hailie YaijiinpMiglaniit £igge.d3aiwel or extracts

t her eof . C sition descri bed hereij e
thergglnioe oF bEOGY Spihan e SOREA ok S8l ity TR RbRp 8
compb§itibR dorhPrised THAAN GRS, Mudripd Vi bap) Baiv ¢i} Baigkdol dndriwalveizi or

i ntranmuscul ar and i ntratunoural adm nistration.
extrgptetheresfl y t he conposition is administered via oral

adm ni stration. Those skilled in the art will be able

' ' X ty i outes includin
A cdlpR RS efi] (il Hedlnidilerdd 4k i tal roptes including
but satripmiséd toanbemancbes, irteveadwnmtreperitnnebibiramusaytarand fptratumoural

one or re. other therapeutic .agents., \Wen,used.i.n.:
s ERHe: RO DR FEORG T PAPRTE eied Yo Hfdeficon. Those
skillR8 T oSkt il R abd tol }18pdr¥ui BRI YosmiMboRefos pRRhRk# administration
si mul taneous or sequential. Sinmultaneous

withegtrimmdustexperimentatier. The somhesitiemmay bevaed Yanger ig combpgnation with
dosage formthat. conpry . at.s: .

one QR abPErisHOie FRIR L WREE 4eRl 0 PABELAIGIIA! dfther therapeutc

agelt Gh&Bdrainistkatisn BEthamivb akdnts tlag bs agmrite/EmuBatioentr slquential.

~admnistration includes the adm nistrati.o g;) thg t\/\@&
Simyljeneoys adewisiatign insluges theradminisEation fssinglp dpsasg penm Lt
' ki i isflse lag & forms at
con Bl LG VB L NS 8 s g o
substdritizily thesanins.i Saqoasiabidrhingstration enfudes theadnpipistration of the two

co-adni ni stered i ncl yde che erapeuti c .and . .
asR RSB R KRR SIS PrORA T BA CERe A 8 Bp e periods
durigg QMicH fhe 16 agé s ar'ég)‘f&/i@&? Rhfatié Q%&ftﬂvﬁh%ﬁ&h the compositions of the

m ni stered parenterally, preferably by .
invenfibn axehe us-admiseried ieduds, chemotherapsuti¢ ard immunotherapeutic agents,
i ntraperitoneal, intranmeduyllar i dur .
and!o elréyg(@[b . §gen{sr@qy&épﬁ%q arg &861?8%?15%) atFIpéc%flg%)gzoasdé?l’mstered
parenfirhidy, ?Eéfbx%ﬁiy% in@#¥knobi§ sShBRItA1¢bas, inteemiular dftrgietitoneal,
I nhalat'1 on anc?d rectal admnistration. Additionally,

intranbedudlar, epituestpintradaimeh sensdesoalfouieals rapsmugeassls Hfcasticular, and

.. Wth the inventio be formul i hi ] l;

intrdfloutyl o R EaPiah G e L, afthlbethibf. AB8HLLIBNR

confethpPA&d iath 8smpataticiiaeRcortigicedhitietivention hetytpefotmulated with
agents that target the sane or different facets uif

.the

addigionalastive ingeedientsahichieay eeef bengtitfola sub@cgmaétéq grdpstances. For

th Q f. G i L [ '
e 853l MAFSATERG! 4300 PUPE1 S HnpALAC s may
be vbedi ABWITEYe aipkécatedehedes of iy @aimsiliopeaddiinigterash theyehiod of

variabl es as the severity of synpptons ubé' ec% .
admﬂlﬁétf%tﬂ?ea‘éﬁ th&igé?é‘?ra@df@lélsgétl?f} &gt ﬂplaytdﬁ&erﬁ{?g\ge ) ide jects depending

R i , iech Qe B/ BRIE tdbe treated,

on ATV BR AL RO R00 S R P SRR e e
the mdde of sdmaistatiomelosencinddie ages sexyinal/ergengral beadthof a subject. It

shogg%g%r@%%g% B%dp‘gglé&gt%eéﬁg{ﬂcgj é’lr & ggéiy%gcgs%tagggﬁznistration 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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person of ordinary skill in the art wll be able

W t hout undue experinentation, having regard to that
wakeozlosezesl t hi s discl osure, to determ ne an ef PEBEGUD7/000010

dosage reginme (including ddily dose and timng of

o BRI | o RIeARR hancuRataT SRy
seqlmﬁtldlbemth vherhotharapeutigaitincaices, sdmanaiierapaelitg bpynmotherapeutlc or

e SR b IS TR SRR R R RE R s
taxol Hﬁ&lﬂﬁ}@éﬂ(taﬁoﬁg&dﬁe&l@l (Yzﬁd@tefr@f cBysRSshDgde Qdoceamﬁr ﬂkylatmg
such as tanoxif t axanes,  taxol, pacl i taxel

agern(ts Guigatic mbtbxt@fsa,)@xo(qbﬂ@ {;@gi@xe @d@pgp(ﬁ ,pewél,lﬂqg@s mitoxantrone
(nox{aﬂﬁclgrbet){ \g?ig bna@t(r}é%%lg ? gfn’?:a %%? Ql.taoides((%ﬂogfrc: lghrrl)tl)g(i)rr%’ ’ﬂuoro-uracﬂe,
ynﬂlﬁkhh@alﬁild)glﬁ(anﬂ'ilméﬁhalﬁtéf)mem(abmea(mbhodw)e)nethdtrwatel folinecid analog

I b al akal
<antr$3é§eht'@$>§£w%&?a ForiR PSSR RS msgliFeogsns.
toref(“l"f’f@ﬁ&{ (e ?969%;113 MBLDBI(FeiRa) - AohfatRe ithisitas, 0dastrazole

net abdl i tes or nonal ther api'es such as
(Artrmdex)l faromptded mdmo)rs exemestanst (Aggmasin) - axoRAtsE dpfabifors, goserelin

o R R PR O S 20 s

(FasPdRRP a5y ﬁ% RintRE®myeot SRR By {oNboERS tatcers); radiation;

ar omat ase I bitors, goserelin Zol adex) - LHRH
mornoplengl; an@bgdy thetapydirasterumab(herseptin). LHRH i nhi bi t or s,

ful vestrant (Fasl odex); surgery (eg, |unpectony or

cl onal
oA Lm0 RO RERIon CAR B o RS
horBéHvRlEhrafoitic agetypadi dsitanoxdfent(fANMNvent i on conpri ses
one or nore 15 hornonot herapeutic agents such as
tanmoxi fen (TAM. Vari cts of.the nventlo i
VarlgR AT O i FUR A IR 4 R (e iR wRg plaeference to

wi ng exanpl es. EXPERI I\/EI\ITAL EXAMPLE 1 20

thef?ﬂewil%e?%a\jﬁ\}ﬂ%% herbs in a dried formwere wei ghed out

and placed in a container: 10 g of Chaihu, 10 g of
EXBERIMENBAL of Miudanpi, 20 g of Zicao, 15 g of Baiwei,

15 g of Baishao, 15 g of Wiweizi. Approximately 500

f ter was added per 100 g of dried herbs. The

Exmézgre then left in the water for approxi mtely

30 mnutes. Following this a decoction of the herbs
The\Bigovaing begtisdn adirfey foimiwerd wgghddeoutiand piaeedin meendainen d0 g of

herbs for approximately 20 to m
Chaghwp b9 8.0 gy} §° g@@l\/ll,q B 29 g@f%:ﬁal cﬂg (\%Elaé elwggsg% ﬁalshao, 15g
ofwmyed fromthe container and

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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15

coll ected. Further 100 m aliquots were prepared by

filling the container with an anount of cold water
weoualost2e3 t he anount of enriched water that waBCT/SG2007/000010

renoved. The 100 ml aliquot® of enriched water were

EXARpISE ered for use. WO 2007/ 081293 PCT/ S&007/ 000010
22 éXAg/PLE 2 Thirty femal e breast cancer patients who

were using tanoxi fen (TAM were administered 100m of
Thytyctsmpdsshreash narster pateentswientiereusing tamopifen (BAM) Baehadministered
alient had. bee i agnosed .pathaglogically. Th )
106?mf gagcéonépé)gltloofl o?ﬁlge W%@tmtgn T gy.(g%agﬁ@& c_entéag hegn diagnosed

av e?
pathbRgRapAlTIRMErage hod SO patidAS WahLS (368, BRLN iR bERAts, 21 (70%)
(estrogen recgptor and progest erone receptor
Patifgls vergdpth BRHSRrH (epiresch resgptonend pRIZesPRNC fewptop gesitive); 5

K Ehl esterone.receptor negative .
N S T R D R
and 4 patiesitsa(l 8Y4) gvzemi ERQ'PthFAM(mi @\éer@g&tiﬁhlé ?@ﬁist@rftin ke Bfmivﬁﬁ)

S to S .2.4 nont hs -5 nmonths). According to the
ocq%r?sﬁw%%ij éylﬁgt,qn}qg@tz.égmon(hs@Mpgtﬁlp)\, écgq?rdmgdcg tthe method
of R¥fcahh IS fh1. M&rﬁﬂﬁ'gﬁ%\% InfdAR E@&lﬁﬁ{bn‘kj’% ue%ig(g%ellgcf preparation by the

nmenopausal and anenorrheal 1 ndices.
me®panial ahd Endoarlicabindines.? 968 nal 8f GG dR)doctihelogy IB3IBR688-703)

the $5Pits 4 FSEi il R gD e i Gupcd S times
/dayyaSy@beai iistonrhet v&d@ro%ﬁ‘er‘()&?iﬁl%er%& YeeRPof tgﬁng@é PORM and the

the results are shown in Table 1. The grade

resisrarpehyvayinpk e 1, H?%M%@%eripm $yemptemis e 6€53%) patients became
- p 3 . 4 4 0 -
o A S P o el B,

Synptons Patient Age ER/ PR Before After
Taklfle 1 asPaieht MaYa (f| ashes/day) 1 41 /+ >5 <5 2 38 +/+ >5

<5 3 41 +_+ >Sh <G 44/ +T+<50 J60 -ﬁ‘%ﬁgu 0,
Pafeht<> 0 | S8 ﬂg"é >5 B 8Eﬁf|Pﬁ/ MRS §yBelt?ore Sﬁj{l;z(;ms
(flashes/day) (flashes/day)
1 41 —/+ >5 <5
2 38 +/+ >5 <5
3 41 +/+ >5 <5
4 47 +/+ <5 0
5 61 +/+ <5 0
6 64 +/+ <5 0
7 58 +/+ >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 +/— >5 <5
21 51 +/— >35 <5
22 63 +/+ <5 0
23 45 +/+ >5 <5




10

15

20

25

9 52 4/+ >5 <5 1062 +/+ <50 11 64 +/- <5 0 12 57

+/- <560 13 60 +/+ <5 0 14 52 +/+ >5 <5 15 48 -/ +
wWO2002681206 47 <5 0 17 64 +/- <5 0 18 62 +/ + RSI/RG2009000010

56 +/+ >5 <5 20 47 +/- >523<5 21 51 +1- >5 <5 22 63

245 c;f,’nﬁwfinihf I??Z‘im 2007 i N =
2555 44 sl 4 b5 o8 279 4+ G a8l 40t Lo <5 | 25 530
264/ + >5 <530 4f44/+ <3 0 I:‘VKMDU: 63 BPenst daneer >
27patients sufferid8g hot |flashdymt ohs (catsed by 0
28hor nonot hefr apy) 49 ti nes per—/day_or | mor e Xere gilven a<>d
29conposition of tske inventiontér a placeboSn _a doubl e<S
30blTnd 5 random zgd trial. Pathents hwere ol ly 0

adm ntstered 100 M of a conposition of the 1 nvention,
3 tinmes per day for 3 weeks. 66 patients conpleted the
study. O these 66 patients, 33 received a
EXAMRIASBti on of the invention while 33 received a

pl acebo Patients recorded the nunber of hot flashes

68 l&g@t éeg péxgxe?tﬁ \gef?enn%q{o? Gstt SRb RN (cREGPEY hotoRoltREYY 3 times
per day or more were given a composition of the invention or a placebo in a double blind
randomized trial. Patients were orally administered 100 ml of a composition of the invention,
3 times per day for 3 weeks. 66 patients completed the study. Of 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 sleep. 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 eftect, 42.4% (14/33)
experienced some form of relief and for the remaining 15.2% (5/33), the hot flashes

symptoms disappeared.



baseline to appraise the inprovenents in occurrence
and severity of hot flashes and in 10 inprovenent in
W@ b@eps129he met hod Kupperman referred to aboveP@BESGLOZM00010
to record the severity of Mot flashes: < 5 tines /
Grodgiig * Kibpeiimarscard ipRsvemefto¥ross @BMSGich The distribution
of the two groups was simlar in terns of age, body
condition & severity of hot flashes. | MPROVEMENT | N
HOT FLASHES $YMPTOVS| 15 | n Kupeerpangoedo group (33),
69. 7% ( 23/ 33)| experipnced duughangen@t effect and fhe
remai ning 3Q.3% (10 33)0 expet gheced sHght rjljtjzlef
fromsynptond. In the treatnent ‘group (83),| 42 4%
Grgupidg 33%oneotper iCeumted ho chad¥ge or ebfect, 42.4% (B3[33)
experienced sopgEPrm of reljfief and{for the remai njng
15. 2% (5/33), .the hof fléasthgs 2B%ynptons 100.0%
di sappeared. 75" 2po7/ 081493 PCT/ 5G2007/ 00010 P4
G oupi Bgtmeniu fpH8E man| scor etdi|npr ovéhent Cr éss 33
tabul ati on Kapwednmah score | Gradual | nprovenent 0|1 2
Total G oupi pggantfol *€8tnt 2%40| 33 1598w t APN%BY. 79
30. 3% 100. 0% G oupihng treatiment Count 14 14 5 33 |%
T thin 42. 4% §2"™9% 165. 2% 13J. 0% & bupi ng “Tot al EB{int
37 24 5 66 9Fawithimi n| 56._1% 36. 49 5% 1 0% Di Ng
SymBt i 0 Vs 56.4010" 49646 P70 198,07 G &K

Symmetric Measures

(9]

Asymp.
Std. Approx.
Value Error(a) T(b) Approx. Sig.
Ordinal by Ordinal Gamma .553 170 2.738 .006
N of Valid Cases 66

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

There is an obvious improvement in the treatment group (P=0.006).
10
IMPROVEMENT IN QUALITY OF SLEEP
In the placebo group, 60.6% (20) experienced no change while 39.4% (13) sees an

improvement in sleeping quality.

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 quality. These results are statistically significant
(P=0.049).
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Asynp.

Ordi nal by

wialr@sZases 66 a Not assumi ng the null

Std. Approx.

O di nal

Val ue Error(a) T(b) Approx.

Si g.

Ganma . 553 . 170 2.738 .006 N of

hypot he&T/SG2007/000010

Usi ng the asynptotic standasd error assum ng the null

CadiREdebiY Sumnidip

treatnent group (P=0.006).

OF_SLEEP In the placebo qgroup.

re is an obvious i nprovenent

in the

10 | MPROVEMENT | N QUALITY

60,

6% (20) experienced

no change vhile 39.4% (13) sees @eses | nprovenent in

arience
erl-ence

sl eeping qualiTy. ygi@ Th THe 1T eqfd

A no - ch
-) LILA "4 AL}

GRT group,

36745

e the other—63-6%

(12/33) exq
(21/33) eX

per Nenc

L gPesget

nae whi
Rge—\Wni

pr oVene|

1t PEreent hiei r NsI egp Percent

Grojpeb P Clrativé I

erfefshsRdP) -

Case roced

ese res
20 WO

[ ts are

DO7/8%

stat st
93 PCTF

I call I gni ficant

ses \/al

S n
? $&2067 /‘ok)oom 6845 100.0%

N

Percent N Percent N Percent

sina _Su
~J

21101 AV C

Ld M ssi ng Tot al

Grouping * Curative 66

97. 1%radupingd96\08tivk(EfeOSof Slbépolrbs tabuldtloaep G oupi ng *

Curative Effects of Sleep Cross tabulation 5 Curative
Effects of Sleepn O 1 Total roubina-control Count 20
13 33 %within Curative Effects of Sleep |
0 i Total
Grouping  control 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 66
% 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.
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60. 6% 39. 4% 100. 0% G ouping treatnent Count 12 21 33

%wthin 36.4% 63. 6% 100. 0% G ouping Total Count 32
w@34006681298 Wi t hi n 48. 5% 51. 5% 100. 0% G oupi ng NOT/SG2007/000010

patients reported any side ®ffects. Heart, liver,

ki dney and bl ood tests were all normal. The data
WHADWESDDAIM E: admi ni stration of a conposition of the

i nvention inproves the synptons of hot flashes and

i mproves the quality of sleep for breast cancer

patients. 10 | NDUSTRI AL APPLI CATI ON The conpositions

1. anda EEhBeEoR EorhPiEsing WaRFdiAbr BB ¥x iRt BERebi] Md BAisHao T an extract
prevent “clinmacteric ~synptons such as hot flashes. WD

thergaf) il osubiadiROYitsapleast boeobBaiwep ar anygHmpClhersof | 4ifaoPpr an extract
. C 0Sition ¢ risi WA ¢
i GBTRE 3P JHBENE Y P PE PP ora et

" theré@fbi nation with at | east one of Baiwei or an extract

t hereof, Zicao or an extract 5 thereof, Midanpi or an
extract thereof, Yujin or, .an extract thereof, or

2. Chaf komppsiden @f(?lﬁlﬂ?:i COREFIBGT . 2. A conposition of
claim1 conprising: (a) about 3% (dry weight) to about

12% ( | ' b &ty WAt CREREG an extiakt thereof,
(@ about Q%%%t?%&rgﬁ&geg tt))%?g&gblgu/t %% (%?{:/ wei ght) agfé oree

. Yujin or an extract thereof, 10 (c) about 5% (dry
(b) wei ghabout 8% Gy weightote @biewt 1284 iy Weeght\fdwip orgin exiract thereof,
extract: thereof, (d) about 12% (dry weight) to about

© 2008 (S5 O el S0 P8P B gl

Bai wethegdofan extract thereof, (t) about 5% (dry
wei ght) to about 115% (dry wei ght) of Baishao or an

h f .
(d) extr ac‘tt)outt lg%e(%rj 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
(2) about 5% (dry weight) to about 15% (dry weight) of Wuweizi or an extract
thereof, '

or multiples thereof yet retaining approximate proportionality.

3. A composition of claim 1 or 2 wherein said composiﬁon 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 15% (dry weight)
of Baishao and about 15% (dry weight).of Wuweizi or multiples thereof yet retaining

approximate proportionality.

4. A composition of any one of claims 1 to 3 wherein the plant material is in a dried
form.

5. A composition of any one of claims 1 to 3 wherein said plant material is in a fresh
form._

SUBSTITUTE SHEET (RULE 26)
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15 and (g) about 5% (dry weight) to about 15% (dry
wei ght) of Wiwei zi or an extract thereof, or

wonloziogi2zes t her eof yet retaining approximte PCT/SG2007/000010
proportionality. 3. A conposi’tion of claim1 or 2
wherei n said conposition conprises about 10% (dry 20

6. weiAglkbnpoditiéh af iy ombefldlaidI% tod Yheveingiaid cahpositidnfurther comprises
about 15% (dry wei ght) of Midanpi, about 20% (dry

one\R e horgponpthesapenlig agents.so, (dry wei ght) of Bai wei ,
about 15%-(dry weight) of Baishao and about 15% (dry

7. Vel Qlbhp&ditiNWYBAR) o of Bditds ﬁltg% &ﬂ&éiﬁ%faid)/&frnoﬂ&ftﬁin%ﬂﬂer comprises
approxi mate proportionality. 4. A conposition of any

a phormeacsittically acsepitable crrigmer ei n the plant material is in
a dried 25 form 5. A conposition of any one of

8. ?lr 2\'S E@m#%s;itoorg o%ﬁ%i%ﬁ@é%%ﬁr{rég%%@ %%ctl i sgbstantially a water
extr2@07/ 081293 PCT/ SG2007/ 000010 27 6. A conposition of

any one of clainms 1 to 5 wherein said conposittion
fu conprises one .or_ nore hornonot herapeutic

her ] ) ! '
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ation of
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causéd byatdgeintiGeRYiBhPiBsd Hr rRadilifBlced %noﬁﬁse%hér@iﬁ said drug-

. ., conposition of claim1l, wherein said patient is

indugesd ererause ismenapagseotaysebycdhesiotherapeutit, antineangeral

: u r no al man;, a pat.i ent . .
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one of hot flashes and impaired sleep quality.

11.  Use according to claim 9 or 10 wherein said medicament is administered

simultaneously or sequentially with one or more hormonotherapeutic agents.

12. A use of any one of claims 9 to 11 wherein said medicament is administered as a

single composition.

13. A process for preparing a composition comprising 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 thereof, Zicao or an extract

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

thereof,

SUBSTITUTE SHEET (RULE 26)
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claine 9 to 11 wherein said nedi canent is adm ni stered
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Bam?%%reo%, |%ﬁggﬁgfnatiéﬁﬁﬁgfﬁégég%ggg%xgﬂ% of Baiwei or

an extract thereof, Zicao or an extract thereof,

Mudanpi or an extract thereof, Yujin or an extract

t hereof, or Chai hu or an extract thereof. SUBSTI TUTE
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14. A process of claim 13 wherein about 50, about 100,

about 200, about 300, about 400, about 500, about

600, about 700, about 800, about 900 or about 1000 n

of solvent is added per about 100 g of plant

material. 15. A conposition conprising Chai hu or an

extract thereof, Yujin or an extract thereof, 5

Mudanpi or an extract thereof, Zicao or an extract

t hereof, Baiwei or an extract thereof, Baishao or an

extract thereof and Wiwei zi or an extract thereof.
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