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
t he use of benzoic acid and/or its sodiumsalt in conbination with
saccharide(s) as active conponents for preparing a vaginal conposition for
nodul atin bacterial flora and vggi nal acidity, there
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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 conmon di seases.
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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., which are serious after nenstruation and
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vagi nal ®et the shnormehtr of vaginak Boraand vaginali amdity playsrgpveny, impostant eoles  and
so on. Ir}‘dghi nese i nve tciﬁogn atent§tZL988095ﬁﬁ.4 and ZL98809507. 6, and US
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had di scl osed a conposition conprising saccharides as effective conponent
for pronpting the growth of vaginal G ampositive rods and increasing
vagi nal Hewgvery thadcwreesd mpthodsffor treatment of these diseases mainly aim at the

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 Z1.98809508.4 and Z1.98809507.6, 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 large Gampositive bacilli and

h id
coul d-bePfebll IR phoifiofobaiofin 87 Subi iferaBid; KA Wal SUAIRE B 02, P
as Candi dempusigons tand, ussbi inhthese ifivdmions. trhet\l‘uglma/lediclaftycha@lt beref&fcuval(yl ds

by vaginal |actobacilli and the excessive vagb nal acidit cannot De
tr eat ed. clewaigfang the pHhealpg oEwagingl SFﬁEet@B]“éét ediecméeéf entheiradugiionaf i s

to provi th?%éi (_?r gélﬁbﬁ%acai cij'fﬂleafacva ai na ecr etfil@ rb%c?e?%rl]. %ﬁlﬁ%}is 3iqdi ty

1
i n order val ue o 1 on WI e’ range

from 3. Svigindl Eysl@dmbr@oslﬂs?ﬂ:dﬁﬂd thee tﬁ:@féﬂOSHbW@ﬁeﬁ OLadtbB&dii10§is Natd i oM@l na,
i mproving | eucorrhea proj ertg elimnati ncgltor al | evi at | ng the fishy snell
of | euco¥#giaesis agrwelbiap frandidalgvaginitisi which aisgredasng taithe s>vgtr@rp<b(§t19nmf| t us

I L b
Ot or vt 1 B8 B yRPIAARRD orOhR fced s A AR L) AR
dysbacteriosis, or other vaginal diseases. For seeking a conposition
capabl e of nodul ating and maintaining normal vaginal flora and vagi nal
aci di ty,MﬂéﬂiﬁnﬁéLﬂbﬁﬂe ucted deep and wi de researches. The study and
i t d dt t th t
P cat el phapleehaf B RrBsentTaV e ¥ Rrey L £ Rt p R 08 ot e’

over - pr oflyfa v mal%hdi%y hvoicﬁi;whﬁa@mbiﬂ thapH Galedd fSaghhAlFeER tiloaGhiekaci | | i
when they are reduced anount here is not a product and net hod t hat

can reduths rangé firom 3ci m 1435 vandra iise oétheemgesmen )fosp}egnglgamsnmwvaglsa)

i ncrease. vaqgi nal, aci di t uce t her contl nuousl
ot nt ar ST lo e T bty Alimihehe OF AlleFRfin T Biand SEefipt 130k, Y
exper i nemcselﬁﬁﬁla@agrm%m%ﬁg cold}RainfVaith @k %r@ﬁtdsh&tl%ee%mar'cﬁﬂﬁﬂ'él'a%ﬂd
surprisingly found that benzoic acid and/or "its sodiumsalt exhibited

rel ati ve$(y gy, r thetebyi tteabingi bactebaalosion Q)ﬁelygncomglma, aCantligalo vaginitdsh of
| act obacj nder_a.rel ati H va <4.0), and the
L over« nessprigl ARy oginal AythacifhibsR Y BT REItH HiBES S ouver . ¢ he

inhibition effect on the growth and aci d-production of |[act obaci I 1i becane

weak under a relatively high pH value (e.g., pH>4.6), and the higher the
pH val uelort beekiwg laecompesitiohidapablenofefrfodutating and maintaining normal vaginal

flora and vaginal acidity, the inventors conducted deep and wide researches. The
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
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t heories,__.ther i.C. rapeutd c nethods in the prior art,
i.e., th‘éagélﬁgelssg%%gh\ﬁalﬁmgﬁé %@g\%é{g?'gpongéél approach for treatnent of

i nfectious diseases in vagina. The present invention has been acconplished

by the inventor based on the above discovery and further studies. The
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aci di ty, oft éleahy-nuigihp vagitiaD empieimdlenabitied propegiy) @linfinstingt boallwiktmg t he
range from3.5 to 4.5, According to the the manufacture use of the present
i nvent i ofishyt prael pfdleyaemhes: i edimpigpting or alleviating symptoms such as vulvodynia,

algopareunia, pruritus vulvae, etc., thus can be used for the treatment of not only

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 mxtures of these saccharides, wherein the said
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to maintain normal acidic environnent in vagina, to inhibit the growth of
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used, the ampunt of ~ benzoic acid is converted into the anbunt of sodi um
benzoat e feroeotedl tg produdecacids. When vaginal acidity is weak, lactobacilli grow and

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 1.0Og 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 fornms of vaginal conposition such as
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or of 1 AbIg ARG UL S6F ﬂw@eﬁg o dhe afieting; ,V_V%tsmsef@ie Bk, riohiHoRs: aFslacess
technol O&léamE’EBﬁgﬁ{eﬂﬁd caﬁgﬂﬂé&v%kﬁo&@%@&% hﬁo}?é(s ttQBl%‘?s,ﬁ;\S/eré?%l% witet | ed
[ 0S of 't [ I'n

inthe art according to e di'sc res e présent entlo

conbi nat sadublet géls,baapsyiesyrntdblenoVilled geanufadtine prdcessaeclmodogl, emethod wad er

sol ubl e gel conposition can_be prepared, according to the faqllow ng process
f1 ow bas&HusntiateryadlaRleduntheye PFfB%EYsS%lfqde‘& the 3hseogrding i ;J}erfgsclagﬁ%i c
acid and[zf)t'he :?tréseﬁgﬂlvléﬁiigﬂliﬁ comBRRHABH it g%ﬁ k&&bféﬁ%@ iy 'g%cé}ﬂs gel

mat ri x such as Xanthan gun? I'n a prescribed proportiofi, adding a

prescri bed amount of distilled water, stirring to dissolve sodi um benzoate
and saccharide and to swell the water-sqluble viscous gel matrix to forma

|, I
honogenol® oXxamplgs theeWatehaoluble gel corapositien £andbs peerased greddindfe tehzoat e

|t ot el B dedeclf e Sl Moo R 8 e SR AR IFRIAETC",

range frignzdicadi@ ahdfor ity sddiumbsialt, 4abchaid6.and WatersSbhplé visebas gakeiatrix al
acceptabl e acid and/ or base; sterilizing by a process selected from
radi at i otsuch asi Xanthen gum)oin AiRyRsarthedcpraportions tadding 2 preseribad amount st 1 or

15-20 . i) 4 [ f I [ &l i at
70- 0c {IPHEE wafér. Stk & Blssotvp 3plully HeiofE Y Sotarldt ap td SN o™t
5- 10 houwateagaluble atistout i gedl myitrid td OfoPRCa f lidmSgenviug) visosus igkl, ewhergirmnfl
sterilizing separately the solution of benzoic acid and/or its sodiumsalt

and t he Bwizaid afidomsteadcobspdiamy benzonss indurdgit shad i b dissobred: withzan i
vt ross SRS AVl S PR GRS, SRR R IR HOBE D e

met hods Known SKi m X1 g benzol r

its sodigmMmikatémpbditios aechaahge feomsl 3.hap 75! peéfeyably ahbefol 63, thy asihgi i
t abl ets, wherein adjuvants such as nagnesium stearate as |ubricant or
sodi um cehasmreenside) jaceaniabln agsd @ndionthage;asieriliaingaby @ procgsrdselectad feemand

tabl et edl‘adiation 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
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Vagi nal suppositories can be manufactured according to the follow 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

cal | ed: i (P t -1 ng: I h 1 r.e,lq quid
of benzoigghié%i gﬁa)r{lé#%rr éﬁ&d{g‘o@i Bgn?isoté# '?l ,gldstgggﬁéri}%gagw%?\i}é§ﬁ%ﬁaﬁt %Adt he
mel ti ng rniween@uimtie thesmieltingupatriv uhdey shioringanedng hymogeneousdy,i puupingaintoul d
at about 40C (i.e , before coaqulation), little cogling and scraping the
moul d,  @dBPHldGt aheutAlTG) @iengbet%%redmagp tio) liftlgicaaling and seiapyig @gm@ééi des
mx fatt celq yken a L o] JN s 61,
cto.  oantophd (i EmdlaRRyFnGEa IRE SRRk Epp A ERE PR mik R, D
and nechatyceside dpropyteniecgipcblestemate, glyceragedstin Chveepbbdert ican.alsdcbouskdg t o
the the manufacture_use of the present inventiaon, the total, anount of
sacchari @8 theymahex ohthersaibsuppositgaes. doHpmatic apd mechgnicad devigss an, e used

pr ef er abl. - % wi-v); and the total anount of benzoic acid
(cal cul atl%grg%g‘:e%gggo@gé |}%m benzoate) and/or its sodiumsalt is 0.01-5.0%

(Wv), preferably 0.1-1.0% (wv), nore preferably 0.2-0.5% (w V).
According to the the manufacture use of the present invention, the water

sol ubl e decordingnse dhe ithm manufansure uses ob theopreserfnbmeation; theotpsal amount of
vt o1~ SO bl 8l inBJ el lbie SPACLGRORSREELE, A9150 90l oBleReB

and sacchari de to homogenously Co agi nal “nucosa

there foi0.512.6baW/VEland thedtotalnEmotiies £byndoi¢ lakid fddlrdatedebaseacst sddiam Of
bacterial flora and acidity. The said water-soluble viscous gel nmatrix is

sel ect ed bargpatpandiucisy sedigm tnlt i5e0.Rhovedyevbiprefesally il +1.@% (w/v).Haoke t .
Accor di ngﬁéfgrwy@-zg&syéﬁ}vg.re use of the present invention, the matrix
ut i i e

i ncl udes not to Xanthan gum pol ycarbophil. The pH val ue of
wat er - sol ubl e gel conposition as prepared according to the present

invention is nodulated within the range from3.5 to 7.5, preferably 4.5 to
6. 5. TheAckprding il theotheemanufactue gise p%éhgememr inygatonothenwaltgr solubde gble pH

val ue of the said.c osition are know edge of thos dinary.skilled in
Uhe art. chigosifibt REBFEIRE! soroR BBy SR Bampaarig e d modF o i or
its sodi gfatied benzofPsGAANUAR dYiuFRBAT afl Ya&haride 36 BoftbgleAotidl§ cRhRRERMith
invention is Ipackaged in a _ _ o
vaginal 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
seal i ng oy eparedqc {1 -8..sterd| iz agi ng
the pr ep%@ggg@gfrﬁésﬁq gér?%:aglng Q]u"s gg&g’g%ﬁ @%Igglg%lglbﬁofrn Iai %1?19 %§a\(§!ﬂeg?§g§cg%¥

adm ni st frata-edpindledmiftiation, ssalihgrth oBdreirap,istérildziby byadidhitioanetcet C.
According to the the manufacture use of the present I nvention, one or nore
anti bacterial agents and/or bactericides effective to bacteria and/or fungi
are opti,qnal.t e tihactesia t. or cterjcldes
W th st réﬁfyﬁjgg%/% gﬁ ﬂi&n@%n@?&%ﬁ“ﬁ nﬁeslg';%a%5 ?v@eahgzgrglg i1§v%§0 nér?lge:Bl drhidie

G am negaihtibaRted il Chgerfts aandIos | bacvdricidaC Gffecting e abactérid oahdior Guagh pesitive
rods not only endues the conposition with antimcrobial activity, but also
keeps t heptienadlyiusgdoThe wee ebaplibacteril agents wadirdastaricides withiséieng getion

pronoting the graw h and.acid preduction of~Ga i ti .

Bt bact g9, e G0 ERARGF DubloBfy Hhflier R BAN S b8t P PR8R ¢ e
f ol | owi ngoccs il wosle actio® Rl Graatipdsiting rod@d hét bI§T &ffues \thé @BpoBtionWitam n
K3, vitam n K4, 1pr opanoi ¢ acid and salts thereof, acetic acid,

dehydr o- artémiceokial actiyitiydhusalsse keenstthe, funetjenr oféle pempgbition ¢ff the amesent |
i | e;. but | ] ..clotril ti
S o A e S POER] o S AR G ML e Bt o

pept i desaniihiRteRial agBhtsSAH o BhdtBAGIHES iludIBhE 8redN6Y AmiRACIFTHeCfARWiIAS ©
preferably netronidazole, fluconazole, clotrinmazole. The foregoing various

ant i bact sulistancegjeserdic asid mndpaeltertheiecdbs vidamin dB e cvidemimKusedamin tKhe
resent invent.ion.according to.the. know,e kno by, t hose ordi nar

BT T on ProPaRee 2t LAl et Aris SRR HERTGoSRhE 251 o rosd bERARdS, ¢ o e

i nvent i ORydrbb¥e pbR&id) Ficbhhzol CRACORI M) Hutyconagslel hibBiHzbES eldteinfizole,

capsul es,” mi ¢rocapsul és and tabl ets conprising sinultaneously benzoic¢ acid
and/ or i nystatindi metreridazolsabineemyeles, amoywilliacvetiavs defensinsrandeantitanterial ve

| act obaci |l i, i d f di.rectl I t I t of t

or | gi nal PIRIAEBLAREFTR s et EtHPactefD; nis nBY/oh BRETTRIRS) afe perieraply
pr oot i ngetrBRIdagb1eVViTcaRdhoRS, doRiRsetd I Riregbifig!vasioRRamitibattetial ¥agitoa.,
and the benzoic acid and/or " its sodiumsalt Ts used for preventing

over - pr oandfor bactoficides ardpeleted and obabkin e piisast invehtion cregosling ¢m the
compr 1 i g BRAZOkSo SRR Saiddes RARMUMRRL, Saceharide and 1ive

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

al so can be used for treatnment of abnormal increase of vaginal acidity,
cytolytic vaginosis, |actobacillosis and Candidal vaginitis. The nethod
for preparation and use of the live lactobacilli in the present invention

are knowaAdyrdihg 3¢ thy slanafaytusk uké 66 theprebéntantentich, A6E6, %éi‘l fsgal§(90ﬁ)ﬁ‘l@hally
manuf act ure _use of the present invention, estrogen is also optionall used

for manuftaed farimenufactynipe @qr@ppsa@wpw@pﬁgmgu simiu taneisty emgaie ofid

and/ or sal cC est.rogen mherel stro

el odes i5apaft 8B Bebhak@S SRR Rt RORE Ly P dtud e 18|n°9i°%ted
estrogentg atnlbegt@aobgrztdisl @aﬁi&g%@%s@ogén Uaagpm{ote AhE afi@iogBikdsidef Vadinal
cornification of vaglna mucosa, and epithelial damage aI|ng in_vagina,

t her eby mncpmarepenhn hbﬁ@fglﬁ‘kﬁémpéﬁngindfméms@, end temtgebmlpd)@mgmheahng in

manuf act ur ed (of® to .t he. present j.n The net.hod for i on
Tha Ueageiia, BERBY iRt labisl) GRFRsC EBRH s Shied PimBRURER ABETHEE L Ton
are knOWﬁc&Mdin'gO&? tﬁl?' ﬂn‘e@éht {invehtién. pr%eﬂktlﬁfdt forl E@lel@ﬁ@ﬁeﬁﬁd 'd%)igé‘tdfothe
further provides a vagi nal conposition, which can cl eani ng- nur si ng

agent , aaﬂnwgnmtznerdgvaacgmstqstmgcmsrmﬁuecnreiendmsvmmtl@ntaintknownpbzssthqsorskdled a
phar maceut gsition, characterized in that: (1) conprising benzoic
acid antf HF%enggHrum salt, and saccharide as active conponents; and (2)
conpri sing one nore i nactl ve auxiliary conponents suitable for human
vagi na, wherein the saccharide is glucose, fructose, mannose, or
ol i gosacdhar prtesntoinveotips afirtier i proyviddsan va;ginalbeomy)dskoiopze\dhicb pancheca
gl ucose, {?r uct ose .and/ or  mapnagse,. or an?/ m xt ure of Eﬁ??e saccharl des,

£ disip

wher ei n FifANI0gPTSNE Agent, quZing ag5ph- ACASEIFLC: B 1 S OBIROSTHONEOT), ¢

limted S Lact ose.
cel | obi obHaHaL QL) oD Chard TR AASE n (AL A1, soidlhg onsblcoRal

i somal t oand/py its @odivam iselkt, and saccheridolas gotive chmpodentspand (2n¢omprsiap aned

gl ycogen; preferably the .said saccharide . ucose, fructose, manngse,
sucr ose, Ohalei§s thactive hayxjliary (98?‘19(95‘F’6t§esulf?§11? g‘iloﬁs]éuma%ﬁ%n%l whsEein cthsr i de,

oot ohanpase g Sl mhprs g B LRRB IR

m xt ure cdrhbe duyilrolyzed 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, 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 sol uble gels,

sol uti Pnéomg&m&e' arfiEALR | WR4TRTY the &ﬁﬂsy.{nsEPt o THeh26iRPSl Shd/or its
suppositories or tablets, preferably water soluble gels, capsules or
t abl et s. sotlhen caltpas chicatated based @i esdintn benzeate, a5 0L - 51084 waw), prefexabdy nal

ter-sol ubl | -10 ition, ch terized in that: (1 he .t ot al
b A R CE R RN R

di L 01:15; ) 130, 9 : :
soc um SR AP o Sty o Dbl ol B
wat er  socdustilierygedmpenedtsl aR0Uphflosyabl@r e esub water-SoliBR Belvjnatria) wherein

i nactive, auxiliary conpopents are non-fl owahl e, viscouys, ter-sol ybl e gel
matrix, el H‘at{lﬁelsgéﬁfefgﬁﬂ%l}’ xﬁﬁéth}?;?eg‘é‘?‘am yashophib gﬁ}ntﬂgo‘r%m%%i B
(4) the Lt -0t 1 I o) j : 7 L ri ents
o or - LIATATY; iR o Bk o VISR E B G, BALHBRLE bibechE"
bact eri cwhas thee saidt natibacenhle agehs andfoe ebadtaticides oiremahétosnidazde e thes

0.0001-0.1% (W v), preferably 0,001-0.01% w v) . (5) the corrposi(;ti on
further melqwogmmns@%és 81008101 %Bstw/sheprsicrably P4001-QBHEE6WWi on i s

« . e :  nal
Packaged®) nhd Glribesitigh HardB opBhay TRAREs elbhAble) eyl FEFE | e
bact er i Wompdsitigiis suckagébin Fiserilivignnnd sealibgempnese preferibbnhishiplé dosdrer

relates to_a nethod for nodul ating vaginal flora and vaginal acidity,

t her eby PAskaged i meferiHaingandyeaing mapagr, gad does nat centaify any hve becteriwhge
from 3.5 4 .e] thod conprises adm nistration of an

ef fecti v%ﬁ‘g‘ésrr%‘i%ttl’\égﬁﬁ&r?gré/%g?“g; conposition as prepared according to the
present invention in vagina of woman in need thereof. According to the
met hod of the present .invention, the nethod of using the caonposition
conpr i seEhaagraspntsinvantion fyrtheneelasapo s methrd for m@glu%émaf vaginglnflprg arcd

t her eof .that .t. I 1y, ZQj ' r di um
sar . as il el {8ty BacliRRTOE 3L 4BE B oRE BRI R, b IR
1- 150Ny, rafig¢ €ropd 8f L k@S, Whérebiid. metiRd! ndprictai ddmiddiagionodf smetBativele i s
1-3000nmg, preferably 5-1800ng, nore preferably 50-180ng, which can be
adm ni st3mewy quthe vaginal composition as prepared according to the present invention 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 wused 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 nornmal vaginal
flora and vaginal acidity, and can be used for cleaning-nursing vaginal,

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

| eucorr ho - el L in |l ey]at] [ onts such, as uritus
vul vae, vu 5661?%}12}0%? Hga%ﬂ?dlacﬁag a{s(e)% ]ttr&é%’?rrréﬁg l}gfﬁggl%{eo ecf:ﬁfu(%‘} §ym, g‘{“&ﬁ )7 iC
vagi nosi spatieg@)dirébalveratind tmSint&iac iinal V@%hﬂosdc&iitﬁr ahditAélefore is a

dysbacteriosis. Wien therapeutic nethod of the present invention is used
for treathfétherughya the fiellpbirestment of saginainfedtiows sseases. it nmy rapidly

al | evi at ~ CA Iy . atignts, recovery and nai ntain nornal
vagi nal She %&,MOIHCP or DAl g u?fthef)ve hrough in the field of treatnent
of vaginal infectious diseases. Specific Mddels for Carrying Qut the

I nvention Exanples of conposition: Exanple 1 The conposition was nade by
the fol | diangplareheempesitiphg 0. 7g sodi um benzoate, 9.0y 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 ; noduiaimple 1PH value to 6.0; and sterilizing at 112.6C for 20 m nutes
to obtain the water-sol uble gel conposition of the present invention.
Exanpl e ZIBycompegitiony wasemade byithe sfgﬁpwing msthasl: Imixiingy Optgopasti tinobenzohte,

500 s uer Dl Yo A 2 3arR A BD Bl 330080 U b iRer B GG &
wat er, pHodiuta lfembatllei Zﬂ@@uc&@@'drr]fagtcii%%ellpmﬁﬁﬁhrgufnﬂtcf Fofh0f RinEEeRodPSe,

4. g per dose. Exanple 3 By weighing the naterialsS with the foll ow ng

propor t i onscousgetonpdlating pHwwslueddé.0;sanssstemtiziagl at 1d2c@iGforg2@ minwtes het hod
Toot l SBHP B NSO §eLSoRING of Tt PESH PRI mat er i &l s w th ¢ he
foll owi 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 100m 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. 25g sodium 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
conposi t Evamples made by: mi xi ng 45. Qg sucrose, 441g fructo-oligose, 3.5¢g

di b te, | hili tobacilli wd t ai.ni
Fruct o- oby gudebinsd e embhaleri the SaERe piapSiicy the SERRGFGR: Wes,BRge
capsul espyWagkiRh QSE‘%E\J&@&? W48 g CRRdt810HRs ,%&?H&fuﬂ? %enzéh@érlalégt oxyphilic .

fructo-ol1gose, 3. sodi um bénzoate, 4x107 U oxyphilic obaci | I'i .
Exanpl e Tac®pavidli ghowdert l{eontaining airectosdligosd eanidolSkd 0 dgChombivei bagtetide

conpositign S made stantially, accordi,ng to the net hqd, of Exanple 1:
oS tpigety T AU CamH, YhEE §oth apdrle"Somaingdnt g SRS 7 4g

wat er, plk ﬁn?ﬁrg@éﬁgﬂﬁ &e%%%ﬁbcﬂﬂhﬁﬂeﬂzggtgﬁiﬁﬂ @Fﬁy&'a)ﬁcdgxiﬁ@facft&éalcﬂw ng

proportion, nposi i on S nmade Stanti a ording to the nethod
of Exanple 1: O 1g fructose, 1.5g sodium benzoate, 3.0y Xanthan gum 100m
distilled water, pH 5.0. Exanple 9 By weighing the materials with the

fol |l ow ngxﬂpBlﬁthi on, the conposition was made substantially according to

the nmeth : i o1 QD j LM, : t han
gum 1008y ‘GriglR T ndteriats S fTRE RSt w g oo ST MO BB Bon Syatdm#e)
wi t h t hesdbstantiallpgagepadingt icothe niethedmfoEkimple WaD.dgdacraseb It Sgtsodiuny

according to the metho f anple 1: 0g gl ucose, 0.7g sodium benzoate,
2.5g XanPH¥RGu 1g§&.tr5<3, gioﬁwqganﬁa%@%mﬁesp le 11 By weighing the
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 nmaltose, 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 according to the method of Exanple 1:

8. g sucr Q. | Y. e . Xant han g 8 .stille ter,
pH 7. 2. I‘:@Z%fé‘ lgg t%";ﬂ{w‘g&é%?ﬁ”réﬁfﬂée tr%fégrg g%lpsoéé}?]%nt ﬂgé ?%fgﬁgﬁ}lﬁé ‘Jf)irso%%r i on,
t he conp@béthmamaacm@enf subtileanietidd Bf aEL@plend: 80¢ hacrRehod pisoduaip! e
1: 9.Qg |l actose, 0.2g sodium benzoate, 0.2g fluconazol, 3.5g Xanthan gum

87g di st ileneeptoal-ag Xanthan gum&dgdistilled veyernpHghi2ng the materials with the
follow ng proportion: 20.0Qg starch, 0.2g sodium benzoate, 0.005g

nmet roni dazol e, 1.5g Xanthan gum and 100m distilled water, the

conposi t ikxanyAé 18vde by firstly m xing starch, sodium benzoate and Xant han
gum adding 90nl distilled water, stirring, heating and stirring till

boi | i ng, Byt weighing g materialsadtnthel foMovang proportianntiter eotnpesitibe veasl madon

(containing 0.0 nmet r,oni dazgl e dul ating, pH tp.7.0 and mixing,.
horogenecHB gt HRA ASTRATEE Fetten bt ot o S il o iGN A2 o O ANy ¢
the foll _Qiéhﬂﬂat@,r()?@%’lflﬁﬂceﬂézoi%.S ) e TN gnﬁﬁQS'f%&fsﬁﬂ%d veatlr, ipHi6150- ol i gose,

1. 0g sodi um benzoate, O A g netroni dazol e, . g clotrimazole, Ig

magnesi um st earate, then m xed and tabl eted, wherein each tablet was 0.5g
and corrp(rgh;ed Z?Ar‘rg gl ucose, 150ny | actose, 315ny fructo-oligose, 5ny
sodiumb , '0.05ng netroni dazole, 0.05ng clotrinmazole, and 5ny

magnesi UBs WeahE thEXididls JauBrhe\IBWing ﬁrbﬁ?ﬂ%‘f?@o?dgs stard) 0.9 sb@ubhP'W Ng

proportion, the conposition was made subStantially according to the nethod
of Exanplbendeaté,()005g trostegniGazde, bSgz¥anthanighm, @ndod 0Pl ydistilbexp mialtgr, 1O

distilled water, pH 4.0. apple 17 By weighing the materialg, wth the
o | ovi nGOBPopGion b e BoRpuG: Tt s ot Betzoate afd Xathan gur,
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: 5g
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 5mg

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.

-14-



substantially according to the nmethod of Exanple 1: 0.15g benzoic acid,
3.0y glucose, 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 follow ng proportion and nethod: weighing 12g
mal t ose, 0.4g sodi um benzoate, adding 100m distilled water, stirring,

di ssolving, nodulating pHto 7.0, sterilizing to obtain the water sol ution
conposi t Eeamplehk8 beneficial effects of the manufacture use and nethod of
the present invention are illustrated in the foll ow ng experinental

exanpl es Thewyaion spdwtion cesapapition was made ageardingato thsjfelpwing peonartign apd
effects of i14,0 n I.nyv.enti

Vagi nai Desidf pERERAR' fAeoRandlc. 03f SRR bendolabln APRTUKENRE ey

Met hod:  §tinrinig( eRssoitih®NmeiduldiingepHetos 7.0, hterilddihg Wonebtainmies iat@nsoluwios
prepared according to the aforesaid manufacture nethod by using sodi um
benzoat eCOmMBYEHOR.e and Xanthan gum a) The gel as made in Exanple 1,
conprising 0.7g sodium benzoate, 9.0y sucrose, 2.5g Xanthan gum 100n
distilled water, nmodulating pHto 6.0. b) 9.Qg sucrose, 2.5g Xanthan gum

100m di hé beeshicialt éffectsTofltHeadbf@fabiirdé Gse Sndmethodof/theSpididnMiDantiontae 2. 59
Xant han, 100m distilled water, nodulating pHto 6.0. The above three gels

wer e st etllustrated intthe foll@dngexpeimentalesamplenen st andby, wherein a) was the
gel of the present invention, while b) and c) were control gels. (2)
Animal s: femal e rhesus nonkeys for the experinents were sel ected according

to the fgkb@mh&g@pEk&ﬁpkpp:.a) Vagi nal secretion pH > 4.6; b) Nugent score
> 7 by mcroscopi c exam nation of G amstained 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.

c) 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 ¢) 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 ConsE‘aﬁﬁﬁhl‘éﬁ‘ra'?edd@i’tﬁ-thé/%%{?ﬁh),%0%% Wededs, AR5 Al rb%@e,gﬁ‘ 5@& pirfagay

during the admnistration and on the 3°d day after the en
adni ni strat i on.foffbenseeitiveal daygs.df agina)iswabs yeare ebtaned we ithe B daydedngaha t he

vagi nal secretigns were sneared M st ai ned an L cr.oscope .exanj ned to

bboerve baot or PAMTPIERROn HddoRdbs Ji JRE GHAF He (B INDL SPIRS R Aol K BT
inal fl : : Magi i j

vagl na ora. yhifieshit O’ag'_lﬁhq se@xfe.tl\ﬁg'vg}?b ngfa‘éPfég And\Whe f @T%@%gﬁ%g&?df?&

preci se pH test paper. Experi nment see Ta
Bef or e admi ni stsmehteal), Graagstaaledsant aticrossopef exantingd to hesesyenbattayd fied, pH

value > 4.6, and. the Nuygent scor of all vaginal flora re > 7. (2
Effects of nediaéflﬁé@kﬁﬁ!fu%ﬁwr%}&@efi‘ﬁg% CRES mg@@%eqt{ ‘fﬂ%n%}?fqrﬁébgpﬁn\fﬁi%s
Goup 1 (gel a); : f Wolel) i us nonkeys
decreased to 3)05\; agﬁéaq?e%l%ggﬁ%% rg¥%9¥ ay %?ﬁﬁ E?%‘?ggpﬁfetﬁ?t I%Iobg?'se, whi ch
wer e  0b\3i. oBgpetrimental Rehdlts: isbe TublesdandeX or e admi ni stration; on the 3 d day

after the end of admnjstration, the pH val ues of vaginal secretions_of 3
rhesus nonkby Beforsnydmiudstatione yasingb sreEgtionk of alb e rrhesusnmenkeys had pib

residual one K}Qﬁlew@.do'élnﬁ?ﬂé’ﬁu%%SSgérsesqgceﬁg'lrp\é@é%eﬂgo@w?%v%e}pH val ues of

vagi nal secretions of 4 rhesus 0 be .8, 3.8 and

3.8-4.1 on {be Efdetdefmedicinesain i tvalrwiSagimildecrclions6€ Figaas Rbrksyent was
alittle greater than that of Gioup 1; on the 3rd day after the
adni ni st rat i onGreuR lhkgelad)udhe PH/yaluga ofseaginal saesetiinsapf 4 srhepiss mwnkgpnkeys

were | over thaned. 6 qouR 3 46 of ke SMSRH VAUGS. eV 3LABL 06T Shions

of 4 rhesus nonkeys nod “si1 ghi Ti can nge  af mhistration,
and were still oBvidublyllowktlthsh the valicdHeforefaddiinistration; orlthe 81 dall afel tes of

VAl e e ot administration, the ‘pH values of vaginal seoretions of 3 thesus
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 st 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 5 h day of The 3°'d day after the end of adm nistration

treatnent course admnistration -16 Goup >5.4 3.8 4.1 - 1 5.4 3.8 4.4
a) >5.4 3.8"4.1 4.1 >5.43.8"4.14.45.4 3.8 Goup >5.43.84.125
3.8M.1 4.1 4.4 Cel b) >5.4 <3.8* 3.8* 5.4 <3.8 4.4 Goup 5.4 4.8 5
54 5.45. 4 h

c) >5.4 5.4, >5.4 5. .4 >5.4 * . Funggl, spores and hy
wer e obser veg‘aﬁ?fﬂ%r m cr 05>sjc%pi C exam’ﬁwgti on of G am st gilned vagi nal

Cel
4

4 3
pha

secretion snear, (3) Effech‘s of treatypnt on Nu‘gﬁnt scores of rhesus nonkey
el a) ]

vagi nal

rhesus nonkeyge|

flora

oup 1 (g t he Nugent scores of vaginal flora of 4

whi ch were obviously |ower than the scores before the adm nistration;

the 3rd day after the end-9f

creased.4 ® 2-3 on the- Sth day of the yreatyent course,

on

adm ni s galg pn, thg scores were still |ower
than the scores before the admnistration. Goup 2 (gel b): the Nugent

scores of vaginal flora of 4 rhesus nonkeys decreased @ 2-3 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 end3& adm nistration,
the scores were 3-5, still lower than the scores before the

adm ni stration, 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 44

Group 54 4.8 54

3 5.4 5.4 5.4
Gel ¢) >5.4 54 >5.4
5.4 5.4 >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 Sanpling tinme Before The 5th day of the The 3rd day after the end
adm ni stration treat, ourse_ of admi nistration ou 241733 Cel
a) 8 25 9 3 BogHEAHC @tsi%gng‘?a%efst T@Pﬁ}raﬁoaﬁmdswefﬂsﬁé% 10 oup 9 10 10
3787 Cl ¢c) 799 86 7 *Nugent score: 0" 3: normal vaginal flora,
conprising mainly large Gampositive rods; >7: bacterial vaginosis flora,
conpri si ng niabley2. Bifeats ofdidfersme gels smhgmﬁfﬂmav@h}mbuhemronﬁeydoact eria,
Canmpyl obact er~—er—negative cocci—etc—4-6.—ihternediate flora—conprising
significantlyGrdgsreased positive bacShmplingtithesi gni ficantly increased
negative or snall *x
Fungal spore and hypha Bebe foundl‘}twst'édaqmﬂthg m'Ih’eC8§ acftereh'e?éﬂdnatl on of
vagi nal swab speci men snear. 4. Conclusion: The vaginal flora of rhesus
nonkeys are simlar wdhinitttationagi tredtmiehoccarsef pat i efudministdatiobact er i al

vagi nosi s, mmmmmﬂrrmds—mmw— 18

Group 4
1 7 3
Gel a) 8 2 5
9 3 3
Group 8 3 3
2 8 3 4
Gel b) 7 2% Jx*
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:
t he gel a) corrpri sing "sodi um benzoate + sucrose" as nmade in Exanple 1 was

able 't o decheae LR NUIRN: dGARANactdlEs 3 d BRI Yhe/ B (1l aghdllsBorktion 7~ 8

to 2-3, whi c S the conposition enzdbate + suc

ef fecti vel yis ﬂrlglmtmdntmé gintiVdrtoothe visld ivahle imehginat ioff patient wahalmymhaﬂ he
vagi nal flora with domi nant G am negative rods into the vaginal flora wth
dom nant | 3§EASam positive rods; the production of acids was enhanced,
the vaginal acidity increased, and the pH val ue of rhesus nonkey vagi nal
secretion, which was 5.4 or above prior to admnistration, decreased to
3.8, 3.8-4.The dhjrrigedntd)) resanPindicarg thutl mesgara)&ﬁ)nvMslﬁ@I“eodmnﬁba{z@aw
rhesus nonkey vaginal pHfrom5.4 or above to 3. -4.1 and bel ow 3. 8;
the Nugent SYEEISE” @f %&ﬁ mﬁxamp@rh%swlﬁ&dé%w fheohﬁuge@ $e9r 08 thegher ei n

fungi vere AOhAG. LA:NBOHIRL GiEoT8' {0 LT WARE HOSAMIROKBEGHN ShahiIR! | o

t hat the conmposrit 1 SIng sucro t cause“excessive hi gh

vagi nal cnbianwatamd sﬁmsewﬂ‘aéth;ely Iplﬂdnm&d mwegrgmhvtdf vaigindlrigetobadills uml bot h
the conposition corrprl Si ng]ﬂ sodi um benzoate + sucrose” and the _conposition
conpri si ng Sangedtherwsmal dlara withedeminant Ggimiegatveireds iateithereasinad florpe

growt h of vagi Ql%&n hﬁﬁt Bgéengégxb epojgﬂ%e r sl ftl’?e{,\g%ccﬁl%tlah f &1&{@6 V@?,?,Qné gel

a) conprising um sucrose' s use vagi na

secretion tﬂe@agempsblaﬁy nctedred, AMEtherpIW Alue fof frhiekdis mﬁme@ﬁw rsecrbﬁbn when
the gel b) conprising only sucrose was used, the pH val ue of vaginal

secretion dekichagsd. 4 er abevopricr ® mnﬁm@pngﬁlm@@dé@é%rﬁt $#.1.These
results indicate that the conposition conprising sodium benzoate and
sucrose as active conponents is nore suitable for wonen in need thereof in

conpar i son Thd Felt becsaRpietf tondp sucrosP wawwe e d¥crebisd ffeBud otk Waginal
conponent. I n addition, the conposition onprising only sodi um benzoate

did not extkbiftont Gk pt eho¥eto b’r&ﬁa&-ﬁﬂgandwbelog\r 3 theNugggt sedre lodotagbvti | | i

and decreasyfig {18 RiERELCRR 71898133/ 23h0%in RRE S8 fount®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 conmposition of the present invention
on wonen's vaginal flora and acidity 1. Material and Method (1)
Conposition: the CGel-A as prepared in Exanple 2 (2) Patients in group: 12
patients (26-29 years of age) were enrolled according to the follow ng

criteri oEyp@imlefit OEx41851eS Hiftichs 3RAhOURGSARIh oFT ¥ gf}ké’ﬁt’ irfvieﬁﬂb!n?&?: I,

or positive in Wiff test; b) Pruritus vul'vae or vulvodynia; c¢) Vagi na
secr et i orwaneds vaginahfletaaand aciididy oscopi ¢ exami nation: large Gampositive

rods were less in n er, .G amnegative rods or cocci were greater in
number , gndl\@mglégaﬁetb(’%% d) PH val ue of Vaginal secretion > 4.5 2.

Tr eat ment ag@ (Tjg}rnbggyﬁgg: me%gl'%égﬁgéar%ﬂ\@iaﬁ?ﬁ@i strated intra-vaginally

twi ce per d consecutive 5 ring treat nent course,

pati ents re(2rPattntoimgtonpt il 2atiehisn26;2%ypears of pge ewerevenrotlad atestiingtod
wer e exam ned t(Ig\y d?ct or everyday, synptons and side-effects were recorded,
and one admi ni Qe falPWHMEEICEGAdUCt ed. Anot her administration was conduct ed

by patient at pedtiyiBrha AN SACToRBERAR. Blay! (ABE TRy GRUISE pdilifve

patients were OWw-up visite or t ri'ng reatment
course and the pdaniWHifétest;ol | ow-up visit, the patients in the group should
not wash vagin shoul d not take any antibacterial agent, and should not
have sexual ingjerPGBUF‘SSe‘.’UIV?C ar pakvediiaashed vagi na or used antibacteri al

agent, this pafi - Sh : u romt i - di t
conpl ete all tg)tst\%%péle%rngﬁTﬁé%rrégﬁﬁé Sg‘lﬁ% ?ﬁ%ﬁ%sc%ﬁng{lﬁé‘ﬁ%&mgéﬂ?
exhi bited signif iGani-pesitioet Hdenwerentss Sn mMagbéral Glanohagainvt yédy Balcocci

acidity, and was able to naintain themw thin nor mal ranges. Table 3.
Effects of Gel - AV \gseatar i yumberapnd chiecellsd 344i nal acidity Pnuitus

vul vae Leuconhgfl Pq_flvgﬁlleq)?@Jgigglggeglaelﬁogygjcel | s Nugent scores property

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  Leucorrheal pHvalueof Vaginal ~ Cluecells = Nugent scores
property and secretion

smell
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Vo V3 V5 VOV3 V5 VO V3 V5 VO V3 V5 VO V3 V5 Cas

el ++ - - + - -
3 Case 2 ++ - - + - - 5'14.44.4+ 8 3 3
4.4 4
+ + -

Case
+
+

+

--951 Case 4 ++ - - + - - 4.6

. .1 -
3.84.1+- - 831 Case 6 + +

3
.
Y;rl-VSCag@ 9\@2 Vs \1’ojr ? ;1V€73 &)%\écaae °
f‘ 5.
da

Case 10 + 3 Case 11 + -
3.8&‘3"? 8™ 2- case 1J2+ - §11 4ﬂ11.3§+ '9§05Mat
obserxation t4+rre VO_ before the a.)d 4tragéon Qf gel ; §f gel%d y

RRO+AR OO
Db\IICDOO+

of adm ?Sgratlon of gel; V5, the5$ m ni stration

Notatio di scgnforts: ++,  obvious 4 ur|4t4us lel vag or vul vo?ynlsa i
slight prufitus vulvae or vul vodynia: -, hone of pruritus vulvaé or

vul vodynihRe 4 Not atii on 3: _l eucorrhea prgperigy +41l eugorrhea |58t hign apd
honogenous, has fishy smell or is positive |n iff test; -,leucorrhea is
thi ck andygygscous, white and tuyrbiid ofg al bigrenglji ke has no’ gishy spell,
and is negative in Wiff test. Notation 4: Nugent scores (m croscopic
observatCgesof kinds and ampunt of bafd er idad | Nn44G am stai ned yagignal?2
secretion snears): 0-3, nornmal vaginal flora with dom nant | arge

G am posCdase Ve rods; #4-6- abhorsal -fl ok@ wdtlh dddr eased-anount 7of 1l arbe

G ampositive rods and increased anount of cocci and negative rods; 7-9,
rare or Gase8ar gertG am pesi ttve- rods,4@onidant 4& an¥negative 7odd and
cocci. (1) After treatnent for 3 days two of 12 wonen restored all nornal
i ndexes:Caseucorrhea was t ht ck- and hat# no 38 sh§8smet|, -Whitf 7esO weld
negative fll scorrf orts such as pruri tﬁ vul vae and vuI vodyni a_di sappear ed,
t he vag| Ot dfa changed fand- | arge am4|§05| #ilve Fods were donifnanmt, clue

cellswere v &+ . . 4+ . . 54 41 38 + - - 8 5 2
Casel2 + - - + - - 51 41 38 + - - 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 d, th [ I d
dom nant ol udceetre B g KelE U LRERR, et Gl N mAMARREA g £E AT O

were maintaineegypithin 3.8-4.4, <4.5. 4. Conclusion Al patients observed
in the present exanple were wonen with abnormal vaginal flora, weak
vagi nal aci ht4fter irsatmenddiarhg cbims,val[lud a2 wagnenatesmcd all @nrmahmdeemt

Ul vy &, anbiCEHEe A Bt gt gt PR, S doald Sydfe negative,

G am negati ve dig@dmRnd SRAMs IWQhQus Phlvas aall \ﬁﬁ@éﬂ}lma Mﬁa?ﬁeﬁ&ﬂ the vaginal
Gram positive rods decreased or disappeared. means at t ese women

actual ly net tﬂmaohlmggo@asddargeeﬁraanosm@t mdsawemgom(nam cluﬂ'mllapweltel c
results of the present nmp hat after .intra-va
i ni st rat | omeBrieCind {Be fuF VAliergaeV piingd SHAIPUORS Miare dMpEiaigeg ighin

consecutive 3 glayp.<4 ke bacterial flora with dom nant G amnegative rods
or cocci in vagina of nost wonen (11/12) was changed into a flora with
domi nant 4] LgelGiam positive rods t he pH val ue of wonen's vagi nal

secretions creased,.from,aboye 4. hin 3.5- t he | eucorrhea
property of‘ﬂiﬁé‘gﬁmﬁnﬂ%’éﬁ“’\ﬁﬂs‘nt rpé?ﬁéﬂt ewgnlﬁ? Wgwewpm&fis‘aﬁﬁégpganalamgma

di sconf or t §1GHCHeaS vQ%ﬁigl hekity Y} n‘é?@asgtF‘@hé’ gHV Mé"o? 1 seefitidhl, §RtdnY

alleviated or elimna Expet I ment e 3 A e, 36 yéars of age,
wi th nor rralﬁsitryrmdhbducorrheam dis cooohofts rsush sas(muamspmlvae aad mdﬁochmwarmhd
vul vodyni a, no fish in.leucoryhea, di gf’ not have previo

S
geni tour i néh?/e’ﬁ%’aa%/lpﬂ cvtag%ml fhozq catqq‘]éhags 195 a%gaalrvevra S 35 cge@r‘@?reon
obt ai ned by,r %1%9! Boun¥alin Sla?'g% Ss%@é 885 SIRALA @@ or%ggggéagw' ftg and

M croscopic bservati dn, ar ge am positive Fods. wer e

bacteria ofmeikehatithessswomen acnalllg,methhe dipagnoeisi aitexie bif bacteridhgagiabsisucosa

were intact, and | eukocytes were
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 nornal vaginal flora and
vaginal acidity. After admnistration of 4g gel as nmade in Exanple 3 once
per day for consecutive 3 -22 days, the woman did not conplain any
di sconforts or adverse reaction. The pH value of vaginal secretion

bt d [ ' tj.ll b t
& aim ot 2t AT MR Bdtos SHRBIR Y chrcomttott o7 S FRe Tatctly TR Jghue
G am posbf ivagina® ecRitfonVobtaifed laghineb$ g]‘indlemwT WERAGHEr 4a ; Oby GebREiohOr B
were still rare, and | eukocytes were sti occasi onal . Thi s exanpl e showed

t hat theswompagi Gram- ssamme andr aerasconio epbseovatiting thet flosa ewas fstidk lage

nor mal vagl nal hact er| ra noy mal i nal er.i nt al
el e S s Bt il £ R, BRPAROf BT s WERGHUTRERS)
snel | i nah&l!ﬁ&béit@@“fe@é stiPBecaFeHal. THIE @xSBpledhowrldtthht RDpiRiticiof thee had
been treated with several antibacterial agents and |lotions, etc, the

di sconf opresenteinventior didnod have ieffect adrormai vaginsh basterial dtare andenoratal er
adm ni strat.i %’he i nventors conducted exam nation by taking vagi nal
swab, anﬁaglf}g‘rﬂf ¥4t the pH val ue of vagi nal secretion was 4.8. By
secretion snmearing, Gamstaining and m croscopi c observation, the
epithelial cells of vaginal nucosa were intact, the vaginal flora was

dom nant Ezpaﬁment@l Emamald 4bl e rods bacteria and G am positive cocci, while

| arge & itjve rod rare, .and no ast ke fungal s re

f ound. _GhoteRe.cl9 %geﬁaaﬁaﬁgeewmmva@ Vil e, Ashy e Plensifica 167
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"9. Qg sucrose, 3.5g Xant 100 |st| water", tw ce per day for

consecut antebe@ted&n} sagdite padi i krttdns, | gacahe h dascamﬁums weoer calbmdated g duﬁng ant |y

and fi sh simell.dis eared, but he tJent stil], felt rurltus vul
The pH vAIBENSFatiaRy REF TEOBEMEE] oA | Bpey gy eiptss apdiied 3 s,

he vagi pglminfbA b adkigUagai vdaﬁrafa {%M%E ‘PFvﬁfh‘ésof Vagdl secretion

G am var e ro Grampouse co were r e patient
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conpri si wgreorary, adcii®geasadikecfunga spore was found. She was diagnosed as “bacterial
vaginosis”, and firstly administrated topically in vagina with 5g of a composition
comprising “9.0g sucrose, 3.5g Xanthan, and 100ml 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 also pronote the growh of |arge G ampositive rods in vagina,

reduce the nHMANYERH n%g%'nﬂakor trEftht %ﬁﬁ ap V&t’e%k?V %maqrh%lcﬁp rHe@?ébgeé 'Vﬁg%af el |

of woman's’l eucorrhea an tus vulvae, e used not
only for Grasapositive eddsieek buagnah{ra@ﬁodstvut ad@@ dees aot vagienalverse reaction
Gram positive rods and bacterial, vaginosis, but also does not cause adverse
react i on SUelahoxer-giang g ecidifi-nal  aci di ty. Experinmental Exanple 5 A
femal e, 39 years of age, had recurrent pruritus vul vae, unpleasant odor in
| eucorrhea, and al gopareunia for 3 nonths. The inventors conducted

exani nat iBxpekiynentdlixagnplegi nal swab, and found that the pH value of vaginal
secretion was 5.4. By snearing secretion, G amstaining and mnicroscopic
obser vat i’ rfemélq,aﬁaeymu@ﬁ age, l@daﬁ‘FQ’q'é{fr&t i pf@rut@ﬁdgfulm cinplagsapbsedary i

cocci wa r i Qun d | euk te was
Fare, TricleOpEe SRt afoBReth RS nldnith, TS ke BB AL R BERRY
"bacteri &dkﬂ«(%@la@ﬁﬁl $wab, Afd Fothe rﬂhatvms Sﬁﬂimame’S bf arhgﬁilal ge¢refibh Ywdsn5 4y &i na
with 4g of the gel as nmade in Exanp twi ce per day for consecutive 5

days. Traélepang eReresiopy Gﬁramusauuwaedatnd:ramtmabsqm@mom,na llangeoamenent of
di sappear, t he secreti bt ai, ned ain b nal

Cvap be ol AdiaRb radf nfebind BiGE (865 os Dlnd HE IR SAR-Bostvt 3 Sus.

and rarev@tshﬁﬁlnaa(ﬁhﬁrl'eﬁkoémg wiesgel THRNAMR Patibst %Ee(ﬁaéﬁ@gedtm“va inal
conposi tion of the present invention cou1 d efimnate woman's pruritus

vul vae andalslmtﬁmm aboff bacmerleducazgmds& Tie qraticot wae aginunistratdd topaegllyain
Gramp05|t|ver cre se va aci and e it therapeutjc

of foct s vahtg ayfinde of JiL RS ad B hxRplEch dhidH P vl Bt eohstehBEs Prdafea
Exanpl e Ghé faent §’prﬂﬁniée@ﬁl$a9fané%noﬁﬁgl bESUI RticoRrheh  diskppébitedathe pH

al gopareuni a, and increased |eucorrhea wth unpl easant odor for rmre than
hal f of yelse. ofTvaginalvsectaiion cbtaithedt aghin éayavagnnah a'yval:byvas ak b nand tyi maginshab,

and found that pH v f valnal ) cret nearin

Secr et | oflorastiah difufnt ek SramopHulis: Basnand Ve Bter disteridy THopresF el |

of vagi ngkafipRORRiILAd I1RhRBKe %bfrﬂ)%ﬂfdﬁ of GHK OSSR MRERLOR SR @ MIminkiee
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
"bacterial vaginosis". The patient was admnistrated topically in vagina
wi th one capsule as made in Exanple 6, once per day for consecutive 5

days. Thedsodevredset esignifidantly ddheeprechtseximple Cindidayed tidintHemabmpdsitionn
| eucorrhea disappeared, pruritus vul vae and al gopareunia disappeared, the
pH val uecenprisige sadivae bergoatm saenose.fserterpigasasghoride and lapiebacilicasactive ¢ he
vagi nal ra had nant |ar n LtV
& am negtt oGS s8R gRN e 36 3SR TPBRISY KBy Soa il FHHRhAL flopg gnd
i ndi cat edadihialt adidigy,Célimittd WomanCo PRIritas Valvied alfdphratahed abhéied &dor
fructo-ol i gosaccharide and |actobacilli as active conponents according to
t he presthleucorrben;iand conld dertsed i far ereptmreniaf weak waginal acidiy mad bectegialy |
elininatg @gqﬁn's pruritus vul vae, al gopareunia and abnormal odor in
| eucorrh %% A coul d be used for treatment of weak vagi nal acidity and
bacterial vaginosis. Experinental Exanple 7 A fenale patient, 54 years of
age, had_increased |eucorrhea and pruritus vulvae for two years, wherein
| eucor r hBapersmental Exgmplen’ wat er-1i ke form occasionally was in

i.tion and

yel | ow gregn c¢ol of., a t he patien onet | had .f requent m ctu

saynur 1 A TR PRl dsy<hin Bh cebunad HHAER dryheadin padhl atiak BF anc
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snearing secretion, G amstaining and mcroscopic observation, a relative
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di agnoseg,1as of Wagihal 8&ir8@bn ¥ak q{iéh/é'r,thé{xgggl[ BSafle ALY %ketkflﬁt(ﬁﬁﬁﬁkﬂaidiﬁg and

ir
"senile wvaginitrs". The patient was admnistrated topically in vagina wth
5g of thandyalicrascopianddsémvatiamnplrelatiye darge apmuntiaf lowrlayenswicosd opithelishys.

Th ti 's | .d i,gni fi ly, th i tus.vul d
VU vody il s g Prassit e dpiby Afaa STl whoph oe Chtuoadiiig et "
secr eti OReRPERINACEnRE8! finBH $pR% NBfickdhadesticAvds foundS THAS! thelpatieht wabad

domi nant large G ampositive rods, the | ow [ayer cells in vaginal micosa
epi t hel i diagoededsadd&meeknsegindli aadidyl?, f “leerdasgd ivagilal dactobacilis’ednd TTsenjde esent

example | iiniah o Hatieh!" ol A Risated fpiBaly*in' 92808 with 55 50 he gel 4S" O5©
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 vulvodynia, inprove |eucorrhea property,
increase vaginal acidity, restore vaginal lactobacilli, and effectively

control & Wt@ﬁﬁdaﬁg ?&ﬁg-'lﬂ(boﬂﬁl gal spéfel 8 Shyﬁdhtahwe&e%hﬁd VR Rhgingl
Experi mental Exanple 8 A female, 35 years of age€, had pruri tus vul vae and

vul vodyninaucosa epit mlrm,llsswcneomi mlm:lt on shapn and sauictre afidecqithinad beokdn
vagi nal
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br oken @regllna wxdnélg od i gelLes| eade neEmarﬁplerﬂj twideuper dayefop@bhsatutivas days
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In Exa”pké‘crgm Wg&ﬁné’@ 83V b} Va gg&“%%%t {w4s D4 dﬂbésv%IQleﬂW'%stdo%lﬂﬁhtt us
vul vae and vu vodyni a sappear t he pH val ue of Inal  secretion

obt ai ned lagaﬂwaﬂnypomigvm addss W&bva/ganalélmdcosar@nhagahedllsf }iaﬂ mtdw ghalpsyiandnto

| ar ge GE kr%om bl Ve r?(ea e vagi nal cosa epithelial cells had intact
shape, tPkeg cellragddinked nucieys Wtk doundicl eus were found. Experi nent al
Exanple 9 A female, 35 years of age, had recurrent pruritus vul vae,

vul vodyni a and increased |eucorrhea for about one year, diagnosed as

vagi ni ti ExperimsntaéExhmipler®s i n hospitals. The synptons were alleviated by

treatment with antifungal agent such as Daktarin, etc.,. but reqccurred
after drdygf W"ﬁﬁd?%\\&ﬁﬁm ‘Flnég? anfe&PgeébﬁHHétPéd’“émmVN Yqdymia aRd in¢igased ¢ hat

the pH V?éuldgrrﬂz:a @Ighlg&lt cﬁf'ec fh W@? d?’a? va 1&”&1’ éé&r et?ﬁlgg 119 jospitals.
b SEVat on, PRY ge

Gram stai ning and m croscopt ¢ e vagi nal flora

G am posiThe s¢mpt@ds wdrt halleoftged byl \treatmentcadth- éntiﬁangaln@nt spnok Qs a:oaicthxym,ha
were found, the broken epithelial cells were occasional. Thus, the patient
was di aghssdmtagoccypied after siug Withdrawal. ddednysatorsmepndustadstwaminatien.sind The

g

vul vae aGgamtstaiathpraral ﬂuc&aW G‘dser{/ﬂitﬁglth&e@gldslcﬂmsl%ﬂ large 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 vaginal 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 indicated that the conposition conprising sodium benzoate and
mannose (sTelgya : : e
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Thus, the patient was diagnosed as "l|actobacillosis". The patient was
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vagi nal iagglg#o?qlég%ﬁ%gggaﬁga, Slt%ggg#?/aﬁh-égt% Bfﬁgﬁlgfgciaﬁg?’ g‘g@r g?i gfr?])keﬁ

obt ai nedepighadlial byll ¥ad nakéd Auelbusvasre3folind. The td3alty shvwad thdt eh@cshpdiitionas

| arge Gram paositive rods but becane shorter significantly, and no broken
epi t hel i 8PmpEsingaspdiviak benzogts and slaeeser asif@liveeompengntss ageerding todhet he

conposit| conpL.t Si o4dj um ben e .act | ents
accor di ng%zg %mt]%gpntb?'de(s@%ﬁl? eﬁiﬁlelp ﬁ{%l vgéﬁ)@f&ﬂ ﬁggllt‘l%lmv@g? g af} ﬁaﬁnegyegir %ﬁ??rgfgea\,/ul vae
and i ncr gadesull deared feetreatdidat 6PVAEnMElattoBacifl0 bvérgeawiieaid Rttobasillvsls.

| actobacilli overgrowth and | actobacillosis. Experinental Exanple 11 A

femal e, 33 years of age, had recurrent pruritus vulvae and increased

| eucorrhga t1"or t3 gont hge, 1and was treated with antifungal agents, but

t her apeu 'R ré[f’?’ég{ xHepP ]not good. The pH val ue of vagi nal secretion was
3.0. By AnRa{alé)B3S@suirebf @fe, hdd RoustM prufitustndvie 6h@ $rBaseddbec YRl foR,

broken vagi nal nucosa epithelial. cells _
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-1li ke fungal spore were found. Thus, the patient was di agnhosed as
"over-strong vaginal acidity" and "Cytolytic vaginosis". The patient was

adm ni st gt ed topigal gxyl%rizvagi na with 5g of the gel as nmade in Exanple
11, three tines per a)P or consecutive 3 days. The woman's pruritus

vul vae dis éqnsla) 40 yeaileofl apec bid hemraac vabhosdonii 41d fniceaRéd Yeucohdeplfor o@d ue
of vaginal secretion obtained again by vagi nal swab was 3. t he vagi nal

8
flora stER aRAIvasdrepiedvitihansifungal agenissand the symmems aysire alleviated@unng wer e

intact, . k ' ' | 1 | T
rosar s SRS The SBUEASHL Pondrca IRFmIRE ™, BU Rt Y5 BeL AR 980 T ose
as acti véoehianehd pH asluersh vigiidl debRtidhow@beloW 88, IBy shRutiflg ¥eeketishe and
mai ntai n normal vaginal acidity, elimnate woman's di sconforts such as

pruri t us Gramygaining, @nd suicgossepigselseration; paglativet lacge amenntof Gragmeatsi ofal

acidit n tol.vtd ¢ vaagi nosi S.. - 24, Experi tal ,Exanple. 12.A f le, 40
years gf %5 e%’K%%}X?fegch g%tepﬁh%?}df/%}saa%ﬁ&‘aﬁ‘? Fgleny %ﬁggﬁ%%a"eﬁg‘rﬂwg?e
year, angowl thé eagiadl Nofdwadlirgt Tan-paEAYS rod)dnl iR FeaIRIIREFuNEH] Spore
all eviated durin adm ni stration. The inventors conducted exam nation by

t aki ng vavgradpusdvabhusdthefpatieat twast diagnosed amf‘aeersstrangivaginak ecidétyl’ amdas
bel ow 3. 8 i ng. t] a t aj nij ad i ic.
obser vat | GHOIT SREOTis" TPE Palitnl nes SR pRYAT WHeIBL R ARG Atith 2€ Picosa
epi thel i gle géll 4SmARE iﬁ@ﬁ&%ﬂlb@Z‘?Wi&fp&RiatyhﬁJrchJnséﬁitiv% WHafs. TrIpatiedthe

vaginal flora was large G ampositive rods, a no yeast-Iike fungal spore
wec":} f ountlvodtyie, diséppeased, she leweornhieagisorsasedy ghe e vabrer afhyagingli searetion
acid

ity" d [Cytol yti a0 is". T t.i t dm ni st.rat ed
ot car 1 90MneL GERE Bt Fadigil AVabpyaget Tol Ml VACERLAPE 3911 b dareser
day for cRp@esstitiverotsdater thEPatidht ®BS fisrtirurda(od Yo 2 ddiys e g Sdiuet d¥e

| eucorrhea decreased, the pH value of vaginal secretion "“obtai'ned again by
vagi nal segibalveecratidn wascstilhd. Iy abe rvaginfal dlosa svasl $tilhvdarge aGpen-pGsitive podst i ve

ds. Aft t tient t.h t d f d th H | f
ot 6L bR SRRl s ) G0 P Py U Gt o
G am positd Mfinpifon coR riegﬁg{&&gﬁ &7 LheLh&bsE 8l hc@wc&ﬁgsﬁedw sé&wam}ggr g o

found. The results showed he conposition conprising benzolc aci

sucrose s th present amyeomient sowld cedimdinatg woman’s vulvodynia, improve leucorrhea
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 female, 28 years of age, had pruritus vulvae and
i ncr easeghowRdCBET FIRAcIBpositioR @bﬁ@nsmgh@d%havs’érﬂea@f laci&ienaid FIRE6RizoPAs Was
4.1. By snearing secretion, Gamstaining a m croscopi ¢ observation, no
cyt ol yzeaﬁtla'nctomlnentsmgondamg tmtb@:memt u‘n@htlan could eatri€andided vaginitisus
wer e found; nant ositive

fl
& oo pocoyate® VA% nosor Malifin’ BBk ' G5 thSf*f(eep PRidbn Ead feuge

hypha weGfimpesifide cbbtisand! igatiat r&d Wwas di agnosed as "Candi dal vaginitis”.
The patient was adnministrated topically in vagina with 4g of the gel as

made in Exanple 13, twice per day for consecutive 5 days. The patient's

Ieucorrgga dec d SI]%QII f| cantly, synptoms such as pruritus vulvae
di sappe al;lf‘i?‘ of vagi nal secretion obtained again by vagi nal

swab VVaSA”feﬂwlet he 9@9@! Bﬁh d, |}ﬁ63prﬁf1hls vd’l’@ée JReTe AR 1eh8d9Rea @itﬁrﬁﬂ@sdnﬁéll/e
rods, the G ampositive COCCI and small G'am negative rods decreased

si gni fi clantwg ,yeansdTho ineasars Icphéudtudlgnammau:m bartdkingpragined swabanddoufite
results d.that.the copnposition conprisin odi um benzoat

| ot ose Wi T JborSEIbF ofs VagioR! VECEHBoNen: BIarCG i By PHCHRRE prttie

I nventi OfrdnPdtathnihh dd micosto ?ﬁ! obRPV A dn, ?he v défﬁg}’ﬁl%tzgsav@ﬁ'tﬁ@ial CERS ere

mai ntai n dom nant _Gram positive rods, and G am positive cocci and
negat i veintastisn ghaper amcbrstmlcttﬁx,aaplaegelantbmm éiramSpqseta{ves coftciagnd dmzall

pruritus.vul vae, .increased % orrh E"\l;fls srrell for t earé The
i nvent or STALHASA TR WF A qug itNE 21318 1e8un 18 the

pH val u:paqfenyabgdsna aghB&Eht OWa Bl Q\f?sﬁé&t@rlémﬁB%nﬁ”el?afc't&@als%lﬁ&élg’n » The

Gram st ai ning and mcroscopic ation e vagi nal nucosa epithelial
cel | s wegragient macaﬁmlnlsa‘amdetopmllstlnuLHginaewltﬂi 4@ ofjcheageluast mafe Gn Ecappde t i ve

cocci and smal | ative raqds nd, while large Ga ositive

r ods arel%a%wem‘zrs%ayh t GaRgeSHtY %qyagﬁﬁgfecpaagnwé fgqrh ribeased o s

and "ba e n t al
%?ﬂﬁgé"%’?gﬂtbﬁe Sy / smelledi 39ﬂﬁéa?é2f tﬁ@sperﬂﬂms b?l%@ & éﬁa‘agfeﬁ thé’ pH

vagi na w as made 1 n Exa W ce p
consecutvahee 38f staginal Jdveetpat dbtaines ei@umdmrd@maleswabawesﬂ 1, the vagmal 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 dom nant |arge G ampositive rods, and
G am positive cocci and small G amnegative rods were rare. The results
showed t gicetpt® da9MRRJohb&iutRRNPUbPd. Mhe SAKNT HAERAY BlvaBRIi§ppesaaotie and
starch as active conponents according to the present invention could
pronot e ldusorphesthiadofo fishyem@llartheedl value ofovaginalnsaceetien obtagmathhgainibyity,
elimnate wongpn' s | eucorrhea fishy snel| and.prutitus vul vae,, and could be
used for ‘eHBAL T VB kA Smsriny vidhal ereudh Kitam Sdbink b BlruscaRiy

bact eri abbyRgatiisithe VagRfdli fIBAl Whs BSRTRIR 18me GBI Ritive! rodd2/afd Yachf had
pruritus vul vae and | eticorrhea with fishy smell for two nonfhs. The pH

val ue of withgiothedr fworsetwese 1aas 40 SyeaBy-likrebadtemja sweree fownd, omdiilaekbcytesom
vagi nal avvab ﬁram stai ning and m croscopi c observation, a |arge anount of
G am neg8t§§&¢fods and cocci with various shapes, as well as Gram positive
cocci wth various shapes were found, yeast-like bacteria were found, no

|large G ampositive rods were found, and a small anount of |eukocytes were
found. THupsrimemtal Paamelt 16as di agnosed as "bacterial vaginosis" in

conbi nati,o ith."Candidal ,vaginitis". . The patient s admnistrated with
one tabl étfga"é"_lﬁrg*éevqaﬁs %ﬂgﬁﬁa|h@3%seurre-n2§Sbwswﬂp@rlea%gr¥f@rlm BRfQR With
days. TheoB84ie8hfa forP F{dnttl’rks. THe ga@ﬁes nggghﬁps%ctr@@on Coyr B‘gflsnlf@aﬁjin'éo

fishy snell; the pH value of vagin secretton obtal ned again vagi-nal
swab wassetretiolByGranestaining uad inniatossepic etbisenvatiGn atise stagimal fipra mdis doariasittopi ¢
observatjon, the vagj flara dopi nant | arge G ampositive rods, and
bact eri abr%ﬂ‘t%r'&?*eg)[qq’dml-m‘@\ﬁ% patieny yas diagnoged gs cpasteral ¥pginpgsnd,
and | euk e I Y of
age, had?lr;%i)gtrq?gg‘?% ?gﬁéq gtrrrgﬁé Pq’glit l'eu olrdr%(fgga %gn(j:ﬁg( ¥ |pp1§?i8 ’oﬁn%\né?%r 88y for
al gopar econsacttove 5 dayst The fishg spitll af lencotrheadliswppesred; ahd ahe \p&E valué.ofBy
snearing secretion, am staining and, m croscopic bgervati on, the vagi nal
flora wa%eeiB FRemttionoRHl R&MnebYyBEINgh SVabTas 4-Oh YpHReHHIS fedetion,
di agnose _othacternd al | I St i . oY it.h the
gel a5 manaste Bh mERRCRR Sbseryddlh, ORL! AilindfoPH R AbhRAE ifge
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 vagi nal secretion obtained again by vagi nal swab was 4.0. By
snearing secretion, Gamstaining and m croscopic observation, the vagi na
flora was dom nant | arge (}an}positive rods, and bacteria with other forns
were rar r e; rrent
prurit usﬁv Eé“gg dcﬂiﬁﬂ%ﬁt{ Eﬁ@@g Jvaﬁb % Thggfr éh%agal% V@Qﬁeﬁhe o? S‘{/(ggfjnal
secreti oi‘bau&ma‘B \féglrﬁylﬁnﬁheld@goadmlletsaonatedevamthé aolutrogl asnhade Bxaampdei C
observatl n, 2@1 ginal flora was dom nant |arge. G am positive rofﬁ,
fungal shdMET "r?ap‘ﬁép the y@ﬁ@ﬁt%vwnépw%mraqiak&n congreuthencd fayhulheus
were fou C ent
was di aghosaiie Auugiaf pERhady, MEHERCVISE: MiBpOHed, oM plI VAL !

vagi nosi Saglnéﬂheecrﬁﬁbﬁ enas Wil . 2By sinshiing ecagihdlh sedretigr] Geanieféning Exdnpl e
17, twice per day for consecutive 5 days. The synptons di sappeared. The pH
val ue ofn%rafmc 9@&%%1% thgaeaginal flegp %ﬁeépma@argelef&et Gaam-RRSIENERES. spor e
and hyphg, cell fragment and naked nucl eus were

f ound, an &ﬁ %?ﬂ(n§§€@@%é§§43|gnlflcantly Experimental 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 amvari abl 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
wonman' s vagi na, once per day for consecutive 3 days. The |eucorrhea
decreased significantly, pruritus vulvae 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
claim1, wherein the said vagi nal conposition is used for pronoting the
Gampositive bacilli to nmultiply and produce acids in vagi na when the

G am posiysh ye.bacilli.i.n vagina are rare and the vaginal acidity is
over-vveal?,vhxghsdagi&ll# i bi ti ng the production of acids in vagi na when the

G am posilt i Yke ba€ of lbenzdib acedlafd/oti® sd@islank iaNbnibifatewivie] saehalids(s) s
over-strong. 3. The use according to claim1l, wherein the said vagi na

conposi t i onas actiyseepmpamenty wathermamifpeturgol agiaginal epmposidtonnigr srodulating

alleviatin nplegasant odor. of vagin ecretion, and eljmnati of

al leviati ngvaélé)%lo %Pgé)sv&gwaésacbcﬁm ﬁ#’ﬁrse \’/'ulmg’é?lni%lrt]k\l/eo yhiV ﬁlea?ggﬁ%lpgluni a,
etc. 4. ThesedsticaCwithili Agarige febmidN3 do 4\8herein the said conposition is used
for treating Lactobacillosis, Cytolytic vaginosis, Candidal vaginitis,

Bacterial vaginosis, or vaginal dysbacteriosis. 5. The use according to
anyone o ims_1-4. .wherein.the vaginal, conposit.ign incl.udes, but . s not
o redPo  Tit Wi A dtrafi W i T SBRE f SRR Vasinf o Binion o ued fof

sol utions, HIRINgSthe GragiPosiflvBbABING $o nRARPN AR ?mdﬁeeﬁem 4h %{gina when
suppositories, or tablets, preferably water-$Soluble gels, capsules or

t abl ets. 6.thFHéranspositivertdicill inovagineoare rafe ehditing vagibal atidityiin ovheweak,
sacchari de(s), i s.gl.ucose fryctose,. mannose, .or ol igosaccharides or ...

ol ysacchar AT ibiEH e it St ATIaN i \Aeith when S g ostireo sl

gl ucose, friuGHoam ARGLARIARMNATRe vAEInd Ycillity id6Fertftrofdiese sacchari des,
wherein the said oligosaccharides of polysaccharides include but are not
limted to the follow ng: sucrose, naltose, |actose, |actulose, trehal ose,

cel | obi oge,..,nel i bi ose,.raffinose | t 0-al i gagacchari de, isonalto-

ol | gosacchabiilse apSQTting 19 FLBabcNartel thei S rYaginal; SRmposifen if yaeshor
preferably XY= : | dgid C : '

Tl tose, | ronay AE i Ag iR, Ak gl BlletIHRE Ml ARACRE: aridlas
fructo- ol i gostioohamddelimieating or aAleviatmgodiseomforts usueht herprofitusnoukyae,
preferably tuge cfai.d ai‘gcchari,de is glucose, fructose, sucrose, nmaltose or a

m xture t hefebPdynya, agepaseRnidcelsr ding to anyone of clains 1-6, wherein the
sai d 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

thereof , a@edliioR! ﬂaltodﬂi@é@é&ﬁﬁﬁ&é Cfragiod, o]@é‘%‘ﬂbéﬁ@fﬁ&nm&ﬁﬁ,, stayéh @ges
per oxi de fluconazol, itraconazole, butoconazole, niconazole,

cl ot ri mazolmxturg sherepfi mens: prefarablydhe said| sancharidsi is, glueasei fiuctase, suedPss:

vari ous defqur ns and nt i Bact rial peptides, wherein the said

ant i bact er " °(§Fl9§§ ?@P bly netronidazol e, fluconazol e,
clotrimazole. 8. The use according to anyone of claims 1-7, wherein the
said conposition further optionally conprises an estrogen, which includes
but is nbt Tlhremscs@cordmg itd lbayomeodf clagms rlaﬁirwhemndﬂm said tcommplositdn fnmtheuse
according to,. clalyiyms wherein the sai coggoz trortr fur her og i onal |
conpri ses PPHENg ct%@l?qs ORfidPbr M8TH e ﬁa& 1l c P8, AR/ T RATISTIFYdeS:
bacteria. }ARtibAbt¥34ll 8ﬁ1gsc@ﬁﬁﬁﬁbfbh€§‘ whith afel effbétdek itd Ba@?etna fidd/of FOREI, Si NY
benzoic acid and/or its sodiumsalt, and saccharide(s) as active

i ngr edi ent énclgdy bebansridgilimgiteho the foblowvingrasorbiceacad @nfbrsehs thereahy mtamlue for
human vagi Wierein the said, sacchari.de i. | uco fructose ose,
or oli gosa@dha‘f1 g; leg? gi“ha?’ioé?é(g“? h%ﬁlgcg?fij ﬁy&%? e%ceihr‘i \9? o or
in vitro tgepyfac&icy! UeRse, %}fcfrb'ﬂ%%ﬁoﬁegl OhydRRBRS Cperdkiddy fHicdndssl, Of

t hese saccharides, wherein the said olrgosaccharrdes or poflysacchari des

i ncl ude buutraroaamile Ibulrmct(mazol@ tthizohaddlewicligrimagale; asystatirgl mesrepidazclkeose,
| act ul ose, .trehal ose, cellobi osg/&rmal i.biose, raffin

e, . . .
mal t o- ol i gHOSRWKEI, RMOKIS i Ydonsc Hefengms @Pacﬁetlbrqtgb@aeen%ﬁirsde
dextrin, shREGH @RCs4 iR Berifl ar@gsameygréf@rasgr %étf’diﬁ@z?idl@'eﬂhéoxﬁ&éﬂéose

fructose, mannose, SucCrose, tose, trehal ose | obi ose, bi osé,
nalto-oligokﬁnnhaokde -33 fructo olrgosaccharrde dextrin, starch or a

m xture thereof; nore preferably the said saccharide is glucose, fructose,
sucrose, nmaltose or a mxture thereof the said vaginal conposition is a

cl eani ngg. ”%%'d%g a% ar mi% to n of LaiMY laﬂex%ereﬁx Hféoéarﬁtcbﬁrpo@rtﬁ'nsfu?tfh%{;t ant

conposi tion or eutical conposition,
optlonally comprises an estrogen, which 1ncludes 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

sai d conposig j f. A~f | | e, . viscous,. watet-sol.ubl e gel

char actori 2 aiiioliBgfhcodiiag, BN suiehtGPd nixkBhiheiPry Bicke FRtterably ey o
its sodi um saildtsacétadride i8tgdbosbafaetosd) saflisEMBROZOGH £ mikfurl thbkesf. 0% (W V),
preferably 0.1-1.0% (w v), nore preferably 0.2-0.5% (wv); (2) wherein the

t ot al anpunthesaid yegial dompesitigniisie cleaning=nursing prasiugh|adepslorizongnggenittd on
is 0.1-20% (W.V),.. pref.erably .0.5-12%.w v); ( wherei.n.the sai.d i nagti.ve
exci pient | SO P rSiatretnd pdnafetithdr. o] SlarietiGy) CmbRior it n
the sai d gelindlgdds buti i3 mitaifitedhy tﬁ@%lmngwafginﬂpdosﬁgé treRhs:| watef-sohubge sai d
conposi tion does not conprise live bacteria, fungi or other

m croor gani geks; tsebutéatisd gasirosods,pr efeamab| yintngentsyl e capmdespaciiggechrisnles,

sterilizing and sealin nner. 12. The ¢ si t.ion accordi to claim10
or 11, whor STIPOSHATES PE AR oRteFergRy W RSB ot Ry es st Tieke. one. o
nore anti bacterial agents and/or bactericides, antibacterial drugs or

anti biotics, which are effective to bacteria and/or fungi, include but are

not |im tlédThe composidmwicagrdisprtbi clazmi d0.arvheseint she serde afompasiteom ns Bl
vitam n K3, vitamp K4, propionic acid and salts thereof, acetic acid,
dehydr oacetr?(lf"ge?”&glepHWBB%%@HE‘B%IPEL", gﬂy&?%@‘?éﬁ“ﬁ%‘f&ﬁ’&é, fl uconazol ,

I traconazol ey) WGP BRZ Qt8l afotf 8F Yefizoit! K4 787! Rs sBIRIR WA, calculated
nmet roni dazol e, linconycin, anoxicillin and/ or various defensins and

anti bacteri al lpspd icdesodiumhdeszaate,his 84Qiled.a% (WaQt eréefarabdy ud-120% (w/v),

preferably netroni dazol e, é copazole, clotrimazole. -34 13. The
conposi ti on actBid rgﬁly g)ré'ﬂ’cff{”/&’ai ms 10-12, wherein the said .
conposi ti 0“81)%134}%& e 11802! dnfo R DY RE SRl sEHAAYE Nin W GRatbREIMERS gbUt 1S
not limted’to stilbestrol, estradiol and/or estriol.
composition 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 K4, 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. The vagi nal conposition according to
anyone of Clains 10-14 for use in nodulating vaginal flora and vaginal
acidity iy e y appi e % g I
cecr et | or i i coaposiibh “pdectaityty MRoBL LT, Hirke € 2 el e
conposi ti oncomp@ebhen tfmthémop:ncmaﬂllyeccﬁimmpcm estuogehaobich indlodesubiti islnotand

produce acids.in vagjna when the m positive bacilli in vagina are rare
and the vaglIWé'iedé&SglheﬁtrP]s eé‘&%"f‘%@'&ﬁor estdok o i nhibit the production of
acids in vagina when the G ampositive bacilli in vagina are abundant and

the vaginal acidity is over-strong. -35
14. The composition according to claim 10, wherein the said composition further

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

bacteria.

15.The vaginal composition according to anyone of Claims 10-14 for use in
modulating vaginal flora and vaginal acidity in a woman, thereby always
maintaining the pH value of vaginal secretion within a range from 3.5 to 4.5;
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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