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[0004]  Agents of infection implicated in vaginitis include:
(a) fungi, more particularly yeasts, especially Candida spp. including one or more
of C. albicans, C. dubliniensis, C. glabrata, C. kefyr, C. krusei, C. lusifaniae,
C. neoformans, C. parasilopsis and C. tropicalis, of which the most common is
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[0008] In another study, Ferris ef al. (2002), Obstet. Gynecol. 99(3):419-425, reported
that of 95 women who were about to treat themselves for VVC, 34% were confirmed to
have VVC alone, 19% had BV alone, and 19% had a mixed BV/VVC infection.

[6009] A significant problem is that such mixed infections are underdiagnosed, and

self-medication or prescribed treatment occurs as if for fungal or bacterial infection alone.

Both fungi such as Candida albicans and bacteria such as Gardnerella vaginalis are
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[0012] U.S. Patent No. 4,551,148 to Riley ef al. proposes a controlled release system
for vaginal drug delivery, comprising unit cells having a nonlipoidal internal phase and a
lipoidal continuous external phase. An active agent is present at least in the internal phase.

[0013] U.S. Patent No. 5,266,329 to Riley proposes such a vaginal delivery system
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[0020] International Patent Publication No. WO 03/000224 relates to a composition
comprising lactic acid and chitosan, said to be adhesive to a vaginal mucosa and to be
useful in treatment of bacterial vaginosis and for restoring a physiological flora of

lactobacilli.



trichononicidal or parasiticidal agent. [0020]
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[0028] U.S. Patent Application Publication No. 2004/0234606 of Levine et al.
proposes a composition for vaginal administration comprising a treating agent (the
tocolytic drug terbutaline is exemplified) and a bioadhesive cross-linked water-swellable
but water-insoluble polycarboxylic acid such as polycarbophil, designed to give controlled
and prolonged release of the drug through the vaginal mucosa. Administration of the

composition is said to achieve local tissue concentrations without detrimental blood levels.
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0B8] Yo Bo gkt BB ERBaP GfoB TGPl ERods o Floros @

meﬂfi@xhsol’dwd o€ ltRamendf oft hsa%lﬂﬁisg stifthQutghliplae ¥mgibBaddministered in
nucosa. Administration of the conposition is said to

corjepitione Witk ginet ps serec srrdisptipat | ipplydingt Bolighiotics and antlﬁmga1s

b T SR P YS O SRl SoaBHhe D cligdamsein
me@bnitenile aind fehradyclihar Exspgiieenf aafifungglsniaid so be Suztabie include

surfactant, |ipids can_be adm nistered in con{ uncti on
miganapolgrfdosimagsieccorpgrcla Linsenazale Harmyzelnendicstongzoigand

0 'f Pfg:Q . . §4h8 4 ted ef £
[ ‘}gg tab %ﬁjlrﬁcgl %?@n‘g?m g ﬁécka qﬁll}sge:txiné,g C%%e?%g%ecieni’icacy ©
pessetigsoctintiaziop eneirahidagbleaiificingrend iicanploés nivfate 100 mg in candidal,

antifungals said to be suitable.inclyde m canazol e,
bacipnialy ft 2610831 i s wasipal 1tesHAS. | ige ACERHRS TS admipistered

mtia%éiﬁﬁlﬁlﬂiri@e da[18zq?§917 I?Zdﬁj'ét et al (2001) Int. J,

Gynecol”, Qbstet. eval uated efficacy of
lﬁﬁéksarlmwsﬂatmnalaf’awmg)u’tﬁtmmi Naz®@ 290008@l Sdrptoposes inter alia an
Ltrate

i A BN AR A oo Sap e TR ogng S by of arues. The

de €S Bahide® reRER tﬁéj th%b it 8 kEhtdnfibl R ¥ Qtktdh@kdtdy dvek @rélenged period
for 7-14 days. [003 I nternational Patent Publication

of fge. WO 2004/ 096151 proposes inter alia an intravagi nal
drug delivery device providing controlled rel ease of a
plurali ty of dr ug$IMVEER WM THEIINEANTIAN rel ease t he

OEE8S  SHRE SIRARRY SRRt Soeire o s

agdiPUBEh sdbiiectife REW: RhO¥hEBEkiRoPIRESBS Rk E E%bmponent adapted for
conmposition conprising a first active agent and

biogdlesitg et ivibvoseginal surfee, domswanple onviginal cmnqmsalsm@ca and (ii)

pro&ﬁ%%?ﬁ@etgﬂ%?%iggse oq!th aQtWheSl ANyt el a sli!ll f%ge\é ézgherga the second

I'e a”vag cosal sur

actel dgept @Xhﬁit@g ﬁleﬁxifﬁ ?ﬁ}lﬁld: ﬁhat riglsebsantiafly tdtyad tant@®r substantially
agents at such a surface, wherein the second active

exfé@%itrd@w 1 e relegse pecdile ofthgfirstactivmgeens substantial |y
d t I
(05} 2138 SREpboRial B A s BEORCE PRI AT ablf and the
seconé aemdmcugiemaman bieefuhgal aperact i ve agent is an
and the second active

Oﬂgm | f u rc;lr%éa lﬁ@@gﬁyeiy as %tc}ﬁ%%gpq p(aﬂlpo%?mterinal p?lase and at
Jeabd (l)ﬂésltl}f(ﬁ&éi \é%e}‘neh Fhafl 1hhte§q}1oaglﬁ@51{/‘é)m {Iﬁq}u@\%va 1%5&9%}3{@:?.8 Such a

phase and ['east one |1 poi external phaSe
cotbpoiaine si tyelcakl)y e heatoninvagl/ agluhajn sk ¢acidlustBubielvabe presented in a

seriaTip b raer P PG Brastal B i eam = <1 01 NG

{0035] There is further provided a vaginal drug delivery system comprising such a

cream and an applicator to facilitate administration to a vaginal mucosal surface.

[0036]  There is still further provided a method for treating a condition of the
vulvovaginal system, for example a BV or mixed BV/VVC infection, for which a
combination of a first active agent (e.g., an antibacterial agent) and a second active agent

(e.g., an antifungal agent) is indicated, the method comprising administering a



sem -solid formdescribed in the pharmaceutical art as

a cream [0035] There is further provided a vaginal
wa@lzaegotsdi very system conpri sing such a cream BEKIUSAN06/062660

applicator to facilitate adm nistration to a vagi nal

nmucosal surface. [0036] There is still further

r Qvi treatin condi tian he .
TR SR anterbieR kit B & RGCLi R b fapsempte
vagdindl @@idos) suff@de. Whi ch a conbi nation of a first act ive

., .an _antibacterial agent) and a secon

t .
Oﬂggfrv&(@g%rﬁnd( ethgr  eneodanents uiganorg sl describedi @arlafd detailed
Cfeswﬁfp%??ﬁlf}%gp” sing admi ni stering apharnaceuti cal

osition as described herein to a vul vovagr nal
surface, for [ 0037]
These and ot @%E%@W?@b@%%ﬁb escrl bed
[Of)igg] t hg 1%81 & A Gdi_%ﬂz@ﬁﬁﬁtﬁ@i eRedthiddn 6Ot ANG. reBmeBlrofiles of the first
SCRI PTI ON OF THE DRAW [0038] Fig. 1is a

anchyeapRbdftire ipgcne pr aemoaitionnf effirptedmhodinacnt of Egdavention.
[00?:32 f Iolsflﬁ | %E}S % pﬁdggfxﬁ tlcaf%ge%grﬁgﬂﬂ} 8f %ele%{ﬁ/eq'glﬁggee ngrjoﬁieg of the first

and €032 adtivg agéhts B @cahyagitaradhisecond @it thait o thedfivention.
relative release profiles of the fjrst, and secon?
10048} i vdiggbi & %raéilla%trﬁ)@@retsrlaﬁh% ohreldivgHgleasroafiies of the first

andPlechbitBadtiIG éﬂt? Aonfrg-mida élﬁb@dl?i F!%iﬁr bﬁnon

represent at ative release profiles o
[00diL} st Tagdd seg dragrmhatwer@gemttstmmoﬁred:ajrvpaeieaseoproﬁfes af the first

hi rd, enbodi nrent of the.jnvent Fi S.a
and it ST A T ioge oS D) rnporlitiea e Aveiich.

~profiles of the first and second active agents in a
conposition of a f e ALl S YEHETEIN he i nvent i on.

eoQEgA' L t@&%%%ragm %854%&‘ il HeThs %Q%lagfo%g#itaé tract of a

herei n nea ower urogenital tract
fenﬁaémalh@ecﬁ;,uh jpetticplar thepaginatedvity abd evalla gienslf an@udjagenanskues of the

t hereof and adj ent tissue f the
AR T e A S e A L

V%vagﬂla SUI‘ ace ﬁereln denotes

any é’}k’t&’ﬁﬁl\/ S%inRahal SUFFARCE thb ?é'rﬁél@ g@ﬁ@faeﬁlcﬁ{ﬂﬁlg%h%sﬁﬁéurf%es in the
internal surface of the femal € genitalia, 1ncluding

vagverd sty mxtmomh sufwey afjihn a’hlvaamd ummdﬁtahy)mntmméaig areas of

surfaces of .t | va and | oundln
skifyy b SGRe EntiodTney o SRt hah AeSebed iR S Bfce,gpecifically
adPRRIC TP thpliestRInN tb Sa M4nA PafichiL abiacadaptieds fiRbadhesive, ie.,
application to a vagi nal nucosal surface and is

mupeasthgsies ity suchja sirfacenicoadhesi ve, to such a surface.

OREDESTaAr X B, 2580, POy o syvoosion

sur%hlaﬂdma@gblé ftﬁh&ﬁl@eﬁhﬁg dekdty anagrive dpent bah bsekeul herein. Such
herein. Such systens Include a variety of faormulatijons
systfgsipFlydela .Vﬁrirtrr 08 fqrgtuﬂ%war desgribedt lllliﬂtﬂﬂilaé’é’fl?lci’r?t% Publication No.

WO 2005/087270, incorporated herein by reference but not admitted to be prior art to the
present invention.

[0044] Such systems further include, for example, those embodied in certain
compositions generally described in above-referenced U.S. Patent No. 6,316,011.

[0045] Such systems still further include those embodied in certain compositions
generally described in above-referenced U.S. Patent No. 6,423,307.

[06046] Such systems still further include those embodied in certain compositions

generally described in above-referenced International Patent Application No. WO

7



WD 2005/ 087270, incorporated herein by reference but
not admtted to be prior art to the present invention.
WO 20247938uch systens further include, for exanp@EBUS2006/062660
t hose enbodied in certain conpositions generally
descri bed in above-referenced U . S. Patent No. 6 3
02%@ %% 1. [0045] Such systens still further include
8 enbodied in certain conpositions generally

[osdgpcridied iRteabove: refirireneRbde Unsse Eabeditd N.certain compositions
6,423,307, [0046] Such systenms still further include

gendndlbe deatyduidedn | dborerefaiencasodpleyiatipents Paleplerligation. No. WO
OB&@ ?M bed i n above-referenced | nternational Patent
@ i cation No. W002/03896. [0047] Such systens still

[00481 t heSudhnglstedles bHiid Fartarbindiude thesec embadisd dengeasint t@mnpositions
general ly described in above-referenced International

geimaglbndespppad atices iNece WD IH224. [0048] Such
[Oigﬁgft eNg; il I%_#ps'tenﬁsu L SlrthICinbitge U Qs%eeﬁggcgg%qg deBain comgositions

tain compositions generally descri y Wang & Le
gefe2flD2Jescobed B GavihDO49])(2@ i horsyat ens still further

N R AT A g——

gohO080kesS108 BYREAHRU 31 41 L2oby {deei] nol ude those

ddied in certain conpositions generally described -
[005}] Kar Sl syseemsaktill (f2002) includp. theset emp0odisd |in Seetain compositions

systenms still .further jnclude .those enbpdied.in e
ge]&%ﬁyar%sﬁ%l?%loé’?t ?%%Vg'rﬁf‘é’ﬁeé’rcg‘? | V q e?gﬁcptb éfgpghrgatlon Publication No.
208boyersqef erenced U. S, Patent Application Publication

No. 2003/0091540. [0052] Such systens still further .
[00524 | udBuchhaesteremBoldi fadh¢rningbide ahpsec evpodied i ipneprtain compositions

eneral|y. Gl in - e d - Pat ot
e o) AR B ReE LR, T B REE Taob it Allicpion No.
208y 2still further include those enbodied in
certain conpositiaons gener ally describe

[005dv e- Pesthe pary sW! Surthey wwtudapihpc smbe%ieébﬂim festaty gpmpositions
gea1 0 e%égﬂe%l%ﬁdfab(g\@%fé]ren%le@a@me Ofdnt T Qpp1R%AGP! leuﬁli?a@on No.

Sp
vaginal nucosal surface, Is an i nportant property o
20046b®ki7Mi ons of the invention. It is believed, wthout

OB, B e gl ) QRS 0L B o8 impora
SR AR RO O 4,8 A0 b b s
thas bivedhizi @ndhos fona surtdinabandmentypllerbdeadiverfy of at least the second active
agent over time. Advantages over conventional vaginal delivery systems exhibiting less or
no bioadhesion include one or more of:

(2) minimization of leakage of the composition from the site of application;

(b) suitability for application at any time of day, not limited to bedtime;

| {(c) reduction of active agent exposure, in particular systemic exposure, during a
course of therapy;

(d) reduction of total active agent dose giving an acceptable clinical response;

(e) continuous active agent release during an extended period;

(f) more rapid relief of symptoms; and

(g) potential for single-dose therapy.
[0055] At least a component of the composition exhibits the property of bioadhesion.



(a) mnimzation of | eakage of the conposition from

the site of application; (b) suitability for
w@pphotaei on at any tine of day, not |imted tBCT/US2006/062660

bedti ne; (c) reduction of active agent exposure, in

particul ar system c exposure, during a course of

t her apy;, ( reducti,on of total acti.ve agent dose
In aw?rﬁgg(aﬁwa@s SomBpiitieh Fompsties AGOPhiQEES cogpechl by delivery

of B 1M 28RN och bS8 % SHILENGe 86mp%lean E&dadiReiyo8t thefskecond active
more rapid relief of synptons; and (g) potential for

ag@t nghis-cizdimergcappe upasEherat for e:aesnpla, 1t: ordssinecthto defiver the first
actb g’?ﬁ%ﬁgg os#o’%%ﬁé@gﬁ@a 1{5}%& ﬁ 8%08 &g 1\{% agent over a prolonged

peSQNPN ti:HE S VRO 8D ARRS Y BicaaRRARNERE phéiersiifiteedommkition as a
the first active agent and a bi oadhesi ve conponent for

8ivery of the second active agent. This enbodi nent

G(%%rl Verl%?ﬁhelél n G %r ﬁe go%otga(%gp nglfus 0}1 thge%mip%gltztog ({f one or a

PrVEEGent

coflBinad6x yoﬂnszctdalﬁeﬁﬁgoaﬂ 186l ‘%peoa@@lﬁly mnacalepml epees that can
Cioerl od of tine. Mre typically, however, bioadhesion
indegengeptiy pemelraforispathelfispimid. GRUHC g7 RABIPRIC: pEgbBEer-soluble or

wablr QRANERL ONnCAR BEnR AR &d &ﬁ‘néio@ﬁ oﬁséo‘ﬁgvrisgs tah\?ater-msoluble but

conposition of one or a conbi ndtion of bioadhesive,
Watmm&veﬁpﬁe ipblyesdr Icypabim@édhﬁmg\hgdrogg:e hoisist Mapicaln such a polymer is

ently be natural, nth n|o i.C,
crosRR S pad A AR AT Sriaed ot apl i & Bgi 3000 kDa, for example
ab¥EL 8600 NSOkBRL ©2000NLDRE SRR Bkakl6s GATHES! bt Timication,

conprises a water-insoluble but water-swella
pokyoalivnmrhoc agidbtased fpolyorars mgclh wel roddacriplon d@aletb,l ptag@mp,y citraconic,
uch.a polyner, i,s Cross
e B R S o6 E by B0 T BB U R gy ) acids and
deﬁ%%s %08€ot IndbfnE 2RO Qink %&ter? ar Buen|Riyresaihasatively include

i nclude, without |Tmtation, polycarboxylic acid based
acrﬁbﬂﬁglwﬂﬁ%’tﬂiﬂh c@polyslepy acty Iquétel’w amgnotigcBicéonal groups, and

ethg a(%{‘ﬁgt?me%h IFIEH’H@ a?gtl: cﬁ%qiﬂ%gts £ Mrat d&?etr%é%%t Y bvailable for

hox acr | c) aci
exdleple vatdey abe tﬂmefe%at@ IbmnkiudmgthsﬁIeksmptedlsepd}gmbopﬁug Rwhich is a

g’ol yners, il ustratlvel%1 i ncI ude ac yl at e/ rreﬁ_ﬂ] cryl ate
polygraliy peidscrogst kg atidy Eyiny! ahioh; ARG b GS@? dgpys include
l.ate methacr po h .
oo ke UGy SBUE el T IR, HoBhRUEATMERE MY hydroxy
etityhe hEddjxagarotpﬂ«) hbdxamdethﬂaﬂltrhg Barbﬂmymtthyil- sand hydroxypropylmethyl-

| ycar bophi |, which, i acr acid .
oo RS e RGO 1,1y R ETORL Bt A iiexanthan, guar, looust
bedH, %gﬁl‘%ﬁihv ﬁatﬁ?e? %]h&ttl' &ﬁli@%ﬁd ?3@)1’1 zﬂllnc!é@d gahd ¥t %ﬁh@ 8rabi< Blays such

as nmeth -, hydroxynet
as hymmyrllémrhtﬁl qmdhmapwgm,owtysacmé@xy@phyIaet Hgktrans, pectins,

R R T R N T
and 30k &R Beri @iiFEs, d £CUSdroxypropyl starch and carboxymethyl starch; lipophilic
preparations containing polysaccharides such as Orabase®; carbohydrates polysubstituted
with groups such as sulfate, phosphate, sulfonate or phosphonate groups, e.g., sucrose
octasulfate; polypeptides such as casein, gluten, gelatin and fibrin glue; chitosan or salts or
derivatives thereof including chitosan chioride, chitosan lactate and chitosan glutamate;
carboxymethyl chitin; glycosaminoglycans such as hyaluronic acid; alginic acid or salts

thereof including sodium and magnesium alginates; adhesives containing bismuth oxide or



bean, tragacanth, karaya, ghatti, cholla and psyllium
seed guns and gum arabi c; clays such as

wornram3dl | onite and attapul gite; pol ysacchar i REBUS29061062660
as dextrans, pectins, anylopectins, agars,
carrageenans, nennans, scleroglucans, polygalactonic

aci ds starc S an starch derivatives
o g BB Ao e B SR bty sufi sy potyviny! - alcohols,
pol'ylviﬁﬁp hhbﬂi?leﬂfe@@aﬁ{&lﬁ/hﬁ?ﬁ)gﬁ@ﬂ&(ﬁien|aﬂ<§l o %S&ﬁ@ﬂtﬁéd desyl polymers;
as Orabase(r); car dr at es pol%wubstltuted mnth
polypingsess udnlyathes| pabféikybn@smae epoygihyisnear eoxfes and glycols;

poi%%%%ﬁ%{?@%@?@&% zde %ogm‘aeelr% H&d ﬁg‘r a?%:?i# Isﬁset’hergof polyglycolic

and ipbIyilavtigl degd hﬁimlop@l?ﬁi&rmancs abftfﬁylﬁérsﬂ @Iywﬁde/baeﬁdd befcdaters, eg.,
i ncl udi ng chitgsan chloride, chitosan | actate and
polyHi{lasfitls ¢nelicatiag)e and gty W@pﬁg)/lpatemfﬁmhel information on these and

othg} %? ﬁﬂggi Qééﬁ‘f% Np@3usclhp 1&%9{1 bgn %Q' u:nd"‘lng 'agbxf:eqeferenced
O er eo

i ncludi ng sodi um and magnesi um
Intaingummﬁ d%a;termdhﬁﬁucatﬁm Nmnt\h’m Qﬂ@S/ﬁ%Wﬂt h Paxticdéar agents mentioned

thegt%}g lﬁllsjggg%%ng %%1%%1 lg‘}:tg’[g(ﬁjgg%d %g@e%;tlﬁgﬁ VI n%g,z}lpm ﬂora include
po@%rym; By bREL Ob&?%ﬂ A06hd? OHW&EWI@II%%SW l@droxypropylmethyla
pol ymers; pol ysiloxanes; polyethers: polyal kyl ené

celldosg, xmmwmymcbdegosm des and gl ycol s; pol yal koxy

ya am de nd derivatives an
0RE, DR 1B B S Uit bl g BBl ifem sueh
as @ntﬂex%@(ﬁ@{rdfﬁﬁlysgeiﬁhg’ €6pdl éi ﬁ?bbxﬂ@mﬁﬁ@@ |vMﬂ‘ieﬁ SDiofthesive agent, for
pol y-L-(lactide coglyco ryl monool eat e.

exgople hasr deseribedreini @bp\@rrefeh@@@c;i dﬁ@ d? ycebpgla@ﬁégu Riblication No.

hat may be useful herein can be found in
20§%§@§%r%ferenced I nternati ona! Patent Publication No.

[0088) 2006408t 2d€ar Ramt dfcaib@npasiiemt ssefie iHerahn édnsthiéniédambcan be,
causing mnimal jrrjitation and not affecting the
forgammple, 9 stfaihe 5ol Grigamng Vagiaal bl 9%@?%1%0&%9%&@13’3 a tampon, an

1mﬁ191&ys\ﬁbm{gaﬁh OJ?QI hydr oxypr opyl cel | ul ose,

roxypr opy ‘met hyI cel l ul ose, xanthan gum and cm
[0&5&}5 an.Hp0o&T) of@a@t&dﬁe&sm&resthmaml isa cba}ppmmndxedleu{brmg)f a water-

n it elli system
in- gt oS BB N RRIPeR Rl T e aarongtd &S wlaisnt No

4,581149adNsSiPARNRIRAL 5,0591308XANB! Padst ARSCHLRRBIONor U.S. Patent
above-referenced U S, Patent Application Publication

ApRbcatoF3blicgiaddo. 2{%‘6@8}303&% opay furiher descfibedrhering Such a water-
Ltion . useful 1S, not dadc
in-G0 PLRIGL T BT niiing i FolkSitah pinyflc af fvaf AL pppsitory. o
in @@Sﬁadoﬁd%m&} UPPOSHIE ¥ a PagiRBRAm, &t ha¥itidditheSWE Propértias.
i ng, etc. [0059] However, of particular interest

10‘}68} e| Hﬂl aneaerabAaiEshts Bokpminesitiee dloheminyensiondws mprexiesnal lipoidal

pha% ove : eﬁ@?iéﬁ%fé@%ﬁ%%é&d%ﬁ%ﬁ 3 t&%ocdn p%)gr{d E‘l(g e}@ng)ie a bioadhesive

va@?ﬂdledﬁhvél@f sy s 3d3crildd oy RabeptorN& Lovidbén BAM2Nrop. cit., or a
U. ? atent Applicatiogn Publication Ng. 2003/ 0180366
vagipal deli Wﬁﬁ%ﬁﬂnéé‘%w@% ety Ry, thesgion kheigasthpsive property of such

a composition is believed, without being bound by theory, to reside at least in part in the
lipoidal nature of the external phase, which repels moisture and thereby resists dilution
and removal by normal vaginal secretion. It is further believed, again without being
bound by theory, that the lipoidal external phase serves to sequester the internal

nonlipoidal phase; in embodiments wherein one or more active agents are present partly or
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oi | enmul sion can be presented in a solid form for
exanpl e as a vagi nal suppository, or in a sem-solid

wo 200m07Mer exanpl e as a vagi nal cream and hasPCT/US2006/062660
bi oadhesi ve properties. [0060] In one enbodi nent, a
conposition of the invention has an external Hpoida

Whglj}ses}}e ﬁgqgigglgéhlgqt.ﬁg,{ ge gctgv%galéla ol d@)&d@%@?&ﬂfgﬁg g%lupseérleg, allowing for
rel &8 befReasti festeht(PRE beneldeaBIoaly Svdr@imdison (2002), op.

cit, or a veh%@nal delivery system substantially
[006dLii v al herhioadhesize and quadrobrd aitistsingd rpleassareneraes of agdemposition

i.tion ks ey 0 e
emf)ﬁgﬁgé ¥a§1nraésdleg9&j:r syﬁt%glsf\ﬁ&th %% e |S{n{g i egééggdg |b(§§}) system useful
het ke entdeeopxtaedal splRs eumwhakiebd be Qﬂb@bﬁo&r&tlu(ze)%)
and_thereby resists dilution and renoval by norm

OpimmdPralelwe 2ei76R-7 17 mcgriorated, Bereleby Esjranceglysingt admitted 1o be
pnwf&®RHhF9E%&&19&%ﬂ9nby theory, that the ipoida
erna ase serves to sequester the interna
[oasahl i p@l“d:aivepﬂm&ﬁ vagmaéntmnhl heeginh sefedser eisembmdidosmutsioe having a
active agents ar fgﬁiﬂ artlgorwholl in the
COWHW@P%%@ eﬁHFa%m’% oI Phge g tispppingaes PisdispaiaRpaqueous or
lip §ﬁ91u?§efs@rﬁéj Al IO erf Qﬁmfs%lne%%re@ﬂ ahrh%tl%ta é%ﬁ is solubilized or
agen to be metered slowy over tine. [0061] The
dispenserd heshweomlmmmphasol | Bghor cxasy, avlnbd“qoetf@nmal” in its general

roperties a co 05|t|on odyin vagqi nal .o
sty £ T2p@helfrs, ROc kA RuBaRRiPhkar e SRR uppntion if it has
bichH BB H#8RIrtEs SR Rnthidkax SeERd LSNP ﬂ%ﬂt@f&ﬂluldﬁe@&%hl@§ way as

sumari zed by Merabet et al (2005) pert Opin. Drug
to @@libwdif@(&n} relqese prifites asﬁ@@}‘riiﬁ)dﬂ?ét@@@j herein by reference
L noﬁo@?vrgf%%(ggﬁ)ﬁl auo% Q [ 105r er"é‘{ogl g:fo aﬁ QSHP [ %g etﬂtm the conlinuous

ent’ron COI’]VGI’] i-onal vagl na

noﬁ@fe@cﬂdﬁ pha$ec B ah @ikins®4tel emQlsich perlisi igmmdiaae rb@n&ct of the active
cont i nuous_aqueous or nonljpoi dal phase and a

agelt SUBNOE Vubivyagiraldhsipes evhish AfuewirosEion 15 gpplipsh but also permits
dﬂfn’tli](ﬁ? SinslngCand I%Qk %blof'tﬂ Yﬁrﬂg{)sﬁ{gﬁj kShPthis g‘(ﬂ?z[c@' %daang the contact
ctrve agent ol Ubi T or di spersed 1
tmmowﬁh rthe)usrfpeteasmi Wl the tamemgemhud; an armmm&atwmragdaﬂ‘t -with the
can nonet hel ess sent

targ%ck)aia g&{]nesg? Sﬁtéltlg?\;gagr@ﬁ?m? ﬁ;@grﬁop%ls 1"l|g, QI‘ (ﬂ(égr i ?e an anti?)acterla}

agdtk QAGBE 5 YR RE ﬂ Ehtetﬁe[gﬁge GARt %érfé?a \,\gt bd &SIk repealedly, for
active agents In such a as to exhi

exatiple ebeuntt 3 rtel’ieames prwéakL &3 pawideey lsriini@dlhh ec@ptablg @@ﬁ@jse Such
However.. sol ubiliza sper.sion.of an tive _

rensgi oo BB TGS i Al [ Gy e e B atfive agent, and

the@dly- inBreeds Ghe SBIENEAIONT RATAAL Sidb-oRets 2Rl §198 iRGEased likéithood of
active agent with the vul vovagi nal surface to which

tisgugariglehipios ot dese geaspps, i edler-igcil amybsigefarinuintighs ge¢hops the SR

of. the conposition fromthis
Sys%%r%aec%nemg&g&e%w éelgont act time with the surface

[o0sayl, vWWelrsteiher @TC(]%Q) ayentThes I@{G)@%’Ol—%mfsaﬁiﬁéd\/@w retention time
agent, with the targeted pat hogens. An oil -in-water

of KN CHIMSSRBIIENA g7 PEpcasRED Fléfat@anAéW@l plakd kealtyy women were
tre 208 Ii’ﬁ’tr P@ﬁgl ey a’gtr}hadqn%d&fvglﬁltg%} ! 2%2&{ ok ﬁ{ 8; grb?oaﬁ}féstwe SR cream, and

genera
monitored daily over 7 days for the amount of re&duai cream detected within the vaginal

cavity by gynecological swab. A median retention time of 4.2 days was reported for the
SR cream, by comparison with about 2.5 days for the standard cream.

[0065] Thompson & Levinson (2002), op. cit., reported a study in which 28 healthy
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exanpl e about 3 to 7 tines a week, to provide a
clinically acceptabl e response. Such repeated
W@pProtadi on i ncreases the potential for systePiTUS2006/062660
delivery of the active agent, and thereby increases
the potential for adverse side-effects, and also
wepREEAS6H LKl 0 Blent LERUCCLENI ] ARl hHBS ream or o
enmul si Formi
bidaﬂl@esﬁla S&sirezmm abetaene el iaﬁaepﬁlﬂff&ﬂgeﬂidlgblﬁ[ ¢ BithdrO&ed las a single
Winstein et al. (11994), din. Ther. : 930- 9d34 _
dosgr HiceoHOmBR WOER mlr@qs tﬁprn@eﬁl%f)oqra@r},qgﬁo @f:@gﬁtg product leakage from
I t tat
thecx%gfxﬁk 5‘&\{/\‘% néqr?e\%g gfnt% l'])%g{t% esgldlwr%it(? g?gl aﬁg Qy@vlaréaiﬁe} Qdministration),
prc@iﬁxmvbakaganwhs vegpgitadlly greﬁanmﬂh the tnonm:lhmsalvaeﬁﬁ thaeawith the SR

and ni red daily, ov r ar anount of
crcpigs L Sl Vs LRty ot SR Ry Ly by
[OCQ%PGCQE&QJ'eﬁ@th@ nalRrER5H @nheiIS Nty R dipBatR £ bédtime to take
days was reported for the SR cream by conparison with

admmgt: o a&sulday posiven phide paend dorcevsraldmury, 00681 oamirpmtam the
Lev 200 orted a stu n_whi
o RULRE RS SRR baaBP B bioePEBRE ilpdsy b Yerkatfiiif bphanced
vagiﬁﬂvﬁ:l%ﬂu@ﬁaéf antaigfrian @adany @1 thalinenEom @h éabicoaghIRalive at any
SR cream cont ai ni ng the sane antifungal agent, in
cogepieat tiwaoédas a singl e dose. The wonen wore nini - pads

0L IR ST 15 Sl SRR v o

buddognoleditRuUredeaat t;ﬁdipeaﬁkm af at tfca;tvblﬁminal rsmgxdwlcuehﬁakxaga cream
was reportedly greater with_the conventional crea
cmppg¥ingith SRhYSISR. dsignt PB/&P icptaty @afﬁeagéewdrteoﬁa@é@te vaginal

ﬂum’ 'ﬁ}éenronéegq{i’o%lt&egrxtﬂ @va?%p%ﬁ@@m dl[sﬂ%gﬁtcgﬁl H 13(% B 1 ta relcase the

vagi nal creans conmobn require a
acii\@ atgaktelnadcxhatelagefithfsubst&uxailm ellpdshd acdive ageﬁtl]mykmaﬂ "‘oeilng released

for, several urs, an help to ret
WIER hith % r%zagwgrﬁr%%vﬁ TRETpIEaEREST B %ﬁ%?%@;ﬁctwe agent

Coﬁﬁﬁogg?ge&%egﬂydt%@hanced vagi nal retention of a
vagi nal cream of t'he invention can enable application

[0(2618] anyllgohivedhesite amdreumm@thyeleqsemﬁperﬁh@mﬁsaorwa&ammoﬂ vaginal
Levi.nson. 2)., op. cit., orted i.n vit

ore ’?‘9%’5@1"%998*&% ‘6‘&’8’ﬁé"?ol?§ it fré:a‘?’eFaé’aE"é%‘r%beé?t{“%ysi%‘f dose of

an AcHRNYRRAE tOPRIvideagtatall fa0ptabld réspoh AN 1854 @dystmlanp Qqual to
SR system wusing a pH 4.3 acetate buffer, desi

thag ipranidade by agnpell largari dpse Phdhe epiivenadesh afminisien waéhe form of a
coxﬁx%ﬁ%ﬁa{? dd dinsft)ﬂzgﬂﬁrataestn{éﬁ"ilg hcgjn%ﬁ% lg%?l A St]Eé)Fllre %ﬁ%towde a

ve age antl a

chmﬁaltwema@ttahxe ’gSHse paty lleasd sbsstmxangl e@medtov\nthahl probided by a
4 haqurs. contrast, the SR creamwas reported to

coREnReRe CJESF@ aipipieredypate BahPRGy %@ﬁ%ﬁvé‘ﬁp@w&ﬁ abput 3 to about
7 tﬁlﬁéé‘cin tﬂeo&g&h o-flaﬁe Weglgfjfh%i Iggeﬂa‘flt i3 H?{eﬂ'tﬂﬁ %d%’x&hé&%ﬁ reactions are
properties of a water-in-oil Cream

gendrdtll.}scﬂqsauelaed,omm lppéamnentol e adv@fse; eamtsSiR cmeahytionart existing
adverse ef%ec?s dlea Eicl)s\éer )ésclapateij ozgr? S?{f composition therefore has the potential to
provide an improved safety profile. This is especially true with respect to adverse effects
resulting from systemic delivery. The drug-sparing effect of a sustained release profile
permitted by preferred compositions tends to reduce systemic delivery yet still provides
therapeutically effective delivery at the locus of administration.

[0069] A composition of one embodiment of the invention typically comprises a
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an active agent to provide a clinically acceptable
response at |east substantially equal to that provided
whoz/0Taigh | arger dose of the active agent adnPCi/E$WPEeH2660
in the formof a conventional cream In particular, a
single adm nistration of an SR cream can provide a
Lini I
m@&gg&w{%@hg{t 2 p?\%}?c% ﬁ%so%&%sfgpne\% né S@gs; ﬁg?g&%ﬁ Hsletn and are

nodinsitls ethedt Iweing ot Nast eise of therprepatidl esefgiradiedBach unit cell
apout 3 to about 7 tines in the course of one week. In

hag mitegngl g regyternal inhasess etrespeitdingipeths dntgmalancbaxteinghghases of the

coxﬂé@m%ﬁ%ﬁ@ré&/ 195K o 5‘31t13ﬂst lthfv?rg alﬂﬁﬁlgggsenﬁfﬂcture can be
atlver se events or exacer atlon 0 |ng ver

desfibett susisg t hendas®nbl adeaif@biéchs, AnfoSR exaipgsi t 0N emulsions,

Eﬂ%ﬁ%ore has $ potenti al togrowde an |rr1irove

el TSP, LOUpl SIS W SIS PO i yigip ewppositories,
foahps efé\éﬁlrsS@u@ésf %Eﬁs Ak %tolnn PrlfRB $¥D @sﬁhfnsdtﬁ“l th¥ %Mén ion are in
_ he rug sparl ng e effect of a sustaine ease prof |
thepbnmqf tvemerby ogir@mdslpeﬂhmn@mdmrrowslngb musrnebplasel m‘t@ (expressed

os BYRbnrs el Bl Gy Shodind v el sl <RF S pore Sreater than
abdiR@69] gRake ﬂﬁﬁ%’bbh@mwfor%%t@@mddbﬁﬁmswfb Rfume.
|nvent|ont pically conprises am,l|tlp|ICIt?/ of unit ]
081 s, Cqmwﬁlcms @S@%bh@a@l igclpdplbaiiner sm:mztsg igf havieg a viscosity of
I
oo SR SALE TR0 iRk, Pl BhBlCpL B hob E5ffhe sooooo

certipolse C &h berhas eimbbéinats B0 dopbefidals oasR$ cream havmg a viscosity
corremndl ng to the internal and exter naI Bhas

of ghratt ogtPdeiabpen’ F0t08r eatipeiss, dpioPamrn ApE 36D GRY th abqnﬁ §50,000
cerﬁ%ﬁ)\l}g% %dﬁﬂfl@ﬁﬁ%aﬁltlg gﬁéfélfy £ @mbs%hg%%r— P%‘%I éﬁ%l@i@n and comprises

assi | cat’i‘ons,
an emu[ﬁymgsageﬁmilt & lohieddds pﬁt}mut)m:lg Hoxuiail ey thiruilys than dioadherence of
sus Slons thln enUISIO L %yp ositories,
S

thepqu i 1108, 1Q) vui Yfgf@gllng sy amp ryagbna? mucosal surface,

req‘ﬁﬁ@ﬂﬁ’t Eﬂe%ﬁap%gmbﬁ %a\r@y@fﬁkieﬁf‘w@éogny o h!%ﬁ 1%r1me%f1t n applied
wat er-i n-oi | "emul si ons havi ng Iumto ghl gr T

to pichesurfatd. Orftwpl sgsditnisthparn emrege vistodigt ahonpbdthamproperties,

inc e PUBOTT IR0 e kLD deb A gt Sgong pagp i php Hhaceutcally
acdeP@bleabpslymér% lﬂayudv UBly si&QZﬂHeSCoeaﬁﬁém orp%iyﬁs&ﬁulsuch as

herein include |iquids or sem -solids having a
carppseeihylgelyiosgboutmethpigelivleseaboukydtoopaomdmethyleellulose,  eic.,

[ 00, 000 to about 800, 000
po@' %eﬁg @gQI%%Q?g 15%s%§8gxﬁé%ts the conposition is
[00F1yagi Smﬂd @ngRYItdAY i bﬁ@pﬁsmg a00gbit--6f e@bRih HpREADy bRlt at body
about 750, 000, centi poi se, for exanpl e about 350,000 to
temsERigreds évreb@brééqihqswsucge@m wbvtagfil%q as@leaaiber! §lb‘@é€ner al ly
em i d [
[O(ﬁnﬁ P%?%%H%%\’gé{?ﬁoé tﬂ)ng hgq{%eve S%D&?H%u . {; é:llf’sﬁgntg'ﬂmus and, as
mdlu;metdfﬁmv%ls hhwiipohxiiabad]he mnhp})ldrﬂ chiecten optheiihienml phasthrenders it
vul.vov urfac for examl e the vagi nal cosal
miski NG, SRt i bR R aNIS? BT B Y e Rropylene
gly¥bIs 9&%&6 yortaocoﬁlﬁﬁﬁ’éti?)n' drSwb b 8Qkd InéreMreteRRR 8% HRreH Phase has
a surface. Optional ingredients that can increase
highi sgogia pressirong Tbehinterpalophasei emy itself be monophasic, biphasic or

multiphasic, taking the form, for example, of a solution, suspension, emulsion or
combination thereof. The internal phase optionally comprises one or more suspended

solids, emulsifying and/or dispersing agents, osmotic enhancers, extenders, diluents,
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include mcrocrystalline wax, colloidal silicon

di oxi de, and various pharnaceutically acceptable
w@ioyaessl i ncl udi ng pol ysacchari des, cel | ul 0siRCT/US2006/062660

pol ymers such as car boxynet hyl cel | ul ose,

nmet hyl cel Mose, hydroxypropyl nmet hyl cel | ul ose, etc ,
bu{%géaﬁzjééé e&hgla% ﬁ%glent§ apg%%t@%%@?ﬁagﬂéﬁée% @cﬁf'r thér‘%ﬁatcnais

[00F3U| S| Optidngy caé intermrl phase lsbmdi/bﬁfﬁﬁﬁlﬁfoaémih&rﬁeﬁ pTDbfTalﬁ)ut 2.0 to
bi oadhe3| ve cr eam substanti al | %éas descri bed abov

abguiordy frrn@fﬂn@% lerabedt donfosiPPions, o REOYInE er %@b%aéé In one
k5L AR A 1 N i
op@ﬂna]s@ the ndgmsl Bmv1m1mmnbl zez W pH that éﬂses ddt |caster atbstantial, irritation,

t.he |nt rn h se c es ter, cerin,
iclyig o R GEGRBOT SuPen frcn: e vaginsl TGRSt lesiohespitable to
cofBIcR BduesgRnd mc@ﬁﬂﬁér%ﬂ@él Lhe Ha@ttcﬁﬁinﬁe{th@ééﬁ§e ﬂ%ﬁca‘ﬂggéﬁch a pH is
osnoti c pressure he 1 nt er nal phase can itself e
ab(FFﬁﬁdbﬂQ@@D@tS %ufph@@ml@apmlmamh‘aéﬁc taki ng the form

03 R e BT OF FireH SARRRIEHS S0 oBFR edilous Gn such
sySanP hijaemt URe @llsMRKe SUFRENdRErsPbhiles) 80l i hiicB@d above, is

and/ or di sper si ng agents, osmoti ¢ enhancer s,
lipeidale nHes rm flipoigAk’ sienein fcan Pataia de AR of 2 lgegua ofrpyganic compounds

mcma @i{ Iﬁgtlltgari %?tg’o?g'% EBp i ona?? ﬁ%?;ﬁﬁud ?—:{rx{g ’atu a@g{) Gid esters of

mo&@pﬁbtzb ufcbrole, Cinin@raamlﬁ nterimaingaht ﬁﬂlo&b&g@mﬁez@iei Gnﬁ*hﬂﬂé in water;
for exarrpl e t 2.5 to about 5 or about

soip‘eledsoa(iﬁohsi sth qrncfg #bed p%ﬁtfaitwepwt andh sxhlbwggea g@asy feel.

EX%%JQ:S Q)‘ffsfuﬁélﬂﬂ iR A0 n‘u L&l Bk hQﬂn% Wco’s%/ ap %&%nf?.ﬁa:l)la%out 68.7

optimal to the vag |na environnment, 1.€., a pH that

cemlzagenofor eaamplesal'bmt aittoadbout 65 tahiisiokes] bodivegetabsle oils such as
ot her ﬁi cor%fl ort and/or r ende t he vagi nal

ORI BRI oE0h BUHFT: SBTRNEH. dBEnORKE RalBngmflover, sesame,

cotnl) Qeifﬁ%&g refﬁéﬁk%@'(ceﬁﬁ%) RAG k& Hah oH@Ex‘ﬂ:Pﬂﬁcﬁ%na{EH @ﬂqﬁ%' thiglycerides of
such a pHi's about 4,0 to about 5.0, for exanple

natapplyclerived gloyt-chagy fa{t&)@M} The external phase of

0758, SR efiR AT b RS it ST D SRRt ghucing for
ex@ﬂﬂé GRdur@nghd 8fnthAl ﬁmsgﬂoth@ye,slﬁt&bzbl ﬂ?@b}ﬂﬂﬂlpld-gr@nt BERde, for

poi dal " herein can pertain to an roup

e
exm@am@%@ﬁtﬁ&@h@lm ﬁ%ﬂ?l@di;‘vh?@ prediaiedy b@sghatrgakchyhré‘e. dmyristoyl-
ph(‘é}%ﬁ%ﬁ%d I ﬂﬁ&grgt(i];gcﬁﬁade hI%E %}mﬁé’ﬂcg%eac' ﬁlg ﬁﬁl?ory?%h%sphandyl-

chdllel GN’HIQ) pficd pﬁart&areﬂpmspﬁmﬁdyﬂxl}@hnm (D&Pe; pﬁﬁdphbﬂx@iethanoiamme
chl or of rmor aqther fat solvents;

|
eS‘%ﬁﬁﬁo‘{?ﬁt Phg! &e 1@%@%@@ ethang e Andf d@amf&ml@wcsplwgylethano1-
T PORS s R DB REALNG 20, BB Rrbdlc

[0056] cerltiseokemdimend, thegataileghasd eomplms asplmep:lmhqnid component
pal m ern cocoa butter, cotton

Torp GRS PRGE OGBS "hBF G oike el e plsg g component.

WIEI’R)@B leélﬁg b@{a%ﬁii §pﬁb:@%n i0isl R 1@Rd thEASHhQNRLRS N oAl Witer phospholipid
ri cerides
materials %:/an reside at the oil-water interface of a water-in-oil emulsion and impart

improved stability to the emulsion, especially where an active agent is present having
surfactant properties that tend to disrupt emulsion stability. A preferred lecithin comprises

not less than about 70%, for example not less than about 80%, phosphatidylcholine. The
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natural ly derived short-chain fatty acids. [0075] The
term"lipoidal" can also pertain to anphophilic

weepomsgis, i ncluding for exanpl e natural and BYRUSR06/@62660
phosphol i pi ds. Sui tabl e phospholipids can include, for
exanpl e phosphati dyl choli ne esters such as

ph%p%ﬁ?q%é% 8% Egg%#g ﬁ%‘f%cﬁ@m fan be as high as about 96% or even higher.

Fogdi %%Hqu&ﬁﬁﬁ‘ ydyPhosai alok B! fehisd hé’t%gta‘oie in specific formulations. An
| m t oyl phosphati dyl choline (

I pa
exmlglgeﬁrmyquhéégmhm @ky)lt dhgbhenaly @gta@e is Phosphohpon 90™, available
hQsphat i noI am ne esters such as
ﬂog‘f Rfrgeb'y?rbﬂ%%% dyI et hanol am ne and
[osti7pal MiipyipRlies phabodiis edthan daamplivsplidMpRE) can also act, optionally
phosphati dyl seri ne; phosphati dyl gl ycerol ;

togeHiss pHi B djosnhespidples earWsiimD 2670ty M & FeMREIHEN Ak the invention.
A BN RRS R TSROSO A ARG b s

indlefihy @dtHoet litrihatio engibmandnd Mbg Rbuin inenoy]ydxoidagd ah& diglycerldes

t heory is believe tha refined lecjthipns or othe
%@épabwrﬁ dIPRACEL glyeealaf regafieante. | Hecgy| Tgcostearate and

gl)%cﬁ‘%@rrﬁcﬁl alﬁﬁ%zf’e %{}@fycbﬂfi %btlgﬁue(ff‘s’iiia(ﬁ)& PIAREY ) %P?ny \M%fceryl% oleate,

sta t’o the especi al ere
andin palytihyEnagehicol segwresend Hawtersg «u fatget amds, such as PEG-30

. pr. rties that_tend to disru epul sion stability. A ..
iR arb el B St ot B 3 BhoRiRot b sofposition
EchQEifBXARERs "Qlublesh {RaBxR@RAVIphER Y are generally preferred. In one

phosphati'dyl chol i ne. Thephosphat i dyl chol i ne cont ent of

enthiedinhent i tiine- eadh dighycasdi ingkiueesis abeslyploge 9y viitheaddition of a metallic
Food | ecithin may or may not be found
Soaabc%‘lggta%“g“ﬁ“ﬁgg%gr e1’| c formul ations. An exanple of a
[007B¥] i neW akeeGholli emniilfiah compgsifienadf the Stidntibh @rd §pically deformable
Phosphal i pon 90§t nm, available from Anerican Lecithi

at physiglogival] temppraiyses (qp@r@:émg@un%& C@tbﬁé runlikg gonventional creams do
noP E%ﬁ@lﬁolloky lugégrﬁgnué%ll}lsag)p?i%tlonoﬂ)t b glda}’ nhRY&H hs%?fag\é t rhlageneral

agent§ in a conp
th@éfotd‘,l&hcb}n‘del’ﬁdtOBsultAny oﬁhmvmoewthmisbwmc@@pﬁamaleakage from the

emu] si f gent _or, conbination th eo can
vagigl Eﬂi’*‘%fgpoaf"f“ﬁlgu%dmﬁnfﬁ“ﬁ%?? ot Bk Eﬁ‘&&h Sothpositions
ocERE %géxyéi{séitgzﬁﬁd?%ﬁog' &&dég&&dug Rdm éH&Rs Y @dhxlc%s)ékbed or released

nmonool eat e eryl” nonost ear al gl yceryl
fromm tha &"@meé&aatﬁ abagegdryide mynotrmajﬁpa:htm wakieg no substantial increase

est rs of. fatty acids, such as
ngrorl“égﬂ y’@&s Végiai‘egs?fs i9%nd pol yet hyl ene gl ycol esters

[0@g di BB 8FsE oPlechAd hitivRCAgER orSBHElk caASbdFiesdl in either one or both of
di pol yhydroxystearate. Such agents can al so function

theamt@‘mil anldefmegna,l rphases qu@t@r-m@h MBS ¢y P esticagelnthe invention.

G BR e bR 4 REbBCRRG Br Gt Yoort de wixture o

[06s0gd, B;I SitCoOthewd tho %ﬂ{ﬁoﬂirﬂéht@fth@ fingtaatilé ag@ndp psedominantly to
as al um num stearate. [0Q078] Water-in-oil  enul sion

susHHSOEY cragedin th%exrqﬁ% rpﬂﬂﬁwnértbe pspné astivg ageplos pagsloginantly
to @&1?&% 81 >9'c81‘&h gl if %@&E&h&if&%%é aRRL QA Edomindftly Othained” in

conven |onal creans
the present context means that more than about 50%, for example more than about 75%,

by weight of the agent is present in the phase in question. The term “substantially
contained” in the present context means that any amount of the agent that is present

elsewhere than in the phase in question contributes negligibly in practical terms to the
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not rapidly lose integrity upon application to a

vagi nal nmucosal surface. In general, therefore, they
walaoomet9vesul t in of fensive or otherw se unaccBpEL/ES086/062660

| eakage fromthe vaginal cavity follow ng

adm ni stration. As physical breakdown of such

copposi tions occu over an. exten per.i od, , )
o AR et &Y BB AE Mot PR Bictn el D408 PHLSGP g dbpough normal
phidi@iNptdiBss¥aaidhals dGRYdideY sthe PordBROF ah hyend MO @siaf8AB} €ontained” in
rate, making no substantial increase over normal rates
ongphasggifriht cempestioropan poeTHctethe transir tothesetbeonphase. However,
ctive agent or -both_ can.be fr (S I.t.her .
su O?@sgefr 1? H(ém?agl el?ﬁ%se%u%gm@x t'&pﬁ%\lﬁ bﬁia@% gvréos]p&aerﬁ%edlﬁém, at least
abAREYS, ifd-eRbmpRBY [Sik0rboaDMIO D bl 1okt @bolt96% MdEntsb@B cases at least
However, two enbodj nents are of particular interest.

abeui P804 of pvesras least abras &V ne! dh BERt BEikiesagephis Irpsest in the external
t] i i i 3l 0 :

ph el Gt RS Mo 0e % SOOBLARIL oY 1chR BRI 1kt abgut 95% and in

soragemndes ias lqastetbond A8Yit dryevien as ldast st 8PYoy of dret scovetladtive agent is

t he i ger nal phase. The term "predom nantly contai ned"
presentip EedpisEhPhasent ext means that more than about 50%

[0082] ©XATRis@nIPRAEndI s BRRMed /R bR 1ithd BF A8y, that location

agent is present in the phase in question. The term _
of 'tlsufist antiveahgent ¢otheapxtedtal phast Hepipalbs permitsonbetrntialyamsmediate

t hat unt. of the nt that i s present el sewhere.
acfyiay, of M B kg wer RO ROl on oot B2 Mg FisSipft Piich the
cmingoﬁﬁ@i:ﬁé G@hiriQER8. t Phikh@AVEE akdful QlheMeh Yrapdn@tHeuf effect is

the conposition. It will be understood that through

desiir @sysIe al 191060689 o asThA g IS Siselibe Second active
oo A RS AP AN SR ST BBy Hhuflen o o

delaged be slotvbe (aphdgefotdonemaled &usiendedinelaiveits dabvermldfythe first
i nconsequential. Typically, in the present enbodi nent,
actyte 4g€Rlst about 85% for exanple at | east about 90% or
| eagt ' tl : -
10G8Y, ortyRRRYEmBadhRAl ook AGHR, EPRRERq E8F in RPN e intemal
phasgeotl thescpmeséitn, iandtdae exiedipbrsphdsen,afod atandpbadt solution or

abouyt 85% for exanple | east .abqut 90% or at | east .
sugiBBiien S8 08 11 RIS LB DRIGRAD: &w&ﬁst @@3@‘&# el active
agdits Q@ﬁﬁéd@ﬁﬁﬁtiﬂ%%bﬁ%ﬂéﬂg P8GR iAdd Yer@I$MRhsd SThe first active

prese In the'internal phase. [0081] In this
aggnopkiesmhin & forinsadapteddoert]easd ovayutrelatively shont perids/and the second

t heory, .that | ocatjon o e.fiyst active agent.in.the
ot Gl st 26 ol Frolsae ot [eRied Soieate, DRY ot Relbdi€ over a
relhtivRdioab @eded.i very of the first active agent into the

vagi nal nucosa or other tissue to which the

[0083Hp o sPiffesentiak redetne of Shaopedve aghnts ie arcomrpogidienulf thtseanebodiment
| £ Ll fegt ps desired, for example | ,
caf pf 38k RELRBAH e RLERIcl % ARDLUF onb3f +F8 MBlkiksimuoling

meafd effectagentprovidd heclestbqirofile thitds eubypitialy ldylaped Bhd/sr extended
delivery of the second active agent to be del ayed or

relafouis teafrlrash dreflerd st RedVoPe@kt ePBdIReR Hclude without
lindiQt9E kd)\fglrn}(ul&ﬁngt 8 s&dohl bactive agent in solid particulate form but solubilizing

the first active agent; (b) formulating both agents in solid particulate form but providing a
particle size for the second active agent; (¢) at least partially encapsulating the second
active agent in a barrier layer that retards and/or slows release; (d) at least partially

segregating the first and second active agents in different internal phases such that the
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active agent. {0082] In another enbodi nent both agents
are present at least in part in the internal phase of

Wa pw7/0D3posi ti on, and can be in dispersed fornRC¥/682006/062660
exanpl e in solution or suspension therein, or in
non-di spersed form Optionally, the first and/or the

econd acti.ve epts ar.e predominantly to .
gL RRERAITS B8 DL BETF rPeeTib ATEFR AP AAY Fifgse than that
surkdurBingd Gk s¢Corrigfitve iapel! eSeRimilAtide holavtataptashdl Qtive agent in
rel ease over a relative short period and the second

soligb tlini@ nagepartiples pasegemrally deserdhodh denpiratpleor ind @payeergferenced
| el tivel _
mGEHRERE AL STRhOPISE O SRR BE' Y PR ssansaty

equigslaiito iafly af theggposi tion of this enbodi ment can be
secured by .investing the second active agent with_one
[0G84] o r Iviligdivs-of owe 08 bPimperis £38 bemrisydy don exapipls, ibyaise of a
e r.Qfe t hat.{ apt.i el, :
Co%i{eg% d%gﬁ?rglsg{f%é\@ﬁt 0 tgﬂ%ér é?’%ggée@%r o%‘ #ggo% 1‘?étl ﬁ%ﬁ@ ?‘gél?gl agent
mearohidaeolagemnt readilg hwarearnssiubbec v desiy tshimbtlided manditsucln agents are
a), fornmul ati ng.the second activye, agent in salid
typﬁ%ﬂm{%ﬁeg& @ e in SRS inz%O)ﬁamﬁa ths fignaiglaye Commonly,
hoR8RA oneldMboliPsdiitsall B PRALR AULKE B gaﬂ:_ if QhttRulate form, for example
~ particulate formbut providing a particle size for the
in swewntreddbin eragemnopditipulate foams tangavat il Higpersed as a particulate

encapsul ating the second active agent in a harrier
sufBRORE fh 3¢ PReCeRiRarie D8l bliSer SPiarishs Cafiimeilis e first or
seddadl tdcild Yig&® B ek iaRg pidiéntfin rafg%rs'gﬁfés PR APIsorAsd W@in the internal
agents in different internal phases such that
and/pegrderpalihgsk r oundi ng the first active agent pronotes
e rapi.d rel. : t 1.0 e
(03] P, PRt SHBES Fgie B s B RS P BB form, any
suigabld perticlg ezt chmbs 0ddddand, ps chdivareindot ¢, ¢l dffcirat GageoBbdriicle size
descri bed, for, exanp i n above-referenced

le, in a . :
can} g, 4¢rdgd D SRCIFaESBA LW RRIBR LeBieHIbn IRGECaNd ASBUS ALY p7fprmulated at
d,(f: tyi ' . f .
i RpEbe TR SAPARTIGRI Y, SO AAERl LA B e it v

aclbeveawhere \nedibstbuntial eostignl & thbypaneksalf edtheosehy artgreme/ then about
ur f act,.ant . ne ents, for exanp|e anti bacteri al.

25 @g&m didren ?B%%ﬁaﬁ?o RiFeCly 88 ?W?@rwﬂ&w By (e obhe particles are

smEA& thin 8R! éf)}@!:ihbé &fhe) ﬁ@tdgr%&'t%pﬂﬁlﬁ%Bﬁt ﬁ(ﬁuﬁlyiigl gt%ﬁéljaﬂy desirable for

present at 'l east in substantial part in solution in

bothragentat Erefalablyradenst Ermmnveighhawbe prrticls eronotigyedier than about

ents.can be present at least in part in particulate
25‘?3%&" dfacg?é]"é%(arrpl e in mcronized formor in

[0088N O papticlelbigkesthal leMthaAbo RN uRecaal LERRESE BudBie 8xpense of particle
particul ate suspension in the internal and/or external

sizp igdnetion mayaiqt digsivelifirsdbyreny smpryemintsin sabikgcanefficacy at such
pal‘lhﬁgfg' sYﬁs.agl%HétP%f@%s?%%Jac%rsfzee %g ?rggl% %§| 6‘.46;11%9 [ ﬁltéai‘lsf Bﬁé‘g‘*&_ as small as

I'posones W e in or "exter
50 h903&] bd 1ked digeeled.i ons havi ng one or both active

[Oo%g]ent SRélQasg %lf Ith% a%%% Iaggxlt? Efrgmfe? (r:cTanasri]t%/on of the invention can occur by
one or more mechanisms, none of which is limiting to the present invention. Such
mechanisms can include diffusion, for example from the internal phase through the
external phase into the vaginal mucosa; rupture of unit cells; dissolution of solid
particulates; efc. Release dynamics can be linear or nonlinear.

[0088] Compositional factors affecting release rate of each active agent can include
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suitable particle size can be used, and, as indicated

above, a different range of particle size can be
w2zt f or each agent (wherein typically thRBCBES906062660

active agent is fornmulated at larger particle size).

Typically, homever good physical stability may be

t Leve e a subst.antial porti f

rerfie' diotite  QUB R Rl Piefh PlBE Pkl ap P BhkinLpises: interna
phadb @atmﬂolsllﬁoﬁkb predes of theUstethaDPRsBASH b€ R islea®l pWhrel &ldttion and

9096by wei ght of the particles are smaller than the
relajyeapiquats oilipeidahepnmpsuads.éncliding ampbiphilzsompeinds, in the external
pheﬁyg ;ﬁg@ﬁ%@}gﬂ&%&@ﬁ{qf of ggchhzfgnt} ?&@ltﬂgege:g{ ggrﬁélt@k% z%evglﬁeer? the active
ageinh Mna;bb&tpaﬁﬁﬁiafmfolrm d1semﬁtyejf thd O08E]sitRaE bchI]ﬁcB iof €sese factors

spal | er than t 5 mmc be -useful hut the expens )
Ca”ogaﬁ‘é‘ittqe @Oéﬁfeéubyea%p ﬁnln*é‘ythﬁcﬁ” E@eﬁ 8y thej dige! W@aﬁvm to
opﬁrm%‘%&@ﬁg%%te' ﬁaf §é@?ﬁd LitriQhs. ©fif 4 CaGYodbors agga% felleéilr}?ﬁ second

Sl zes. particle sizes as s
act(wt%emn@n tha nntemahpl&se,sm havasg B0elatiyely amal) entesmtl phzise ratio, the

087] Rel e oeralvea ts fr
xEEALGEE 1B 51 TR Y SRD1 B G BB G onuc b fHerigpend active
agdE RS8R bdeRasdt aa&akcﬁﬁgw&emas@rate ragn bOsil %Hﬁcﬁ{tﬁﬁﬁé‘%ed in such

i nventi on. Such nechani snd can i ncl ude f usi on

a cemppogilien. f Asamphatipm vdereit th@hiage:eﬂhmugbm,h@ ,e”%tl%mﬁéb tupture at

Iea%.hfgigﬂl %Hrgstgfzﬁ{z fpoggﬁgr!? ?6%"1{5&2%? gf géc%dgc%sgonoﬁgwé atg b1fc' diffusion-

corioliadn RfeaS@kikieics,] Medfea®ra ROMpbEIGEH . wid&iBBlelease occurs both by
Corrp05| tional factors affect] ng rel ease rate of each

diffgsionvaad ygid sell smhue tends deediibit mpee eorerlex Elesse kinetietet i ve ‘
[OO?Gfe " nﬁﬁfgl%ﬁogﬁcai ﬁacto@? aff@étﬁ%r}%feas%nrgtee&eﬁgﬁ ?J:t Y ga%?é ?tflhciud? factors

ressure o nt erna
affsf.ﬂmaga‘,atepbf phystuh:ﬁ bredkeowal orphas @f isepest bdrheadsnposition, such as
relatlv nts of |jpoidal conpounds, including

amgwﬁ efnéc SRPER qf glulqsnaqdhglzgq{eérm| cbﬁﬁtageg balance, temperature
and dal! ?(‘%ééqgris%é Fx"éﬁi Bb&g} \%\%V%eﬁac@he%‘f%%@s Qx%e&theved ot to affect
erein; partitle siz ere the active agent I's
mt@nity df pater-ircull bmpbotions asirspidbi dryseoérelyne io tinpese bf omnvennonal
q Each of these factors can be routinely nodified
5HEYBf skill in the art based on the disclosure
[0099{ ei Mphet QorARSsitBnZ & fyh@ns eacfaﬁie@ &)ofele%ﬁ’@(ihé iffest active agent, the
uations. Tn a conposition having | east the
Secgre@@nuwa@gttrveora@éhtoweh ath%mdnoféﬁhfalt ?pﬂnaw toa alebuih sl d@fs upon
e rat. t he

oo bt S o B s T oGRS e Pl af B Based on

thetdivctisgie Wééie hintRgingeE@NshuAcs dRuRAGER ﬁnd@#;&irat@@%ij réf@rde herein,
rel eased; accordingly release rate can

n BTGl aneTsierenesdeld-S. Ragat Nog £ompb fmdoh26¢x329 and U.S. Patent
Apgl%gﬁgﬁ kﬁ{kg\@ﬁ & b50§/6f8q3'@5t%s(\&§él 2 B gﬁtt%atﬁ%!)% catzgn Publication

esI| s rup tdre a or a su

Nop2O0si 69545, tuliteu;mﬁaﬂedw teein by adcbes am not &niged @ m(pxiidm' drt to the
di ffusi gncontr g }@fd rel ease kinetics, whereas
PrE3H SO P60k sleilin ths @hsen pilbowismgye ﬁan@ﬁnfaft%.aéﬂm release

rat ath Ld&t( g%:zlltgfgtﬂﬁ HE@C(JH?}Q)@&IOBQO Q&Hé\@ 4 re@gaepéi Mi%out 3 hours

ease
to about 10 days. In various embodiments, the release period of at least one of the active

agents is one of about 12 hours to about 10 days, about I to about 10 days, about 2 to
about 10 days or about 3 to about 7 days.

[0091] A “release period” or equivalent phrase herein refers to a period during which

18



[ 0089J Physiol ogical factors affecting rel ease rate of

each active agent include factors affecting rate of
Wpmpsotadl br eakdown or | oss of integrity of theCT/US2006/062660

conmposition, such as amobunt and chem cal nature of

fluids and enzynmes, pH, chemical bal ance, tenperature

23885 1 RIS BE FRGFR e, s

or ¥vatfefigal Neffdct, sGearRst tyipaly ascurans 6 of ise S@’shf%rsﬁk W{ @ssotfion, for
the case of conventional vaginal creans. [0090] The

%Wipél@ﬁ vagralicgvityspilbeg thy “selapedyried” begianylen Kleqsp sypstantially
be%ﬁ§ \(;g ﬂi?x%@ iateg)hg) %0%81? gq}oﬁ? g.%f\,[r %a%%gﬁgal%n, kbgt g’[exof‘ﬁeﬁle Qase of the

secapi| dctigt | gent vigrd/ whiv o afpirmalatesiu n“cfradelayécb meleasa)miuei ands when
vagi nal mycqgsal surface. Based on the disclosu
suhﬁanélri%y ng fefhgy aﬁ@ye&gg@ i ayaieb k?ffoa@i%ﬁ%?ﬂ& 108b? gawétt%about 10

§ cul ar above-referenced
da’%yage?%%t%ﬁf’%‘ S_ﬁh@r ééfgelgfg‘m% 5, 266, 329 and U. S.

[0092] entinApp embbdiornfubt iseatndoactNe. ag2B0 8K KIbBO 368]cass period that

oveyFS 568 A4 GBI ot L6 UG R B of G dPRAERenholn such

ca@‘:iﬂé Fetl@age fn%ﬁ@@oﬂgt'hb Qhcofll eh R dR8t RhaRaNdeldyRU 8B ARDHroRRE; ., the
skill Tn the art can w thout undue experinmentation

be&u;nusmf the edeee patied &fr thagtroad tactive agrahis subsiantially later than the
on . to achi.eve.a e od of
begiBERe of PeBishfe AERUFIEUR HEVERTE B5U A8 sRisa R i profie Gic.,

the 1@1eaaS BerRRY foP theOdecdid @RS lapBMEs @hibdtdifiaBE ldnter BO0@RhESor than that
one of about 12 hours to about 10 days, about 1 to

forgbofitst agfiveangent).adath- 2 to about 10 days or about 3 to

[O%E?Ut E% a%%yh%r e;n%gg&ﬂle ?thé @éc%%ﬁ %ag‘gﬁ{l ge%t e)&l}]lbﬁ% ? gl@és%r}}eriod that

ase hereirn rerers peri o

be@ﬁi after agsd of $henﬁ:ie adtiAR dt@h{ Bad peakadds dn phis thaseamé second active
har macol ogi cal ., antibacterial aqr_anti f(im gal )

apdy FEgipits é@}éwdem%eéﬁq al’(dyﬁi%ﬁll m?y Hecpe pHUbIAEXERAE] rs@@%t dn some
casteg,ere?éag@ﬁzﬁftheap%gﬁ@tab b a%e% e?aéfeﬁ%n‘ﬁ?gft&akel ase of the first
caV|ty. us the erio

eas NS when re eas
actiuelreanis isabdtantbBy cosplet, guc;h thaltrmlﬁsiantﬁlﬂw rocovalepiin fklease periods
fgogr after adm nistration, or later-in the case of the
oL BiEdy

Mprd Seeard AH UL ACE i s is fornul ated for

my ay e ffpdRRs Plcas@ PAit&NL o f W%oﬁ@hﬁﬁﬁ@ﬁllﬁédaﬁv@ @mbodiments are
further active agent is avail for release (e.g

shapo udia@amoatisallio iabBigs 16+ dapsf,hexf ﬂéferrrtbmrjl b@@amuﬁagemﬁ can be
ool RpR R T sk Bh v P B B PRT W TS T et preeaf invention.

[00Dser | apsrigt 1, ldeastst actt@rdgemaéxhﬂﬁfstsu@ﬁamfan h@nietla@PEease and the
period of the first active agent. In such a case the

seqogfl egEe Pewtti pxbilyts defnyed selorms- abieithes agiEntageninexbibily substantial

pro?)%{'t% q’é'x%n%@cﬁ; “?‘?lggs%f ' Jxediffkreﬁ%al Ite[g’?lscb E%fﬁ‘@%s&‘cql st thtap Rustrated in
or the second active agent 1s

Fxgsab_sﬂarﬁlm abibysd oft te debaml bt ieginanifieg releadehefl el Baseagent has

eriod for the flrst active agent) an
pe@&?fle‘ﬁ’é‘é’&t?lgf as® Ellndﬁeﬁsé’ (i.e., the release period for

{OMFaseﬁa g.hﬁctﬁﬂb VRSBRENE absht SHRBE @b A1 FRGRKi A release. The

t1on
second active agent exhlbats an extended release period that begins at about the same time

as that for the first active agent (ie., this is not a delayed-release profile) but continues
substantially longer.

[0097] In Fig. 3, the first active agent exhibits substantially immediate release. The
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for the first active agent), or both. [0093] In

anot her enbodi nent, the second active agent exhibits a
wo zlogars9peri od that begins after rel ease of tPEl/T52086/062660

active agent has peaked. In this case the second

active agent exhibits delayed rel ease and may or may

secBRl RSO /XN bifiviexbhemdedayalera® (hitr SRR 8@?&@3&:@ period) and

rel ease of the second acti've agent can be del aye
extgmdedirelehisec(longet dursborodf relvase pariotl) propevies.agent i s

st antd. al C |l ete, such .that substant.ially.no .
ORYES | 384 el RRRAhF e f BbRe b e i Shintfied by a high
rat@Qf i RGBS 110 6 rSleask ORIBY, Bhd faeaelinidl rat€logasRase thereafter.

patterns of four non-limting illustrative enbodi nents

Meapwhindhmsesond peivieenceiaghibitsm 1elegse profile ehissubstantially inverted
in gér%tgoor %;t&llﬁal?:oflrtﬁlls t%ﬁrétea&?}e;%ﬁgrzgeﬂc\}}&%ﬁﬁege%g% ?ﬁ@ligthgﬂ%?y slow and

e ar e scop
inckdagespoeseatiniuny &nér ianhe (<I9S bediot. FAQdifdrentiflierefeagesprofile such as
active agent exhibits substantially i medi ate rel ease

thap Hiypstrted EuPignd cates (weneh dAYCressi®dst s del ayed rel ease.
oh { ent . .
,[Odg?] e ﬁﬁg% ka\rﬁgie 29 ?&Easg)bg(%f?% B tﬁﬁ'sbg(?s@{ﬁg R eQ&PQ&{ | :agént. In one

exte ease. erenti ease pro
embodimeas at leatt ank lofi gtersatiec agantdexgibit, bwhdappfierhanistatafm, about

the sec ent. begins after. rel ease of first .
Z%afae%?f)utrﬁg/? RICHREDY £ J7Y SAELCE AR TIKF o aR AP LG 48 800 50% release;

by [PA28] attdd ddnbnisatidD@bbin 83006t dneGt a9eNte1@XBi Bid By 4 days after
substantially 1 mredi ate rel ease. The second active

admipésitationubbint %o EXerddeder el ease period that begins
rst activ

about. t he sane .ti as_that .for the fi e .
o1 Gefiedse S RAE teoElesfind O g Bio oYy BF) flifote in vivo
mebHdld. CAAtIITMRSEYS WP SltaNIeRlol Yutl 0808 opkiD 8@hber Niiffiden Bell system

the first active agent exhibits substantially

suchragerf rape celb Fystese. ymkelbe 6 dedi with an\appepainte iagih spithelic membrane
0 - T e [ ONsel .0 el e | :
e L
suifpbld thibknpdspper, t7i0gan. [108%8¢epldr mrédlumdshotildebel driesih wlgith Vige active
agent_ exhibits_a release profile characterized by a L
aget gh Intgiest igfsolblce A mmly 2 rteirdhangl BrdBInpery 58k copRpsition is

pia@ecfj%gi}og%{%g ohalife Q{elﬁkﬁalﬁaiﬁlugﬁzﬁfv%ﬁfét Rout %ﬂf@ | & at %Egni-solid

secon ve agent exhibits a rel'éase profi t hat
corspdrstiansucal dsya creasr tsed suitableebabimrfot plactaentain 826 mm diameter
fi.rst active agent, j.e,, the release rate js .\
mepirieh 109 51 B6P ARt pdedr loh SIS opt SSIVREK PHRTAtGRern] fopRsitionsl
chefn%:@ apgis RBFrbdndHrothd MELRO LRI cdnBltRAS AP ok 8f BéCRcGRor fluid
that illustrated in Fig. 4 can be terned "inverse
is yeglowed &or. afal)BBOt appwipdeteriateyenlnfand db eepdasegroth hresliqeot of fresh

t hus ssihl e.for each active agent, | ne .
reohtie AR i Plafpriter GRSl B in 305 R wif i fpeptor fuid throughout
theepdtiddi 65 thebbeiéas@lamdg.f t Ar redehdt hiet fradyt Qich ab ekt RMided above is

about 25% rel ease; by 2 days after adm nistration

typigBiitrenisngedoansheiit e gogdustedaning bystandaly sompastion having known
rel%ggkib'g@%#e?gérr%mpﬂﬁ%ﬁ 25% to about 75%rel ease; and by

[0101] The selection of first and second active agents is not limited, but illustratively
they can be independently selected from anti-infectives, anti-inflammatories, analgesics,
muscle relaxants, anesthetics, hormones, immunomodulators (including cytokine
inhibitors and antihistamines) and antineoplastics, it being recognized that a drug can often

be classified in more than one such category of active agent. More than two active agents
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adm ni stration, about 45%to 100% rel ease. [0100]

Rel ease rate can be determned by in vivo testing or
whoany3sui table in vitro nethod. An ill ustratP@EUS006/062660

vitro nethod utilizes an open chanber diffusion cell

system such as a Franz cell system typically fitted

With an appropriate inert synthetic nenbrane such as
carpitipsally BRBICSY®) | ul ose acetate/nitrate mixed ester or

yt etr e S t hisgkn oo
o] 15 sk, sfoid bl oo s @ o
anzigdsioy enagle mélaxdnt onesthstic asd €0 lanbhmeyunborodeletomp [tewidl generally be

ter/ethanol nedium test ¢ sition is,pl.ace .
foundineiera ‘@rprp{l:lge W@?@C( mup%g?eﬁ%qn@ 8y %esg%kmas gﬁoﬁrst active
agdf 288 B REALAGRLdIhEORPOSI bidHA RUCH a86ntA0RIB&R) dal 1R reversed if

sui tabl e anount for placement on a 25 nm di aneter
desmedbr ane) and is kept occluded to prevent sol vent

poration and,composi.tional changes. . Thi oot
0T e tssading B i TRARe S s BRRBAE Hpnbl Riguany or apssthetic can
codbritd) Gorf SEAMION anf bpibld drdidesDY edniopioidnahlyedis (@4, a nonsteroidal
appropriate intervals, and is replaced with an aliquot -

antpfnfianesporyediap o NSHIR).¢ muwsla 1ekaxant s atped passdiciemai ns
i} CO - A C £l uid, & hr u .
oy OB e P et AP i), o
ditgardchbaginUichiangld habovedins, teypiptahdly niepplidioat methaduhec amwrphine,
be conducted using a standard conposition i%‘}a?\/i n% known . i
nalogpReas EXJOgpRY-t OEEMPBNORD MPARIPESC, [ HPPFYPRTac, Pharmaceutically

ac%?)l}%%?eéécﬁ?@ 618%1 elgtiefssﬁlel%aﬁi an& CGQHIQHQEBM’ ﬁleﬁzg?. n tﬂﬁlsitrﬁti%,t fentanyl can

ustratively they can i ndependent |y
be $edledrildd afaoarpositibh of Hfesavénties, in ankimonfl aimbatio?.28%, to about 10%,

anal gesi.cs scl e rel axants, st.hetLgs, horpones,
o SRR Go0r DRI bt Aoy B HEE Afh BY PG and
[0B%Y i hi ﬁ'Bﬁl%ﬁﬁﬁ% e 18061 ASeRhieRt drafuesics ileRideGapsaicin, diclofenac,
recogni zed that a drug can often be classified in nmore
salsdlate, wmeadlghaoaeybeallycicceptatily salisgad estenphereefhand eqpbinations

acti v, nt scan_optional | ) resent. [. n o
G TR B b Sy belBBiERBpot L ol P0ion in an
anfRRAPST &Rul a1 B toadalioEBh Clor BRI ab&kta@XENRto @bout 10%, about 0.5%

anesthetic and (b) an i mmunonodul ator. It wl|l
to geoidrs&h. o dbeut Blria abpet Beaby eeightp IBistigivelpediclofenac or tramadol

anal. b Gi,: _ . est ' -t fo
cof BB 38 Sl TR, iR BPLAS R rob810 5% o bou
1084 forusam@bndboublis ¥4 thedeutcdn, dvaboeviés seabaut 3teby meikht.
0103]. According to this epbodi nent, the anal gesic, .
[0HA c| eNpailimiting ~ grampist het i dnisg cé’ﬁﬁ’fqnége, pdpde carisoprodol,

meﬁmaﬁol, ARlQtife Z;Flﬁhﬁg&iuﬁc lﬁ' RRBAERI:Aafls aRAISRR Hereof, and
e.g., a nonsterold antl-lnaf arrrralt)ory drug or
codBAlaBpns therrufcl e rel axant or a | ocal anesthetic.

04]. Non-l.i.m ti ng exanpl es of opioi.d. anal gesics . .
[0{ | UL%IOB"MP% SK ;’)Ieﬁ 8%?%3 ’ancaqttlaﬁlgis d’&% Iq zocatie, bupivacaine,
bula@iiednY bnloMpA@ERAOBSaiALY Aithiame)! . dy@Ashé, di dilocaine, lidocaine,
nmet hadone, nor phi ne, ) ) _ .
mepivacaine, pramoxine, prilocaine, procaine, proparacaine, ropivacaine, tetracaine,
pharmaceutically acceptable salts and esters thereof, and combinations thereof.
Illustratively, benzocaine, lidocaine or tetracaine can be included in a composition of the
invention in an amount of about 0.25% to about 10%, for example about 0.5% to about
5%, or about 1% to about 3%, by weight.

[0108] According to the present embodiment, the immunomodulator can comprise, for
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nal oxone, oxycodone, oxynorphone, pentazocine

propoxyphene, pharnaceutically acceptable salts and
we@ev®3dher eof, and conbi nati ons thereof. PCT/US2006/062660

[I'lustratively, fentanyl can be included in a

conposition of the invention in an anount of about
emgggg%%g@ @QQM ¥Qﬁ%uﬁ@ﬁm§&ﬁﬁp|e about 0.5% to about

or abolt 19%to about 3% by weight. [0105]
{Gmah ||N®n~hmgtl®<a@1qatr@éesofof nbh- agsieplod amtageyesis cmclude| getévastine,
nac

e Rl § o i PR ool B Fupding lphsgpydramine,

ebatifle cm‘@fdﬁa@m@nay&x’a@y@@é kdtbthfes! lbbatRbdne, CORSAIIS, Nmizolastine,
can be included In conposition of the invention in

prwtmtphéﬂn%bmaua oroptalie abetandoosiers dherész%\rﬁ&riecombmaﬂons
the gii%&%{(%éigb%@%%%ﬁrglé%ne\?\%ﬁ lf)'ﬁ: thcI%’é ulg ta?cg) 1]%6?1 oPthe invention

in ah ﬁ)th@lfizﬁrté(abomt (.0 e abow 40%Q doil exahipde abdun Oal% to about 10%, about

sition of the inventi on in an anpbunt of about
05%9@536 S%b@iﬁb%b%t%%?c’%ﬁ hPYevaEBut 0.5%to about

[Olﬁb?f‘l] orN&pﬁHﬁnﬂ%O{oéﬁc%@ %f nusc’fgxel%&l 9Bta o[ﬂgé'so chéde burimamide,

limting € e relaxa ts inclu
cingeidire fmoctsline, metatidinay taailine, phphenadichiie acceptable salts and esters
. pharmaceutical |l y acceptable salts and esters thereof,
1he§q?3 ag’grﬁ? é‘ﬁt@ﬂgm?’f@?eof [0107] Non-liniting exanples

o1qf11 | oq%n-.ﬁﬁﬁ&ﬁgﬂe&aﬁwsn@fu@s b&RERS ahﬁt@goxﬂé}t@' MRRAL NBetahistine,
anmben, chl oroprocai ne, cocai ne, dibucai ne,

czpd@mfaonﬁ’er%ét iieftopeinyéan, Midesramive, ph@mavqtp&airhae acceptable salts and
al nﬁ_}?éﬁ) ocai ne, propar acai ne,
1 of.

e“&%@%§%§gﬁﬁi&“F%P$5@§ phar naceutical |y accept abl e

013&' t s andfiestessbédiget0the AROaEDIRLARLEDRSagEME REDANti-infectives,
ustratively, benzocaine, |idocaine or tetracaine

opwﬂbseun m@a@wm With @olapbai thitshadive sgent faéfendis prpther anti-

0 U{HP %H égﬁ{t ?r%%é? 0{%% &aﬁggﬁ% Lﬁé}{ﬂ%nﬁ‘ag{) ua[%rgry? & ormone such

as mesgzrmtgen [ Qﬂaﬁ&]xfeétﬁ:@@ ekl dndvichieangiteserihl, em'foﬂgarmmi antlpi‘otozoaI
the i nom)dul F’ﬁt‘or can co rise, forexanp an Hi, H
ageHs, ff bl %.5%%9&% H56rPEe rlpaﬁliwf NGRERR ﬁcmgﬂy that runs across

mi&SHIP LR, o‘efhé"fﬁ*ﬁcd%@ Qéonﬂrhtcﬁgé’ﬁée?ﬁsscdnnﬂdtv @@10 to one class of anti-

acrivdstine, azelastine, cetirfzine orp nlran1ne,
infegtprep lﬁﬁpmaahpie botte séo batamtbaagriadi q@nﬂnhy @r, dmvrr% a complementary

ast f.exof nad n dr.o ne, t ot
DBy Be A BT ATBASAgn B RR Y askens S Sftists, pep belong to
dif&li‘él‘ft RBE &Y i ﬁﬁtﬁjlﬂfeﬁ%eﬂﬁ @?Jtlﬁﬁ)l@ %%ﬁtl%@tﬁis eI s éﬂ@ﬁtﬁlﬁg,@f

conbi nati ons t her eof lustratively,
ﬂldehenW_\hdl:eam eenpsiiopecompisgsiens rotiva cgﬂmpbgntarmha@eriai and an
nt i t t 9/ t
aﬂfifﬁ%al PRL e B 80 s b Pl o8 agent heren.
oh GfGunBfanado cal/bé Qidﬂ&ﬁ&@eoa%to bﬁév&\&heg Bhtibacterial release
10 Non-limting exanples of H receptor antagonists
emuﬁ@

tep thanfaers ungqlnaétwcgmqém f Egvoppipise for treatment of BV in a
patﬁBnI% &2& lrlgk g)? de@@ﬂéﬁlk% ﬁﬁgalp&’agr n@’&%’f% %%:Lé’m??r&@& %b a - composition

having an anﬁbactenal as the first active agent and an antifungal as the second active agent
can be useful. On the other hand, for treatment of VVC in a patient at risk of developing a
bacterial (e.g., Gardnerella vaginalisy infection, a composition having an antifungal as the
first active agent and an antibacterial as the second active agent can be useful. The present

embodiment is more particularly illustrated herein with reference to a composition having
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t hereof, and conbinations thereof. [0111] Non-limting
exanpl es of H receptor antagonists include
whatahisei ne, ciproxifan, GI-2331, iodoproxyf aPGT/US2006/062660
t hi operam de, pharmaceutically acceptable salts and
esters thereof, and conbinations thereof. [0112] In a
further, enbodinent, the first and second active agents .
an gpbaiRrid P (T A8 IGHER] g FIF COREH AT SRR (I & wil be
und&asbd ?1&1{ Plef A ¥V Ger@dqPledR@t can be anot her
antiinfective or an agent of another class, for . .
[03¥4hn| &1 antitzoterial adanhnswdtlosyhofirsg ohescand ectsvigcizenaisheggin, but in a

strogen. ,.,Antj-infectives include antiviral., . .
paffep SEperimEt sl anisenetee SriorRPit abb drrvagissiel knqyn in the
artb®i B usSEI0aN tré@thehhal KEOEBal0MEGFoRAVE tRe SRROVAINAIOfystem. The

activity that runs across mcrobial types. The first )
antipagtesiol sael hec oy @redgerinantiyaiardsiing daRBirglar cadagery (oA spthogenic

f.antiinfective,.for exanpl .can o :
vadtif ok BT 48 dhaBSET LRab b EE e Mimositae, ot Dlusuative
ex@Rpies rofmudfbagetialyi thit cd ther ngffilv Blcludet Withbutr Binitatheh acriflavine,
second active agents can bel on%l to different classes X
ampicibing i cefiiaxens, v ehlorgpphsnitepl & Elﬁqlaﬁ%lfiﬁlacf’g?daﬂycﬁhd igffpquinol,

megrgglic{a%lg,al n{xhc%l}(ﬁle, V\hg{it?azﬁief o[ﬂqgﬁgﬁibﬂ% C 05@35%%%?1?,&3 spiramycin,

ve agent's an antibacterra an antifu
tet@icydiare, tmdasdn phemtdreutidailg tacapeble fuis @nd estelsehaedferombinations
bei ng the second agent. herein, Depending on . .
thegr{ i hariuids, 17 (16 IS0 TGV dHE GOt cheREy EorpRydses or consiss
es@GMRAGE %Fih@émf/&ﬁ GRSE Pﬁ%ds@ﬁtié&[lyfﬁéﬁﬁb% han &Mester thereof, for
antiftungal or Vvice versa. For exanple, for treatnent '
exatfiplBV clindamyat | kydroctonides lorofclidanetcpi plepsghdtengaln a particular

e.g., ndida al.bicans) infection, a.conposi.tion. .. .
et o o] BELTCARET SUMPTES 9 SO (DR P g oflipdamyein
phaépharet ithunedkr absdimcheke Mistactily SzcAd eRthpS @R ob@onsists essentially

useful. On the other hand, for treatnent of WCin a _
of pettionitazele or iasphavhactatiedlypicagptablp selt ef iesfpr theregl. An antibacterial

rdnerel l.a, vaginalis)_infegtion, AN | .

segl S Pt OB o B SR s ERIPAR B i an
anfibdckddR0y efieeiveasndupe second active agent can be

useful. The present enbodinment is nore particularly )
(0133 ust Aaroeatsheh glinfloamyeh Peperlnticctly BCESpERicKPsed herein as
N SRR ATHER SRk By AL BRe.
antibaterialle sffective bronever dimdainfcidesisabohr ds@t tidredfican be used, but

antj bact erj al agent usef ul ?s the first or second

tyRied |8 aagemel HErBiPrePation A PliRdgRY ¢ eut iRl R ATPhRhbout 0.5% to
abbli&o% bl Slei e 1ol Ex AU hbouk 305 (GUBE 55 bINei ARWIAES Bibd hseful.

nown tthe ar e useful in treatnen

[0bE6Gt er Aay amibecteridhys effectivee amplivowd ginatibnidyasie wan The used, but
i bacteri.al, can be on redom n

b B Sreifal it §resral ROGaNaa Al wp Ut Of gPoti 1% to about

498K AR, 36F SRinfle MAL DBV o abBLANSNEYAkENRS, will be found useful.
ram positive, etc. Illustrative exanpl es of

[0 badnemtifings] ageat uedvl dsethadstuir seprriduersiviagprd erein, but in a
i mtation il avine, .amicil i L0 .
papteflsh SRBPE e B0 B s PRl el opi phf AlBngal known in he
artl 0dRAEADln treatment of fungal, especially candidal, infections of the vulvovaginal
system. Illustrative antifungal agents include without limitation atovaquone, griseofulvin,
nystatin, polymyxin B, terbinafine, and imidazole and triazole compounds such as

butoconazole, clotrimazole, econazole, fluconazole, isoconazole, itraconazole,
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met roni dazol e, ni norazol e, ornidazole, pivanmpicillin,

secni dazol e, spiranycin, tetracycline, tinidazole,
wpbmromseuti cal |y acceptabl e salts and esters REEUS0D6/062660

conbi nations thereof and the like. In one enbodi nent

the first active agent conprises or consists

essentially of clindanycin or a phar,maceuti cal l ‘
ketge@@g@lgm rglchéqu‘fe@r 0&%20{7% et}ag%qeopaifcg?., éwn@zolg, sertaconazole,

sui%rixa‘%gl%I%‘f%dﬁafﬁig,rt%Bh&roﬁéj&ﬂor&thhﬂﬁl&@@t?déh?%@eepkdbie salts

a particular enbodinent the first active agent
and entprsi teobrcopgrigitions thgsefandatheylilsf & ionel@mpboidiment the second

act Vgag agerﬁgff?}mp:rggsg glgtrc%g%ﬁtg ?cg?eg{tigﬁg fsqji“: ?@P({cip%%ctfie ao(i*t 4 Vp%armaceutically

acdBlbRN kAP leSteP th@ediNalmaceiHit g bbadieRAt @Y Secoadi tacive agent
ester thereof. An antibacterial agent such as

comptisssomagwbistsogssensiatp rif dusesiogazole piteieentAn pntifipegal agent such as

oo RS PR £ AL ey Ay

[0X18¢ 1 €OAmBUSts fPiRSGREZIIE 081 NsAlS of kit dRyaif rarg felkp@ssed herein as
base) equj val ent amobunts unl ess the context demands |
butpearazples Bitrajgn gl P st @ptn uplpse theo sonted darpange Qherwise.  Any
an?fu'ngﬁ L8 anS @t oPoulRbilzol & §8f of @ﬁelbﬁlerb%?%an dtused, but
yprcal 'y 1'n a vagl nal cream preparation a clindamycin
typdepliyvalaeaginahtrenh ppdpaadiionta itdYnbmlabitate G6vajenhvaingtuit,of about

f or exanp) e abou %to about 3% b ight, wl.l. be,
0. P mEPTE VDY VEE 1430 ARy ittt %Peﬁ@fbﬁe‘@?‘g@iemn be found
us@fipunt of netroni dazol e can be used, but typically in

a vagi nal cream preparation a netroni dazol e anount of
[0Eput D Wilbteaeatmired 4% dng ofeskghin, the ert thatahp temalyeutibacterial” or

.. 0.5%t0 abouf 1.5%by weight,. will be found useful. .
ani 1 ARDAHL 7 ABOMC LRt aERerB o PRy xclusive, A
paftRERD Gzt daiCedafn o NORI dogréi oot adtidAgdl i 41| @ftibacterial activity.
enbodi ment the second active agent, can conprise an_ifi .
Soaet dgentagbr ekaople derfainhienidazoles dndleding efaiionidazelecare ibiiged herein

of. fungal , €es lally candi da i.nf ' -
orfripg 33 o Pt Snet oFRIEL M) pob Tl BB gbelfy of anifungal
(incRErigd entidabfidel), bhdriih adon@n ek \vadp@neoal (inskding! wititvichomonal)

nystatin, polynyxin B terbinafme, and imdazole and |,
actiityaz oVBere omsb Ui st dh 1agludast 8t Gnerppesition) pt themipgpion as an

I fl ' Tl .

onERABER sBene EP CRRLDn) bSREPICHEr payitls,in sypplementing the
actigwucbna 2ot fang:d agentc@raznltesonsarnit)apanar elfengal pathogen such as C.

sul conazol e, terconazole, tioconazole and
alkjesconazol e, pharmaceutical |y acceptable salts and

er sat.heg , ' [ ' s |+

OER= =4S RAL O e ekl o s
leasb s sicslipsideh fritednkly pbésebatdoebieasblose dipoadal external phase that is

b(%la rmacguti cal.l y acce abllﬁe salt, or ester thereof. llnd .

. E%FH‘_{%‘ U1%ar *&hboth SPHEC%s ecolfd “HERIVE R GRRPTISCS Clindamycin

phe§iMRAfel BEScIMdafRER &fubyvaAsS @Al byalRluit DY BE QREAR I8 butoconazole
ni'trate. An antifungal agent such as butoconazole is

nifpte deae ameunthel howhaki by dieight whereintthe Griggpragole nitrate exhibits a
ffective unk....[ 0118 un f ) 0

ref b ReCLRER Pharnlp o0, ey RLPRPAPEEMRC fo roleae

profile of the clindamycin phosphate.

[0121] Another particular example of a vaginal cream composition of the invention

has at least one nonlipoidal internal phase and at least one lipoidal external phase that is

bioadhesive to a vaginal mucosal surface. The composition comprises metronidazole in an
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but oconazol e nitrate equival ent anounts unl ess the

context demands otherw se. Any antifungally effective
w@awont9def but oconazole or salt or ester ther eRfT/USR006&2660

used, but typically in a vaginal cream preparation a

but oconazole nitrate equi val ent anount of about 0.5%

to abouyt 6 r .exanpl e ab 1% to ab 0
oy R Gl ST WO F5L HCCSGRRIF T ATGT T IOF Sant 2% by
wel i OaRerR & tﬂéﬁ)tﬁ&%mﬁﬁoi@ li‘!l‘alraltce leRhbie aafeieagé" %Foﬂi@ @hdt 6K Bbstantially

anti bacterial” or "antifungal", appli to an active
delagehextieadei o ineared mcititlwet@éb@mi&als@pwﬁﬂm thy meonidsiale.

articul ar nt ca exh| .o s de ree ot. ;
03871 g nE Nt PEad e ettt vpf Y s S duste, Hlusuetively
md‘tx‘éhid@%ﬁgp eﬁuﬁ&mﬁﬁbﬂuy 0 daE@dn@ally RehtdHeddn the mternal phase and is
nmet r oni dazo are utilized herein principally fo
sulpstrsitiell o lubidiged theavinaend thetaptifungel of 8?510{@@)@§Té‘§3sa$nt illustratively
bu{%)%gna% le 1?%51:%6180] ke‘%ﬁg Lr%ﬁ&?lnaﬁﬂ? (&% %s%&gw c&‘rﬁg% &i% }he internal
rotozoa

phagattiut fs Sﬁbﬂmm‘ﬂbf)m @@Ittilculateyfonﬂ\ﬁﬁdi @u@@ﬂdbd&hera@e ft isibelieved, without
included in a COHEOSIt of the jnvention

be@gthoygétb@rthg}rya@é isoiulglgﬁ%logo(g, the fisst|acHEs, égqn? %ug not of the second
actﬂ%eégr%glp FEHRORS recah %%H%%ﬁ%%'l t §r{1 A G t‘lﬁletdef&En@an I release

ant i unga agen toconazol e) agai nst a fungal
prqimtﬂy@@ém c:mqimsaalsnc aI bi cans. [0120] A partl cul ar
a vagi nal, cream conppsition

ex
(0337 ane T BBt SRECOR i Yaa freiihqompRsian of the
m\%ﬁﬂofi‘tcaﬂ GRAkeQRGed 's&‘Bitha{e X0 brnPBRE o8l sdlftion), lecithin, at

bi oadhesi ve to a vagi nal nmicosal surface. The
Ieas‘omms|1tbng3rchamnpnwm@cchﬁmdémyc’mﬂlnpho%bfvat)é m\vnao ea’ﬁe, glyceryl
I val ent anp unt of, about 2%

da
e celsSa AR BT i EhEnRt  mProumlp g, least one
pol’}%’ly@:@iy] 0%6{)@&@1&11@ 1l B/ONARLDbRer Fdr s Ipw}bulpgiyserﬁ -3 oleate or

rel ease le that is substantially
PE&kB@ rdmlwdrqxw@mated arqelating egend, fon @xa@p@a@@tam gipdigm, at least
o)
onB gp{lmzcrﬁiﬁlr}gggay tlrxlfe f????@z%g r%e{t}%&gaérg}?n%%g IRy, o%ar%l%en, mineral
oiltdng mxﬁi«b@fytstaﬁmelm& at | east one nonli poidal internal

&ase and at | east one |ipoidal, external phase that is
(0B adhésinedasaesanagit wile doEiin 9f PhesBgeripgRgs an amount suitable

tl
fof R R EOMRE 807 VERVABRAASANEe) rofaMM, Alginal mucosal
surfaey nis ciﬁscmlhﬂnluherﬂ% byMuosti gmtvgnmmtgr d¢om theh patizut,othe nemopasition is
ni.trate exhi |tsarelease i.le that is .
orinael dne FuT | sqaligyels, taxed dé‘bA Bﬁﬁwiﬂvm@&%ﬂ’&t jthig is not a
re(& Wrehf28t 68h8 3RBeRiMdrkiBn OfA ddSelIBN RN HRE Hiuot bPA ZédindiTream is

ne enbodi nent, the antibacterial or first active
anzagenin} of kbaustlr tat dbost 0 rgeeHomighagrelter, of bsq@r etonnisafir| example as

..L 0 subst contai n in.the intern hase and.__..

i oS BRI St I SRt Tl 2oherm o Canarh ROTSE X bardcularly

sufdiié (b0 gada EQ BmPARIONTH Pdplinal @reafei tabolit! 3 wsdboat 6 gefoy exampie about
but oconazol'e nitrate, is |ikew se Er edom nantly t

5 gubdYhase jsalpij daspEsiapmeynt is smellerntibmmy) be desirable io increase the

concentration of active agents in the composition, and vice versa.

[0125] Conveniently, a unit dosage amount of a vaginal cream of the invention can be
furnished in a prefilled container or applicator, for example an applicator similar to that
used for Gynazole-1® vaginal cream of KV Pharmaceutical Co., St Louis, MO.

[0126] A delivery system for at least two active agents comprising a vaginal cream
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phase but is substantially in particulate form and

suspended therein. It is believed, w thout being bound
whorhessy, that solubilization of the first aRET/U£2006/062660

agent but not of the second active agent in this

manner can be responsi bl e at Ieast in part for the

diff.eren roperty th 0S1 L
comsﬁg?n P ltﬁe nrvg 0 él )?P eéé(J ap pl enfsposa le ) nﬂ? tor more particularly a

dispagibha psifcanm ﬁﬁ@fiﬂé&s iithoa @fit Hb@xgerm@mmf ﬁlancdrﬂlﬁdsitdﬁ is an
wat er, sorbit g., inthe formof a sorbitol

eﬂ@@ﬂmqnéﬂ§the|n@@m1ﬁm ‘n, at |east one long chain
[O%‘I)ITOgl XShdpd8tioh OF tk{%)iﬁwtﬁn% Sodh oﬂ%g n?t?tt,r@am San be prepared

ceryl nost ear a ycer monol sostearat e

by gknoser bdttchzr@no:pahmduat;&oceatesl feagtemarniag gmlaygdtc)euewajlchS As in
pol.yet hyl ene gl yc f at cid ester, exanp

Pr%‘%@’&‘éﬁ“}}f’n & %‘?’és o eaP-” efo8ds &Pﬂquy’i‘?y F&QV&’P%%W%\?E use of a

mlﬁeﬁhﬁéﬁgeﬁ&eﬁgﬁﬁﬂ’ 1& LHRAP| Brradet th% SAingodink F‘i}q%aBr vibration,
[east one antim ctobial preservative, for exanp

Havestviay [upéika bemveat dhad renpr o ond, psamb:eml emulgipas obiHe iamehtion should

m crystal line wax. 124 amount of a .
B0t MEbfiea i ETine RE ohe PR AU AC A P B e petion of
thferhiBiah ®yadbdstesdrgat i on to a vul vovagi nal surface, for

exanpl e a vagi nal nhucosal surface, as described

(01281 ei nlllunmasivelyo ﬁwelmeérmi |a9d ¢>d¢rntlhéla§@tar@ fitst prepared separately. Ina
tyl%igagﬁ)%g t cpeﬁ%stbg i ?le s;%egd q%ﬁ}e (—f}‘%erﬂéi ph%ﬁe kvhﬂe mixing in a

pldnethty- Eﬁ)ﬁ&ﬂtotmfr @h@bi@ rrﬁl&@xnbntﬂw&@lblb Qhulo eNfeme@NtAddition rates
uni t, dose al i quot _of a vagi nal creamis an anount of

ang PHEIRE $Peeds §Hpbe adivstey ghiognatigreandgisqosidy af the emulsion. In
a tﬁﬁg%@géﬁg%og% lp%é:%gg? e %Ijnhl L#Hage gsln@(pcﬂll&d 8‘1‘&} R%oﬂtrmﬁ)%s mixer that

cop@rikéswbhrdlyy sfl nmpfﬁle&; wniit 1tdea3:&g£t1&rﬂemitof ahe mmg 1mpdller in the
.Creami i ut 3 to about 6 g, for

migkgha %Erm hed%%l@s%s dleny gmg qog,q: oecwgvg ﬂgough the bottom
of @%ﬁhf)@ﬂf?pﬁ)ﬁ@ﬂ 6 &86% af R 1&%@1@&5 Fakho Qp;%r ?&%{%'565/ ]ﬁle components.

agents I n the conposition, Vi ce versa.
Tl@oﬁxumdemuimonwmmgts dms@ledantopmf of mixeagiaw @tedmough the
El énv tion can% é.sg}e%nta.pr fill.ed d viscosity of
‘mé’&ﬁtc PRar" BY Hpts T4 Fan PUERE %pngsﬁ?fma@%&r* VIScosity ©
thSérmlkiah. t 0 that used for Gynazol e-1(r) vagi nal cream
of KV Pharnmaceutical Co., St Louis, MO [0126] A _
[0R i vedycauypasdionf of thr ineation toap @cﬂdl@@lﬁg@ﬁtt@pwaﬂy to external
S“l&%‘{}g nkﬁgﬂ%l?ao%n%gé(rgﬁpsplroundég%% ggsz I if Sekl% prﬂ a&cﬂ[non or alternatweiy, the
copbditicubar beyadmid]sspas Rinkeagplyl datope eﬂib@ﬂzkﬂdn@dhé!\téthp@mon is a
unit dosage, anount of the conposition, is an
vagipplgasaneard Bradpraisierddatwemally 1p7 ynif deges g81oun0# defined above
toﬁk}g ha LA i he formof a vagi nal cream can be
% y Known bat ch or continuous processes for
[OmﬂéparAmgigpiahlcmneuf ltlteainvemt&mmrl ¥es admindstapdrtd ngntact a mucosal

onve onal . emu| si ons, ear farce is plied to the
surg ‘fagzaqg)l/czag@ fmgans, or examfg)le of an apphi cator that is opuonally pre-

filled w;th a single unit dosage amount of the cream. With the patient in a supine position,
the tip of the applicator can be gently inserted high in the vagina, for example in the
posterior vaginal fornix, and the cream can be released through the tip by pushing on a
plunger of the applicator.

[0131]  The invention provides a method for treating a condition of the vulvovaginal
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m xer, honogeni zer, mll, inpingenent surface,

ul trasound, shaking or vibration. However, unlike
weanvemsdonal enul sions, water-in-oil enul si oNBCTHUS20NE062660

i nvention should normally be prepared using m xing

shear at a relatively low level to prevent destruction

f t | sion b . [0128 . .
sy R ST 8 S PSS R Ao bR T o s st i
inc{i@:e[t&?. PTRP ANHEH08 CRARPI LS Vadphifistering Ph CilarPatsfficHlr @6@pSsition as

he internal phase i's added to the external phase
desomibeé herieiti thg viuty eyaginalrsaufaes; fongrempte oyaginal suicpsah patace.

ixer until..a stable emulsiQn is [ it P .
PR E AR et LafBeet e BoGne g shl e mcluding
dybRirat i alvandiav af¢ Ogiltat OéstiblietieRhdb@8, cbmpasdsy piioilistering a

conti nuous process, the external phase is, introduced )
phprmaseuticebpempRidien 5 deseribybiiereis ip @ sl vaeisrl pufaceye g4 topically
i i e t 0 _ :
o STREHD sl S SHERE R RHRL s HKLON Shrvainly,
whelen tisd s foatientss s ihetfirsdhndedcdridratigh agdnes (adah emlgésic, muscle
the m xer in proper proportion as the.inpellers rotate
relpgpns G PYCSIe LoF (S XPB CciRsBNENtTE (PHAB HFRemRgulator, for example
iHBHh 2! Gt EQRpes WM ¥RTc, nfilseW relaxant
d rat eﬁ%r%?%ﬁgﬁf bg:ﬁiaﬁg'nm}(l?%&ciégnber Iémgl ° m x?lngges%;eed Sc anre et oF
anksthaidjang thedsetandoggennianeprises fimtinonnamadvieeosi ty of the

OB 5 0 bR SR E 3 e B AT B e
B WAYE i 3BGH Bl confpribl AdHmtdithed! SiagmateusiiiNbonlpdsi@idd] fok @Rample a
or alternatively, the conmposition can be adm ni stered

vaginek ervaryiceaiposition.esodrscidbadortireinrie 2 b vesinpogirfacenior §xample a
a. inal .cream angl | dm ni ster. [.nt icnal |y
o g AL 0t T B PGE R, B IR0 e

anfbg@sal agetifsacie as cRARR)ych, vagionidazeleaam phartaeeutically acceptable
i nvention can be adm nistered to contact a nucosal

salf ugrF geter thereade apdgrsnadlie cagandy agivenpeant  anf gptigngHppgent such as
. . ) oF e

g L SEARCLARAL S CBRROSL e BAE (O Bt co

algoddel gad fornreatisyipbavengasg icondition aeng fromahich leinfection.

licator can b ently inserted._high, in, the vagina,.
OFE e ifhout Peing RedEbly theetih s eH%ﬁe%f‘fla?’fﬁh?aﬁpaﬁl&ge'tf%&ﬁveﬂesS of
th%{lﬁaﬁ?)& a&fiwkét%ha& %eéeﬁfgaﬁ BN O GifRrdnbiRl RYeaBd $PiROatbadterial and

unger o e app ator. [0131] The invention
anfifimgald @gerds. meThe darftibacteridangany dlustadvaly onindémyéie phosphate or

et g B Dl 1o 2B AET PG BB o RimeAL GRS providing
cfEBEVATBNRY of IRP bhi&Sal a@lg}', G &HREANS vagRhBS, TREeUb.C Release of the
conposi tion as described herein to a vul vovagi nal

angifimigalc egeftorillustentively  Suipagnazale miltdsals supdimed pongpat later,
rSRABRCSAT I oL el D L B s
poplRtivh ivalcoMSdtherulidet bus YPSH siBoval Offfifel s terial infection. Such an
exg?orgo?ll csaglearrilsg %‘o?n an existing mixed bacterial/fungal infection, from small fungal
colonies present in the vulvovaginal area, or as a de novo fungal infection after elimination
of bacterial competition.

[0135] Such a method can involve repeated administration of a unit dosage amount of
the composition until a clinically acceptable response is obtained; however, it is an

advantage of at least those compositions of the invention having bicadhesive and sustained
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phar maceuti cal conposition as described herein to a

vul vovagi nal surface, e g., topically to external
waof/atsel of the vul va and/ or to surroundi ng aPEEES2906/062660

skin, or intravaginally, wherein the conposition has

as the first and second active agents (a) an

rel?%]sg o‘% eﬁféés gllé a(cg’fncg ? a%ﬁa%‘ie gﬁgﬁgtsg 8t :pgt}en é)?()%ﬁ%%%ﬂﬁ a single
adgiififeniydr avaehodTWdeed lysibfie ddnfisistraganis GOOpit idvesge amount
the anal gesic, nuscle relaxant or anesthetic and the,
Pf%‘é@‘%ﬁrﬂjdﬁg@lﬂﬁ’ B@G?Péﬁlbl% ESPOIE 15 AHOMSADYRRRE oPDC flosedg]cups therapy,
bufl lt%gfegé) trﬁl?ng ’ﬂ)k(xgger %%hﬁldtfhg (%s%ﬁt %({)ﬁ‘r(r%?ltdggsnn&%ecessanly
m@drﬂ)fﬂﬂi oF peimgheat phrasvahofuld aebctvanposid icorperthaent relief from all
exanpl e a vagi nal cream conposition, as descri bed
SYREF® to a vul vovagi nal surface f or exanpl e a vagi nal
0sa , n E0HPOS ik OReBRS 88 bd§lustrativel
loyyﬁst %c??@%aggéﬁ%agﬂﬁgn¥% gte@?al agen?.sugh as HSHATEY
evnhnuddnynwmgnnnepﬁﬁwddhmhsg@uwampharnaceut|caIIy
table.salt. o ster..t.h f, .and as, the second
SolDvercagiation o A ‘f%uun@lg}wai RSl e JPpE S 4oBpY vaginal
or a pﬂ‘i@éﬁ’é@g‘ee%gﬁ@ ¥l agcepiabl @neabdllsobn &8l 8hount, and negatwe
thereof. Such a met f‘]jod can al so be used for treati g

secondwhiffE desti asideseried by dgnse Q’rﬁl sti@B3)aAn. df Metdi Th

4] t ho & bei, 1. bo nd h
D) T herupdoraterfdst il dndd st 9@%%@%%%%38%5%egem e al.
at | ea§1t99ﬂ)1malﬁﬁ Mfcﬂmntih@ d@f@enfmﬁl al rel ease of the
anti bacterial and antifungal agents. The anti bacteri al
agéit , 2 inhysisian &t negafiye @nsweakdy Biendpmtebhaney@y opinion, does the
nmet r on I el ease
t han th%ﬁéﬁ%ﬁgu@ 1@6&&ﬂ££ﬁk§%@§gﬁﬁ9 C%?é@?%@gﬁcontro
[0187]t helrband ernbaﬂx,m@si,ga th@apaiﬂtle rtﬁéﬂhad \mglgnalwaer in-oil bioadhesive
i nfection. Release of the antlfungal a

comppgEpR &f iRfeIny RPN LS &Y Aistrel admj trﬁﬁ%l mt Zgge” rate at least

suﬁﬁﬁr;ﬁit’ﬁlh :] g%g@ggelu rQ\YiPQd B? Sﬁg%t@%d Ysouf qupE)H!:atﬁaﬁg of a conventional

vaginbl crams copppsitian,i niadtiag tkao&mhnt mﬁlbwﬂwé emé @nufung@(ﬁgents at the
renmoval  of the, bacterial Egct on. h an ex

Sa‘E‘Sr‘?O%“rCPEr%“‘P‘r%?ﬁp%ﬁo’ﬁli’(‘?sétf‘?% 5{138“%% F&P‘FF?JH %ﬂ‘e week.

[um] ect Aoﬁiethf)& QIUERIvVent 4] Ger SR KIRNTIRS afd 88 acfivd Bents are an
vul'vovagi nal area, or as a de novo fungal infection

antibacteriab idrantifings respegsinelic chmbe seerhlor tepiorent pb%yombmaﬂw of

ba&%ﬁp{rﬂ %cg‘;\ggag%%%fong;/}?rg%eglt gg %SIU?VOVﬁglﬂ.'Ql sy{s{e%tl %%lu%mg without
lingikdtidhGafetiond GeRPtiagl e response is obtained; however,

it is an advantage of at | east those conposi tions of

t héa)i nivagh innse t@amcﬁ@ﬂmy(@aﬁh@pw Wrfdansiict %mq @%ﬂ:ﬂ@%@%@ or more

proper ] y~a i
0 00 A MRS S A oBONARe) sk
met hodCwhaar@inung, Simahslopsigiand St trapicolts, of waidinthe most common is
dosage an}lgunt _pravi des a cli ni cally acceptable
r espon§e®PEABHEEA known as a "one dose to cure"
t hSES)aPUacta Cbﬁuﬁ%ﬂé}} Qgriéi OPYH qn&lh@ihﬁto?l@ ok %dﬁ: of Bacteroides
cure" 1n the presént con ext s not Recessarily
spp., Gardnerella vaginalis, Mobzluncus spp., Mycoplasma hominis and

_Peptostreptococcus spp., most commonly with G. vaginalis predominating.
[0139] A further list of bacterial species identified in women with BV has been
reported by Fredricks et al. (2005), N. Engl. J. Med. 353:1899-1911, incorporated herein
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mean total or permanent renoval of the infection or

total or permanent relief fromall synptons. [0136] A
w@tionorabl y accept abl e response or "cure" her ePCI/USA065@52660

illustratively evidenced by one or nore of the

follomﬁng outcones: (a) resolution of all four

bvgreBE b RSP HER D BF ot O P T 8% on e
[Og@? }(@nd n?gat | V?}lzca}\}é}&s cp;czt:[e f{qézﬁ%?e g%?ﬁagra ei{kéy %e[ference into this

Em%ﬁ@ﬁﬁnnfﬂwgﬁnﬁﬁ%;graﬁ1Staln interpretation nmethod of
(1991), J. din. Mcrobiol. 29:297-301;

lafﬂg ( cYhe vordssi mnwﬂsg”,n“@gmi\?@ amedEponaRrisng yadstheotmterpreted
our. opj ni on s the patient require additiona
1n?g%g¥%g%¥mg% %fat thlg ti me?" [8137] In one
enbodi nent, a therapeutlc nmet hod using a water-in-oi
bi oadhesi ve conposition of the invention provides, by
a single admnistration, a "cure" rate at | east
substantially equal to that provided by about 3 to
about 7 applications of a conventional vaginal cream
conmposition, containing the sane antibacterial and
antifungal agents at the sane concentration as the
conposition of the invention, in the course of one
week. [0138] A nethod of the invention, wherein the
first and second active agents are an anti bacteria
and antifungal respectively, can be used for treatnent
of any conbi nati on of bacterial and fungal infections
present in the vul vovagi nal system including wthout
[imtation infections involving: (a) fungi, nore
particul arly yeasts, especially Candida spp. including
one or nore of C. albicans, C dubliniensis, C
gl abrata, C. kefyr, C. krusei, C lusitaniae, C
neof ormans, C. parasilopsis and C tropicalis, of which
the nost comon is C. al bicans; and (b) bacteria,
comonly a variety of species including one or nore of
Bact eroi des spp., Gardnerella vaginalis, Mobiluncus
spp., Mcoplasma hom nis and Peptostreptococcus spp.
nost commonly with G vaginalis predom nating. [0139]
A further list of bacterial species identified in
wonen with BV has been reported by Fredricks et a
(2005), N. Engl. J . Med. 353:1 899-1 9 1 1,
I ncor porated hereinby reference but not admtted to be
prior art to the present invention. [0140] Al patents
and publications cited herein are incorporated by
reference into this application in their entirety.
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[0141] The words "conprise", "conprises", and
“conprising" are to be interpreted inclusively rather

wa anomsel usi vel y. WHAT IS CLAIMED IS 1. A PCT/US2006/062660

W

1.

10.

1.

pharmaceuti cal conposition conprising a first active
agent and a second active agent, the conposition (i)

'Tpfsiéiﬂﬁ\dﬁDCI%nponent adapt ed for bioadhesion to a
vul'vovagi nal” surface, and (ii) providing differenti al

{ ne Biute e SotnalBiol Yhimisiet B aRtie 3551 P Lot active
t hagent StheUdsiRiton! G cdBhaygd o &%ﬁﬁﬂgﬁda&bteﬁnﬁéﬁpﬁ&ﬂh%ion to a

relative to the release profile of the first active :
ag&nvovaginaf tserfaerapod i(t) orovedingCidifarential weleaseiod thhective agents at

vul vgvagi nal rfage to ich the co sition, is g
2SR AR wRHSHREE, ol lve GBal TR A it gt hat i
3. sitheanciolpasluiddextehddd & imvditedRitiOt o tHerelease profile of the first
differential release of the active agents is

suB&t&rgralt |y as shown in Figure 1. 4. The conposition

of Claiml1, wherein the differential release of the

- actlhe ecoapponitioni ef Uit dntwhartip the sulyaraginl Riuglace t2. which the

. ® i i . H \m . h
o PR B0 bie i p B Aol e

L A RN M S S R

ackipsendaRPisSshodniHPahanti al |y as shown in Figure 4.
7. The conposition of" Claim1, having at |east one

oty BAPATIbTOELRA, EAIREARNE SRR oG, bl Bl peonss i

e vulvovagl na
susiztatiaBy aslthewaampagird 2on of Caim7 that is in a
formof a vaginal cream 9. The conposition of Claim

7, Thbes@posifibieof Cladh 13c¥Heven Agediffet<htipl @Rese oRMeld¢til® agents is

substantially contained in the external phase and the
sedyitntally sshayade Figwrgdedomi nant |y to substantially
contained in the internal phase. 10. The conposition

- of Tl gpmpgsitigthef €laimt I evifergin theadififerotiohnglcast pf/heagtint ggents is

ar ‘e inant|y.te.substantially contained in the
[ n?%tfsngg%%%ss%l?“%ﬁ%%ﬁurl%g active agent being present

 polPeaoRm Lo E ol dRv T rert g b P AU IS GalfEoa Argpe and o

f oramanRMteRial Qa8 PURIHEEk 8AREnANY Blthd Mivéx_%lfgﬁﬁﬁ Surface.
over a relatively long peri od 11. The conposition of

. d ?h@bcﬂtggos C(gi@aiﬁg@ | t ARR1A 6t LPR vEAnd NMagl nal

mucosa urrta t rst active agent has a rel ease

. peﬂ‘lé’ %O@Bsglaﬁ io@%i?%l? Z?tb gﬁ%&%h Lﬂ% rﬁ@td. %%vt% lh%;eg{e] gs 5 lﬁ%%%l%inamiy to

for abo ours ays, a
actubsentgi®ntcontained in the external phase and the second active agent is

predominantly to substantially contained in the internal phase.

The composition of Claim 7, wherein the first and second active agents are
predominantly to substantially contained in the internal phase, the first éctive agent
being present in a form adapted for release over a relatively short period and the
second active agent being present in a form adapted for delayed release and/or for

release over a relatively long period.

The composition of Claim 10, wherein, upon application to a vaginal mucosal

surface, the first active agent has a release period that begins substantially
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has a rel ease period that begins substantially

i mredi ately to about 5 days after application and
wenromies until about 1 to about 7 days afterP@HES2906062660

of the release period of the first active agent. 12.

The conpositi on of Claim 10, wherein at | east the

secon%d%gel ud thqur Al ? Rk, GHORSELLS %tgea YdcBd Bctive agent

subst’ arger particle size than the 17 rst

acthas/a ﬁm@é perl@d tHad Ebeg I PRGE bl yofmGbdibielyl B abhigr Eidays after
the first active agent is substantially solubilized_ in

t haPplfatipm and saiiuies dpdl ahowt 4 de ghautat flax,seafg?@ébﬁ endsof the release
? ﬁ&??fﬁhlﬁ;lst a&iwé?h‘m ate form suspended in the
e

rna ase e conposition of Caiml0,

eniég SR SE g A 4, AEIRGQRERHHR, abent s

s| pusicuhae foahehBingd £h8asatidly liyer V\ﬁ@@l@ﬁ@ll’%&hdﬂ/@e #Zgantiive agent.
15. The conposition of Caim1l, erein the first and

135€qag dc&ﬁﬁdsﬁ%naG? r@lﬁm@“ﬁ) | RHependantdyt selvechRsl: fik Ofbstantially
the group consisting anti-infectives, anti
i nfsplabitgedin dbe H@tﬁ@laigebatscs andmbft second| asfiamtagent is substantially in

anest he dul ators and
an@wﬁ@aﬁﬁi S TP s LB ASaRAn of e m 1.
elntheflr t.act ent i S an .ant.i bacter.i
AP IOROTEPBOb S ARG e ReCBeCEIRE AGT vt tblsasiparially
' S eﬁ&p@ﬁlﬁieﬁl'iﬁgiabarﬁgle%er thhg r&g‘ﬁs %%@%HWSO!% qgte%@e[@ase of the
16, wherein the antibacterial and/or anti protozoal
ageetond @ntpyd agsst.one or nore conpounds sel ected from
the group consisting of acriflavine, anmpicillin,
15cefltei aansitiomhbbr(aaﬂnhemi wherginc kiteofigati mal dedopd active agents are

clin troni dazol e, razo

or h‘? 8 e@‘HY pﬁéia%f ?PP’I © s §EHPy £Ppigtings p‘;)? ﬁ“’“"es anti-
tetlﬁfﬁfﬂmﬁtbﬂgs Eﬁeﬂééiﬁ%o'rﬁu@m @ﬁ%&@c%ﬂéétﬁﬁcgy hormones, immune
acceptabl e salts and esters thereof. 18. The
compulsiatéroandint@leaplastio8, wherein the antifungal agent

conpri ses one or nore conpounds selected fromthe

16gr dlap compesition nfChlimalt, st tie, filbtitoivengadlie an antibacterial and/or

clotrimzol e, econazole, fluconazole, griseoful vin,
i s8RaRersPY . agpl%tragg 31%%%@@ aglixe SEIR A8 BUIREBLIERD| e

nystatin, oxiconazole, polynyxin B, ravuconazole,
17s aE@ﬁ commeetien of &rleige é@ra‘ibq’fém haebhresaios and/er prigptozoal agent

0 h ’gch ngﬁ&%%% %}( 1or E&ﬁg{lﬁég g&g(étgc? E‘ljoﬁlotg@é%u c%ﬂ%ﬁtmrgeof acriflavine,

ceuticall'y acce S ‘an
19am@1o11a1@i peftriadiong cebian@hynisyls chlorqamdddl s chglahhein, iodoquinol,

0Si § of ,Claim8 an appl i cat.gr.20. The
dePIes2p a§§l§¢ éwaw‘eﬁea.%m%gzoqem@eﬁwwﬁ@ afsnidazeler spiamycin,

di %&P&%ﬁ@ f3; tirkd 0]31291 ah’}{é‘ffe’ﬁti g%}ﬂébi%a%s%&gst ers thereof,

wherei n the app I cat IS pre a unit ose
18. The composition of Claim 16, wherein the antlfungal agent comprises one or more

compounds selected from the group consisting of atovaquone, butoconazole,
clotrimazole, econazole, fluconazole, griseofulvin, isoconazole, itraconazole,
ketoconazole, miconazeole, nystatin, oxiconazole, polymyxin B, ravuconazole,
saperconazole, sertaconazole, sulconazole, terbinafine, terconazole, tioconazole,

voriconazole and pharmaceutically acceptable salts and esters thereof.

19. A vaginal drug delivery system comprising the composition of Claim 8 and an

applicator.
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amount of the conposition. 22. The delivery system of
Caim 21 wherein the unit dose anobunt of the

wWEwpom3ei on i s about 1 to about 10 g. 23. ThePUEUS2006/§62660
systemof Claim 21, wherein the unit dose anount of
the conposition is about 3 to about 6 g. 24. Use of a

h ' [-t1lg0 ] : I eri al
B R e A N
odi oot e vaqi ) .
21T ERERy b R fOTCRUR L7 bEBRI B 3R GHAMed yith a unit dose
baetmeuntadf ikaginngsitnand vul vovagi nal candi di asi s
i nfection; wherein the conposition conprises a
22c0MpeaeliNery Basterh 51 Diadadheshmein Be Sait dosth@me of @Bomposition is
wherein the antifungal agent exhibits a rel ease
pr 8beutd tplgheutil§ gsubst antial |y del ayed and/ or
substantially extended relative to the rel ease profile
230f Thidelavery bystane pf Glaim@énwhei2h thd keit dewe afoudt af the 2dmposition is

wherein .the vul vovagi nal surface to which the
ﬁ%‘&ggtf)gﬁoq“g &dni nistered is a vagi nal nucosal

surface., 26. The use of Claim?25, wherein the .
24¢ oﬁ%s e di?farfgaca?\v%g i SOHIPOSIGR nf MR ISINg, AR raniBacterial | aggat and an
OngniQRLIReLHah g%féf)taﬁxﬁeﬁlof Qtﬁmaﬁgé% i ahﬁﬁﬂgtré?fgﬁtt% 8 vulvovaginal

i polrdal extern phase that 1s bl oadhesive t

vaginfae totreatsabacsual sagnosdyor diméxeddmcofialGraginmsBeind vulvovaginal

AnSUEarT dplErIu: BLHEBy e CRRPRUBEbSBIESEY FaPoa that is
r esRRABRivel® slilluHae, %ﬁldQVHérmnzﬁml%mﬁﬁ@éa[‘ abff SiMlsCa release

dosage anmount is about 1 to about .
profile that is substantially delayed and/or substantially extended relative to the

release profile of the antibacterial agent.

25, The use of Claim 24, wherein the vulvovaginal surface to which the composition is

administered is a vaginal mucosal surface.

26. The use of Claim 25, wherein the composition is a vaginal cream that comprises at
least one nonlipoidal internal phase and at least one lipoidal external phase that is

bioadhesive to the vaginal mucosal surface.

27. The use of Claim 26 wherein the composition is applied in a single dosage amount

effective to provide an acceptable clinical response.

28. The use of Claim 28, wherein the single dosage amount is about 1 to about 10 g.
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