MODI FI ED- RELEASE PHARMACEUTI CAL COVPOSI TI ONS PRI ORI TY

CLAI M TO RELATED PATENT APPLI CATI ONS [ 0001] This
w@aa0en219¢d ai ns priority to U S. Provisional PaP@mnus2006/017635

Application No. 60/679, 123 (filed May 9, 2005). The
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[0001] NURE fadkt bismAilotity E&U@@k&hﬁé’ﬁa‘l Ph@ﬁ@&gﬁl&%ﬁé&ﬁb' &07679,123
and/ or anal gesi c- ‘conpri sing pharnmaceut’ cal

(filed May: 8r30¥98).t Tlmentirtrteext of the bl 3zepiplieation is mcarporagidiiap refusrice ynto this
surface, vulva surface, or skin. This invention also

is directed generally to nethods for preparing such
conposi tions, nethods of treatnent using such

conposi tions, UusEEIY OFUHE ROVERgIONONS to prepare

medi canents, and kits conprising such conpositions.

[0002] BJRh}@R@UNDn (ﬂﬂlmpﬁdlg&maﬂy mp@ﬁe@-}eIWB \pb@t}mcamcgl @mpositions,

Qrt or acterized.

and, more ik R 4 MG SRR Phea Rl Mot Bt ottt
pharmacefitdsh b@ng@;litﬁdr@ lthed atebi6@BRfent b AWHgidnl thefySutfEicd)Qulva surface, or

infection of the vulva or vagi na causing these
skin. This;ipvgatippealsods dipeied sessalbite %%ﬁdé forepasiing seelneamposHions,

VS

methods Jf 8P FRE SR RKREICkHd0hs BARIRER: BTt b epre
medicameats] ahdkidd dongatisorg stich ﬁmposn‘xbﬂs.vodynl a has been

classified into two subtypes - dysesthetic vul vodyni a

(also referred to as lg}ener al i zed vul var dysest hesi a)

and vul var vBHGEGROUND Qi FHERVENEY N eferred to as
’ 0dlnei
0005 Nl SRR BB BRI ] 0
irritation, dr fafvmemf the feamlageniiafid ar @sts mlwtmsh thPai innorinfedsion of the vulva or

i o AP USRS LT e B B

severity opﬁhﬁbtbﬁis M&ng?ﬁlblr}iﬂﬁhﬁualméﬂsP@iﬁ%a%r bePRnkRLLUPinteRstEekt, AXE
i nner thi ain may be constant or

localized ¢rrdifhye. t‘t’tgmdynsyhﬁstb@m classefigfontofeoessbaped y- éﬁ@@b@twbyﬂvodyma
(also refeﬁ@&%%s% Iileggl?ligl v g)a} S%Ste%}%{:%gs \éﬁ gglﬁragv st1\6"ult1t1 r%%f: o(gfsg €

|es

referred toeasaagvad dy sesthlesia Sovatikani thdysdbalbet i ¢ vul vodynl ais
commmon in ostnenopausal wonmen Qr younger wong

[0004] V\pgff,psﬂqeg@ Bplyo@fm%%p(ptpw]s gay . be[ditiass) orvay Fh‘f&ren areas at dlfferent
times. Pai‘ﬁ 5\% ngﬂe%éng r* ?oxaex‘éﬂl@@qh He 1945 Baftsha AbSig QTERAL addlbr thiEvestibule.

ieve
Some Women experience pain in the clitoris, mons pubis, perineum, and/or the inner thighs. The

patent.

pain may be constant or intermittent. Symptoms are not necessarily caused by touch or pressure
to the vulva (e.g., with intercourse or bicycle riding), but these activities often exacerbate the
symptoms. Dysesthetic vulvodynia is more common in postmenopausal women or younger
women with history of back injury. ,
[0005] Vulvar vestibulitis is a chronic burning discomfort in the vulva, and believed to have

multiple causes. Women with vulvar vestibulitis syndrome typically have pain only in the



mul tiple causes. Wonen with vul var vestibulitis

syndrone typically have pain only in thevestibule, and
wondog/1eherd ng or after touch or pressure i s appPCEUS2006/017635

Bur ni ng sensations are the nost common synptom and may

vestibule ba‘?ﬁd%%?ﬁﬁr og'%u\g% {oﬁc fgﬁ?}% X an‘g am%{}?gb FUPHE% F?qsgtzgnstapeethe most

common ggmﬁoml aﬁ@ rﬁa}eb@%ﬁpeﬁénceﬁ w1th1 ib)‘ @kﬁn}ﬂh CHoR(@ or AN b HRAOL1BEing:
pants. . In 1987, Eduard Frij edr| ch established

sexual mtﬁwgg@%tﬁwe? ingextion, ginaepiesr AEANYRRNCLL bicaeleirising, and wearing tight
pants, In%@ﬂf B Fidiick %ﬁ%ﬁlgﬂéﬂhréeo&ﬁ 1a°iror ﬁfaggcggfﬁg[ ﬂulvar r%]tabuhtls

y, tenderness ressure Toca
severe pamﬂmmstlbldsﬁ ﬂobcﬂ e, atanqbtqdlmgimhénufy, Al agSssao pfdsﬁlﬁd ldc@lized

e VeSti buI ary rees, [0006] Gal ask
within theylige Vepds, P pRIRCA BB EBToRe]b teSbYSEeTaIRRE R garying
degrees. for treati ng pai n associ ated with vul vodyni a or vul var

vestibulitis by applying a topical cream containing
[0006] n6abaskebalddl.S aPatent Nt 5 8885028) disaissig methirfpetssatiat pain.

t ent cuss a method for
associated Wil 3H R ghTuly ol by B@‘ym@rﬂ ‘Gpiigl caep piningon
nonsteroidud Biti-isildh¢in & oB0dmes! Ny Iﬁé‘%@tet WLUR:] Pa?teﬁth‘o 6el50a98) @cuss a

medi ators from_nmast ce noun et al (d)stetrlcs

method fog treptiet wHluryyvesidplity by 4p3171ngmg)pp51@ps comprisings chogodk that

inhibits tHe's agééer&ni’ekﬁﬁ)%%%]f%%gﬁl Iprglan{ 'folﬁcyun 2 \Aﬁ)g&gﬁ%%’%lﬁ{, gr%?clgfégy

102(1): 84#8%(2693)&511%&513IaQthd)d/ﬂiﬂw&at&hg WilVa¢ estibetitis By bpplimg 596 lidocaine
vul vodyni a. Thus, there continues to be a need g
ointment. 5| 't er nat i ve conpositions and methods of treatments

[0007] t h@}m{)%i/s Ak LeMiAt 8r 5@%&%’ ﬂ}i’td%@éth%flc Iv!?l%g;{rﬁé SRRAF Festibulitis, or

her eby providing part or“conplete r
VUIVOdymlan \Léns, itiare pmtmucietp bcmpa@d ifori adtesnatine cmpM@s afd methods of

eat ne ener al ddress s need
treatment T Mayinle IneS Pl SLSE ot nRDY Brogidig pugial or
complete @HBE I Bhik rvetisistolidedcdrBp RaRAs RRGMIRGEY LS §&tment that generally
conpositions, and, nore particularly, to

address sugh@inepdd- r el ease anest hetic- and/ or anal gesi c-
conpri sing pharmaceuti cal conpositions that are

bi oadherent t vul va
surface, or S%W‘g%f%mlﬁg@@@or pr epari ng
[0008] S’Dl@b iIDRANOS stdiRbRd gbRirAIBS Mbditié®AldBE bhatmiabditRHICd mpositions,
onposi tions, uses of such conpositions to prepare

and, more ﬁéﬁ}cekﬁﬁléfnwm@ﬁldﬁlwe avefphetisi ang/osaeplgesdenroninrisngs
pharmace ) CORISI ) 0 R TBLIAED P AU ALyt i, o

skin, as welbadmeihbtls fitr peaparing sechompasitibesy hetHods bRFeamsnt 1fsmghsuaﬁ
rrat es. , Chinpanzees, .etc.)

compositi@%%% ;gzﬁu ngéBogltl(aé.s ﬁ’ prémn%glléglegpg ts wg‘;i &ids cogp)gsq\g such
compositidd Mhe compositions and methods of treatment are particularly suitable for use with
humans, but may be used with other animals, particularly mammals, such as non-human primates
(e.g., monkeys, chimpanzees, etc.), companion animals (e.g., dogs, cats, horses, etc.), farm
animals (e.g., goats, sheep, pigs, cattle, etc.), laboratory animals (e.g., mice, rats, etc.), and wild

and zoo animals (e.g., wolves, bears, deer, etc.).



animals (e.g., goats, sheep, pigs, cattle, etc.),

| aboratory animals (e.g., mce, rats, etc.), and wld
war@eao7ani mals (e.g., wolves, bears, deer, PCT/US2006/017635

etc.).[0009] Briefly, therefore, this invention, is

diyregt En part. to modified-rel ease eutica
10009] - CHEERY i Rerclele ARG bnveb Bofl AR iR REmB AR s,
pharmace&tiédl 36:@positidnéahaukd BiegdheRint &Jd Vagird) CaiBNESRmELS, WARA surface, or

conprise two phases@ékﬁgé, at | east two phases are

skin. Thegogypepitiophcamrrisewp s )at leapictwiotdngeesiage present in the

compositigéﬁr %HE%'%% i§ é%ﬁ&%ﬁhoﬂ‘ ?%tg{na@?atsgekng@@sa@&%% 1rsaa?1 aqueous

eous ‘I ntern ase encas

internal phﬁhss et $sechcudet] ind/of B'ﬁpﬁxécﬁwnﬁh tli)é‘laaa’nftl/-}rthabee a%t les¥iene Ehase
. ase conprises an anesthetic or .analgesic (i.e., the
compnse%a{paag@stgglmppqq agalgesin g %rtﬁ?rﬁ]iwée SHEBYIHEIONE 8T MgFRanssthatigseone or

' : ' one or nore
more analgfdh HEPorur g SRERAIRE CoRUEHAE LAY 017 oo et
[0010] i Rhisantentibw alveihdicstedpm farte tit methodsefor neatmgdemiind distqmfort,

dysest.heti c vul vo i.a, vulvar vestibulitis, or e
dysesthetle&r@aéwawlﬁaeﬁgi{'ﬁaasor aahﬁay% Thepisihotts fimefisg administering
a composkiRHReKhe@Rbslescri bed above. [0011] This invention

also is directed, in part, to a use of a conposition

[0011] g&hisrinvsatiomplee & ditecisdeipanadt, to anengiod arpempositipe described above to

prepare a FEHICGRTETTIE M OGRURF o' GISTR LETBiR, FeBRge hesthes
vulvodynMivulegweittbulitid Bk ulvbdiysiai nvention also is directed, in
part, to kits for treating fem nine disconfort,,
[0012]  gyBisdnveetipralsaisderpindain Rah tpdfiisiesieabipe femininegtiscomfort,
. . . | 3
dysesthetif thNAAY Sl EBerfilfe KO VRRL BT, SRR cohifhsf 22658 on
describediabavent i on wi || be apparent to one skilled in the art
from readi i S.patent. DETALLED DESCRI PTI 01
o013] 7l Bie el SaihRlst Ry ke mBtro SOy e SCRe dhith e
from readRigiBispaeld.| 1 €d in the art with Applicants' invention,
its principles, and its practical application so that

others skilled in the art may adapt and apply the
invention in itsDHMALEISDESCREPTINNt hey may be best

sujted to,the .requi renent,s of a particul ar,.yse. JThi .
o014 3 ¥bis APPSR s TSP nD eeliptiet b e ingbg R i
ApplicantPUh P08, i@ prideiplsd bad {t@Pradiiday appifthor H4RRE dtREs skilled in the art

therefore, is not limted to the enbodi nents descri bed

may adapf gndrapply theiresntiommdtsrayneseus\farm s as they mdi tei et sujted tisthe
Tt P I et
purposes efiitladiationbaly. tihesiaveaivpotictdf6sSis aoninitéeto the embodiments
described ?ri( %h?snga?gﬂt,ra%d%ﬁlgyebe variously modified.

[0015] The compositions of this invention comprise modified-release pharmaceutical
compositions. In some embodiments, those compositions comprise extended-release
compositions. An extended-release composition generally is a composition that releases at least
a substantial portion of one or more active ingredients over an extended period of time following

application. In other embodiments, those compositions comprise delayed-release compositions.



conpositions. An extended-rel ease conposition

generally is a conposition that rel eases at |east a
waewstizryre al portion of one or nore active i ngPE€OUSIWE017635

over an extended period of tinme foll ow ng application.

A elayed B S RO IR B f RS SRR G Re BBl b Sootanti
portion ofMEREBVE ihBRIBEINE R h kivhd Fhe tﬁ@lrm@ﬁb?% el daatinisRARAS €S

at |east a substantial portion of the active
[0016] | Jhe arpdifindcrsieas camnpasitions ofitais inventiop atengsnespllntargeted release

. i Qi ' The di fed-rel ease .. .
compositilET SOy ey toBeatty gy Mlghes f b BirlAtRryon of e ptire
ingredient(g) toaspedifiepaii, bQas, orSRew, htd; Mdry partib@irly apitlEAydgihal cavity

¢ dﬁ)lver at | east a substantial portiogn of the actjve
surface, Vg uHpesn fRYGT TN oAS Bediin fhis paiggtoTsking igyde outsr cevesiwgaortion of
thebody.and' nore particularly, to the vagi nal cavity surface,
vul va surface, and/or skin. As used in this patent,
[0017] " Jke modifiedtielamutoripositioas ofiisdavdntion anfgehballp bibadherent such
001 The di f| ed-rel ease, co sitions of this_ .
that uponi[t?R}%%%fl@Hu%f Oy ST A0ATR &1 BRmUQENTERRaTsp Bing the
vaginal cdvaia@akhAebRiinils th Ald Rilva dubBYe ARNRLAsh Yor 3G AR'S 31'; PethifSheir
. . hucous nenbranes |ining the vaginal cavity an t%e
integrity; gad/et display phxslqah@tahahtwﬁ%r 8 lmiggesodnfitimac bssomeembalimkets, the

composi BB B3 Ao el BB iR B PURL 8
cavity. Ineyshecinitidifents, e €RmBEichs Seterdly ddRé® th MEQREICRB lining of the
) eneral |y adhere to the nucous nenbranes |lining the
Vestlbule&agﬁow eghpgRguts. the ensrrosiionserneemiyadhern o theripbiei rfaersand
0 e .
s, S50 3 USRI ULUSRNGANS R0 Mg
[0018]  g@hecahpositamier thit mveiteonwonpaiss i hjdophatidetrigalsshasddid an

.in's en‘Eﬁ)di ment s, th? onposi ti ons general |y, adhere
aqueous "E“Smﬁﬁgﬁ% 1§62 %) ntPrRAl pBRRE 3% PIcRE LT GSPErPd Withinghe i on
hydropho®i@ ERfet:5:€ pRasBY A RRBANI O f %ﬁfa%lco&ﬁgﬁﬁpﬁ%ti%in@%ﬂ%ﬁv glcf ,at

internal phase. The aqueous inter hase | s~encas
least one gsitivelingsediendds pesemt in at heashyrdrbipsedbids used iarthialpaeh ap “active
. i €K ne of. the. phases rises an.acgtiyve ingredi ent.
ingrediont $ B3 ok RLRGERo F Rt PERP R LhliFmeio S Ao
As discusseddlovanie futias @)gredent(t$ @othe BotPositiRBoF Mis irvBnti@dan R used in

ingredient” or "drug" is an ingredient responsible for
the form of s 1 e P preRdRBP@EG “deg vand/ compoundagasediin this

: r: S i+10

ptet o2 BRSBTS Sl p T TR, KUl
“lidocainef’lvac¢repayses lalotiinesadlis ge. g diidmdaine Hydrdebloriday) ddipaaiydianeine”

as ed. in this patent_ enc ass the salts of those .
encompasSE AP HPBHI A (o Br B PR aT G aLor e eng aepibetic”

encompassdsl ARHBUAR thAREH BPASRER ah@s‘i’l%@ﬁ Hseﬁél‘? L{ Sus ©f those compounds that
I I enhyd e

i docai ne hydrochloride), "dip ramn
can be usedrps anprtlsties di phenhydrami ne salts (e.g.,

-bhenhydr.am ne,.hydrochl oride), .and "anesthetic'
(0019] - CHROERRERIOM B iR @ Pnaeh thond sV Cbemia infpe goml
phase, inttfalWhhde, 85b&RIph&seOf ThOPSEneO BPA S it} dient in a phase depends
on, for example, the hydrophobicity or hydrophilicity of the active ingredient, the desired

pharmacological profile of the active ingredient, the type of ingredients in the composition, and



can be used as anesthetics. [0019] The conpositions of
this invention can conprise an active ingredient in

wo b@eaxtoes nal phase, internal phase, or both ph&B®ES2006/017635
The presence of an active ingredient in a phase

. ds, . | N h
th tike. SRS A qriaponFRnGeaibldn FREHIBREME ob o roumpls e
function d@lfwlﬂg&qieeg Iﬂfeadhsdavs@sélhgetreafted g @RiroHRchtARAGILERE cothpéition is
e of ingredients in the conposition, andthe |ike
being appflfﬁg(e@,swﬂ)a pid theyikes Far grample theqomnegitiens efihisiinventiph sase
I
comprise ﬁ%gg@g ?18@ e’ 1n%n%dleg%(€£ 1ftto élgxﬁ 15#1’1?02% kh%g 091{3 Rﬁzgsgmllllm ?uc?rl%rre nt

embod1m¢ri1!s WY eive hgrediem @sSﬂeldawd ﬁcﬁn lﬂ% diffeepppliaceh o different pidies and/or
and the |ike. For exanp he conp03|t|ons of , this
over differeny periqds 9f Eias- @@ﬁﬁ*q@de,tarﬁebgtwl Rewtiopef Fh@g%CE‘dfF @afedlent present
in one phésﬁ,g%ab%%e:l]% @da}% ﬁﬂ)tlg rell et ? r%glr i 1@1%?&?21 1t eas e@ﬂﬁfbn while a
substantial pertidh of ﬁleemtlvqoimgsad&napresbrft ﬁreatrexhherphmes:an belt@eased ever an
dfferent ri ods of. tJme For exa a substanti a
extended %M%” img PR gcapp gatiopg Tb apeﬁposgsﬁ'@eeﬁfhlﬁ HWSWéonp‘}?&s"é‘ies
comprise ﬁ?cpmbfﬁofeeécﬁééﬁ%ré?ﬁé?l@)chﬁtyar@fetl@arse& 28GR sAH Qﬂ'ﬂlﬁ‘é&ﬁ‘ttﬁlﬁ&s at
of the conposition while a substantial portion of
varying times andeoven gme'mgemrlop$ e%tenc Fw mamtplﬂea smsmabmlmof some
sed of .ti

active 1ngée§be1n? Cé‘ﬁbSﬁe eaﬁgg paod-ﬂ@ ter cH) ca gdrpmlsgra 8ﬁ{h] gﬂmggsi%txon while

a substantﬁil PQrti’éﬁTwlbtlﬁeﬁ adtive ifdrediBte cAChd teakdtDs e v aRing dxtatiedpiods of
eased fromthe sane or different phases at varying

tlmefouot"’ilwpﬁﬁﬁloélver varying periods of time. For exanple, a

00201 PRI Bl SR AER LGeTR( el p g b
after toplcabaimmmlstmmm withe eomp@smhxm‘. aIntoltmIr embodinentsofin adtiveringredient is
act i ents can be.r ased qver

released o3t ab LAt | bEOFS RIFPHGI P religpf e laﬁgﬂti%é@]yet

other embbBinFE aﬁ’ HaRRi; Hl%ﬂt BRe1ARLE ¥GeraPREQALER3 hcurd SR aSschl
over at | east about m nute after topical

administragtbmi ofitlst compositioof In h@ fmlnqwmbpdmmrmts, an etthusringredient is released

over at lea}sgb%o[ut L3 aftgp Wgﬁ% 151fs gﬁlOI} %}Fl% 8Sméo§ht?oﬁxs . il al%llleyrgt 1%&1111

embodiméhi€ af @mhgﬂe@ﬁnt is Relyed ot é1a lpddiieadys aftaﬂto@fchl ve
ingredient I's released over at | east about 3 hou

admmlstreafoméqf theognimenositivari Relseseaf ithpracsive ingredienisbwilt fada at ﬂlqme point
| ’
st st 54155 ORI S gy A 45 LA it gration ot
compositieglm ni strati on of the conposition. And in yet further
odi nent s, active, ingredient is released over
(0021} fg OBRAOTS O HySInxpRtign OBPIIes A FRATITHS PF 2RAEHICO LD s
words, on@ Qﬁﬁl%?é ﬁﬂegﬂﬂétlcsR@ﬁeeﬁstﬁoﬁfanIl@@sl@sc bi ¥R A8 ﬁh@s’tﬁe@l@% aﬂ& ddde or
sone point after application, whi is of
more analgcsugsrrew oo prebeah iratho eomposiieyi adflition to ometmlgredlents Of the
adm ni stration of the conposition.

composmo
[0022] The anesthetic may be, for example, a local anesthetic or topical anesthetic. A "local
anesthetic" generally is a drug that suppresses pain perception in a limited body area by local

action on sensory nerves. A "topical anesthetic" generally is a local anesthetic that is effective



[0021] The conpositions of this invention conprise an

anesthetic or analgesic. In other words, one or nore
w@p@siikwre cs, one or nore anal gesics, or one OPCTDRM06/017635

anesthetics and one or nore anal gesics may be present

ositioon in ditio ot he redi.ents qf
upon applcion BRSNS AR B2 o i eL S i Hycalfiginttude, or
example, Eé@tﬁﬁ{eebutﬂmbé}f: ?&arﬁcﬁﬁﬁé H%lbﬁm@ et ber?z%@ﬁh@ ‘%ﬁlblfcamé\
| ocal ~anest hé generally is a drug t hat suppresses
cocaine, ppfmameppml@efpne,mhlqrqvpracammxte@wabmdgs bapivacdiye, ldrapinacetagaine,
roparaca2ld sensor\H/ neriﬁo ai "topical anesthetic" generally is
prop 1% BEAPCHRE A ﬁ ¢ ’t]enat is effectiveupon application

[0023] t Ih $94004SbIMRIBIR RS ardssthe B¢ cSilfpribes Stdpicld hestidiest heti cs
pically incl ude, for exanpl e, ketam ne, butanben,

[0024] p TS PE %bodw@mtéﬁh%n%@@w%wwle PR BEkAtigR upon topical
admlmstrﬂLoﬁHS %er@r e?eﬁca?é procai ne, pr ! l oca! ne,

ropro alne neplvacalne bupi vacai ne, tetracaine,
[0025] CHI b enghodim efiathc aasthetic gy lvaaaticiey uponttopicalaciaiingtration to
0023] In sone enbodi nents, the anesthetic conprises a
the targetﬁtdc%%al aesthetic. [0024] In sone enbodinents, the

[0026] agles%hﬁeél oh 5o SRS She %6&1%&1t9fns BPtHid 1&1&1&@{0&1%11#5&9@@ RPAAL 10%

mnistration to t argeted area
anestheticehp watightnt.s., up beatame s®gmte|stheh(a€toﬂab\yet aboiut 1 60g Qfmomposmon) In

some st GRS BB SLbSHHER b b BT i S [ R3Rbhce o
weight). BQOTRristeh stAbéAmeR8Uhe s SNEsHsRB pEisd @p/tovwoahs% ahéstiotic (by
up to about 1Qg anest hetlc (total) per about of

weight). I@cmp@&m sush pmbpdinaanie therompesitions ¢asprise fromeabout 0.5 to about 5%

f
anesthehcgﬁggf ?geh{t - g&]rf%;f/ﬁ) sl ﬁ%t?nf:r élﬁ?bmdﬁgge% tgeu C fgwgg)g]ytcor%lgg/ge %r%né about
1 to about@9spASitHetio Sy weight)i Se up to about 5% anesthetic (by
h h h enbodi , th
0027 o miiatRsme Séss Pioieommpties Bagars. 4 sume sugh

embodlméﬂ@@ %ﬁeh&)txﬁ skids ¥sih ué)l t@‘@gout'lﬁ%sltlddchmtexw Qf@fgh‘g.u tIn some such

mdodi ments, the c tions conprise from ab (
embodlmexm; the @wpmsELN e@mprls(ekfyorwebcng)ZS tp @baR|1 0Vnlidusaine (by weight).

nt he anesthetic co r|s [ dg ai ne.
In other s OEReT RS R ORI LIoNs FRRROIBP EPaHS e BHPRELLY reigh). In
yet other s4eR ¢bd&iMentsdBReabRPobiBYnIRIngiHs: frohﬂalﬁ)@ﬂ@ 536 @ahout 5% 11doca1ne
enbodj nents, the conpositions conprise from about O.

(by Welght)o lasoin strlbfmheroﬁs@h embodipenigethgisppositionst aearprise SRm about 1to
e conpositions conprise up to about 5%
about 3% i ga‘%ﬁé@gﬁe%%}hﬂﬁ

ocal ight). In yet other such enbodi nents,

[0028] thﬁso@l{mﬂijdﬁmaﬁs th@mmt’hsﬁc fsrrenzabimg! Isdné mcakeﬁﬂbdﬁl%nts, the
| i docai pe (by

compositighiumpRSH S 1O ppt 386@&8&?@%&8}@3&5 g%iﬂlh:t)s ab £omeruarborlimets,
the compositions comprise from about 0.25 to about 10% benzocaine (by weight). In other such
embodiments, the compositions comprise up to about 5% benzocaine (by weight). In yet other
such embodiments, the compositions comprise from about 0.5 to about 5% benzocaine (by
weight). And, in still further such embodiments, the compositions comprise from about 1 to

about 3% benzocaine (by weight).

[0029] In some embodiments, the anesthetic is tetracaine. In some such embodiments, the



about 3% i docaine (by weight). [0028] In sone
enbodi nents, the anesthetic is benzocaine. In sone

wa@ o/ 1ziodi nents, the conpositions conprise UPCT/US2006/017635
about 10% benzocai ne (by weight). In sone such

composS3P S} R SO RE 0 B L 9 s i, e

compositieAPesthpRsa titom bt 0QSNE abdut Q0% teRiqiHeSBy Weidht). dhotter Bich
. benzocaine (by weight). In yetoother,such enbodi ment s
embodimertg theyeaserasitionn sompisrunste 2abPymYakrdiasaine Gyrveighipuin ysipther
. e _ : %
sch e QSRR ok NGl 2 51d oS4 SO B o
weight). AhdLlih sBRofineez owdhi enebodiyentsitighégmpdsRIdA® torhprisedinem about 1 to

o enbodjgznts,, he anesthetic is tetracaine. In sone
about 3% defracaissiBuRighYs, t heconpositi ons conprise up to about

100 4 . .
R o S R
benzocaineedibacana tetiabsineveeghaipe, dynlopideeandditdpicaipedbodi ment's, the

ousty G 3PRRRIAL G CRERE Samdh S aRbotin e o oAb >
[0032] CSURsH bpioTSanaReFEd @?icanp Acalie Uor Bxdmple, cdbeiut, difipdrocodeine,
tetracaine (by weight). And, in still further such

fentanyl, eytplbithlnpentazocing enadenapesivdresedornss tgyernhenels mapeishig, morphyne,
b % t ' ' :
mtisdo o G ARSE Bt BRRR PR,

[0033] oBujdtderi-osioidemakesiasd ypically bebalenfor ekahplacdiclonac, capsaicin,
cetacai ne, .dyclaonine, apd |idocaine. [Q031] The
meprobargaig, qyelenadring, meghocarbamel, saksalate, cariseRsPdRlganstirameadobpi o d
o . _ ] : v by cali y
o0sa 2RS0T 0 A QLI sl iR o
administrétent tartlyd tardetddadrddi. t al , pent azoci ne, nal oxone,
[0035] %ﬂmr OCFC"%@{;‘(%&%' RS i gr?arl‘g%icot% i 'g)&i&gixlmm’% {tgﬁ!&eﬂ Guministration to
ﬂwtmgaﬁggggxyphene, and neperidine. [0033] Suitable
non-opi oi d anal gesics typically include, for exanple,
[0036] dicsanicembodimants.dhe pralgasieps efastiveatpon fqpiesh adipinisgration to the
tareeted net hocar banol , sal sal ate, carisoprodol, and tranmadol
& af8034] In sonme enbodi nents, the anal gesi c causes
[0037] | Eﬁ §dnte aﬁbdtﬁmd i:ﬁﬂs,ithat[zmposumm]' off eliié ﬁﬁ’ﬁrtl)tﬂﬂfﬂd JomiBise ap irt]@abcnm 10%
.the targeted area. [0035] In so enbodi ts, the ..
analgesic %W@@&g & a @ ogRoNIEanRlgeslp é‘ﬁﬁ)dpﬁr e‘afputgﬁ_ﬁg At cqmpgsitigr)- In
some such me)&‘ﬁn'feﬁfsgﬁlg %??125§ﬁons[c%9§)§ﬂse RS HTRt €D aAANTRDT 6% ahi@esic (by
analgesic is e ctive upon topical admnistration to
weight). Trheth¢raangietdéderds, dlae compositions comprise up to about 5% analgesic (by

weight). In yet other embodiments, the compositions comprise from about 0.5 to about 5%
analgesic (by weight). And, in still further embodiments, the compositions comprise from about
1 to about 3% analgesic (by weight). )
[0038] In some embodiments, the analgesic is fentanyl. In some such embodiments, the
compositions comprise up to about 10% fentanyl (by weight). In other such embodiments, the
compositions comprise from about 0.25 to about 10% fentanyl (by weight). In other such

embodiments, the compositions comprise up to about 5% fentanyl (by weight). In yet other such



[0037] In sone enbodi nents, the conpositions of this

i nvention conprise up to about 10% anal gesi c (by
wowedoght®7¢i.e., up to about 1Q0g anal gesi c (toteCY/UREN6/017635

about | G0y of conposition). In sone such enbodi ments,

ermbodinnggh ERRR el AR BRI i o T A S ks T i Ana

in still fur€@NBQH dnh A &S Rkd étﬁznpmltftoﬁs damprise Fonanied @ & 3b ebdd 3% fentanyl
weight). In yet other enbodinents, the conpositions

(bYVWﬂQ%bnprlse from about 0.5 to about 5% anal gesic (by

[0039] Wﬁ{ &J?ﬁe) ?mﬁﬂﬁ'meﬁtg i bﬁall efsfé'&é H:g frﬁ? ?%552’@,% ﬁPb%cﬁ)o%ents, the

'ons conpris §Fom a
composﬂ@ﬁﬁdzcgﬁ?m% uphy ab&itd b‘t/) dlclbﬁﬁ%ﬂbylwel glﬂ)‘(Ehﬂafbmd;ruﬁle ambdoditeats, the

compositigBy s diren S D PSdo BRPvt SO RGHAIPIeBan Y HRiaRY| et such
embodlmé’iﬁé M aom[%cﬁltf&lg @5m§x&%rh£ec%9ahw3ﬁlofé éﬁ}??ﬁ%ﬁ{)t QD& other

nprise Trom abou 5 to about 10%
such embmmghts) the Icnmpoh‘eonssmniprleﬂfronil aewtt G5 ¢ dout ﬁ)%p:bslofelnmwéby

weight). 3701 3 CoBudaf Rerpemhiselic SRR B O et F TR b o
about 3% ARPekendd By Righput 5% fentanyl (by weight). And in
still further such enbodinents, the conpositions

[0040] c&mmes@nbcrdmmtb,dm amalgeelcabmwals% flesemnymbodignents, the

composman ?og:g%r}?g[u%q n%%u(jc) aac']?irgbl% 1gf1‘§ elrg%ﬁnpeg{c’hl% %Sﬁ)'oﬁnﬂe%ts the

compositieAthsise fiont Hbaaip 0101 td@l%nﬁ | O%Cﬁcapfa@din (K}yw&\@h'ghlﬁ othbmuch
some such empodi nents, the conpositions conprls nL
embodimegit, ke ePmpPsitiona BHHPTISEOUH E PRIW PeherPsipip (REMsHaY): PrYet other

such emechHl% tsOth ‘é?gﬁﬁ@&ﬁb@%ﬁ@nﬁﬁ@m“a"& 5 td R SARbsSEN

t o abolt y wei ght). 1n yet other such
weight). Ant) odstitbfurther sukk embogiosintsj tha sompoptiomsecofnpoise foowrabo0t bto
abou 5%, of enac (by weight). And in still
MNM3%FW*Wﬁl§m%&§%omnemS the conpositions conprise

[0041] 16 [rPéBn?@&h‘lSodlmEl‘i’cs %ﬁ@hﬁalg"e%/i’c% FhiRh@Natn {diYe ¥RbEkats, the

040] In some enbodi ments, the analgesic is
compositigapeprise upitn abyie 0¥rftsoadebthysveighty eh embodiments, the

composmggsﬁpom Iy Sﬁlfpol% gbao%?rg %% éc& 9[{(?1&1‘7 ?B%%a‘l“ﬁa 0‘ @)ﬁr gl%c_zt in otil{l'rsuch

e conp rrse

embodlmabg Whe ébrfdosttiong b@upnsbﬁﬂ&tc abaals% trambd/ol\cby gbight). [n yet other
ot her such enbqdi nments, npositions conpris éﬁ’
such embedimepisihe smaﬁgwsaomp(%ﬁ/frm 38’9%“)0 > fnapt > Y hranacioh iy weight).

And in stlﬁ'mﬁgéout %@b&ﬁﬁeﬁ@ffﬁ@ ?%r%bt%&fb&ﬁ tg?iﬂb s &ﬁ%% LabBut3%

o capsal cin in stil
tramadol (tyrwéight).such enbodi nents, the conpositions conprise

IR TR
compos1t1§ﬁ ey LReELRI By Wéight). In some such embodiments, the total amount of
anesthetic(s) and analgesic(s) is from about 0.01 to about 10% (by weight). In other such
embodiments, the total amount of anesthetic(s) and analgesic(s) is from about 0.1 to about 10%
(by weight). In other embodiments, the total amount of anesthetic(s) and analgesic(s) is up to
about 5% (by weight). In yet other embodiments, the total amount of anesthetic(s) and
analgesic(s) is from about 0.5 to about 5% (by weight). And in still further embodiments, the



conpositions conprise up to about 10% tramadol (by

wei ght). In sonme such enbodi nents, the conpositions
w@eoopn12®e9 f r om about 0.25 to about 10% t r anadoPCT/D$2006/017635

wei ght). In other such enbodinents t he conpositions

ot amo Rkl SRl 20 TR SR A s A s A S o

[0043] aﬁpé&neoer%dd%ah@ %e mlscrsﬁm@l @hhﬁslomvmoaffa&her/éaﬁphgb an

still further such embodi ments, the conposi tions
1mmunomdu#atqr$ee ftho nmap@ﬂmuorm cpmpab@o,ne @omere anmgobmogylator drugs). An

immunomfftGHisener i Bla drile FATAIRES! T Sses ol oo R s

dem@amngﬁﬁuﬁnﬁﬂuﬂbout 10% (by weight). In sone such
enbodi nents, the total anount of anesthetlc(s) and

[0044] ahamg@@rnwéqtmssncflu%xf@mmp@, grtihigaraingst An @o4lzigigmine generally

. i odi ments, the total anopunt

1sadngt@§c%ﬂé%gﬁéﬁP§%ﬁ?ﬁ &gﬁgﬁgpgésic(s) is fromabout 0.1 to

[0045] aBuitdblelioh{dtymines ﬁ:lﬂt:a)mpbsitmtsmlthle iMventioretypisally meludey fat
anount, of  anest heti c(s) l}gganal gesi ¢(s)

example, B auhisomings, sHeh ghd9r eXpmp lpé@lﬂwﬁra@}mwﬂ?émeéﬂramw&
hydroxyzfn@tﬁlela?tmufbtvo ba@RSkAEfeh (éim%ﬁg l%’eﬂﬁﬁh@ (1§1)at1ﬂi%ef rom
0.5 to about 5% (by wei ght)’. in stil
desloratldﬁm adrenastawbchasm tfexof¢radines mizobayinm tcycdbheavtﬁelm% ezeﬂastlse) and
h and anal gesic(s) is fromabout 1 to about 3% (by
prome aﬂﬂ?ght) [0043] In some enbodinents, the conpositions
[0046] OSuMw@aﬂtm\/s@aaﬁm@@fd‘r b PEditi GRS ﬁw@ﬁ\udﬂmﬂdi&@m)ﬂidhﬂé Ofor
.e., the conp03|t|ons conBrlse one or nore
example, insterineatsueh a depsoxample, brirpvifsdeimetidine geniidie) y
hat weakens or suppresses the inmune
ﬁnmUdmﬁfm?Q%myghhs decreasing inflanmmati on. [0044]

[0047] | ﬂnitumemdmhmmms foncbmgesitidrsrof ebia investioratypichily inatudaefer
ant.i hi stam ne general | Y is a drug that countfer acts
example, Hhémél?lﬁé@f@s’osﬁm]h A ferfxample b@ﬁ@ftl@upfrﬁﬁ?ﬁéla ciproxifan

thi gﬂ; M sl aof or conpositions of this invention
1operam ?caﬁ Yy n%l%u for exanple, H antihistam nes,

[0048] shr:ﬂmnas&;m‘tﬁqdumaxtartm 'rmmdilquh@i‘lwdlr Gmsasdittle or no irritation upon topical

chl ar pheni r hydr oxyzi ne, azel asti ne,
adnunwﬁng&B é@ﬁﬁﬁg? Aot oti fen, cetirizine, |evocetirizine,

[0049] | B fmddmodiddest, QiAo A4t Mas 16w €oxi€iBagionepical
f exof enadi ne, m zol asti ne, cycl ohept adi ne, azel asti ne,

adnﬁnﬁﬂ@ﬂﬂmt@ﬂyﬂ@&ﬁﬁ@wﬁ@f [ 0046] Suitable antihistanines for
[0050] ggngyngp?ﬁ?‘e'eérﬁﬁ@rg%ﬁts tﬁé ﬁnﬁlﬁl\{cﬁﬂédu?eﬁo#é @ffgé’cweﬁpoﬂ %r#g%? ad&xﬁﬁstratlon

hi'stam nes
to the targetediapgn de, cinetidine, ranitidine, fanotidine, and
ni zatidine. [0047] Suitable antihjstamnes for

[0051] ¢ Bhsswas G Ao ths SOOI 8ﬁﬂtlwvelgmrvommsa B fo ghgpt 10%

immunomodulator (by weight) (i.e., up to about 10g immunomodulator (total) per about 100g of
composition). In some such embodiments, the compositions comprise from about 0.01 to about
10% immunomodulator (by weight). In other embodiments, the compositions comprise up to
about 5% immunomodulator (by weight). In yet other embodiments, the compositions comprise
from about 0.25 to about 5% immunomodulator (by weight). And in still further embodiments,

the compositions comprise from about 1 to about 3% immunomodulator (by weight).



exanpl e, H3 antihi stam nes, such as, for exanple,
bet ahi sti ne, perceptin, ciproxifan, thioperamde, and
w0 oepeoxyfan. [0048] In some enbodi ments, thePCT/US2006/017635

i mmunonodul ator causes little or no irritation upon
eted area. [0049

t | Lrat to.the t
[0052] ¢ gﬁmgﬁ%@ﬁs r 9}%@9?%%&%28@35 @wwa@eqwom B f:teCy
compnseéﬁﬁ&%ain@f’drﬁﬂhe ﬁﬂﬂhﬂérﬁ&d@étblo&rﬁﬁlsﬁeg‘ﬁ héah %%ﬁﬁn@rﬁasome

n sone enbodi nents, ator 1Is
embodimets, éb‘t cﬁmepcmptmms copprise u;atdrabnmtslIOP/ahdmnalnec(by heightrapetupdo about

10% dlph?%l}y%ra[nkwg ?l?}] gﬁlg@@n,grf §o§1géoﬁlghte@% %Blﬁngi@‘%% %%Im 1'01(1)sncson(1)pfrlse
from aboutMF G HBE @ [1d&da}he\'(@¥ aRight)( anc?ﬁ@m%%%&m PR D%

I mmunonodul at or_ (t ot al per bout
d1phenhy<ér@ﬂam¢50by ivepight). | In odleprs adlirherds, teneampashions comprise up to

s S R A eI e

such embodinfeats| the @OSpositiprsi Dprige FOmabOUL 1 ﬁ)%Uoﬁfﬁ%Qm@Qdih@(Wwelght)
dfe é @ggh ). In yet other enbodinents,

and fiom it 31 @ b 396 AR g AoueIc) 280 in ilbiethenguch

embodlmérﬂmliho sﬁfoﬁ% céﬂ%ﬂé’éﬁkﬂﬂgﬂou’tﬁ\qg abShit 3% Lléloca et E}Z(Vefhpband

nmbodi e OSIT1 ONS COMpPrisé froma
from abomﬂduabdi%i‘ymﬂlphexﬂudtdnanm(by(mghm ght) [ 0052] In sone

e e T
cytokine- mmme@r@fdg @, Qhe BOAPSSiRES cHmBASHEY: ¥ B eyt okﬁ‘lesiﬁlﬁﬁltolrg 0fll'ugs).

nmbodi men t e COfT'pOSI tions conprise up t o about
Cytokines geeraHy aet astiyterqellehn é)lglzalﬂjthafpncdlafa yeastionsO9étween immunoreactive

cells. Cy‘cglr%ﬂ'e:1 %ﬂﬁﬁ&?@r&‘&% Sg(egé(rﬁ,@f c&htc%r?% n? (gu %E)kl tgldqr]?ec_rle@@/mg

mﬂammaﬂl(bnj (I(‘,ﬁbhﬁe-(ilhhibi\tm'y dhigs man fbrfekﬁﬂpl@ bevtePach thetFfedR @ tinterleukin-
ué enhydram ne (by weight). In other such
1, interle %‘bd}l RidD-0 Rencs GReess chmﬁsalml@n@trd/@ren@pfem gAIVL. 5%

[0054] L{Fgﬁgﬁlhiﬂghﬂoﬁ Wﬁ@h&luﬁ%ﬁ%&%ﬁ%}/g@ﬁﬁ rﬁl{?es S, sugh as, for example,

the H;, Hyeapbd} amtiltigaminee disaspabitiovens conpri se from about 1 to

ot50/ldoca .weight), and from.about Q.5
[0055] d ol?ﬂldﬂﬂ%rﬁ%% é%%»/lﬂlée l{ﬂ%@)l{ﬁg{ gwg)causgﬁ gttferpl'}éalol 1rr|1tat10n upon
apphcatmﬁurther such enbodi nents, the conpositions conprise

from about 1 to about 3%l i docai ne (by weight), and
[0056]  fIngemgiserhodimenss, diroutokine-hitilonhgmigdes feav (Obicitxeipght ) .
administraidf°3] 1'n some enbodi nents, the conpositions of this

imvention further conprise a cytokine-inhibitory drug
[0057] (]in seme et dieng shd dydslind iliftiloSedRBEs Efediie ﬁ{)on topical

cyt oki ne-i nhi bltory drugs). Cytokines generally act as
admlms’“ﬁ“ﬁf‘é‘? BUCPHAEK®% gnal s that nediate reactions between

[0058] | IATMARIAAOHNEts, the compositions of this invention comprise up to about 10%
cytokine-inhibitory drug (by weight) (i.e., up to about 10g cytokine-inhibitory drug (total) per

about 100g of composition). In some such embodiments, the compositions comprise from about
0.01 to about 10% cytokine-inhibitory drug (by weight). In other embodiments, the
compositions comprise up to about 5% cytokine-inhibitory drug (by weight). In yet other

embodiments, the compositions comprise from about 0.25 to about 5% cytokine-inhibitory drug

10



cells. Cytokine-inhibitory drugs generally counteract
the effects of cytokines, thus decreasing

WO pdosazayed i on. Cyt oki ne-inhibitory drugs may, POF/US2006/017635
exanple counteract the effects of interleukin- 1,

(by welghft ngflgi 1?1%%19&@#1’1&5 gnﬁagir;lfn?eq%s; ﬂ'feé:,o ’ ugglhﬂ%go%%;%%ig}ﬂom about 1 to about

30 t rugs include, for exanple,
Ocymkgﬁﬁﬁﬁlst ﬂ% ; W&%%?as for exanple, the Hl, H2, and

[0059] HB somid dmisdidimenteshel c@npxzsa&ms aboysse 0065 hetia thecmesthetic

comprises {epHge G e BTN R EApiEr R PBRFRy GaBae. i some
such embSRARNENRE @bﬂﬁ@élﬁ@nstda%pm& aki 'td"ﬁa‘o'u’f‘ M%Ilfd@wn@ HG up ESal AW 0%
tOXICIty upon adm nistration. [0 I'n sone

diphenhydsainingi (e miesght): Ha sepe @k¢hmandnmbmts,dh§/ cemprysitions epmprise fem

t t 0058
o 2R P V) S YR Bpiohoos®
d1phenhydrﬂmﬁ{ét (b? ﬂvefghlﬁp MTh $€hetd me@dlﬁfbﬂtﬁ; thk Q?o’m@)zshﬁkmmnmhe bp toahout 5

lidocaine Ggytwghfi qndrwpﬂp tabcrtlgt S8 @@ﬂ%rthyﬂm%)m%@}y HEg). Inoeg ofher such
embodlméiﬁml?esé %ﬂﬂ%@tloné E‘orﬁ cHﬁ b org' lla%lne (b}_fL 8\1 /ght), and

corposi t1'ons conp rom about out
from about YtSotoiabeut 39 Idiphblﬂii}yirainmg (Gpyveight)g bPIn)d ml smlldhi‘thfrr such

enbodi nents, . t he co ns co out . 59
embodimezys, S FRmRitions FyppH fz@neﬁ?ﬂ‘fdép 9353%4 hBriafnedBRasiight, and

from abmﬁ'fqg%é'@@%f'dl h@rﬁlyﬁﬁiﬁﬁﬁﬂ] v W&ghgompri se from about 0 25
to about 5% Cyt oki ne-inhi'bitory drug(by weight).

[0060] i n smid dmifadiments, therberapesitinms of tlhsemwntmﬁmh@rmmpﬂse an anti-

infective cﬁ}lggz ?}5 Ly om bo%%tca%]gtg]ge ?rﬁeouéﬂér(g@ﬁ% %%tdgﬂg@hgh htti-

infective &OFRAT bel M%Xﬁﬂﬂ@rdrﬁﬁlu@[btﬁnﬁﬁifﬁﬁgal Gativing, anieséteedl] 6
conprises |idocaine, and t he cytoklne |nh|b|tory drug

antiprotozegirgiugs es di phenhydrami ne. In sone such enbodi nents,

[0061] ;Egita%‘i’%ﬁﬁﬁcg S{Eﬁi%g})?gfl%ﬁ E& dg&errT@ % idifye Adt%fb)%%k [Ee.,
amoxicillmoal’ﬁpmﬂhm aelvoiltin rmrttemcﬂhhﬁclcxnmhs [ dwlomﬂhnnﬁuqlmcﬂlnmm
about 1% | i docai,

t..0.25 t b ight), and.
mezlocilif it e PRsraadot sof DAL Ay RAAH e eBgbiotis (e.c.
amikacin %hﬁhﬁ&m LRy EaT &)‘fﬁ%ﬂéﬁi MeflnSein! Ji& Fdh’f%‘i}? 'ahdi be?anéycm),

onprise up to about I'i docai ne % ,
cephalospprm abiobioti&Aedi, ph@drqr@ls eefhznding bﬁ;phw@xglh t:f)fac o1 cyfemamlCH@r
e coppositiqQns c [ise ﬁ? ?out

cefotetan, ZHfoi G BEIPHET, P g OB et Oy CoIa R

cefotaxim@; &ef] Hﬁdﬂoﬂﬁ%be%&hﬁhwfhyﬁétﬂ%ﬂﬁoﬂﬁ% vettriibhe, aAd defepime),
still further such enbodj ments, the conposi tions

macrolideggiipiotise(er & orrithsaurein, clasithopiyengdititiigarysinn erythsgmycin, and
troleando&@&lgﬂtqllmo%q antibiotics (e.g., ciprofloxacin, enoxacin, gatifloxacin, levofloxacin,

lomefloxacin, moxifloxacin, norfloxacin, ofloxacin, and trovafloxacin), sulfonamide antibiotics
(e.g., mafenide, sulfacetamide, sulfamethizole, sulfasalazine, sulfisoxazole, and trimethoprim),
tetracyclin antibiotics (e.g., demeclocycline, doxycycline, minocycline, oxytetracycline, and
tetracycline), glycopeptide antibiotics (teicoplanin and vancomycin), and polypeptide antibiotics

(e.g., bacitracin, colistin, and polymyxin B) as well as chloramphenicol, clindamycin,

11



fromabout 1 to about 3% di phenhydram ne (by weight).
[0060] In sone enbodi nents, the conpositions of this
w0 nooeneioen further conprise an antiinfective dpemyUS2006/017635
(i.e., the conpositions conprise one or nore
n i nfective drug antijinfecti ru be,
ethambut lofost SERBIRH, duragolidanesi it lingolid mﬁa%nﬁazgfﬁ Afoligpnioin,
pyrazinanﬁﬁé' E@ﬁ?ﬁrh@d egﬁnﬁf%;rprot ozoan drug. [0061] Suitable

ICs t plca I nclude, for exanple, penicillin
[0062] aStuta:‘blmntrfangaé dogs t}@tmidy mdlmdenforanmpplc; butdepnazole, fluconazole,
d clotri %§0I||In carbenicillin, cloxacillin, dicloxacillin,
and clotripgele-gyaci i 1in, mezlocillin, nafcillin, penicillin,

[0063] psa&m&aﬁdmm dﬁggitylpicﬁ {;ﬁicldd'e Nor eRdhHI, gdal/efézélbdi@, acyclovir, and
anti biotics e g., acl n gent am Cci n ananyci n,

famCiCIOVﬂreorrym n, netl | i CI n streptonycin, and tobranycin),

oo SSPASHRRRAARGRE e R 6 s EHMRAR Lot

[0065] cehipidd attipréefensidrigs, tylﬁeélgrlﬁzluﬂe feedxanpld, pentamedingi e,
cefdinir, cefdl toren, cefoperazone, cef otaxipe,

metronidagglepeltiesepine. wErhiaz friamatioprian sulfasiazine, aberdazelsxmeendazole,

%(9 macrol i de anti biotics
ﬁnazmyd{éﬁg i E@hf%%u%&%ﬂﬁ ari tehrorTym n, dirithronycin,

[0066] eIrysdmneoesmbndmneﬁm,dhds cohgsitbaspt thiy mvemloma:bmpmse up to about 10%
antibiotics

anti-infecfjyg e iy ool sk ror Tk (SRR about 100g of

compositiBRX| ﬁllsgfﬁ@%h&l eI dih A8 Gh S corRpdsRIGRAS 'cB‘mpﬁihdfrom about 0.001 to about
trovafl oxaci n), sulfonamde antibiotics (e.g.

10% antl-mfecéme deug @ulvicighs). alimiodleer embbdmt% t@@loelposltlons comprise up to

about S%tag{x-rug%ét& %ﬂgmys‘g%lgbtﬁo az gler erag%ég]leg fhe ccﬁg%smons comprise

from abol @A abbites % Bhtlafydive laleug @&Weﬁgﬁtﬁw}xﬁd im.ll fafter embodiments,
tetracycli ne% gI ycopeptl de anti biotics (teicoplanin

the compesifépns srEpR e, 2bavid teabypele paténfpetivsidses Gy wegh).,
[0067] bﬁrféc;n'iea Qodu%gxlllﬂs S‘th 90 ﬁ1&%o¥‘ﬁf§énﬁjn?)ae§ﬁ?t‘f@#ﬁe #esthetic

oranp eni co nyC|n osfonycin,
comprise lidozzinkj ahdrthe antsmﬁﬂscmve drug| dongwised ah, anmﬂngahdmgz &b sgme such

f
embodlmgtiﬁg‘,r l?q %{5%4 Hrug[cé%)g)%;e% i cgcgﬁqlzg)llea splalﬁ Gg(ﬂl gplacécgments the

composﬂ&)i?b&ﬁ‘}gﬂéé up6 Lbglg: IO%QEdo%EﬁﬁEf?&ﬁwe% %ﬂﬂ@&@'a%ut 10%
 uconazol e, and clotrinazol € 3] Sui t abl e

butoconamht (byi W&aghtbir Ijlgghﬁr}qu:}cghqulmmtb @ cofpPsiteons napm@rlse from about

025 o avl AT SR G RAFOY PG LB EAF ke Hriepgzote oy

weight). H‘K}&ﬂbﬂﬁr suthtehtfod raéHt) itie cWﬁﬁbn&brﬁ@ﬁﬁe&p&ﬁ fatb@[t@%) Eid@'tfalne
i nclude, for exanp entamd

|
(by weighip B np Hophon %&Wt@p@wiﬂ@y il Iﬁ Yot PRI SFIDRliments, the
composm%H% E&ﬁ]{:} 'ﬂjcﬁm a@élﬁ’ t%‘V lﬁigo)t%az g?lg}%v@rgh{)yﬁrﬂizﬂn}i%ggﬁ 0.5 to

razone,
about 5% butoconazole (by welght). And in st111 further embodiments, the compositions

comprise from about 1 to about 3% lidocaine (by weight), and from about 1% to about 3%
butoconazole (by weight).
[0068] In some embodiments, the composition comprises an anesthetic, the anesthetic

comprises lidocaine, and the anti-infective drug comprises an antibiotic. In some such
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[0066] In sonme enbodi nents, the conpositions of this
i nvention conprise up to about 10% anti-infective drug

W@ 2008/12190p to about 10g anti-infective drug (tPCEHU2006017635
about 100y of conposition). In some such enbodi nents,

embodiméfgsg/tl?e Idﬂ]}c'cgpi{}gesgc?r '85’1%%{}{1 o %ﬁfegjstuclg ﬁmg%ﬂtg}%n S, bout

compos1t16mﬁmﬁmp”fﬁe Wh to bt ¢ O%Flilﬁ)lcilh@ (65 welghY), € upRo b@ovﬁb()%t cl@¥amycin
anti-infective drug (by weight). In yet oth

(by welghé)n% atheepiich embedinaeiiy é%q qqr@%ltl@@wm@@effmhﬂw Q25do gbpout

10% hdoc‘élfﬁe?P?we lgt'ﬁ%?’é n%ﬁﬂl&%?r‘gttndt (Zleto%?%glgt 109 ¢l c ﬂgﬁﬁ W éhg) In yet

other suchf enorodirhents, the tampdattivns 36mprisd up ﬂofabcﬁtl 5% hdmagle((fby weight), and

006 I n_sone iments, the conposition
up to abﬁ%ﬁ%&f%d@@@v Ghacit e ye{%ﬂ%ﬁ@gb RePoEmeBitpiiE sepositions
comprise ﬁblﬁ%@h@ﬁto a%BQt 309idBMihe ¢ bgrjvgfﬁéﬂet)’ Gnd ot ARTPH. Est@ g 5%

fungal drug. In sone rbodi ment's,
Cllndamycan (byf\Mcngw) 4ndgn sidhﬁuihseslcb lambodmwntsl, the cbmpeﬂtmnmipnse

from aboul? 'irg% dgcﬂigs/slb@ca&e gﬁ{r@ rﬁl;fr% atto B@}gt%"/acl?ﬁjcfam]yg%) (by

weight but oconazol e (by weight). In other such enbodi nent s,
ght).

conpositions conprise fromabout 0.25 to about 10%
[0069] | Indi@m entbodiyenipitigheompasiiigns phifisdbvention farther gompruisetan
1mmunom$§%ﬁ1§)yg&??l{]%fk&ecglgxd Ight) In yet other such

$tions conprise up to about 5%

[0070] I]indgoﬁml dﬁﬂ)oﬁbyemg Itmdmpo@ﬁﬂ)nslQorhprls%biﬁlaheéiﬁéti@yﬂ@@ﬁébﬂmlce
ht). In yet other such_enbodi nents,

comprises(clb ge{ eolﬁgnmquéaéoqqog}ﬁrlgmm@hy@ramgn@%e anti-infective
drug comﬂrisgéjﬁl?cb&ﬁlaﬁ(m‘ E@é ik grﬁbn;?ﬁ&ﬂeﬁtﬁ R Sftgyrng F%ﬂﬁg?&% toAdut

but oconazol e And T n st

10% lidocainb Qloji waugh@, un tmeabouhm% diphenisy dcamipe ((Is5eweight)y addaptto dbdvd 10%

butoconazggo(ﬁy 2] qg g%ggg heé/nemﬁnagrf%ﬁ@t? Qo%%grgnﬂng ?ﬁ?{lﬂtgxa@cgn? about

0.25 to ab&rodd H&ﬁhﬁw (b§ﬂ Weig‘hfﬁpﬁ&ntdb@ﬁt GO 46286134 dﬁih%ﬁﬁ}}a%hﬁe (by
the anesthetic conprises |idocaine,

dt
weight), apghfrpm; abpuicd Pl to Qhoug1Mrbptchwombm\te?g%tbtln@ther ﬁu%lorre
embodime {*éc Hl%%ﬁ%u gﬁgﬁsﬁ%orﬁo& %?tté) Q# els%ol%oosfn% %%ﬁw& hﬁ’pr sea 8ut 5%

dlphenhydhfammb Oloxt wid¥e)] anﬂnqmo%oﬁm% beioghriaroledbyl waight)o Iapesther such
10%.cl i ndamy.ci n ( by ght). In other su

embodlmeewbeﬁwﬁ@apgl ORI é@m mlg Y idogwina ot veightgfom
about 0.5 (hbBRO, dé@lémhylcﬁaﬁgﬁwn y b argigﬁam aa&g of§ &%@Q%

to a 0%
butoconazolet(by weight). dnisold ifuréher suchtelmdaodurrq:mS |tha mmspasmmps mmpmq@ from

s 0 0 TS 0, PO LR e LS

weight), a"RER ABB AT Bio A8t m'ﬂﬁ%bﬁdz@l'&ssb%%’%ﬂt)se fromabout 1 to
about 5%l i docai ne (by wei ght and Tromabout 0.5 to

[0071]  dbsamesgmborinmmdmjies qoninoyitings efmprisc ananesthatic] the ahesthatior
comprises %1&893.11?&%%%&10%0&1&%0 c%%%ssel:st dlgﬁ]e%hg&)r%rmes &ind the anti-infective

drug comprises clindamycin. In some embodiments, the compositions comprise up to about 10%

lidocaine (by weight), up to about 10% diphenhydramine (by weight), and up to about 10%

clindamycin (by weight). In some such embodiments, the compositions comprise from about
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fromabout 1 to about 3% i docaine (by weight), and
fromabout 1 to about 3% clindanmycin (by weight).
WO 0®69219rn sone enbodi nents, the conpositions PET/URL086/017635
i nvention further conprise an i munonodul ator and an
ect | i;
025 to abaiD 1% RpFE UG Ay et s DRIE T R TRAURRG Sl (o
weight), adéi%ﬁ hb&& 0l01d6@Boue 0% Eltndaniyringby deight)odn othep Suches

phenhydram ne, and the anti_-infectiv ru €S «o
embodimenis e 6pRAPRAIEONS CAMSHHUR HHAFH T 1@00%1%(%8 &%@“& go“% 2%
v ¢ hi) lb@hé Quch
sty SR (5B R AR cpRaipen Gyl it

embochmeﬂi@ %hb u@mp@mlwn@hye fieingibbyit 1 forebsutrfes dido¢nine (by weight), from

sbout 0.5 gbaics APbBITRAS Y Vgt herg T SREL RSB 0N 01 ¢ o
chndamycigxk{gﬁ RV@}Q\Z& M‘ﬁ%mﬁ%ﬂﬁ@r REcH Qﬂbd/éﬁthglm‘» )the étﬂﬂp(fs[tmﬂs abmphse

out 10% but oconazol e ( by 2 In oth
from abouishtﬂabteubﬁ’mhdemm@ (bytveeighshrfeasn @lpqmé te @lpﬁmt B gedlgberﬂla’dramlne (by

weight), a %b% ﬁﬁ% lrlat??]o t%g;%qagm h(bgwcflf%p)t ?oagggtjt 5?%

[0072] qiﬁs@ﬁi@ @%@Hlﬁle@l@y theRbfipbitiohg oMl ibtcheon Awihbr comprise a
nbodi nents, the conpositions conprise fromabout 1 to
Cytokme-ndbblﬁmyslwg indoAnHEn{eBvadght ), from about 0.5 to

[0073] g%&%ﬂg A %%Bi?lﬂg{g}hg{érc%m B?ltlgnfi’syco\é’@rggtd}x am%ﬂ{éu@ rtﬁ@‘aﬁ&ﬁiéhc

ut oconazo wel ght) . I'n stil
comprises lidbédngy, tifeusoléndimlibient dug tcbmpnsﬁmtqﬂlenhyﬂmsmmmd tbe anti-

infective d&%&f&%%b%&(}ﬁbgﬁugp S I C | neg,(tg%glo%(%gh# comﬁﬂle up to
about 10% 1&(8{%?@@ r%éﬁ %@?%o%@@ﬂﬁ%&ﬂ@ﬁ%ﬁné [y weikBhand up to

nments, the conpositions conprise ,
about lO%aimtacrmazdie(bycwelgl@ Ereostarich cmbmhmen‘@e%le lcpapesitipns copppgise

from abougﬂgg tl&’t@ ] gzgta ggﬁ}g%gﬁ%@en hgo t%rﬂlntg ’ab?\ﬂdi Ot‘/he
dlphenhyd%ﬂme '(I'SSEWE%ht)t 4R BAAEB&ILIL0ING ab@mll()f%sbuw@ﬂamla bmuw]gn% In

docai’ne (by weight), up to about 10% henhydr am rB
other such(embodgn@}m,)the m@pqaplon@csamareﬁe updoRbe R RAlK afpe((gy weight), up to

about 5% é‘%h@%ﬂiy@rm}u g@gy@g%qg b tS% %ffbnggdgg ?ﬁ}e&?%ﬂﬁ In yet

other suchvm@dhhentﬁ rtmmttloﬁs depnseaﬁmm Iabdlﬂ%td iaptn rpfy H qmn@e{by

i, S s ) TR 08 SR gt 0 o s

% Y Qnidddithern®datd neng bymprise
S/butOC&V\rg?% t?gp&’g1 hpoﬁzlgggtg@%%igﬁhecﬁh dramene ( by aingastiien P

from abouathdo ab)out 6%311)@%1%%3{:%1@@ glmrabggyl tReabgwi 3% dmheg;]@td)ramme (by

ons conprise from
weight), aﬁ‘%g‘&’f“ 1 g‘g&?ﬁ‘% gg’rh"i%%cg%zoﬁ &’%ig‘%\@ ght), from about
[0074] OIn550tr& e’a\l%aﬁmé’%@ dhpbanpisiioarcaapiseanwmeghétic, tirrdesthain

about 0.5 to about 5%

comprises lidocaine, the cytokine-inhibitory drug comprises diphenhydramine, and the anti-
infective drug comprises clindamycin. In some such embodiments, the compositions comprise
up to about 10% lidocaine, up to about 10% diphenhydramine, and up to about 10%
clindamycin. In other such embodiments, the compositions comprise from about 0.25% to about

10% lidocaine, from about 0.01% to about 10% diphenhydramine, and from about 0.01% to
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clindanycin (by weight). And in still further such

enbodi nents, the conpositions conprise fromabout 1 to
wW@bwdt1239 | | docai ne (by weight), from about 1 PCI/aRNE/017635

3% di phenhydram ne (by weight), and from about 1 to

o 10280 U A RTEEL BT SRR 5 ot o

5% hdocafimfr hti & Al PYd diphehhgdapknd)end ﬁ\@t&uﬂo@f % @lidGarAytEn.ah yet other
i nfective drug. [0073] In some enbodi nents, the

such emb%@ﬁ*ﬁaf@' the GREPEHHEMS compaise FRmsabert 1%, to abeut hekiderainecfrom about
0.5% to aﬁcﬂﬂg% gﬁelg-ingﬁﬂ Qgpd o6 &)6&19 4! |5?,e 0 a%H@tbé%{%f&@a%{ o dlet still

nmpri s am ne, e an
further endmdpnem;sa $hdmﬁ1mmnmm9 t@mpriige fﬁcmﬂab@nh Wto%ﬁtlﬁ?;%ﬂﬂdecame from

about 194 SRR ) GRS TR RS s e e o ey
[0075] a‘FHe 6%1@(9@ W 101 @%ﬁdﬁ%@@ﬁ%&ﬁeﬁ@%uﬂﬁﬁ&@ Ws?oslitﬂ{cg’ ggre

such odi nent s, e conpositi‘ons co
bioadhereqt, 8 some alibotlinidts, Ithechuumosuao(lsblyavwal videoyity cﬁﬁtqmoa:lbomttl 200,000

centipoise {3 o R B Ao 3&\2&%‘2&% bf%ﬁ ag)ﬁtﬂ)% 000

to about 1/200@0b %éntﬁjd)@sfé ebael mﬁte%lboﬁﬂl?erﬁso 'ﬂﬁ%‘rﬂﬂo&ﬁ%méﬁﬁ’dﬂéra'ﬁ?cosﬂy of
to about 5% |idocaine (by wei ght), uUp to about 5%

from aboullg PEhAAhiaRbarE ha0Q.890 mﬁgi’mﬁ and up to about 5%
R R R —

to about 9aﬂ)1®sﬁm5%dhl eﬂﬂibdirﬂ@tz{, oy o @Bitions hivem D epfrof. oli3.5 to about
about. 5% dj, phenhydram ne_ (by weight), and from about

7.5. Tn otigrqughemabastinonsy e coRRAAIR aY oy Pideif ghevt 6 tapbowty. st i | |
[0077] f}ﬁrsbﬁﬁren%bgﬂn@rﬂpggéout %Qi/gt?lto?ﬁle%’ agé Qf]tﬁe ?@B(S%lﬁ"o%s of this

fromabout 1 to i docai ne
invention Ekfmm ahout @06 hoattous &0 mplhiesthylds/Hiwr. ntn c(thqr amﬂao@hhe)nts alinedl

osmolarltyt %%g]ﬁ]wa eﬁ t;@%sr?éso gab %pﬂégﬁob 4853 r}@é ﬁgg{rg lﬁg\l\@f‘cgg% ri se

[0078] aAs aReskiRitiove, thd eoﬁwﬁd}@t&%s:ﬁﬁeﬁﬁoﬁﬁ&niﬁrge%d%d-&lb@se
cyt oki ne-i nhi bi tory drug conprises di phenhydram ne,

bloadherelﬁr?@mpﬁéltlam i Thef esgnriogisions eepetdlyman be spplicdrid amyarinar such that they

do not see gﬂgﬁ} &1% 8?/@@@84@ at?%{]gln offér{sﬁle gl?nos' t /oxgz[‘i’rrg ﬁl@ﬂ% ! g? gemlﬁveed(%rom
the surfacetodvhiph thayalhwbeeh(h‘}ipliéd el adyigion, the Bombblﬁﬁori%lg@ﬁerally release at
ments, the conpositions conprise fr om about

least a Subétaé%g/ow&l%&he A9 ingderietise (typicalty Wisotantolled paneer) over an
extended [ﬁﬁ@& bof &% 6%%’ tﬁP hbyg H%';E?] nﬁf aqgk%ltf g %&BSMI%I% SFiths invention

t oabout 1 ndanyci ot he
generally mmaldd wimﬁ tempathble®o NymEsior toomthemambls freatmehs, whﬂxuﬁmﬁ%maller

do ut. 5% henh dr.am and, up
amounts of SEREME RrddFealS) EePSr triicyppeitingt. USEr Bich SHRHEHuounts of
active mgré&@n@é)m'té hRREni SORRHatiSE irf the TR P Hﬁplﬂeé‘h&? RiRRkze ¥ amounts
| i docai ne, from about 0.5%to about

of the activy lﬁﬁ@ﬂw}ﬁﬂﬁ)aaﬂaﬂ@ble @fd‘bsqmmfamtheGYSP/thmlmbkmD n.584d resuit in
overall red%ﬁ&{j%rg%bﬁire {dn dﬁﬂ&é still

[0079] The compositions of this invention can be prepared in liquid, semisolid, or solid

dosage forms.

[0080] In some embodiments, the composition comprises a liquid dosage form comprising an
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further enbodi nents, the conpositions conprise from
about 1% to about 3%/ idocai ne, fromabout 1% to about
waoditpteenhydr am ne, and from about 1% to abouPCBY$2006/017635
cl i ndanmycin. [0075] The conpositions of this invention
emulsion. Pnefeaiuddiby’ ib gseeralif £ iwai- pi%e yysemoii which ondHquid is dispersed

N N T TR R
comprises Lﬁgﬁﬂ%s?écfpms n?x'a%]‘?%ﬁ SuspbiMfort oﬂpﬁfsbéﬂsw f@ﬁé’f@ll}am a liquid

cosit OOO to about
preparatiorcthat ¢queissenf solid partieles d;lﬂpﬂns@nhwdglnmm aélqutchélase in which the

particles arg@ggfoshlil; égglsﬁgave = VI St §ih { o ffoﬁ?o@%ﬁgets a611qu’1c9 gosaée form

compmsm%m?ﬁx@h ”%ntlﬁloﬁ’@%n&ﬁﬂ}a R i@ @§sp@ﬁsn§rhb§erﬂnﬂb’1@ﬂt IPsthkave a
from about 2 to about 9. In sone such

embodimestshibd icomposition ¢trmpisapoliwid @ln@gn S %prpwsmg 3 fosm- abolpem”

generally i i 8‘?;—5%’;5%%%3?%1“}7% én %pregfg Egzd {Bl 25@9 db 1?3.? tf[lg%/7§imisolid
conswtencj/ 'Wh%@ P@ez@ﬁ@@ﬁéﬂﬁeﬂhﬁmg ﬂlﬁ%tb@dﬂ&la&fel ty of t he wat er phase

he conpositigns of this invention js %roma out
[0081] :_Iocaome embadimestsothsicompesifen eamprisesp serpigolid Aesege form

compr1sm %@r%?ﬂnn%gt‘cfrealﬁ’h nt%faZig 695 b%x?(ﬁsglid n%(fﬁ%é"ﬁ):iltﬂrgpﬁﬂﬁﬁg%b& $ir RSP
substancesdiisolie4 o€l dBparve intaheitaldepasei Tn othsr crhbmmsnus,rﬂae nompwsltlon

comprises SREMSONGBGTE 0 GERSPAIABELan e dSPYALE S drar R

consisting d¥ &lﬁ?e% BahsdeR&¥n IPsAL indBRRicTTaRBIdsR 1438 bfkahicGaMbées N

ensi've nmanner, and/or "‘are not easily renoved
1nterpenetrhtedrhytdimu$d.|  Fnangleerteo1 batiinemts, Heycompesitipe éWnﬁlpiﬂs jagsgmigoHd

s o S SRR RS LR SR P
intended f&ﬂe‘k@rﬁﬁ' Fi{lldaﬁoﬁl t&fh@ tskﬁHr@zﬂmHﬁdhlﬁeml)raﬁv eIn @thereefﬁlﬁmhiﬁehts the

period time (e. up to 10 days). aresult, { e
compositieroeasensises @ﬁ@mé«phct davaby W@Wﬁ@ﬁs@é hansie] yAx maglyr generally 1s a

semisolid gogage%)erﬁlﬁgﬁ v\ﬁ?}r@ ogxé i01r$1 gﬁg‘{%ﬁ% st e teRUAd fRRbRcal

er anounts of the ‘active
application.ngr edi ent (s) and/or fewer appl ications. Use of such

smal | er unts qof activ red ent tends to.
[0082] Jnspme f@&thngmpqnéq, rpopqpopﬁg 81‘1%5‘18 agéﬁ% f <f0ghprls1ng, for
example, ﬂ%ﬂé&?ﬁ%ﬁ@@%lﬁ&l%s%ﬂﬁ active ingredient(s)

for absorption i'nto the system c
[0083]  cThecasingrtoisitions aﬁtdilsrlemﬁmn igenasslisr mpy be epnliedite fhe;skin, vaginal

cavity surfi%ﬁsg @H# vxgwt %ggl orp? %007%}515 sucefa| al%gflﬁt) 35?511(1]5618 ntﬁ'uﬁ{ 5%“11% or other

apphcators«ﬁ4 HyhpehSSrasehdf £ d¥BlizdtidR 8 Whehnhs umpasitions areeapphied intethe

omposition conprises a |iquid dosage form.conpris
vaginal cameﬁm Bdtisnt isaveteivhlysn shping ﬁosg% %q? 859‘ CQMPRSIIAH FR 2het rably

Y t ich one liquid is dispersed throughout
apphedhl%%‘ttﬁ §| %\AJI dinthe formof small droplets. In other
[0084] ehtrodicrRitiosimdrls aamitpiose ¢(iiegan amount of the composition suitable for a
single administration) of any of the compositions of this invention is provided in a disposable,
pre-filled applicator.

[0085] In some embodiments, the above-described composition is provided in bulk in a
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conprises a |liquid dosage form conprising a
suspensi on. A "suspension"” generally is a liquid
w@e@par@rd on that consists of solid particl es PUCBHPS208€0aH7635
throughout a |iquid phase in which the particles are
suitable coﬁtﬁineis s ol sefor kxanyplb, eartube‘g‘gmd oneckage, Witk agatipdor bauegwer

nprises a lLiquid dosage formco I.sin n.
dispensing thpgedad dgendp 5<Prp9 IR0 thepts; the §91§1 @?%%&Vlé@m@?

applicator flﬂt 9&1{}% d%sgglgcgrq# s otrtrl'%) ??%C%g g@%séﬂagﬁl@u%otﬂp EbRpSsitfon.

[0086] @Hmuoaipbymon;s <aﬁ1hs resiiommaz bk agplmbd| mulapbrtmuwﬂh @elriods
aer os contal that has a f| uf

typically religi Gy Aoge nfteRIhapeim Brpnge eeey 16 dat TS Pial cohoglmpnts. the

compositiohd la¥LapplifP8dde JeP hIP AB S HRRRPeFBMrSondeHRr $ QB Sdrick §Br 5 hours,
conprises a semsolid dosage form conprising a cream

once per 8 hotusy erzpeipeyy Ehbowrk. apee peradayeoncs okt 3 dalss eiere peoaek, or once per
10d cont ai ni ng one or nore substances dissolved or
aY5- dispersed in a suitable base. In other enbodi nents,

[0087] tl*&@to@@éfp&ﬁhg ltliéfbr@f@ff?dl tl ?eg&ﬁéﬁ meludd titaspg agd, Graight, sex,
nprising a. g generallylsasemsolld

A’
diet, and C@%ﬁ*@h‘?ﬁi@ﬁ ﬁatsqmt ﬁ@e mveemq{é e pathelegierspadition; thequie of
r .
administalif A oG EorbRuchfioh st & e R R L BB P hrmacakinctc,
and toxicol@ypodiits ofthe pamchl:ae&tﬂre Mcﬁm‘cilﬂedj cdeter & drug] delivery system is

utilized; algie&ﬁeghqu Eegﬁ%’gﬁ gpg?% BIH; is 4 gs%]a%g&fgr%g comglnatlon Thus,
the dosage?ﬁ%ﬁeﬁ%%ﬂugﬂy EQ Io"}‘/@d sddl ‘!;hrf KNI(HE'H; Qug, tHERREREN déate tﬁ%ﬁ{ the

odi ment s e conposition corrprl ses a semsolid
preferreddmswgegrhmnmﬁtﬁmbrabsvmg a paste. "paste" generally is
enm so .m t hat cont ai ns_aqne . rug
00ss]  iBSPRutor CERGdR AP FS e PRSP s RO '
pharmacetﬁi@ﬂl‘?y m@p@bmaﬁfm hijevaRRAas/t VelicleOaPgeise seferrsdioiad
form conprisin or exanple, a _vaginal suppository or

"excipients/ gl Heipalgaeipignls mpowele:MRE ¥ we SOEeadMIeE Y Rfptic mono-, di-,
or trlglyceha]é/se y%lcge%}ﬁf/d;} L}Jror yel erg%%lj H Q%IEB.HBH gf éxjﬁg&sﬁggnerally

vagr nal cavi or ~ot
discussed ﬂi&ﬁﬂ&xsmp]l& H50vefr aiohe ¥aRenergton mﬁ’harnwaﬂmdaéSczmceo(Mewk

Publishing 5 Bt B/ 87" SPEA G PEdhaRriight N SHig L AR RS-

Pharmace&ﬁk%l Rk ?‘Foﬁ% Ma?ée?b@@lke)f W Stépk 'WYPQ@'SD) QN quidt@mipb&itions
nmposition is preferably applied highin the vagi na,

can comprtsempxampls,ommmm@mgs Susmemhng, ﬂ:amng (e.g. swegfening), and/or
nt .of the.conpositi.on.suitab

perfumingGRite; UL COF CORPGh e Rl arT i EREng R fpjeqt tatis
solid at ordii¥§Méh pRratusesPh@ViqiRIhtivagiaaldepaatpd suchplia if willl ieelt in the
vagina to reﬁ:asel tc}:lg td1(')urg'.

[0089] In"some embodiments, the compositions of this invention comprise a permeation
enhancer (i.e., the compositions comprise one or more permeation enhancers). A permeation
enhancer generally is an agent that facilitates the permeation of a drug through the skin upon
topical administration by, for example, reducing the skin’s diffusional resistance. Permeation

enhancers are selected based on their efficacy in enhancing skin permeation as well as their
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[0085] In sonme enbodi nents, the above-descri bed

conposition is provided in bulk in asuitable container
wgeowk/1a79 f or exanpl e, a tube, jar, or packagePCTBIW0&017635

patient or caregiver dispensing the needed dose. In

demt o R e 5 B R Ry s

well as ‘chéI R0 HOthe BRAPMHTE (jbrésgﬁ ift QTR ?béfa@t{‘ 81[1%@%33 rﬁ-ﬁgz?a ancers
onposi tions of 'this invention may pp red mi 1

include, f@f. greBiplenifatty qeistsi faﬁs agigdsiiens) fapty aknogplsgiatty emdesess qféazcnc acid or
n

glycolic alal*al %lgrér%é%ttrfégeris %1%%9 cgg.%r? tgc%gq é‘l)(‘%{gﬁft?rg:j%gﬂ%gh chain
alcohols, Jir&] dmi&fhyll sul e, D@dlﬁ@i&[ perfR&RorDE hascetPate Siste@ R FoP&anle,
once per hours, once per 12 hours, once per

Osborne Bélakr Pf@ﬁ@@%}@?al c ealasﬂéogY&ic@ %619\%)9 Metbpdsnfer essering fice
f is eferred d
characten&?éé%f %&?e%ﬁa g@&%ﬁ%? Fl%pﬁémsﬁél gl@ gn % Ofg gxaﬂm]&le,gl?lfel rcxlgiheé al.,
Journal ofdbonrdlled)Reteﬁsdh%pMZ €984).t he severl ty of the
hol ogi.cal consgltlon t he .route of adm nistration,;

[0090] pﬁﬁ? ARG IRGPUSH(R Ghidie gemarsitions ofdhis pvestiemeanderysed inythe form
e

o s e SO ESRAUOSLLE, AR SEILOANGHLD IS f or

drug may b@ qu‘w@tayge@;ssduertm pBe Qutmblrezﬁ dhe saltth pﬂyemhll@ropdmw;smm\ae enhanced

pharace (39 LR SRR bl 52 RaGne) ofediels soubity i
wateroroﬂn’pl oyed can vary w dely, and, therefore, can deviate
omthe preferred dosage regi men set forth above.

[0091] [ Wd@m a spifds idensied ite bordmipistared to a palient (na@npmyd too fiprexsmple,

t eutic acce able
ing w0 P DY MO B0 RN il R
Pharmaceutgfally raembptablmlts mchldﬁlselltd &@mmonly I&B&i’oﬂo 6ot hikh Rietal BEY and to
' cocoa butter; nt heti ¢ nono-,

form addi‘ilﬁ‘?flncslallj pf fr{s‘? é‘fi @&?@fé’&sesf b ggneag; @@Se 8 bxpically may be prepared
b nBt

oI 098 SLUGE PO Y Sty Lo e
appropriatReeidrg bese witlPtimrcompeund.cal Sci ences (Mack Publ i shing

10092]  PogmShRHlnea ot abic aT8fief dfinfeheEpiedde tiegpipositons
of this mVéIN&fnCrﬁéy SRS prepiedd IYemlan iMbr¥anic P8 Qhnic labﬂu 'E%amples of often

conposi tions can conprise, for exanple, wet
suitable ingrgapisi acigls irgluds hsideqrhionty, hydrelromia ély(i@ugilc nstwe;ectaebnnng)sulﬁlrw,
P rices ri.se,
and phosp?&% id. §1F1{a%'l.g &%&gﬁg S&Hsc‘ ger%%’ S’q@)}é‘? r)Ifoer %Wﬁgf aki agg,l 4
cycloahphamc arcdn&tﬂ:{ yratiphmpier hﬁtetbeyi':hckm&bdydyﬂbl,l dhdatlfviEgicligdes of organic
er at rescht it wll nmelt in the vagina to
acids. Sperc jqcxamplasof g %su1ta8£%g¥aqlq]ac§%@c]@%é@ﬁt%ﬁpguoqon@etate
formate, pﬁ)‘f}'f@}fé?é Eﬁ&ﬁﬁteoglytcﬁlaf% gﬁ\f@&rté ﬁ%ﬁ&w& ﬁ@ta?e RRIAE %r&a‘ﬁ'@ aeid,
enhancer . S conprise’one dOr
citrate, aSdeJam@gtuwmneWhmabetesﬁuna@atp@ymMa aspartate glutamate benzoate

anthranilic acid, mesylate, stearate, salicylate, p-hydroxybenzoate, phenylacetate, mandelate,

embonate (pamoate), ethanesulfonate, benzenesulfonate, pantothenate,
2-hydroxyethanesulfonate, sulfanilate, cyclohexylaminosulfonate, algenic acid,

beta-hydroxybutyric acid, galactarate, galacturonate, adipate, alginate, bisulfate, butyrate,
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enhancer generally is an agent that facilitates the
perneation of a drug through the skin upon topical

wadmen2wrey ati on by, for exanple, reducing the B&I/IS206/017635
di f fusi onal resistance. Perneation enhancers are

T G v e

glycerophpkg&&tec; heptemdats hexamdate] witaitiacab- pmi@l%mbfdnhfe%oﬂlétb palifoate,
ve ingredients as well as the rest of

pectinate, gx@}eawl@m@or&twmm hivalate dhiosuInates tRsy B, ﬂacbu@decanoate

[0093] ppﬁgﬁﬁ%@féag‘?ac' ﬁg%tﬂé\?és: Adﬂsl?czr% daR lo?fﬁ%'ﬁ?l!lsg% L%S {n e ¢ compositions
of this investier michile) fac éxampe intktaliic gdl;scanﬂloegaatn dAlts. aneféifdwmetalhc salts

et o SEBT TR 5 e iy g
physiolo gﬁ:'dllff Q&eﬂﬁbleﬁﬁé’thﬁ dafif aﬁudheé'aﬁ?ﬂlta}r ?e n%ﬁg AGEL A ML, RiGE

I n, for exanpl e, borne at a arnmaceuti ca
lithium, nragmm,a@yasamm, 50die’, {k0gH). . Privferied dsgahir satis s@ybawgaddifrom

amines, s{Ef 36 Bppetnghing 2udtaBSigT R b GHern Aintg aRlompogeine,
choline, distoRidigg] eﬁ'@leﬁh@&lﬁmlnelﬁégﬁﬁﬁné d98bihy1510028he) BRd Blokhine

ingredient(s) in the conpositions of this i n'vent 1 on
Basic m‘fr%%ﬁ q998taipsBg Sfoyps pan eotusiestizechwith agenty sush as tavar alkyl (C1-Ce)

halides (e.! gar te@l@’% ildrlﬁr Pr%gglagﬁc?b ?f éi)?Or%o[?? pog'&%tc{ég a%ﬁﬁ%cﬂceles) dialkyl sulfates

(e.g., dimeibiyl adicthyk olulmtyiumd diamapkesubfiated) n@gmhamhehaed ﬁ&a ‘&S dRebylsiaaayl,

1 ’({Jrogqertll ﬁf g}h as, enhanc %@fhar maceytical stability
myristyl, qnd stgapsle Oﬁkﬁ}eia FRRIdSE gpadodided). walod ibelides, (e.gp bgnzyl and
phenethyl Beshided)! sh&hypi ity in water or oil. [0091] Were a

salt is intended to be adm nistered to a patient (as
[0094] 0'5@@ fgntion alkois diveatep) e, patigiomgethsdsdfor makmng |tlm abiolve-described

compositiSi osnt(g(%x&% S foggﬂiﬁwggﬂﬁ{og;ﬁqbbﬁg%geﬁhar bl e cﬁwﬁgx Yglems

described BAUISS PeeiiTa6d. ¥,353 9d8 tafd b 9551385 kahith Bi%ﬁﬁ‘éorﬁ&ljafea b?'}gfe?e‘ﬁce in
formaddition salts of free acids or free bases.

thelrentlr‘iﬁ)éﬁé?éhlsp@th@se salts typically may be prepared by
[0095] Cl@rﬂﬁﬁfb‘h' 3 osﬁSﬁ'ﬂqg‘f tﬂisﬁﬁve%u ﬁﬂﬁg E) are é’ gotr%\gglgltpieb%gogm

reactin
batch or comtmhommommo Ui p&@ﬁﬂﬂé cﬁh&hﬁ@fa@ Hﬁlulsﬁinlsyshaﬁtcfeﬁieabhﬁ)hed to
additjion, salts of the drugs.used in th

the COmPOB%% B 115 B?er,th?rrgogpwenw%ﬁweefmwrﬁ%e (HEgsanchy shaking,
or vibratioh! M’ikﬁfg shBA"880H Gedralfy SR acreﬁag'vgiﬁ 1(5? Zéé{}r%r &)Sprgven?ﬁés%%ctlon of

sui tabl’e i norganic acids 1nclu ori c,
the emUISIQbeY@bP@ngedemr@rgzdl c, nitric, carbonic, sul furi c,

oose1 08 PASERD B R Bt St A PR SRR L o
typical bateli prRtdsCthe ditetaPhladsé & added Rrae Eﬁt’ehﬁ 1538 RNy Eﬂlﬁrngéiﬂg
sul fonic cl asses of organi c acids. eC|f|c exanpl es

planetary gsothgr suitpbleitypa mléerdm@é eenadionisicouiplade Aspudpsy typical
con’clnuoustglflj)c;EASFI Qho @}?tg uc na% g H@ cecﬁ) 28 h%nc%%f %1%021# é’%l){%‘gl%nglil gc’reaches the

at e, iglicon a
level of the h)l\Ateahlmpeﬂeﬂ idl the mlxmg chamber. The two phases are then simultaneously

introduced through the bottom of the mixer in proper proportion as the impellers rotate to apply

shear to the components. The product emerges through the top of the mixer. Flow rates through
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citrate, ascorbate, glucuronate, naleate, fumarate,
pyruvate, aspartate, glutamate, benzoate, anthranilic

wa@ediod/ 121925yl ate, stearate, salicylate, PCT/US2006/017635
p- hydroxybenzoate phenylacetate mandel at e, enbonat e

e ethanes | f opat zenesu
the mixing BEHPRE Bha pEXRE Mg ool DEd s EER RO AR Frana vipgsit.
[0097] CYBisOh®RYbARRIH @SditedbRn aﬁlg)artaﬂogﬁéthé‘ds%t fleatin Ig diseases. In this
bet a- hydroxybutyrlc aci gal act ar at e, act uronat e,
patent, the)igrpatreating” giagng eme mr@tmgt atmreswgw@dleatmwmwﬁm& reducing the
i onat e,
tisk of, anggoggi g{%@%ltﬁ a?@%%gfl t§ CORE p? g%‘gg?‘@&tg% ycer ophosphat e,

[0098] hﬁpioammﬁlﬁ)dnhanarth)@ﬂleeasﬂ tompriseatelvodynia. In other embodiments, the
2-nap hthales nate, oxal ate palnnaé pecti nate,
disease co\gnpgﬁgﬁw mrovigp 8. np@tg@r odgpq;g:f élgee isqage BRI BAses gysesthe‘uc
0
volvodynig B\ cer 300 GRS 87 Spec Qi cs fominine discombrt, Fepinne
discomford raxgmraumded by tiiveor oo magsitritativns of thelfemaliergeritliade.g., burning,
for exa met al | i s and or
tching, stiginel] Uois o e P oNEAPY PG eEYn Fissable i stagerse
menses, of Hf@4#Rn! @) salts, alkaline earth nmetal (group Ha)
salts, and other physiol ogically acceptable netal
[0099] sI;a stosne Buleddinents, shavagthiod compdses administaringioran animali (Gpically a

di
mannma g et Fore RS R EPP B30l R B i lEcion, fpsome
embodlmc&ﬁs Ttlﬁ@dfﬁﬁlblﬁmamﬁmaﬂi whilyihdfed @mbodiments, the animal is a mammal other

- di benzyl et hy| enedi ani ne, chI or.oprocai ne, choline,
than humqﬂ e/{dh itectng araoundt ﬁlylt]@qﬁggﬁugﬁﬁl}yee foetye ampwe” means an amount that
N? ggg i ne. Basic
will achief gﬁhgghﬁﬁ§g§§%g8§§g%§ﬂ@§ﬁ be quaternized with
[00100] agﬁmm;: aniehlimeantk Gh@meﬂnbhly)f tl(lﬁhvéiﬁbonmmpdle& 4 enngbipation therapy
nmet hy br o

wherein agﬁalppggpla 8813‘1&518 4 oj% iis %qﬁt né]lng ?qewgh %rslagq@.t(ﬂwven aqﬁlrd fourth,

etc.) comﬂisﬁfo‘ﬁ)&b (pﬁ'sfﬁgta}ﬂactn%ﬁﬁgl‘éﬂﬁﬁy kuchtdsf fk %)%f)mplE Oeﬂﬁi ?B@idnan anti-
hal i des decyl, "lauryl, nyrlst ear

infective drhg.cami 1umunonmdniam$,or %mdmeomhdvetgyy drag aimwsmbqﬂi@@ents the

composmEné ngljls L?;ﬁ?rg%}l r?\l}g gl%eo %ﬁcp Sg%npogl’u S/ d%n%s%}éei&t h3: substantlally

s1mu1tane6@st nester (08, WakinnGottEmahesafdedcsthéddn aespasatisl oitmer, or
ositions of this invention may utilize, for

both. It i l%@a ndated that snshicombination therapicsatsringlade AdhiDiETing et
compositigg Ichruéf;il%é Bired 6@&&%{5’1& 2 ARnisPation W '&ferbtﬁ‘{]rﬁzgh{égtgﬁglg{?.r ¢h&tme

rence in their entirety
period beffw@68 He a‘armhlsiratmmrfmpdmdmmmonfmdyrmnge fnmaratﬁewrsecmyds e less)
known tch or, co

to several g];)wgg)ggiggs? wllolLd o gp,l fﬁbewﬂ}%ﬁ § }gﬂg(lertlg gﬁgrlflx%osition and
active 1ng§é21?e?ﬁ @ }%r F&ehcy, mﬂl@fdbﬁ)gvaﬁﬁﬁlh@}?’ 'Eﬁﬁﬂﬁ@ta‘ﬁdk?dnéﬂi%%r@ﬁleﬁ as well

m xer, ‘honogeni zer, , I npi ngenent surf ace,
asﬂwcmndhmmaﬁdun@ﬁwshaklng, or vi brati on. NIX|ng shear should
erall¥ be at ar reve
8

ooro1) IEREE G et dnEi Gt LBt o B B Rote for he

active ingRIA&INYY) present in the second composition to have an intended effect. Contemplated
modes of administration for the second composition include, for example, oral, parenteral,

inhalation spray, rectal (e.g., suppositories), and topical.
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[0096] Illustratively, the internal and external

phases are prepared separately. As part of a typical
whatch2process, the internal phase is added toP€ES2006/017635

external phase while mxing in a planet ary or ot her

00102) 594 BEEA, B8l KBk U 5E BByl o QTR BFan
active mgpama(sp ey WélgWUTHdpﬂeﬂir@dtcbﬁlpﬁﬁﬂbﬁ ﬂéjﬁﬁ&s &0 HBmetd df i t

d eacggs the |l evel of the |owest inpeller in the m xing
administr: cqiﬁgoqlw%ﬁ%@sprgp@ed hen vatiety pf wakk-doswy techniques of
pharmacy' tBatiRdHEEHe s3p %ﬁgﬁnérgg rpg%s% ?él% {hla%cmexlgéredlgﬁg@?ﬁ?lbone or

proportion as to a
more excipleatsc A enmpbsitioftare pfteldpmeparemy gaiforintly @hl@hltf&ﬁh‘ﬁelif @cﬁlnﬁcﬁng the

F) han
active ing G arfls) Sl daBlfPriirehicd HGEL U sIRoH 2 hig gks ombloteping
the produdti FeP&tdnyple,[:4994) m Fbé?fegéﬁ%@tb SGm e3dné §1i &b dﬁ?%aegowde@ or

part, to methods for t ting ases.
granules QPan @nmve inpeedient, @pt'.lollaé]atmﬂgdnermamme ax@pients ahd/ogone or more other

TR e
the therapbtﬁid’@etnf iaatfesd-f1dwiad 8drnl, BuGPaE: SIWRRE| bf@x‘dfﬁles &ﬁ’tﬁ)ngllfﬁfi‘y&% with

b conprises vul vodynia. |In other enbodinents,
a binder, Iybricant én%%}epgwwurfaee agige/dispersing agenits). oMméded tablets can be

made, for @ﬂﬂl\?ﬂb W’x{lﬁl’dfﬁﬁhﬁe ?b%?ﬁg(? ccglﬁ |d§§r§11 tsgl)(icb?%tgg tnge? Jormulation of
drugs is genergilyi dmmss‘ednm rfbneiamm;&; M‘O‘o@ért JoHrel] RemmigthnSTOibF-RMbdeutial

crerize Qr_naj or |rr|tat|ons of the
Sciences (&Eaﬁ%? {’]@%’HP& P+ as(tcén, E’A 1872 r{imsgrroratedibyepierengeripiorthyip patent).
See also, TtiB&imaABH. D 3IBLAY B €ds Dypp fnak&gzlcl ?@% Ffo%%%m ISecker,

sexual i nt ercourse rrenses or |n

New Yorks dp¥., éﬁ&bquguppmted lbpereiﬁmrelthntoamp |pa1sm$ Setnalpo, Hibbe ¢1@l., eds.,
need of . treaf nent

Handbookto I%szrg%ie%%al g‘;%%mn‘? f?y%E% nﬁ{}ggr!u{apgﬂa%qacpmc@l Association,

Washmgmmme@tma) (ihdbrp&raRd dFReR I8 into tHid\SutdH) is a human;
while in other enbodi nents, the ani rml |s a mammal

[00103] Aefsie ipgradicnts saitablorforogal ﬁé@gmsﬁ@atlgmmbe administered in discrete

t neans an a
units comprieiy AREHER, (lid ok Bre ol SRRbI TREEE £8he ML 6o
example haod1dn fofiorapsil&0) taikts| Tozewes, tebtbie Cbﬂl@ Posdedshe gratdi@deh
his jnvention co ses. a.conhi nati on therapy wherein
IR v e e e T

active mgr%ﬁiﬁ‘t(s@ i$ SR BmGHEDwRK bhé BI.dmoIe%{ptfbéltse D3 a&mlm%ered per os,

onposi tion conprising an active ing ent
the active mgred@ngﬁbm@y banﬂm& vylﬂadbdexaalplea ﬂ‘etctosafsmcﬁom/ etaﬁicﬂuppwdﬁn,

dul at C bi t ar I n these
celtulose < @RAIRARS 6 2o Rieit ] Gt fle el il inrgne st
magnesiun$ 6gideGod P éaﬂ@ﬂm@&hﬁs &%Ir’é%ﬂo‘iﬁ'c%h@ %ﬁﬁuicnac?ds gelatm aca01a

substantial ly sinmultaneous manner . I n about
gum, sodiun aleates golyvinynyrrodidprs; pnd/prpdygayl aécm%phlanqhgmneahletod or

encapsulat@tﬁfc’? coxln}enﬁe?lt 8&%%?4?}& C}éﬁ e?h&r&%& uzllgglﬂcaﬁlg)ﬁghons parchlarly suitable

e ‘admni's
for buccal (sub- hngual) admlmstratmn include, for example, lozenges comprising the active

ingredient(s) in a flavored base, usually sucrose, and acacia or tragacanth; or pastilles comprising

the active ingredient(s) in an inert base, such as gelatin and glycerin or sucrose and acacia.
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conposition nultiple tines between the adm ni stration
of the other conposition. The tine period between the
w@aooen2®rey at i on of each conposition may range PCDOSA06/017635

few seconds (or less) to several hours or days, and

i 1l depend on.. r : {1l : i
L R e e
units comp‘ii@in‘g‘,bfdr ')bkz\rinplb,i JepN@idsape forty. Stietl Rquid Hesagafutnisiimaedes for

rofile

, as well as the concg‘#,lo gf.t,he atient. . 1
example, phaguaselticnHy aeeptably coHsIoRs EReiwiing Hoth oilignyaiFiang Mer-m-ol

NV ' f Lwe .
emulsions), Ty (26 £cih Bl AR Son BucordSoRRIohY P puspensions
(including batheagaeovisring ndedqedoue sisperSiorsy spiupt.cod whgies caftaining inert

] adm ni stration f&: t he ée or‘ig conpgosi tipon include, for
diluents coBaRly Bsecpabe arhia@rvarR) SurhsRVRST IS 2130 457 CPBRFSF
excipients,t(sﬁue;lg as wéﬂﬁﬁg,oe?ﬁﬁlﬁf}!itf??,)suslﬁﬁgjing,%v%ﬁhg EQ@}Metéﬂi‘n%?ﬁﬂV@ :

second " conposi tion conprises fromabout 0.05 to
perfumingapents. 95% of an active ingredient(s) (by weight). The

preferred c sition depends aon the .
oo10s] gl Gt BT Fenen i aer Meghe oAby VRLlE s linalids, o
formulatiod@fHaBhbvRle MRl el \@iRetye 61 RitetigSvelf, critadsberydeldyad delivery of
I'nclude the step of bringing_into associatjon

. the .
the active mgtedient(s)loy @uirésty pEinedianismsn dmgredipis ¢elivgry; forpletionsipgude,
onposit.ions are ; jf i i
e TRE S o R RSB Ao
tablets, ethd llﬁdﬂérﬁgl@ br ﬂélﬂﬁd}deﬁb%ﬁd&ﬁhﬂgﬁdrﬂ ilmllzmﬂepfce r&Karlnp]I&dp}ﬁ’fsemﬁ,ltl’\ief
esirabl e, shaping the praduct. For exa t et .
e s e e LBl Y SR Sl 0 s
of a tablet %% @'ﬁ%{rx@,‘c’re ntiBf ifEe s /cﬂ gh&diRnhe pl%%ldap?‘x%béﬂiey\fof fheone

€ excl pl ents and/ or one or m.)r.e ot her actlve
formulationnbivedhesitrsof e dpsags §eth todhd musoseblining obthepateginaptpact, or

enzymatic%glgn?ﬁre%%ﬁlimggciﬁyl% gn%' fgqlqull 51%%02?% ogrhg ﬁh%inqgnésg\%ggﬁq%ﬁ xtend the

time perio'oRQUWVEiSh GRtdcAPAHY nidlX&alk Widelivaediowiesite bildutibs dptmanipulation
Inert diluent and/or surface active/di sgersi ng

of the dosaggdntng.s Yhusvin the gaseatficapsilesatablsts, Arehiills.ibe desegrrires may

. di ng t e u ' . QUi . -
et Qo B ORIE Ty by
bicarbona®@X dABleds andgiNeddditibmatly may bBerdpatpdonitiserbriy cratiegy. | alable

SN L T T T T
hydroxypx%hil%etﬂg’l—l&ﬁ%?b %gheﬁate, %ﬁ%ﬁf%‘b '\%d}yme@ @$ methacrylic acid and

maceut| ca sage Forns (Narcel Decker, New York,
methacryll¥. a¢id m@®§Dgstdri ncor porated by reference into this

ootoe Bk G s Slen s O ERRPE AL o,

intramuscHRAIRESHS, ie@lsteNeS Qgédiohg%d‘ﬁ&ﬁhbﬂ.glr@ébtabﬂb frepdia8&s (e.g.,
Incorporated by reference into this patent). ,OOlOﬁi
sterile injotabla/aieney erdileaginous sispaRsiens) By G prmipirthaerding frfhe known
. be. adm ni st er j ' j LS Fient
o AETUBLELT, T EDESab I R PR 5t ol s
typically inBlet e d8s exfa@iple, water, 1,3-butanediol, Ringer's solution, isotonic sodium chloride
solution, bland fixed oils (e.g., synthetic mono- or diglycerides), dextrose, mannitol, fatty acids

(e.g., oleic acid), dimethyl acetamide, surfactants (e.g., ionic and non-ionic detergents), and/or
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exanpl e, hard or soft capsules, cachets, |ozenges,
tablets, pills, powders, or granules, each containing

w@2@ea21924 er m ned anount of the active ingrediPeL/{S3006/017635
I'n such solid dosage forns, the active ingredient(s)

I ined with one or nore excipients. If
pdyeth}’lé]%rﬁq% {@ cP%er $, the active ingredient(s) nmay be
[00107] nFxesulatidne ,fOIfMerﬁmmﬂnﬁms’[r@@erﬁﬁy, foriéaBHfs, béﬁo?épﬁféd from sterile
omder cel lul ose esters of al kanoic acids, cellul ose
powders O&Igvifwu lesdeing one gt moreelthe Prcipients mentignrssfornsesindle fatreplations
£ I sal ts of
or oral o SRANEILAT P v BRI AT e BT AR Gu palvgpiene eiveol
propylenesgi)yhom,mtladngl :Oaihﬁnll DOﬂtc}ﬂgeewhdlD‘péirgl:t bﬂcﬁg%mcﬂ@ﬂ/&hzyl alcohcal sodium
Vi n a o 0 and then tabl eted or encapsul ate
chloride, dig{0r BUHATH Al A 15 e AGIYSIoBE PeReSsaay. il & Siable i,
base, or b@@gPOsi tions particularly suitable for buccal
(sub-lingual) adm nistration include, for exanple,
[00108] | Qthengespicnivend siadgs ofreindnisiratéon ln@me]dnelm‘ gisymadeutical art also
may be us ﬁIiavor ed base, usually sucrose, and acacia or
Y q ‘agacant h; or pastilles conprising the active
[00109] | Hﬁfoﬁﬁﬂ déﬁﬁﬁfie)tlohfﬂhe%ﬁblbd" e se@&ﬁleoongiégﬁloﬁ%o ?h?és'arfaﬁ‘}mgcid Such
3 ycerin or sucrose and acaci a. | 00104] Active
a fatty acid pigy i ©nexanplies abgseentiof fagy abldesddl atﬂ, @rmamph a emegaad or

r crete. un
ome- 8, B4, O g1 RGBS v
arachidonicracidid®medoB ceeana)ifetty S0 iAEIGE) tfd)ﬂ@dafn};ﬁl@ﬁ%ﬂ@-‘liﬂbleﬁic acid,
rTUSIQS(I cludlng both oil-in-water an
eicosapentgenqic a?la ﬁﬁi‘h%@@ﬁ%l)’ acido| uti ons (i ncl udi ng both

[00110] 28K %%‘égtlaﬁ 'f?ttt?n&ﬂd ﬂﬁg%@ lﬁ§ec{5191 He F2RSr ’Vaﬁbl&soc?e?l%hﬁ%% for e})(ample

(inc aqueous an non- aqueous suspeéens
salts of i mQrgamp and a:rgdmelac»ds s desoribed abowve, phogpdlipid émmtahammﬁﬂeml

b8l i 2C5l ST s

ether, and SHSREA e@,& f lrRYeRid £8d &fh‘tga §Ue gL Y
o & ig)rgfumn ggents [ 00105] &Sgl dellvery opﬁ&ﬁfh&’t‘idalchohne

esters, Phqsh@{@p]efﬂ freanghwipelsteioh esttie present i nvention may

oottt 4 T 4 803 LSBT Bl o
example, r&mraM& siyniheeeoiy) lfz(t§,)wd3;¢s andl afik@kes thdrediE M@ infd¥be derived from,
elivery formul ations include, for exanp

for examPJ&r aﬁ‘rﬁéﬁ gi.“ﬂe&@ateér%lis %‘%\ﬁ%&%ﬁ@d oilagnd gl bsh)srdmﬁ@atled oils.
lustrative %&&E %f QSrseﬁt?h@ ?é;r%y:%ldég*mah&l% &9 ,'nf:hqlacilf‘ B hs 0ilCL4 ola (%11

t ended fver I’ons 1 Nck U
vegetable @kasaﬁloever pHL- smlﬁ!sWer vid, rraeﬂuﬂame séed@lnn tostattbsead eilf @ir\moﬂ sesame

. based on.the changi as nt estin,
oil, soybesR it Pordil, Bt Gl UPLesd DHGh i SLaise b g, low
erucic rapdsBed HI€ pal@ KBHB] S8 IS 0N, &d%%mﬁ)cnﬂls ﬂﬁi’éeecﬂ)fn@ p@/@ﬁﬂn Jﬁﬁo&nﬁl

f or mul atlon bi o-adhesi on of theé dosage form
jojoba, tallgwe b@ﬁltallqmlhugeloﬁhmh@ fatydazds dama'lbuttmaf@tt aansheehmycmat ic

| h d he d f
o1 ARSI A SR
compositiothdomiprishify la@ldiy ecid) 16K LG8 R doSosdRdxa¥RIi€dcilO 1hR6me such

site of action by manipul ation
embodlments for example, the essential fatty acid composition comprises linoleic acid, linolenic

acid, and docosahexaenoic acid, and the ratio of the sum of the amounts of linoleic acid and
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of the dosage form Thus, in the case of capsules,
tablets, and pills, the dosage fornms may conprise

whedobaeionyg agents, such as sodiumcitrate, or PEDOER0&MT635
or calciun1carbonate or bicarbonate. Tablets and pills

i s WBFo of BB FRE'EL M ApLFLAS aphnees

[00113] qﬁ'sbl‘ﬂl: @ﬁl%o@lﬁféhﬁt the Fébdoﬁhdb@ﬁl@osm&h Nmmdeambﬂbﬂlal fatty acid

ht hal at e, drox yl met h I-ceIIquse:Phtha %
compos1t1camj:smrbednn&,l %&Ia;qw; 9. gﬂ7%@iﬁé@qoypqr§teg@yae gregce into this patent).

o011 TR BT a0 A e e conoc o

fatty acid wilh (8 URHRE tdrpéte Alsidimeassed absalithsexdeatiali fa’qtjeactldwwm, be

intrasternal 1njections, and infusion. ect
administergd a af@ract}qa@@ée eéglgpom@tné’«f seery Hﬁlaé@@%%% lé‘(alLV %Fé&ﬁtéagls alt thereof.
Pharmacetﬁkg &bﬁ%ﬁ?&%'o@t@ﬁ?‘) @Flahg Is&@d’b‘i@fo@h%@m@P&ﬁih@étﬂﬁls because

art usin spersing, wet

of their grmamqaeow mdlﬁxbﬂltysmwnm thg cagxpntnsds them@bteab %ten a fatty acid
eXCI pl en i.cal

de
compositich 1§ HRIE AR lmstﬁreﬂgé? 3 ot pien FEGRsR A Bempaces

methods wWHalSRE A @ﬁty%idﬁ% lh@RiniftbRd @y fahoxaer Rédns, dueh @s Faréfft@ia'ﬂ?l ic
nono- or "di gl yceri des), dextrose, nannitol, fatty

[00115] doinmny(enbpdimaiis |aofa1@caqjcj corgpmwp adinirisiered @s part of a

pharmace i) S8Ry B i P PhEn 830 GBS BB Sl pient o

another ackiOé mglké&iérfg N¥yhHiedl oﬁﬂglﬂgdg%ff&lntlﬁdﬂllmis&tgr aflattp Iacﬁu:y)mpheT up to
exanpl e, be prepared from sterile powders or

about 4001yg FargnisH i aciF e st PRGBS FEMGIRDS HGFA toowell 1) ke

essential ﬁa@{ Q‘lg( $ ormul ations for oral adm nistration. The

rve'i'ngredient(s) may be dissolved in water,
[00116] pPOhiy éiveuliendsgisydietted,in ppnt) te raelsg bf]manes@shg-md/or anatgesic-

oi | cotto ed oil. eanut o sesa
comprising PRGN ORI IEATER R ebits 6 s GRRAL T b e pafetl giease
; §IG6 8 $ifmalMIA Borfe Subhteaiiodiments, th
in an amlﬂ[a%l(jl %%%Bg%n%g?ﬁ%ﬁ%ftheérgm?oo 08] C):?]er exc?pl ents aﬁrollen » e

mammal ig. dhamanf Imsumemmquancmn thedigpase aompdses femipineadisgoryprt. In

d
e S B T8 LERARTh, 1 PRCERFRDAE s

comprises@fkéhthetdRddihmkt @ﬁbﬁenmb)dnhmts fig dleecprcbrepnu vulvar
essential fatty acid such as, for exanple, an onega-3
vestibulitigy onega 6 fatty acid. Orega-6 essential fatty acids

[00117] "'i‘&a %@g&&&g@i&a&m%dﬁ Al &l OciAG i A &&Ekhgt@dllaﬁd/or

essent| att acl ds 1 ncl ude,
analgesic-e¥apiiifg c@hpdnsmdn ofahis mventon. dT heelit pampdint tmh ] dlﬁe@(i@llﬂl an

and docpsahexaenoi c, acid An es sentl
animal. T, ot Ao BBNGR PRI § BRRGT- THPRs L aar POt sthe
mammal 13 grhuﬁfégn'gxlx SomS@hb&iRbnts NAE 6RBAsE c@ﬂgrlﬁs%ﬂhﬁnéﬂ@lbdﬁnfﬁﬁ In

escr | above, phospo’l i pid esters, ethers, and

other embstlimneapits, the disease comprises vulvodynia. In other embodiments, the disease
comprises dysesthetic vulvodynia. In other embodiments, the disease comprises vulvar
vestibulitis.
[00118] Insome embodiments, a composition of this invention is provided in the kitina

disposable, pre-filled applicator. In other embodiments, the composition is provided in the kit in
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derivatives. Linoleic acid can be used as, for
exanpl e, phosphatidal choline esters, phosphati dal
weewen219and si pol sterol ester. Linolenic acid BPerUBm®06/017635
used as, for exanple, phosphatidal chol i ne esters,
bulk in 2 838 r | po ter ol 00111] . The
HRma gl g%pﬁ% g ﬂ% f ‘?Jhmgtj?oag{] r%@ ?éﬁrr Q}r%}(ﬁ"o o1& pychy y

ernbodlmexfts sth)mcﬂﬁposniiimah pﬁﬁ;deﬁ@ﬁt}@(ﬁﬁms@or nadsuriab opﬁppﬁﬁﬁé Rtic
ats, waxes, and m xtures thereof. may be

compositigpy ffb%{%ﬂ? Fushembatimspisnecomparitipaly gronyi@d wgb Aaplicator that
can e us PN QRADRASE, i SR L U N, 305081

embodlmctmmlthﬂj@pdueadr ial disfobatile od., marine oil, canol a oil,
sunfl ovver oi |

et ab o.l, saff|o 0|I,
00119] 1 BEREerihrtiominsS ghs ki Rkhegoruien nsmhctiossifoss faiexample, using
the kit. sesarre oi l, soybean oil, corn oil, peanut oil,
cottonseed oil, rice bran oil, babassu nut 0|I pal m
[00120] 0111 somesnadiroenss,thplkis éerthencdmpth mnteansfeir applb/mglthml n

cenut 0| seed. oi | even nr ose
compositifh;suef 85 Bt hafible, b PRGNS ob i EEAPPIHPE darfoRgsuch |
embodlmén&f the rlédns Yorupplyehid fie coMposiBHeR. P U &)ﬁ)hce{t&g 142 h1sd Be used to
some enbodi ments, the second conp03|t|on conprises an

measure ﬂ%?s%f‘@ﬁ?q d9sef at ty aC| d conposition conprising linoleic

[ osahexaeno .N, SO
0021156 g LSO 6L 05 S5RPAIE BT S k0 IR,
composﬂuarcccn:tnprmlmg)m ddtion inpeedieitSesh ki, 7ol Giatphs; b datty 4@ lagiiffective

d a} 9ocosahe aenpi ¢ aci d and the ratio of the
rug, lmmélﬁ?ﬁlis‘flu fiREdmgoRfEokine-1nhor drugce insomsich smbailiseats, the

second comBodi enq! u
b &RbTics 8 o PARBTBIRE N ofreR Shel oG P bepppg
COmPOSItI@emmS@@ﬁpm@n’(al dwsag@fqnmt ses an essential fatty acid
conposition described in U S. Patent No. 6,479, 545
(i ncorporated by refe&g&ge into this patent). [00114]
A fatty acid conpositi e adm ni stered by any
[00122] NERBIbWNRH R ?Ié@ A% rﬁ&@fﬂﬁhst%ftwé AlniphoffitnStind tb fnib tdﬁclosure in
i ntended targe di scussed above, the essentl
anyway. fatty acids can be administered as, for exanpl e, a

compound se or a pharmaceutically-acceptable salt
salts are often

therFoJ{J. rnacetut Id@irszy cce tabg

DAPPIE Ilg?‘f ORIBERtAN Acterigation o g’ﬁﬂ@@'&ﬁ%‘?&’%g&i‘ése

[00123] Qﬁev%h@h{engirﬁﬁhqﬁtr@%h@%m%ﬁbﬁgf ﬁlbﬁonﬂeQ:loﬁgJoyﬁoﬁﬁstcgﬁducted to
conpounds thensel ves. Cften, a fatty acid conposition

identify optigmab eempesitiang feidwserin sinieal gtudiesl Iy vitrotexperimomn ane(mnducted to
characterizl ?%{@%fé'aSe gla?z?cte% nLe ‘gﬂk} fyg{{ﬁ%r? %@tﬁﬁgg {oezlggwg the stabyhty of the

ere S

prototype qnmtp&isitmhal Cymp{)ﬁﬂdﬂsﬁintﬂ RndWaimeleabheakdeeitstics df bty as well
nposition is adm nistered as part of a

as comp"s%‘ﬁﬁ? %‘g%%t%nbf éFﬁYf‘olﬁﬁ’é?é}ep‘FSdhe 1 Plagebp sompesitionghard tsetsd as controls.
Stability arRNA{ISESEY | en g@&%ﬁ% @&lr(ﬁlc{%cyi% Rlegnt or anot her

active in oral dosage forns
[00124] d?onpxanspln,g)ratot}qttfyrmﬂatcbm mmlnpnsﬁg 64,130 2 pdaiut%o 4A0&NTRE, 2%
essenti fatt parti arly from about
dlphenhydlia%e taag YRS cég% of h ocame and §1p11enhy%ramme are developed

and tested via the watch glass method to assess the release characteristics of those compositions.
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essential fatty acid(s). [00116] This invention also

is directed, in part, to a use of an anesthetic-
wa@p@bar19anal gesi cconpri si ng conposi tion of thi BCT/US2006/017635

invention to prepare a nedicanment that is used to

Formal stéﬁlﬁ%tana HicRBHIE %{haﬂﬁﬁ%s‘@!}f thd c%ﬁ‘@% St 1@%%‘5 pe{}%lgﬁed as well.

animal is a sone suc
Placebo pragotypt compaesitinnyare ddvalopedrendeeHacdtenieed ss weile di sease
conprises fem nine disconfort. In other enbodi nents,

t he di sease conprlses vul vodyni a. I n other
embodi nent s Example?.cHumancBiepyaikbilityyWedy het i ¢

Y, t sease .

o012 ORIy, SRS SIRPHAEN 5 B35 g s
the absorpdiog ©f ﬁ@:mbl 1ngethe7it,s ﬂorde’&iamtne if e ikt bdirrélétfﬂ?ﬂbeﬂv&gx 1tﬁﬁ/nro reflease

nesthetic or .ana i c-conprising conposition o
chractr S 31 1 g TR o et e ozt
lngﬁmgmgnbgﬁuyal In sonme enbodi nents, the animal is a

I n sone such enbodlnents the mmmal is a

[00126] mmﬂvallﬁblhwmdamm de nmﬁustedtfblecomlﬁ)eﬂﬁ)ﬁs canprisisEesne or more

v ns 3 5 AT RSO By ot S8R
single- dosd,l Imﬂliee gf‘d@tﬁmmdzeﬁ heWI&e Shdhedd i§ cHﬁﬂu\éﬁgWﬂﬁ?ro{o@yﬁyJ&ﬁfposmons

|negts t he di sease conprises vulva
comprlslng, gSQ,,an 1174 11@oca[r@0 Big;]d is drayanaboeh b add tieres.sandan evaluation of how

[ tion i ovi d Pl the kit

ons he o AR S R WS NRALL 0 P BLEKPARE

[00127] ewﬂ»mmmmy studg cawbposidutied forscopipovitieRdcdnipisig; Kble than one
i tabl e container such as, for exanple,

active 1ngrp%gts JF Igl? ex%g? lf?) g‘etktgg develepmagntaf gqmpsgm@ forreaating vqﬂM@dyma a
single-dos€ %XE’«QI%! éﬂoﬁg shudly R B a'lt‘ﬂ? %o‘ﬁﬁe?ﬂs BorlHafida @1&%%5%2)? %dr cgm%osmons,

(ﬁ)@ e conposit n SOmMe suc
including lidnsamendipkinhiy dramise, pnd)hdmmemilpﬁmhydrmﬁpiel wﬁthhiatibh at

d for neasur e .n ed nd ply
composiii 3 S 8he bEhp T ibtunimE R R HRE o LR cie that wad no
irritating nﬁm’p higal RFitakiSn atua%; §ﬁwﬁﬁ’@¢>v§ulﬁ %t rek&l@ﬁﬂs%tehﬁc §%Fptlon above the

nbodi nents, the kit further conprises Instruction

potential tq@q;lty lewsls. e&d*ﬁgp@ne/@@h@@yﬂmme comploa:iczoqompmsgmn@vlth a lower

dose of hdgé‘g?xﬁkdxhnggl%sﬁ iG)e :t:%%rc)lggl c{dgintdp zﬁ)%gg{é ?@fmg% z’ﬂ’ilalaé‘ ev uatlon of

how long the usthpostats ukaviswilyqirdrest iRl Vapatadiaull B cSRARtEUCH
enbodi nents, the nmeans for applying the conposition
(e.g., an appllcator) can al so be used to neasure the

needed dose. Bomple . AnimshbrrigatiouStndyt s, the kit
[00128] fAHlfn)Qﬁ'inﬁﬁglp PR AndGSANE dRimfNehe ﬁigﬁest tSeralc QW0 kentrations

of active ingredients in, for example, rabbits. An animal irritation study may be conducted
before of after bioavailability study results for the active ingredients are available.

[00129]  For example, rabbit irritation studies are conducted with a total of seven prototype
compositions: two lidocaine compositions (for example, one composition containing the lowest
dose of lidocaine resulting in systemic concentrations of lidocaine, and a second composition
containing the highest dose of lidocaine not resulting in systemic concentrations of lidocaine);

one diphenhydramine composition (containing 2% diphenhydramine); two lidocaine/
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conmposition conprising an active ingredient, such as,
for exanple, a fatty acid, anti-infective drug,

w0 popangryodul at or drug, or cytokine-inliibitoryPdF/ug§2006/6n7635
sonme such enbodi nents, the second conposition

dphen R FEe A B SR S IR a8 43 B composin.
parental dosage form EXAI\/PLES [00122] The foll ow ng

exanpl es ar epERmhple/. i NnGhtios C%ﬁnpoﬁi‘ﬁl@nSIOt limting to
this disclosure in any way. Exanp . Devel opnent %Ove

[00130] (herfollevsng zampositions Wre PEPpIse U@bm@gsﬂﬂq ethedy %i‘?‘%ﬂd
Devel oprrent and in V'(fdrn?p,p%ﬁi%ﬁqa erl zatl on of prototype

conpositio ung S—€ORGUE €10 dent b Upll el
rmnm?ﬁ&rieﬁﬁg AR se || ( vitro
eXD?ﬂrlﬁ%wt@nggonduc ed tao (‘hﬂpﬁgt erize t r el ease
ch&detetedPisediinmg USP t he| acti ve i nfyPedients and to

as wstitdl Iselsivapiy/SPty of the proB6idpe conposj tions.
(@gﬁgﬂygf&nﬁemmgmovm rel ease zh@racteristjcs and
STa; F Ly ec"il_f{;lwglsp as MPOSTTT ONGoW Thout any act ive

i ot I:IIEI!EII[Q l\ SP' y P atebo L,UII[JU$}1_6I Ollb) are tested as

i
cont+ots—StabiHty—ang—m-ecrobto chat e test
l t Ll [ 1')A-| l:i'vg‘t);vnn‘z! nc” r ot otype
f Selyedrat Moneisesiems#tBsi ng 5. 4, 3 230 and 19% 1 docai ne,
2% dEpg¥ollylecthime, anfl vari ous 269bi nat i ons| of
IHydesshobR SihebrdbiplbRhy ¢Ir ami ne ar kOtevel oped ‘and tested
ViNict ey stafiRdWalkaRF Melhod to asgegs the rel pase

unarmﬂg[ Ao NP tnoFe conposigpgns. Formal | stability
R LS, ﬂFbllal Henge lBSlbOé those—Ttonposi ti ons

-—ape—]p@fl@*a] RELAS wel—-Placebe PRSEotYPe—composi ti ons
are devel oped_and J:h@er_aeci_er—l—zed—g\g—%el—l———ée&frpl e 2.
Human Bi oavail ability Study [00125] One or nore human

bi oavail ability studi©¥npeséticiohducted to obtain

i nf ollngtedient Name t he absor pt Weight (%artive
I NgIeegifea Wated, ySPet ermilne if thei2edd s correl ation
De[EQl%&"th&oHﬂuh{ g/gpel eage charactgpsstics and

\ ot pT OVi Ge ﬁ%(ﬁt Yy I nt or tion
fﬂfté)l %l'ito US&S rgredt c”,’Zf’)O toxrcity] [00126]
J_lrl\ veted—+f

i can—be—edrtueted—of
conﬂdd‘i’qail &LCI Brisi nd_one_or n'gpc active —|
i ngr @dinsral Ol ESP exanpile, for th&4fevel apneny of
BBGO<Dipblyhgdiogystearatat iing vul vod¢fla, a si ngl e- dose,
PaGRIcES Myneispstedrady i 1 heal thy @@0en i s conducted
S;d}oﬁ{o('ﬁcogmg@nggm&snl ons conprigsi ng 5, 3, tand 1%
'Nﬁ’c‘f@éryﬁall@éwék K dravn about §3p20 TTnes, |and an

artu

nlnn_L
>

(92} _'

nr es Msthylpar ongthe CompogngL o> are yisually
i Propylparaben NE T U\()Suuu e
100.00 )
Composition 3
Ingredient Name Weight (%)

Purified Water, USP 41.43
Edetate Disodium, USP 0.05
Sorbitol Solution, USP 34.40
Diphenhydramine HCI, USP 2.00
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[00127] A bioavailability study can be conducted for
conpositions conprising nore than one active

WO p@oativent s. For exanpl e, for the devel opnent PGF/US2006/017635
conp05|t|ons for treatlng vuIvodynla a singl e-dose,

pat &t CLr u""‘ study—+Hheatth O%ﬁ‘fa?_i—ﬁ_eﬁﬁ'ﬁuct ed
wi-t-h El‘g { amﬁr f‘nh‘*cl ti-ons lgl q)di ng | doca| ne,
di nhLHj ?‘lﬂﬁ %Sgnd Lildocai ne/ d|5 enhydr ani ne

combi Min¢rehOdd#Rdsi ti on. The | i d8eki ne conpodition may
dBG a0 Dipdighskrgdysistratbosie of | i dodadlne t hat wds not

| 1 131y é@dryIohdiscateartitd mal| 1 rritati Qoest udy and [t hat

WoUT GE Y o fk G ihin! N SYST €M C absqrgel i o abov t he

PR Bl SRR T = At Teiqarmer di phery dr ai ne
U 1 ]I‘OQWS "-. \vJ g \vJ I O7T V\ll ol L&Y T VXOI UUQ\a JT

5 Blodod is dr bout 15-20 ti nes,
and AViethylaatahen, B of haw | ong t h®-onpositionds are

vi sudltbyylparelesnNFi n t hg vagi nal W9t i s conduct ed.
Exanple 3. Animal Irritjati on Stud9.0000128] Ani nmal
irritation study is conducted to determ ne the hi ghest
tolerated concentrati ggﬁlpggltlggal ve ingredients in, for

exanptn QI&IE'R‘DNJUEB AT an Tk HWle{g% qrj study jmay be
NN R A VPN A TE: ABR R e
[nnE%@teIQWOdM’Asrmg}?a hhlvt Lrri iOFg'SI on_studies are
condaehitelSolutien, Aot aI of seven -8 ot ype
c ®hiplephydromsne H@h USPdodai ne conp@ditti ons (for, exanpl e,
one Liigpsise HOprUSPNt ai i ng t he | gwest dose of
[T dOCHiAGal 68 UI§P N 1 n [SySTem C gofgcentrati ons of

Ip §@D'i1;§71y}f§'apq>@ é@ﬁ@f TOMpPOSTt HQp, Comt armmng the

MR ARl A1 A B

conp %Y?lk]-{ef“rﬂﬂflm nind_2% di nhplglkgpdr anine); itwo

| Hageonhetet ilishe Migdan ne conbi ndidlon conposiltions; a
pl MieborysehpesVax,oNE and a sham €difposi ti on. |Exanpl e
4. | INatBylpaubsseNBonposijti ons [ 00D30] The fol llowi ng

CONPEhbYIPRSLNERE Prepgred utiTigigag tThe nmet hods

descriped a ove Corm o I[IOﬂ ™ o000 — 1 *

00131 —Att——referencescited—above—are—+ncorporated by

reference into this pal ggt**lgg gdi scussion of those
nces i.s i tende nmer el %Lo summarj ze t he

o131] L &EeRRGReS it abgje RGO PR TS RGP RIS OSS Fhite
discussion B%o%fe?ﬁfc% ﬁ@ﬁt@n&éﬂrm&egfg{) ShfRfhafbe ﬁl@%sk%cﬁfs‘?ﬁ‘&ﬁ)bg'tﬁelr

rel evant prior art nts reserve the right
authors. Nhaflinéssigs it imedqathetmarayfeme peratponéorcef aply refeeence)ie delevant prior

MR v T DT e N T .
[00132] r ThéQordsTRBmPNSd " Usdoviirikes Earfd AbMpridingAare to be interpreted

nodi fi ed-rel ease pharmaceuti cal conposition, wherein:
inclusively rather than exclusively.

b
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the conposition is bioadherent to a vagi nal cavity
surface, vulva surface, or skin; and the conposition
waeompne®es: a hydrophobi c external phase, and BET/US2006/017635
aqueous internal phase encased or dispersed within the
WE cLAngxt ernal phase; and at |east one of the phases
conprises a drug selected fromthe group consisting of
an anesthetic and anal gesic. 2. The conposition of
1. clAmdifiedwelasd pharmecenticg osmpositionr; ovherdises nore t han

one anesthetic. or analgesic. 3. The conposition of. .
the GPAPATHAON HRGURFETIE CORBBL BB GEa e or Skim; and
the?g%gggﬁéﬁ @orﬁﬁjis%ﬁ::_t ed fromthe group consisting of

[ et

cal ne, am ne, butanben, pranoxine, dyclonine,
et i docai mbydrbphmbicetitereal phiatruend ne, cocai ne, procai ne,

. ; hi . , Lna. .hupi ; '
Fet racal fetaEavolPRE B SpoPEdin AR i I AR phase
4. Jifwe conposition of claim3, wherein the conposition

conprises |idocaine hydrochloride. 5. The conposition
at lesfst enexvfitha phageeeanpriseha dewgrisissiedifom the gprupseasistingef an

. abput . 0..25 to about 10% i docai ne (by weight). 6. The
anesthetic %Cﬁ%ggetc‘l{%‘on of claim1l, wherein the conposition

conprises fromabout 0.5 to about 5% i docai ne (by

2. WeTidompofitioh o€ cRAAM OFhéreRNhO torp@itionlcomphigeLmbretthan one
conmposi tion conprises an anal gesic selected fromthe

anesthetic gf @\afgeéiénsi sti ng of codei ne, di hydrocodei ne, fentanyl,
butal bital, pentazocine, nal oxone, hydrocodone,

I h . i di hi . .
s LB AR RGP PO B0 e

selected fréth Qh@ét@ﬂ%@ons@s@iﬂg Qif Gt Geaitee Rétak arpb®amber peamackin dyclonine,
) _ methocarbapol ,, sal sal ate, cari soprodo], and . . .
etidocaine; beaperaie, gibugainc, coflss PrACae dIileaiienFRIoTQRRRAERenMENYAcAIDS,
o oa i GO -t d ; LI 58SoRPadaff@unonodul at or drug.
bquacam%? &&%%{u?:éé g%%éﬁ%’ %ﬁdpggdgc aim ?ﬁv\% erein the conposi tion
conprises nore than one inmmunonodul ator drug. 10. The
4. composinipoditionfof@laih B, Shetehrethe compbeitiomenmppisesiidanme
drug conprises an
hydrochloride.
5. The composition of claim 1, wherein the composition comprises from about 0.25 to

about 10% lidocaine (by weight).

6.  The composition of claim 1, wherein the composition comprises from about 0.5 to

about 5% lidocaine (by weight).

- 7. The composition of claim 1, wherein the composition comprises an analgesic
selected from the group consisting of codeine, dihydrocodeine, fentanyl, butalbital, pentazocine,
naloxone, hydrocodone, levorphanol, meperidine, morphine, methadone, oxycodone,
butorphanol, oxymorphone, propoxyphene, diclofenac, capsaicin, meprobamate, orphenadrine,

methocarbamol, salsalate, carisoprodol, and tramadol.
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anti histam ne. 11. The conposition of claim8, wherein
t he i munonodul at or drug conprises a drug sel ected
WO e@ai121929 gr oup consi sting of di phenhydram ne, PCT/US2006/017635
chl or pheni ram ne, hydroxyzi ne, azel asti ne,
Ievocabastine ketotifen, cetirizine, |evocetirizine,
at i di ne ne, .acrivasttne bast
-1 olIB RN ST BT s Pt B EoniRRI Ber O e e,
hnnmnmn@ﬁmmsﬁ@ﬁgjne buri mam de, ci neti di ne, ran|t|d|ne
fanoti di ne, and ni zati di ne, betahistine, perceptin,
ci proxifan, thioperam de, and iodoproxyfan. 12. The
9 ¢ oTﬂ;ﬂcmnpO@moofof claimn & whereintthe eompasiteon commisaniarethen one
. d C ri ses di phenhydram ne hydrochl oride. 13. The
"nnmnmn%%ﬁ%8%%¥5bn of claim8, wherein: the conposition
conpri ses |idocaine, and the inmunonodul ator drug
10.COPRY dopfioslioR R BRYA BaWh&ein thé imMiforkOMASE drhu g@oﬁaﬁmses an
claim 8, wherein the’ conmposition conprises: Trom about
antihistamime25 t o about 10% | i docai ne (by weight), and from
about 0.01 to about 10% di phenhydrani ne (by weight).

PHsSErHGOR ShEiR S Sowhire B Bimtnoh e loEyg ogpies a drug
selected frbmdp&gmﬁﬁ c&ﬂ%Ystl‘ﬁ@ bgbiphenl@agblﬁlﬁ@ féhﬂ)?%l&&urémhfé BRHLkyz3%6,
e

di phenhydram ne (by wei g conposi tion of
azelastine, d¢vicphastineketotifen, @q’ﬁ@lzmnb@memmmef loratidine, dedgrpiidiee a

acrivastine élgaggggr exofe q%ﬁfngr%n%[agg? (%clohe d%{Ep gzc‘elgsltlgg pﬁgmgﬂhﬂlﬂé

e co rises noret
burimamideyéinktidite] anitidldeofayn otitii@, ankinizatidénes besplistidd, percefting bipkarifan,

erein the cytokine-inhibitory drug conprises an
thloPeramléﬁt%“ﬁh%‘%%’ﬁ‘?’ﬂ’éan 19. The conposition of claim 16,

wherei n the cytokine-inhibitory drug conprises a drug

12. e*lfecc}oﬁg)ofs{tﬁﬁ]o‘f '81%1:% 1% %hé%&ﬂ%hesﬁﬁrﬂg?ogxg?ﬁi}]&ewﬁ&lﬁg d5APLAS:

niram ne dr oxyzi ne
diphenhydfammehjaﬁsthlméde ket ot ifen, cetirizine, |evocetirizine,
| orati dine, desloratidine acrivastine, ebastine,
fexof enadi ne, m zol astine, cycl oheptadi ne, azel asti ne,
13 erﬁeﬁWW@noﬁﬁh}WWﬁ@emm meti dine, ranitidine,

thelsBARbL LR ComAAds BiAiShfle, Detahi stine,  perceptin.

the 1mmunomodu1ator drug comprises diphenhydramine.

14. The composition of claim 8, wherein the composition comprises:
from about 0.25 to about 10% lidocaine (by weight), and
from about 0.01 to about 10% diphenhydramine (by weight).

15. The composition of claim 8, wherein the composition comprises:
from about 0.5 to about 5% lidocaine (by weight), and
from about 1 to about 3% diphenhydramine (by weight).

16. The composition of claim 1, wherein the composition further comprises a cytokine-

inhibitory drug.
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t hi operam de, and i odoproxyfan. 20. The conposition of

claim 19, wherein the cytokine-inhibitory drug
weompnewes di phenhydrani ne hydrochl oride. 21. A€EUS2006/017635

conposition of claim 16, wherein: the conposition

conpri ses |idocaine, and the cytokine-inhibitory drug
osi ti,on of

di ine. .22. The co
U e D boRER BT AR 26 ooniEts SHosRGR ComatisehBppe than one
cytokine-miibiforPdmig. t 0 about 10% | i docai ne (by weight), and

fron1about 0.01 to about 10% di phenhydrani ne (by
ht). 23. The conposition of claim 16, wherein the
1 80 o somipositicn npelaine $6, Wireosin dizonytokindinhibitaboditug 2¥mprises an
ocai ne (by weight), and fromabout 1 to about 3%
alntlhlswnghéjhenhydr am ne (by weight). 24. The conposition of
claim1l, wherein the conposition further conprises an

19ant11hle @Bﬁ?bélﬂ@n of H8im 28 -whEEn ﬁfé ﬁe’-ﬁ’xﬂibgt%ﬂ%ﬁg %l%érlses a

wherein the composition conpris nDre
drug selecggst from thegtouyp eomwgm dlphh@ydmmns i dtﬂmphamﬁramlnw hydr8xyzine,
i nf.ective dra

azelastlne\/\ﬁ%cfea'bﬁstféllge %t en ﬁar@ﬁ% IE% ;1{1? a’B 1ne,| c%p]m‘raé@me

acrivastingjedaging, feh@feﬁélilhe Itk Sadtiné Ecy I pGAIPB A8 BStirk, thazm
elected from the group consisting of flucon e an

burimamidg, Gimetifine Fanitidige, fanetidionpod mtz;abdung,fbe@thaatm,amwpha,rcepmmfan

ive drug conprises butoconazole. 29.
thmperam;%ealgcpofﬁgg ?ﬁh of claim 24, wherein: the conposition

conpri ses Ildocalne and the anti-infective dr ug

20cofihe composititroefulaA0] B whdfkin tHe@yRIRARKDbIEH Rl EbA fﬂes
the conposition conprises: from about 0.

rei
duﬂmnhwﬁﬁngégﬁﬁﬂf Wyidedocai ne (by weight), and from about
0.01 to about 10% butoconazole (by weight). 31. The

21COﬁg%r}lé&?no(ﬁfofccla%}nnl%zw‘herel grein the conposition

the composition comprises lidocaine, and

the cytokine-inhibitory drug comprises diphenhydramine.

22.  The composition of claim 16, wherein the composition comprises:
from about 0.25 to about 10% lidocaine (by weight), and
from about 0.01 to about 10% diphenhydramine (by weight).

23.  The composition of claim 16, wherein the composition comprises:
from about 0.5 to about 5% lidocaine (by weight), and
from about 1 to about 3% diphenhydramine (by weight).

24.  The composition of claim 1, wherein the composition further comprises an anti-

infective drug.

25, The composition of claim 24, wherein the composition comprises more than one

anti-infective drug.
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fromabout 0.5 to about 5% i docai ne (by weight), and
fromabout 1 to about 3% butoconazole (by weight). 32.
wab@ecaoryposi ti on of claim24, wherein the PCT/US2006/017635
anti-infective drug conprises an antibiotic. 33. The
conposition of claim24, wherein the anti-infective

drug conprjses_.an, anti biot.ic selected fromthe qro
26.¢ ohias omRegitisn of %gﬁ 5%1 WhGIHn gl?ﬁ 'ﬁ‘%ﬁ"&%@g‘,ve s ﬁ}p)f%%ss#lge
antifungalﬁﬂftgf biotic, cephal osporin antibiotic, macrolide
antd bi otic, quinolone antibiotic, sulfonanide
antibiotic, tetracyclin antibiotic, glycopeptide
27 anthdxopipositioand chopPpephérca thnarthinfedtive daxg compgises a drug
conposi tion of, cl ?i m 24, vvheégligp.the anti-infective
selected fr@ﬁn@ gionp FPsing of BHeqnsrde phd €lQHERZR!F £ r om t he gr oup
consi sting of gentam cin, cefaclor, cefotetan,
c LR iy binftRd MiRMRIRe dAcomprises
28'd:’iﬂn%é(’:?%ﬁcéﬁgfhloﬁg&gg‘w?ﬁ’ew}é%}h%ogzfﬁl[ on of gl aim 24?
butoconazwleer ei n the anti-infective drag conprises clindanycin.
36. The conposition of claim 24, wherein: the
conposition conprises |jdocaine, and the
29 anthe somrasitiopeot glaiy QGOWE?PF%S clindanycin. 37. The
C ShALMiAd angher ei n the conposition
theccg%ﬁﬁ)‘r%?fgé}é?5’1}1?%%%%611@86%1360?55 to about 10% i docai ne (by
thevemitiginfertivadwmig fcomprisdsdutocOndzoteo about 10% cl i ndanyci n
(by weight). 38. The conposition of claim?24, wherein
t he conposition conprises:, fromabout 0.5 to about 5%
30, | GBR MRS AhSTGRLY': VARG PE RYABOTOC PP RES L 3%
| ' kA - weiBE) GREposi tion of any
froff AUGROYS LMoty 14818k ine (3wl Lomposi tion is
froi staoah 8:10& i abhamt A0Ysehmtedonagele/dyiwrightsavi ty surf ace,
vul va surface, or skin. 40. The conposition of claim
39, wherein.the comosition is bioadherent to a
31M%P‘Pfﬁﬁos&tﬁ ﬁe?ial@ 4|’f” “SH PEEETPOUN VRS St Eee, and
fro\?lﬁbﬁbutéﬁ]to aBOR BPNRRSide! (B welgh@nundne of clainms 1-38,
ereln the conposition releases the drag(s) over at
frdne alsdut & o attoud 3Hobitecompeme thypiveiaht).adni ni stration to a
mammal i an vagi nal cavity surface, vulva surface, or

32? K IT?l'e composition of claim 24, wherein the anti-infective drug comprises an

antibiotic.

33. The composition of claim 24, wherein the anti-infective drug comprises an
antibiotic selected from the group consisting of a penicillin antibiotic, aminoglycoside antibiotic,
cephalosporin antibiotic, macrolide antibiotic, quinolone antibiotic, sulfonamide antibiotic,

tetracyclin antibiotic, glycopeptide antibiotic, and popypeptide antibiotic.

34, The composition of claim 24, wherein the anti-infective drug comprises an
antibiotic selected from the group consisting of gentamicin, cefaclor, cefotetan, cefuroxime,

cefadroxil, nitrofurantoin, and demeclocycline.
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42. The conposition of any one of clains 1-38, wherein
the conposition rel eases the drag(s) over at |east
W@b@t12@79 nut e upon topical adm nistration toPEI/US2006/017635
mammal i an vagi nal cavity surface, vulva surface, or
Ki / hii ny..on f ¢lains 1-38,
3% s e G SEORAT ok il R Mol iyl Phgtice
clindamysiam -solid with a viscosity of from about 80,000 to
about 1,200, 000 centi poise. 44. The conposition of any
one of clainms 1-38, wherein the conposition has a pH
36f Fhegompesition of elaimBhuvhereins. The conposition of

' AT . CO sition has a pH of from
ﬂli%%&%&@%@%ﬁ@&%@%’%@? The conposition of claim
thd dpti-ntfestiierdriheommriseosliidaaiyciias a pH of from about 6
to about 7. 47. The conposition of any one of clains
1-38, wherein the conposition conprises a dosage form
375 eI T camppsition phelaigt dhpvhessis thetdomposition cemmisashul si on,
I j.0N,. 1.0l pensi on, and
frcgﬁ8%%@?:’205?@.abﬁgtﬁb%ga%cg%géfﬁeiﬁlﬁogndzny one of clains
frdm 3BoutWhietoesbout 1086 climfasicid ®F wWeight)er conprises a
permeati on enhancer. 49. A nethod for treating a
di ggse sel ected fromthe group consisting of fem nine
384i ddgiepmppsition ebarine4. cvhetaiy dieyeanwosition emprises:
LBl 4 & ; I d nmral in need of
0L b oy PR LMD R, B r ses
fraad ebanitdtte mbong 36 clitiamyaim@y waighe). f ecti ve anount of the
conposition of any one of clains 1-38. 50. The nethod
of claim49, wherein the disease conprises fem nine
39 386 fPEPPSItien of amonswl Fgims - 381 whrsiaghe yepasitiontipbioadherent
LISRASS : ' odyni a. 52. The
toa mamr?riélt hod %gffapg%ﬂ?%ﬁli%& 3){?2%‘ E‘lﬁjrﬁéct% hae/r%g ?ﬁs ease conpri ses
vul vodyni a. 53. The nmethod of claim49, wherein the
40di Thasempovitior sfadainil Y avhewss thelruinipbéifion Bdbioabiherefeiohod
.of claim49, v¥herei n the nmethod further conprises
mammaliajeaeial paspty syriaes, VRN suikens) and Sdtond conposi t i on
conprising a conmpound sel ected fromthe group
CORRE SE ARGk t i i =4 nf. iV I
TR S e, P on¥ o2t PR ARG Ky sgases e
drug(s) ovebat [Fseabmet: Bddusfupoh abpivdd 4dmuhisragion td hmaseeoiad vaginal cavity
surf V@onFo ition conprises a fatty acid. 56. The net hod of
ace, vylya syrface, ongiill oi n t he second composition conprises
nore than one

42. The composition of any one of claims 1-38, wherein the composition releases the
drug(s) over at least about 1 minute upon topical administration to a mammalian vaginal cavity

surface, vulva surface, or skin.

43. The composition of any one of claims 1-38, wherein the composition comprises a

liquid or a semi-solid with a viscosity of from about 80,000 to about 1,200,000 centipoise.

44.  The composition of any one of claims 1-38, wherein the composition has a pH of

from about 2 to about 9.
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fatty acid.57. The nethod of claim54, wherein the
conposition of any one of clains 1-38 and the second
W@ oivp0siore on are adm ni stered in a substanti al PET/US2006/017635
si mul t aneous manner. 58. The nethod of clai m 54,
mherein t he second conposition is adm nistered orally.
The nethod_of . claim54, wherein, th
SOTCaOn Of St AR Vel thesgaumrasitionhps 8 68l otaram aboy 3.5 to
about7.5.an effective anmobunt of a conposition of any one of
clains 1-38 to prepare a nedicanent. 61. A use of an
ef fective anount of a conposition of any one of clains
461 - 3Be tampositpar ¢ chaimet, ehorent the oompogadn g aspH bEfamebout 6 to
bout 7 selected fromthe group consisting of fem nine
about 7. gi sconfort, dysesthetic vul vodynia, vulvar
vestibulitis, and vulvodynia in a manmal in need of
48U G[khe cﬁg@%ﬁﬁeﬁ of 8fr orfe Ifichaith1-38" @ﬁéﬂe?lgcpé‘ c&hﬁm comprises a
sel ecte romt e ’group consistin em ni ne
dosage fodhseleattd fiiom iy gemiproensistingdficoeiym Iem,ulsmﬂ, gak; lotion, ointment, paste,
vestibulitis, and vulvodynia in a manmmal in need of
suSpenSIOQU PROHIBht , wherein the kit conprises an effective
anmount of a conposition of any one of clains 1-38. 63.
48Th | t '
8anefahlg pCB| gs@%ﬁbﬂf@%‘ H‘Mf%faﬁh@ 3?1‘5‘%/#&%%%1 tHE %\ﬂﬁé ‘?dn H)L';\]xt gﬁ&s
compriseka perfngatibreenbenecgor i ses a second conposi tion corrpri si ng
a conmpound sel ected fromthe group consisting of fatty
aC|d nti-infective dru dul ator,, and
ytf‘omeﬂ@d A etieg @;ﬁl%%i?gﬂglee@ FPHL i oY caubisiing @lfeminine

dlscomfoi'ﬁ’fkﬁ"sgétﬁbtfc%hfoﬁ &ﬁ%ﬂ@%ﬁ)@&iﬂu‘hﬂ #ndl %&)oﬁgﬁla o Ha rréal in need of

dosage form a|m6 erein
such treatgeot Ndlemmmﬁmsmtth@chccumrpm sbBingstqrgdn tlarraamdmlsagéfefcawramount

of the composition of any one of claims 1-38.
50. The method of claim 49, wherein the disease comprises feminine discomfort.
51. The method of claim 49, wherein the disease comprises dysesthetic vulvodynia.
52. The method of claim 49, wherein the disease comprises vulvodynia.
53. The method of claim 49, wherein the disease comprises vulvar vestibulitis.

54. The method of claim 49, wherein the method further comprises administering to the
mammal a second composition comprising a compound selected from the group consisting of a

fatty acid, anti-infective drug, immunomodulator drug, and cytokine-inhibitory drug.
55. The method of claim 54, wherein the second composition comprises a fatty acid.
56. The method of claim 55, wherein the second composition comprises more than one

fatty acid.
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57. The method of claim 54, wherein the composition of any one of claims 1-38 and the

second composition are administered in a substantially simultaneous manner.
58. The method of claim 54, wherein the second composition is administered orally.

59. The method of claim 54, wherein the second composition is administered

parenterally.

60. A use of an effective amount of a composition of any one of claims 1-38 to prepare

a medicament.

61. A use of an effective amount of a composition of any one of claims 1-38 to prepare
a medicament for treating a disease selected from the group consisting of feminine discomfort,
dysesthetic vulvodynia, vulvar vestibulitis, and vulvodynia in a mammal in need of such

treatment.

62. A kit for treating a disease selected from the group consisting of feminine
discomfort, dysesthetic vulvodynia, vulvar vestibulitis, and vulvodynia in a mammal in need of
such treatment, wherein the kit comprises an effective amount of a composition of any one of

claims 1-38.
63. The kit of claim 62, wherein the kit further comprises an applicator.

64. The kit of claim 62, wherein the kit further comprises a second composition
comprising a compound selected from the group consisting of fatty acid, anti-infective drug,

immunomodulator, and cytokine-inhibitory drug.

65. The kit of claim 64, wherein the second composition comprises an oral dosage

form.

66. The kit of claim 64, wherein the second composition comprises a parenteral dosage

form.

35



