ANTI - VAG NI TI' S COVWPOSI TI ONS Thi s i nvention concerns
novel pharmaceutical conpositions for conbating

w@eios@sRR7@nd/ or secondary - vagi nal i nfecti onsPCT/GB2004/003972

10

15

20

25

30

35

particular, the invention is concerned with the
treatment of m xed vaginal infections, e.g. the
treatnent of acute and recurrent vul vovagi na
candi di asi s, bacterial vaginosis, trichonona
vaginitis and/or their causative agents. Vaginitis is

nost often caused by infection wth Candi da al bi cans,
Tri chononas vagindﬂ%5Lﬁﬂﬁﬁﬁiaﬁﬁiéﬂﬂﬁﬂgiﬂﬁﬁﬂﬂ%er si ngl y
or m xed. Certain derivatives of imdazole and
n|tr0|n1dazole are known to have ant

ot batars ikt KO0 oR Sl BT iR ceuricat o
of t epmpised tons réat emmhatnnglprnmsryExa@p¢Esse¢os@@hy

(“L%%%i%%zoﬁg %% 0|e Q%Ei Q%e @ﬂg invention is

metr % ornu ated for either oral
or @@@¢@ame@dw1ﬁhs¥h%t 6ﬁa¥@e@t of pEssdrvesinghgi na

tabiﬁféctféﬁénse &1 Cehe . L ACRehY PES @éuﬂéugﬁduﬁédurﬁent
treat tions include, njtrofurfur

derTVATPUEITARA GAITOUL ahe! bPBTH Bt A bolBBLror bhe for
toptzﬁthaﬂnhmlsVaginnn;spand/oulahéyrpeseaatese agents.

wi del 'y k{?&@@?fﬁﬁs%sdmégﬁ Leeahi 9u¥é‘§'8 1hEE8EEan%1th

Such conmpo 1 ons contaln on a single active
i ngFeuddéde, aébgcaﬁﬁtrEﬁFGHQEPéaSh8ﬁ5%€ﬁ1#HOQ€ Gardnerella

Congﬁ'néﬂghé%DsQﬁgﬂ?réraﬁik&é lnGéﬁﬂhEﬁtaeﬂieatlves of
geng raé%gPionS| ered nore . sui ﬁable f t he trﬁatne

of M feRPfoREETIOPI ERFC 8rﬁﬁFa€F8W§ fiRi BRVE @nti-

confahgah, canbinbhbtoardblashilyes anti-pootexaspl ectivity
desghibefl! B-V0,94444025 20datnelilflecRbLIBhEONS BRHGD1 oo

as ne roni dazol e and _m conazole nitrafe . Despite th g
goodfastrhi eyugs LRE3BALOMAGPARRBAS pFé@EﬁﬂW?ZB§§daP

treﬁét%@ﬁhﬁb&b§eaWHlbﬁ|ﬁb?dbéoﬁdkmumaSedtheteeSthbk oral or
exi sts . a g for natlvefornulatlons

paergapg Plpﬁs PEh(Eaﬁ pﬁgvpgssarlegv vaginal

tablets, creams, etc.). Other types of drugs used in
treating vaginal infections include nitrofurfuryl
derivatives and various antibiotics.

‘ Compositions for topical administration,
particularly pessaries, are widely known and used for
treating vaginal infectionsg. Such compositions may
contain only a single active ingredient, e.g.
metronidazole, however those containing two or more
active ingredients are generally considered more
suitable for the treatment of mixed infections. Topical
formulations which contain a combination of actives are,
for example, described in WO 97/44032 and include
combinationg such as metronidazole and miconazole
nitrate.

Despite the good activity of those formulations
presently used to treat vaginitis and related

conditions, there still exists a need for alternative



a broader spectrum of activity against all the conmon
types of vaginal infection. W have now devel oped
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in particular formul ati ons whi ch exhi bit an enhanced
ant i-vaginitis effect over thoge-conventionally used.
The invention thus provides a pharnaceuti cal

Congesintuleit ifears ,t api @ﬁrt&dﬁﬁl@ﬁtﬂoai Qb O R 4 & rl:gar?tprova_de

| east ,Qne triazo nd . act.i.ve agai nst Cand|
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i s &owies odaMagiaetli \nelfaagmm ol érawmmam@ieveloped

al blﬁg;i%v@@c@ A AP Fcfitn 11t SGD A ORI, Al ] 8P Seeq,
addi ica e

one tional "anti -vaginitis ne

conpds PALSA AHeW Fammmladdoms mhdsth exdifrditazel enhanced

conpaitid vaetinde iagaiffectCandirda naldl %@@en%lf&?ally used.
non- al bi rés Candl da s cies are how th atgrht to mak e

up as nu | PrgredSSods megeutical

pr efc@rﬂp@@ltthain sfmh twnmﬂn @slrr&hmﬁtukaalm kengifiedy et
agah Bgk ralnledsl; ;0N9 %%m@%ghﬁa%%tg%%dl%%fﬁg%”é%n -HL
advant age of fornul atl ons~contai ning su cOmpounds

t haB-LoRHESE Sar @refrgabilye atn lepsit oag & usihd siompange! O\ﬂIlCh is

| nf adtﬂuaas:nmg@r @|CQS_Sfe0fagbt1@1|sﬁ: SRS 3t YR rRISMS 21bicans

dd' da speci es corm% associ, %;ﬁd tvvl t h vagi nal
|nf ec ons PREICUGE ‘ camdicfy thnan Gitddeast one
par apdiltéongl Gatdi-dagtindpiicakieslicGarditda | usi t ani ae,

Candi da bh%s%bmpg%ﬁ@'%e gﬂ%&i@hgg%ﬁﬁd%ngtcﬁggb%aone

neof or mans and sire he triazole

shotiFd2Be18c COPPCRGH RSt 18Re 28R 1REIe Condikies élléipte,i@n@s
in addbblantalb&bahbtmﬁ@da@bl%p%ﬁlé@ab&%tnG%n@%%%ght to

b The t I e_used in

o PheaoygThe Waeaie sperpevndny beveed T (15"
accepeéblrgedalthatf sucoxamppbeunde shbuite alsBxarplegscoft ive
sui bghkastr hazakgcoppRUAdS - %leHéﬁs'%ah%ﬁdE”%%%EH%% The

I ncl Hde terconazol e, itraconazol
vantage of formulations contalnlng such compounds is

that these are effective in treating a wider range of
infections regardless of their causative agents. Other
Candida species commonly associated with vaginal
infections include Candida Galbrata, Candida
parapsilosis, Candida tropicalis, Candida lusitaniae,
Candida krusei, Candida dubliniensis and Candida
neoformans and it is desired that the triazole agent
should be active against one or more of these species,
in addition to exhibiting activity against Candida
albicans.

The triazole compound may be used in the form of
the free base or as a pharmaceutically acceptable salt,
for example the nitrate.

Examples of suitable triazole compounds for use in
the invention include terconazole, itraconazole,
fluconazole, voriconazole and ravuconazole. Of these,

terconazole is preferred. It has a particularly broad



fluconazol e, voriconazole and ravuconazole . O these,
terconazole is preferred. It has a particularly

whe@atspect rum of activity and has been shown POI/G82004/003972

effective against Candida al bi cans, Candi da gl abrat a,

Candi da parapsilosis, Candida trépicalis, Candida
pseudotropicalis , Candida stellatoidea and Candi da

| usi EBAFREUNTefcenadotieyhaadt hesf bethepnaguartage Lhabct ive

h u ct |IIus croor gani sns
&h:iﬁgggﬁﬁ?ogﬁgagga §lgealfahg} vggl afles glrhratre Gaadsta

a sebBRAPEALPSHEgi FrEdd daedironieal iaccoadingat 0 t he
i nventeadoslkspipaoYkdessfa% g8 QEQ@%'&%BSQ Q}éﬁ‘ gﬁgﬂﬁda

5 act | %ugytaggagii iﬁfg-l nal inf ect I ons

e any FaBRE°tBr hedpreal fuppherasdvantage that
the theatdens 0btvRglbi tbsfulyphesbbicilihi;s Whkloor

rial _or antij protozo%fl:rllsms
O B s s E SRR

presence %]Fe ause c‘éﬁ dangdfenrdemtt brvagibi tas | 0ed0fament

nEd'iéwmfmﬁﬂ@ctbV@héQﬁhﬁ@ﬁt£€%ﬂ%%§b %%&f@gsa g/.of broader
Trlco nas vagi nal i s. and/ or . Gar dner

part| cucf ar1y Pr eFer+BHCY Fred Erste dvasimas ammtlcpms This
accorefhinoEnant tmayebé naeptaganaruihasee Cﬁgﬁprﬁédé:[](ga?t

s ,herein descrijb
ltggfg h%n&végi%oilfe %mtg#ngegcaﬁ & Valyi TRIYS kdli cafgptcally,

sel ddtied ko Q}Fﬂ@l@%mtw@mam aft e dtod 4o ngr antl_
agentisit dita Bl rd 1Al o RO Wshi {1tk BALY C#'t%{ The

an anti - pr ot ozoa

anti aI Ny dazol e;
> pre elfrea v a ¢ ’H%\)%‘?ijgl%drt%tarﬂﬁ ?ﬂrﬁhlémoramf

ant |mﬁ@tcam%1t%aamvey agﬁilglsta a’uﬁdmammlc&a%zs anh ()
an anticibardeld dla2aebt s Al ol Ugal, compunds

suitable for uselntwelnve .a sl? 1s
gri SEFHMWRT I RERfierresbl ynixin B, ter bi nafin and

at ovaquomdﬂ&m&f@ormﬁra%fﬁﬂse%ﬁ%tdc&l&égﬁ S A e
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compound as herein described, together with at least one
anti-vaginitis medicament selected from the group
consisting of the following agents:

(a) an anti-fungal compound, in particular an
anti-fungal imidazole;

(b) an anti-protozoal compound, preferably a
compound having both anti-protozoal and antibacterial
-activity, e.g. a nitroimidazole; and

(c) an anti-bacterial agent.

Anti-fungal compounds suitable for use in the
invention include griseofulvin, nystatin, polymixin B,
terbinafin and atovaquone (Meprone). Preferred anti-
fungals are the imidazoles and pharmaceutically
acceptable salts thereof. Suitable fungicidally active
imidazole compounds include those active against Candida
albicans such as tioconazole, butoconazole, miconazole

(e.g. miconazole nitrate), ketoconazole, clotrimazole,



acceptable salts thereof. Suitable fungicidally active
i m dazol e conpounds i nclude those active agai nst

w@a0vdiogie7@l bi cans such as ti oconazol e, but oconBZbDiGB2004/003972
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m conazol e (e.g. mconazole nitrate), ketoconazol e,
clotrimazol e, i soconazol e, seperéonazol e, econazol e,
oxi conazol e and sul conazole. Particularly preferred

f or igseonazbhe, |%é%%&b%&a%b@etléégﬁaégﬂ% 06 con zole and
but oconazol e $§e agpﬂ al_so bg use ah

£ or RO PORRERl e onabRat bt Cailby PEBERE SR Gosares, Linthe
|-panembabnageatslb@bnazelenokhbutb@&ﬁhh@&elnch%@%e agents

Paf&ﬁ?”&iba LB Eéééuahﬁt%g l-N3cox) @ Let %%%%%%%ﬁlF&lly

Pretfefred anti-protozoal's are hose
be &EFPPERYSI 3L tHri chonpnas vaglnalls . Particularly

preferreﬁnamtprbtbgaaqoa@énﬂgugéraﬁgetmﬁsgh@hhﬁﬂeﬂkﬁgn
have aEtl-b cter al acti rticul ar agai nst

a
Car GREPHFPA CEFORRAY GLRer DR RGYEAL. (BbABRECHS c8dei ng
vaghettriegyrelyg. amadéealred battepiratogoallp BrandhBse which

str 0 siyanglo o] usi ot her primar
R R e R o s e P M
SU|PQEFéCHﬁﬁrlpr§?§§éaﬁdagéﬁﬁstrhehgmenaﬂnddagelere those

met wAntHazokse, h@ﬁ@lQQEQLQac§§§ﬂh§aé@E§v§B9 Nk AOLazekey1ar
Ti ni.dazol refe red. TheSe agents_ nay

arti arly
als%g%énﬁgegaF Fﬁgiﬁarﬁpo fhef eﬁhﬁ?ﬁﬁ@@ﬁ??cﬁﬁ??ble of
acceptiabhg sapisitIhe anti - baeteobat bgeverfer yseupNB and

t hepl pyentignoLs pr gk skar/a?' isaeﬁsg&ﬁgcgahélﬁgt ogﬁsrepﬁ-_mary

agai nst rdnere and ogens”capa
cau@FnEGQQQﬁﬁFYlgagéngl/ﬁﬁﬁéFé%lénﬁaétépna gEsaprBes of

andsDishbept 860€cHFoaBELAN E?éﬂ@gfﬂﬁcﬁéfé'FQnQHQ%%le,d
genital I nfectiaons roa

oL .secondary v
spe@?#%ﬁ?éﬁ??%?%ti8gn§ag Zg pPYSHpIRFPEENaRF nimorazole.
cl i Rdabgeralanysupetrulibylbelynprefedre@ herhsset agkats may

antélgécﬁérhéédagﬁnkﬁe'@gkﬁdgfcg QEQU gLﬂQ%éutlcally

di i odoh ydroxqu|no I ne oranp enlc
spi FEAFEFAPLPOSBHAEIN) . Especially preferred

formul at ThasaaecoprdbngriQlt B§ent for use in the invention
is preferably one which is active against Gardnerella sp
and other pathogens capable of causing vaginitis, e.g.
anaerobic bacteria, group B and D streptococcus and/or
pathogens causing other primary or secondary
vaginal/genital infections. Broad spectrum antibiotics
such as pivampicillin or clindamycin may usefully be
included. Other suitable anti-bacterial agents include
chlorquinaldol, diiodohydroxyquinoline, chloramphenicole
and spiramycin (rovamycin).

Especially preferred formulations according to the
invention are those comprising two active medicaments,
i.e. a single triazole compound in combination with one
additional anti-vaginitis medicament (preferably an
anti-fungal or anti-protozoal compound). For example,
these may comprise terconazole (triazole) in combination

with tioconazole, butoconazole, tinidazole,



invention are those conprising two active nmedi canents,
i.e. a single triazole conpound in conbination wth
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an anti -fungal or anti-protozoal conpound) . For
exanpl e, these may conprise terconazole (triazole) in
combi nation with tioconazole, butoconazole, .

t i nimeizobe] detobai clazotel dazol & dazd ei nvdhe; bavest i on

[ j C i the use of _a , i
ot FanP Yy COMEL AR WL b e RS Yoy combination of
ti ni PRI | (ot vFwadabhdaadt i batderdbd ) (anti-protozoal

Commatd st d a0, nore (e. g. thrlee orb fourEJI _

ti ents may al so be used in
Phe. for mitT B HaPeI 3 dotorrd et arntac nasrers| axlebour,
f or mseimptahla tdirgl e ddﬂﬁf@|%&ﬂf‘§'3%&gdép&l?te]§@;%%é%nhin the
an i= ’ b nti-funga m dazo )
ant ?gf%él;%%lgéo%é q’(%egl%paoﬁesa%]ﬁbep ot oZYe may include, for
ni t refARRIEz0l%)sinddfe taxdartle oformimad werdt et iveith San
t hat QAT r et I£0 L I RRAMNAZIL £ .
ti ﬁiaégﬁ g:lmgi.rﬁgl'ling (tf'z?r:}t %qo%lac% I Ve mé |lc%a?r£]eo(rj1]tes) r?ari/d e antl
r eadi4SF st n(s%%i By sl RAaqzapl miter laridagmle) . One
wi | lexdepdred of aructeveraimbfiactars idaldi rt?qr&ﬂﬁsm&ﬂgﬂ e
ft J5di n any. ot her .non-active
2orrp%ﬁfents, trgehe' t&gtoﬁ%glagdaepﬁq%&]f&é)azﬁ%&' I n
gener al , Thfe RuEndidive cfedatdiiey ) amrgs may be readily

t i B is f.r.o 1.t
5. 0% b ?&”&é?’)eg?"’pr CraTo R T Ty gy epen
e. g.onag&YteI%. TREEOHS . Faicdotds® &hies nedrvienicgntthe

us eheidd camemiss aokl HEoRIHO dthe25 Aol a RS AR L the
2500 = o SRR b R s SRR g gl asote
sui E&8BRy 24836580 (R 9 - Thersonendlant mayadienisiesl in amounts
mediogafein S ﬁ@y5b©%p%%s%gﬁgmﬁ,agE%E@Ea%q%u%Eo f0.4 to
frpq{%%S tOW%OW y mglght O Ee%e%a Iy%frler o A)by'
wei ght? 8Yg"eaB8hr 50t 2H°UtTOned#5olke | §erconazole is
convenventieptiyedsed dnpanbsnet HEOHrSA 0 500289 REYS,
pesﬁ@%ﬁe@%%l?”5@V€EabbOp%§§a%%rm%2%ggrgf(%gogn overall
pessary weight of 2500 mg), .more preferably from 50 to
150 mg and suitably about 80 mg.

The second anti-vaginitis medicament (s) may be
present in a total amount of from 0.5 to 10% by weight,
preferably from 1 to 6% by weight, e.g. about 3 wkt.%.
Tinidazole is conveniently used in amounts of from 50 to
500 mg per pessary (in an overall pessary weight of 2500
mg) , more preferably from 100 to 200 mg and suitably
about 150 mg. Tioconazole may be used in similar
amounts, e.g. about 100 mg (in an overall pessary weight
of 2500 mg) .

Particularly preferred combinations of agentsg for
use in the invention are those which demonstrate
enhanced (e.g. synergistic) activity against one or more

causative agents of vaginal infections relative to the



nmy) , more preferably from 100 to 200 ng and suitably
about 150 ng. Ti oconazole may be used in simlar
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wei ght of 2500 ng) . Particularly preferred

conbi nati ons of agents for use itn-he invention are
those which denpnstrate enhanced (e.g. synergistic)
act iudie yoagaiNInOREE whm®rm;aaldﬂ@ ?%jﬁéxgﬁfsm is
vagi f.ec |ons [ ive to theuse of any one of
the‘§§£ﬁ¥£5§3 one’ J§V%é¥%?§ﬁpfslg% dte I THAL IS
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asseeiptad Midfrdda dish it feg %rfrE;a d.on,

compared to the expected additive
i ndPFIRERS &P Hh Gre@cdmted rWlet—lf thhich arseasyfedthet mbined

i NV Eotrimrt st pfcmpai%si frer Heatd: @R RRIBIN ve effect of
desgri by eq_ thec actlve a nt are present in

synerglstlcaly e Ve st ®Rqn this regard,
t he wei gHn raatﬁlkrtdffert risgrsite thenpoveht(isn tthusherovides

secoRdm@NHriVAY Rid e B Qi%@%liilk!e%) 4 L 5 Qﬁ”%ﬁ%‘ | YR8 ¢

in the range of from1:10 to 1:0. prefera
1: 189€E T G185 PESFebdit Si’n?rgASft&ranéY @éxfmtagf@ amounts.
assdai ateic \Metdartd‘;e thge wefi ghite re@i rat |tQ|’ianol%Ctdo\‘n%§)und

her SCr t.hat t.hese are ellev

ovvﬁ tﬁgl%dgsve({% tl %a st EnlE 51“\‘? Iwé&&
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syner gi s% % SN POYRP LAgPaREEEdasISy Weth the use of the

combination of actives herein described is that these
are believed to slow down the development of resistance
against at least one of the active agents present in the
formulations.

A lowering of the dose of one or more of the
actives (either due to the redﬁction in resistance
and/or synergistic action) may advantageously be
achieved using the combinations herein described.

It is particularly advantageous to use one or more
local anaesthetics in the compositions of the invention
in order to alleviate the soreness associated with
vaginitis. Examples of suitable anaesthetice include
aptocaine, bupivacaine, butanilicaine, carticaine,
cinchocaine, clibucaine, ethyl parapiperidinocacetyl-
aminobenzoate, etidocaine, lidocaine (lignocaine) ,
mepivacaine, oxethazaine, prilocaine, pyrrocaine,

ropivacaine, tolycaine, vadocaine, benzocaine, pramoxine



achi eved using the conbi nations herein described. It
is particularly advantageous to use one or nore | ocal

w@ap@emsshedi cs in the conpositions of the i nvent@DGBRIV4/003972
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order to alleviate the soreness associated with

vagi nitis. Exanples of suitable7anaestheti.cs include

apt ocai ne, bupivacai ne, butanilicaine, carticaine,

ci nehocaiinguredd leatan,. etthd anaesthetic may also be used

par api Reld A nQacst vl a%rglr{:qbenzoat e, etidocaine,

| i docai ne I gnocaine) ", mepi vacai ne, oxet hazai ne,
pril ocai A&e pyagade @inmesthwdilvacwinde twwetaimesn amount of

vadecai-ne,. hengeGal gt Pramedeand mgdurgas thereof o

The anaeitqh tic bmay also be used 'n the formof a

sal £PoFY Lih RS Yndy dosaided and amvarsutsed in
of @he Foxr@dodty :w&sf gﬂ?ttekﬁ walgfeerﬁlairy ek leO%nQHaﬁ a{ngﬁﬁit of
anaestyhet inG i r.ef.er idocai.ne and may he used in
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1. OSE.C@/@Sbylt\ﬁeilmﬂl]OCﬁfl@f@%l yoabexarbls)L .Gr-4a salkty
suckeaghitt, s DRI iGRutf ok exaqRl @ L FA QW BY scsthetic
wei ght, .preferably about 2% The use of the o
ana%gtﬁ °E at"t Kt ReEn EeatilEFs iteddia sampastid¢ ions
conpesingi ered lbeicignarldd .t ol erat ed. The conpositions

may be i h r m.Qf. pessary, .gel , cream tanmpon or
f oam con?gfen%ﬁféﬂ%tohlgé%éco |Svéna¥e%’|%cal%’tsﬁgl§. Eoray fah pessary,
t he I€dnpEFFEMaNnS ammics Kive foemmcohta ipéssareomatrioam

A capuepthanals Or eaRase 1Y thE USRilocs 1 RONANAG £orn
0|I¥>gor waxy materials such as |iqui parafofnl n, ite

pet Pol BuRP§racét y1° &"€6fol , water and one or nore
sur f act aht sohveptddned areamebasel Ma®i beemMdlesi, OR.. A

bac WoyB u e nium.chloride is ..
con%gﬁréﬁgﬁggp%géxtog %‘%y(%?&%ﬂ‘ 8a5i §YChe 3Fortmhayid
pesParrésiny hwdd teomptirod cumpess aeyybasd cobotlai mangr and

t hecast byempedi cARERLS ;and eeyp&eaﬁbea%a%%kg%khﬁﬁ iihe

be of a conventional materia or
pessaéﬁs?%%? n%Ybacterlcg%e such as benzalkonium chloride

vagrh
is conveniently present.

When provided in the form of pessaries, these
comprise a pessary base containing the active
medicaments and any local anaesthetics. The pessary
base may be of any conventional material for vaginal
administration such as glycerol/gelatin glyco-gelatin,
macrogols (polyethylene glycols), natural, synthetic or
semisynthetic hard fats, and fractionated palm kernel
oil. Preferred materials are hard fats which congist
mainly of mixtures of the triglyceride esters of the
higher saturated fatty acids along with varying
proportions of mono- and diglycerides. Special grades
may contain additives such as beeswax, lecithin,
polysorbates, ethoxylated fatty alcohols and ethoxylated
partial fatty glycerides. Examples of suitable hard
fats include the range of products sold under the trade

name Witepsol (e.g. Witepsol S55, Witepsol W15) by



adm ni stration such as glycerol/gelatin glyco-gelatin,
macr ogol s (pol yet hyl ene gl ycols), natural, synthetic
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kernel oil . Preferred materials are hard fats which
consist mainly of mxtures of the trigl yceride esters
of the higher saturated fatty acids along wth varying

pr oftimais Mfbetonslansh di hylerd desmd SR8SE abo T agkes
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under th rade .nane tepsol (e.g. epsol S55,

W t epsol %’ﬁ%ﬁarﬁ\g@ h‘&@?sﬁw,f%%o&nwe a

t he . ir 0 er.- based pr cts .
b G e D B e T i o e o B The active

Pr efESFEANED fhd Eemidis miusimslurfcHals i ncl ude a

oMmOnentS. A Lo P OeT G ot e DR TS
conponent.s, and to.provi,de for_continuqus p or

of EREZET v CORPOIETS i aHE T cdddioust awn-imnic

sur feagtfamt améng lserea poatfiennied]. NGM i-dndRy Fsurajac;tﬁir%tsotrinclude
a el I t: - al_t g - iqnic surfactants
a?g%%rlgfée?rfzg.&%ﬁ%%lgpg&l}g{}c%ggggqnﬁc U ésscseﬁs_c S as

| onGOSHA™ 1aUYL sulphear e sestieoms ostioistasryddisuhphate and

| auspidism phatedes9d WilGReS, eabyk &5 @fph%%%%in

SOdIclér t et ﬁgL%ec Ii Sul %r;i te, - sal tst%fs'l ong chain
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corgmde it Stphend BT IR (1.0 XS AL (.

r angiifg U FFoRECBeREYEL 8) kvile Bhags byt chapriigesambel adkyl

br orhde namengehyl Bybndichi ten eh) or tderaABRYRLEE hEtny1

PurLAgLA0L, SISkt | b claeatianr el ohd

sur f act aAmphphekddesyrfeoktaand dghytedel lauryl 1-carboxy
glycine and lecithins such as soya lecithin.

Non-ionic surfactants include glycol and glycerol
esters such as glyceryl monostearate; macrogol esters
and ethers such as cetomacrogol; sorbitan and mannitan
esters such as sorbitan tristearate; and polyoxyethylene
derivatives of such sorbitan esters, for instance
polyoxyethylene (20) sorbitan mono-oleate.

The level of surfactant required in the pessary
formulation will be readily determined by those skilled
in the art and will depend on the specific surfactant
and the nature of the pessary base; conveniently it is
in the range 0.1 to 10 percent by weight, preferably 1
to 5 percent.

One or more wound healing or skin protectant agents
may also be present in the compositions. These may be

selected from demulcents, absorbents and emollients and



esters such as glyceryl nonostearate; macrogol esters
and ethers such as cetomacrogol; sorbitan and nmannitan
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pol yoxyet hyl ene derivatives of such sorbitan esters,
for instance pol yoxyethyl ene (-2@) sorbitan _
nono-ol eate. The | evel of surfactant reqU|red in the
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those skilled 1 n the art
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di ret hi.cone i s also_ believe aci € Theé's
of VRELRet Wéceéﬁpwﬁéﬁ?sC&Pé@ﬁévﬁn@rgﬁﬂésmﬁeOfowdgluﬁtls

thetéaglnalbmu@osaemhéﬁeeéau&ﬁﬁbVQsoEgéﬁb§E5t%fbe a

vagipiti ten ury.t this i's thought to
bega glé%ﬁ |can FggFoﬁn Egghglﬁﬁg%eFBEEFPEﬁC€a%§Fe§Or
f or vegginpadl infitettiposs) . It is al so proposed that the

formul atit@ng sMg8L proposed that the Formulations might

provide for delayed (sustained) release of one or more
of the active agents. This may, for example, be
achieved using any of the methods described in
WO 97/44032, the entire contents of which are
incorporated herein by reference. A preferred system
may Comprise a delayed (sustained) release agent which
provides for continuous delivery of the active
medicament (s) over time. In general, the delayed
(sustained) release of one or more of the active agents
can be expected to affect, preferably reduce, the degree
of systemic absorption of at least one active agent
thereby providing reduction of any systemic side
effect/toxicity profile. Dimethicone is particularly
suitable for use in this regard.

In order to counter the inflammation and itching

associated with vaginitis, it may be beneficial to



provi de for delayed (sustained) release of one or nore
of the active agents. This may, for exanple, be
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97/ 44032, the entire contents of which are
i ncorporated herein by referencé0 A preferred system
may conprise a del ayed (sustained) rel ease agent which
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advant ag sly be included as a fuyrther active
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i ncl TR BFiFphyt 7 Hard Havwdo v i maeier actlidane,
conpranentd )i mmfmcﬁnes&@mﬂdﬁiﬁd@a@f&g&gﬁﬂ% such

as rj Ql. ;.conj ugat e strogens a romestyrien. ,
Ant ?%{?l rug%ldééqeerft s“%srl?gﬁf (§l§eac aO&ﬂIﬂEa i ovidtagyglovir

| ur imgiynea L sggf daal seserdr. | done, brivudine, 1-docosanol,
edOXUdin@oﬂ%@ﬂ%ﬂaﬂﬁﬂ'ﬁidf@ﬁ@gﬂdgé“%iygq§¥¥géEﬁ'venting HIV
troma t/adl ne and val acyclovir may al so be pre ent..

Con\?é’gat iBn A TR G das teapanlid ted prdasitions miay also be

included in the formulations herein described. Examplesg
of such agents include those which disrupt or otherwise
disable HIV, such as surfactants, e.g. menfegol,
benzalkonium chloride, docosanol, C31G (Savvy,
nonoxynol-9, sodium cholate), polybiguanides, sodium
dodecyl sulphate; antibiotics, e.g. gramicidin,
magainins, defensins, protegrins; acidifying agents,
e.g. Buffer Gel, Acidform, Lactobacillus crispatus;
oxidising agents, e.g. chlorhexidine, povidone iodine,
hydrogen peroxide/peroxidase gel; antibodies, e.g. anti-
HIV antibodies; long-chain anionic polymers, e.g.
cellulose acetate phthalate; reverse transcriptase
inhibitors, e.g. UC-781, loviride, tenofovir; agents
which block HIV attachment/fusion, such as long-chain
anionic polymers, e.g. dextrin-2-sulphate, naphtalene
sulphonate polymer (Pro 2000), carrageenan, polystyrene
sulphonate, cellulose sulphate, cellulose acetate



and/or other sexually transmitted infections may also
be included in the fornul ati ons herein descri bed.
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ot herw se disable H'V, such as surfactants, e.qg.
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97/ 44032, nay, used to provide ra and/ or &l e

rel é’é{é@fO@rhlt%Cs fémﬁfﬁ andg EIResthes isr gl ed mmmne
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us'%%r%slo%lch result in differing rates of release of the
anaesthetic, thus providing both immediate and sustained
action. Such compositions can for example contain 0.1-
3.5% (preferably about 2.0%) by weight of lidocaine HCL
and 0.1-3.0% (preferably about 1.5%) by weight of
lidocaine. The total amount of lidocaine and its
hydrochloride is preferably not more than 5% by weight.
The relative amounts of the free base and the salt used
can be varied depending on the nature of the pessary or
cream base, in particular according to the lipophilic
and hydrophilic properties of the base. However, in
general the composition can contain 20-80% of the free
base form of the anaesthetic and 80-20% of the salt
form, on the basis of the total weight of the two forms.

A lidocaine salt such as the hydrochloride can be

included in a pessary base (e.g. a cocoa butter-based



anaesthetic in tw or nore different forns having
different solubilities, for exanple in hydrophobic and
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may, for exanple, be provided in both salt and free
base forms which result in difféking rates of rel ease
of the anaesthetic, thus providing both i medi ate and
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phage,,{Gony (?:fgs%k}’e emulsion of the two phases.

In a preferred embodiment, the pharmaceutical
compositions herein described may contain a bioadhesive
agent, in particular a mucocadhesive agent, to promote
adhesion and thus prolonged contact of the composition
to the mucosa membranes, e.g. the vaginal epithelium.
This has the desired effect of retaining sufficient
amounts of the active agents at the target site for
sufficient time to be effective. For example, the
formulations may remain attached to the epithelial
surfaces for a period of at least about 24 hours. In
some cases, the use of a biocadhesive may also provide
for controlled, e.g. delayed or sustained, release of
the active agents from the formulation which can reduce
the need for frequent administration. Compositions

containing a bioadhesive agent are novel and form a



the hydrophilicity and the pH of the aqueous phase can
be changed to vary the rel ease of |idocaine fromthe
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the release rate profiles of lidgcaine fromthe two
phases so that they conpl enent ch other, resulting
in prolonged rel ease of |idocaine fromthe cream base
contTH R tderemiul &f &h%flft‘fﬁélﬁmphases In a
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Appropriate bioadhesives include, but are not
limited to, poly(carboxylic acid-containing) based
polymers, such as poly(acrylic, maleic, itaconic,
citraconic, hydroxyethyl methacrylic, methoxyethyl
methacrylic, methoxyethoxyethyl methacrylic or
methacrylic) acid which have strong hydrogen-bonding
groups, or derivatives thereof such as salts and esters.
Examples of such polymers include the EUDRAGIT® polymers
available from ROhm GmbH, Germany, in particular the
EUDRAGIT® grades for sustained release which are based
on copolymers of acrylate and methacrylates with
quaternary ammonium groups as functional groups as well
as ethylacrylate methylmethacrylate copolymers with a

neutral ester group. These polymers are insoluble and



1000 to 2000 kDa), water-insoluble cross-linked (e.g.
containing 0.05 to 2% e.g. 0.75 to 1.5% cross-1inker
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hydration) , water- swellable polymers capable of
form ng hydrogen bonds. Preferabky-the bi oadhesives
have a nmucoadhesive force greater than 100, especially
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gum, guar gum, locust bean gum, tragacanth gums, karaya
gum, ghatti gum, cholla gum, psillium seed gum and gum
arabic; clays such as manomorillonite clays, e.g.
Veegum, attapulgite clay; polysaccharides such as
dextran, pectin, amylopectin, agar, carrageenan, mannan
or polygalactonic acid or starches such as hydroxypropyl
starch or carboxymethyl starch; lipophilic formulations
containing polysaccharides, e.g. Orabase (Bristol Myers
Squibb) ; carbohydrates such as polysubstituted with
groups such as sulphate, phosphate, sulphonate or
phosphonate, e.g. sucrose octasulphate; polypeptides
such as casein, gluten, gelatin, fibrin glue; chitosan
(chlofide salt, lactate or glutamate) or carboxymethyl
chitin; glycosaminoglycans such as hyaluronic acid;
metals or water soluble salts of alginic acid such as
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t hereof, e.g. hydroxypropyl nethyl cellul ose-E15 (HPMC
E- 15) or Sodi um car boxymet hyl -c&bl 4l ose-H ( Sodi um
CMC-H) . Optionally, these may be used together wth a
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Sa'%ﬁth%h%%Lr Q%§6¥Qﬁ¥ﬂ|f:ﬁ%lch have preferably been
cross-linked, e.g. using a polyalkenyl polyether, are
employed which have a high molecular weight and are
thixotropic. Appropriate bioadhesives having this form
are available commercially (e.g. from Goodrich) as
Polycarbophil, e.g. Noveon AA-1, Carbomer (Carbopol),
e.g. Carbopol EX165, EX214, 434, 910, 934, 934P, 940,
941, 951, 971, 974P, 980, 981, 1342 and 1382.

Chitosans are a class of preferred mucoadhesives
for use in the invention. In addition to their
bioadhesive properties, these also exhibit antifungal
and antimicrobial effects. Their bioadhesive
properties, due essentially to their molecular weight
and salt type, can be varied by the use of cross-linking
agents, e.g. tripolyphosphate (TPP), dialdehydes,
epichloridrine, etc.
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bi oadhesi ves may al so be cross-linked and may be in
the formof copol yners. Where-pitésent, any cross
-l inking agent should be provided in an anobunt to
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nonaddﬂﬂmmmﬂ(demmMQHWEOSQbT example, plasticizers such
as glycerol, propylene glycol, diethyl phthalate,
dibutyl phthalate, etc., may be added.

Preferred bioadhesives for use in the compositions
of the invention are those which are able to release the
active substances into the vaginal epithelium without
affecting the normal vaginal flora and which cause
minimal irritation. These include polyacrylic
hydrogels, polyvinyl alcohol, hydroxypropyl cellulose,
hydroxypropyl methyl cellulose, xanthan gum and
chitosan.

In situ-gelling mucoadhesive polymer vehicles may
also be used in delivery of the pharmaceutical
compositions herein described. One example of such a
system is based on the use of Polycarbophil as a
mucoadhesive polymer in combination with poloxamers
which are used to confer in situ-gelling



l'inking of a filmform ng hydrophilic polyner (e.g.
PVP) with a short-chain plasticizer (typically PEG
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ends. These hydrogel s make up the Corplex - 100

series. Also suitable for use-as7adhesive hydrogels

are the Corplex - 200 series which are obtained by
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of GMO systems can be controlled by varying the
surface-to-volume ratio, the drug loading, and the water
content and by the addition of salt, glycerin, propylene
glycol or any similar amphiphilic substance of low
molecular weight. One drawback of using a GMO system
based in the cubic phase can be its stiffness. In order
to overcome this problem a solvent can be utilized.
Another approach is the addition of a vegetable or
animal oil. Both approaches can be used successfully
for sustained release of biologically active materials
such as those described herein. The GMO system provides
good adhesion to mucosa and enables controlled release
of the active medicaments from the formulation.
GMO/water liquid crystalline gels may also be suitable
for vaginal delivery of the drugs herein described.
Thermoreversible gels which have a very low

viscosity at ambient temperature (allowing them to be



preferred exanple of such a vehicle is that conprising
Lutrol F127 in conbination with Carbopol 5984.
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to certain polyners in that, in excess water it swells
and forms a physically stabl e-vi8cous gel that is -
capabl e of releasing a dissolved or dispersed active
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treatment, e.g. using glucosyltransferases such as
phosphorylases or a-1,4-a-1,4 glucosyltransferases such
as amylomaltase (AMase). One example of such a product
is AMAZ (available from TNO Nutrition and Food Research,
The Netherlands) .

The ability to control the rate of release of one
or more the active agents from the formulations herein
described is particularly desirable. Controlled release
includes rapid release as well as prolonged or sustained
release. One way in which controlled release may be
achieved is by appropriate selection of a biocadhesive,
for example by selecting a bioadhesive which is capable
of providing delayed (sustained) release of one or more
components of the formulation. Bioadhesive systems

suitable for use in this regard are generally known and



such materials prior to application facilitates an
even distribution on the vagi nal nucosa whilst the
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mucosa by limting its flow Poloxamers such as Lutrol
F12 7 and Lutrol F68 are bl ock t9»poel yners that form
thernoreversible gels and these are particularly
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the formul ation Bi oadhesi ve systens Su
use (FRet RREtiedgPdOREa 1gEAePEP! FOR’WQMYaﬁGd§§§r m@@qeu pE 200

t henar toandumnghddarel Bhpar tegtkdr nahBBarticles). The
structure obtained is typically a function of (1) the
formulation composition; lipids, active ingredients,
surfactants etc.; (2) the production conditions; hot or
cold homogenization; and (3) the interaction between the
various ingredients. One example of such a system is a
matrix composed of Compritol and Poloxamer 188. By
varying the production temperature (from 40-90°C) and
the concentration of Poloxamer (from 0 to 2.5 wt.%) a
series of bi-phasic profiles can be obtained with an
initial burst release of active followed by a prolonged
release. This system is ideal for a vaginal product
since some of each drug is released immediately and the
rest of the actives released over time.

Where at least one of the active agents herein
described is present in salt form, ion exchange systems

based on the interaction between soluble polymers and



pol ymeric bi oadhesives herein described. Such systens
can be adjusted to control the release rate of active
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polymer. A particularly preferred polymer for use in
this regard i s Pol ycarbophil whkeh-is comercially
available fromB . F . Goodrich under the tradenane
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agestishheyetBms comprise liquid or semi-solid adjacent unit

cells having common lipoidal external phases, non-
lipoidal internal phases and emulsifiers. The external
and internal phases of these systems comprise an
emulsion, emulsion/dispersion, double emulsion,
suspension within an emulsion or mixture. Typically,
the active agent or agents will be contained within the
non-lipoidal phases. One example of such a system is
that marketed under the tradename VagiSite® (RV
Pharmaceutical Company, Mo, USA). The VagiSite® gystem
is a high internal phase ratio water-in-oil emulsion
system that exhibits bioadhesive properties to mucosal
tissues. The biphasic system is composed of a drug
laden internal phase and a water-insoluble external
phase. Not only does this system result in less product
leakage from the vagina, but also provides for a

controlled delivery and release of the active drug or



described is present in salt form ion exchange
systens based on the interaction between sol uble
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controlled rel ease. Exanples of such systens include

Car bopol in combination with théhdroitin 6-sul phate or

| ambda carrageenan (see Controll ed Rel ease Society

30t hlriugsu atv vk etdveg sRROCEED N%,iszﬂﬂ&'réﬁﬁ?éd reddd¥ the
exa f. i ' ' y .be used. t ive .
contgl‘r'81 (Ir)r\% I%gg Oafg pro ?rfv chle\rl\dgxggisdg oflbe Y& 6 rf%’r]g therapeutic
act P¥éSatd viemesmgitial ARG barte sddst rintpetbiend WitA ent

6, 3eemdi4arddee contents of which are incorporated

herein by, reference. A yet further exanple of such a
system i ¥§°§ﬁ’ %P&%%@’&rrﬁffi Jere; Yr e Wpdhasive

of &epbinplogiey yeowicde derd idied aast ofﬁ Aredd igpaq{e_yrrer

i za R o TP | eni.gal I. tur at nmonocar.boxyl i c

aci glochn ?&(%t&%glg Vative XY G bed 6 S 60 4 Fuch a
t he CORPILNE tdomt dift $heft Wisisel &ne GY0s o bliotr paratlathers and

her gbn ibly 1h@fier eReRpar@ikekssysers nmoga}@s%.v%bgﬁotap%rties
rel eas n _active agent iin a _controlled manner for an

ext 8 dggj%pgﬁyod ToF BRE™PAGi nde ERPreyyes eifdsemmbaf ithe
US- AlockbEbpoldBerishdegerine des cafibald,Cle .@f.e GMO may be

i nc I d rein f e. systens .
comor T e g o LooT STBRRS ol B vt e
havPREIEERMEH Ficg6gsl Céxeetade (shaseer mowerilddpoifddime .

i nt ar Bal uphases hardtcemys bff Feets canTHer@Hes PR A eved by

i nternal phases of, these syste conpri se an enul sjon,
emul"sFoRPd EpEPSCAA - <d mPﬁﬁéngﬁgFg‘n CopRdyERLSoRnd a

Wi t iierorrrpinilcsiCHe ohawiext uGHMO Typictel lybichehacid Way also
agepl ALeA0SA! $rW Ib18 qaplal BRdou L 0 L9000 0 g

| i poi dal phases. One exanple of such a systém’is th

mar ReéreRagiderl et HELN adeRarereapksi daugr Fellkyse can further

Phabﬁaéghﬁbﬁﬁb G@Uﬁ@@brp&&at@ﬁ@)a-bi@%kv%%béﬁ&%e&fﬁnto a

o5 PP M KBE ARt B PEo6roRANaS oY L6t GRRel es

t o nevopalktticdsuestrile bi phasic systemis conposed of

a drug  The bioadhesives described herein may be prepared
using standard processes and procedures well-known in
the art, although many are available commercially, e.g.
from Goodrich, BDH, Hercules, Dow Chemical Co., KV
Pharmaceutical Co., etc.

The desired concentration range of any particular
biocadhesive present in the formulations of the invention
will depend on the chosen bioadhesive and its desired
effect (i.e. the desired release rate of active or
actives) and can be readily determined by those skilled
in the art. Suitable concentrations may, for example,
fall within the range of 5 to 90% by weight, preferably
5 to 80% by weight, e.g. 5 to 40% by weight.

It will be appreciated from the discussion herein
that the bioadhesive agent may itself comprise the

carrier or excipient in any pharmaceutical formulation



| aden internal phase and a water- insoluble external
phase. Not only does this systemresult in |ess
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a controlled delivery and rel ease of the active drug
ordrugs over several days . Thi32therefore reduces the
number of doses of the product required for

t herrapkethius efdf eﬁ‘tds&?{m%i&rfh&ﬂiﬁéﬁ _ktblin&_siegﬁtor excipient

I npr, [ j e | nations o wo or

nor éﬁ%\oé?jtrﬁgé Bﬂ?%!aedi%s?%/ijt%gec n%ﬁc%eg%e’s herei n desri bed

may be udéw igpunnsitorong figusis: cfesdmweibedy enté oxuiisle for
exanmies tfeatidhd LN PFORtS drhals kai@f% %

bl ock co el mers an s,olgj |ipid nanop r;ﬁ%& . he"
rrucgéa&r‘?é%%\%’ prechetd eI Frayf - F ormigsetprag el
enhamded tiictts anyclofad mdﬁ@dsmﬁ?wmr@iﬁ}fr%ﬁte and
des'ckgﬁq_,.(g\gg.e ined with a Lutr .
bl o%{g copc?lnetn&ujt 0 %&%e ?gaq{gioglraésﬁr%dq?ae‘?teeaf"s]eaollofvagmosm
act@@@-FgﬁééﬂﬂOQ?%NﬁaQﬁﬁkﬁ134rniheﬁe are also considered to
P A e R A G e et e

m Xing.in.speci anount s bl ock .copoly . '

s GRS STHE LG H s & QUM PR . i ser iy el

be osedlds fdoem soldadudmi dfphassh Qfa@a&ﬁﬂ#ed dddtits.  vaginal
nan i Gl ~ P a rug.rel ease can

fur ? %grgckt):%oglé %\%5 % I%lrg 0 :r%%?lacf iDn%tdfﬂ oocq?cpcdb%!%rthe

i nt o1& SmoRfdrctionst duse to pilgroleaserdfsme selisd g phd.vitis
nanepar kiuaheviaRtitdeisThe i adReskes 18s %i(#é%ct NEEN 5.
may l%e @epare .Usi_ng standard procésses an

pr o@eaﬁs S WEPFEROW? i -t 17d 9t CraltHItGH tmamyt var e
avawhgbhétdﬁﬁﬁgﬁmﬁ&bﬂyps@r@asﬁeoﬂm@@@dbﬂﬁWi%ﬂ%gf clinically
Her 1.cal ) .Phar maceut.i.c . .

ot o R ea P it TAT 1Paass of &y 5k BhiEReLs.

bi 0&8Resi PeYprésenisi msehalilor fueatiednsisding e

| Nvedipos iwibhsdeperd noRRe igRasen bi oadhesive and

15, deslpodiel (echa i agdesled nelesse rate of

t hovegskhll édfections, the compositions in accordance with
the invention may also find more general use in treating
primary and/or secondary genital infections in both men
and women, including sexually transmitted infections,
e.g. infections due to chlamydia; balanitis; penile
dermatitis; herpes genitalis; gonorrhea; etc.

The pessaries may be manufactured by conventional
methods, for instance by admixture of the active |
ingredients in the molten pessary base and pouring the
resulting mixture into chilled moulds.

The pessaries may be presented in a pack to provide
a complete course of treatment, for example with some of
the pessaries containing a combination of actives in
accordance with the invention for initial use (e.g. over
the first three days) and some containing only a single
anti-vaginitis medicament for use when the symptoms have

begun to subside. For example, a 7-day regimen of
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weight. It will be appreciated fromthe discussion

herein that the bioadhesive ageff may itself conprise

the carrier or excipient in any pharnmaceuti cal

f or ranetmeRndiging pasddioss méza,irairfgjrﬂkt@ra@taﬁféﬁr

or ol : rd |y esent . The . .
con‘%%ﬁr%!rﬁédﬁ%g}d]nq%dlescrl e éar%l?g% Féa%rﬁlper]fsoer 3 fygombination
t r e&XinmeeSEhdi gsiteveatt ifor dtheprhiimeaty tdneordays and
secanidaionaw@dienall o &6 Wie Ruthidinge YA Ha)s .
infections such.as those Q'Zcfo%'qt ed with acute "and

Fecur rent VITVEVAY T Gandi WHHsiPE X a dast jsqmbrise one or
vaginess Pemrdrtisc Hopmtdlew agitdi td ssreEhe s aretad Sl use to

consy : t f ive. jntr ' ny .secondar
can irg’i%;ﬁji Bagg% grtﬁaclflﬁg#d/c%rd%ﬁ gh%gtnt{)ﬂr%t%idn}te.c . 6"7:11151 at
whi IR INRS PSSR GRY/IEattdien TSRS gemprses iave

age rictnb 1 Viagiimad d‘(?wfaﬁﬁtti:v@@_ b ang@lfetx@tigf mg&imt D For

str ccus and.t i ke, i.nfections due to _ .

i c‘r?‘:‘(gftc‘?g1 gr%’sr‘—ﬁsp Sls iy RAASATISS JRy %ﬁ WOPHGidRd ilgt which
and cgEher vegien e siseirects ausiteng. aatooepiingtiagi B isstives
al | Q0lcRfrdaidel QAlrY WhO {AGILES, SN furcher
psoriasis (With or wthout clinical re qun .

i nf ESTPET DU Py ICHeS T GO G 11 EWe  16ieaT @sissngdtec Anti-

may vald@ il su segiulclztlyneﬁlrte @Lxeeh Simibd lntamgoglo razg%gttlfi% agents
herein scri bed. A .primarily descrjbe or use

o e s R PGt e oHe T pe doaee Greon Tuil
accergasee oW threpligeinty diet-idon 3map absg tiayd ) nor also
gengk-ah i iag b&etm%@hbﬁgg%Ek%ar%oﬁggﬁ%ﬁnﬁeggnq%% t_one
genital infections in both nen and wonen, including "
sexBEPPFIYr ¥AdAPt COBtrArsceibhsr a. §ingAreenitényadueitis
to ebbampdicar b&|ﬁnbbh®in@QﬁEheo@ehgaﬁbbhéht@eﬁ%e%ccordance
genitalis; gonorrhea; etc. e _pessaries ma e

rran& g(lk:lt E’Fh &d by ~Ci ﬁ\?@h%?gngg;engtlﬁggsfiaﬁ’or(si %ﬁ&né@sﬁy
adntxeataept)t be &oti we congrsedoénBs Bnothe delyisen together
pesgaty Base-andrBRUELRG HAE yse containing a combination

of actives as herein described. '

Packs of pessaries which include at least one
pessary containing a combination of actives as herein
described are considered to form part of the invention.

A pack comprising one or more pessaries and/or a
cream in which at least one pessary or said cream
comprises a combination of active agents as herein
described also forms part of this invention.

It is common practice in vaginitis therapy that
oral treatment is combined with topical treatment,
particularly in resistant cases, in non-responders or in
the treatment of recurrent conditions, e.g. vulvovaginal
candidiasis or trichomoniasis. Accordingly, it is
possible that the topical formulations herein described

may be used in conjuction with oral therapy, for example
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pessari es containing a conbination of actives in
accordance with the invention-f24 +nitial use (e.g
over the first three days) and sone containing only a

Si nthne cﬁmdm\aa;%udﬂ wlfhmgqamlglgtﬂﬁqﬁm% tcn‘ﬁjafentlona]_

sy 0 egun_to side. For_ exanple, a

r eg}%1 H% 5 €Y eéﬂ?gr?tnyuémﬂ%lﬁ don &F Eaitmingg k- hé‘ntl‘

actpm&tqmﬁxbﬁaibb@twmaqmanmmm;ub@amqyasconprlse a

conbi nat ilgR ¢f1tRGS S e%@%% 1% BT Sk f e

days .and tloconazole a ne emai ni rg “Four days
APt FATARIOR, o8 1YConbi - pack” may conprise one or

nor e pessarles together with a cream for external use

to FOVI e articular course of treatnent in which

at EEEF? “&nd/ or the cream conprises a

conbi nati on of actives as herein described. For

exanpl e, 1@ Rack s@ficPessaries may be prgyided in which

one or nore .pessaries contains a conblnatlon of

actives I'"MP4€88Pd&nce with the inventit&R, the pack

further cappbicit-egaa cream contai ni ngzeispher a single

anti - vaginitis medicanent or a conbi_nat | atlon of active

agents in accordance with the inventi6R%°nfEn&eF PEESRTY

full course of treatnment (e.g. 3, 5 or 7 days) . Also

pr ovhded.ar -t 80ablnBaEKS e Egn5§bnhg oAt b%%skh%n%Pﬁgen

pessary whi ch caqntains either Si ng e ant'i -vagi ni
nmedPER ﬁﬁréraﬁd05ﬁﬁlﬁﬁﬁpéﬁléﬂ ReédtBEreAtsPPired into pre-
accavdardemsul st heThavestias hee phastar shré h a cooling

(si 0 treatnme or for.a cour 7
daygghﬁogeéﬁe =k % gﬁ%r%%ﬁ??ﬁ?egx?g?nﬁ?mﬂggd rom the
coanPﬁdﬁgaBdCQﬁbkﬁaeﬁon of actives as herein

descri bed. Packs of pessaries which include at | east
one_pessary _contai ning a conbi nati on of actives as
her@gﬁmHiée@ibegrSP@ considered to formpart of the

i nvention. A pack conprising one or nore pessaries
and/ or a

Q

% by weight

Purified Water 63.16
Benzalkonium Chloride 50% 0.10
Polawax 15.00
Isopropyl Myristate 10.00
Mineral 0Oil NF, 70 5.00
Propyl Gallate 0.10
Monobasic Sodium Phosphate 1.30
Dibasic Sodium Phosphate 0.09
Phenoxyethanol (&) Methylparaben

(&) Ethylparaben (&) Butylparaben (&)
Propylparaben (&) Isopropylparaben 0.25
Terconazole 2.00
Tinidazole 3.00

100.00
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conprises a conbination of active agents as herein
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conmon practice in vaginitis therapy that oral

treatnment is conbined with topi ¢al “treat nent,
particularly in resistant cases, in non-responders or

i n tHe okl mmsofcqRranedit aohdittahsat 6@°C.  The
vul voyaghasl pieaidi st 5 Qlg WHS AR 881§ components is
Accordingly, it _is possible that thetoplca? _

{or NS IHRIRT G HbeeAed Hay b RIRIEPS Fombined and
conjhictridsd W t h oral therapy, for exanplein

conbi nation with oral adm nistration of conventi onal
agents having any conbi nati on of anti- fungal, anti

pr ottesEsd Ly arftedateri al properties. The fol | ow ng
Exanpl es are given by way of illustration only:

Exanpl e 1 - Pessary Terconazol e 100 Ti ni dazol e 150
Suppoci r K STEFDR00 ny per pessary B two active

I ngr edi entimniatsezaiiexed i nto the nol ten 1Suppocire and

the result.i ] e is poured into pre - cool ed

noul ds. %le&%%r{lﬁﬁ}%re passed thr ough%aoocool i ng tunnel
at -100CSuHRCGiesssdri es are renoved fraid he noul ds

and packaged. Exanple 2 - Cream % by | gt ' ';féjs
Water 63 .16 Benzal koni um Chl ori de 50\%0@1611%0%{%4 X ooy
15.00 I sopropyl Myristate 10.00 Mneral Gl NF, 70

5. 0@ eRr=ppyile sGalteatre-chal® dVenehlasic Sadidsn Rhagphate.

1. 30 Di basi c Sodi um Phosphate 0.09

Example 4 - Cream

% by weight

Glyceryl Monooleate 37.0
Poloxamer 407 - 16.5
Poloxamer 188 5.90
Citric Acid (10% soln.) 1.20
Sodium Citrate (10% soln.) 0.20
Preservative 0.50
Terconazole 2.00
Tinidazole 3.00
Water g.s. to 100%

Mix Water and Glyceryl Monooleate until homogenous and
heat to 75°C.

Begin cooling to 37°C while mixing.

Separately co-blend Poloxamers and add to main batch.
Adjust pH to 4.0.

Add preservative.

Uniformly disperse active ingredients at 33°C.

Cool to 25°C.



Phenoxyet hanol (&) Methyl paraben (&) Ethyl paraben (&)
But yl paraben (&) Propyl paraben (&) |sopropyl paraben

w@2@5/08Frrconazol e 2. 00 Tinidazole 3 .00 100. OOAECEGBRI0Y/003972

10

15

20

25

30

35

phase conponents are m xed at 600C . The aqueous phase
conprising the renmi ni ng conponefits is al so bl ended at
600C and the two phases conbi ned and bl ended. Exanpl e
3 - (Resisagy Terconazol e 100 Ti ni dazol e 150 Ti oconazol e
100 Suppocire A 2500 ng per pessary Pessaries are
prepared anal ogously to Exanple 1 . Exanple 4 - Cream
% byl wei ghtel@ st ivedo sleeaies 137, @ Aol xareica07

16. | 188 QA G 9 . .20
Sodfalﬁng.or@@dt r aEEE[t et".l( 1o<y°§b§§%nl%”{od 5 A léjaétl%esoéﬁoa)%%lé compound

O Preservative

V5t @I I BT GAREEAR DRt dt P inRtiom With at

Wt drezand dlley caiddlt iMamaaoleatie- witin i HeNRERNIQU AR,

heat to 750C . Begin cooling to 37C while m xing.
Separately co-bl end Pol oxaners and add to main batch.

Ad] #st pB 1P LARE Eresdraiatadseln Wilisfior rly wiespeisesaid
act iptg duire Aot 133@%@ditionally active against one or

more non-albicans Candida species.

3. A composition as claimed in claim 2, wherein said

triazole compound ig terconazole.

4. A composition as claimed in any one of claims 1 to
3, wherein said anti-vaginitis medicament comprises one
or more of the following agents:

(a) an anti-fungal agent;

(b) an anti-protozoal compound; and

(c) an anti-bacterial agent.

5. A composition as claimed in claim 4, wherein said

anti-fungal agent is an imidazole compound.

6. A composition as claimed in claim 5, wherein said
imidazole compound ig tioconazole, butoconazole,
miconazole, ketoconazole, clotrimazole, isoconazole,

seperconazole, econazole, oxiconazole or sulconazole.
7. A composition as claimed in any one of claims 4 to
6, wherein said anti-protozoal compound further exhibits

anti-bacterial activity.

8. A composition as claimed in c¢laim 7, wherein said

anti-protozoal compound is a nitroimidazole.

9. A composition as claimed in claim 8, wherein said
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al bi cans, in conbination with at | east one additional
anti-vaginitis nmedicanment. 2 7 A’conposition as

clainmed in claiml1, wherein said triazole conpound is
addiatri toingddot cactdlvecagainsl iene: io1i dadE Dol P La5Be or
@n\?\%ed&&&%az%ﬁ: 3 . Aconposition as clained in claim
2, erel i sald triazol e conmpound i s terconazole. 4 .

A conposition as clained in any one of clains 1 to 3 ,

wherig N 92 hrddd itual Hd 'éld%&%‘??@n QJHH'c?‘f_escPa[‘l s 4 to

or re of thefollovmng agents: (a) an anti -fung
agert:; "HFSER S Sl eat o do AN tarid (&J)vaamplcﬂlln
ant |e1baﬂiaecrycaln ageniordninaA ATPeEsiilddhydE Ehajulthl the or

cl ai ﬁra (f{e‘ﬂl%o %I d anti- fungal agent is an
i m dazol'e conpoun . A conposition as claimed in

claimb5, wherein sal d i m dazol e conmpound is

ti oganazgql Q}on@eﬂélct‘i'@lz%lse’cl@l%aazﬁl! % a‘&% ‘ic‘lfha%ﬂ}lch the
cl O(t(trl .z | SOCO azol e, seper conazo e, econazo

oxi SPTRRUEGh dFo It T ePnazr e muskittico s -vaginitis
cl aimeed damemty iene iofcctlaaiol® 4ridy &, twheeidb1sAl d
anti-protozoal conpound further exhibits anti

-bacterial activity. 8 . A conposition as clained in

cl aild-7, AvsereEos isdion ast iclgriotesk dal derpound.r svteich the

nl t &@1@2@@'6%mpo@md A € QRN A3 IR i %fﬂltls
m&% i n saidanti - prot ozoal conpound iIs tinidazole,
or ni

GPESEE it PORCERFEZe1e-10 . A conposition as

claimed in any one of clains 4 to 9, wherein said

ant i~ ban?E%ﬂkogggq odo pgﬁ%ﬁ%'ﬁ'hﬁlnép%ﬁ%%@gﬁng '‘claim

chloqu|naI roxyqui no
chl Flé”ﬁélﬁéfnlc@@lpéflsqlg Onﬁ% eanpesiet ilowads aclagisrdrk tirrs .
claim1 in which the

14. A composition as claimed in claim 13, wherein said

anaesthetic is lidocaine or benzocaine.

15. A composition as claimed in any preceding claim

which includes a surfactant.

16. A composgition as claimed in any preceding claim
which includes one or more wound healing or skin

protectant agents, e.g. dimethicone.

17. A composition as claimed in any preceding claim
which further comprises at least one bioadhesive agent,

e.g. a mucoadhesive.

18. A composition as claimed in claim 17, wherein said
biocadhesive agent is selected from poly (carboxylic acid-
containing) based polymers, cellulose derivatives, gums,
clays, polysaccharides, carbohydrates, polypeptides,



triazole conpound is terconazole and the anti
-vaginitis nedicanent is tioconazole and/or
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in which the triazole conpound is terconazole and the
anti -vaginitis nedi canent is-bdBoconazole. 13 . A
conposition as clained in any preceding claimfurther

conprlist egpmney by comeei hoghy canae sédiet & oSt éﬂglﬁnc acid,
co a|
anacer ity oot aef PSRl Bhl e U e Phancs,
corrﬁb%}r Yelohens @@m&ymmw@x@%oﬁtm@ glatol shipdlyalkoxys
| ncl asespall pakFAtddMes , 16h1 S HAPOShd I@&f&aﬂ@égegnd
in a 1§% ﬁﬁdlqgfclaln1mh|ch i ncl udes one or nore
ﬁ%¥% Iy Tt-skin protectant agents, e.g
dlnethlcone 17 A conposition as clained in any

pr e@l ey g&gﬁg&}%ﬂ chh f;yé t@farln?eo rl S% at é{”f,zsx}rhgrneeln said

bi oadhesi v ) Micoathest Ve
conpotadhss g c,a%rrﬁedw rﬁ%l%?ﬂﬁ@ﬁrqmm@lyawmc

bi oadhBsdyel A0l 8 Sel ect&shdr orﬁm&}éﬁggﬁy dfiulose,

achggqg%alnln base ol rs, cellulos I Ves,
C%%] §'éecf3}§g|r %leegl oﬁgﬁtﬂe gy gum and

polyﬂepﬂnﬁes chi tosan, gl ycosam nogl ycans, salts of

al ginic acid, schleroglucan pol yvi nyl pol yners,
ponS|onanes , polyethers, polyalkyl ene oxi des and

gl y&A s, olqEdediomamme polaiand | iaridesn chi t offenssin said
and Hiesdarid Mes ARfphts ddnpt s eefn 1']119 sﬁlp%raﬁeﬁﬁ on

as claimed in claim 17, wherein said bioadhesive agent
i's é‘%ﬁcéjcat F6m Foldady it HdSsdildnpaupaaihesive
al c girdlymey,droox yp rrdpncasddansasd.e kyedr.oxypropyl net hyl
cel I ul ose, xanthan gum and chitosan. 20. A conposition
as clainmed in claim 17, wherein said bioadhesi ve agent
conpli-sed SPRPSSitieryEd i Hgimesbddhesiaiey 29,9 whanrdim said

si t UrgelddungreTuGeR0 R ot R YW loonr i e s glyceryl
thernDre er%yble gel .

22. A composition as claimed in claim 20, wherein said
thermoreversible gel comprises enzymatically treated
starch.

23. A composition as claimed in any preceding claim
which is formulated for controlled, e.g. rapid and/or

delayed (sustained), release of the active medicaments.
24. A composition as claimed in claim 23 in which
controlled release is provided by solid lipid

nanoparticles.

25. A composition as claimed in any preceding claim in

the form of a pessary.

26. A pack comprising a plurality of pessaries, at



21. A conposition as clainmed in claim?20, wherein said
in situ-gelling nucoadhesi ve conprises glyceryl

wornsosrai e . 22. A conposition as clained i n BCEGBR®/003972
wherei n said thernoreversi ble gel conprises
enzymatically treated starch.-239.-A conposition as
clainmed in any preceding claimwhich is fornulated for
contrepldtednes oF wiaRin Y Pediehdyed (Rustaided) c1aim 25.
rel ease of the active nedicaments. 24. A conposition
as claimed in claim23 in which controlled release is
pr ovided foyrcggldsdi Hiiqpi chenanepared dresny 2ne AF claims 1 to
co Sist] [ [ preceding claimin the
fo:n%%oflﬂac&gléezs%a(ljﬁ'lﬁEl d;%% E]‘ﬁpeg{:% conprising a plurality
of pessaries, atleast one of which is a pessary as
defined in claim25. 27. A conposition as clained in
any one of claims 1 to 24 in the formof a cream



