A COVPCSI TI ON AND METHOD FOR MODULATI NG AND MAI NTAI NI NG VAGQ NAL BACTERI AL
FLORA AND VAG NAL ACIDITY Technical Field The present invention relates to
the use of benzoic acid and/or its sodiumsalt in conbination with
saccharide(s) as active conponents for preparing a vaginal conposition for
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present invention VUWGEINALTBASTEREIAL FLORAANTS VAGENALCACIDATEN can be a
cl eaning - nursing product, a deodorizing agent, a cosnetic, a disinfectant

conposition, or a pharmaceutical conposition; and the present invention

further reI]at ﬁgicgﬁglelcﬁet hod for nodul ating vaginal bacterial flora and

vagi nal aci by mai ntaining the pH value of vagi nal secretion
within the range from3.5 to 4.5. Background Art The surface of fenale

vagi nal nmucous is suitable for nlcroorganlsns such as bacteria, fun etc.
t o i nhabi t .Thphpregesti inyptiomaelates atoj theawser ed érmqu@aimdqyn@/@gutﬁasochu@b tin

T R e R T T o
capabl e of cpmpdsitiond foragidifuldiihgrelagiial ll:Yak:fwlaflSU@@ﬂaaBﬁ@Sv@gJﬁah asidgyych&epy i n
vagi nal nucous epithelial cells so as to maintain the vaginal acidity

wi thin a penaialeiring dheyeH velwe pfsvaginal sscretinniwithin thatmoge §m 3ndte 4sy; ghe
f h
i nfection. . éalﬁ%ﬁtjr aCﬂJqu. f{nqﬁ 1%Ilaﬁ¥ q;aélna{r@?ﬁl@ﬁﬁhoﬁolv%l hn n'be arﬁ(gdnwgg di ty

femal e genlt norna €s 0 e val ora an

usual |y caumesing $26d8sS, afded)ldsmzdgr sgenm,ch lmtsmgng,eﬁudlahfdcrtz&atcdmiﬁ@mwn& al\/any
factors may disturb vaginal flora and vagi nal aci di té? Thereby, the larg
G am posi t iPPETRRREETIGRFOIRRSItQI AOd FhovRTIsEntainy aRtien furder cplatfsieamicthod rf@as

and cocci v d be
clevatod &M FURRRE B RILOALE ok nd Yok ke ity AAE) ARELA R AR Bl
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woul d be common in these individuals. The vaginal resistance of the patient

agai nst infections usually decreases so as to increase the risk to STD and
HI Vi nf ect iRRerolia@ Afpnor mal changes of vaginal flora may also induce

i nfecti ons‘l—n—ﬁT‘l‘n‘a‘ry— system and is espeC| ally harnful to the health of
pregnant  4lhe surface of female vaginal mucous is suitable for microorganisms such as bacteria,

fungi, etc. to inhabit. The dominant bacteria inhabited on healthy vaginal mucous
surface are large Gram-positive rods, usually called “vaginal normal flora”. Most of
these large Gram-positive rods belong to lactobacilli. They are capable of producing
acids by metabolizing substances such as glycogen in vaginal mucous epithelial cells
so as to maintain the vaginal acidity within a pH value range from 3.5 to 4.5, inhibit
pathogens, and resist infection. Undoubtedly, they play a very important role in the
health of female genital tract. The abnormal changes of the vaginal flora and acidity

usually cause a series of disorders including genital tract infections.

Many factors may disturb vaginal flora and vaginal acidity. Thereby, the large
Gram-positive rods would be reduced while a variety of Gram-negative rods and cocci
increase and dominate. The pH value of vaginal secretion would be elevated to 4.8,
even 5.4 or higher. Complaints such as vulvodynia, pruritus vulvae, algopareunia,
abnormal leucorrhea with fishy smell, etc. would be common in these individuals. The
vaginal resistance of the patient against infections usually decreases so as to increase
the risk to STD and HIV infections. The abnormal changes of vaginal flora may also

induce infections in urinary system, and is especially harmful to the health of pregnant
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wonen and fetus, including serious consequences such as abortion, premature
delivery, intrauterine growh retardation of fetus, etc. Anbng vari ous

vagi nal infections, Candidal vaginitis, Bacterial vaginosis (BV),
Lactobacillosis (LB) and Cytolytic vaginosis (CV) are four common di seases.
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the reduction of vaginal acidity, which result in the overgrowh of many
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Lactobacillosis and Cytolytic vaginosis similarly relate to the over-production of
acids by vaginal lactobacilli. Large and long Gram-positive rods are observable in
vaginal secretion, while monilial hypha or spore could not be found. Usually ,the
vaginal acidity of patient is over-high, and the pH value of vaginal secretion is below
4.0 in general. The clinical symptoms are similar with those of Candidal vaginitis,
including pruritus vulvae, vulvar causalgia, odynuria, algopareunia, etc., which
usually are most serious before menstruation and are obviously alleviated during and
after menstruation, as periodic episode. Therapeutic methods mainly include the bidet
cleaning with alkali solution of sodium bicarbonate to neutralize the high acidity of
vaginal secretion, and the administration of antibiotic = Augmentin

(Amoxicillin+Clavulanic acid) to inhibit lactobacilli.

Bacterial vaginosis is also an endogenous infection, but its pathogenesis is different
from those of the aforementioned diseases. The main reasons are the reduction of
vaginal lactobacilli and the reduction of vaginal acidity, which result in the

overgrowth of many microorganisms including anaerobic bacteria, etc. and cause
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various disorders, so that Bacterial vaginosis is also called as

"polym crobial syndrone”. The pH val ue of vagi nal secretion usually is

hi gher than 4.5, and the <clinical synptons include pruritus, honbgeneous
and fishy snell |eucorrhea, etc. whi ch are serious after nenstruation and
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the current nethods for treatnent of these diseases mainly aimat the

pat hogens that cau For. the t ea nt of Candi d I
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vagi nosis is_conducted by directly Kkilling anaerobic bacteria wt
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acidity to normal status, however, is not considered in the art. The
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| n Chi nesein theasticuiengd s eld &1 D5 Oe sé vagmazuasmgsm 6, and US patents
USP6632796 and USP6440949, the inventors of the present invention had

di scl osed a conposition conprising saccharides as effective conponent for

g;iogi“t ;“gny?)u segép%r %lgr%c?ﬁ[t_?:ﬁl'eeﬂﬁ)lds G2 homkh! ¥ thods aAREsdsNRLGAT A YAhda!
pathogens that cause the diseases. For example, the treatment of Candidal vaginitis is
conducted by inhibiting and/or killing fungi with antifungal agents selected from
fluconazol, nystatin, etc. The treatment of Bacterial vaginosis is conducted by directly
killing anaerobic bacteria with antibacterial agents selected from metronidazole, etc.
The treatment of Lactobacillosis and Cytolytic vaginosis is conducted by inhibiting
lactobacilli with antibacterial agents selected from Augmentin, etc. The essential
problem of how to modulate and maintain vaginal flora and vaginal acidity to normal
status, however, is not considered in the art. The treatment methods and medicines for
killing pathogens have a lot of drawbacks, such as aggravating the abnormality of

vaginal flora and vaginal acidity, therefore, make the conditions be complex, recurrent,

and so on.

In Chinese invention patents ZL.98809508.4 and ZL.98809507.6, and US patents
USP6632796 and USP6440949, the inventors of the present invention had disclosed a
composition comprising saccharides as effective component for promoting the growth

of vaginal Gram-positive rods and increasing vaginal acidity and uses thereof. The
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-3 problemof howto pronote the growh of vagina |actobacilli was well

sol ved by the conpositions and uses in these inventions. The vagi nal

acidity can be effectively elevated and the pH val ue of vagi nal secretion

can be decreased. Thus the reduction of |arge Gampositive bacilli and the

acidity in ' v 0

20 Y KL AP BB AOIOS! S A AR oYL B31Se

as Candi dakomagsitiohs sindvdnes hinathese éhweneidns.oThdevaginat -geididuchn dre eﬁfecta&el}ds by

vagi nal | actobacil i e excessi ve vagi nal ~acjdity annot be treated.

Summary of e[@ﬂéterim&léﬁb? aﬂ' "1"2%68 yagipa éﬁcﬁeﬁén6ﬁ§§éﬁ€cﬁeﬁ%&}’&ﬁ th%rqda%%sf de a

conposi t i oy borGARABLatyEbatRR B thd helatty2dy¥agh Nie BEdehisl €hnd ©

mai ntain t erEpH {/ggfge olf vgg?naf@dsecretl o% & @ ﬁLeBr%ndel ?‘ljrl%m %.9’551%%

4.5, and avagigabfdysbeteoogiosionidrbef mneatekie&m\ngvanurmcn@avﬁgjsna,andi Gptodytiag

| eucorrhea propert or.al.lev snell qf .

| encor  hoa YRERgS a6 withat Pt aeistlise VR hcamge et 6 B AversPrafuian.gf

vul vae, Vvulyak b‘}%ﬁﬁlag'la%t@é!{éxlh%d()cﬂc e&%%ﬁr@%agfrﬁ%élﬂﬁ '—@aﬁfn%'?% ilehRi S,

Cytol ytic vagi ndosis, Candidal vaginitis Bacterial vagi nosis, vagi naI

dysbacteriosis, or other vagi nal di seases. For seeking a conposition capable

of nodul ati_ng ai ni.ng normal vaginal flora and vaginal acidity, the
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flora and vaginal acidity, the inventors conducted deep and wide researches. The

L€

study and experiments on products, medicines and therapeutic methods in the prior art
indicate that there is not a product and method that can inhibit the over-production of
acids by lactobacilli and can also promote lactobacilli when they are reduced in
amount. There is not a product and method that can reduce vaginal acidity when it is
excessively strong and can also increase vaginal acidity when it is reduced and weak,
thereby continuously maintaining the vaginal pH value within the range from 3.5 to
4.5. After experiments and deep studying, the inventors of the present invention
surprisingly found that benzoic acid and/or its sodium salt exhibited relatively strong
inhibition effect on the growth and acid-production of lactobacilli under a relatively
low pH value (e.g., pH <4.0), and the lower the pH value, the stronger the inhibition
effect. However, the inhibition effect on the growth and acid-production of
lactobacilli became weak under a relatively high pH value (e.g., pH>4.6), and the
higher the pH value, the weaker the inhibition effect.

In particularly, the inventors of the present invention surprisingly found that a novel
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In particularly, the inventors of the present invention surprisingly found

that a novel -4 conposition conprising benzoic acid and/or its sodiumsalt
in conbination with saccharide(s) was able to nodul ate vagi nal flora and
vagi nal acidity. Wen vagina contained |ess |actobacilli and nore

Cc aci d and/or S 'sodium  sa weak
i nhi bi ti ons&fchedde (o) waacibdbbac inhddulste vdgidal |fiorh alddcvddihalgaciditanWheprwgieed
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vagi nal secretion wthin the range trom 3. o 4.5. The conpo3ition an
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Cytol ytic vagi nosis, and.Candi dal vaginitis,.but .also Bacterial agi nosj s
and vagi nal e e uPRoLr 3 B Bpuwiidh Briibia it Vel ana comniaie Mgl ot
theories, (hfigaPRRHtIdh WRERI the MMthel SHhaNSW 416 methods in the prior art,

i.e., the present invention provides a novel approach for treatnent of

i nfectious diseases in vagina. The present invention has been acconplished
by the inventor based on the above.di scovery and further studies., The
oresent | mBRECBIROBTIR thes MM Sty PrEeHiS st veon ottt oSt GRpbIFCas ¢ 1
combi nat i 0RoW thin LB ANH dRdifitaiRBoREd] i VABinaP ABRNAN adifd]l RidBAKAbiteffe nal
conposi tion for nodul ating vaginal bacterial flora and vaginal acidity,

t hereby maf aleanimgrignrsing yagine limeroying dgyicashes pronsriyonliminafing ehallevaatierg f r om
3.5 to 4.5, @ccorgli ng,to the the manufact YL dse of the present ilnvgnt.i on,
the said s glé Y, 5Pe e? Jeucorr €a, eliminating ot alleviating symptoms™ such as vulvodynia,

algopareunia, pruritus vulvae, etc., thus can be used for the treatment of not only
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Lactobacillosis, Cytolytic vaginosis and Candidal vaginitis, but also Bacterial
vaginosis and vaginal dysbacteriosis. It is totally different from therapeutic theories,
therapeutic models and therapeutic methods in the prior art, i.e., the present invention
provides a novel approach for treatment of infectious diseases in vagina. The present
invention has been accomplished by the inventor based on the above discovery and

further studies.

The present invention provides the use of benzoic acid and/or its sodium salt in
combination with saccharide(s) as active components for preparing a vaginal
composition for modulating vaginal bacterial flora and vaginal acidity, thereby

maintaining the pH value of vaginal secretion within the range from 3.5 to 4.5.

According to the the manufacture use of the present invention, the said saccharide(s)
is glucose, fructose, mannose, or oligosaccharides or polysaccharides that can be

hydrolyzed in vivo or vitro to produce glucose, fructose and/or mannose, or any
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is glucose, fructose, mannose, or oligosaccharides or polysaccharides that
can be hydrolyzed in vivo or vitro to produce glucose, fructose and/or
mannose, or any -5 m xtures of these saccharides, wherein the said

ol i gosacchari des or polysaccharides include but are not limted to the
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base, glucose can be converted.into fructose and mannose by enolizati on,
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conver et ed ddat?itn? s&k&%?% @B&uf@iﬁfé : mlc?é;??g@fé'bll}l the Said &dtL rfd?:rifif‘gﬂﬁcose,
nonosacchari de Such as glucose and fructdse to produce acids, such as

| acti c aci @ructoseisyierdsenmalteserens atikome tlmredfet ero fernmentati on, or acetic

acid and lactic acid through Bi fidum pathway. digosaccharide, starch,
gl ycogen and ot her macronol ecul ar pol ysaccharide can be hydrolyzed to

produce gl ¢iRsse, fr\(}\h%'sé’%ﬁd %‘Qlln%fs@ﬁgq %IHHE&? f?ﬁ?ﬁkﬁé&ﬁ@ﬁstr%&ﬁ:e{. :Ux{dé%atai}%:ijﬁgﬁt ed

to produce acids. en vaginal acidity 1s weak, lactobacilli grow an

produce acdisteuhake; glheosst ¢anubat ¢amventd sat fiarciabe sartdo maninosa@iby aoolmitioaci di ¢
environment_in vagin to inhibit the grom.h of G am.negative bacteria.

Cact obaci | MIATRGHnTHLES cORyRTedh G EhgeAafhersmsprard TGRGC £H8 agyatered
acidity restgr gubenld maiavsy AactbBacBinNMgiAs B dhtCABLOALOMLTIdE Lidr gases,
| actobacilli will be inhibited by benzoic acid and/or its sodiumsalt and

produce | eghicasé ded fimigtase tamdeducerasids, see¢nag lagtic agish thoouglf hemoe dbrméndatsorand
benzoi c aci d ,and/

of its sodium the vaginal, acidity is [ ined within
Che range. PF deostrpeRabOn, o s R ial e Ehs sl miedly B1BumGpadiey’
present i NYARPokAThaR8OZ&hfehaGltoseh @iInd. otRér makfor8Qdbuar $Blysabdhaide @AdBIM
benzoate) solely, or a mxture of benzoic acid and sodi um” benzoate in any
propor t i onhyduwlyredetaipeaducef ghsnsni fruetobel and othed, meomsaaehmuisies.ond Hanther c
acid i's copyerted \Mddle 2Rl SEhAMAERF A8t SeAC ARG GrbliCand
produce acids under the stimulation of saccharides to maintain normal acidic
environment in vagina, to inhibit the growth of Gram-negative bacteria. Lactobacilli
dominate. Therefore, both the vaginal flora and vaginal acidity restore normal.
However, if vaginal acidity continuously increases, lactobacilli will be inhibited by
benzoic acid and/or its sodium salt and produce less acids. Thus, under the alternative
action of saccharides and benzoic acid and/or its sodium, the vaginal acidity is

maintained within the range from 3.5 to 4.5.

According to the the manufacture use of the present invention, benzoic acid solely, or
its sodium salt (i.e., sodium benzoate) solely, or a mixture of benzoic acid and sodium
benzoate in any proportion could be used. If benzoic acid is used, the amount of
benzoic acid is converted into the amount of sodium benzoate according to the
proportion that 1.0g of benzoic acid is equivalent to 1.18g of sodium benzoate, and

then the total amount of sodium benzoate in composition is calculated thereby.

The the manufacture use of the present invention is useful for preparing many dosage
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proportion that 1.0g of benzoic acid is equivalent to 1.18g of sodium
benzoate, and then the total anobunt of sodi um benzoate in conposition is
cal cul ated thereby. The the manufacture use of the present invention is
useful for preparing many dosage -6 forns of vaginal conposition such as

cl eani ng- nyr si ng products deodori zi ng agents, _cosnetics, disinfectants and
nedi ci nes ?%}«?-?fr\é?s%% (OO SHQRySUCHr aspl %&Pgﬂpf%ﬁ*ﬁ arasysss, depetizigg r@ge%ta{ not

limted toc&ﬁﬁ’etfc‘%l HQYﬁfB&aan’aatnﬁr écﬂkfﬁlég *)1%501?& St H ’orgﬁés‘&l ¥1§5n dgﬁ% wat er

oi ntments, capsules, mcr ocaps supposttories, era
sol ubl e geim:luchagshﬂtermt limhedtts. tha'rfellnwmg awatar eohlbdn:gsts tsehhnmlspgyr,osdsﬂs,t hod
and adjuvants are avail able gg t hose ordi nary skill edalan t he grt accordi ng

to the di s€1%881r é?éntmﬁf‘tst [F@PHHES SRICTOSAPERIES o AP Kefits: rfakletin PR K&found
know edge lsaut)tee g io fanesextamkse Tﬁ@%m&ﬂm&ogf&'ees g@éhn%mr@)%uhe S0 be

prepared accor d| | ow ng process flow based on hods known by
t hose skil héjaivamtstatma\amtablenby(thmge obdanzny| skilbeed mthmdhcacwlt(hngldihardlmd)stu,res
sacchari de wat er . sol ubl e vi scous. tr|x uch ag Xanthan gum in a
o escri bedbMEAFtTbATVRHaD i CamBrEion ik barhstpr SR oviedes 1 B4 g or
stirring to dissolve sodium benzoate and saccharide and to swell the

wat er - sol ubl e viscous gel matrix to forma honbgenous viscous gel, wherein
if benzoi EFonckamplsttbadvatr soluiblargblenempostips aasebk prepastbakcordmgdics ol ved

th nt. of eth I dth d to.th |, . t
hodul at i ng OBviBR RISFTS oy Tohed 8 pAEPE KROYE by afgakifiBginang «Fh mixine
pref erabl y pdnR)ié aci@- &d/wltsl%cﬁlﬂnﬁsalp%Eéf?a@ﬂ@%n@l%at%?@@ﬁibi’@b%c@ﬁd gelamatral
base; sterilizing by a process selected from radiation sterilization, or

hi gh-t enpefsichras enthiahj guam) unaapremuaeﬂlmpfamonwdﬁmg A1 presaihedormbantcof
sterilizati,on rst treati.ng at, 70-80C .for, 30

36C for 5. S9UgHNeotE BriRe g GG ogafh ity e W34 eblag gl gl R

finally at wherQQGulorvidéudi pdl. nfkrix itbt rinng Beogdus! Visto\d gepawpérelyy it he
solution of benzoic acid and/or its sodiumsalt and the sol ution of

sacchari debemadie e arfd¢adg of tsedimm rhe@Z@tatStlérliSIeﬂzetdShm—tlérbesdl&ablVédg‘élthnm rix.
vagi nal tabl el s Sfa%}hgﬁol”% h%ﬁta%idg&n%%ﬁe [ Bl?@c}s Oﬁégju‘ﬁ”ﬁ]}ég gﬁ’phho

skilled i n®™PRE benzoi ¢ aci

sacchari deo@inbe tcbﬁﬂ)oditfo@Ctd yi rahgblteémngst@ t»bst rélfewd)yezt S, toB 8l Bynugfg Wvant s
such as magnesi um stearate as |lubricant or sodi um carboxynet hyI starch as
di si nt egr aRhamasenierd asecptabledacidiandprabaser atsrilizag, by a process selected from:

radiation sterilization, or high-temperature sterilization at 110-115°C for 15-20
minutes, or batch sterilization (for example, firstly treating at 70-80°C for 30 min,
then at 36°C for 5-10 hours, 70-80°C for 30 min, 36°C for 5-10 hours again, and
finally at 70-90°C for 30 min), or filtering and sterilizing separately the solution of
benzoic acid and/or its sodium salt and the solution of saccharide and then adding

them into a sterilized water-soluble gel matrix.

Vaginal tablets can be manufactured based on the methods known by those skilled in
the art by mixing benzoic acid and/or its sodium salt with saccharide and then directly
tableting to obtain tablets, wherein adjuvants such as magnesium stearate as lubricant

or sodium carboxymethyl starch as disintegrant can also be added, mixed and tableted.

Vaginal suppositories can be manufactured according to the following process flow
based on methods known by those skilled in the art: mixing and grinding benzoic acid
and/or its sodium salt, saccharide and Tween 80, heating to about 50°C, heating

separately a mix fatty glyceride (also called: Solid Fat) to 60°C until melting, then

-



Vagi nal suppositories can be manufactured according to the foll ow ng process
flow based on nethods known by those skilled in the art: m xing and
grinding benzoic acid and/or its sodiumsalt, saccharide and Tween 80,
heating to about 50C, heating separately a mx fatty glyceride (also
called: So C | e t uid
Mlcﬂngatg% cﬁn&t&% llaﬂitd Bf 'B%h% 1anc1c§ rh% /or. ZS asgg tan ng%%laﬁ"ldg n[dﬂ

of benzoi ¢ aci sodium Sa sacchari de an
mel ti ng maTwiexn 80deto the iniglting ,marmx|ungemgrmggnm®)uaghonmheds\g;1y Bouring ifiul d

at about 40C bef coagu] ati on) tle coo nd scraping the
moul d, coan%d bk AT G (hg> 861106%9%&%‘\‘1%t’r?é1t)’\)é‘&f9r?89 §&6Bg§i’f@6%‘}ge e niguld des
mx fatty c&dlﬁ%grahqegerﬂf)ﬂﬂﬂ efae oQ{aYHO!heStbﬁghélt %3 gé)s\{fb‘%{egg%é%ﬁdég mi¥C Elity! 1

etc. can al so use as the matri x of sai uppositories. Automati
and rrechan'gb/abrldle\prop}slenarglml wEadte, giybalo'elaSnaTwepn é@duyetd. ean alocha dsemlg to
t he the manufacture LiSE t he resent i nventio Qgﬂ C?é)% amount . of

d apu 5]

sacchar i de?f Hletr%tr e SH RO R oA BET Y e YICERFe) be used
preferablyi, rgr dA1OfhWon.and the total amount of benzoic acid (calcul ated
based on sodi u benzoat e) and/or its sodiumsalt is 0.01-5.0% (w V),

preferably 0.1-1.0% (wv), nore preferably 0.2-0.5% (wv). According to the
t he manuf a tur use ﬁgeihhe pre ent inve t he.wat er saql ubl
e

t
oeooer 1 ofchositifo fhe MeomBRREE e a0t OF the dietcal ifyngons SR SBpunast i

whi ch enablRRab@&nzRi ﬁleaWag:ra%VuBfe %9ﬂ'cHﬁ?p%§1‘t1bna[kd 0SR20 M4 | @@'v3,Opreferably
homogenously contact with vaginal nmucosa and to stay there for a relatively

| ong tine, 0S8k wigciandttheitatpl tameountrod eazdioracid (balcwletddabased oora seditm

ccor di ng PEPRRS) ehBE dig it calias OIS PR T bbby RCED A G S

manuf act ur grefe@bBf0.bhes@r@yent i nvention, the matrix includes but is not
limted to Xanthan gum pol ycarbophil. The pH val ue of water-sol uble gel
conposition as prepared according to the present |nvent|on is nDduIated
wi thin the,range ff]o 3.5 10 7.5 %pref

concent r at ASRY 8 hinadurd b GERE dtesony ibikavioh o Faeek Ol el

conposi t i 0BompEsikibRVLRHEE usds hhneflowableakkcakd, | WedrisBluble gal matrikewhich
wat er - sol ubl e gel conposition conprising benzoic acid and/or jts sodi um

salt, sacerehli¢sdleergeinemd radionsediuareadt aidhspcebaridretogiameganouplygeniash With

packaged ' I’]aéainal mucosa and to stay there for a relatively long time, thereby facilitating the

modulation of bacterial flora and acidity. The said water-soluble viscous gel matrix is
selected and used according to the knowledge of those skilled in the art. According to
the manufacture use of the present invention, the matrix includes but is not limited to

Xanthan gum, polycarbophil.

The pH value of water-soluble gel composition as prepared according to the present
invention is modulated within the range from 3.5 to 7.5, preferably 4.5 to 6.5. The
kind and concentration of the acid or base for modulating the pH value of the said

composition are knowledge of those ordinary skilled in the art.

The water-soluble gel composition comprising benzoic acid and/or its sodium salt,
saccharide as manufactured according to the present invention is packaged in a
sealing and sterilizing manner, preferably a single dose packaged in a sealing and
sterilizing manner. The sterilization process well known by those skilled in the art can
be used for sub-packaging and sealing the sterilized or sterilization-treated

composition, or for sub-packaging and sealing the prepared composition and then
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sealing and sterilizing manner, preferably a single dose packaged in a
sealing and sterilizing manner. The sterilization process well known by
those skilled in the art can be used for sub-packagi ng and sealing the
sterilized or sterilization-treated conposition, or for sub-packagi ng and
sealing thg Sp naan l:i.z u in
t he prepare Higﬁgbgﬁtlon ?%hgkl|gﬁbgﬁ%Pgﬁdgv?8§£§5h]hl%?g (ﬁﬁbﬁ &?Ra§%89 ]
adm ni st r aintemyagisal admgnmtttahonvmahmgmltlso‘mrwlralz|stfg1ltzyng hyllrama’om, et.c.
According to the the manufacture use of the present invention, one or nore
anti bacterial agents and/or bactericides effective to bacteria and/or fungi
are optiongkbMinsad: thehghdSRamifadtild NREL 6F iRk FRSEHS ifRhiBh, Rkt 8F | mbfes
with strong action on fungi, G amnegative anaerobic bacteri a,

G am negat antgbastarcl , ageram qzmﬁot i hesterpodesi effentiveretmk bactermn a0/ o@r dmgiosrd i ve

rods not onl sition t ant i robi a t t but al
coeps the_ PtieRtiTee fie SEORDBa bRl peend Shi dee R Rt strpig action” *°
pronoting bhefggOWshad a6 & ANaOHBE! ibabtedih, @ﬁﬁ% H%dtﬁv'ev%éc‘?d%raﬂib&%%ve
anti bacterial agents andF bacterici des include b are not limted to the

fol | owi ng cewudbsamhwesk asbmbloo @uainttpasitive abds nothenlg eindues ﬂmwmnmsmvm wdth n

K3, vit K4 t t
dehyar o aceriicsaRal SERVP o7 s BLordhe helRh8H wsSFaRbeSe opabs aswent
i t raconazolguenibh 960pdathhg tht GRORALAR] aill PrEdudESAl o Grampbative rods. These
metroni dazole, Iinconycin, anoxicillin, various defensins and antibacteri al

pepti des: whigbasierial haeesm ahddent bafateltleldﬁalln@g@wbst anednair limated etoi the feHowing
preferably tronlda e | uco clotrimzal e. he f Qr eqo % |ous
rtt bact et FufRsER: S8A% heid 'S0 RRP (RersSh oLl Bt crifelfly’ Koo dRlditan B
present i npeiPanoit REand kil ﬂleretdﬂeacelﬁequdedeﬁ%/deeca@enbhcidh9ﬁ§ed1@&9baazromes
skilled in the art. According to the preferable enbodi nents of the present

i nvent i on, hydspgen @étc@%@mﬂuqona@dnltwpnm butepnagzole, magrrageleu Fwtismazole,
capsul es, Fﬂéﬁ 8&%§&P§%a%&%tgﬁ%fggancg% c?l'l gvaﬁoﬂ%‘déf‘%ﬂ mﬁ%‘ n)ﬂ atf;?%%? efiaf"c' d

and/or its um sa sac Ilve baci
| act obaci | i: tli(SesySﬁfbréml’ il s&idt hmlwm@iaer@rehtsoand/epllﬂ@eamndesoﬁret bﬁefeﬁbl}gl nal
| act obaci | atient's vagina, the saccharide is used for_pronoting the

growt h and%@‘é‘ioﬂl alew dluconazsfie.t Hlatrimaachs abhq faregeing agrieas aatiba¢tdaloegends c
acid and/ ot /o} ;Soranggi' %Sﬁk tseLe%telaS%‘E'd 1u9da Bf Bye ﬁp dsO8 81‘6% iiBh %‘E!H&}d'uf’%moﬁh cid

by the Iacft1 orrp05| I on cofprising enzo aci
its sodi urT‘kﬁa*Meng &aoharbydthosndrdinate skilled in the art.

According to the preferable embodiments of the present invention, live lactobacilli
can optionally used in manufacture of capsules, microcapsules and tablets comprising
simultaneously benzoic acid and/or its sodium salt, saccharide, live lactobacilli,
wherein the live lactobacilli is used for directly supplement or replacement of the
original lactobacilli in patient’s vagina, the saccharide is used for promoting the
growth and acid production of the lactobacilli in vagina, and the benzoic acid and/or
its sodium salt is used for preventing over-production of acid by the lactobacilli. Thus,
the composition comprising benzoic acid and/or its sodium salt, saccharide and live
lactobacilli as manufactured according to the present invention is not only very
suitable for the treatment of rare lactobacilli in vagina, weaken acidity in vagina,
bacterial vaginosis and vaginal dysbacteriosis, but also can be used for treatment of
abnormal increase of vaginal acidity, cytolytic vaginosis, lactobacillosis and Candidal
vaginitis. The method for preparation and use of the live lactobacilli in the present

invention are known by those ordinary skilled in the art.
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| actobacilli as manufactured according to the present invention is not only
very suitable for the treatnent of rare |actobacilli in vagina, weaken
acidity in vagina, bacterial vaginosis and vagi nal dysbacteriosis, but also
can be used for treatnent of abnormal increase of vaginal acidity,
cytolytic vaginosis, |actobacillosis and Candidal vaginitis. The method for
preparation and use of the live lactobacilli in the present invention are

known by t Aeserdiiglionthe)msifhdtace use dfhtbe prdsent Biveston, distoge® id dlgo BprbhABL ur e
use of the present invention, estrogen is also optionally wused for

manuf act ur PHG T SRARYERSTRIIRG 2 COMMOSEIoRe CamBHAIRG igs angopdlk heneoigdctl aptor
I ts sodi UM 2b&iund ?@E@aééﬂgldeeé&f RN whefies %en?stntb%hﬁsiﬁélﬂggéquﬁlribqqﬁml?é&

not limted to st estr estr |oI estrio e estrogen can pronote
t he angi ogenstilbsestodl, vsigadmalL estnint.CBle, essemgbhehn @Iromotenuhf:lamgtagenem of agginal

mucosa, and epithel] amage heal in i na, thereby furthe nhanci ng
t her apeut i B ?aeépghglﬁalt q?énﬁffﬁﬁeg.otf ‘%ﬁ‘%m}’fc &4 Lﬂr@dep%@@} drmaes ﬁae%elﬁeg in
present inygnhh oaﬁerel;pEfuﬁﬁ&mmah%g%ﬁéﬁgémmm@s YE@e8& otfpositfon ﬂ&&fﬁ&‘gxﬂéd oned
vari ous estrogens in"the present irnvention are known by t hose s

the pr esenaccwrdmthne the ggesent i inventioronTheimétbod pfoovidesion wadi wsake of the
conposition, which n be a cleanln nur si ng. age a deodo n ?
Cosneti o, AP BFRAQECAA LB ASBLE TG 1BF PrereRiian PRcelefecHIovgm SATth Bre
characterlgpqwuﬂe&g@gﬂ (1) conprising benzoic acid and/or its sodiumsalt,
and saccharide ‘as active conponents; and (2) conprising one or nore
inactive auxiliary conponents sui tabl e for human vagi na, wherein the

hari d | t hari d
pol ysacehal tReEreba: mYEBHoRCORTAE oIy Ia h \BECHh D TabaaeE, ek €88ebe ) or

mannose, Of:leﬁﬂﬁﬁg[ﬂliﬁl‘ﬁrg%g@ﬁt at(ﬂ:%a@rlﬁlﬂg%ﬁé‘ﬁt' Q%%sm@ﬁ@raedl@lrifgﬁaﬁtaécﬂn osition or
ol i gosacchari des or pol ysaccharides rnclude but are not linmted to the

fol | ow ng: asplmrm@equtml tcogeaosum aheracteized| ims thatt ( Bhabwpeisingc behasié asil
nmel i bi ose, éFfInOSﬁ % %Pﬁ har i V |sonaléﬁiol|q?§accharlde6
fructo- ol PRYSRLSHRA]uRR sa ’e%‘& i er%a%lhc? HPRYY FBIR SO d
sacchari deof Ssmoftl WR%i®e AiHRASS RQomPBABAS Esuit¥iy I6€, huEEPdnt Q88inal NeRALDS €he
cel | obi ose, nelibiose, nmalto-oligosaccharide, fructo- ollgosaccharlde

dextrin, sbaachhride imghcasasfeuctonss mmnoswe)h;gp@&cgharbdqp ehpolysdcgharidestiaet de

Is gl Ucose, r];rbléchy%%glyze&l % cf)roduce gl 835%, ?ruc?osren zf(ntd or maBrrl]gsree%fr any mixture of
these saccharides, wherein the said oligosaccharides or polysaccharides include but
are not limited to the following: sucrose, maltose, lactose, lactulose, trehalose,
cellobiose, melibiose, raffinose, malto-oligosaccharide, isomalto-oligosaccharide,
fructo- oligosaccharide, dextrin, starch and glycogen; preferably the said saccharide is
glucose, fructose, mannose, sucrose, maltose, trehalose, cellobiose, melibiose,
malto-oligosaccharide, fructo-oligosaccharide, dextrin, starch or a mixture thereof;
more preferably the said saccharide is glucose, fructose, sucrose, maltose or a mixture

thereof.

The vaginal composition according to the present invention can be a cleaning-nursing
product, a deodorizing agent, a cosmetic, a disinfectant or a medicine
(non-prescription drugs or prescription drugs), the dosage form of which includes but
is not limited to water soluble gels, solutions, aerosols, creams, ointments, capsules,
microcapsules, suppositories or tablets, preferably water soluble gels, capsules or
tablets.

The composition of the present invention is preferably a vaginal water-soluble gel
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The vagi nal conposition according to the present invention can be a

cl eani ng-nursing product, a deodorizing agent, a cosnetic, a disinfectant
or a nedicine (non-prescription drugs or prescription drugs), the dosage
formof which includes but is not limted to water soluble gels, solutions,

aerosol s, creans apsul e m crocapsul es osi t

fablets. prEnGRaLPy eBrcasrdat ahyont) L FLEN BBOURC OF LEREDE acigandior T
conposi t i 0odfimt §28t, Ak RaRMatbMBEEd 67 sb&iuR s&%a&l Ys 8.0Magiopalwnat ?fef@ﬁblﬂ,bl e
gel -10 conp03|t|on characterized in that: (1) the total anpunt of beénzoic

aci d and/ oP-1-1§% é\b/dﬁ)umpseaplteferablydhiz&ﬁ%t(@dVbé%)sﬂledntaé @mqylm bEpacshanide(ss

(2) the t otbenalkOBERC gl i -1:eR (¥ Bhofe Y 0F-TaBRUY ¢ Belngeiony

(W v), prehexitigty cOmpodait wre non(fBwible, VRa6s|, Weateblubleagdl RAFPYNOREEIMAN €
non-f | owabl e, viscous, water-sol uble ge el matrix, wherein _the gel matrix is

pr ef er abl ytb@raehamatgumls ﬂUPfFé%\blbioEfﬁmhan( gymy mplzwb@@hlt,l &h tb@tqqmmsntyon
Coobtne” ST RASp AL PRl AR AL dafh RS bE el ShG P,

when the s

the concentheat tl@n s@fd rmﬁibaaueﬁalzodgentss a@dﬂﬁoba&eﬂl%d(ew ¥e, r@étﬁfrﬁd@iﬁléf, the
0.001-0.01% W vVv); . (5). the caonposition further optionall ri ses one or
more est r o§eREENtTatYn (of dnetseniderale iiv Q- qoéndbé%a@%/d j Weéer@é’r 94%&1@%6‘&”);
seal i ng mappe y e t LN

seal i ng mam the 96@E§%§§hn%u?th§gn éﬁ)rrllggi CO I'1've ggﬁﬁef) ?urﬁﬁn% gt% eglls’o?6)§t

m cr oor gan csnﬁpoﬁhen fis ackaiged liv @nstérdlivihg lahdileéalrrg akesert prefembl)hadnfg(bé dose
nodul ating vaginal flora and vaginal acidity, thereby naintajning the pH
val ue of vB@‘Flﬁ’@Fd gléersarﬂ@hnw%fqﬂlmﬂ@lam%g@ ddagmngt gontaingany 11%@4‘%¢fﬁlf¥he

met hod conyﬁ%g?g%rqgﬁgr d§h&§g&ggmof an effective anount of the vagi nal

conposi tion pr epar ed acc Ing to the present invention in vagi na of
wonman in need thereof. According to the nethod of the present invention,

t he net hod_of us the co 0|t|on conpri se mnlst ation qf the
conposi t | o g rprewg ipyengion rirplafeselg 4 ﬁ‘?ﬁé‘éﬁf rontqﬁ*&[attnrge%&%h H%Fé‘i and

dosage of i d Nl
Sodt um benyshpal Seidfy S RAERP maibltpidg iy PH Ydlye BF VR S RficRO BRI e

2.5-75ny, tdngetfooml 3. detDIAydeﬂ;lagaen ohie smticdtheomdprises ddm3indOragion qff &f effattive
5- 1800nm, gr[r)lro%n of fh%r\?abgllgaﬁcoon%ngoom on X\éh in%gar%%nac%gr gén to Itk?é {)laetsgr(ljt 1121)1 ention in
vagina of woman in need thereof. According to the method of the present invention,
the method of using the composition comprises administration of the composition in
vagina of women in need thereof so that the total daily dosage of benzoic acid and/or
its sodium salt, as calculated based on sodium benzoate, is 0.1-750mg, preferably
1-150mg, more preferably 2.5-75mg, the total daily dosage of saccharide is 1-3000mg,
preferably 5-1800mg, more preferably 50-180mg, which can be administrated by

fractionalizing for 1-3 times per day.

The method of the present invention well solves the problem of how to recovery and
maintain normal vaginal flora and vaginal acidity, and can be used for
cleaning-nursing vaginal, improving leucorrhoeal property, eliminating or alleviating
fishy smell of leucorrhoea, and eliminating or alleviating discomforts such as pruritus
vulvae, vulvodynia, etc., and for treatment of lactobacillosis, cytolytic vaginosis,

candidal vaginitis, bacterial vaginosis, or vaginal dysbacteriosis.

When therapeutic method of the present invention is used for treatment of the
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fractionalizing for 1-3 tines per day. The nethod of the present invention
wel | solves the problemof how to recovery and naintain nornal vaginal
flora and vaginal acidity, and can be used for cl eaning-nursing vaginal,

i nproving | eucorrhoeal property, elimnating or alleviating fishy snell of

| eucorrhoe | Jai . 1g | eviat i | d or : rurit

Vil vae, vulssdnerEordd PRkhAOqREaR, gl dBa) SAERAT IR, PSR ESBhGIS BT
vagi nosi s, paarisli datoveayi and i mailtaint erdralal vegdinglsiRidioy, wadi niddrefore is a
dysbacterigsis,. Wen. t her utic nmethod of, the present invention is used for
treat nent gfeaf(ﬂgouéi? @Fﬁ‘gﬁﬂﬁﬁeé%@t\?gQ’PgI‘QPP’d’if%‘éé)é‘éQ‘Sqaﬁesrray rapidly

al l evi ate &BecifikiMbEAS FSYOREARE Rt thp%\je@l%tﬁ_l, recovery and maintain nornal
vagi nal acidity, and therefore 1s a rea rough in the field of treatnent
of vaginal infectious diseases. Specific Mddels for Carrying Qut the

I nventi on _Exanpl es. of conposition: Exanple 1 The conposition was nmade by
the foll omﬁﬁ@mﬁgﬁsﬁzﬁpn}ﬁ%%&o. 79 sodi um benzoate, 9.Qy sucrose and 2.5g
Xant han gum adding 100m distilled water, stirring to dissolve sodium
benzoate and sucrose and to swell Xanthan gumto form a honbgenous Vi scous
gel ; nodul &xamglepH value to 6.0; and sterilizing at 112.6C for 20 minutes to

btain th t er - sol upl | ition.of t t i .ion. Exanple 2

By et ghi nd [ IGMRRLIARaES Fiodh h e OlBHFh oot oh bt O, B BB SEOREn wes

nmade  subsbHayptdualdsk aaACOsglixaatHae dune JRIAPI0GAI ESBIPA Yvaler, Qtilliﬂl_;sﬂgcdi%?ve 0. 49
p ,

sodi um benzoate, 2.5g Xanthan gum 100m distilled water, .
sterilizi ngodiymabergpatmand psiskessi ard ita fvrlindXemthannghm toSerm4a Gypnpgendese.

Exanpl e 3 By, weighing the. materials wth the f.oll ow p rtion,. the
conposi ti on as gr@dg% délgagg’fga%ﬁiv ?‘feyto\;%c@b%‘r ﬁt§r1ﬁ5’n§h%nﬂ&$1%?%fi(g?éWﬂF%t%:
12. Og sucr gbRin the3bate£96liuYIB gd1RBARPRERIONDI B FAREMARYEMIBn, 100M  distilled
water, pH 6.5. Exanple 4 By weighing the materials with the foll ow ng

proportion, the conposition was nade

Example 2

By weighing the materials with the following proportion, the composition was made
substantially according to the method of Example 1: 9.0g sucrose, 0.4g sodium
benzoate, 2.5g Xanthan gum, 100ml distilled water, pH 7.0, sterilizing, sealing and

packaging in form of single dose, 4.0g per dose.

Example 3

By weighing the materials with the following proportion, the composition was made
substantially according to the method of Example 1: 12.0g sucrose, 0.35g sodium
benzoate, 2.5g Xanthan gum, 100ml distilled water, pH 6.5.

Example 4
By weighing the materials with the following proportion, the composition was made
substantially according to the method of Example 1: 9.0g sucrose, 0.5g sodium

benzoate, 3.5g Xanthan gum, 100ml distilled water, pH 6.5.

Example 5
By weighing the materials with the following proportion, the composition was made
substantially according to the method of Example 1: 6.0g sucrose, 0.25g sodium

benzoate, 2.5g Xanthan gum, 100ml distilled water, pH 6.5.
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substantially according to the nmethod of Exanple 1: 9.0g sucrose, 0.5g

sodi um benzoate, 3.5g Xanthan gum | QOm distilled water, pH 6.5. Exanple
5 By weighing the materials with the foll owi ng proportion, the conposition
was nmade substantially according to the nmethod of Exanple 1. 6.0Og sucrose,
0. 258 sodi um benzoate, 2.5g Xanthan gum 100m distilled water, pH 6.5. -12
Exanple 6 By weighing the materials with the foll ow ng proportion, the
conpositioﬂxumpkmﬁde by nixing 45. Og sucrose, 441g fructo-oligose, 3.5g
sodi um benzoat e, lic .lactobaci|li powder (containing

fructo-ol i &dswﬂ&hwgawfometeeﬁla Withthe paldqwingproporigs, b&k@gpﬁgtlph waggpade

et o-of | Boan BeEre A o R O R0 nd SB00, P A A0 mpphitie

Exanple 7 By:t(v‘ﬂlcghl pgwtibe (neiiteining sfrudtbtoligose faud Swil D0 pCBYoalivenbactdié),
conposition was .nmad tantially according to the nmethod of_ Exanple 1:
9. Oy sucr oS¥- pé"‘@@‘%d? uﬁqS 00, cApgEse, Wherel §§‘fq? igpsulg eantainpd h‘éﬂnétﬁrﬁcr@?» 49

wat er, pH astﬁ%%m@@'oﬁ Bs 5%, %ﬁggaalgql b Rt @Jil@ﬂ?m‘ Mcygfrhgﬁf faetdb%

proportl on, conposi t| on wa substantial 'y ac to t e rret hod
of Exanple 1: O Ilg fructose, 1.5g sodium benzoate, 3.Qg Xant han gum 2100mi
distilled ter H5.0. Exanple 9 By weighing the materials with the

fol |l ow ng E?‘B%‘Bec on, the conposition was made substantially according to

h hod pef : : j
the net hod gof w BRI ﬁlelmaéansHaggggé%(%ﬁﬁg p}ggggm\?é :ﬂ?égé&ﬁw itidn YWhs%A4 {1&1&“

gum 100m distilled water, Ing the materia
with the fsulbsbam'ruylypawmdmgom theenetbogh axfi Ekamplnasl rﬁaﬁg sustdsss Antg abdipm

AN A R N R R S
materials with the follow ng proportion, the conposition was nade
Example 8
By weighing the materials with the following proportion, the composition was made
substantially according to the method of Example 1: 0.1g fructose, 1.5g sodium
benzoate, 3.0g Xanthan gum, 100ml distilled water, pH 5.0.

Example 9
By weighing the materials with the following proportion, the composition was made
substantially according to the method of Example 1: 5.0g mannose, 0.5g sodium

benzoate, 3.5g Xanthan gum, 100ml distilled water, pH 6.5.

Example 10

By weighing the materials with the following proportion, the composition was made
substantially according to the method of Example 1: 2.0g glucose, 0.7g sodium
benzoate, 2.5g Xanthan gum, 94.5g distilled water, pH 6.5.

Example 11

By weighing the materials with the following proportion, the composition was made
substantially according to the method of Example 1: 1.5g maltose, 0.3g sodium
benzoate, 3.5g Xanthan gum, 100ml distilled water, pH 7.2.

Example 12
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substantially according to the nethod of Exanple 1: 1.5g naltose, 0.3g
sodi um benzoate, 3.5g Xanthan gum 100m distilled water, pH 7.2. Exanple
12 -13 By weighing the materials with the follow ng proportion, the
conposition was nade substantially accor ding to the nethod of Exanple 1:

i 7. 2. ey el b MRS RR e P BHPaRIA e EafiiRb mSl e on

t he conpossmbmmalg acdeding Utis e tnh thdd) fCE R4} leglt 3.0 eubkisbod. sEdﬁafml e
1. 9.(g Iagt ose Zg S tgl um benzoate, 0.2g f uconazo 3. Sg Xant han gum
879 di sti | PEREARER: ér ¢ $ppiBan gum, 88a distiledpyatglipbhidg the materials with the
foll ow ng proportion: 20.Qg starch 0. 2g sodium benzoate, 0.005g

met roni dazol e, 1.5g Xant han gum and 100 distilled wat er, the conposition
was nmade b¥xampki13 m xi ng starch, sodi um benzoat e and Xant han gum addi ng
90m distilled Wgter stirring, . g Fl and stirring till boiling
sterilizingy Veighingjepatenials witht Wﬁtﬁ@ﬁ‘i’@@i‘eﬂ@ %@Pﬂ?ﬁlﬁﬂn(‘%r{?%@% ng

0. 005g netg e u

Bcampie 16 TREATREY dcord aﬁs*ﬁ%@&g%*g Y Eafipls T, 4,08 BERECE Sodium
proport i onbefmpateylOzppRecona@gl, Baiy Xaﬁhaﬁggmf, Blig distdledgester, pH &F. sodi um
benzoate, O A g netronidazole, O dg clotrimzole, |g nagnesi um stearate,
then m xed and tabl eted, wherein each tablet was 0.5g and conprised 25ng

gl ucose, 1pQnmplars ose, 315ng fructo-oligose, 5ng sodium benzoate, 0.05ny
met r oni dazol e, 0 05ng clotrimazole, and 5ng rmagnesi um stearate. Exanple 16
By wei ghi n@thelghﬂt&theahatewatsh\mthethé dbllowinggpmpoptoott: i 2n0g staecks dnppsodivan was

made subs anti al | cording, to. t hqd of Exanple 1: |. | act ose,. 0. 05¢g
benzoi ¢ ac anoaie %W&‘i"ﬂg‘f% eq mlgan @tgqmeamﬁgml Adcqule WAt it e 17
Eé’ld\é\/e' ghi ngo&B@sﬁBﬁ%ds%%dé’“bWﬁﬁsﬂ? rﬁ&hﬁg)ﬁ‘ﬂaﬂgx ROQRA bbfsbatd BRd SOMRRS! AN vas
adding 90ml distilled water, stirring, heating and stirring till boiling, sterilizing; the
adding 10ml sterilized metronidazole solution (containing 0.005g metronidazole),

modulating pH to 7.0 and mixing homogeneously.

Example 15

The the materials are weighed in accordance with the following proportion: Sg
glucose, 30g lactose, 63g fructo-oligose, 1.0g sodium benzoate, 0.01g metronidazole,
0.01g clotrimazole, 1g magnesium stearate, then mixed and tableted, wherein each
tablet was 0.5g and comprised 25mg glucose, 150mg lactose, 315mg fructo-oligose,
5mg sodium benzoate, 0.05mg metronidazole, 0.05mg clotrimazole, and S5mg

magnesium stearate.

Example 16

By weighing the materials with the following proportion, the composition was made
substantially according to the method of Example 1: 10g lactose, 0.05g benzoic acid,
2.0g polycarbophil, 100ml distilled water, pH 4.0.

Example 17

By weighing the materials with the following proportion, the composition was made
substantially according to the method of Example 1: 0.15g benzoic acid, 3.0g glucose,
9.0g sucrose, 0.15g fluconazol, 2.5g Xanthan gum, 100g distilled water, pH 6.4.
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substantially according to the nethod of Exanple 1: 0.15g benzoic acid, 3.Qg
gl ucose, 9.Qg sucrose, 0.15g fluconazol, 2.5g Xanthan gum 100g distilled
water, pH 6.4. -14 Exanple 18 The water sol ution conposition was made
according to the foll ow ng proportion and nethod: weighing 12g naltose,

0. 4g sodi um benzoate, adding 100m distilled water, stirring, dissolving,
nodul ating pHto 7.0, sterilizing to obtain the water solution conposition.
The benefi gikalpf f@cts of the manufacture use and method of the present
invention are illustrated in the foll ow ng experinental exanples.

Exper i ment dlhe Bxatemp$aution cofppsitiomemisainadbpexirdingiteatheifojowire pfopectien add t he
conposi tions of.the present j{nvention an pH val ue of. Vagi nal .secreti on and
vagi nal f1 8rshost VY‘HEE’[% %%bgge,%ﬁlg B {?}éﬁf’é’ie’ ﬁgéwgﬁjo@)dlﬁ‘ﬁ?fg?’@ﬁron of
three gel S'sti;rhg, fbdoPVhBI nfRRPARI pANR MR, StAHISHAS & oREHOIHY wgtérosa;m?on

af oresai d manufacture nethod by using sodium benzoate, sucrose and Xant han
gum a) Theomgbsitisnnade in Exanple 1, conprising 0.7g sodi um benzoate, 9.Qg
sucrose, 2.5g Xanthan gum | QOm distilled water, nodulating pHto 6.0. b)
9. g sucrose, 2.5g Xanthan gum 100m distilled water, nodulating pH to

6.0. c) O. The pRALMTPEMZARbE the?maBufiei& as addRthdd St the! Reket@iRlention are
modul ating pH to 6.0. The above three gels were sterilized at 112.6C for 20

m nut es, t héystrateshiathe folgneimgi expajimeatal ekemplss. of the present invention,
while b) and c) were control gels. (2) Animals: fenal e rhesus nonkeys for
the experinents were selected according to the followng criterion: a)
Vagi nal segiptiigenfabiERathpf 10) Nugent score > 7 by mcroscopic exam nation

of Gram stained vaginal secretion snear |, .
1. Experimental Object: observing the effects of the compositions of the present

invention on pH value of Vaginal secretion and vaginal flora of rhesus monkeys.
2. Experimental Method:

(1) Preparation of three gels: the following compositions were prepared
according to the aforesaid manufacture method by using sodium benzoate,
sucrose and Xanthan gum.

a) The gel as made in Example 1, comprising 0.7g sodium benzoate, 9.0g
sucrose, 2.5g Xanthan gum, 100ml distilled water, modulating pH to 6.0.

b) 9.0g sucrose, 2.5g Xanthan gum, 100ml distilled water, modulating pH to
6.0.

¢) 0.7g sodium benzoate, 2.5g Xanthan, 100ml distilled water, modulating
pH to 6.0.

The above three gels were sterilized at 112.6°C for 20 minutes, then standby,

wherein a) was the gel of the present invention, while b) and c¢) were control

gels.

(2) Animals: female rhesus monkeys for the experiments were selected according
to the following criterion:

a) Vaginal secretion pH > 4.6;

b) Nugent score > 7 by microscopic examination of Gram-stained vaginal
secretion smear ;

12 female rhesus monkeys with body weight of 4-8kg in compliance with the

above criteria were divided into 3 groups, 4 monkeys per group.

(3) Experimental Steps: 3 groups of rhesus monkeys were separately
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12 femal e rhesus nonkeys with body weight of 4-8kg in conpliance with the
above criteria were divided into 3 groups, 4 nonkeys per group. (3)
Experinmental Steps: 3 groups of rhesus nonkeys were separately -15

adm nistrated with the above a), b) and c) gels, 0.5nl once, 2 tines per

day, for Consepa‘tﬁr{lftﬁ?%{atgfﬁth Y33k az\\’@b%léi\;\@)rageetlg,?é.?i E%glﬁgn%%irﬁlees%err] dgl?,y

during the admnis I'on and on the

admi ni stration. fdreopktcuriat Jafaysf Vigighnalatsacsreobtifed\eh ehasaduy ddring ik t he
vagi nal secretions were  sneared, G gmstained and m croscope exanined to
a

observe bact eri apdmingfteationaapd r?ﬁr‘lbédz’q dayraftenghe enduge admaeistrationt Hery pbf
vaginal flora. T, j | |
oraci oe pH test  HauEtor fatifel SerolilsAphechREFHE dntiThe TRERH] Slerligt ot
Bef or e admi ni st raheand, Geghadinakandmiornscoie akdmih2d rtb ashssrveobdeestsal HiatapH

value > 4.6, and the Nugent sgores of al| vaginal flora e > 7. (2)

Ef fects of medi cMHe®d %pﬂqcﬁ? lﬁ%t%Nug%l‘&iéF&Fe g’é@f@t?é}%‘%"?\qefiq{ésﬁge Pr}%rﬂ@é‘ifs
Goup 1 (gel a): | i td s nonkeys
decreased to 3. 8?fg.§%1[ﬂ Elli éll&(k)énlﬁtﬁ%ga%g&g%ggé 8?%§ {?g ;%erEeig% %ﬂ%sﬁﬁge, whi ch were
obvi ousl y BoverpetinsemtadliResuith uses Tablasr eamdi?i ni stration; on the 3°d day after

the end of admpistratiaqn, the pH values of vaginal .secretions of 3 rhesus
monkeys anong?lt)hﬁefpr? wéguglsrfeﬂ%y%awleswmstq%aeﬂm?eriea%w eysebrdip

one has the pH valiye>of 6Sarh the" nesdéd?6d ofdll vh ‘ﬁaphbn‘éaax!vgx%% of vagi nal
K ow 3.8, 3.

secretions of 4 rhesus nonkeys ecreased to be 8 and 3.8-4.1 on
the 5 h day of2)t Efattseftmabicinsepn phidvaludef daginalasiregioax b€ nheswasmankeyg t | e

greater Uhan L el o U w2l el ST A BT Mt alion L1
Group 3 (gel c):gideaskli ¥ 83 804 1 ROIHRA" §8F bethLRSatert cONRIUNMIRNKRYS had
no significant change after the admnistrati'on, and were still 4.8-5.4.
Tabl e 1. Eff ect sob¥iouslyflewenthagdhs valuepbtfvad adminétratig; valthe §€rdayiaftes thuf
rhesus monkeys g\flci hofvgi1 | pncfsstirgtio(ralr, Ot%esgﬁp lViill?lgS -IgfrrSaginal secretions of 3 rhesus
monkeys among the 4 rhesus monkeys were lower than 4.6, and the residual
one has the pH value of 5.4.
Group 2 (gel b): the pH values of vaginal secretions of 4 rhesus monkeys
decreased to below 3.8, 3.8 and 3.8-4.1 on the 5" day of treatment course, and
the decreasing extent was a little greater than that of Group 1; on the 3™ day
after the administration, the pH value of Vaginal secretions of all 4 rhesus
monkeys were lower than 4.6.
Group 3 (gel c): the pH values of vaginal secretions of 4 rhesus monkeys had

no significant change after the administration, and were still 4.8-5.4.

Table 1. Effects of different gels on pH values of vaginal secretions of rhesus

monkeys with vaginosis

Grou Sampling Time
p Before The 5" day of The 3" day after the end of
administration treatment course administration
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p Before The 50h day of The 3'd day after the end of administration
treatnent course admnistration -16 Goup >5.4 3.8 4.1 1 5.4 3.8 4.4 Gl a)
>5.4 3.8-4.1 4.1 >5.43.8-4.14.45.4 3.8 Goup >5.43.84.125.4

3.8-4.1 4.14.4 Gel b) >5.4 <3.8* 3.8* 5.4 <3.8 4.4 Goup 5.4 4.85.4 3
5.4 5.4 5 4 Gty —>5454>545454>54*—Ftungal—spores and hypha
wer e observed ukdeyp mi cr oscdpt ¢ exam natd on of G am st ai héd vagi nal
secretion snmear. (3) Effects of treatnment on Nugent scores of rhesus nonkey
vaginal flora Gobp 1 (gel %¥: the Nugé® scores4st vaginal flora of 4
rhesus nonkeys g[d?g reased t -3 on thg é’:fgg day of the treatnent course,
whi ch wer e obvi f% | ower an the scdteslbefore the a ini'Stration; on
the 3°d day after the end qof 4adm' ni str3a§,Lgr1, th% cores were still |ower
than the scores before the "adm nistration.  Goup 2 (gel b): the Nugent
scores of vaginal flora of 4 rhesus nonkeys decreased tos4-3 on the 5ch day
of the treatnent course, which were obviously |ower than the scores before
the adm nistration; on the 3'd day after the end of admfgstration, the
scores were 3-5, still lower than the scores before the admnistration,
wherein fungal spore and hypha were found by both two exam nations of

vagi nal secretions of one rhesus nonkey.

Group >5.4 3.8 4.1
2 5.4 3.8~4.1 4.1~4.4

Gel b) >5.4 <3.8* 3.8%

5.4 <3.8 4.4

Group 54 4.8 54

3 5.4 54 5.4
Gel ¢) >5.4 5.4 >5.4
5.4 54 >5.4

*: Fungal spores and hypha were observed under microscopic examination of
Gram-stained vaginal secretion smear.
(3) Effects of treatment on Nugent scores of rhesus monkey vaginal flora

Group 1 (gel a): the Nugent scores of vaginal flora of 4 rhesus monkeys
decreased to 2-3 on the 5" day of the treatment course, which were obviously
lower than the scores before the administration; on the 3™ day after the end of
administration, the scores were still lower than the scores before the
administration.
Group 2 (gel b): the Nugent scores of vaginal flora of 4 rhesus monkeys
decreased to 2-3 on the 5™ day of the treatment course, which were obviously
lower than the scores before the administration; on the 3" day after the end of
administration, the scores were 3-5, still lower than the scores before the
administration, wherein fungal spore and hypha were found by both two
examinations of vaginal secretions of one rhesus monkey.

Group 3 (gel c): the Nugent scores of vaginal flora of 4 rhesus monkeys had
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Goup 3 (gel c): the Nugent scores of vaginal flora of 4 rhesus nonkeys had
-17 no significant change after the adm nistration, and were still 6-10.
Table 2. Effects of different gels on vaginal flora of rhesus nonkeys G oup
Sampling time Before The 5th day of the The 3rd day after the end

adm ni stration t 4 t S m nistration Qu 1733 Cel
a) 825 933 %&%ﬁ@”&?gﬂ%%ﬁ%ﬁ‘% %ée}’i‘ﬁ‘bs)“aa%‘o *@n‘g}mr‘g“g“ é'fb@r oup 9 10 10
3787 Cl ¢c) 799 867 *Nugent score: 0'-3: normal vaginal flora,
conprising mainly lLarge Gampositive rods; >7: bacterial vaginosis flora,
conpri si ng nai hiBje 2@2‘??9%25&4@@%%6@ (P8 Yagiad fova pf Hisses meakeYact eri a,
Canpyl obact er,—0or —megative cocci, €etT,_4-6; Tnternedirate fiora, —conpri sing
significantly &6e4eased positive baci | $4mplagding gni ficantly increased
negative or small Gamvyariable rogls acteria, Canpyjobacrer, etc. **:

) ;
Fungal spore and hypha wet€®®ound B¢t dpyvPhteni cHas oﬂilibafteé%%ﬁfﬁiati on of
vagi nal swab speci nen s({ﬂr_ﬂear. 4. Co;{cla?s%&n: The vagi ?acl1 fl.ora of rhesus
monkeys are sinmilar wi ¥ PRENRYi ndCHTEEOYFC pat i eff A4 HRUS8ct eri al

vagi nosi s, and %?g&pai n | ess %ar ge G am posi ti've rods but seyer al -18

1 7 3 3
Gel a) 8 2 5
9 3 3
Group 8 3 3
2 8 3 4

Gel b) 7 2%* JH*
8 2 5
Group 9 10 10
3 7 8 7
Gel ¢) 7 9 9
8 6 7

*Nugent score: 0~3: normal vaginal flora, comprising mainly large
Gram-positive rods; >7: bacterial vaginosis flora, comprising mainly
Gram-negative or small Gram-variable rods bacteria, Campylobacter, or
negative cocci, etc; 4-6: intermediate flora, comprising significantly
decreased positive bacilli, and significantly increased negative or small
Gram-variable rods bacteria, Campylobacter, etc.

**: Fungal spore and hypha were found by staining microscopic

examination of vaginal swab specimen smear.
4. Conclusion:
The vaginal flora of rhesus monkeys are similar with the vaginal flora of patients

with bacterial vaginosis, and contain less large Gram-positive rods but several
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G am negative rods as dom nant bacteria. In addition, the pH of vagi nal
secretion is higher than 4.6, simlar to the pH value in vagi nal of
patients with bacterial vaginosis. The experinmental results indicate that:
the gel a) conprising "sodi um benzoate + sucrose" as made in Exarrpl e 1 was

able to decr S aqi;nal flor from?7-8
to 2-3, whi Cﬁ%@ahgg%thl’eégr%ﬂg ag?:a nant,.bac%ll fn %gd}tgé’té %’}285 8§1é]'a SFEN vel y
pronot ed t he igriaglidr thhn g Slﬁhlalraﬁtthbqﬂ{ Valueaitdvagih@inge gatikras waigh attefibior a
wi th dom nant G amnegative rods into the vaginal flora wth dom nant |arge
G am posi ti veVaggYsIS-t he production of acids was enhanced, the vaginal
acidity increased, and the pH val ue of rhesus nonkey vagi nal secretion,

whi ch was 5.4 or above prior to administration, decreased to 3.8, 3.8-4.1.
The gel b) cdhpr exgiengnantdlyresulty orlécara shaabthe ged adl@ompaséng Heslivm riznkeate +
vaginal pH from5, bove to 3.8, 3.8-4.1 and below38 t he ent
score of vaglshléﬁosef Iaérnéa‘ﬁ ’é’oﬁﬁf%?]@a%é‘@sf Ef’rﬁ(’?d%"rf’%ﬁezt g, Nygrait seorer &es\’/\?er e

found in vagifghkeySeedighi %r@ffroqm m@sy% RNKE Yme M G & t’é’ﬁ. h‘fé&dlhnle

conposi tion conpri'sing only sucrose mght cause excessive vagi nal
acidity and dmnzeqaanshgmose’hdffwdzedw(prgnatwdhhefgrbwﬂg|of vhgumhﬂractdﬁmcﬂht:h&l

conp05|t|on C ing " + sucrose” .and the OSI
conpri sing orfl ?{;B g"é‘g fg)r‘i‘ Wd&e&%‘%ﬁb&% -nggRyS Epdédﬂtopt%%g’éla
grow h of vagifrldohAfinbasid b'ram%ltfvedh;dgeﬂ%nﬁﬁﬁul:hgn iof ot w‘é@%ﬂh&rﬂ%dgel

a) conprising "sodi um benzoate + sucrose" was used, the pH of vagi nal
secreti on debe wagindl 20di3y ﬂlqmedhm@hc\nihvdheblﬁnlgasusmmnkey(yagma sden¢tionien

Secr ot on decBketrro* Shabels Bg Gt aRgRIgp cheEael R P Fhese resul ts

i ndicate that the corrp05| tion conprising sodi um benzoate and sucrose as
active conponents is nore suitable for wonen in need thereof in conparison
with the conpbsi gélow camprsingiondy @mryse; weas abke msdatredmerhc@lmmahcy vhginal

addi tion, the osi pion IS di u te did not exhibit

Functi on’ for T4 GFBR Prib o ARV Fpah J0r-4aBih i oo fke NEFR G386 85 #BREPhg

the pH val uesfgth hRESH&rYAGHNAbm Fe& Bt D). whdiin fungi were found in vaginal
secretion of one rhesus monkey, which implied that the composition comprising
only sucrose might cause excessively high vaginal acidity and consequently

induced overgrowth of fungi.

In sum, both the composition comprising “sodium benzoate + sucrose” and the
composition comprising only sucrose could increase vaginal acidity and promote
the growth of vaginal lactobacilli. Their differences lie in that when the gel a)
comprising “sodium benzoate + sucrose” was used, the pH of vaginal secretion
decreased to 3.8 and the growth of fungi did no occur; but when the gel b)
comprising only sucrose was used, the pH value of vaginal secretion decreased to
below 3.8 and fungi grew consequently. These results indicate that the
composition comprising sodium benzoate and sucrose as active components is
more suitable for women in need thereof in comparison with the composition
comprising only sucrose as active component. In addition, the composition
comprising only sodium benzoate did not exhibit function for promoting the
growth of vaginal lactobacilli and decreasing the pH values of rhesus vaginal

secretion.
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Experimental Exanple 2: Effects of the conposition of the present invention
on wonen's vaginal flora and acidity 1. Material and Method (1)
Conposition: the Gel-A as prepared in Exanple 2 (2) Patients in group: 12
patients (26-29 years of age) were enrolled according to the follow ng

criterion: . I 1R n r clor., fishy snell,
or positi vg%?ljrﬁrﬁ%ﬁ% f}i}‘terl glsp}ti\@%b)ﬁgr&f}rgl &ugh%cg%ggﬁg?n \%)ut?%/hgdgﬁe:geal?t éﬁve{}éﬁfl nal
secretion swash’'s Ggimlfll@anndricidinscopi ¢ exam nation: |large G ampositive
rods were |e i n, hunper, am negative rods or cocci were greater in
number, and: ﬁﬁ@rﬁgﬁq@wt@‘g@ d) PH val ue of Vaginal secretion > 4.5 2.
Treat ment and fiqhd AM6RoN- Bk Gt iphstrated intra-vaginally
tw ce per day( f)or C nse(():u'ttli;ivee dgﬁ\gfhpg%ﬁi\rl@ﬁ%&gwg?reat ment course, patients
returned to o(it)ftieatstincdgronp:cl? patidrits (322 Yearsarfiaged wees esrodled asesdigxaim ned

by doctor everyday, nptong and side-effects were recorded, and one
admi ni stration vﬁggf@iﬁﬁw&%ﬂ.@“%ot her administration was conducted by

patient at bedti g ridichoE wAS bih AlhoRitkebul 'R UBIE BOH SRell! fopod@ld ent s

were followup vi'sited for three tines. rong treat t course and the
peri od of follow upnWhifftesthe patients in the group should not wash

vagi na, should not fake any antibacterial agent, and should not have sexual
intercourse. |If é’t‘ﬁ‘%ﬁt""%éaseh%fdwﬁﬁ Wor used antibacterial agent, this

patient shoul d bg axglitglededrs@dn t@fdas: MR -Ratn eRtcrdidpiotexafipitfde Blde
test. 3. Results The resul.ts are shown in Table 3. Gel-A exhibited
signi ficant effect$Xrem-positne gody agfredesst iomambed Gaghamigative dbdy or amdcinas

abl e :[O mai nt ai n themevvitktli n _rlorr’gael rlrﬂar] es. Tat}rl g/.s. Effects of Gel-A on
wormen' s vagi nal f| oY4® &hef i a4t ‘E@ Rl £ #97%ul vae Leucorrheal pH
val ue of Vagi nal d)C1 ] ¢eluk S NUGSRH] s8&efi68 > Q50perty and secretion
2. Treatment and follow-up visit
Gel-A 4.0g was administrated intra-vaginally twice per day for consecutive 5 days.
During the treatment course, patients returned to outpatient clinic, participated
various tests and were examined by doctor everyday, symptoms and side-effects
were recorded, and one administration was conducted. Another administration was
conducted by patient at bedtime in home. After the end of treatment course, the
patients were follow-up visited for three times.
During the treatment course and the period of follow-up visit, the patients in the
group should not wash vagina, should not take any antibacterial agent, and should
not have sexual intercourse. If a patient washed vagina or used antibacterial agent,
this patient should be excluded from tests. One patient did not complete all test.
3. Results
The results are shown in Table 3. Gel-A exhibited significant effects on women’s
vaginal flora and vaginal acidity, and was able to maintain them within normal

ranges.

Table 3. Effects of Gel-A on women’s vaginal flora and vaginal acidity
Pruritus vulvae  Leucortheal ~ pH value of Vaginal ~ Cluecells  Nugent scores
property and secretion

smell
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snell -20 VOV3 V5 VOV3 V5 VOV3 V5 VOV3 V5 VOV3 V5 Case 1 ++ - - + - -
5.44.1 4.1 +- - 853 Case 2 ++ - - 4+ - -514.44.4+ - - 833 Case 3
++ - - +- - 544.44.1+- - 951 Case 4 ++- - +- - 4.6 4.4 4.1 + - -
844 Case b ++ ++ - + + - 4.6 3.84.1 + - - 831 Case 6 ++ + - + + - 4.6
4.4 4.4 +———T 22 Cagse 7 +F+F +—+ 4 6 4t 4+ +—=——F1+ 1+ Case 8 ++
+ - +- - 4.6 4.1 %1¥%-V Vg Vs BaseVO +V3- -Vs - Vo5V4 8 $8Ve V- 7 0
0 Case 10 ++ - - ¥ - - 5444 41T+ - -94 3 Cse I +--——=F=-—"=542414.1
3.8+ - - 8381y ChEe-12 £ -t +- - 5344 #1384l -+ 9-5 0 Nbtabiod 1:

observatiop time: VO before the adm nigfiration of gel; V3, the 3 d day of
adm ni stra?f‘s(g? of Eél ;- V5, th% 5"h day # addi ni gf‘r atT on~of 'gel$ Ngt a& on 2:

di sconfortg, 4+ obyvious prurjitus vulvag,or nulvedynia; + slight rurli t us

vul vae or vﬁﬁevodynl a, -, none of pruritus vul'vae or vul vodyni a.” Notation 3:
| eucorrheacplqperty; +, leucorrhea is tfgyn and hgpogepous, has §ishy gnell
or is positive in Wiff test; -,leucorrhea is thick and viscous, white and

turbid or ahdynen-H ke has po fishy sqgl | 38and4iis negative i ng\Whgff jtest.
Not ation 4: Nugent scores (m croscopic observation of kinds and anount of
bacteri a i Gase& am st aitned -vagt nalr secr eté on4sineasng): O-3, nornmaf vagi ral
flora with domnant |arge Gampositive rods; 4-6, abnormal flora with
decr eased &asdnt oft | ar ge -G am pesi t-i ved6 rodd andlli nct eased -anolint 1of lcocci
and negative rods; 7-9, rare or no large G ampositive rods, dom nant

G am negat 8 8r odstand cocci . (1) Aft er4@redtlnentlf ort3 days, tho &f 12

wonen restored all normal indexes: |eucorrhea thick and had ng fishy
snel |, Wi &f"‘fegest Was ‘negat i vE, Tdi s‘conizgrtg%su\(lz\%ﬁas Pruritus vll vle é)nd
vul vodyni agggﬁ]ﬁﬁppeﬂ ed, the vagi nal flﬁa %Qlangg&i ang | arge Grgam ROS'3t ive

rods were ant, clue cells were~
Case 11 + - - + - - 54 41 3.8 + - - 8 5 2
Case 12 + - - + - - 5.1 4.1 3.8 + - - 9 5 0

Notation 1: observation time: V,, before the administration of gel; V3, the 31 day of
administration of gel; Vs, the 5t day of administration of gel.

Notation 2: discomforts: ++, obvious pruritus vulvae or vulvodynia; +, slight pruritus
vulvae or vulvodynia; -, none of pruritus vulvae or vulvodynia.

Notation 3: leucorrhea property: +, leucorrhea is thin and homogenous, has fishy smell or
is positive in Whiff test; -,leucorrhea is thick and viscous, white and turbid or albumen-like,

has no fishy smell, and is negative in Whiff test.

Notation 4: Nugent scores (microscopic observation of kinds and amount of bacteria in
Gram-stained vaginal secretion smears): 0-3, normal vaginal flora with dominant large
Gram-positive rods; 4-6, abnormal flora with decreased amount of large Gram-positive
rods and increased amount of cocci and negative rods; 7-9, rare or no large Gram-positive

rods, dominant Gram-negative rods and cocci.
(1) After treatment for 3 days, two of 12 women restored all normal indexes:
leucorrhea was thick and had no fishy smell, Whiff test was negative,
discomforts such as pruritus vulvae and vulvodynia disappeared, the vaginal

flora changed and large Gram-positive rods were dominant, clue cells were
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-21 negative, and pH val ue of Vagi nal secretion was nmaintained within
3.8-4.4, <4.5. (2) After treatnent for 5 days, 11 of 12 wonen restored all
normal indexes: |eucorrheas were thick and had no fishy snell, Wiff tests
were negative, disconforts such as pruritus vulvae and vul vodyni a

di sappeared, th i nal C [ it ve .r re

dom nant, clue ?‘Sﬁ?‘gv%r“éi Bﬁng‘ézlﬁ \ggwgﬁlcﬁ{l g%gegﬂﬂx%%g%ﬁg%ggiVr“m@‘“?%%‘r% i ons

were mai ntai ned<Wi.f.hin 3.8-4.4, <4.5. 4. Conclusion Al patients observed

in the presenj. exanple were wonen with ahnormal vaginal A flora, weak vagi nal
Q& S o

aci dity, incr@agtien HEaBHMN dotie dpysvabli RaIl%aoman &itored 4l Avamat irdaxesime| |
| eucor T heas, di SERMNeRS wHIEhRS. BAd'Hbl 4R by el Atk edy Nidre AdiivEne
exam nation of vaginal flora Indicated that am négative rods and cocCi
were of great ahsontfprtsisutle ab prgetu@nartvaeosid veleodytia deappeasdd thor vaginal

di sappeared. It . neans that these men actual Ly net the diagposig criteria
of bacteri al vad}%éﬁhénged?ﬁ%fﬁ Jrjes ram-Betlfive Tofs e dPBUBHIL BREEAll WhSved

that after int rqfega%e}aénd agmiop %ﬁgt &pmagLna4-599re&i%ﬁs g@#reaﬁlamgﬁe&r\vgﬁﬁml e

2 twice per day for consecutive 5 days, e bacterial flora wth dom nant
Gram negative rd&d&4ck, dokci in vagina of npbst wonen (11/12) was changed
into a flora wth domnant |arge G ampositive rods, the pH val ue of

wonen' s vagi fNClS9ht i ons decreased from above 4.5 to within 3.5-4.5, and

the | eucorrheq] PaRRRS ohs&ived IR IR PRITBR B PIOWNRY HWbmdd Vih abi¥einhl vaginal
di sappeared, and disconforts such as pruritus vul vae and vul vodyni a were

si gni fi cant | flah) weakavaginal acdityyi inateased thepdil ivabiet &l VEgianbsesr@ion, fteimednd, 36
years of age,.wth nal nst.r uat i.0 ng disconforts such a uritu

Vil vae and viIUSATRICUSST T FSRIPTS stch B B v ubed 408 L dious
geni touri nar ythé eRghinaflbf o vapindl AbR dhdichiRQl Mkt G2diheghtiVAEId3aindSReERWERN

obt ai ned by vaginal swab was 4.1. By secretion snearing, G amstaining and

m croscopi c afbgreats amioont, whilgelargsngranapasposi redsedewrdasodese disapnearedaltt eri a
o e o et 6t b8 SyahiR oSRhhDShdithe 5lhuioLrita AlacTBASALHRLE

Therapeutic results of the present example showed that after intra-vaginal
administration of 4.0g the gel as made in Example 2 twice per day for consecutive
5 days, the bacterial flora with dominant Gram-negative rods or cocci in vagina of
most women (11/12) was changed into a flora with dominant large Gram-positive
rods, the pH value of women’s vaginal secretions decreased from above 4.5 to
within 3.5-4.5, and the leucorrhea property of these women was improved, fishy
smell disappeared, and discomforts such as pruritus vulvae and vulvodynia were

significantly alleviated or eliminated.

Experimental Example 3

A female, 36 years of age, with normal menstruation, no discomforts such as pruritus
vulvae and vulvodynia, no fishy smell in leucorrhea, did not have previous
genitourinary tract infection history. The pH value of vaginal secretion obtained by
vaginal swab was 4.1. By secretion smearing, Gram-staining and microscopic
observation, large long Gram-positive rods were found, bacteria of other forms were
rare, the epithelial cells of vaginal mucosa were intact, and leukocytes were
occasional. It indicated that the woman had normal vaginal flora and vaginal acidity.

After administration of 4g gel as made in Example 3 once per day for consecutive 3
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occasional. It indicated that the woman had normal vagi nal flora and vagi nal
acidity. After admnistration of 4g gel as nade in Exanple 3 once per day
for consecutive 3 -22 days, the woman did not conplain any disconforts or
adverse reaction. The pH value of vaginal secretion obtained again by

vagi nal  svgh, Wage {hidan cﬂdt ot Q%ﬁing?agﬁ %ﬁg (agbtcloﬁrfgﬁ% :913gdveg@{:@a%hgh.nfﬂgprﬁgvg?%uco ut

m croscopi ¢ observati on, wa am positive
with a |itofeaghoi tsecmiphhpbtaiizide ngainoby otalgaral fswats wasr stil$t4.l] byase&reticind
| eukocytes were sti)]l occasional. This exanpl e showed that the conposition

of the pr é@&ﬁfﬂng:n%mr%ﬂnm% aHGt MHGFPECPT XISCBIRIRBY the e mas bkt Brgeal
flora and @ﬁaﬂvﬁositﬁ%ﬂoa@%uﬁ%m'éMtl-ﬂe'%heﬂ][lileg%} lZArTcé ?ﬁb@gﬁf&ds%@ﬂe%ﬁn%%ré/ears

of age, had recurrent pruritus vulvae, ucorrhea for one
year, noreasétduiosyta$ tvere stilhstcasainabrilhiShearpld shewed thaahe dompdsitisrvé tted

anti bacterial agents.and.|otions, c, the disconforts were alleviated
Gur | ng. | RGPS FRERGR o BBLE TieEtoRMOmaR JAP AL bRGIETh o and APBREb: s
conduct ed ygxaml Nadiken by taking vaginal swab, and found that the pH value
of vaginal secretion was 4.8. By secretion snearing, G amstaining and

m croscopi ¢ observation, the epithelial cells of vaginal nucosa were

i ntact, thE vagi nal EI ora V\?S dom nant snal |l G amvari abl e rods bacteri a
and G am p&EPETPENRLESPMPIGHT | e | arge Gram positive rods were rare, and no

yeast - | i ke Af ifiaé, BPRRs Whagd, Haldecurhéht \WagriGls IANARE B sRY smRAGH 88 d@rhea for
vagi nosi s", and firstly admnistrated topically in vagina wwith 5g of a

conposi t i oAne cynapy inxdragserfouBy aget rmoewstrudtisy. Kaat hah, beend tred@d withstsevdred

water", tw.c r.day for consecutive 3 days. Th atient's |eucorrhea
arount dec?'étzl%%ger qgﬁg?lﬁéaﬁ?ﬁ?y?og’r?&s’fiegﬁ’y tg%n@’lsfc_’l?}?%rgsppﬁ?ﬁﬁe ?leﬁl#e‘fh_urb‘%ﬁi ent
still felt a@miibthatfory UbuBereotbgrréd] ¥RéUCadMinkaakiBa!l TRECRlehfits ORbAIUE
agai n by vaginal swab was 3.5. The vaginal flora had dom nant |arge

G am posi t eyamingtien byrtakingcraginal svabbing fopad thatdhe plavalne ofvagingbsgorétian
cocci were rare. olhe pat.ient was then adm nistrated topically in.vagina
Wih 5o of e oS iRtind Nme e PR g el Fierag Rt einbBudfy e,
days. The ppitheial 'c&ll@lb!ﬂfvia%iiﬁl miitos@evetlé SRROS i dagihhleflprd wab denihantageal
secretion obtained again by vaginal swab was 3.8, and the vaginal flora

still had Sspmriatiablerags beetamapnd Grapepesitive cvpel, Whilsderae @seamppeitivadpéat ed
that a COMgQzd }e{rg,nancaolqp %fgt-qg(eoﬁlngalséf)%;g Was $5ulf Sh¥Svas diagnosed as “bacterial

vaginosis”, and firstly administrated topically in vagina with 5g of a composition
comprising “9.0g sucrose, 3.5g Xanthan, and 100m1 distilled water”, twice per day for
consecutive 3 days. The patient’s leucorrhea amount decreased significantly and fishy
smell disappeared, but the patient still felt pruritus vulvae. The pH value of vaginal
secretion obtained again by vaginal swab was 3.5. The vaginal flora had dominant
large Gram-positive rods, small Gram-variable rods bacteria and Gram-positive cocci
were rare. The patient was then administrated topically in vagina with 5g of the gel as
made in Example 4, twice per day for consecutive 2 days. The patient’s pruritus
vulvae disappeared, the pH value of vaginal secretion obtained again by vaginal swab
was 3.8, and the vaginal flora still had dominant large Gram-positive rods. The
present example indicated that a composition comprising only sucrose as active
component could promote the growth of Gram-positive rods and reduce the pH value
of vaginal secretion to 3.5; while the composition comprising sodium benzoate and
sucrose as components according to the present invention could also promote the
growth of large Gram-positive rods in vagina, reduce the pH value of Vaginal

secretion to 3.8, and eliminate fishy smell of woman’s leucorrhea and pruritus vulvae,
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conponent could pronote the growh of G ampositive rods and reduce the pH
val ue of vaginal secretion to 3.5; while the conposition conprising sodium
benzoate and sucrose as conponents according to the present invention could
al so prormte the growth of large G ampositive rods in vagina, reduce the

P vear t pealendokdtbe uSEEREL SOY P idanerd bt el VA JIBHY ARl Ol HRAR" o

| eucorrhea ah pruritus vu used ’not

treat nent Gramemisitivegiodalandchadidrial vdgimosias bat alagidoas no&amemmnetseweadmds and
bacterial vaginosis, but also daoes not cause adverse reaction such as
over-stron@uﬂ?’aﬁ WAL~ SH@P&VF%‘na Egdt¥nental Exanple 5 A female, 39 years of
age, had recurrent pruritus vulvae, unpleasant odor in |eucorrhea, and

al gopareunia for 3 nonths. The inventors conducted exam nation by taking
vagi nal swaBperamentabbraimpleai the pH val ue of vaginal secretion was 5.4. By

snearing secreti Gram st ai ni ng d m croscopic observati n ala

amount of I%egéﬁlx%rsr sagecoh%‘r rﬁﬁ‘HT%sP’E‘FUHS Y}ﬁﬁ?e WHRP f’?ﬁ?ﬁ& ‘{‘i’g imar ge
G am posi t 1(RofrAES anvm%&we&la%fi 3 RYHASYTRe YRRnfdRE @ondiidtsd e&mn&%hedat vas
di agnosed as "vagi nal sbacteriosis" and "bacterial vaginosis".

pati ent watakaegrivagioak aweld arsbi@mid that the pHgvalee wif tvagipl skcrietion geds asl Mgde in

Exanpl e 5, t t 5d The patient’ t
Ui vhe antBENGTGRTTE0, VR STHOREN BICaIOtss aRTAEopH 1ot nBn 8l nal

secretion gRIALNRMHAIRIIY, BYcH AU PsitANaR c¥BFad foundaRd 15 GRg-pasitivt hedsa had
dom nant |arge Grampositive rods, and rare other bacteria. The present

exanpl e i nuiasafoend,t had lclhi@ccftmms| taronThis, tthe mttesemam diagnosednac Swhginal

el imnate Luritys vul vae and a dor in leyc hea ronot e
The or ow haSoRelagsRa ot Hheistal SRe@ofsat iy Aujebas adniniitrdid BifaiBL

exhi bit thes a@wltm;%t)fﬁfétgel a@&lmghr@darﬂwbaﬁheé besdsy ﬂﬁctoamemal days
vagi nosi s. perimental Exanple 6 A fenuale, years of age, had recurrent

pruritus viheaatieal gepanitaeiudyaeaped nahmr@wéemlorlledewﬂ@@ mpearqdl, ¢be ahl

odor for more .t neors. ¢p ted ,exa tion

Caki ng vagr PP Dads el ot twhe® st Ry Vapinal SPab gt SRR BRnas

5.4. By snefd hed Mlﬁamtom,rgﬁc&mnsp@dlmmo@n@nm G ® DERR BacdhiSLr Vid ipedtent he

epithelial cells of vaginal mucosa had intact structure, |eukocytes were

occasi onal ¢xample indicated that the composition of the present invention could eliminate
woman’s pruritus vulvae and abnormal odor in leucorrhea, promote the growth of
vaginal Gram-positive rods, increase vaginal acidity, and exhibit therapeutic effects

on vaginal dysbacteriosis and bacterial vaginosis.

Experimental Example 6

A female, 41 years of age, had recurrent pruritus vulvae, algopareunia, and increased
leucorrhea with unpleasant odor for more than half of year. The inventors conducted
examination by taking vaginal swab, and found that the pH value of vaginal secretion
was 5.4. By smearing secretion, Gram-staining and microscopic observation, the
epithelial cells of vaginal mucosa had intact structure, leukocytes were occasional, the
vaginal flora had a large amount of small Gram-negative rods, large Gram-positive
rods were rare. Thus, the patient was diagnosed as “bacterial vaginosis”. The patient
was administrated topically in vagina with one capsule as made in Example 6, once
per day for consecutive 5 days. The woman’s leucorrhea decreased significantly,
abnormal odor in leucorrhea disappeared, pruritus vulvae and algopareunia
disappeared, the pH value of vaginal secretion obtained again by vaginal swab was 4.1,

the vaginal flora had dominant large Gram-positive rods, and small Gram-negative
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vaginal flora had a | arge anount of small G amnegative rods, |arge

Gram positive rods were rare. Thus, the patient was di agnosed as "bacteri al
vagi nosi s". The patient was adm nistrated topically in vagina with one
capsul e as nmade in Exanple 6, once per day for consecutive 5 days. The

woran s | eHRRT RIS IRCHERTRIN. 0P | SAOIY oranBROOH Bkl e | RURRLI NS

di sappeare pruritus vtlvae a areunt a” di sappeare ue of
vagi nal secomprising sbdimnnbehzagte, sudrgse; dgicoabligvsadchaidedant, lactobaciliags aelvef | or a
had dom nant | arge (}an}Positive rods, .and snal | am negative -24 rods
decr eased STHRPISHES AEFQrAing 0 SHE quptent JAKEION el dapodulatevagie! HF It i on

conpri si ngySAHhIUIBI BN Za3h BateSWOIRRE plurited 9uvhé 908854k ddhok &f ghget 11
as active conponents according to t%e present 1nvention could nodul ate

vagi nal f| or keuaemthea; agidnaiuldbde disty foretreatimeat of woeakinvagipal taciditys andibecterial

al gopareunj a .and abnormal odor in |eucorrhea, and could be used for

treat ment §F8WRUk vaginal acidity and bacterial vaginosis. Experinental
Exanple 7 A femal e patient, 54 years of age, had increased | eucorrhea and
pruritus vulvae for two years, wherein |eucorrhea usually was in water-1|ike
form occaEkperanegtal\Bxample Yel | ow- green color, and the patient sometinmes had

frequent m,cturitio nd ,odynuria. .The.inventors conducted exam natian by
taking. vaginiltBiedn g4 ioii of Aes. BeEins RSt FiE oBRes A5¢ LBy BF e b
hi gher t hafiv® ydarsByvherEalleB&orSIRG" @uafll, whd aiwakt@L Ik d) GorndNEkdakoh@B ¢ APdsCin

observation, a relative |large amount of |ow |l ayer nucosa epithelial cells

wer e f oundyelbewtgsednacaler, andehepptient| sostimes hadl frequepti ntictytition amdpskynutige
cocci wereg.foun n o fungal . spor Trichomonas tc f ound.., Thus,
Che pat | ent et niprdeddyd BBERRhdy REME R GolliBund i s R

| act obaci | alue dfidagiRnséRetin@ialihiglfer thabh§.4pBY/ spidari@Sseafbtion] Sramt@4ining
topically in vagina with 5g of the gel as nade in Exanple 7, once per day
for consec@id wHCIpseRpie observatian. @ feladve lajeo pmeant ofidew daxesdnyeensi qritkahel v,

the oruri UL IeR BTSN BMRLE L RIHIFANE b S BEM e g

val ue of vaginal secretron o vagi nal swab ™ wa

vagi nal fl okge hashddend nafungdr goré Bichpatinak véc vadstouhl e Th@y thépetieteldss in
vagi nal rnucosa epithelial cells decreased while surface |ayer cell

2 (3

i ncr eased. dipgeogsdeaentveakxvaginal aqdityat c¢croased vagingbdpaebadibiy e'aﬁn‘)‘zwleng

sodi um ben%%ﬁhﬁis”.s%@ %‘ﬁeﬁpq’as administrated topically in vagina with 5g of the gel as
made in Example 7, once per day for consecutive 7 days. The patient’s leucorrhea
decreased significantly, the pruritus vulvae and vulvodynia were significantly
alleviated, the pH value of vaginal secretion obtained again by vaginal swab was 4.1,
the vaginal flora had dominant large Gram-positive rods, the low layer cells in vaginal
mucosa epithelial cells decreased while surface layer cells increased. The present
example indicated that the composition comprising sodium benzoate, sucrose and
estriol as active components according to the manufacture use and therapeutic method
of the present invention could eliminate or alleviate woman’s pruritus vulvae and
vulvodynia, improve leucorrhea property, increase vaginal acidity, restore vaginal
lactobacilli, and effectively control the symptoms and conditions of patients with

senile vaginitis.

Experimental Example 8
A female, 35 years of age, had pruritus vulvae and vulvodynia for 5 months, serious
before menstruation. The pH value of vaginal secretion was lower than 3.5. By

smearing secretion, Gram-staining and microscopic observation, large Gram-positive
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estriol as active conmponents according to the manufacture use and
therapeutic nmethod of the present invention could elimnate or alleviate
wonman's pruritus vulvae and vul vodynia, inprove |eucorrhea property,
increase vaginal acidity, restore vaginal lactobacilli, and effectively

control 0 Ltk I i agj.n
eper | ment R Ly e ol g 3ad R Tultel AokeahS Ml wEEC bind e Vadifal
vul vodyni amfuposabepitretiiaé celemieneinot hethetr ia mpetamdad:tnmmrerml ttyiabd éroken

vagi nal secr tio S Io r than_3. nearin retion, amstainin
and ni cros§d GHEB "rcl/%‘t“? B WF%FrB’é‘ng-} Eﬁgspég P"i‘t\‘f'é‘ ?%‘H’:?eq\/éﬁ %r%ruﬂamgno ’

yeast - | i keyiRgalciSRPT PRy 1BKRNR k31O URE palibt M@Qécﬂﬁl éﬁﬁ&i?ﬁ?ﬁ)l@aﬂlg ﬂlael I al

cells were not intact in shape and structure and cont ai ne
and naked wagihewsthwg ef theiged as Tads in Iﬂxempaa 8 emticovper diiyafpmesestcagive 5 days.

"over-stro i na ac dity" and." in at ent S
adm i st r a0 B VAT V4 xaf AR wtP e fistRger Be R oLt aine. o
twice per gavedd osanfe@cy%alﬂeoﬁvﬂanﬁl swamvawant& Rhginh! %rmlaaa&nﬁagm

vul vodyni a di sappeared, t val ue of vaginal secretion obtained again by

vagi nal swkdsgegigam: pDSlttWOdagnhnadagfnabnwchamerddmlnhnclls had ysadtrshapgewidtriove
rods, the yaqi nal |t1hel i al lls had intact shape, and no broken
cell and n r‘fﬁlcllagﬁ &%‘fgu‘f S%HeeEﬁ’ 1rrent al Exanple 9 A female, 35 years
of age, had recurrent pruritus vul vae, vulvodynia and increased |eucorrhea
for about one year, diagnosed as vaginitis for several times in hospitals.
The synpt oFsperemental Examplesd by treatnent with antifungal agent such as

conduct od Sciifie tHAEER e Bl bRl A A oy f i R0 aBE Bty

3.5. By sniakbitheds €61 #du@done Yoasndiafidset ng @g%l%%ﬁS@mhlctlﬂﬁéSQﬁmp@ﬂs t he
vagi nal flora had large Gampositive rods with |ong body, no yeast-Iike

fungal spofle ampﬁryphavemrablewtﬂddby fngatopgng asish aebflmél iaarntoserchsas\/léal@arm
occasi onal , *11% ¥ ‘ﬁrrB Ptd;d?%tﬂd ”a?s ﬁ ﬁ&en{’ oS&r{c?Qc? Gar{i‘

acidity” an f5actt 1208] a I'ent” was a caﬁfy in
vagi na wi t foudd qfattrme gHl vamenaﬂevagmaExmpétﬁ@ma@nss pBY  siayari séﬂﬁﬁ@ﬁu'ﬁl ve

5 days. The woman's pruritus vul vae and vul vodyni a di sappeare Ieucorrhea

decr eased Gram-staining and microscopic observation, the vaginal flora hadp Parge Gram-positive
rods with long body, no yeast-like fungal spore and hypha were found, the broken
epithelial cells were occasional. Thus, the patient was diagnosed as “over-strong
vaginal acidity” and “lactobacillosis”. The patient was administrated topically in
vagina with 3g of the gel as made in Example 9, once per day for consecutive 5 days.
The woman’s pruritus vulvae and vulvodynia disappeared, leucorrhea decreased
significantly, the pH value of vaginal secretion obtained again by vaginal swab was
4.1, the vaginal flora still had dominant large Gram-positive rods but with short body,
no yeast-like fungal spore was found. The results indicated that the composition
comprising sodium benzoate and mannose as active component according to the
present invention could eliminate women’s pruritus vulvae and vulvodynia, modulate

normal vaginal acidity, and exhibit therapeutic effects on over-strong vaginal acidity

and lactobacillosis.

Experimental Example 10
A female patient, 31 years of age, had pruritus vulvae and increased leucorrhea for
one year, was diagnosed as “Candidal vaginitis” for several times, and treated with

antifungal agents such as nystatin effervescent tablets and Daktarin suppositories, etc.,
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significantly, the pH value of vagi nal secretion obtained again by vagi nal
swab was 4.1, the vaginal flora still had dom nant |arge G am positive rods
but with short body, no yeast-like fungal spore was found. The results

i ndi cated that the corrposi tion corrpri sing sodi um benzoate and nannose as

active conpope acc n t he esent i.nventi.on coul.d el.im nate wo
pruritus \%P{;&Bh%‘}ﬁil 6‘%9#9“%\3 “f‘FIS?:I lﬁf”é‘tedng}l%g a\?&{jpﬁglan%’l Hieyyreogpyyre
exhi bi t thﬁft@pﬁ‘(ﬂhirﬁst@ftf(ﬁicﬁs'ilaﬂ_{) TPH@En@hf&@goﬂmaﬁéxeﬁﬁinﬂhbﬂ an@T8und that the

| act obaci | | osi s. r’J@perl mental Exanple 10 A fermale patient, 31 years of age,
had prurit @5 velueaf weginalngacsetion Was b 8r Byesmeasing sensetiernr Gramsstainmgnazkd as

cuch s ny SHERRROLF rotisOheBENY bl KB S BRI Pl e ROtk 90 3 3¢

but al t houghcttHie vaispthergomes evedd FRrmidabed ndUydagliRe fiuitiSvértfoand. TIGY the
reoccurred after admnistration usually. The inventors conducted

exani nat i oRalelt Wasudagresad ashdactphaciliesic’. dhe patientavas adménipisrieddepigaly iy
b h |
21t 20 S, oS B SO AT P I

found, andThe Leeea&hda ldecﬁeuﬁgll, therﬁgﬁlmlndiscdfhﬂﬁrts dbappaatd,etic pois valuvegepsed
as "lactobaci|losis", The patient was adm nistrated topically In _vagina
with 5g of V@ﬁ@algéqcr%tsomab@mq# FSaamBY evagmal swab evised- 8d49[9/ ther vaginalclena il 3
days. The u e t I o) S e pH
val e of - vigi apd JeAnLRSURaE s B XEOMRE kel NERNLEL (BRRSA Bt T 2
vagi nal f| epahdiallckll andnaked gecl@lﬁwemﬁ)luhd@he’ mﬂﬁltbsllﬁmbatmthﬁwmlm’smon

significantly, and no, broken ep |t2ellal cell and naked nucl eus were found
The resul t SOORBHEE BOHEM; RENZAHD 38t §IYROSEC BHFCHYS FPIERANCHH BeGPFBisgeton e

gl ucose as Jaltaste

elimnate \Ro?ér;sgirl]ﬁ/gwgr uri '? ﬁ@ﬁied%glgfeghgﬂﬁaha%ggéﬂ @3%%%?%%&95%8 eﬁ%ﬁ% be

used for taepdcowldtbeaiseddgr tredtnieacddHhbaginhll lactobarii owdrigrawmth draiciiotobadillbsisi s.
Experimental Exanple 11 A female, 33 years of age, had recurrent pruritus

vul vae and increased |eucorrhea for 3 nonths, and was treated with

anti f ungal E@(g@ﬁﬁl%ntalpﬁ&aﬁlg?er gpeutic effects were not good. The pH val ue of
vagi nal secretion was snearing secretion, G amstaining and

m croscopi & tdnsdevii years olﬁragk,ehrad/mghrraht pruciossavdpad hed imdreasell llsucorrhea for

n's

3 months, and was treated with antifungal agents, but therapeutic effects were not
good. The pH value of vaginal secretion was 3.0. By smearing secretion,
Gram-staining and microscopic observation, broken vaginal mucosa epithelial cells
with incomplete shape and structure were found, naked nucleus of epithelial cells
were found; the vaginal flora was large Gram-positive rods, and no yeast-like fungal
spore were found. Thus, the patient was diagnosed as “over-strong vaginal acidity”
and “Cytolytic vaginosis”. The patient was administrated topically in vagina with 5g
of the gel as made in Example 11, three times per day for consecutive 3 days. The
woman’s pruritus vulvae disappeared, the leucorrhea decreased significantly, the pH
value of vaginal secretion obtained again by vaginal swab was 3.8, the vaginal flora
still was large Gram-positive rods, the mucosa epithelial cells were intact, and no
broken epithelial cell and naked nucleus were found. The results showed that the
composition comprising sodium benzoate and maltose as active components
according to the present invention could modulate and maintain normal vaginal
acidity, eliminate woman’s discomforts such as pruritus vulvae, and could be used for

treatment of over-strong vaginal acidity and Cytolytic vaginosis.
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wi th inconpl ete shape and structure were found, naked nucl eus of epithelial
cells were found; the vaginal flora was |arge G ampositive rods, and no
yeast-li ke fungal spore were found. Thus, the patient was di agnhosed as
"over-strong vaginal acidity” and "Cytolytic vaginosis". The patient was
admnistra dto c gina wwth 5g of the gel as made in Exanple 11,
three tine Bg}m V?F#m@genggcuti ve 3 days. The woman's pruritus vul vae

di sappear eq\ fdnhie,| £I6&HTE BEAgelevdderRs Bdest AN ddya@ hhd indrEeBtbudtRtes 16f one
vagi nal secretion obtained again by vaginal swab was 3.8, the vaginal flora

still was D&dlgandamirsatediwish apbfuigal agenis, @ad shepimpiensavereel leyiajed éumrrﬁ act,
and no” br QlEmERkdIeL AL hRhaRNCRKES UG EHSHSLC AN o TIF (ERUMS

showed t hat i'on conprising sodiu enz S6as

active conpenehtiat ﬂ&cpﬁr@hlﬁg otfo/aghﬁl PE@EEOM Wa@\&MWCBJS.CBWs@hdM@ REtftidAd
mai ntain normal vaginal  acidity, elimnate woman's di sconforts such as
pruritus viirgRestaigig ardimiciscerie bsevation.eatetative reepaaust pérfgagvmtmf

act dity and QuoLKihS MAILOOShnelf LRS! IR FXATBColhefll SO Grort®

years of age, ecurren ni a an I ner ease or one

year, and \famnd; teaveginul flbraawid famg@@lrarﬂgﬁfsitﬁle sl atﬁalen@yamotm foagsl spore
al l evi ated duri ng adm ni stration. The inventors conducted exam nation by
taki ng vagi'¥eaf fQWhth Haws. the matientdies idiagnased 25 U VSF-Srape nasingd Aciiiy narwas

bel ow 3. 8. Gr hCr:

observati on@!'t(ﬁgt]?é?%l {\i}gglgdrgféé grgr%ffgt% g#m?ltrngggr&eﬁtg %qgﬁcg%fcl)ﬁe giggw\tglz'gnucosa
epi t heli al thmgélsasamddmalkéﬂam éQstwoice qm'r tdlaglfoalcomlchﬁve/vércmysf tha(hatleﬂrt&s

vagi nal flor S o itiv d t-1ike funpg spore
were found YUiHodynia é Cang%gE“éaa 24, s, fbﬁé va&@saﬂa Crefienyi t y
and "Cytol 0 e i S i e

vagina wit r(])l%aﬁﬁ:edv %ghlﬁ 5% Yagégglm eﬁlﬁg 4R Fﬁ‘&“?%@ §%%' (ﬁ:‘%l glg%ef’%'tﬁlaualé {aRge
consecuti vé}ramdmsmvecheispAtfteenhe @atmmllwmglmthar cﬂnea@girfemﬂedhyst tim pHumbmer bta

decreased, the pH value of v secret obt ai .ne g | n swab
Coe 6235, Naepab Soatears e S0 g CEEEA] BPre el et Hrfm gasiest 7
the patient 4 ﬁrHRé&@gltﬁerlﬁa@tc@ﬂ afngrna%e&i?ﬁiéleug Beer® Fhidl, UheOfe sulY 2R d that

secretion was stil he vaginal flora was still large G ampositive
rods, and tieocdmphstior pompakingl bepedic amtlambhkedoseuas iy evemmeponentscaccdtding

resul ts shoued (03l LG COIPOSA| S SRPHbLSLAS AR, iVl S HRES 2
property, modulate vaginal acidity, and could be used for treatment of over-strong

vaginal acidity and Cytolytic vaginosis.

Experimental Example 13

A female, 28 years of age, had pruritus vulvae and increased leucorrhea for 2 months.
The pH value of vaginal secretion was 4.1. By smearing secretion, Gram-staining and
microscopic observation, no cytolyzed and broken vaginal mucosa epithelial cells and
naked nucleus were found; the vaginal flora was dominant large Gram-positive rods,
Gram-positive cocci and Gram-negative rods. Yeast-like fungal spore and hypha were
found. Thus, the patient was diagnosed as “Candidal vaginitis”. The patient was
administrated topically in vagina with 4g of the gel as made in Example 13, twice per
day for consecutive 5 days. The patient’s leucorrhea decreased significantly,
symptoms such as pruritus vulvae disappeared, the pH value of vaginal secretion
obtained again by vaginal swab was 4.1, the vaginal flora still was dominant large
Gram-positive rods, the Gram-positive cocci and small Gram-negative rods decreased

significantly, and no yeast-like fungal spore and hypha were found. The results
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to the present invention could elimnate woman's vul vodyni a, inprove

| eucorrhea property, nodul ate vaginal acidity, and could be used for
treatment of over-strong vaginal acidity and Cytol ytic vagi nosis.
Experimental Exanple 13 A fenmale, 28 years of age, had pruritus vul vae and

i ncreased kpuead i@ and @6m omeh%mprﬁﬁg&%@' Biz8hteY RHER! arREALES 2201 x@s

4.1. By snearing secretio G am st al mcrosco 1C o servati on,
cytolyzed aﬁdvebwmenwgaqwatdmgd:@ﬁm }Hpselﬂndai\ieahonebhki tami “Gmkleﬁl mag:lhﬂuﬁ vver e

found; the v n s dom.nant ositive r

G am posi t A ?%Laé%c?' a%t‘ﬁ‘ﬁ Cﬁa e n DR (brﬂg‘anﬂ(egﬁ TROREMCun§ F s?ﬂSir FedHer
hypha wer e Grhmustiitiveébeci hitendditivetbdgvas di agnosed as "Candi dal vaginitis".
The patient was admnistrated topically in vagina with 4g of the gel as

made in Exanple 13, twi ce per day for consecutive 5 days. The patient's
| eucorrhea ()Jl(ecr egse 18 ie H:antly, synptons such as pruritus vul vae
di sappear eg PYiR 1brlz—'l vagi nal secretion obtained again by vagi nal

swab was 4 Alfenidl€g 3gédralof fab) RadShriukitus Al v e TheydRsed! RS ThEE *ith Fshiytdnyed]
rods, the Gram positive cocci and snmall G amnegative rods decreaséed

si gni fi canfertwoayparnd hedasentpisicontiueigd lexampinasion thlymga/agmaé spvebadd faumel
results %hat ] gwep{ thf%e 8,259 OSeIc}el on compf i) g odi um benzoat e tI act ose
and fl uconazol |ve cor onen% &b@o?"(ﬁsn%e 98’ he P’eglgﬁ?rl?%vsgﬁ'{el(?ﬂ

coul d treaGra lﬁasmhdeg ankP@lidYobédpic obsBIdatid, @hy @ginal mukosAepitilial aklks derd nant
Gram positive rods, and reduce G am posi tive cocci and negati ve rods.

Exper i rent Htagty imshepel and, steupdwrs, 33@?fg%m01bﬁ @fgé}rama@pq@mm icogei end \aaeall
t
i ncrease IGEEEL%OI{e 896: %&41 kés I? nsdm%!/ﬂll a?évab ang&?sltlve rocf" h%rrévrfé\lge Oi];}f—lllsv él? e of

conduct ed exam n ng vagi nai und

vagi nal sepa@éntOWay\/aﬁaglﬁise&Va& 4vagByal SURBAL L 0SS T I Obacterid] avagihadisn. Mheand
m croscopi ¢ gbservation, the vagi nal nucosa %St helial cells were intact in
shape and @W%tWSeadramuSéfaé%d mw&y Bf vagingmwWpdis1g iof she gelcas made dmxpmple

G am negat ijye S r | arge, G e 2 e Iy
Thus, the gattl&g%t %s&l ggﬁgcé’eﬁéy“l“ 'evgglg%’al' gﬂgsﬁ%ﬁ[eé{r }[olgﬁlggﬁand dﬁﬁiae eedrl al
vagi nosi s" sighifécanpig} ltlemtt‘lsmsnmjhﬂmappéaé@dthkopmmhd yulvae vdigippeaitid, hhet @HDf

the gel as nmade in Exanp e per. day .faor consecutive 3 days. The
patient's valye rm@a&@ggr@gggd)btamed again by vaginal swab was 4.1, the vaginal flora

was dominant large Gram-positive rods, and Gram-positive cocci and small
Gram-negative rods were rare. The results showed that the composition comprising
sodium benzoate, metronidazole and starch as active components according to the
present invention could promote the growth of large Gram-positive rods, increase
vaginal acidity, eliminate woman’s leucorrhea fishy smell and pruritus vulvae, and
could be used for treatment of weak vaginal acidity, vaginal dysbacteriosis and

bacterial vaginosis.

Experimental Example 15

A female, 27 years of age, had pruritus vulvae and leucorrhea with fishy smell for two
months. The pH value of vaginal secretion was 4.8. By smearing secretion obtained
from vaginal swab, Gram-staining and microscopic observation, a large amount of
Gram-negative rods and cocci with various shapes, as well as Gram-positive cocci
with various shapes were found, yeast-like bacteria were found, no large
Gram-positive rods were found, and a small amount of leukocytes were found. Thus,
the patient was diagnosed as “bacterial vaginosis” in combination with “Candidal

vaginitis”. The patient was administrated with one tablet as made in Example 15,
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significantly, the fishy snell disappeared, the pruritus vul vae di sappeared,
the pH value of vagi nal secretion obtained again by vagi nal swab was 4.1,
the vaginal flora was dominant |arge Grampositive rods, and G ampositive
cocci and small G amnegative rods were rare. The results showed that the
conposi ti oR,: 1351 I t S tive
component s S RE Sk e cSRGEUICSNERR, Phe REER BAFRLE AN Bl RaRE, BR'

| arge G arﬂqnosﬂrhéa/had mdsﬁshynsmeh,sﬂme plgiahed ofiwhglinhl secebiion Rdtainsd Agdin by

| eucorrhea fisq nd ruritus vul.vae, and oul d he, used for treatnment
of weak vayt&iaf 4 d'fvf‘ | FRFArH\ES YAERA SEEEHEN o EAM 155 RIghE A RUEPHFEBICS .
Exper i ment ghslrXarm, eheli» LPFRY£ was ldoeRhst A A2nd

| eucorrhea V\i th f1shy saéin ?R WV\D nont ﬁts %’fgﬁamhé%lmy& (kus‘m}i%é’l\é@&1
secretion wath 4tl®r fymsnward mares enr eehgrlilabtbacteed werorfound,i aad l:eubdmytes
(}anwstalnlqg %&ﬁ m croscopi ¢ observation, a |arge anount of G am negative
rods and cg?: th various shapes, as well as G ampositive cocci wth
vari ous shapes were found, yeast-like bacteria were found, no |arge

G am positive rods were found and a small anount of Ieukocytes wer e found.
Thus, theEmememmahﬁsmupkgHbsed as "bacterial vaginosis" in conbination
with"Candl initis'. The patien a strated.with one tablet as
mmde i n ExArameiad ek dgec B BRUEER! A eBTob | hahes ibiamoRton Hiten: "s
pruritus vhilghpsredhmafRSamddihst The JIEVERE (o el se@refnbﬁhyasssral IB M@armg

val ue of vaglnal secretion obtained again by  vagi nal swab was Xl

smear i ng va@rmn ﬁ;@mestamnng @damlsnoaummgbmﬂatmmrthmmgma;l ﬂ@bsmsmmmam t he
vagi nal ra_Was. ositive,rods, .and, eria . with

other 1 or morapr AR oMU e E e TR HAREL Al P tRa TR eBeinthibls
decr eased. T&?@fléﬁ%&ﬁhdlﬁi&ﬂﬂ%t@d 38t tHeesar a8 maR Meﬁia&nﬂﬁa B ®ncdder H@;alﬂdsxr ent

fishy snell | eucorrhea in conbination wth al gopareunl a for 5 nonths.

The pH val eenseputieey? rikays sEb,fr @tShbrsnwélsotlezucoereasdﬁappewge »sagly tei i value of

S o v ARG SERRLS UG UCH AR WS 80L ) S g

vagi nosi s" Granhheaipslg end mmsadmcnbsgef@dtml \Mlé Kaghal gtdraawad@daihant Bsageol e
16, once per day for
Gram-positive rods, and bacteria with other forms were rare.

Experimental Example 17

A female, 35 years of age, had recurrent pruritus vulvae and vulvodynia for half of
year. The pH value of vaginal secretion was 3.5. By smearing secretion,
Gram-staining and microscopic observation, the vaginal flora was dominant large
Gram-positive rods, fungal spore and hypha, fragments of epithelial cells and naked
nucleus were found, and a large number of leukocytes was found. Thus, the patient
was diagnosed as “Candidal vaginitis” in combination with “Cytolytic vaginosis”. The
patient was administrated with the gel as made in Example 17, twice per day for
consecutive 5 days. The symptoms disappeared. The pH value of vaginal secretion
was 4.1. By smearing secretion, no fungal spore and hypha were found, no epithelial

cell fragment and naked nucleus were found, and leukocytes decreased significantly.

Experimental Example 18
A female, 44 years of age, had recurrent pruritus vulvae in combination with
increased leucorrhea for two years. The pH value of vaginal secretion was 5.4. By

smearing vaginal secretion, Gram-staining and microscopic observation, the vaginal
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consecutive 3 days. The fishy snell of |eucorrhea disappeared, and the pH
val ue of wvagi nal secretion obtained again by vagi nal swab was 4.0. By
snearing secretion, G amstaining and m croscopic observation, the vagi nal
flora was dom nant |arge G ampositive rods, and bacteria with other forns
vere rare. fxneqhgphdhadeXdR| Grih- &r}a%@ &ds. SEne S Qfleﬁtganashﬁ I{O(gg&lrgent
pruritus vul vae and vul vodynia for 1; year. The pH val ue of~ vagi nal
secretion Wdsactdrisl anem’érTlmgcstem balllsasaturmchmlﬂlt ﬁlemahglcands madleoExmlmle
observation,, the v (g %‘ ra was, doni nant Iariggl 0Si ve aé)yds
fungal spord® ¥AtF H@%ﬁ intp, (g WOmAN 5 VgAY (BeF BEP JaY 116 SRASeoaliat > ET dhe
were found leéé&r&a'&rc%sw@%ﬁﬁéﬂntﬂye%ﬁ%ﬁ Q/%lmsdlﬁé}iﬂéﬂredﬂaﬁé #ché 91 Pﬁhb &t
was di agnosed as "Candidal vaginitis” in conbination w th ol yt

vagi nosi s" . vagfmal p@tr«pteon m "ame'N s&meﬁrm wiaginat h@cgeeionasGmtetamnExanél e
17, tw ce per da g The. s n‘g fgs ear @

val ue of vdafcﬁ?aﬁc ggC?l%s[ef ei’aﬁma 3%§Waﬁsl degl g rﬁ%n p?ﬁ §%Ir° ore
and hypha V@{dq)aﬁ;mﬂﬁckmm@tmlf&)hﬁé iwate ragel | fragnent and naked nucl eus were
found, and | eukocytes decreased significantly. Experinental Exanple 18 A
femal e, 44 years of age, had recurrent pruritus vulvae in conbination with
i ncreased | eucorrhea for two years. The pH val ue of vagi nal secretion was
5.4. By snearing vaginal secretion, G amstaining and m croscopic
observation, the vaginal -30 flora was dom nant small G amvariabl e rods.
Thus, the patient was diagnosed as "bacterial vaginosis". The cotton balls
saturated with the solution as nade Exanple 18 were placed into the woman's
vagi na, once per day for consecutive 3 days. The | eucorrhea decreased
significantly, pruritus vul vae di sappeared, and the pH val ue of vagi nal
secretion was 4.1. By snearing vagi nal secretion, G amstaining and

m croscopi ¢ observation, the vaginal flora was dom nant |arge G am positive
rods, and bacteria with other forns were rare. -31 What is clainmed is: 1.
The use of benzoic acid and/or its sodiumsalt in conbination with
saccharide(s) as active conponents in the manufacture of a vagi nal
conposition for nodul ati ng
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vagi nal flora and vaginal acidity, thereby maintaining the pH val ue of

vagi nal secretion wthin a range from3.5 to 4.5. 2. The use according to
claim1l1, wherein the said vagi nal conposition is used for pronoting the
Grampositive bacilli to nultiply and produce acids in vagi na when the

G am posi t iywg ithidhed R:vVagina are rare and the vaginal acidity is

over - weak, aﬁg?s?éolrlmll% Ekbi ting the production of acids in vagi na when the

G am posi t ilveThaws¢ bf benzoivagidandibe itaBudansalaid cofdinazignnalth aaédhiatide(s3
over-strong. 3. The use accordi to claim wherein the said vaginal,
conposi tion i & HIEE ‘Toé?por’(?%sa‘ﬁ‘i ‘??g%wg?%gre\éfg% H%g,m%'! ?Wwﬁl%g‘lfrmﬂﬁ‘iﬂéﬁ}?&t i ng
unpl easant 0dgigiRkl MB RAd vaghial Glcidfy, tﬁé}ébﬁlmﬁh&qﬁ;ﬂ 9the" p i VY ! VAGinal

di sconforts such as pruritus-vulvae, " vul vodyni a, al gopareunia, etc. 4. The
use accor di ngsececttdnawithin a vangedrom Bhietsddd conposition is used for treating
Lactobacillosis, Cytolytic vaginosis, Candidal vaginitis, Bacteri al

vagi nosi s, or vaginal dysbacteriosis. 5. The use according to anyone of
claims 1-4,2 WIRE @& abb&duagid elaimoNPRRéleiPthe 438 Vadafl BHlpositidiofs ddelifopd to
the follow ng vagi nal dosage fornms: water-sol uble “gels, solutions,

aerosol s, cr epiosotyignthadman-pesipye basilli to orubidplp sod esoducsianpdsin vagies when
tabl ets, prefgrahly wat.er-soluhbl.e gels, capsul es.or tabl.ets.. 6. The us
according to gﬁ;@?%n'gf) Slgl!vgi%r?ﬁﬂﬁ-lg,‘%\%ﬂbar%rl‘a‘r{g{eh%ncgg’(?c%?ﬂea(cé‘;lw Y &Y%&%&‘gﬁ’
fructose, mangesfor ifhibANGDOSGHEMiREST R1dsAAlWERRCNAEH BRSGERRboSiENe Pacilli
hydrolyzed in vivo or in vitro to produce glucose, fructose and/or nmannose,

or any m xt ur B wging presbusdensieradithe saginakacidity ishevessindngl i gosacchari des or

pol ysaccharides include but are not limted to the follow ng: sucrose,
mal t ose, | actose, |actulose, trehal ose, cellobiose, nelibiose, raffinose,

nal t 0- ol i gBsaThbaké Gecord TRl tRimOl | GREREE kY §41e vagidal CogrdlsitipsRCERAl foge,
dextrin, starch and glycogen; preferably the said saccharide is glucose,
fruct ose, mantléavNSINEHBE evaghindt Jiminatinghen aleviades |uplepsant odg ofeiagisiadse,

mal t o- ol i gosa jde, fructo-.0oligo ride in,..starch.or a
m xture ther e%efcc?&%lf eanﬁlrg glrl%btluig togeaggﬁ%%gaghsﬁgg?ﬁg i°S c}gl;l e guer,ltu? rVuuéYaoeSe,
sucrose, nual yelsedpiiapalgbpdretsial éer eof . 7. The use according to anyone of

claims 1-6, wherein the said conposition further
4. The use according to claim 1, wherein the said composition is used for treating
Lactobacillosis, Cytolytic vaginosis, Candidal vaginitis, Bacterial vaginosis, or

vaginal dysbacteriosis.

5. The use according to anyone of claims 1-4, wherein the vaginal composition
includes, but is not limited to the following vaginal dosage forms: water-soluble
gels, solutions, aerosols, creams, ointments, capsules, microcapsules,

suppositories, or tablets, preferably water-soluble gels, capsules or tablets.

6. The use according to anyone of claims 1-5, wherein the saccharide(s) is glucose,
fructose, mannose, or oligosaccharides or polysaccharides that can be hydrolyzed
in vivo or in vitro to produce glucose, fructose and/or mannose, or any mixture of
these saccharides, wherein the said oligosaccharides or polysaccharides include
but are not limited to the following: sucrose, maltose, lactose, lactulose, trehalose,
cellobiose, melibiose, raffinose, malto-oligosaccharide, isomalto- oligosaccharide,
fructo-oligosaccharide, dextrin, starch and glycogen; preferably the said

saccharide is glucose, fructose, mannose, sucrose, maltose, trehalose, cellobiose,
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optionally conprises one or nore antibacterial agents and/or bactericides,
anti bacterial drugs or antibiotics, which are effective to bacteria and/or
fungi, include but are not limted to the followi ng: sorbic acid and salts
thereof, vitamn Bl, vitamn K3, vitamn K4, propionic acid and salts

t hereof, acetjc..acid, h 1.G.aG] P oa . hydr ggen
peroxide, fl uf(r:lglr%gl(z%g?’, maﬁi@r ézgg%o(r%g‘g%tag@ebﬁf{ugéoongtz{g‘%%&{%%g%e ha&zeg(l?%r,l’ %%(r)qgioﬁn%ol e,
nystatin, metmixtusathete®f; mord prefyably, thersaid sdcchamdeaisddlacoseafivetsse dafcedre] ns
and anti bacterial peptides, wherein the said antibacterial drugs are
preferably ne‘?‘?&ﬂ?ea%fz%mé’,‘tufq thesitdzol e, clotrinmazole. 8. The use according
to anyone of clains 1-7, wherein the said conposition further optionally
conprises an estrogen, which includes but is not Iimted to stilbestrol,
estradi ol &ndThe usstedondingQo ablyeneis€ chdmeridonghteirctled sed Tothposhimhefunthehe
sai d conpositiaon fﬁrt her optionally conprises |{iye |actobacilli ancl/é)ers

other live | aRYPA¥i GOPPEALI MY Whc e a?ntﬂ@‘:t%} aBeqap & bsl?%cit"dfﬁi
charact eri zedyjifhatiedal drdds oF bR, bﬁﬂ@ﬁ()ge BBt f0 96 Vactdrd SRGLYTURE T

d
and saccharide(s) as active ingredients; conprising one or nore
i nactive exciipichide(it aseinotbmétefido thefdiowiagi sabic Midnadrsaith¢heraofl vitamin

saccharide is,gl ucose ruct ose nnose, .or aligosaccharjdes.or . .
pol ysacchari d8& '?’Hﬁ'inuzza]fﬁ%bé“tﬁ?‘ﬂ'? oﬁgafzgﬁoﬁlﬂm\‘i! Q‘Edognﬁi nsﬂ%st t erFBf’p?ccftﬁ’_GcéCld’
gl ucose, fr U&é}ﬁ@?o&_@ﬁ‘é OF 2 TRNNPHGdroRybePHatBs Xt B ﬁ_rcgent he&@xSRC Chand 8ol
wherein the sai ol i gosacchari des of polysaccharides include but are not

limted to thidracohdzod, nhutocenazods emicralazolee clotaiciarsts, hpstatin,osetronidazaleose,

|1 obi ose, nglibiose, raffi. |ta-ol | haride . .
i somal t - of | gBRSRERYER datoxsHlEE gl gig atoth S eRs Y el ahtibasprplc megiges

gl ycogen; prejgeRi ¥hd REidS ahttbRAGEN LS akS pPfeEdPE métk oGl e, TREGHSSIe,
sucrose, naltose, trehal ose, cell obiose, nelibiose, nmalto-oligosaccharide,

-33 fructo-ol ¢lgptmeztieri de, dextrin, starch or a mixture thereof; nore
preferably the said saccharide is glucose, fructose, sucrose, maltose or a
m xture thereof the said vaginal conposition is a cleaning-nursing product,

a deodori zigNgTRYAEE accdrdin@StdBdnyone df GlmRf 107! IREred® MROSAil | @ fVsition further
phar maceutical conposition, which
optionally comprises an estrogen, which includes but is not limited to stilbestrol,

estradiol and/or estriol.

9. The use according to claims 1-8, wherein the said composition further optionally

comprises live lactobacilli and/or other live lactic-acid-producing bacteria.

10. A vaginal composition, characterized in that:
(1) comprising benzoic acid and/or its sodium salt, and saccharide(s) as active
ingredients;

(2) comprising one or more inactive excipient(s) suitable for human vagina;

Wherein the said saccharide is glucose, fructose, mannose, or oligosaccharides or
polysaccharides that can be hydrolyzed in vivo or in vitro to produce glucose,
fructose and/or mannose, or any mixture of these saccharides, wherein the said
oligosaccharides or polysaccharides include but are not limited to the following:
sucrose, maltose, lactose, lactulose, trehalose, cellobiose, melibiose, raffinose,
malto-oligosaccharide, isomalto-oligosaccharide, fructo-oligosaccharide, dextrin,
starch and glycogen; preferably the said saccharide is glucose, fructose, mannose,

sucrose, maltose, trehalose, cellobiose, melibiose, malto-oligosaccharide,
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includes but is not [imted to the follow ng vagi nal dosage forns:

wat er-soluble gels, solutions, aerosols, creans, ointnents, capsules,

m crocapsul es, suppositories or tablets, preferably water-sol uble gels,
capsules or tablets. 11. The conposition according to claim 10, wherein the

d t |
z ﬁ:ar ag?g}?loile d'flfi%tét %(111 osaje%ﬂar%é)v&mrﬁl HARA WS MARLEL TR ?L(gtg n‘?o&i[&refer;éblg 8? or

érein the total anount o nzoi ¢ acl
its sodi um salskid saatlmxiﬁnecgludmseﬁduﬁnsesedemm eai mosa toe a mixtOreGhefeo0% (W V),
preferably O. nor.e refe abl 2-0.5% wherein the

total anount i}f’e fad@/ éﬁin& CorpppsifipRds f etaﬂ gv\%‘{réﬁngsﬁfpﬁ tte a&spéo@%agm Gi®n is
0.1-20% (w v) 7coE)&1€ﬂc1@r ﬁlbdlk’ln@ecftariltze/éﬂ’if)é(s)ltlox( Dr M""tﬁfaﬁhﬂcéﬂﬁ:aﬁ Qbﬁlﬂogﬁﬁ)tn' Mfhich

excipient is a non-f e, viscous, water-soluble gel matrix, wherein the
said gel matr uncluéeqobuifl@rrabllynimhttmalrc tpilmwing olagrat ldopﬁgel for(ng) wakez-sohitde
conmposi tion doe not tg%ior se e bacteria, fung{s or other m.croor nisms;

the said gel |g§ Sor eYORFUHISy af'eé(i’sr? e YE8WS1a ORUBEY'S, n SRPSYIES | MUFIRGaR

sealing mannggp ;gdsZtorfEE'%r%Um@%r‘éf&ﬁ!bl?%&éxdbdlﬁblte%e% 3afRulds Of tablets.Wherei n
the said conposition further optionally conprises one or nore antibacterial

agents and/ or bacteri cides, ant| bacterial dr ugs or antibiotics, which are

effective t cteria nd/o t not .Li m t ed

ol |owi ng: Sor BY st %o 0% ira, im0, Herdth Bt byl fomBieitidn B n
K4, propi oni cn@@ﬂ@&mmb Sacbs,IwaeLedlubRCRI | chasddtéizeddahust: oacetic acid,
phydroxybenzoates hydro en gerOX|de fl'uconazol, itraconazol e,

but oconazol e, (h wbmzmrﬂee tetpbemonal of denrgis tasid nnd/@eutsOmdmmowét calculated
| i ncomycin, anoxjcil d/or u rial,, pepty des,
"l e ST L IR AR, 8L S Ry AR BRRERE s e RSPV

wherein the sai d ugs are azo

fluconazol e, clmbrd ﬁﬁféﬂaﬁly 0.24.3%. (wihg conposi tion accor di ng to anyone of
clainms 10-12, wherein the said conposition further optionally corrprl ses an
estrogen, whi ¢R) Whereiridhe atalj amewnt of ithe said seccheridedat thel watesrsokehle) gel

and/or estriol. .,.,osition is 0.1-20% (W/v), preferably 0.5-12%(w/v);

(3) wherein the said inactive excipient is a non-flowable, viscous, water-soluble
gel matrix, wherein the said gel matrix is preferably Xanthan gum,
polycarbophil;

(4) the said composition does not comprise live bacteria, fungi or other
microorganisms;

the said gel is preferably a single dose packaged in a sterilizing and sealing

manner.

12. The composition according to claim 10 or 11, wherein the said composition further
optionally comprises one or more antibacterial agents and/or bactericides,
antibacterial drugs or antibiotics, which are effective to bacteria and/or fungi,
include but are not limited to the following: sorbic acid and salts thereof, vitamin
B;, vitamin Kj, vitamin Ky, propionic acid and salts thereof, acetic acid,
dehydroacetic acid, phydroxybenzoates, hydrogen peroxide, fluconazol,
itraconazole, butoconazole, miconazole, clotrimazole, nystatin, metronidazole,
lincomycin, amoxicillin and/or various defensins and antibacterial peptides,
wherein the said antibacterial drugs are preferably metronidazole, fluconazole,

clotrimazole.
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14. The conposition according to claim 10, wherein the said conposition
further optionally conprises live |actobacilli and/or other live

| acti c-aci d-producing bacteria. 15.A nethod for nodul ating vaginal flora
and vagi nal acidity thereby always nmintaining the pH value of vagi nal

secretion wislhd G360k I ABoRdine! & 4arjone "OFT Qhiind NR)-281 dyRBLACGnE OfmRd | S€S
adm ni strating an effective anount of the vaginal conposition according to
anyone of O a¢empdsgtidn furth¢rhepticagillyacamipréses vaonestrogenngddcht rededss; buthie mett n

t he sai d vagi pal. nposition is ablJe o pronote the G ampositive bacilli
to multiply aﬁﬁ”tﬁﬁgﬁﬁga’e g{?]g?tir?fﬁf}gﬂf‘h%r %Ilré?llt he Grampositive bacilli in
vagina are rare and the vaginal acidity is over-weak, and to inhibit the

production of acids in vagina when the G ampositive bacilli in vagina are
abundant ard.The opmpiosdionageatirdingi to elaem- 89.r whgrein 35e said composition further

optionally comprises live lactobacilli and/or other live lactic-acid-producing

bacteria.

15.A method for modulating vaginal flora and vaginal acidity thereby always
maintaining the pH value of vaginal secretion within a range from 3.5 to 4.5,
wherein the said method comprises administrating an effective amount of the
vaginal composition according to anyone of Claims 10-14 in the vagina of a
woman in need thereof; wherein the said vaginal composition is able to promote
the Gram-positive bacilli to multiply and produce acids in vagina when the
Gram-positive bacilli in vagina are rare and the vaginal acidity is over-weak, and
to inhibit the production of acids in vagina when the Gram-positive bacilli in

vagina are abundant and the vaginal acidity is over-strong.
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