METHODS AND RELATED COMPQOSI TI ONS FOR REDUCTI ON OF FAT
AND SKI'N TI GHTENI NG CROSS- REFERENCE [ 0001] This
application is a continuation-in-part application of
Serial No. 11/134,727, filed May, 19, 2005 which is a
conti nuation-in-part application of Serial No.
11/054,17 1, filed February, 8, 2005, which clains
priority to U S. Provisional Application Serial
Nunber 60/572,879 filed May 19, 2004, which are
i ncorporated herein by reference inits entirety.
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steroids, tranquilizers, nmuscle relaxants, and
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adm ni stering step involves delivering the
conmpositions herein via a dernmal patch, a punp, or
subder mal depot. 100191 In sonme enbodi nents, the
adm ni stering step invol ves delivering t he
conpositions herein topicall¥ subcut aneousl y.
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brow, calf, back, thigh, ankle, or stomach. 10022] In

sone enbodi nents, the conpositions used for reducing

t he appearance of a skin condition in a skin region
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stmm &) dd %L&Qﬁn%ﬁi{f* PRrEARS, \Qfe&’lﬂepab% stheSh w&grlgt a bile salt, the bile salt is
nesi um ( My2+), caIC|un1 Ca2), barium (Ba2+), and

“m@T GREIGH (Sr 4) [ 00281 In sone enbodlnents the skin

[0027] ghioena emigydisedts,the ehin tightedingdalstioa cnipsesqiaiel bait ¢t 1h<yudes an alkali metal or an
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one or nore detergents, bile acids and/or bile salts,

deoxycholic acid or salts thereof or sodium

deoxychol ate. [0031] In sone enbodi nents, the skin

ti ghtening solution includes no Iipids, phospholi pids,

or phosphatidyl choline. In sone enbodi nents, the

solutions herein include up to 5% ww, wyv, or v/v

i pids, phospholipids, or pbosphatldylchollne [ 0032]

In one aspect, the present i‘hvention relates to

nmet hods for reduci ng a subcutaneous fat deposit in a

subject. Such nethods conprise the step of

subc



and/or bile salt(s), or deoxycholic acid or a salt

t hereof, or sodi um deoxycholate; (ii) a
pharmaceutical, veterinary, or cosnetic excipient;
and (iii) optionally a lipid, wherein the ratio of the
lipid and bile acid or bile salt is up to 1% ww and
wherein the conposition does not include |ipase or
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sodivgpdedxychoat herni ation, i porms Dercum s di sease,
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dm ni stered includes .up
to 5% KEs B &E Y HS}H’%WB?SPWEP”M“ PWT]dythr?h@oﬁ%feré%%lc?@ﬁfl@“ (§ gyeolution or
aque6iB B3NAiSH)beifd admBisGred insladetiipit©5Ys @iw phgiptatdyBhgied. ut i on) bei ng
adm ni stered conprises 0.001 to 10, 0.01 to 5, or 0.1
to 2% ww, wv, or v/iv detergent(s) or bile acid(s)
and/or bile salt(s). Mre preferably a conposition
(e.g., solution herein) conprises about 0.1-5 % w w or !
nore preferably about 1% ww bile salts such as
sodi um deoxychol ate. [0042] Pr eferably, the
conposi tions once adm ni stered are not removed from
the subject. Furthermore, the conpositions herein are
preferably adm nistered without a surgical procedure



[0044) In one aspect, the present invention relates to
a syringe | oadabl e container conprising: (i) a
fat-dissolving or skin-tightening effective anount of
one or nore pharnacol ogically active detergents, or
bile acid(s) and/or bile salt(s), or deoxycholic acid
or a salt thereof, or sodium deoxycholate; (ii) a

[0041'? hﬂ EJ}E ir&ﬁ'i!s ’the%?rf;@glhcm%’ % ,S%]]gf\’l\ﬁ Sr%gdl&k Isﬁutlor%)ggd1%ad%]%stered dpmprxses

0. OOIm ]IOeO ()ééq or 1 tB Px é"/‘@ gr(vt ortv@ dgtggeﬂt(sp 9rﬁilﬂacid§) @‘Fvéﬁtﬂé paltfs}y Afprepreferably

a com‘%/osﬂiwf (/g agonhtivi Hefem) cdmbiikes 256k i-5 Bv/ 0 rasord PadferabBiHbaut [V w/w bile salts such
col i pase. [0045] Preferably, the one or nore

%Sngﬂgéggﬁ%g herei n conprise sodi um deoxychol ate. [0046]

(0042 Raefergbdy the campesitiopyingsi admipistered-rediotiemaypd fas thogbieck Gyrthenugpee, the

comp&ionsA€ein 410 prefagabli? adnfiisteledWithdaf a sargiSﬂ bﬂdteldlﬁa(etgh ﬂﬂosdcﬁon)

[0043it I%rdnle%mbod.[m%nts ZIJe fellt ngS%R' DF SOEIHJ?OH corl‘x;;p;gg to IBJ] ?(% §(? 611@ 0{] 0.5,0.2, 0.05,

0.02, B‘éWi gqamssgf é’@ H’@I or monle g@qg]lts [pite aglésméd/gmmsn@myghohq 40;@ or salts thereof or

sodmﬁ@éou)tch@a?e corrpr ises 0.001 to 10, 0.01 to 5, or 0.1 to

[0044§ % Poe. aépB ltl%e péeét?n{ Tge}/mond arteé [og rswéeﬁ%&ﬂef%{; c?r}t'aéneeg%?nlartldsi 2{1) a fat-dissolving
or skmﬂpnwgqf@atabguqunt@f dne &r rﬁ@thaqm@plogml‘l)eactl‘prdetérgqnabjr yll@bd(sbtandlor bile
salt(s)]-éodeWhmc a&d cﬁ‘%ls;ltsthe?édf: B s&ﬁunﬁﬂ@tyéﬁ%tg?%ﬁm&c@&l@al thg'Q] or cosmetic

exc1p1316 anggg oafyﬁna?lg a FE 5] svlierelndpegatl%g Séld L]%r;ﬁjg orr[;gg %g E)Ssailij E@d 0 ireater ihan 1%
“mvgdaM3moksmmmndmen@pmﬂmﬂemd@mﬁmgents bil e acids and/or

[0045}?' ﬁr@fm%m thé oneqﬁﬂaslx GJ?éPéethhe?e%' cgm& e Sk &o Uaﬁoﬁ %of or
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[0046[] ob—sfmabl)ﬂpqe c%gtalbqr FW H;htg so(gn%go dgﬂ, g)n%o %E)p' ¥ élqud)ﬁ%solutlon that is sterile.
[004‘7I]relﬂmn®mmﬁbdim‘ent hiiesolstjpe cinfpti@adniotgani@soent) @f Borépreferably benzyl alcohol.
[004§] nﬁQJnRQ Iﬁ%m@ ¥he sglE)tF) fses 6 81 EJ]@ 0%"11'{665 %thpﬁ% @ﬁv bva or v/v

|on or ﬁa ent a p[lcatlon })NaS
detergﬁt@bqrPile@s}pqsvn%{?f&ﬂ? <ty Ne{ialefevblv el mbries abut 0.1 % whw or more
prefelablC Dby 0% aiveBllel3yits Eueh srsaneadeoxpibltt: DESCRI PTI ON OF THE

[00495%\({!:.;&@5%&% &]theg&ﬁloﬁ ociu%?Peé '%’b‘}SIOB @g 200 ?g&“ﬁf 3% rolég toléE g)r 0.01

gramq of Yhe pns qiypre defgraesh éllle acii GO pilesplts, dew@elm agifl gr SPlﬁéhe@fvﬁoeWIsm
deoxyRhol@hosphat i dyl chol ine bile salt fornulation (PBF)
(5.0% highly purified soy derived PC, 4.75% sodi um

deoxychol ate, and I n sterile

wat er) and sodiunﬂg %é%gﬁgﬁébBenﬁﬁﬁﬁch cul tured cel
(0050} Albpublicatjonsand pateht apglicatipns theationedzwthis pryeifiqafiontatedierpin ing@pprated by reference
to thel SEWeRRE: &N cadiBndiMls pBsliS AN aﬁaemg%ﬁgmy walRpdcifibally @fd individually indicated

eratuﬁgfy es exposed to t and sodi um
to be FEIBAAA BY BFE"S) one; (b) | actate dehydrogenase (LDH)

assay neasuring LDH rel ease by cells exposed to the

PBF and sodi um SGREERRAMCRIRTION DEAHE DRAVIDSGS] FI G 3
[0051§ eRGCL dpibth@e RbIERGE Srudire JPBIpHBMRbtiSMMRbILBH QAN @B AbI&e and (c) benzyl
1 qlone on primary porcine fat tissue according to the
aleohploachi ngs of the present invention: (a) MIS assay
[0052br El&uikdepigs ﬂmvffweofmhgﬁn@ﬁqulch¢linﬁbﬂe seitifargulitioy (PRE) (€ 8Yslhighly pysified soy
derivéddic, 4. ﬁl%%GdumEMX)choﬁ&t ﬁd 0 m Bclﬁzyﬁ hendtBostbud vta&f) afBso Mg doky¢Mlate alone

on cu&\gﬁ celgﬂacl?(hty-larcciOfdgr?% tg tﬁi_ t%ar(:}b%? ge tgf.”t%%n %g g/ﬁtt% ra%Py r%e_la_surmg viability of
kerati@upmites)expoged Yo the RRFrapditoflizm ﬁeourchdaatalom(bb lagtatedshitdraggnads LD @vay
measﬁrﬁ? ngll{ Feie@s@ gﬂtell; Jxﬁ@&ﬂ@iﬂs ﬁBF and sggtﬁﬁuleofykl@ate%loqg picts
calcein fluorescence in fat specinmens treated with
sodlun1deoxycholate alone (DC), PBF, Triton detergent
as positive control (+ Cont), and PBS buffer as
negative control (- Cont) according to the teachings
of the present invention. [0055] FIG 5 depicts |ight
m croscopy of porcine skin biopsies after treatnent
revealing (a) control |ipocytes and (b) |ipocytes
after PBF injection (H&E, original magnification,
x20); (c) control lipocytes and (d) |ipocytes after
i njection of sodi um deoxychol ate al one (H&E, origina



detergent (H&E, original magnification, x20). [0056]
FIG 6 depicts a lipoma renoved froma patient two
days after injection with deoxychol ate according to
the teachings of the present invention: (a) gross
pat hol ogy and (b) histology (H&E, original

magni fication, x20). [0057] FIG 7 depicts effects of

[00@?I CHI@ fE‘ dgﬁé?%ﬁ(ecelpfgétsaotf ?Blg)ﬁh ?( dﬂﬁ\qe&ﬁ%l&g@ltﬁg 8%;(&{2\3 gor E‘b%té?éll;;accordmg to

% hati d y hol | ne utions” on
the C@gsg %W%lf gveéteofne@khé%ssawaqum Pa@ksfgzefpéwaiecetm@ yige cghpglin fat
speciadls trearedheitothe®BO bﬂfeﬁasn&é%(u\{@ lhang @ l-adohty) yddhakdxpdolats ﬂbﬁét(D@mSe PBF, and

Trlt&ﬂie@?énpﬁfjgs tﬁe?‘%on{roqﬁ t); %)%co@?ﬂ%p 5&&3&:]%&70 @tbatween the different treatments.

1 on O
[0034b G riEnicst "é'p %’b‘ihiﬁfeP"G‘ﬁé mé% SRy¢imes Eeatedpithsediye degxychatptrgipe (DC), PBF,
Triténl dBergdnDas gespive todtral (hEdat) tandrBSdhffenabingativg 8onFollgdCont) according to the teachings

dﬂg gthggggilon with human ]ipoma fat. [0061] FIG 11
Icts a kit for reducing a subcutaneous fat

[00531: c‘ﬂﬁlfl depistylight npigrasagpy piporomEHYR biopsicOrfterieatmegt revRAUER\T) qongrol lipocytes and
(b) i0O/GRfterHBF iécE&EAKE ofyiad Enhghﬂﬁcﬂldd KDY &3 Sonfdsl qapdcﬁsésan@(fd) lipocytes after

inje!:n%ﬁ: ﬁtjsédﬁﬁqﬂj&%{nol@& gl?&@‘&-lgﬁ orl na?B%mki?aﬁén xl%}< gg tnglol musc[Ta and3 (H muscle after

AVENtTo
mlefswwupbté@a@cslﬁ%sq aoney ik Eg ‘?5’(8“1?1 @tﬂmﬂcmn #b&), (&) o inisction dith Empigen
det&gegmmbﬁ@lamgﬂﬁcanﬁu@b) corrp05| tions conprise, consist -

t |
[oos%ﬁ SﬁE o;rlctsya 11(90111;1 removecf om a p&tle{xt two aﬁsta%er mjec{x%vptg deoxycholate according to the

ar mec
teaf:pmngéth%nmsylt lbveln@ona(e) s I@ﬁlolbgylaed (Q)awllsm@gy (Hﬁquor;gmelﬁxagrafmat}on x20).
[005?;? 0Pt CrRlidt CorfBG o4 s&fum%eo?@éh&]at& &Wﬁ%dln&ﬁeomﬁcﬁat@fﬁg ﬁzi?ih)\{cholme
1sodlum eoxychol ate. The anmpunt of such detergentg
solufions pyRelaadHHsi tion is an effective anount to dlssolve
(0038} FIG Sdieges effeasiif shdunmalkoxfchdlatel@fyasd sodion ddogychdlapHi % phdspasiglcholine
“mﬁ5gg”mguggseffective annunt mAII depend in part on
cat1on site, ze of target sit . .
[00?9@3 an@Jr? degicts qffécét& qi;échittlon %ftpEOSPth]"iiylngH% tof7 S{Vq,fém%mc%sglynons on viable
adipacye@nposi tion i ncludes at least 2, 3, 4, 5 6, 7, 8,

[00@;] 6. 1%gfﬁﬂ%ﬁ?h%@%&%ls|by%r@ﬁxtdb¥ﬁogI Caﬁﬁ,%gga o] 0063]

I Maco 9 atible
(001t BF gé Atpictsiafkit f%@é"cms A fubgfapeopsfat a‘ICWHkI“%‘d to, I i pophilic
detergents (whether ionic or non-ionic), hydrophilic
detergents (wh®ErarLEIODESCROFTION OFi TOIE INYENTION C
t r r
[OO%Et gxr grg%{itznvennpp{:&gﬂfsgg é)g)blgrg; ﬁ?reogagi%lh é acgu\rgﬂgkg& ah@l%s skm in animals, such as
hunfag) BUPRe FRSF. ‘M Rigsent ﬁlgenésamld@§°rﬁﬁosl'ilqnb%vmupfl&:fafcﬂémOélfsg@httg&tenmg skin.
Such E'tﬁipd)!sdﬁns cbrifrigd; conbidt assenﬁillg thc&mstlﬂﬂdny &Xﬁb&lﬂﬁéﬂn@fdfbgmally actlve detergents, .
morggre%ratg)ét%l czds or tfllgtsatlt%/ » JoIE are?e ablé deO)&C}??l %C{ ‘or Séxx g‘xeréo 1% Pxore p1¥3ferably
sodhupienycidlaso bt aromttbSsuehGkergenis s pupodiap ot oy eRseameunt o dissolve o

redtQL é/ ﬁﬁﬁmfa?ftlttdypoﬁgdr &b t%ﬁtgrﬂsoie skiaO b&@&&é&iv@%uﬁwpﬂben@,l /a8 R ke 10cation

est e ene i d
of t%%e{ Sé¥ §1z grgﬁtosﬁy &P%@ngrﬁ%rgeél? gtg a7 foa'xgs t eleg%%du%enté & camposmon includes at
leastiB B4y abi v 8, cof0 phrymesotdiiclly ectivei deFEfSentSpr opyl ene gl ycol

(0068} gﬂ’lﬁﬁ‘ﬁﬁé’olo@i@a‘ily actiSOmP blt)la@caﬁ}%oﬁnyatlﬂg etbreRstt 1ﬁéll§dc but are not limited to, lipophilic
det%%f‘%@ﬁ%)/lg’f ]ﬁéf %%gn %xgl{;);lﬂ :%r%‘ rllrghc %etcfr ents 8%1%& komc or rfrcjné ro}r/nn)elroglf detergents,
nontwnanisters@emﬂftﬁere@wvletge«tnatﬁlséer@%l lsle acids endyllessaltss t er ol

[00618? rNdﬁaﬁdlt}ﬁE &amﬁb&gﬁﬁpoﬁﬁﬁ&fe@genﬁl&gﬁﬂe Rfei s, %Lcohols polyoxyethylene alkylethers,

er.i et h ne
Bt R Gy S U At 51 8 e bl iy acids s,

m xtures of polyols and at |[|east one nenber of the
group consisting of fatty acids, glycerides, vegetable
oi l's, hydrogenated vegetable oils, and sterols, and
m xtures thereof. [0065] Non-limting exanples of
non-ionic |lipophilic detergents include, inter alia,
al kyl gl ucosi des, al kyl mal t ogi des,
al kyl t hi ogl ucosi des, |auryl macrogol gl yceri des,
pol yoxyet hyl ene al kyl ethers, polyoxyethyl ene
al kyl phenol s, polyethylene glycol fatty acids esters,



oi I s, pol yoxyet hyl ene hydrogenated vegetable oils,
reaction m xtures of polyols and at | east one nenber
of the group consisting of fatty acids, glycerides,
vegetabl e oils, hydrogenated vegetable oils, and
sterols, tocopherol polyethylene glycol succinates,
sugar esters, sugar et hers, sucroglycerides and

polymaa%yé’l)ﬁ:& JL%%‘? ? efs, Jg@ggﬁelle %?col %I)Jcer?ltfégé gcufe stfa r'polgﬂ)ropé/fene glycol fatty acid
estersy P%wxy%ﬁlmmdgsalpqng aci eqlgtlﬁéqugno/%er@pq, propykehg gyco] diglycerides,

sorbigeR &lttng:iﬁ&Sters @ﬂsﬂox%{yleﬂe&bﬂbﬂaﬁ&@ bt e, polﬁ(ﬁifﬁftﬁg{'leﬁ&ﬂo@'oxyprop lene block
copoﬁa;%alls \{1‘%5 sYe%ﬁedQ/e% sgpolls s?e(’r]pel 8e dnr/artllvets s?%ears ééter(g losigg%é%l?e Es ucrog?ycerldes

ycet eriva
Polygxy¢tipydene @zqtaggﬁémqlm@@thylaﬂ dydegbnptodysedtaliie oils, rmapgion mixtures of polyols and at
leastbﬁ\ﬁﬁe)ﬂb&toﬁtﬁe grb'[l@ Résisting O RGALiN @cBiffled RELBlelofs, RtoenSiSd REctable oils, and
me% ono- m l'ycerides, succinoyl at ed monogl yceri des,
FPFE E sters of nono-, diglycerides, alginate
[006§]all‘{05-11mmnwsdlréqa ef ngh-jpgio lipoalnlyi detergents ilclyds, infer aiig, akkpigiucosides,

alkyli¥EYsied Qﬂ]@tﬁﬂ@luk&ﬁkst Rirf $nacrb %%@Leﬁ@és tpbl'y&y@ﬂ@@ne Mggﬂg&eﬁ)@g%hﬂene

{
T LR RN R A N A .
sorbitph fatt} kojd egg’s phladxeshylegegotysxypriopyiieat blgck eapblgksers, sdydiyaenl fatty acid esters,
poly%gim chelﬁﬁéj pcmo%)teﬂ'lpl% sttsllaﬁ rd@r@/fames{, qu %ﬂo élug{ﬂexjedf 'Foiy!»@’ghylene vegetable

exa es I Oonli ents | nc ud e,
oils, P?Jw@ﬁ%he%&ohém%&ﬁ u"r%F‘ﬁbi oq%, RSy pixtures of gofyqlyapd at Jeast ore member of the
groupl cxal@tiyd fEHity afids, phnalid€s; vEgetablARils, Hytdrogenaddetgewitle @ljaoditar@s) tocopherol
polyahm@glych;gh&m& s%gs@gmsesugaf etfR: msglﬁerﬁs‘st £ 38R kes uugz?ff ul

resent 1 nvention i1 s sodi um
(0066 é\;@y-eﬂl(t)lpgﬁxgnple[s e@ggclhymlﬁnl]c detsrgents @cl@qdﬁma@% allgfl ammonium salts, bile acids
and B110 Beltk, Qrﬁlogued &id&i‘e@ﬁﬂtesmérﬂ)ﬁ lattgl &:id deriMativROAf athindicide,darhifnes,Bligopeptides, and

poly%eg ided) 2 §1§ eh e der \% srzrgjumg Jl% gr?%elpll?deia.d[c)i Ip Ypeﬁsges :«Il_c ]bacalllatewono
dlacﬁ@ﬁqd@gprlcpaclq @tersng aprey Hig qu&yy |sucp@yja§@|@ppo§gcendes citric acid esters of mono-,
dighReé&iayl fHeRrelis, Q)L‘o)ﬂﬁl@fe l@hﬁo@ﬂ@ﬂﬂte}/l@&hlﬁ; ah@ﬂyhx@ée@ateda&ﬁhms lysolecithin and

tyl I t
hydr?%{l%/egﬁﬁﬁ%&ru%ﬁy%‘g E%f‘w (\:/z%vees ggrggrfi p&FsBl&oggl sdagd derivatives thereof, salts
of allgdsuiphatess, lyilio gf fefyepysr @Aios d@esate,tav@elnuu@ahmd t ween- 20, and
(006 KiehAhdihg &Qhﬁfétoh&’ﬁc &{egala%cluﬁér bilt b it 10 3ate, shEBHoxycholate,

.erioni et er ent

SOle%?ﬂdﬁalg]lfIat Cnl(gt ptre eare %n e[nt, gnonqlmltmg exammple ofs an ionic detergent
usefig v anbodioent ofxird ;)rdcminivpydmmMermcjpkme sul fonat e
[006§ %E@nrtm%"xgrgﬂh{s @‘pr@ﬁ:%lmc Nzté}gegt% H@l&d@%ﬁln n%t' 1%(!(@&3@ ' 151[1] 3'5 n-alkyl PEO monoether

ropanesul f gnate, cholic_acid fobet ai
S“°h|aa a?lwﬂft??%‘*f‘ﬂ%%f%ﬁf e PR pH G Rh VBB g &4%\&39?1@?@%&?@0 such as,
octy[Bheidlpoly( Y EfHglybitather)i 10 ahd dogylpeosalpii}(€tyleodplyglgfie o, @esnethylbutylpheny]

i r I .
PEO&& r%?sai &Etglrt?lgldcajy{aﬁgcg{ag gVeergélOna{lcgEveengP agd l%giéé }gog‘?l%%ler alcohol (Triton
X18)1s, fish oils, animal fats, hydrogenated veget abl e
(0069 |Nim lipaihd dxahples om&reﬂ@&mat@sﬂts in¢Rdectuaddt kmitd toS3-[(3-

chol$n¥1 ogli ?);l)ldl%lthé/ &lnglloly ?rf/ﬂage s%gon[;@@}{AIP%dN Eeﬁ'ﬁdgig ,ﬁ;]clirg&%?-}ar?moniu-l-

propyrggyifangte Nhlic pqidyutie ﬁ@n%kw&me@ﬂ@famb@ﬂ@lgwﬁi andiZytergend 3-14.
[oomr mdaaxug:&ahpm oflycelfiles i6da¢, inGer £, nébno-AHi-Yoe GitdlyGerdlies. Guch triglycerides
mclu%f: m?er% v% et :oﬁjsbﬁsg Qﬁédag%{lpilatls %&@%Xn%e%%?&gﬁ%%ﬁs hﬁn?all?ﬂd:%genated

ox C auro
vegeéﬂhle pibschashelie tiglyGegiden @Péllfed vgely@@esh%qﬁm@mmr&ﬁ% ang] @jiegures thereof.
and taurochenodeoxycholic acid, ursocholic acid,
7-oxol ithocholic acid, lithocholic acid 3-sulfate,
norcholic acid, bisnorcholic acid, hyocholic acid, and
hyodeoxychol ic acid. 100721 In preferred enbodi nents
the conpositions herein conprise, consist essentially
of , or consist of pharmaceutically acceptable salts
and esters of the detergents, Such salts and esters
are meant to be those salts and esters which are
within the scope of sound nedical judgnment, suitable
for use in contact with the tissues of humans and



sol ubilization by detergents. Sol ubilization of cel
menbranes by a detergent involves distribution of the
detergent between lipid bilayers, destabilization of
the bilayer, disintegration, and subsequent formation
of m xed mcelles (conposed of detergent and cel
menbrane lipid). Bile salts, and other detergents,

[0()7@]e Qo ﬁiﬁﬁngséﬁrﬁ l;ﬂ@ %%ﬁu@%si@&ych@ﬁ’c"agﬁg ch%flc acﬂm 1y gllcgil alcohollc

mat erial s an down of %
acidtappognolimgidy C@P"Y&*WEF @ﬁaﬁ‘ﬂ°@1e°xfzi‘%5‘Plt° agifh gagrodqopychlip sfsqj@enqdw&céohc acid,
glycappodesxy chil is0id\aad a&bdhemniymmmld,amchsla;u&e TCRbllthokNo8E Hid, lithocholic
amdé\@u dﬂa@fnln@ﬁsﬁmc%f Msn&n%}‘?ogg%lﬁieh bBoIREAE r o‘%lmgc §c'a£‘1 ”‘e

to renove e nt so
[007f]0 é“ﬂﬁferBfi prebodigreptsthegyeesifens Her%@alprfse, CPWW@#M or consist of
phar@gpeieicallg aseptabilo kdlth inyd eddrs d@fheﬁd&@ﬁts dydhchin bﬁdl’baerﬁ E&eaﬂﬂd be those salts and

esterw}lil&l aleS% @tﬂlé)éco e &?‘cqﬁlé: dlc qﬁgrhénkg%tﬁmgg}%geqn congacq w%l the tissues of humans

e am
and i3l prﬁ%ﬁur Wweémw ﬁ@ta@arﬁ ?5@0 ’éﬁ?ﬁ*ﬁ?’ Aldhajke, Fommepgarate with a reasonable

beneﬁﬁﬁlaﬁfﬂd;l b eﬂéch& fSralhetr m‘ﬁdﬂdﬂd U Pi'@f@r&bl}cd'wlnéﬁsﬁon }@fém comprises, consists
m crob

esser%talim)lf or cons;sts b Ga b,ﬂ?ﬁac SF % ore %refgrobé)? %xly%ﬁldtte Wgt or more pﬁgeragléﬁq%al[ny

dem%@lelﬁtﬁllzed and used for intravenous admni nistration.

[oo76}n afrﬂm&kéﬁglerﬁﬁblle sﬁfé & ﬁr@ﬁltréd(a@tﬁeygxfe pHUuﬁrlﬂo&Bﬂ%Bl@l?h%@ tMpid@®Rayer
In O

mems Sﬂfﬁté } bé‘gogfc CFﬁjlfl éa(nffé};?tcor&qpseg Pﬁetklfé?meﬁﬁllg)éiég%:méenﬂﬂ are therefore subject to
solutfilzpiéon by qeiechents. Solubiimfimof delf bybranfsd 7 Beterg8h iwyolyexldisibutiay offthe detergent
bet“):aéﬂrh R dilal &0 Hés@blmah(ﬁ oP@d lgla)lep dﬁ&ég?dtlGﬁﬁddgﬁbsé%énhfo&ﬁhén%@&xed micelles

(con}gglsg ctf %%ﬂ!gcﬁ%.rn rng?nef Hg) P}lekSélts ag( egeggryat? dcheése surface tension at the
borderredimgpesnible rda@w&nd allow thel brezlideafof larg&aatggbga(eemg smalled 49d snldiiér particles. In
tlssu%%se a%m)é dl%geEgellllﬁ@JnBr%s ﬁé‘EabQ cm)tlsﬁl A£ fa atomgslponée:c}ééenerated causing

) | es of organic gase
the bogydpmpys the éeterwesﬁw kﬁeﬁwtﬁ@h zyl am ne,
[007ali [BiiOZY Hatdbednaised dd impioveahe agiecaua edlubilityrd@phoshhatidlenolide &0°0) Bied,more recently,

med¥c£t1|01§s(hl?%a§%g&¥1?§t8hﬂxglaaqh 5191{%51]\8’%@% %url ed osghatlda'lcholme can be combined with

the sE‘ﬂ |btlpssa]b$0dlpln éeogggqt}qefe anpti-pisTrohigl l?}nz;y o and wakdr fpdorm a stable, mixed
miceB Sbpalaft thaOddh sehhmy saﬂdzemmﬁ hgedifoﬂﬁuav&mamh@smmotph\@daaceumal
prep?r%lleo%szof {r;(%nlnf de o(\:zvg ﬁs seentéa (? %gq)nl zirehmagﬁlefe% 1“%81|ng2 1es rtreatment of
liverigjspage as@hwgllnlwwau@@ectlm ar e not limted to, ammnl um

[007§]h |Eﬁ’lE &aQQnay%mﬁUd lﬁ%% Uil&a@tn%ombﬁﬁﬁ’dn% @Jﬁbr@ GicH & 1no$g3§tl: bH3ds, ammonia,

brom de, sodi um i de,. sodi | uori
orgaiy iy hic ot S 0 [P S S B Re e S g (o L' N and
K") il eliatibomaet mstal Gad Mefh Gl eSratia’). Saafiplenvitictorzatiehasesmilideprocaine, 2-

pher&ie&&lbe‘hﬁdamﬂgtdﬂé&bwmlaﬁcﬁ;ﬂe%nagﬂﬁsﬁ i@k bonat e,
pot assi um di chr omat e,  pot assi um ¢chl ori de,” pot assi

msﬂyf*raﬁima%yvamwa@ﬁ@g? BB P o e T e B Examples of the basic
amip@tidingidd ipsing eligitlig, omittchiewand Histidior Exchmple bfjotheroxits lincmdds hadogen ions. Non

hmltmég{aﬁﬁlm & Eh'e gaﬁs that%&‘%le ben!edm{h 'bmaeactdﬁg ﬁ)hﬁ' fﬁh&%élés ﬁn@l@(ﬁeebut are not limited to,
di anon] um p osp hat e, sodi um.t hi oc%anate pot aSSI um

ammopjprg ehogide; pramoniyny %‘]lphﬁﬁﬁ i phlige, spdiom browisig spiim iodide, sodium fluoride,

sodilbD¢iodty eiud @y lpheta) sediwtneabartale odiinehicatbaate wlicra sdetdte,ab dym nitrate, sodium
mtnﬁ Cb@i’]éé %ﬁ%%o&gsﬁﬂl 091@81%? ?)Et%ﬁ}lﬁn }ilgl&g}ﬁa%ngotagmn%fog@e potassium bromide,
magResiyy H‘iOﬁ"é‘ﬁt‘@gmi‘% chdosif, Pqtasym ipgide. sedvy flypeide: ipdtowy! prpige hyfnoghloride,
sodi@® flidrideDsoditif kilita®, ddanln@nis@ plosph&e, SodatthiPanatB@bradsiumfhidcyb@ate, lithium
exanpl es of cations include sodium (Na'), potassium
(K), lithium(Li), magnesium (M2'), calcium (Ca2'),
barium (Ba2), strontium (Sr''), and amoni um (NH ).
[0076] Exanples of bile salts that can be formed from ‘
a conbination of a bile acid and a cation, include,
but are not limted to, sodiumchol ate, sodium
deoxychol i c, sodium cholic, Sodi um chenodeoxycholi c,
sodi um 7-al pha-dehydroxyl at e chenodeoxychol i c, sodi um
l'i thocholic, sodium ursodeoxycholic, potassium



chenodeoxychol ate, ammoni um | ithochol ate, anmoni um

ur sodeoxychol ate, di hydroxy- and tri hydroxy- and
taurine or glycine conjugates of any of the above.
Preferably a bile salt of the invention is sodium
deoxychol ate. Any of the above bile salts can be used
in the conpositions herein. [0077] O her exanpl es of

thiocyahateRsoSitth béFoHydide WelEiud Eﬂoﬁdtéj&nﬁlﬁyakﬁdﬁhtelsoalulh Mﬁl‘}cﬂ?&yﬁ phEdpRHDBthium

chlonﬁe g%lumgiomede c[ lq.l%w;] g:ﬁg}n s%mebeg%%d%ﬁ Jntu, élgtsatdoxl_ tgat @(rn%&eﬁgthék}z bile acid to
form g ‘ala paltries, cat?oeomylmltm exenmies efaidrdls ingiude spdivm (WSrpossitn @), lithium (Li"),

magnbt@inEME QR (egs, baﬁmhﬁt s‘&oxﬁﬁrﬁ (ﬁ*t)l Al h¥mfum (RH“POHSI sts

[0076:? f E)iamges o¥ %fg?altg trh%t Cﬁnolie f(frmed ﬁio 4 c?ngamaté)g Pga béle fCéA?%E acaﬂg}l 1aclude but are
not liggitpeds), yodituh ehelatsf sogiuth Hdomychrdiv, dodivimtcholig, sodiyrrithergdeoxyeholig, s@OEH
7- alplﬁfdgrl#@'o@melc%@deb)bﬂ'c}ﬁﬁ@ %diuﬁllﬁ&@éﬂolgjsomn @Loh%lxych(gi% p%ssmm deoxychote,

poa AT RO T ST S O S Senieeshogroonsiei powsium
lithochglapd, potasgivmi @Wédokyhféfmda Sthiwn deomyhdlie, I@i2m gholtekithiym cHefdd&xycholate,
11th1u1g7QDp§a[déily%§( é oherloﬁéoﬁ}%'la@ l@.ﬂnﬂﬁ b{thdlﬁﬁalih}’ ilthJurQ firs@leoxycholate, Imagnesmm

stitute of the optionally
deoxy§ Iflitg{]ﬁméla cl@lat%mgﬁn cp 8qew@oléte gnagneﬁg{; F]?lpha-déliyﬁvrylate
chenadeqgychqiayd, magnesblutlyﬂophotatebnﬁgwsmm nrsodf@yvholdte, afuchitie dhety, lammonium
{
deox%?oﬁa&r Jﬁﬁ%m% l?blljalrtks Iﬁxﬁ&dm(éh ﬁ%n 2 ggﬁ?g XIImF]g&Xum ‘pz;lidha -dehydroxylate
chencldquyféqlaﬁey prgrpqnylfn lltlwg]olgﬁeaﬁlwgurg msodpxyc late difyirosy )and t&@@{ow and taurine
or glydiné doRjARY e yhy, of 1 Stk d) @rZetiyly a biRRAlvAIhE Hﬂ'dﬂﬁon is sodium deoxycholate. Any of

theabgufiib?l‘aﬂﬁycladl;p ge%’mthpcgmﬁe{ﬂﬁé#%%oﬂgl phf%'ylth' 00140“ C14

[00774| Rib¢r&x¢mple plle(séts gnclude smqs, hayieg h]s pxdmylgrou@y&?@vappdaotx ptem side chain
termihatikgEln a @HbGY1 g&tps\wmahuhﬁd céajughiedad dpélne brigutinede e. g.

[007@8{1 Zé’m ﬁ a co ;HJSIFOE thﬁreggo%%{lsfeso Q(}\glfls% ess)é?tﬁl of, or consists of one or more

rrcnloroe
estersf 4 b;lg g@t ﬁth estggggl%erbet dpyrot lmptedm) exteabomed i a(mmhyqtlon of a bile acid with a

hydrd@enm?§(Y’d)(§¥@§r3®)6btﬁ@§lﬂ¥ﬁbst1tﬂ&eﬂtd;glg ziellfsﬂ F??,%“‘FW CrCp cycloalkyl, Cy-Cyo
i T AT wﬁ%az - e

Cno)amﬁylmlﬁﬁwmyimwiyu qf@sub&txtged silyli nyI aryl, 1-propenyl,

[007%3%51ﬂ9s%@%1:0 nélnaﬁ}%uﬁéﬂbﬁ ed C2 alkplLﬂcﬁlﬁ]eng- th;-l egdynﬁ'i)}% %(lehrl%iy} t-butyl, n-
e above C3-10 cy

penty}, ﬁ@l“d‘&’@( 5 eagh gay e é‘iP&tI"BiﬁirVB‘BW“Zyb’%)?M Yol ppy] (eegy g]e@jy@qq{fgpp'l),
- trimethyl@ilyD udoganl (. g. Gy Cl, addep), acktyl, rﬁtﬂbbéhmw Inesyladnebyg giatatimidy, lsuccifdyBmide,

benze@igglroﬁ%%ﬁeng\; i0 X&! CndI()gQ %’l{bﬁ%!%l lpﬂ?agpg %lk?ls@ﬂnyl (eg.,
methmlﬁ@we%womtwwe %@Sﬂh%%cuml@c bdeie. Prelaxeghd 2y, |

meth@bsemﬁylethyi,aaﬂhuﬂty)ellylet& aaphichlyﬂoethyaﬁbdbuﬂ@h aﬁwhnethgaﬁhumoymethyl
I tro

p- megﬁasenzo l?mett]'n/ é tlra 1r|1(1Wemela1ﬁ/ dsuccmo lu:nu?e QEﬁ ber‘zenaglfbny,r:ﬂethﬁq ?hexgﬂhlomethyl and

suc
1- dm@thglammc}gthm T lire@bqyé ﬁyq alkaq—yamﬁudgqﬂ 20 yl%ﬁ@lh%propcpﬁlelsmwl 1-butenyl, 2-
buten@PH,1- ﬂlﬁi&h}lla)Iyl Syl dntlB-6€len(l/ The abave 6y, adyklydikyl iR€idedBs cgcldgropyl,

cycloguq% %chdpfn Qﬂc?ﬂmyxyﬁyﬁheﬁ%?n@gﬁglyzlng%ﬂ%&nttyllj {Jﬁg Q%Ln?% [ﬁ x%loaﬁplgcl s)alkyl
includeg ¢ a:yq{qpmylr@gh)@ cyclqygﬂl,r@g@y} and@_@@h%yl[pg,thyl ( ”5he§bove 2 zﬁx)pncludes eg,
phen@{-tiphtdyl, SJﬁb’;ﬂ!hﬂXéﬂd Blbheh)h @adhinléEbe sShistited vatd b lhtalugeede gg IFOQJAnd Br) or the

like, a(naﬁyé( e%aré meFu%ef's s mfrop eenﬂlz%Jr o&h%bog}?en{/] ')I(l}/e.ﬁﬁove Xptana{/y substituted Cs.
12 aratiy(i r@@dqs e g.alreydy), irphenyléthyil, ﬁfphqnziélyl plentirgratt apil naphthlylnéieyl, ©8h ma)/ be
aryl methyl includes trityl, and the substituted sily)
includes trinethylsilyl and tert-butyldinmethylsilyl.
Exanpl es of the active ester include organi c phosphate
esters (e.g., diethoxy phosphate ester and di phenoxy
phosphate ester), cyanonethyl ester, and the active
t hi oester includes esters fgrned Mﬁth aromatic
het er ocycl i cthio conmpound (e g., 2-pyridilthio ester).
[ 00801 Derivatives of bile acids can al so be used as
detergents. Such derivatives include bile acid




conmpounds. Mcelles can significantly increase the

sol ubility of hydrophobic nol ecul es not ordinarily
soluble in water (e.g., the lipids that conprise cel
menbr anes) by burying their hydrophobic portions away
from aqueous solvent (e.g., water). In sone

enbodi nents, a conposition herein conprises honbgenous

subsmuﬁaeév%h%o 6‘491%)&?% ng{hg@y EI%QH(?MeQ ,@thpgétﬁynd@hr%% B dike. Such

I.n some enb
Subsm%%rowseé?nrpaﬁedfbw ﬁ*&?kf%kp methgxehenay EMB), Hoatfc‘b‘gg‘lﬁ%} 4thmﬂs°menzy1 The
abo®[i(Qghy a8y )methyd Grdidks benziytrgl ad thé/m;lm&i‘}'lxixeﬂlyﬂnodﬂts&xﬁtglmﬂ )he substituted silyl

mch[dQSQx%ﬁﬁlJﬂglswl m% b%%%&hgﬁ g'li a.rr%legcg R g&’ kfet elstgr mc?u%? E 51f S§)f1]o(aphate esters

an aver
(e gncglq.@xgphomatele@ter aBd dlg)eg@xn_@_o@ha‘tﬁ estqry) -c)@nqxﬁethg_l@stgg ang)the aghiye_thioester includes
esterh @rmed with arbiati¢ hét@oc?clmhﬂs Qomﬁ)o&\a {6k, Dpyrldihi® @dig). embodi me nts,

[008’3[' ﬁe\{lsattl%g Gt b%&L. %c? Qan alsglbe use% Je?rgén ogqgﬁ Qeg.g&lgéstn!fglﬂe bile 6c1qnnalldes bile

I nven
ac1df.gdes,|bﬁe acid gnhydijses, @MF Wdrlde,%e eg\ﬂemgg@ndsqllz @:ubtfuogter The bile acid

halidd isz@lds @ild adid ahl&ramersas mosmh@lﬁ cHidnige 48 BiRQEE bromMEdAtH 49 BeoRRNolic acid
I eat

brorR}g 5 %e leC 11? ﬁcma anlﬁfdrlde nic]fu&ets Ig|11x’ed monoeillfylcargox lic ac19 ar%édrlge rmxed alphatic

e C a
carbiyyylic sfc@ranlg&(glm.fogaﬂcgpr@xah@md ariby i orgq:mcglpijexp pq;@{nhydrlde and wherein the

activtRRARE ina@dles an{ﬂeQ&JnLcﬁﬁm%Et@roc{}ElﬁonﬁpM@xﬂ e?lamm[g @:?%311 Tabl e | |
ustr €S. severa ents n e
[00$ﬁ ﬂ‘ﬁ[ﬁ@g’@ﬁ ngc éHtVf g rgergtﬁ%qcyl}i ﬂ%%ﬁ fngg n.g:a'a‘yr&fd rabtfy micelle-forming

conmﬂm@h Micelfes tah eigraficd@ly ércg@e the soasbiliyoftydnephsbic meletuledwet grdinarily soluble in
watér '(el gt kife ﬁ;lnds'magc%ln e c&l%ﬁ%ﬁeg)%gf b@ﬁngﬁ%ophml pGllBodsﬁwgyl}x%m aqueous

m ni mum concen ratlon at detergent is
solvm,t ko mitﬁrérﬁg fque 2t oldﬁjént:f X chpas'ltlomeée& qmé%nses-}amg@ois micelles {(micelles

produbed 8 4 sifgle dévkrheat.Uin asmeMbb@iinehtg a caBisition herdlédompiiseAdixginicellar formations

e 430 4300
(il B0 B R e O S s n R 0 o 5
(00§2h ' eomle s bodigrenss, 28(81193258% eongprisingpeoetes with n aygsage siggjigthympge of 107 m-10°
m, 13@55 62900 1bxh Q03 10AFP he? QTSD £ 16°2u0 & E0%inO Mh D)ne EHdHim@Nts, an average size of

-sul fo 5 ol

amlceﬁle aco fon o tes \ ay Beup ta210° N 10 m. In some embodiments,

iSRG et B e be o TR EAg ) 197 m. nsome embodimen

an aw#gewwé?mwa EcugPrafos NS fhppresgyt inyationyay beraream@n 107,107, 107, 107, 10

m. mfe&felgﬁaihad%fﬂi‘e HicdllY 8@ vBParddinivel fdr @RABDIE, PEOIDEb1a%20 Yerical; spherical
r ‘ g ent 3- 14 364 30000 3x10-4 Non-lonic

micgle§ e tipé“é 49000 9x10-5 ol yox leth ten 20 ce |

[00831 Eqble 1 bd@y BOOG severFlxdttergdits contemplated by the present invention, their monomeric

molecular weight of these detergents as monomers, and their critical micellar concentration (CMCs), which is the

minimum concentration at which the detergent is predominantly in the form of micelles.

TABLE 1
T Micellar
Molecular Molecular CMC in
Weight Weight H20

Detergent Name (AMU) (AMU) M)
Anionic¢
Cholate 430 4300 1.4x10-2
Deoxycholate 415-432 4200 5x10-3
Sodium dodecyl sulfate 288 18000 8.3x10-3
Cationic
C16-TAB 365 62000 1x10-3
Amphoteric (Zwiterionic)
Cholic acid-sulfobetaine 615 6150 4x10-3
Cholic acid-sulfobetaine 631 6940 8x10-3 |

10



Lubrol PX 582 64000 1x10-4 Noni det P-40 603 90000
3x10-4 O 1 henol of eth lene 1 col ether)nl O 647 90000
0.2x10-3 Cc 1 henol of eth lene 1 colether)n7 515
0.2x10-3 n-Oc 1 lucoside 292 8000 14.5x10.3 O/l-thio
| uco yranosi de 308 9x10-3 Tween-80 1310 76000
1.2x10-5 Tween-20 1228 6.0x10-5 [0084] In some

embodiTent S, the—Toncentratigm of —the L”UNH ell Tt
phar macol ogi cal |y active det er ggptSiat €{9- Mol Laf RCICHAC in
or bile salts) in a conpositijon w&gwuch tRedigntt |s a@abo

appr oxi matBdtargdnbhianieMC concentr at@adw) (i .| e. (AvAn 5| M)
dyysoplplmtidyldhblime CMC | evel (e. g.|.49%Dre thad200) 5, 1074866
Ayitergept 3-B0. 35, 40, 50, 55, 636465, 70, 30®W) 80, 85104
drleg@ 150, 200, 400, 800, 1600, 3200, 6800, 18, 600,
ﬁrmnh 1mr '%4 4()()% above_t hel 128 conced?d8t i an [ 9x10-5

Y& sone enboc n%%&cy at | 18209Q ¢ 1Q | 3.%10-5
X 303540 45 50 ge82gg g5l 6490 75 T hixi0-
ait:omdﬁk 40 G, or OOQ/ of thed t6Q3 gepts 20 Qb bi 3x10-4
at%’qtygp%eng Y(pthylepeglycplethsrinl® 7, - ;ﬂlipm; e QPO " 0.2x10-3
1 thl 1t h LI [ LIL) \J:)ILI\JII.J L=, 2 B o | T N
. %’é r:% Sidi(ﬂ %Mﬁ)rﬂ othet ﬁg‘oodi TS tP 0 %4%?3‘)1(?03_3
Syl frtbpluBPyrgmatide F0, 90 20, 10og 0T S of —the—— 15,753
OEJEI@ENTS (€. 9., bite aci d(S)zagmd/ or D@ sat t{S] 5x105

i Fyeb @ CONMPOSI Ui ONS are 1 m nmcghd ar T ONmat I om. —t1Tg gx10-5
ot her enbodi nents, about 10-90, Z0-80, 30-/0, 40-00,
[008&r llrgsgglg%r%bgé glg{lésr Ihf ?,]ogcegtra?t o g%e {Jna ﬁrsng gérpgérlinﬁcol‘?ﬁl&:gl?%cg?e deterggnts (e.g., bile
acidf ap bitpgalisloma corp G816 is bush By ires abavproinatdyiths CME rongengstiag @.e., +/- 5 mM), or
abovd Bk E0IEHAEI (yplng,mthagfl salomsC@I 15e30 33, @ foogsgaﬁsst 4763'7‘5 8, 84, 56 99, 150, 200,

ent 1 nv
100, F B0 oo DB B0 730 25098 b e 52 R0 isr s P00,
[0088 mrﬂc 5nt@ﬂlﬁ¢nts42}t®@@l0 E,,QID@S, 30, %, QDG)S 5(ﬂ_§f,)510§5 75@@ 85, 90, 95, or 99%
of mP@t&%gm@(e % Dite aélag mfaﬁgmm QBRSsBons 23 lmglﬁ%mk ef uéhér

mposi t1 on resent

emquﬁgeétlsrtup @,,?Oﬁggotp@ SQYQ__Qa'itOe'Z'O l’loi’f’éﬁ% 5@@: detj_rg@@ée g ]pllsgtgl(s) and/or bile salt(s)),
in thecoiD&itiond afe ADmicedlaFRhatiod., In O@er edtbddftants, 4509100-90,50-86)B¢-70, 40-60, or about

50%g)f tg%%terggﬂtsggg bllg 60?08 8%1 b?é sglgsg gf tg grg%ﬁm% Qrggl m1§sllar Qormatlon

[0088) B mprephodimentsnan axejiee Bgleculpy e Af amlcﬂéuugqﬂomwmw qfihe @eseqt invention
may b&updo 00000 $0,000 @moaofzotobtezqmoesem 9,000, embd wnoon@ooo J¥ep00, 1,000, 3,000,

2 006 h %?i)r ggg(ﬁga?tﬁraé&o %%%r%fdlrf]%ltsoag gvera]gd 1{1 e%ﬁlar%p of a r‘n{cglo in a composition
of tthfFSellt invenFien resy e gserter tien 6% 1990, 1508, 294® 2590, HB0e3, 500 4,000, 4,500, 5,000,

5 50@ I a6078500] @D, Q%bd B’ O@Ci 304.8,00€H @0’09@@0(55 or 16800, In EUXT]C%mbOdlmH)tS an
era

averz&g wdlécaﬁro\r/ é#l'é(;% a 81écﬁl ebxéa ﬁﬁpés%lzmz(g the Rrgsent f@entqynay%g% tlfganie orpl 00-20,000,
1,000-80,000,2,000L 11000100 3,0®;5,080 D.7, 6, 5, 4, 3, 2, 1, 0.5, 0.4,

[0089] 31\ angoighe eglb(;dvlmths ngeub tgeg &goentgtugz»f th@on@@nmo@e §macglo éally active detergents

(e gd)lle)t%i(s 61 thgle sag(l b«ﬁ ?ore@regﬁﬁ}y so@m;admycg(gat@ﬁ@ge u;oto a%dg 9? 17, 16, 15,14,
13, 10, 10008, 8,0, 60653, 2,0, BN 04,,0.300.10.0.3,09, 008,000.2,06,8x05 (.08JB .02, 0.01, 0.009,

oooMV/on %dé s \6/0H4 0.0%364.®5 3R Y 0.059,6P0ROSd0b, 85008 Q. d@bsﬁo 0004, 0.0003
ses a bile salt, such as. sodium deoxychol at

0. 00931’1 %‘Pé’f’%%t"ﬁ% "Hb?f BnPriEPY A CoFPosition bt matps 2 ‘%‘lgsaﬁﬁ““thés gdium
deoxgsholdte, werein thd @nvehwratior] (J0:8 Bile séinis @iy s, df3, 2 fra%enpodi ment s
[008511e rh%np oft S b Hifnfd Rhéah ﬂhg&nv.ggtratlcﬂ%f f060e ermogwhﬁ'mgqo%oglcally active detergents

har macol ogi c etergents
(eg a‘%‘F S a“éﬁbl‘l ‘GFaltﬁ?/‘rr é‘°”§£l“*fe(ﬁ§1¥ S%Wmﬁmx@hﬁ?tﬁfseﬁ“%‘l thand 9eA1 7002, 0.0003,
deoxychol ate) is greater than 0.000 1, 0.0002, 0.0003,
11 0.0004, 0.0005, 0.0006, 0.0007, 0.0008, 0.0009,

0.001, 0.002, 0.003, 0.004, 0.005, 0.006, 0.007,
0.008, 0.009, 0.01, 0.02, 0.03, 0.04, 0.05, 0.O06,
0.07, 0.08, 0.09, 0.10, 0.20, 0.30, 0O.40, 0.50, 0.60,
0.70, 0.80, 0.90, 1.00, 1.2% 1,50, 1.75, 2.00, 2.25,
2.50, 2.75, 3.00, 3.25, 3.50, 3.75, 4.00, 4.25, 4,50,
4.75, 5.00, 5.25, 5.50, 5.75, 6.00, 6.25, 6.50, 6.75,
7.00, 7.25, 7.50, 7.75, 8.00, 8.25, 8.50, 8.75, 9.00,



0.0001, 0.001, 0.01 or 0.1% ww, (00891 In any of the

enbodi nents herein, the concentration of the

phar macol ogi cal ly active detergent(s) (e.g., bile

acid(s) and/or bile salt(s)) is approximately in the

range 0.0001-50, 0.001-40, 0.01-30, 0.02-29, 0.03-28,

0.04-27, 0,05-26, 0.06-25, 0.07-24, 0.08-23, 0.09-22,
0.0804. B:0605; 0.030& 0.8 5 66009, 800 d6be, hoR vbd, 0,608,008

0.7-15, 0. 8- 1@,{7’ 087.0%8-’ %go,og’or > appr ox?nét%? ;6/?051 Oh(;o?’t?é)o?’gﬂ%géo'oog’0'01’
oo%poﬁggﬁ@@%pg@ogﬁgﬂgpo&pggogggﬁgpé%pgg0§ﬁ@7moxm09Q10Q12115q
17% 006 221, 2.5, 2.05) 306, 32h8.50365,@100,AD5, @.50%.75,1380, 5.25, 5.50, 5.75, 6.00, 6.25, 6.50,
79984 T8 9509 £ kb ¥ 85t % vl oy, B
oo RIS Hob 422510 ¥35 9519505% 57k 5Pl . B .
comppydtiop W@omprfsmnggﬁp@)ppm}@seqush ag)sodipm d@yyﬁml@g 03 cqupl)gation of more than
0.001,090068h0r0.1%Gw% 0. 1-10% or 0.5-1% 0.5-5%wWw, WV
81 ok othh oS OBy IR HLBRSENE SN il .
aciq(y) andfqrdils pat(s)) frcapraetimagely in fhesranas 80001 1590 0RIH0; G0 1-300E81 20 PHP3-28, 0.04-27,
0.0825l0.60-380. 0024 00828, AN0ge3, 03121,0.2-2D,0090 D 4L 18, BP0 6-16, 0.7-15, 0.8-14, 0.9-12, or

appg)glgxgtgl% {%lwr%l’gb% 1%!8‘%%9\&8? thévI o g/v. %Q%e%bptigggce}l 9 tié}odf H]g :%nse’or more of the
phatlx_xa@):logggllg:act@g Q)e:ter@pts(’ e _b@a: acidls (5:bile:§qlt@):in quglsqsiti@n ;ﬁ’,the@nv{&ﬁpn in the range
frof) ap%roxiglatZl 0.06%-16%, 016199, Bos615% .193%, Or-Povs Qoéﬁ%,?@s-é‘% whv, WRror viv, Itis

0.3, 0, 0.2, 0.15, 0,1, 0.09, 0,08, 0.07, 0.O06, ) )
undor_stecg’thabt_geofax’al ce:_mc@tgr’an% _1sdiﬁp’en<br_1t6111’nané %ot@@ }cnocy_n E?G)gr’sone slgyis9 in the art including,
but @ot 0D ed td) loCxdiby an@si(®d4the @rg@BB:;, 0. 002, 0. 001, 0. 0009,

[008h] ORQ&ne B %fts, :QoBRA%8on HuBRUPt0 18998 5,@:000030 6.5, 6.0, 5.5, 5.0, 4.5,

0. 0002, or 0.3001 rans of the one or nore
0phtad W sdtolt L0105 Gel Py 850 07 I ST B:4.45, 0 95,03,025, 02,015
0.120000,4X08,)0.0A,r0ch6 005 0. 44€0.68 a0.12( &1 ) 0.00810.0080 0.607 plr. @6, droak) 0 Yo4,1po03 3.002, 0.001,
o.o?r?iQ1 040008,3?.0037, 0.13?]069).0'605, 0 9004”0&?903%'00%6% 6(\)%6201%{%1158{% e noft

e sal't such as sodi um deoxycho n sone
phagpAsdesicAY At tye detergetfihG 6 bile 8H(R Bid{ontils seltis)ras mpns gisfergblp oye 5. 4. 3,2, 1, 0.5,
0.40. 00D 0.1 GraBO G, bilOsald GOHles s@iuBAHYchQatO006, 0. 0007,

005 O89e o208 2500 ion o0 o 30001 30820002 B 0 005,000,
0.0097 P08, ©U0OYH 801, 016,002 0.613815.0030.0085 0.06%, HOS, 0.005, 0.055, 0.006, 0.0065,
0.087, 6055, 0008020080985 0.0095,031, 00103, 0.625 W3, 39424, 004£9.05, 0.055, 0.06,

055 3000, 4048595 Bgop 1 1 p 2t Brsy oo sy B0 By 3083y 80,065,070

076 080 0.80 056 0.98.1601.5, 00,85, 303 58,0 4.505.0755, 60, ®D7.00.5859, 86, 9909.5, or 10.0

gragxs e orle-oPmord hrhnnagol&ical%/- astive gbte%ents?’(e.g. ) bité adis Br bile saﬁsg,Q)r mere 5neferably,
6.0, 6.5 7.8b 7'55 8.0 3.5, 9.0, 9.5, or 10. gr ams

mogsthap ), 0070 0-B3, 044085 8% PRR BT BYPLEMSy active detergents

(0092}, tp.spmdrmbedimenisciscomposition hereig adntaimy betven MAHP 100 0.6F085 HH0 1§, 0.005-7, 0.01-

6, mrSGOItAQ 9.@—4,00r Q-:b ’grans %e er oQ %ore 'gt%acoq)oggﬁly aQ'ng@e{erégntQY(’e.g., bile acid(s)
0.08 or 0.09 grams. [0092] In some enbodi ments, a

and/ep sG] B oK SresraRly oeeR Y- Wet Aedn-08>-H§ 3441 8:005-6, 00065, 0.007-4,

0.008-1) 0.08-250.0101, 0.0216.8 0.080.0,094-7.3, 005-0.2 or 036-00,28bns bf the(®nd erdnore detergents (e.g.

sodlmedkych@ieyl- 3 grams of the one or nore
ggarnacologlcally_active.detergent(s) (e%g. bil e

(0038 Baye cmBoiPIs hEPir.@ CYBRPYIHos jrfludeggne frgpege Iy PE‘PHBP@}?S’ or

phdaghbtitgletolife. Bf8ftrali), theQmOGRef UpidsOphOPBHiFids, & pBBhatidylchaliDOib a Gomposition is at

ac%mqufﬁibﬁ @508 3820, 1918098; Be, 5%, D95 €95, §9,9%5 b, H159¢7,865 056, 0.55, 0.5,

03-0.4,°0,040.3,70,05:0."2 or 0.06-0.'1 £ th

. .3, 0. . . 06- 0. rans of the

0.451R¢: 1%, 4rpP-&5: Bre0dPPent &: 38, 7 °-°§o‘kﬂ5uf}ﬁ4a‘é‘l§x‘g‘?;2h%? 1a0-89p; 0.008, 0.007,
0.006)6803,10.do# 0903y 0N, 0Byt G00bE 0.6G0M,0.0806C®ITPS 106040003, 0.0002, or

i ncl udes one or nore |ipids, phospholipids, or

phosphati dyl choline. Preferably, the anount of Iipids,

phosphol i pi ds, or phosphatidylcholine in a conposition

is at a concentration up to 50, 40, 30, 20, 15, 10,

9, 8 7, 6, 5 4, 3, 2, 1, 0.95 0.9, 0.85, 0.8, 0.75,

0.7, 0.65, 0.6, 0.55, 0.5, 0.45 0.4, 0.35, 0.3,

0.25, 0.2, 035, 0.1, 0.09, 6.08, 0.07, 0.06, 0.05,

0.04, 0.03, 0.02, 0.01, 0.009, 0.008, 0.007, 0.006,




phosphati dyl choline. [0094] In sonme enbodi nents, the
rati o between the detergent(s) and |i pids,
phosphol i pi ds, or phosphatidylcholine is such that
there is nore detergents by nmass than i pids,
phosphol i pi ds or phosphatidyl choline respectively. For
exanpl e, in sone enbodi nents, the nass ratio (% w w)

0. 00616/0 (Q@Jt wh QJ?W(')( %)pré&lqd brh ik Ses nﬂb&%ﬁﬂ? Qlllfffag gl’?‘diphgﬁpldf oiphosphatldylcholme

hat | oline Is greater t
ina m%051 ign %up té5°/o(w/\2 vﬁv or2v/v4 F02ex8mpl?th8pre§§?t UHCIGOI%WWW@G gomposition
comeixisg |0 & motenietergéenes, préfﬂ‘iﬂibchllmmt, 6r,moge p%iﬂb@Scbdiand’éoﬂ&foﬁte Rherein the
com;ﬁﬁ{bn 1rﬁﬁhe‘s‘ 5%’9\’% §V4S,0pd 5’5“4qe<p3xy 5 IZQ' 46bt £o Q% rA} (43 %M’i or 8hosphohp1ds or
&faaau I'choline.” I'n “sone’ erbodi nent’s;
phosppticdyelRliRe- of det er gent (s) and | i pi ds, phosphollplds or
[00941h dssphedniboiihabpthd ma tesveqniedtt@gent(s) matipids, fhospholipids, br phosphatidylcholine

is su&q tkﬁt thél'e 1§morgdeQe:r gts ma%s tﬁ%l llglds n%ho%)hcﬁlpldﬂgr péog;&at@%oﬁw res‘;ﬁctlvely For

her nor e,
exama&e "él%’t“é F’bb@ﬂ{“f"és) g P T ) QSRR 0@ fipids, efospholipids, or
phosjifatbigiotiviiiel ickrdaehtbin 100e1.2,3.40Ir62 B, @0, 2t2ha4) 2.5, 28, orb. 02/0 wilx. %or example, in some

emb(fdglggt%% t:c?nﬁos;r)tiog hergn né gmlgde% { Svgw ?(ﬁll.l% d§%golat nQ 4% W}\/{lw Phosphatlayocholme In

OSI I ons

somefappodimeats, lmgéatlﬂ Bigs ryhl@( qleép;ge@ﬁ)ﬁnql Jipdds, pbqqgi@pm@or phiogphatidyjeholine is greater
than 1.0,Ri201%4, 1 ls n sszm@z 2mbnel b FRRS. @% W) @ut@iHaRSih SdnRRAbAAER, fhe ratio of %

RGBS bBASR Lo ObRATRt el Sl 2t 16 2022
24, 56, P-8.enryfes. I n sone enbodi ments, the conpositions

[0095] e fifboe é?ﬂ%cﬂ%nts' tﬁ@éoﬂgﬁmor{s ﬂé&l@?@r@tgn?:gﬁ@e phgﬁgﬁhﬁ&klﬁi@ q;lhcgﬁhollplds or

estro
I‘P‘dg % ‘H‘@H‘?E‘emf‘t et ‘B%h’f’F‘B snoHaghdp H‘a%fé’r °°i116915e 789 djeelipase, a
platetet/dcthaéng Gctoiphitatan bt ed enzprhdsy Inavmel empaimeatt, e lcorgfogitdaohereid da not include
testo§9£ﬁ@ pmalﬁgeﬂgg%stersdg eestfbggﬁpg§tler51'dso lﬂ?somggn%loamgl‘gs o Eomposmons herein do

I ncl'ude carprofen, a non-steroidal anti-inflamato
ot RS ASIBTAER] orGRotiER g LN PSR ELRTR TP SENRIBE® FoTessfs hereindo ot
inclueedaphfe@mbrssterdidaband diffuoRitéry GRABouNE beinyanel nflaminatbri) €dnbpderd. In some
emb(ldknflhtggn're &é):g)ns?t de I@Fe}n)ﬁo d& 'mgﬁ%a llﬁfdé gllsyf&%ral:lgset%?l?{ez\nes or &olyachamldes ora

her €o
combartam?éhemf Any ofge a'e%malé efles 2bayymayde exelurled Gewg the P?ﬁﬁ%‘?@ herein.
[009qo nmﬁﬂnlﬁdsﬂcrns hepdiredafibe tbx(aﬁ%a foﬁdaﬁouew Ofseliviei§3.g., RBiED isibc@aEbus,
subd%rmebl in nylpo%gt q f g:]sg}c{)aa gtc any n%%?%aorn in. l I \a/ﬁg%formugah%ns can be in the form
ofa t@lﬂ«tt,rpa\mss quIS@lvtloetcrfam tygpon n»ymﬁ'éam PIRﬁ%Wh thue nharrweolgadqally iy Hetergent(s),

mord prfdtadly B1id #0108) 2R@6 bRSsait(®), h&EprEHEHM de@c@ch@hctaﬁb bi&sbhit th ML Rore preferably

ol uti
s B epapt e ST hee BPbG-eR Py et Rl G gEtpugavems s
used ireyeierefors &f asplativh yhioh is @ harogahfws nixaunchrepareddiy ldigsobvénig ta fadifl or atignie in water

such maﬁﬁe%o@cbl.lléé optﬁé)s)éﬁ(lﬁ Qpélésaveﬂgdbgan%aregtﬁ’sb&seﬁ Q%Eﬁf)se omatmhgrmacologlcally
re eral%rslﬁso I um eOXIéC hol ate, are fornul ated int

a°°°%t%h‘eli'ﬂ‘}°8ﬁ blePamyosiig CHSREPEH M5O ganRsiyds (e e"a‘Th‘% any “q“‘d
solutfoe thanis' cagepblle ofidésvoldrg 2 detereait dné is @t txic Bftigrpartitudar mdigidhaliteteimng the

form\ﬂ‘@tloﬁ hEx'alﬁplé ohﬁ@?&ﬁ&m&hﬂﬁy a[:'@eﬁﬂbiéra&eﬂﬁ eﬁ‘ﬂ@fe@ﬂclm »@t‘ho%? %ﬁ/a'tughgsaﬁ’ne water,
at the gqlecules of

ter
be”zt/lﬁlé°h§'ci’1“?ﬁ°ém6?‘d d?yg%‘lyv’ﬁa &a?‘é?fﬁ@ta F BUEPSERFISEE S¥HEng
[0097]h Gssemedmbudihents, coRrbaitiombdetinge foaulayed foaveteepradpbliatingeithioge or more

veter‘éﬁp 'e)g:lpﬁﬁts fIQ Eon'Ie Igﬁb JAHERE %&ﬁﬂo%ﬁs l@lfemtaxlg ?orrgﬂlﬁ&q&tcoh{%{c%%lfcgﬂns w1ih one
can 1 nc ude, for exanp I qu sol ution ‘

or mere epsIRAtis exGipicRs sF§b‘?eUY°ﬁ’d“t%1h‘H@’Esé?%é‘Fﬂ5de§FF&y Prsubshianepysly). ghe gqgpositions
hereih b€ fopailated ©4ith ée of it phachdahticiletpients.ng t he fornul ati on.
Exanpl es of pharmaceutically acceptabl e aqueous
vehicles include, without limtation, saline, water,
benzyl al cohol and acetic acid. Typically,
pharmaceutically acceptabl e aqueous vehicles are
sterile. [0097] In some enbodi ments, conpositions !
herein are fornulated for v ;erlnary applications with
one or nore veterinary ex0|p|ents In sone !
enbodi nents, conpositions herein are fornul ated for
cosnetic applications wwth one or nore cosneti-c



been used to isol ate adi pocytes from subcut aneous fat
and does not have lytic effects on adi pocytes

t hensel ves. Additionally hyal uroni dase and

col | agenase can facilitate healing by accelerating
reduction of necrotic tissue after treatnment with the
detergent fornul ati ons of the present invention. In

[009@P rﬁarﬁﬂ’l@ @@hﬁﬁ@eﬁmal%ﬁﬁne% ﬁgﬁtfe?uﬂas @Q@x{ist ﬁbrrl]catﬁxlé ggmt@%olublhzers solvents;
pri1 or 0]

st BTG an G oD B ABReBIoD S5 S ipgaBsals muiifing apyspending agents
and preseqying egewn Fzamids ef disghérgaeyene dicdeont drdvet linited @ctehlhrohidese and collagenase.
Hya%hlﬁisé(fukcgoﬁ ﬂnﬁgﬁeﬁt tkﬁ@k&mﬁ%ﬁ?% ﬁeaﬁ Or cﬁsP&sa&%% gcﬁeg ﬁrgés( %Bllagenase has

4 % | es of tlng PI%ents i nc e,

bee] G P PO ER TGP PRI 8 coss et by aqt%%ﬁ?sp%cytes themselves.
Addgibnatiphyaletohigassand callbdeydkseamefaglitpeizhling by veeratisy redaktdh 6f ne@siid tissue after
treatglgrﬂ lwﬁﬁ‘ﬂh@de‘?él'gextt ?o?rﬁulﬂ'{t;ﬁs of fie Iﬁ'gsg'rﬂ In%entlcﬁu [n]tsl;]rﬁg e‘mé)gc}une%{s the dlspersmn agents,

cohol's, water-so e organic ,
Suchsﬂa Poflagerase, e pdenisipapd pios o %ffllaﬁtraemsomhf deteepeni(el eyl aglemyéwlp release
the AIPpdyEE i e exuidcElBREMAGE tb BanaQBditeSposudd 16l the sewgahtay i des may

[OOJQE Iyéng[?es %f \L‘é&lng e%ﬁts ﬁl{lud@ Q)Utthl %tlacptp %gleh cglg e alcoBolst, glycol ethers,

es of omer ‘a 5ne
alkylepg gb{cplfnquércplcplg)ls %gqﬁngﬂ:ﬁ Furfac@taﬁlawpnts ‘furﬁlpro%lg;h @jfohols water-soluble organic
solventyPin@pia Elﬁﬂace a&trvbé.gkxﬂsn edtionicurtddé :i%ﬁh@hgentls S@fHdtepd suﬁic@ 8J80d agents, and
sacc&gerigée?mgg% ed s%gligr u?'cofnblflatlbn r}tévrv]oo T mbore élgl@(g %orzte exal’mglef,'of lower alcohols include
but Rop e tsrvpnchlotiiiob -propagolsfEmrépptol 2bmwlahmtanolnle@p@mcynol tert-butyl
alcoedl chmnolafl bR, @fpeMJ)lLﬂOrhéﬁny@[ mmqso‘ﬁ&tytva&ha tw&hrymmhm
riet

ene col
3- ma %g‘l‘taﬂ(ﬂp&f}% tlylea}.fgho 1“%/ (\S%tfr Sgl[“%?"féglf Wlergﬁ’lsé(;hﬁf %&qne glycol, diethylene glycol,
trietjpdeny giychly prepynecglypd ohtractitilepe gyl pivethginy glpdol, dipobyjape glpp!, Bygropylene
glycglI Iye()z}%ne glpv;%?( %toﬁ@@cog %&9}1 and 1hz' 6qg*agétrYO@ % preﬂﬂréﬁ%ﬁﬁddﬁlen@ rzlﬁjexclplent is an

exanet r I Ol referred empodi nents
°rg"é’>f é‘il‘ﬁilte‘mre preferahly °r%5‘f“@ élfﬂh%ls SOPRrERer abWF’@Ylﬁl‘@PEr abI y
[00m0]®ammesaf laiphding age0d indhude, dutpotdim@edad) taje, Baghcaiyin stedra€) kredric acid, and silica
¢ [ 00100] Exanpl es of |ubricating agents include, but
not limted to, talc, nesi um stearate, stearic
[OO]&B, la(am;éeﬁ@f thg Hro?sgr&mg a@gts mcﬂug@ by Tﬂt lmﬁﬁapeégaﬂgqlm{n ¢dpride, benzethonium
chloﬁﬂeﬁ&&fdbhtﬁl@l P@ RN dldobd], pekenxydahkbic B esters, Ahd tB0likk OFew examples of penetration
benzalk I
enhanFﬁrsane0 é fri:xg e B tﬁuﬁétﬁj Fsgltfolg%F %1%% glor%khpﬂhléoglr&% %{(N; g glﬁtlzl}gacgtamlde N,N-
mﬂ@@?HM@§¢@%§ﬂoﬁﬂdwﬂﬁéwﬂmw€eﬂﬁéhfexanples of penetration
[001@ﬂ@@1§;ﬂ§s$f Afifle eRuifidhOhicldé, Bhth& Umltdd to, iR lAA St odiudiRety) stearyl
ulfo§6de N, N-dlnethylacetanlde N, N-

““ﬁ%ﬁﬁv%sﬁmﬁ P%g1ﬁﬁgmm and octyl phenyl pol yet hyl ene
(00198 lysanpies of DU SFarea inphdssbubdre Aminblocton Tl siafs ¥asylamino acids, allyl
ethe &Fﬂo%?es abibted PQbidel, 'aﬂ@lseﬁfénéslgfona‘?e@ qwﬁﬁpht%%mfﬁﬁ&f 1@pifhalenesulfonate-

sodi um cetoyl steary se St ear % J]
forrrrggxr g/ogalrerbzgttx c%ensa[teé,oxfag ne Fogga }gﬁp@%ﬂc’con ensates, dialkylsulfosuccinic
estessaltsf Algtsalfostaies; glolgfireyliolntys, }a;celmpmytltadrmmltlfetdd dilphigherdidolol sulfuric ester
salt@&l‘.ﬂdw& alc%o@scﬁbﬁllr@ @te‘? Ehitéd 91!<)qe°ther ﬁifdt&}ékconﬁ@ytﬂ%ﬁer alcohol ethoxysulfates,

carbox | at es

PolygKyeihy gy ﬁ%wé%?ﬂrebwﬁit@smﬁaﬁwgﬁa&m tridhbyelamide Fifiicager salts, alkyl ether
phospayia edtea balis) esialky Ipiwsptheric eftgsaital | N pol yneri zat i on
[OOﬁ)@]nlg@Hﬁ@to?xﬁ)moﬂ@luﬁmaﬂt@ ﬁHhJeoJﬁ?Jrﬁmot 194it8Bb 'p@ly&@ét}}{y‘ﬂ%ﬁg A&l theRNsingle chain

lengg]oqgvg)g/aﬁ}degg@gtl ﬁ]aeéssl%lyaxys ﬁ?sn? %g(lﬁlg%ngatllcgboi gthers po?yoxyefhylene alkylpheny! ethers,
pohybkyatbylénaeterbiethera polydxgethytend limalire deryatives, diyheaxida agigdiods of alkylphenol-
sulfuric ester salts, secondary higher al coho
sulfuric ester salts, al kylether sulfates, secondary
hi gher al cohol ethoxysul fates, polyoxyethyl ene
al I ryl phenyl ether sul fates, nonoglysulfates, fatty
acid al kylol am de sul furic ester salts, alkyl ether
phosphoric ester salts, and glkylphosphoric ester
salts. [00104] Exanples of nonionic surfactants
i nclude, but are not limted to, polyoxyethyl ene al kyl
et hers, single chain |ength polyoxyethyl ene al kyl




pol yoxyet hyl ene fatty acid am des, pol yoxyethyl ene

al I cyl am nes, al kyl am ne oxi des, pol yoxyet hyl ene
castor oil derivatives, polyvinylpyrrolidone,

pol yvi nyl al cohol, carboxynethyl cellul ose, |ecithin,
gelatin, and hyaluronic acid. Any and all of the
above may be used in conbination with one another as

formﬁfﬁ QJnQJﬂEake@thlyox[yglgqquolygygl%ﬁyleﬁe(m b(ﬁﬁneﬁf po%k)leﬁmang polyoxypropylene alkyl

s SR o e 5 oo ey o on G b epyyions
sorbiphfatyphidtsers, @ilygihyledeggol titty agde@antfity agéherioplpceride palyglyerrol fatty acid
esters; Lolrﬂlt%t%'amﬂs?e';soﬁ ogxﬁﬁe%fyeo'l ﬂ@y a@ﬁ IeJte‘leJ fﬁ‘g‘r@se fatty acid este s, fatty acid allkanolamides,

nyl pyrrofi hol 1 he, Cellufose,
pdy&“éhrylePeé‘XWflg?m‘d?’)PPUﬁ‘yeﬂﬁ’llfﬂe %?WWS e fapmipe gedes, p[’]WI@IH!Enq qstor oil
derivatyBsepolymingiphiraidobes polyvinglaikpiog bdrhox)ylmefhﬂrcalumsem@dmﬁj @8R, an(d hyaluronic acid.
Any Lalli]ﬁ’nctéa e f‘n%prj luééd %fcgrﬁb%a lio %ﬁ‘Eﬁ%‘dﬁhﬁh IO p?)ﬁ)%na?e ITD r €

(gsarmaco active e ergent
[001 J;Palerse}arraﬁasoféwtablla PRGipisniy ipqludy ?ctose |dF>§r°seﬁecrm, sw’moé manmtol starches, gum

acacipREE RERphite ahmates\tegaeinthn@rayn, cawiuncsﬂﬁnatniceoc@g@aln@ c@Rlodes) ;

poly\auﬂgp?'xg&lh%g rﬂ)ﬁesaﬂaﬁa&ﬁ%lme geo ose s grallFrvger sgru? ande m rt]}y ﬁué rﬁ%a t( IS?

(001964 Inﬁpm% enbedimentsodrompasitip fyrewevmnrlﬁﬁe (i ejﬂmgn)e%ﬂ)@wlf%wemvunmf one or
more\f)ﬁa\t‘mﬁﬂldg dMB)ed'cherdetErE&t(s) &0, Ylld a01(s)ARES bikQhIt(d)) Gﬂ) U:fel%r &ér@lﬁﬁrﬂlaceutlcal

veteralal?' or cogrget%c exc1p}é\1v1lgfI Iand ogtéogegle‘ Er%? gor?‘@ndcsal | %18 ﬁﬁ’éalt]l? gf llptdﬁ@d
phanmcblwcatbi agtivie Jetesgeniésy tsenimf(bumvmnhlél ngtrinplnding)d Pkow/wt w/n g véfand wherein the
soluteeeaey&mmde hé’a@é & congml Wiken 846 bﬁmamﬁageaw&mgem a bBEAcH; in some

embcrdfnteﬁtgzh% Blﬁl 81% éscgaac}{ed %%)rg 81% grggrg);gt}eﬁlgtf:% gt geewaho?lc acgd cholic acid, chenodeoxycholic
acid dtalpyajdemdyw(ﬂue ¢henodaokyaholic gcidj llrtlyndlxobo(a,ctdalumdqog/cmp gkjd, dilmaroxytaurin acid,
trlhyg'l)%/fa{xrﬂl@ a&(p EHdlég'aB@c%nJQ%atem Yny@F thd Jﬂgvea&bﬂa\{g‘re pl\éhﬁ@ol&é'@lly active detergent is

har nacol 0 i cal lve et ergent i s e salt
ab”% ik %%lwre&fa@‘ﬁé‘%l § cqtipieelerfd Sog &TP?Pdﬁ“S%‘}géPE ts‘?é*a’mf(P‘b dppotassium (K°),
llthufrd'(El )gmfgu@umcqmgﬁ*)sotalcm@ (Of), barinati (Bat), (sNatim (SPOf s Sirkbiium (NH™) in
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cat egory of suds-suppressor for detergent
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alicyclic, aromatic, and heterocyclic saturated or
unsat urat ed hydrocarbons having from about 12 to about
70 carbon atons. Another exanple of suds suppressors
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e use e conposi tions, t hods,
"a13‘R'i°,tﬂé‘aq‘{“é?@erﬂ“"‘f“ﬁ'@?%&f’é"“ﬁ@)tﬂHdI%“P‘@f"B‘i fuethagqee Hﬁvéhtesquésr“t?foa%ﬁ"emmde
fluodohitle, FlutbrideoE teQéryflua@RE1bnS,. flufsetintdeds [ fapisdnglideehadtate, flurandrenolone,

anti-inflamatory agent include, but are not |limted
to, corticosteroids such as hydrocorti sone,

hydr oxyl tri anci nol one al phanet hyl dexamet hasone,
dexamet hasone- phosphat e, becl onet hasone di propi onat e,
cl obet asol val erate, desonide, desoxynethasone,
desoxycorticosterone acetate, dexanethasone,

di chl ori sone, difl orasone dlgcetate di fl ucortol one
val erate, fluadrenol one, fluclarolone acetonide,
fludrocortisone, flunethasone pivalate, fluosinol one




par anmet hasone, predni sol one, prednisone,
becl omet hasone di propi onate, betanet hasone

di propi onate, triantinolone, and m xtures thereof.
[00122] Suitable non-steroidal anti-inflamatory
agents include, but are not limted to, oxicans, such
as piroxicam isoxicam tonexicam sudoxicam and

I
halcﬁld;%ycg’&gigslog c’stgty hﬁ%&&lsoﬁﬁ%ﬁ?ra@%eﬁ?# e&rXJoioEe ngm?lrlorljongl i}%:etomde

| sat e,
cortlg)aq ﬁ\npq?xonalﬂpqe@mdg gpdrocarﬁamef, difleprrsonr dlacaeté,tf}u@dra@ioae acetonide, medrysone,
amciefel] dm¢Rifidy, @ @ameShdohic A8 thel baldn@foeiagers, tiddigtbdake:8aklorprednisone acetate,

clocdr&gl%r@etsmpohp gcﬁyrl bild dd%pre(%n%%ia ctldr&]lide If@x? ?Qeaﬁdorofmléﬁlg(f)n% r}ﬁ;():e’rolone

pi nac,
ﬂupridéﬁ?é% rhéi‘t‘f?wms@F Y%Pa%‘f’abydf ogpxiEsprie ﬁ)&@r’ena}wplﬁwtbuhm@com@m meprednisone,

paralmraaﬁaprec&usolsﬁbp;hecafsonmé@mmene dipRpibiRfectRRARMbRasone dipropionate,

. fenqp1 gfl and tolfenam c acids; propionic
1amc1n cale&m mlxt’u es hereo
such as i buprof en, naproxen,

l001b?é ﬁw%blpv%ﬁ@wda}famurnﬂ@rma@memsw@hlé?pb%ﬁrewt limifeg tpogxicaipss fich as piroxicam,
1sox1tﬁﬂﬁhbfxﬁﬁn sddﬂﬂ@ﬂr b eps iy sﬁlfcﬂgt@rkuch(éﬁé’aﬁ@ﬂé £14, asﬂ?ﬁa BisdRd, Benorylate,

I or.en, pr thX& Ior en,
vl ARORL NS, R OPE Ol SR LLOXARI L Sh SUBE ST syl
indoph@my,bujm@,od@etmolxgxpﬂae filbaf¢nacz apimac, zfl@plptaczro A@natacin, fentiazac, zomepiract,

chdaa&ao%p%@éfaqabmac Qe ratnd t&%mam&&mMn;sswtsrﬁﬁmofiufeﬁlm§ Giflumic, and
nonsbgk anti -infl anmat or ents can al so

tolfeRRi A m FOP ‘%{‘é° agd dgrivages, Sf‘ﬂ‘e“ oproS rFé &t |b8’231"‘1p59f°5&9@ﬁ¥°5‘ﬁl kgtoprofen,
fenografkrt, Sntafed, igieprefers pitdnefeneafprofeh ORdpR3h, pﬁxquﬁnemlrdpfofen tioxaprofen, suprofen,
almiﬁt@ﬁ feg %1% t%ﬁoi‘eﬂ@%mfp?ﬁzo@@ st %q)h%lguﬁzcynp %xﬁ)ﬁeﬂﬂﬂé&n‘é ' fgd?ai(ale azapropazone,

et hods, and t'he present Invention to re
and methagps- OMP‘“‘UEI%“‘P&" ’1°Pﬁef°éﬂﬂ1’ﬂ'i fnfanmalqp| agrdis cangiie begmplopdy as We" as the
phadnhcauntawadcq);able sato andiesteds thai@pPi vacai ne, bupi vacai ne,

{OOIEJ %Fﬁlﬁﬂ?bf aga:’geggs QRf c(gr? 98' WS ’w1t§¥hé g%ﬁ&ltx@rﬁ rnJMohJ %‘8 %tsrlz? the present invention

rocal ne,
to reﬁqg,? cbqqpnpf@'t due f?( 1ncb$e0%§wF llmlﬁﬁ@ﬁ@pcalnﬁ g]e@)(a@ﬁ@, bup1vaca1ne .

procmp@x[o_kogﬂofhﬁw eb&tfcﬁﬁepﬁ}ﬂkﬁﬂﬁe dQJlonBle m&@%@&l ;ﬂ&:am@ Eocaine, ketamine, morphine,

pramgi%rgeﬁgr%)pgﬁlio h él%lno G ulfr))g)gcb o opegg(megt}gll% IHanbl or ]Eeﬁg d rlﬁec grdngolgﬁl{ng |6] )%llucuromde
codednk, fddapdreepdefne, 'dampmgm (lydurqpe)poxypjlgqg,rpem@mp ffeintawy], alfentanil, alphaprodine,
buprgrl% M@H@ﬁ&l&aﬁﬁde cﬁ;&h%w&ﬁbﬁa‘iﬁe nétbiR kd?a%&ﬁxﬂ&‘rphuﬂ? Bﬂ&odone
8(iz’:(\icet%/ ng. hlne% %drggﬁdone 6 rocodehpg )t
<d*h§ﬁ*§f BRBPpRERECPRPH G ORI e DB o on, iopon
methgitydramnerpHinoneypilhapt ne exycovetedgpinrrohydroxycodeinone), oxymorphone
(dlhycd%ﬁ%it%l'rgdﬂ%g{es? Wn%koﬂp Blﬁ-)lazocﬂlglrmﬁﬂ bnf] Sram@30Y, Eggcgiﬂéa and mixtures thereof,

rohéarox codel none) , phone

as welbqs ﬁlifﬂli‘aﬁeﬁ meli‘li)ﬁi%q’]eétfrs mﬁ‘ﬁ‘%n’&éiﬁ%ﬁ?ﬁeembmﬁfd@mé‘“m includes
an afapsiicfselétted frbrh the trioamaGBLing of kb talne Aydi@norphond, ovycxdor¢, @Srphine and

pharmaceutically acceptable salts
mﬁ%ﬁ%&ﬁﬁ$awgﬂﬁﬁereogg§ preferred enbodi nents, a

(00124 psismpiet pidmnau it Eﬂﬁié"sda“"é Arugs il e 8F includlad ia e eomppsiisns frptlods, and kits
herey ﬁrﬁlﬂ@b 60416108 litifed to)Ehlokdiddepoade] tepacthiiidy @ naqriffidd eflurazepam, hydroxyzine,

ceutically-acceptable
bmgé¥§ g?%%gﬁﬁg%g%ﬁﬁl E%pmg‘gz of tranquilizer and
(00133 (féqmp@péofm%elﬂqgf thﬁﬁvl bb@clpdﬁq:qn the exnpp§itions, methods, and kits herein include,
but £HIPDGted tb @HGamedide N9elbenzaphiat, Rivbrite, dBErRdrine, iphlalerift®metdvttine, idaverine,

rltoqg e denlpe}loxgate éign%g#eﬁﬁe azuxg(!1 Jng raxgilpﬁazlgzg%kaqf me&?a&??a‘it%ﬁ&@o‘?

uraze
[0012¢] cﬁmmleﬁef antaﬁwha@tgerm%%é b@eﬂh{dgi imfigicompesiipss, m%@ﬂsea@# kits herein include,
but drHRURBE 5XHTRIRS aphasstiQly-REp%RaSs thehdt can be !
included in the conpositions, nethods, and kits herein
include, but are not limted to, C|nnanedr|ne
cycl obenzaprine, flavoxate, orphenadrine, papaveri ne,
nmebeverine, idaverine, ritodrine, dephenoxyl ate,
dant r ol ene, azunol ene, and phar maceuti cal | y-accept abl e
salts thereof. [00126] n?les of anti-diarrhea
agents that can be i ncl uded™ n the conposi tions,
nmet hods and kits herein in but are not Iimted to,
Ioperan1de and pharnaceutlcally acceptable salts




t han 0. 0001, 0.0002, 0.0003, 0.0004, 0.0005, 0.0006,
0. 0007, 0.0008, 0.0009, 0.001, 0.002, 0.003, 0.004,
0. 005, 0.006, 0.007, 0.008, 0.009, 0.01, 0.02, 0.0S3,
0.04, 0.05, 0.06, 0.07, 0.08, 0.09, 0.1, 0.2, 0.3,
0.4, 0.5, 1.0, 1.25, 1.50, 1.75, 2.0, 2.25, 2.50,
2.75, 3.0, 3.25, 3.50, 3.75, 4.0, 4.25, 4.50, 4.75,

[00157‘] Qhe e'ian%@s he?eu?gxd oéesrzgéwe %er@s carﬁ:e%@fomﬁﬂa@g or 8- angmlstgrecpwnh the one or more

phargacgleglcagy ay@ve fGergell@ (%blle aqiis Sl'd)lle sﬂg;) 7\ghen iq[forn_u‘_liateg 511th g_q_ete%nt (e.g., bile
salt) 1h¢ addBipnalldgent cah Be BGo 201 29, 55) 17, 16215018, 13113, 11,118, 8,7, 4. 3,458 2, 1,0.5, 0.4, 0.3,
02, 630350 09‘6 07, %gs 95, ojaf} 0569 0.03%; oY%'0091-@908]@00?%)03-?9550%004 0.003, 0.002,

0.00 Ha oo,og 0. 0%3 0.9087, Q@bosl%dogbo 0%, 0:0803, 01§07, qr).08@ % vyl wy or VIV or at greater

than 29007 3,00€3 0.®0HH00004y0.0004, 0.0495, 0:007)0.0008, 0.b089, 0WOTTP.OG, 0.00350.004, 0.005,

0.005,99d28%0s o §‘6"6F o%ﬁ'tb‘bg“orbﬁ o 'o.ols,g%,%ﬁ,'o?o%%ﬂ%.z 351465, 1.0,1.25,1.50,
g ted with the oné or nore

I 'ngr édi ent % ‘co-fornu
175 3t 3ot DO SHPPS 20000 deftoeh Yeoes § 23550 BT 6 OSSO, 675,70,
7.250750)00.715 8.0582 S, £30, S MO t9ha,t9 sb,vay, 10 1625a10.58, 16.05)¢EML ZAL1.50N11.75, 12,

12.25?6% ?27'881@91@8§f1§65 ol %pg‘&%é%gﬂéyls 189831 g&;'lsbs K5 675, 1650,
16. 76)'11)67255175@ 175,28, 18@5 DBS013.75, 16,1985, 19230, 10.71,0p20% @@ DO VIv) of the
com 1801119 0. 4- 18, O 5-17, 0.6-16, 0.7-15, O0.8-14,

ou1gtyd 56} it et ent b e i s P B OR AR T
pharmg:oljbgicallgacﬁve dgerfents §e. &5 bilGacds or Bilesalts)Audh thathdy are@t condsntfation in the range of
ﬁon?apgoxuﬁ‘atego 00 ﬂs@o 0R- 4@50 0338, 9. 02- 2353 0. o?zsgo 04127b5o 05260 06% D7- 42,% 0.08-23,

0. 09(?229 128, oggo 003 1:)9 0. ‘b“‘z%s lb 05 16 @ 71@, 0.8~ -1y Of 12pr @},0% U/“@g/v or v/v of the
comfbsiidh, 0. 06, 0.05, 0.04, 0.03, 0.02, 0.01, 0.009,

[00189] Q08 me gﬂbg%%lanésoa &ngosu&?n QRins %1@1‘34) 50%%2938 0, 95 07Q)26 5,60, 5.5, 5.0, 45,
40,35, é(90245 2.4 1(501@)36 99 0.89$5: 08097500"@@@510&,05%) 50945 04 0.35,0.3, 0.25, 0.2, 0.15,

0.1,0.09)0.0820.67, ¢€4)0.05.0.04, 9.63, 1007 1061 0.60% (.®}¥, 0007, NDF60.00320004, 0.003, 0.002, 0.001,

o, 86 ofr B8R i oy B0 £
ingregliegrGRor more gBB& 0008 0GOE, 0-¢90%H 64994, 0§0QI0KP006 0.6195,.00¢5, g9, 0.001, 0.0015,
0.000,.00645 50.008) 00655, 0.0d4,ADE43, 0.65 B8535, C06,BBbGs, 0.063080075,0.006)8.6085, 0.009,

ooufs, B o3G0 B O, Qo5 30505 8033, el oG, o085, 005,

0.096,,0090.15, @, 025 0.3,0.31, 0.400.450.5,0.5% 0.60.639.7, ©7520.8,0.888.9, (5410, 1.5, 2.0, 2.5,
3.0, 95 4150 4. 505 5’5 506 (555 7Q>Oﬁ35 80,559, 03@5 for 10%&1’33 of thi aﬁdm&aﬁéwe Qgrgdlent(s) or at

a rarge getwegl a@out %0(@1 16 °t9°°5’? %oohg 00>- ‘é 041-6 .8 065 og 450 5 6,ror i@) grams of non-
deteggermaiiveOigretiiag(spddi t i onal active ingredient(s) or at a

[0018&1 qggmp %b%%%tsgmg g{an%c&&ggﬂy%gwe &te%gr{?(g) (gg er chijs ar§1 blle salts? herein
formyl3i3d f°U~‘é?°é‘|‘"§fé‘ﬁt°’ %lE"ceF’Qi‘émieﬁ’Q’? Urgety H‘f°(f§feP°9(‘t€) Eff?,??f IOP% S“é‘b figrmulations for
inje@ind@alberpeesein®d intuhiedosdaafonm € kxagpic &l ampoudes, tsyringe lokeibtdy @aaitefssyr in

mul§ @osgcontalpelrsl SitPa 'a&ir%d ﬁ'&grvgivé Q‘hg'iﬂjle&a%be f&ﬁﬁlﬁﬂoﬁb ca.rr t%e@wh ﬂ;rrﬁéjas suspensions,

or sub cuf aneous or subder nal J ection di rectl I nt
solutiogf, oprapylsigrstinsoily or agprgiveliglisad @kwﬁ ain peopts yFhgs F‘BP@d‘F%ftab‘hzmg anti-
dispersiprex@d/or dispecsidh adests. PRuetsfemiutbns dan finthet cothprdsa gativd agery sudhas a vasodilator to
prevsas ﬁgpdnﬁosn oﬁs HRER P QSoxycBNl aag& sélt%fé@t%&n &senﬁg%t@ BE SascuBiF system.

ose cont ai ners, an ad preservative.

(00 HeT fﬂmé?fttlalﬁloéthf P g é%mltlaéqééo §L§‘t‘}ﬁ°‘1“l§ (AREL ggrained or delayed
rele SIS 1R ASil AfBedientSiQér WlirhiBiktSition@d theAlidnSdy @iioyiing pRkddyireDitnown in the art. In

aqueous vehicles, and can contain agents such as

suspendi ng, stab|I|2|ng anti- dispersion and/or

di spersion agents. Such fornul ations can further

conprise active agents such as a vasodilator to

prevent the conpositions herein (e.g., deoxycholic

acid or salt thereof) fron1?¢tering into the vascul ar

system [001311 The conpositions of the present

i nvention can be fornulated so as to provi de quick,

sustai ned or del ayed release of the active ingredient




formul ation can be forned into slabs, rods, pellets,

m croparticles, (e.g., mcrospheres, mcrocapsul es),

spheroi ds, pastes solution, spray, patch, etc. Such

fornmul ati ons can be used to forma suspension in

isotonic saline or other physiological buffer or a

sol ution acceptable for subdermal injection, for a
someQafzcgigngmg ? n%ﬁé‘ﬂ{ere& s fofrx%%lat?d f%?nigﬁ tre%’e se[ Q g%\g r2e-le856 gcirmﬁclatlon ora
biodsgragabla Farirellgd relepss daster fgmsurovida p essppstiign &r Prelensipe an efffeet pf a fat-solubilizing

effecti@a@but c(feblg acldd on b@@m Bl vévo B aqesﬂmhwfesanhe&afﬂﬁs@m%ﬁdadﬁems the

detergen! Eeretm d 5 tbqe a01ds &r s lfs g: nrteot# Qe fg &daspﬁie}llgsc?%sa&& g%g%agle augmentmg
agent; which {sgestive tq fﬂrﬂyomelorarﬂbdmtwe n‘t’eﬁeCt ofithe dgaeepi¢s.i The oomtrbiied evlemse

formblalon &d?& foinRY ﬂfo@gbst x@dsapetlé'iJ ﬂﬁ:ﬁopa?t'tck? (e%s |nﬂgosbﬂgress Hiclxjoc%v.lles), spheroids,
ant at

pestes Recear é’&t&c af ”%)‘S‘h@%“le?%m fabor ‘Pe&é?qff’%ﬂ) Sugprgiop s igpip ealine or other
physnohglaﬂ péernenesolufenacdeptablesforshbdersal itigtionnforta phtctiyfor @ plutpogr for a depot.
(001329 lTHe(sQ’w‘rélﬁEE:tfbrgl@la&Q Aoy lidideel b aZElE)Lg 1mp1ant1n§ inserting or injecting a

comBSic)borS lest FiagsHe PPl Fhdsp s

site apqglatya(csnt tpapqrgyt satgtomn:el)ic trepkgiely( DL@me embodxments the composition herein is

admxhlé‘)tg'sd tSj?t'al%Q s&%@lﬁﬁh Qﬁtggl?ﬁalantaum sa?ese%nbgoqgéé 3113 p-ﬁm'ﬁxacologlcally active

oresent i nvention al'so cont enp | ates unit doses
detergegii & PATRRBRS fyRAbE7 e Carriey sugh 2, H‘l’tf’°t&8§e§§° BPEDL-faptide-go-glpoljde);
poly(llabtlda-cccgl}ftblaleh paly(DElastide); poyeL-attide); Py (glybdiae)] ppadalir&actone); poly(DL-

] (gg LAl N6k, SUCh unit doses can have, for exanple, a
et ?"’?’l° SFume of up to 500, 400, 300, 200, 100, 90,

80 U"’?Qose 60, 50, 40, 30, 20, 10, 9, 8, 7, 6, 5, 4, 3,
[00133) Tie prddenDinvefkioB alsdortempdated unit ddseSof tHe cé]npo@tiogs hef3in2 Sucl uﬂiti doses are

prefe%b@tg%i cg)%g%b é %rlggzaba?syrq%b b)gdégl? E?n%iaqg.48 0\818 ibsesoc'ﬁr? %16% 90} Qx:!a'lhple, a total
voluge @@ito 5¢, 490,300,300 D0, B, VOV, 49, V710, D8,T0H6, 4, D 2000% 0.8,0.7, 0.6,
0.5,64,0904, 0.00.6800.3s, 097,0063.05,0004,0.09002 001, 0.0d900.608"F007, 0.006, 0.005, 0.004,

& . | ;
o.00 HRBS G YsBsoBoptEibboct & Besn B8 6 08 gt P HEE. ot g i some
emb@in@1ts, 2 ¥PGloseDasBotd) Qolure iDBe Bge 0. MTL-500, 0.00056%80,801-300, 0.005-200, 0.01-
100, 909& (’5_’&5'-80% 017%}(6 08! Q%%'0390 09 4@039,'0 09 26'0245’28 d35; 2 0232620 %(2)5 0.8-24, 0.9-
23, 19_—%2 inl i24201]§ 1901r4 1§_ QI 11571 7ﬁIE“ pﬁret?rgett gtF g%tPer grpl{oglmeﬁ ch)étfsmplate a unit dose

with e shD@iune mttle reedfe0PE& 0.62-20, UBHI, Whiese 0.5\intLhotd vélata|In some

emb(}é%egt?’% 61!11{118& & rté{ﬁ gﬁurgef %rtheQ)lGo@Po 1)682 Q403D 3001, 0.002, 0,005, 0.01,0.02, 005,

vol u

0.1, Wi IrbiiD20, 5 [T AU aun4o% BY IS IREE grbl 85, 06,04, 002
[0018}) Q%ﬁdos&oﬂﬂﬁ?s, co%lﬁk@&ﬁmal@' 6 QdnsistOof @datnouid ofdhkone 6F.mfdle, pharmacologically

acthTgeQer%nts CF éfsbl]b ric1d and blpe sa%tis OF, m?ré pr%férab%y de{ngfhoPd aCI% 01’ saéthefeog mna

therap@lthgll)(pffec@vgamoglt GSuc}gamqpunt @pt cgn deter{rlg@lbg4})ergqn gtmrctmawg@ in the art and
will GRAHBir (S8 Son tHe WO ABbiSof &S S48 Bdpbsit b ose Rin, s BiSheFht Bepddit o ose skin and
cmm9%Q%Q&m8Re£h5@ ne or nore pharmacol ogically active

db?ergenfs ¥e.', bile acid and bile salts, or nore
[00135] &f semegsibpdinientsxaumki dost icledst e tol0, 3 &17 & St4hbede? S 0i8r0.5R0.6,0.5,04,03,
026hebﬁpeubbﬁabéwoebbEQmbazamDumm;a&mahmammmﬂpoﬁhQM4mam3oom
0. OOP% 8&)@ %MP 5] (?097 kaéOO% 000%%9 8 {)})’09 0.0 de da%éér é’lsobdz 1I l alml(s) ﬁf tﬁefp%%rﬁxacologlcally
actwﬁ deteradesp dswtne embOILi@elysea wiitidpse lnsmeea fge pipepreximatel(R9g9ito H 0.00005 to

| oose skin and concentration of active agent(s).

[00135] In sonme enbodi nents, a unit dose includes up

to 10, 9, 8, 7, 6, 5, 4, 3, 2, 1, 0.9, 0.8, 0.7, 0.6,

0.5, 0.4, 0.3, 0.2, 0.1, 0.09, 0.08, 0.07, O0.O06,

0.05, 0.04, 0.03, 0.02, 0.01, 0.009, 0.008, 0.007,

0. 006, 0.005, 0.004, 0.003, 0.002, 0.001, 0.0009,

0. 0008, 0.0007, 0.0006, 0.0005, 0.0004, 0.0003,

0.0002, or 0.0001 grams of t&he pharmacol ogically

active detergents. In some enbodi ments, a unit dose

|ncludes a range of apprOX|nater 0. 00001 to 10

le acid or b1 esalti m sustained release form) into a




1.8, 2.0, 2.2, 2.4, 2.6, 2.8, or 3.0. Uses [001371
The conpositions herein can be used to prevent or
reduce the appearance of a skin condition, prevent or
reduce the synptons of sleep apnea, and prevent or
reduce the appearance or effects of an adi pose
condition in a subject. Such subject can be an

1.0, @6110[*8' 05, d(UébﬁoB Q)fo%[ %kaloé’ of 0. JEE[W%H ﬁraljﬁm Pref agﬁ/;a%gl?g)sycompnses about 0.01

gramy G?Fé@f ‘i‘c@a?f blg S%ih(F Wdl?lédeg"ym&teblog cat, hor se, etc.), a
[0013@ rAdnf Bds&'&h ﬂﬂ'tﬁer gxcl,udeg@ﬁ§ suchR FiRpholipidGor nﬁﬁthekeﬁasbly p@cisﬁhat)d,ylclﬂ)lme Such

lipid &Qﬁear%geg |“y 3l It m% COHQCHP%BTé‘%?tH%‘? heéegn%{b%e VET 18 ?pfﬁ{g d eng?cﬁnéents a unit dose
has @é?r%?/o%’% Vs ﬁsv/‘hl@rrde,u phospliobipidssae hogphatidylehglénat Preﬁeratrheducaeo pvew/w of

deter @RS 26 B A ipids (§§IIJBOSpEaQJ}Qthh&Hamlde&tls%ggatglrmlt Pter than 12, 14, 1.6,
189599ghf99§'§%§99 of | oose skin, skin aging,

I'Prégu Aricd of the skin, and wrinkl es. Such
nmetlheds i nvol ve adn1n|ster|ng locally to a to a skin
(00188 @h@%mﬁémtbﬁlth%lﬁ% b@-us@&g'&@v%httof RiucHfe atpPgra.ﬁc@X Nih Qd’ﬁdltlon prevent or

or nor ar neaco | Ca act |ve
fed“&ﬂé'ggwgvéﬁﬂsgéﬂe P e o PEYEPEB ‘E%@Pearemmegecs.or & adipgsepndition ina
subjest. Spéh|sebjesterhrt ig,an aimad, moprrpefegabl i g OnoyeHinaddrably aapiinele @lg., a monkey,
chm%éuzée &J}e;o%fazsma% ad T4 B O B8 Jaaﬁursxé e&q di fmamwg %9& Ao, pig, cattle,

har naceutical,” co veterl
etc. )e&‘@ﬂﬁ?@ﬁf”naléﬁ@ pquse; g, ?5?9! ‘?raﬁ’ﬁlp’fe?’ablﬁ éh‘tﬁria“ ‘nore |ipids.
[00138) @n ©ME erttfodifmerte thel &dn@ oy Rimthsreia hre usedud mefnansdr edee the Bpp@arance of a skin

concﬁ'sth)l'l QIeEtEﬁbﬁnqm:g}]&p ggng %ﬁ“ié g\fogse%g}? Z{m %%lné rlrr%glgl%leggf%% le.g%glgﬁfnkles Such

metl@dsgwolvgadggustegngjgca hgpap. a@lgn r@gl%ﬁ oﬁglte@ft a d@’tpé%*tgfé af tkl%]’lvegﬂ()é comprising;: (i)
one &merphﬁmaemegcan)l ?I&tl\&@éf&gdﬂt(ﬂ) @%tew&amy o&k oF mme Bi&l akidA bile salts, more

pref%'cll%grgeoxbc%&l i amé)ord%f theée'oéﬁf more pr%e‘raagr sg;flum deoxyc\:,r\bp[ate éu) a \})%érmac]eu%bal
cosratti¢, ervefemieiy sycipienyifng Gixsmongly oresr wort ligsdsd Eheaneor ojoteideteradnts yre

admin{3Hed!H 8 Shein- t%m%lﬁné éfﬁ@ériCJ@anﬁﬁ{B IPEmPERS AR Bt6l$ 409, 2,T00.£0.4, 03,02, 0.1,
e mass or. vol une

pref erably S hol i ne, Th
0. 05',(50[4' OOJ3 2gor OB eﬁw%g %nté}are\ﬁiwynst&rfd §%iog1le @r&lm;h(ngljts # Bomposmon
mclddl:splp d>(5S‘) 3j21,101€0.4, 6.BPROE], 0.000041@03, 0.6, ed.0l & WWeﬁ/ema/b/I off detergent(s).
&Rt fabre Il}h(ﬂ raregoptlohénly %lﬁfed %EEP (ﬁ}qllsrgﬁfge éhosﬂlolﬁ)%gpﬁdré %ng}ably

phosghaﬂfdylc%ﬁygg T%elnef& or velu@gratlcde 92% W6‘f’ w@ ob\iv)% %}ewentw to h%q,(s)\yn/tez
compdsitibrciBlivefalh B peleably piedls that 1. Ipivas plitatimelyd, céoolposhien comprisanyy to 5, 4, 3, 2,

fo 4t .
oS bR TR Byl S AP AR O
&

phosgptidylegeling; {1 agn Ofﬁ}?e P a%ﬁ%imﬁlé%%cowmswns\?m&fﬁ@mlﬁbmﬁ ge Bl gfgably In an
aquem}s,solﬂt@ﬁ) SG3h,s015dn PReferablit s BlotaDvolubme Gito 500[n) 108Dk, FheL, &@ﬁﬂ 6r S mL.

ositions .are prefer ni.st er ed
[001?% nﬂﬁe %Sbove €O apotﬂgons arQ tfera %lesﬁeremocatll\égo a tar%’et ares?oncsreea}é an mﬂammatory
resp@famvsrmg a spmsferawtwfnoiﬂrref@rm@mn of Flyear lﬁwkmthuﬁmht@ﬁngaspsqeﬁlw in areas where the

skinfisCi5iaet ﬁtﬁe dr Ko t‘érl%ioﬂ aﬁdip&bﬁ@m&l@ esiRMmPA6 !‘»c&1 cbr){raétfﬁn %‘u&ﬁ&aﬁﬂ&@ M8y be relevant in
a nufnPetr f)fi gm?ag rtlo§ ﬁ“ég % %r re cgJ(r) nrﬁ 3 rmeé) {gtér Fi?l(\gllf dggf:t}ut not limited
to, largeyvolyme lipesuetioantheilatier mgy hqmqggqtedovﬁth Qqsq trppt@ar}t s]grcle)nta Klpeyeskin in areas of fat
rem§le§3 hld §l§n suffRE m%@'xﬁ’aﬁﬂés EThu§; mmn%odiﬁd'nfs Q Edﬁﬁﬂsnfoﬂtcomprlsmg a therapeutically

e i P seto o S Pl S kP8 S or e

lipopa®t progedmd. ment skin laxity (loose skin in areas of fat
renoval ) and skin surface irregularities. Thus, in
sonme enbodi nents a conposition conprising a
therapeutically effective anount of detergent(s) or
bile salt(s) nay be adnministered to a |iposuction site
after conpletion of the |iposuction procedure. 22
[00140] In sonme enbodi nents, the target area is an
area under eye, under chin, under arm buttock, calf,
back, thigh, stomach, cheek brow, or any other skin
regi ons show ng agi ng, winkles, |oose skin or skin
irregularity. [00141] In sone enbodi nent, the

=




dorsocervical fat, visceral adiposity, breast

enl argenent, hyperadi posity, diffused body fat around
trunk and arnms, fat deposits associated with
cellulite, Dercum s disease, Mdelung's neck

| i pedema, piezogenic nodul es, |aunois cleret syndrone
and xant hel asma. The subcut aneous fat deposit can be

[001|4ﬂ%§o§19 erhlﬂdxﬂ’x@ntsa [h@ ?aregygtf areta Q%n 9(% u}{(ﬁr éﬁ/p %dlér dplh{llqmde? lzft bl{t}?ctktclglf back,

thlgla3 gprpach Btgelk i)ro‘tv,mr oich omgrts[gﬁﬁélﬁns sl@w@éggmgmr@ﬁks loose skin or skin irregularity.
[00141]aN @mb aftdbiesnt, the oaﬂirdsﬁens hdrdilegdeSvered fo 8 tardet @&hﬁa ,subeénaal injection, a

pum% Ql%g‘tgu lr al-lnﬁerl%é’l %«gp%f emb%aaunetn% %25’[{1;}0%10%9 heretm are a%mlmstered topically.

mnisterin
[0016 I’f‘b% BIP§Ch fhe cwﬁpqng}pcﬁ@ are(upe}i fop peducipg a ﬂabw@neous fat deposit in a subject. The
subdﬁﬂﬁ:&f)m&ﬂpﬁg c@ak higocarl wm&nd&iﬁo@ef ogﬁlﬂbﬁs sudi@y, @r ENaRp16, loBdathyy fat

redlserhgt]gon syn aclias or s

ir nne ayeilé fit }ﬁmragon Ii grlna 8od§/stro§)liy§mc§l}%em'ggo alfo%grrxlp lﬁ%)flyétrophy),
dorsp«ie@fcé faa msvraé@momn bees Ryestembns hperadipoiiyy, diffuseshadfaicienund towpl and arms,

fat d%osdé @Js&faiemﬁi’tlycefh?ﬁfé' dr&ubils dlseﬁﬁq\/le(dblhdg)s n&pthbéaaﬁel i)l}/zoéenlc 'nwugs launois
acl

D IR R L S
not ingited tomuﬂeuwg uhdep ehire urder aup butipeksalf, bk ahighh sanschyelieklo brow, “love-handles”,

mk@g@ﬁgg@?h%dmgqgs not include perform ng surgery (e.g.,
on the subject. L00144 Preferably, the

o8 sl A 6 oty MR BT e Bt g compotin
comauibing:1{i) steer ede pharmacdla@tcallyiagvodetetgas, met frefehibly éne anmaieliile acids or salts

ther&ﬂ’l %re%feﬁﬂy Elé?)xﬁhoh% ac1d30r sa%s thél‘eof Qr ré)re erfeA}ablyQogfum &ogy\:ho%tel(n) a

Phara‘é%wca eh‘te*f%r)aw er“hpl% e (lé‘h??a?j’ia‘i‘i’éﬁ?‘g Wharele &ﬁ&&g pfithediqid and bile acid or bile
salt is Ao U @@w. LRpeférablybthe éompdbitio doeslnot ifkdde lipdse4r coipase. The abpveGhethod preferably

does droplf?c’ludg)%?“imj.n 9\15? 3}' (e. ga@%uctgﬁ) OchQQUb %?t ww, wv or v/v of

I tion corrprl Ses
[0016&%%@1@%@@ omwilartnew gy Wity e e pdjepistgred in pfat-dissolving

effefivd @108@'5&1{ & )up toG 4,010, € oproenf e1,ab/oy, et oxemoanen, br 0.1 @ehms of

deter enQ(s) ﬁ sg,)rmoer eén%e(}ng eancto % SItIOL}: mclPudes uP to%iain%ﬂgz%l g (5),,[0 g&' 3;" ﬁlz 0\/}71& 5]5 0.04,
0.03, Q (ﬁ; Qj Q 0%/ ev/\pqq g@ pﬁ@tergg}t@s P]@feralph)ar @mpqsgipgomplisgs between about 0.001 to
1o%qtm %ma@rtgenctwopm |sd1t@;? or A TRDY bBvecd Ao TR 1 wyww/«%etegm(%r bile

ww, wv or v/v) detergent(s) to lipid(s) in th

”m@onp05|t|on delivered is preferably greater than 1 In
[00198inEhee pis O dnore litids areaptooditp gislided, suth Gridyjoani bs elesphplipids orSporedpreferably
pho%han%llchol&w '1@13 §1ass Qr v%lumgraﬁo (eQ ‘% w/vp w;’v’or \Qggﬁdete%ergé}]to 9})1&% ’m the

w, WV O ARVIAY,
com@qsmortﬂﬁb\gefsﬁ ﬁtpfe&ff‘f’]@f gespterihan L. Ip sopa ?ntafhmfrﬁsea %?%Q/sélon comprlses up t05,4,3,2,
1, 08 0bio@li, 0R0t150.0% thed, ¢.0IP.02%s b:t0i00 Bh W, iwAgor s/l lipi, sophaliids &
pho%ﬁaeﬁﬁﬁcﬁlaplls er in? offhe a%&Je @rhﬂogl erftd, thi B os Fx{aﬂ‘eﬁlg ?R‘ltﬁsté’?& is ;{referably ina

ueous Sso 1 on. ution era as a
solu{)Qﬂ of ez Uﬁfer@t&y anFguepys sohap@re Spep solutxsroprﬁtrablyf@s ar]tetaldfpluge ¥ to 500 mL, 100 mL,
so IQ OilAi6ek s e subcut aneous fat deposit can be associ at ed
[OOI%Itﬁm ngcu%géoﬁ)s%%gp%ga% Ee a%gma‘?eﬁ 'wgﬂn%%[){)! &H&lt‘iﬁgel&%{f HBn the group

of o I on _syn
Con% Oif ﬁpeﬁf“étfatﬁél‘s?ﬁ‘?‘"&loi‘ E)’ﬁqu“’i’ pYeligd herpigtion, lipamas, 9%%%‘%9%5@ lipodystrophy,

bufthlb PGBy BBYRY, dorsbberfod g visdrThdipbspy By st dhxa@hyent hyperadiposity, diffused body
fat ago%dstglgl?arné{&g@laﬁdz th dEpo %Qo%{a%!i wﬁgzelpjﬁé ! 'Pl%\ c%?p%%mons herein can CFe used to

era at aroun
treatoF wor@tﬁ@n@vm assoaﬁ@d Mtsuvaé@é@?nﬁ sin MG@PQ&‘W@@FS \Wietcpmposition herein are

cellulite, Thus, the conpositions herein can be used
to treat or ameliorate conditions associated with
such conditions. In sone enbodi nents, the conposition
herein are 23 administered |ocally under eye, under
chin, under arm buttock, calf, back, thigh, or
stomach of said subject to reduce a subcutaneous fat
deposit in such. site. [00147] For exanple, in sone
enbodi ments, a conposition fHerein (e.g., a
pharnaceutically active detergent, or nore preferably
a bile salt, or nore preferably sodi um deoxychol at e)




sunken eyes and sti cki ng-out cheekbones. O her signs
of |ipodystrophy include fat accunul ates on the back
of the neck, which is sonetines referred to as
buffal o hunps (diffused fat accunulation). Female HV
patients may also be treated for breast enlargenent
which is attributed to the |ipodystrophy syndrone.

admlblaaadqgclllyl uides mn&amﬂ rldeafng buttodkEcalt, ORRABEH, braRMadhF RidRubject to
pgnas. Li ponas are | ocalized fat

reduc% a subcu‘?a]neo%ls fo t depots ﬁig puc 1te

are benign neoplastic growh. There
[001‘15711 gongxaniplsis sofne e diofenty, p prsrpesitiombeekin (7.8, apbarmaceytiod ot iastizndetsrgent, or

moramras@mﬂbssmt 'onﬁb$e ﬁgsrﬁilﬁoaﬁnedeu@amateps &st Radeat munkhmt@npodymphy
e
cond B WP AT YY BV op PP 0 e AL ol » e et o

HIV amem@ feat, eagmrentaydth protsese inhibitons). Lippdystrbhysapbiractesized by megipnabor generalized
loss §F@ghcdnedds 1k &ﬁemﬁlqg 130 ibiltion .0 FBRHRRG IR Signd erﬁpodystrophy can

in _are used to treat obstructjve
ot B ot Aoy o Pt B 55 s R o S e £t Svapagaes of
sunkineyesepistitking v cizglivses Qther kigne aﬁlinodlylsgromm incindy f8lheepuldesen thoback of the
neckt \n@ch@sk@é&ﬁeﬁfﬂ%tréfgﬁd a6l b@ta10 GRS @m?ed & acBlhulaHiAp Sfem@lb ﬁwnems may also

roat u ani e reduction in
be “m B’élﬂe%téi‘lﬁf F"gief‘td%‘ch Qﬁf’j‘r'gg%‘f P Mxﬁvl’g’ﬁynd&%k eni ng t o
[00148] dresbih@embbdiménss, the dap@ v bgeif gowstto ma@slipbihdseLipomas are localized fat

accukmﬁtﬁﬁsttﬁpgr%){ gr?r%ggeisﬁz{ &ﬁﬁ bﬁgre %Jaﬁ&ls ﬁ)f'nts%? %ﬁmggzﬁ? & some embodiments;

peop peopl’® have a e anou
the corpROEjfiRgS ferrd ape upgdantrratanultipls demiligl lpomalesisyray  cause their
[00144] Mvvayle énwo@@&nksm@mMmans hérb1@4rE usbaLS SR, tFe@loPdnellbtith MChdipose in an
g@@gdlnent t he conpositions herein
eoxXychol ate) are used to treat
[00185 dn wmeqnnbo@mmwefépcoap%élansweld e wsed to irqatobstpurtive plesp mphea. [¥bstructive sleep
apneﬁ [s Aeheaized vy re?:étﬁlhe ;ﬁﬁ@sﬂﬁi blﬁﬁlﬂﬁgﬁimu@ 51669 ARAShs éb@tﬂlcﬁ}fn ahdA® collapse of an
s, . adm ni | st.e

oy GRSy R EY S5 ol S o ane pigupazg o

awalieningzto briediealh i dingerbus ysomesireelft tugatenmpondttion Lo 0AG B ifctsobse people.

Obede lB&)pfe Ba@t@q Hi%@imoglflt ot aﬁa‘dhﬁ%@ra&@aﬂgh Ehisl(ﬁ{]ma)t Jali?sle their auiway to collapse when
oSl U1l ons her.ei n maGol Ogl.Ca actl ve

their dﬂé}?g’f‘ gehtyias seep; Ip %“e§é\’°¢dg’§5‘t ‘B“df’m%"é‘m“ﬁl eé‘b(é%y%’ﬁ‘a‘l“ ggopyjcholate) are used

to treat a@stjocting Ssepipnga by dissolving fatarendld thaxcagtled. yin $uch dntbediméntsca @pdsiibn of the

mveﬂﬁﬁ;ﬂ Mlﬁ‘ttéréanocally l&,pé: ‘%a‘ uﬁ&%ng@la lta}’ggtr sMe &' @aparaﬁd {ﬁ@g&he\éluﬁi thera Ipeutlcally

subcut aneéous or transdermal |njection, externa
“E%We@HW%rnal punp, dermal patch, subcutaneous depot,

[00161] Faftye tedthens ofﬁﬁﬁi‘i}ﬁselﬁ&ﬂ%ﬂn tha cdrd’pﬁmﬁﬁstherelb @), pREFmdcblogi@niactive

deter&g;ﬁg&lle sapés)c?]r ] (]JTB%'%I]OB €) atlpe Cpﬁe?era%fy gdlﬁn% te?reed 15%1%&? gw sde %f fgt accumulation.

anim lI suc%gs a cat a

esi ve
Locadized d¢hsermn be Imde Y2, 5+ $Uéwtane§uswbwsderlnﬁl lrtneéthnv%reglalsqrralremal pump, dermal
patcﬁj%aﬁan&f.lscﬁidaﬁ)%ybtﬁgrﬁleinh&oﬁkinﬁ:healwhere it then diffuses
he s

[OOItGﬁ n somf frréb)??lglrnts ? €0 ﬁ;gé;%on ﬁebem 11((9 L\gref vxatl ae ;ermal pagclix E%ermal patch is a self-
adhesipaiait. e iy worgonragpatéent'sderyt Ftéﬂilwrrwglalﬂ 4’0|Sqfn°’féarﬂalgarﬁ° %ﬁ@s\vl\ﬁ@ it then diffuses

into O BEN Q%&tcﬁ@%ﬂﬂra@ﬁﬂ@ﬁl«ss tofhih, Wedit)Efiimé: B Bzfcﬁﬁ?@%'eﬁi & tdg reservoir, a rate-
contgﬁ%\gﬁr% 3.1’1(10 an a(?heswe %flgc!:]remaylﬁ)e dded t;)rExghep crease uag\r}nelipneean((:m HlH)lug%qhe skin,

evel ri‘cal energ
The patchisasbe paupletwity 3 IawhlesListricah enarey tog%livw trapmm@sqs thrwg%@% skin.
[OOIQTHQth&%&mchS @&fﬁp&&ﬂoﬁ hefdh Jb&ﬁ\@iemwh & e%ndl%ﬁﬁt@rﬂal¥hrﬁ}a @bump is'a

specgg%i? iengel V(ﬁf}b({% vtarg lrdxi'rt]lg éltoql!fleggg%' d’la a Srflm:{ith%er gF&rjes ample, e axémﬁl $19n qump cam be
progeanniadtp deliver Bogs abpeerivp flamageseand deh‘fe[ygm@nTlpmppmp}m hiye a feedback device ‘that
programmed to deliver drugs at precise dosages and 5
delivery rates. These punps nay have a feedback device
that 24 controls drug delivery according to need. A
size of the punp depends on an anount of a drug and
intended length of treatnent. [00154] In sone
enbodi nents, a conposition Q reinis delivered via a
depot. A depot is a non-bi odegradable and an
osnotically driven inplant which is used to enable
delivery of drugs for therapy. Powered by osnosis, the



[00155] In one exanple, two injections of up to 1 nilL

each are adm ni stered under the chin wherein each

i njection conprises between 0.005 and 0.5, or nore

preferably between 0.002 and 0.08 grans sodi um

deoxychol ate. In another enbodinent 3 treatnents of 2

nm. 1 % w w sodi um deoxychol ate are adm nistered to a
contr(gsl kﬁl%lﬁe@@@ @cconQQt%%@é@ h BizA07 Yhe E\fmptdgﬁmﬁ UFP&B%BKEP&% dF&E Erﬁ'uﬁended length

t herapeutic regimen can include adm nistering one or

°f“?ﬂ?} & unit doses to a target site. Atarget site can
(0013 Infsre eeka@inEn®g, a@oripositih hertip isglivertd vin agippot. ATdegot is a non-biodegradable and
an osﬁ&mg%h\;eh Qﬁbﬁmchﬁ lishhsedBYenddfe delﬁmmg fof tﬁ&‘ap?t Pothgr%d W@sm the depot

dj acent, or nearby target sites at various Intervals,
incorgh s g et ey Yt nd o RV ST Arie it Tom days 0 p o one year
In sodledmibudimed, the daRpasitiond bstit ngyrvs admmstelme pachterally. SHagchted] réadtes of

admﬁ{@’atjri'(r).g ollJeQ%ggclng’nﬁ lﬂl?cJ %Q)ﬁlpg‘%f gﬂ % the &iglsnl'zég %srﬂ)gt’ notf lgrrltgd tﬁ intravenous,

suboytgHeOHe BT HRISHAF t“ﬁ@eﬂté‘r%a%d tf‘6[1561571 For exanple, in sone
(001587 H@6K dxEileS twd [injdcond & Qp tod Gyl eBch a8 administdded uﬁder t41e ch&x whgx;emiach injection

compgseg%etvpeansoooyg %’Ogeor%re%rgﬁraalgtij\wego %b% andd)%a Erams soBmIa Eeo n{chol?te In
anothgy egBRdippGrepteniielt £ b A%y sdisn igpxycholaie arecadgginistersl foa check area.

(00196 n@ny of e erfihotiihe D hefed] a tBezApLMbIFegifnbrban Bélude B@HMst&Hvp Bk oAhorunit doses
toa ta.rgergrete A [allréet sge ctaurtx llaeq”cr)]r ega%gle%qng{ 0 ago’uwgclnﬁgf(‘: SF%HS)SOS(S{%?% gyremln}{iy be
admuag;qr«pd\péthqjselpg gcg@mt (ost)earb)( terg@ mtebqt Wleoggqtqg@lscﬁosagg] volymes, as disclosed herein.

Whert R28VeR®fihe cBfpolTR Sl B@Jdﬁrn@ieﬂeyat JRRNNGERbelof tRCehis, REER] biSexample,

t era o i um deoxychol ate) wherein
o248 €3 EE £ S S0 A0, BRI deguyShol ate) uhereln
(00111 F @ egeplt, (isdome Sutotimentsptattod,dt 9k 6) 5né:,I3LR:ie, 09p0.8,0.7,.3% 0.5, 04,0.3,02,
0.1, OVU'9VH' OSVU'OV 0.08"o. 0\5/ ()/04I d(ﬁ' (Sj(ﬁ or 81 nﬂhcg§ E?)'ilﬂl, dpﬁeQ&red(PJcally to a target site (e.g., a

g osphat i dyl chol i ne, In sone I ments no
site 0 ﬁbﬁ:gmgl@tioa 91| l&‘ﬁ?ﬂk}n}]@ a tupc]e,| Tgbwgltlmpﬂ:éﬁ f:(gmstteﬁgltlally of, or consist of one
or mEOpHASdolokiedlly actifedergent(S)0le. g tbilOdeR orlsdts Berebf,i onmbrel pheferaly deoxycholic acid

or saﬂfsitlggae nr}%g Qfgralﬁf Johi&;ﬁlaaxyc&ﬁaté’] Q'he?e% tileps@iﬁt n%&gaills hpt?% e4.', 3, IZ,nl)% w/w of the
SonEe enbod ments, the conﬁo& tions (e.g., solutidns

deterpralisp Sych afeluting canies idnPyhYe W/ WYIB Bl alioprbAlPids.9p t o
phosphitidyBholise, or T soe enfbodiftentsdip phdsphdtidylcholind., InGonkk, emBodiments, t, compositions

(e g.,gf)lgf&r,ls?f&.‘r%&g?dlug? xbogip%s!re 01'81:0 %?Eip%?,grrgrrg) c%%pg)s? F]néiglaa(eg In g)mg (éleb gungrﬁs the
compfagitions (g 2.( olutiinrherbin ynclde|n engysed sin gmetginbadimsptp ?ps,ty 808 7,6,5,4,3,2,1,
0.9, P10, Bi6St £6. E@ 3| ©% 8 ] 0yo,lo®s,D.0t AN0g.B105 Diok &.08%0.08 01t0 a'r%ramls BY the detergent(s)

hereubzptfngbly 81?6(?6%5 or glleddg)rmeoa%saﬁlftere?)lo?}g)g 1o & fjugﬁtdge a(s? tu@ %1 %thelr gmbodxments
morecteh §.008 r (02,0903 0.0¢ Q@IB, 0104, €.06¥t 0.698, 0t0DShae 0.0 Findetivekdd yo a tirkpbsite at a

time. té&lé&lly\&ﬁg tb‘t%oluﬂ-ﬁn lll’tlt dgsg%?d 6k Wnts Qcimlﬂlgtééltm V‘ersde endmg on the
dm nistere epe nd

at
amouinH)f gt in éfa&éftsnes hf Excatlf)rhtg%F BEestSi te-O H/pe(ﬂf fa{ ‘h’glp%sglfﬂg éxtd dgsilrf%results In general,
the g3ty ds tizfambant of G hyr@Siedtédpthg graarechis tiednisq thatlis ndnginibtérgl. Alsp, the greater the
amoug?& E)Bs% Iskm mtcl E?ge&?e%,%eeg?eaﬂeﬁh dlas% OHWJ nuﬁt)er t)ﬁﬁ_]eéﬂgds Bt will be delivered. It

t reat greater the dose that is adm nj stered.
shoulmbesxﬁ)ted fhﬁtévh&ef té%&ogxpostnﬁxg and&%ﬂmztgesaxfarelp 6’6&@ agrkxplﬁeriechmtﬁ an individual as part
of a tteaimeye tegidki§ ey iréuet gpreaqtile activdierertlysdfront the iinkvidwalragpartwitbetreatment
m@&géénbg g@ns that will be delivered. It should be

at Wwhile the conposjtions and unit dosa e
001358 Inepyyofithe mbrdimepterfins @ BFrePqutic FrElenan RPIkFlegfrgitistatiopdo pignegt site at least
1,2, 84, 26,171 £ atorrENhit degi Aehynitidheycadbealelivetd sirmdtewsaly ot gver a period of time.
actively renoved fromthe individual as part of the
treatnent reginen (e.g., via suction). [001581 In any
of the enbodi ments herein, a therapeutic regi nen can
include admnistration to a target site at least 1,
2, 3, 4, 5, 6, 7, 8 9, or 10 unit doses. Such unit
doses can be delivered sinultaneously or over a period
of time. 25 For exanple adhi ni stration can occur
once, twice, three or four tinmes an hour, a day, a
week, a nonth, or a year. In ~sone enbodlnents



suction |ipectony. For exanple, in sone enbodinents,

t he non-surgi cal nethods herein do not include

| i posuction. In some enbodi nents, the nmethods herein
al so excl ude non-invasive nmeans for reducing fat,

e.g., ultrasonification. |In other enbodi nents,

non-i nvasi ve neans can be used in conjunction with the

For g,emppa%hﬁnhsemn B&k &uhm% 9&@@9& 3%&4 tfks aB E&u tardgﬂs &R G Shonth, grayeu 1o

i scl ose ement e er _adm ni sterin
somg snbf’ﬂ@erﬁawleﬁi% S PBPYe b&E‘F‘f“\}e‘O%\é éPrt3(3§)4 20685 HO sdministations to
targéiglictiat haon atiayaaedat, @ spntE e yine 18chie Brhtstigeed mslefpaidiimstiytiony involve up to
10, b @ 7C6) rSTJQl' f‘ ia(aﬁ]l Y&r&t{ansttbgta geQFrgg &% LQ&% ad Jr% lﬂ)ur '%"Ihec' t%&ﬁggber of

gent’ can m ni stere s em cal
scn oS P TR Eginan @R poEPlEgett @ 4 pegioq ) Y496t & gonths, 4 monis,
morittis,{2lnobith 1 clexditie B gedkt, @Syeeks) di 1 GteRerlesenbodi ment s, second

[OOﬁg]e[H %r? é)?tﬂee%nﬁ)gana&ltsshgrglg QEL nREhoég 4 rﬁo?ﬂceléda HY Isl.[r%&?remg'va)\}%f {)nl'e or more

mnistration o eter
loca[@é)@sdﬂwsww@eci 14 pog-sprgicq! mpthipgof fatiredagiiondoesnokipglude posctign, lipoplasty or
suct[d)_ﬁ [ipe&btﬁ)g iFGIGJxarﬁ;ﬂ%dhi@&ﬁeQﬂlb&ﬁmeﬁtbl Iﬂﬁ H&n&ﬁl@ﬁé«l &etﬁl&fs hémﬁjd(ﬂfot include liposuction.

In some% E)oed ntg the m tho%%a‘em aso exclude non mvaswe Im ans {re uélﬁ% § ﬁ %Tultrasonlﬁcatlon

nore con ai ner or exanp
In othgr2mpadimenth apnaigeasive meahpesarels wigd memumsﬂorewhethet domposigiprn bertin. of

[OOQO]D;Q@E)F@&QEQQﬁtwclo%d afa)t we\éeppgxeén@a sm;thel( ReBlisterif}itb @e HGdniRditional

r eof
sttt & RS0k B Bomir sl vty i capiagan it composcos
herqim ¢ serded agent e begdministersd lokajly erfsystemically e Ingorpambodishens, a second agent is co-

nm@ee oRcEd &ergeﬁdsj Yn et ¥R iR Gt e DI YoenBRFL aRinistered prior to, simultaneous with,
g E ati Contai ners 102 are preferably
ora g;ltqe

“@%88 &Ekm@ﬁghtalners 102 can each hol d one or
norgsunit doses. For exanple, a container 102 can hold

[OOHSrl)] }tlé?]:eﬁ(l)% an #0%ratichQf a l&‘tOIOI forSrfaﬁ ;Lpgrcal rgﬂgl%ﬁgdsuﬂcﬁ}aﬁm?at and/or tightening of

di nent S, a cont al ner can i nclude one or nore
1°°53(%H it Haipelidesopg e nroFegPréaéqe@ IWZS Forgyamgle,a firgt ¢pgaiperdfiesie inglude a
therﬁ;feutiaaﬂly effective Albunedt gtmnmdldglcmlyecnomtetgm e, Biletheiiein@nd thereof) and up to

5% WR’ Fos@matxdgélgﬂm ag§ a £0n?goq{ai§1ér9mlm xgc‘futde %’ tﬁerg{%}gg{lﬁ g{.‘fe%me%?ount ofa

n1cro ents, anti
phamrmqlog@%lagq&wwere@ﬁm agan P@sph%itl@lwwe p@@?@gﬁi(@ aregrpfeyably syringe loadable.
Corkahbr 2071081 cdhYiold 9k Hore A¥AbFE ForGRampRHSAHRE 102%an hold up to 500, 100, 20, 10,
5o qntl-dlsper3|on agents, dispersion agents, penetration
ancers, steroids, tranquilizers, nuscle
[001@] Iastbodamts,anmwrm AP ean @ngludegrartr more AQINIDBBIctiveringmdisnts, either

ind@SRGRY &or i@ cEribHaRinR@h th@ O of 15’(?4 da&fél%&tsq@reﬁl OE:a¥p ¥ of adftional active
|

R T R ——
inflgnnfajorylag@ts, analgeBicH Stesiiieties chati-disperaipnt qges, difperidreuints) penegraigon enhancers,
ster@ésgﬂgﬂguﬂrzerél m%&ﬁtrééxgrﬁsr a.n;ligl%l &ag'ﬂéa%eﬂé rmr e t han 0.01, 0.1,

"’"’p?ﬁlai“ ﬁ’&c%*}“w&r "c%lPtFJﬁ}er éQ?t‘Wé“ d%‘f’ &f (°g”é"rﬂf E@jpht%“d@(e -& Rypippatidylcholine) or no
phogboligligls @ pbosbieatidydchéling) ashal talg, %001.G %6 WiAw/phietspéndd)i pi ds
[00{6‘2} 19 ope ¢ J&gﬁf&w@a&m& h&zfe@;ltalaa%e@{an 0a, @h%mo& b, Q'odés()%u@w WIV Or VIV

cholin 165] . The_ sal ut|o
Pha%m.lﬁﬁwﬂ'é Pmm%ter%gm%i n*fl'g f‘%qs gPilerisording StV lﬂ‘ésph“lplds (g
phobph&idylth6line)om So fhosphalipigs (&9 Phosphalyichotite).ons for use 103
[OOF@FT}Q IS &fl}flox?& grﬁa?ﬂeln 9)2 'xs%h{,lb{&&d agéar%mmlﬂge%smong ﬁjp f¥d %3” Bidf\rctions for use
ocation of target Site, animal being
103;cpnepsavidley dosgéglfstr(ugqu-\ggqmn{agdep@p unen, &y e){agplgéqca@p Pféarget 51te animal being
tre e [U6:8 6t résalts| 9248 oDthrg Gite SdogteiMatiof bt detBrgQEYRODSmpdsHibh, et t Kreferably instructions
Preferably instructions 26 for use 1 03 are for the
treatnent of an aninmal such as a human, a dog, a cat,
or a horse, Instructions for use 103 can also include
information for treatnment of other donesticated
animals and/or farmanimals. Instruction for use 103
may al so i ncl ude infornatio? on the use of the
conmpositions herein to treat"specific target sites,
such as, e.g., fat deposits or areas of |oose skin
| ocal i zed under eye, under chin, under arm buttock,




[00166] In some enbodi nents, instructions for use 103
detail an explanation for use of the conpositions
herein to treat a skin condition selected fromthe
group consi sting of |oose skin, skin aging,
irregularities of the skin, and winkles. [00167]

I nstruction for use 103 may incl ude |nfornat|on

for Es@%rznqlf(ﬂ gle Ggagﬁ)eg{ of gﬁ zlnﬂrﬁpstu& a@pgw\t{lp Ll hl I‘ 2 <1;?rra h rse s{rucpc)ns l”or use 103 can

cont al ner
als01ﬁf§‘%ﬁ§?ﬂﬂ&1%°fﬁﬁwrﬂa@ °P‘Ffde’F“ﬁ%f?‘F%3ﬁm}al§ grgfoafaﬁ’gww ﬁﬁ@ﬁ@lﬂ for use 103
mayadbninoludtinfainitodn on B4 ust bithecomfdeiting Ae2iSo deaysBdcific tasgdtf‘shesas‘éch as, e.g, fat
depf)%@(g Y6 locﬁpgcmq&ﬁ@zg@tmgir e}%q.mielp Eh?nt &n%ér a&p tauétl){?croghee%] brow calf back, thigh,

1 can conprise alternative
ank@ocﬁ ft%ﬁ)aﬁ}é pln P erpRpdimshts, ILPBtFUétngW Ps§ é(ggetg_l exflangiop € use of the compositions
hergiub traubd fet caleltion efoyesithe fat rediSribiuson @tndrorﬁ@ﬂ@%@@mcaﬁi’d@ﬁN:Eralr!l@iﬁddﬁy, breast

enla‘ﬂ%ggr;t %glpelfaagosﬂﬁ é}el\{aeﬂ;t hi 1§t§olﬂ qlggrﬁ)agpgsdks%%p%g %Pll?a? ' l}eum]g h§o%ysg'bphy, diffused

body Spaitvid ik @ agis o Bbdseosiiassaciatdivits esfelitenbodi ment s,
[00866) InREGE eﬁbod@ﬁehte,rmsfﬂl&hd)n‘d &k Yse 103QMthica e)!bﬂﬂatlﬂﬂifﬁr @@of@l’fe@hr@@gﬁﬂs herein to

o 08 O k00 S BTGk LS i o
wrigdes.i nges for | ocal subcutaneous injection of a

[ooﬁ@j kl§t1|u«9i3n Ryt NG n{asntnalhde Lﬁf&hlk{ﬁ?reyzﬁiu{ggrog& Qﬂumfts &9 04 1&hed kP Blution, if any,
nor e

of ﬁ@ FEPL ‘Jha é“é%%%f ri Ll 5 oy oS e B e e
of tikwomrppsitinmé la:tegl, sudthes freqkngy and dospge ef @miitraiodoes not contain
[001d8PRE B en c&%rﬂs%&t@&y ol Jadmolilib%omﬁ&k Wz'omr Faség&%@ bﬁw; o other

contali ns up or no phosphati d ¥ hol | ne.
suitphlg Aghery 8ﬁ"°&so(ﬁ€ e&%ﬁreéﬂé@“tme?"é daRol)ifon gelineripg the qompesiions hargip (e.g. those in
conG:er1p1) i andygedsitp bicfut AEr00UIDIgh Gradobeyskia Ch bowe erdiRidinfe ) Sringeton Other delivery
devitP 1649\3}5%%}@{0\«{&@ Q%&'@@M&Mnﬁ G&% oftfte cof’ﬁﬁosg\'ﬁl;lhergr? witten

Instructions for red uci ng cut aneou at de osits in
[00269] Fraferatdy: 2 f ipthusigs ong Pféths‘éfmé?s fog {pFay %ﬁbg}ﬁaﬂﬁpﬁ%wé%armfy solytigphaving total
voltthetus tol1€0 8l contading beeweds @ O+ 1 (%0ofradbileleid of shlt, dﬁp@sprtf&ablmemychohc acid or

salt\éh%Fe!)f%P %dl&g deo%ma%h ﬁﬁﬁnﬁ?eferaﬁg {ioeﬁg)"flgﬂ A’ llFage {} %gs’e or%oﬁh. The

5014“9,“ Iﬁefﬁ%k’h‘&ﬁ“ams[“E)M’Vllﬂ PhPSﬂhag‘b’ﬂ?éO“per eferred enbodi ments,

[OOIﬂOETrfellﬁv&ilorﬁdaﬁtExﬁyldfﬁ lutsthaﬁnga fksOdonthiney wmmgquh@ﬂacblogléﬁpacﬁ% detergent
ect

and uP g) 3% wF[)Y, ﬁ?%gagée(y&c%elﬁ% a(s_jWel as {tht?ell tnﬁru%*ons%or re g%mrﬁsg cHtaI}eo%eydeposns ina
magoH vvahont tiw ughofifugeryf Prytetably.dlesrrits hengin emay erused kperpdutefet dgpogis ¥n a variety of

max‘f'lrtlalsc’sm%p hﬁuagﬁlL G R dnNhoRE, 2 BRYor & O tiRkothe Bifbodiments the mammal is a human.
hat'i d oline. In_one ﬁreferred enbodi nent ,

t he
o0 RSP P B oo S T TR C4tp 8500 L anlr i provided
as a0 Ofectelid oradfaihon. Whhdepréfénrsd ebodimena] thefirg ednlaimer may contain a % w/v of detergent
gregté;l [ﬁﬁr?tﬂé %, @W o@ﬁhosp@x?}fﬁlholmpa?ma@'csrﬁlﬂ]B)ﬂho@ﬂmplkﬁ)ﬁnea IV (ﬂg br@fgryed

p ar macol ogi'c active det ergents such
em@ﬂ’ﬁlﬁ%’l ﬂg presgny ‘P‘BHBH PIIOYIECS tha g?teégebiémconcgltrhtva F@ﬁenlfsp{l%cal mlcellar concentration
(CNIBt Bhregridarbay campribeainvagetychd plarngenidgically astioedeieqenitcsuches, dorgeample, a lipophilic

detél‘gng M’Sl%ﬂhQQ detégem bBor@eter en@g gon@onzcv&etgr%&[ 'a?@éeﬁde ablle salt and a
I n anore(gqn}boerre nbodi nen

ZW]&%{O@? @Fﬁent i 1 a goygipreferre dimegt the iﬁl@fd&tfrg%l 1Ss/a g‘@d?huﬁ?s‘t preferably sodium
deog@botayeC Adirsaitoptaingk if the ltheedmtag iinrseme dmbodirmeats knclhdepted gidersmynt. In other
emﬁo@uﬁrﬁﬁ?ﬁr@tm%epﬁ Glte Rit he&‘:&l d-fa‘;‘?ncﬂ& rrtoge tk'r)im ) O(Q)Q tg@&&&‘eﬂ! In Jn? of the

ot her° enbodi nents, a first container inthe
em!r?éamé*rtweﬁﬂymeufw&wafa@er i3y Brtheniagiudea sernddetpregelt er gent I'n
any of the enbodinments herein the first contai ner may
further include a second detergent. 27 [00172]
Preferably, the first container may further conprise a
second t herapeutic agent such as, for exanple, an
anti-mcrobial agent, a vasoconstrictor, an
anti-thronbotic agent, an anti-coagul ati on agent, a
suds- depressant, an anti-iq%lannatory agent, an
anal gesic, a dispersion agent, an anti-dispersion
agent, a penetration enhancer, a steroid, a
tranquilizer, a nuscle relaxant, and an anti-diarrhea




kit may reduce specific types of fat deposits such as,
for exanple, eyelid fat herniation, |iponas,

| i podystrophy, buffalo hunp |ipodystrophy, diffused
body fat around trunk and arns, or fat deposits
associated with cellulite. Business Methods [001741
The methods and the kits disclosed herein can be used

[001t79] %r%b? ' migxgtsfgxg%ﬁe?rﬁ?ys u nﬁrccg ﬁ%rgegadsecom{ tl?erapt:unlc agﬁ?t éucg 2% for example, an
antlﬂrnv@m fegnth 20entontifsion e tidhrembsiiatewt anppt-hrehlatibmages.@lsids-depressant, an
antltlrhﬁmﬁﬁéﬁ@ aé@tﬁ I8 |axﬂilg@§1c, a tﬁé’p@r‘.{lbrﬁfg&t b ﬁﬁ-ﬁﬁﬁmon 8RheVd fefeRatiol Ohancer, a steroid,

a trz}nﬁual% a rhué lla)baﬂt ang gtga(sgltrj-ﬁﬁlgtﬁa agﬁrg @F%ﬂe egﬁolglaﬂ%i}}g rl]lF] gg@g q‘xerapeutlc agent is
an appgekio gy Imem@al Ageataey 2t fvdvinflammaldraegent r Mork preferaldyp the sdceridrigrapeutic agent is

an aBAigellc, Bﬂﬁmﬂr@f&éb@nﬁoﬁlﬂg IS Slother Sl6cintét L kit @row@éﬁqg@m%mﬁa@fer comprising
ments, the busi ness met hod

the fefqygﬁlgrgngutg ageﬂﬁaf g"sﬁg?dltl?re‘f’o manuf acture the kit. In
[00F3hencembrddienmfithspresti @vintion comars latsoaititrherein Sor edeanlg @ deposits under the eye,

chir$ bHARD bd wel1 Qs lﬁ@cluhocﬁ Léﬁ:lh bek:k ttlﬁgh e[ngg b/ oknachea RiShAD e[ﬁ Znoth bmbodiment, the
ate nat i er orm.treatne

kit ey ??’F%é%“‘g %ﬁ&ﬁfﬁ H@’és‘tf %‘Fh @efi’r\? efeé%‘g fat W‘m‘& B?‘\‘Ha%: gpodystrophy,
buffala hunydippdyeinepigyedifficlédrbedyt fht wrotud trgktandntiss orgin depbdit@aste2ted @ith cellulite.
varyusglgsp%gjbdgg on the length of the procedure and/or
nount of active deter gq(rent s used. [0Q0177] It is
WOUﬂHQF?F%?P@I andyhts firgloted Byrein R FeRe0 LRPOBITR BFS S BT Hsf/oRsell business

produal met hods of using the present invention that wll
[00{]7%]6%@8% %Pc{dlmem%ghg:p%?egttruzvg B Eogtgrﬁﬁ%e% blé)s[ngl B?tﬁ%ﬁ Stf?alt(slehsl the Kits herein or
proyigre tefriertaeryiess Foawem S Herpsiagss car Fakef Girpgatiom psasem Hip Pasepositions described
herd®. EhéBRARAss rﬁeﬁhoHJ Hetd# indled mmu@ictore kiffRérin®F R koA MiiSnsQhd seldch kits in
nti_on_and not, meant 1 ntion to

b
ot T eGP Bt Barsa et £ p e R
sonSoubodiments the e eoneactpehles ekl gigt lthol i n e

[00$7‘g¥ ?Tﬂué:bgsﬁdles‘? B altDEe gjor gg@:ﬁt{%n Mjﬂﬁglt éeﬂ?ce@h L)ﬁ}éa?n?slvft)r service fees. The
serv‘g‘ecan ie gyy? 38 t}%ﬁ% tg%f?eacla%vag' ggg/tﬁlﬁéﬁ%?f the procedure and/or

am@htoddeote detergensued.i | e water, Table 2 ) was obtained from

[ooHﬁ)Pﬁ\’é’%},derst%’&?(ﬂM&X are ndﬁ@ﬂ@é’@le mb%en@%'ﬂﬁbﬂ%%%g 919 'pl@geﬁ invention that

det er gent rrton
w1116)6 FRP@f’Dﬁ gipbodimentae fh))se\ﬂgqr 3 glmﬁléedlrt ai?elr Eﬁxﬁnge@dnaad widgrstpqdyhis specification
andEgatirples. (TBE follduwarigiesampleiOire méango tjesnatBide oretosr egdorimepisPhgievention and are

not @éﬁ[ of lth {K%lﬂe‘é{uﬂ%tﬂt ?«ﬁ%h i%%rg&tb%%}!ed from Cal bi ochem

I OSCi ences An injectible PBF
sol ution was nade accordil\gg)é}o Table 2 below Stock
reagents (5% dilutions) Id&Sared in PBS buffer.
19 28 Table 2. Injectable PBF Phos hatid | choline
5.00 % (w v) Sodi um deoxychahmdle 4. 75 % Benzyl
al cohol 0. 90 K u}éﬁe C Qig th %lmli;[ li §U| ar

structure sphati 1g/COI_ne, sodrum )
[00¢f8b &%?&h’fé’ldﬁfhéhﬂé ﬁ‘éP Seléf)f’mb*%é‘ﬁ%w B3 (S0 hanly girefied 198 Airedf f-fp %o sodium
deokychnlate] and ERGMWEIzA alkohkd, neteiils wadr, Taalel? Liwas oleaney ebro Hede@elBihekmacy,
Hof)egzglf[gg 8810!?9}}( lie%mwlzﬂaeané (Hlt)k g@%ftér nt%lnj#tgﬁj 5[@%& S&l;'eﬁler alcohol) were obtained

0O neasure ce
from Sigat-ferits Coma@airoiuMeh ﬁ@@%ﬁtﬁ%@gﬁf"é@@&gfns1a\9%19@ethylbetame> was obtained
froe Thlbibbh&) Biokciences, Inc., (La Jolla, CA). An injectible PBF solution was made according to Table 2

below. Stock reagents (5% dilutions) were prepared in PBS buffer.

28



DMVEM (Dul becco's nodi fied Eagle's nmedi un) suppl enent ed
wth 10%fetal calf serum penicillin, and
streptomycin. HaCaT cells were cultured in 6 well

pl ates and incubated with 0, 0.005, 0.050 or 0,500% of
the PBF or sodi um deoxycholate for 30 mn at 37C
prior to determ nation of cell viability using the MIS

assay, which. uses a trmerza;,glckagmpﬁprrpound t hat

pr duces a color rhannp when bioreduced

et tidylchali i S0 V) 9g Anlupmle
Nomogdum qeaxyeholale ~a1 1 pr ol i £ orlh70 40 Assay Pronega
& 90 : '
Corﬁizﬂﬁ ‘:’%’sr‘ﬁ N). Gcr"' H—va ‘?*.Oot/ was—det-erm-hed—by
ater . + me. on Arm—after—4
an apsorbance—spectrophotoneter (at—490-—nm—after—%

hour incubation with the assay at 37C. To determ ne
(00139 The majgeniaisirycture of (@) Rhpsphardwlghalisg, &) soigm deqyechplpreend (baney! alcohol are
depididaciid@tied for 4 hours in 24 well plates with stock
reagents and the MIS assay. Tissue speci mens were
then visualized for color ﬁﬂ%@% and the amount of MIS
in thei rffsuper nat ants vvasd sured by absor bance (at

[00150p 30 fnba@:ﬂ@@n afab114t9 Q&enme(g@wué’a&&)n Ha‘EaT mﬁﬂaﬂ Iaerretnh&;?tatelﬁ Qerd Afured in

Dl\/ﬂﬂ}ll %ecc modascll ﬁ%ﬁ S metlufnﬁ snﬂog]‘ézlﬁl eteg % %ﬁal 626%3/; d)elflﬂ]lhil, Slﬁjs
Strept?fnym t}hCQ:TcH?WPFFGSM(GF‘IHG wejl glptes qnﬁmu@emdu with 0] 0.008, 105G P8 of the PBF

or soalﬁmﬁébﬁy%ﬁ’ola%—ltj&sjo ;UL $7°0 [ﬁrl& &) deterthin@ddh bf Jeleﬁbtlht)t Ring the MTS assay, which. uses
C entrat

0,
a tetrgﬁo (‘6%1%11 c#,]tgat arog@es Ca (gﬁlgr cﬁatnF v*h]Xrbtﬁ edg?eg EYOIPWI%%%FI taftgﬁ ge_ s (%ellTlter 96
AqufoQ0R8 Rpdi@etive CliRsplieritian AwseypRyeses, Cop dtdismg Wbt CtlFedatlitvors determined

by ams%rsaﬁa sa'emoa%mbt@r (a6 ¢l 4 Soul RGBS RE mMalsky _hﬁc To determine cel
he indicated cell dilutions for

‘”ab‘ﬁ?’ “%‘f% “s?_“yg?t peF‘F?e“é UHFE P gt fen 4 hauryin & el plaffs wip Suf§'|‘ W@ge%is and the MTS
assay. distua brecigiets yeke Ggrevisuglized fricDbf)chaagesad/thaancbumiof MT$in thies Sigi@natants was
measﬂéh ﬂ&bs%ﬁ)larﬁg talugp ﬁmf 'A‘i‘l%&%&%x‘%‘berﬁﬁ{eﬁ B iS4 AR bahdd a&t% &é(on 490) is

I nt act nbr anes assgy neasur e
prop?rﬁ@alé%tb? RRpSy OBIfVmE pills mAfsiceifsre; Shegy ey omRBINCORATE it canioland 0.005%
dilutfof oEBHRGmpdIed (F1Q) Jaf inditAind @ ect df @6de @lb@ancéiah ydlierGiﬁtlSl asigs

concin?rﬁtlogsgell v1a§1btg§%%rlél i%eq¥ (%eraﬁetgls E(BE'@ 'l%aeo 5(,/’:1 goncer?t%tlonnlf qlgior%

(00184 Celblasiviareonse A IEent EPASToHes IGHasin A Tsabtioyiated with the reagents at
the ugj’oﬁt&i d@% Hifutidny foAS(SIﬂM at 3D m&a cultdddlcel Wﬁheﬁﬁrew@.ﬁ&g a lactate dehydrogenase

(LD ra(s:)sia)y %%ﬁgs%er cgl(cg)e?l %l f[]]ué)gescg tm&rgﬁ re‘?ameél 6%' Xg% ayt cell membranes. The
LDIBeseiaxugslres the patitvityedf LBH, vibish & aucmsd@tenwmsxslg@si wtalyceﬂsearcf lyded | Lyactate

dehy@roée'nm xteleﬁ' wf]s%gsﬁllred bycﬁlol'ba&bl tat 496 £9) A8k € halS BehbhtRn w1tl(1j the LDH assay as
recoxajéettpg g]ﬁ g? H{a:éxfactﬂrlérc goe(§6 g%l lg.fhf)aég\te% %%lltgltsi' A&gy,lPéomega) All studies were

per. fqrrlnéduusitlplaate cLDPhreIEdSGs difatly pspettianahtckbexbaurh @48 mn (OD 490). Because
peneQ;ftiQrt it rﬂﬁuc%lsgl%ﬁ a8 ﬁglyta hl%ltl}f{é f'éu%r clslt é(xlttﬁ)pfs weld |u§eH| foeigteﬁﬁfle lth% dilutions of the

equal to
o B b e St 9 TS s o o
profRRBHy &rrebsdigimxviebitiylofduitur¢deblBaprBkimattly egel to seompkte 8B fltuistfinding waf
corkl s MIBBRELEH, ARBELYBP 0D LRAAdIU PRI 3h6:

X jor, active role in her e was
e 4 P AR GBS B o G P g ves miniml L“DH
reledsd foehzant@ el ahdth€e BOHSedVith 0D ONBlutdhs dibdticompeipds{FIGS2b). Moreover, both

the P(BE r%de%@hblftp@ga% Y& czltuggaegmnshgﬁ ae&’: enﬂﬂgn &ieg%%ﬂﬂalsa@t; iff cell lysis (Fl‘IG.

tures denonstrate entrat

2b). @@wvﬁaé}mdmhwéﬁw ops§rveddn pultprgdscells freqtqd@th thogs peenty/pHegeshpetjvity
the direct lyric effects observed in cultured cells
treated with these agents suggest activity 29
i ndependent of endogenous |ipase. There was
progressively nore LDH rel eased at 0.05% and 0. 5% of
the PBF and deoxychol ate. gpnparlng the effects of
the PBF to deoxycholate in Cell culture led to the
surprising result that deoxychol ate caused simlar
| oss of cell viability, but less cell lysis. These




Cal cein retention was determ ned by tissue
fluorescence using purple (411 nn) |ight and visually
observing the enmtted green (500 nm |ight using an
em ssion filters. [00183] Histol ogy was perfornmed by
i njecting stock reagent solutions (0.5 nL) into ful
thickness porcine skin at various levels (epiderms,

mdeﬁtﬁ&ﬁ? o?end@%uﬁhﬁ?s@ uhﬂﬁ%yﬁogwss?\éf}; ﬁl))re %hl?elé!aseg a ﬁ?o)éﬁd JYIE6¥ the PBF and

I nch need

de°’\¥?h§‘ﬁt&| ‘F%Hm&rh& ﬁf&c‘ﬁ RheRBF & 4%0’%5?*101%@ °?5‘c?f“8¥f'nlé‘P tp fhe gyiRsisig Reqylt that
deoxty$helate cru@thimiddr lossaulf cillavtabifitg, buti@s dekilyge tThésk Sdi@expectady déididtrate that
deo%éht)l% aétsqgﬁ'{p@tlé'ecwmf%énhm%% at 37C, nulti pl e 5.0 mm
i opsy specinmens were obtained fromthe injected
sites, each condition perforned in triplicate. Tissue
was flxed in fornaldehyde ﬁﬁ?%?fln enbedded and
‘ pe md @ o1 §s il\Bdréine tissue

[001921 Q’br@ﬂé tﬁgle Q'){so@takﬂe&erl)t dftr s&gc‘é %fl %&9 lox‘?fa i%; ﬁ{\ﬂﬁ\um of four

blinded to the _treatnent rotoco
houry, °6‘-°| e Fé%?ﬂﬁ%éﬂew@am% gy Efé’t"éflgﬁlie (GRiderrpis g éer@fooéwgch&fOPsy with a
scalfehadEimaet Futgpainesueti@naedh aeis tlebyinatathgl hdr WeT°€ with Calcein-AM

(Sigrﬁ!l) n%fl)c@ tea%)egts i:rg' §dﬂ§d to EL g‘t ()&ﬁxgﬂs&‘ﬂ&ﬂ&ﬁaﬁe@fﬁ g? }npx%t 1@(‘,(9 ? ntlg agitation.

Cal%lafeteeqog wéeterwéwtﬂsu&ﬂwsweuw@rﬂaw lemn)(halé graltvrsveély observing the
emit@® gréeh I0) mﬂgmgsmm edisonamaqy. The PBF and 5% sol uti ons

[0019% }Fs?o?qg%/ wza: é)er?orm d%g?néeat}-nrg st%c rgeadegtts%r )i} OSS g totfull thl?knessdg?rcme skin at

variqup lqetfsdRiderpng, deetis, armiédxcmnecruﬁnwbw@rléaﬂemrmgfsand %)pge@ge rPeSringh needles.
Nee(ﬁ.h@ptﬂ wisfvaiAna elohgrthd‘ raatrgncﬁltde pdrtildikshd Wide tlké%téﬁ@&'@atﬁrhﬁg the target tissue.

N

sitest qaghgbrdifiorf mforgxp@g ﬂrmén@ (l"iismavas 3193)1 in fmldqhe@g;@.naffgl -eiphefided, and stained

wnhslemxinnrc@sm shdcfuRfd vere eQdhualeD 8 ftdrd-Geifibd déhnRbdthoidgisQfho was blinded to the
sh tissue. [00185] Cell lysis was confirmed using a

tmm@ﬁF@@?W dye rel ease assay. Cal cein becones fluorescent

[00184] tFessh roycabe eklinyvgas gsed wrigterm@e if et efferteof these deterigénssubdtpntes braouitured cells were

snmla.m:l ﬁs%e ﬁl%] ia cﬁﬁm&@ he procﬁ@&)ﬂ Uﬁﬁrk b&plgﬂ?‘&n{mﬁlcitﬁgﬁlabledc@l@gm fat tissue

under . condi tions t cause [
treatF(&,\g héhe Pp%glgferdiaeggtl,v& é(ﬁtr?l Y§8% tg%hé"ésnaé%y i The F%ﬁ anfi P ég(ﬂ]@lons of deoxycholate and
Trith@efrbeaSpdsitigechentrolyidédonitaed glysepaedhle todd df purpleliye dihdiGitingel death) in the treated

fat s%é%ielﬁ g"ll: Id ere 4c)c 'in %Hp‘ha%ﬁnr:ﬁblé gg‘l ﬁ)g Q\MHBIQ C X %?no ﬁ?@% %‘E%E&% 918 absorbance

eter OSI Ive
(at 49D i theewperne%rﬁs CGFGCM fion Belratntiet spLipgEEa. 3Pherlliipagenisiharyiegificant effects

mn&ﬁﬁ&ﬂ@ﬁmﬁ?&ﬁkﬂh@@gfr0ﬁ1InjeCtlon of PBF, deoxycholate
chol

oo TURY PSPt u M o =l L B s B G
and 5 ePfainpd ip kil et hinle dntagt colyjinembednése Becansesit dops nafrlabetdsadtcnlb@@i is lost under
concﬁtﬂ)Hs?t@a@cabéé c@”ﬁisgleﬁ of dr Jeﬁgﬂuoﬁg:)zncaiﬂ@at ErJéﬁetsQﬁble@ Raded S/hl%ﬁ@aye calcein indicates

cell EIS ﬁ é) \%%1} ges g)g %gg deﬂxy [aﬁtng,tana rgoenrdgt%rgit:n?(pos'{}ge f(ontaol) exhibited
mmbrbﬁpﬂWg%aﬂ@edlssolutlon of adi pocyte cell nenbranes
{00186}l mamst&l&g&rcu&gés @3z ok $njddGoh OBHBF] debkyénafate ARLEYhi @6, laktlsBown in FIG. 5.

T TR (T R

to thnggsaybed by memen G ég)raangrawdncathpmhvyo wdlltcharacRfed jabgraiory detargents. These
champbsWele @fpareil 311G Fat bl nfIdHE hRirked HhFiS ?@Iidvt\]%foﬁmyﬂ of |achi} vtk &llh@zﬁbr&nes with

imens treated with deox e |
dlSl’LEﬁIB Oélé‘iﬁlmalélt lg}uﬁbﬁfhgecn%vgfeée% eé mjeﬁtgn eﬁ;gﬁé}&?’%}: I{} Hg) angl gl,oxycholate

epiderms, derms, or adnexal structures after
injection of the reagents with the exception of

Enmpi gen, whi ch caused | oss of fibroblast nucl ear

stai ning and hyalinization of dermal coll agen.
Moreover, from clinical reports, it is apparent that
a brisk |nflannatory respongg, such as erythenma and
edema, occurs after injection wth the detergents.
Repeated inflammation can potentially lead to
fibrosis, especially after multiple injections.




fat and nuscle can be nore sensitive to detergent
treatnent than these other structures at the tested
concentrations (simlar to those used in clinica
practice). [00188] Through a series of |aboratory
experinments utilizing fresh tissue speci nens and cel
cultures, it has been denonstrated that the PBF

(FIGPP LP{I@ rS{” démb'xﬁ@aﬁles 'rrﬁlscﬁ:Lﬁlg& Hkﬁﬁ?&u §trolplm aﬁ&tPEf) Bﬁctfog r anﬁJr changes in muscle
di ssol ution works primaril uslngg non- speci f

g Y Bl (e rpemss g 5 e P ARGy Fgratn erons. Ther wr
no cleugasit iht epddatnss, ddrmia | ok adhéxsismetutey Fiesinjecifradt the teggahtk With thdx&ception of

Emp@gne§ﬁaltcausédrwsFwﬁ%{oblgs?mggf%&ﬂlhfﬂd Bﬁf&ﬁzatﬁolﬂgf;&mga%oﬁgﬁgf I’chﬁeover from

cause solubilization o musc connect
cliniga] rgRoff I 5 PPRIFRILIS} EPrisiS BRATERAOT SBOPICH DR BYthor @ncsrlgnes, asgiiryafter injection
with @@ Hp@geats t Repdatel n@arknmiti oA daBpottsieatly e tkibEsie |e§pec1etll|31 @fter multiple injections.

F 1bchF RR Baﬁqeb&%é BQ(Q/LIJaIrbgt]lent!\@ﬁ c}e{k?o ed% %ulgsc 1&1\4& oﬁ 08! a%grl P%El administration

hese prior art formula Pusron i's
that %’ﬂ}ﬂﬁ@trt’sé]de T sevsel ;epds- t hat phar macol ogi cal ly active
[001si7¢ttmog>gia fifidingS1d¢da] thes thineGabfeahBE Sndalscaycﬁattemne samkeuhihiteicﬁﬁrcﬁsrupnon in

fat ar% md.lg ?el Lut i qu azﬂ?n? %ffe@Sﬁ‘H{Q L 1de1t'mlsqienm% 8%EI§§T‘,Q% ﬁ nﬁ?wever Ehmplgen BB, a

Ut deoxvdl
potetﬁ gpqrﬁgy ﬁqteﬁﬁgﬁd@d prg@mdgﬁto ogigeffeets aadermpl|cpliagan Kc@p@ctgﬁ tissue). Alternatively,
fat aﬂdﬁu@cﬂb&&h lfelnﬁ)ﬁeléa}sltlm& &eltdrg‘éj}t%ettzﬁﬂt_ tﬂﬂﬁmasestha'lsbuaures at the tested concentrations
._gdeoxychol at utions w thout
(Slmgaﬁté’;ﬁ}éﬁé’ts T é“yﬁ?mlgta?crzicme?dl rectly into the |ipona. The
(00188 Jtrovgh a epf ieStotftlalsora:tctrud(yennmewmmgrfath@whmclmdneand edllenlgenstit has been

dem&kifaRE th u{aprﬁ m&m@t@d@t s%bclﬁlﬁx?e(?us mcttoat fox' fﬁt c@mafq@t erlks%ﬁMﬁﬁy by causing
ucl bl e “clinica

are_repr hu Al ed
o GRRE 0L BT EEioSH| P LY SPBFaT o e fpecteay, heprsen
invetitor@eanated thit thasevietérgeatd caneryclelizitiah Dfd'ﬂ,Sm&ﬂe andl amxeymh @bsad Sherefore

sodu( &QJy@no@e thd%ll!: %R 9@0&5&%%%&%&1 %gﬁssol mhg{;bogl idy cl]ionnelv(gs the

DC, was excl se tr eat nent
maj o ey cRerrgicr: AF thesfdiof 1 femuiations e epaciywep mswptrt?é bie%tag@af
pharinhcpIOgI@a]ly RECIAEEEGts] sBch\ab Bile lbd It ar€otatSblybil(zEh 63 celb@gmbrankst h a
wel | demarcated area of henorrhage and necrosis on the
| at eral edge extending int xaEnEl@Uﬁ ddl e of the |iponma
fat which contrasts W|th t he ormal Ilpoma fat whi ch
is lighter irkliBgalE I
[0018% \PethtShading My@nbs, Kdﬁi@h rkeldtecﬂfoﬁaatldﬂf ofb(emtrstmag\erearnmed with sodium

deo (%glat?{ﬂ(ﬁ ) Vﬁigné) %ﬁhoggﬁgﬁchﬁhg%&iy%e ll Qt%ul ot ma?tg ?f gus saldy
demenisteagerthaf thg detergprt effects qf dyoypghelatg seerrpa dat @tam@ﬁ tipsges @fe Fepraggcible clinically in

humbrs PAINESctAlib@Nas e fehRatimBRtafiedhtZedst bt MbatrRinZW@ihGANed Eokcalrations of

Tr eat ment i Pre-treat nent. Post-treat
cconyeyige (Tl 4 iAo oy Bl Vyn S B U BTy ot
pathdlogh@! axd ifstBdicd afelyPts penfirn2d. 5Within tBe eRci@@lipem n&fosia isOBibje gossHAFIG. 62)
w1th§ vfel@g/é}ngx@ged%re§o/f>hem(ﬂ‘rh%e Qin ngcrc;]srs Zr?thczlaté'g ea(ge gxtQng m(o]ﬂté@alddle%f the lipoma

1.
fat v\'hﬁ.bvé)inEaétﬁmt}btpeenoanal hpoma f/ t whlc% 1s%1ghter in color Hlstologlcal ana1y51s (FIG. 6b) reveals a

well defined area of hemorrhage and necrotic fat as well as a significant inflammatory reaction which contrasts to

the adjacent normal round clear fat cells.
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(1% Exanple 5 Treatnent of |ipodystrohy in a HV
patient with sodi um deoxvchol ate conpositions 1001901
An H V |ipodystrophy patient with symmetrical fat
deposits in his face just venial of his naster nuscle
(sort of in his cheeks, Iike acorns in the nmouth of a
chi pmunk) was injected with 1% deoxychol ate. At 1

month  fol | ow,yps, ﬁé&ﬁ{ﬂ%&ﬁ;ﬁ%@@&%@& tledUCti on

i n—deposit volune an results of this

stludy, . demon§t r at eS#ekE® t he effe%t 8izeffm)eoxydhol Batel Treatments
seenJdpoma . 1§ o Pretreatment . .1 OSHEIMENt | hl g (% DC injected)

UII U 1T ™C 2

cliinically in humargx1.Bxanpl ¢ 6 Eflfzext)so of sqdi um 2.5%)

deoxvchotaterand——sodiom 3

dgoxychol at e; phosphd09 dyl choli ne déPudsbns on (5% and 2.5%)

nelanocytes [ 00191l Vel anocytes i m el anocyte medra ;
on_a 96-wel | | di sh2fRK&ifferenti #BE'E 37C|in 5% and 2.5%)

hgm difjed, 5% O()%é)8| ?Q%Jbator forﬁggv\ggél N VI a was 2

aspi rated and wash h 1xPBS o \er e (1%)

trieated W th differgot concentratl of DC|(fromO02
t0.0 5% with or GTRGIE | 94PC in 19DBS. Eadh %)

trieat ment was done hpRotri pI [ (_at es (kgble 4). The 1

pl(at—es,—\t\epe—rneubai—ed—ax—slc 504 CO,5%)
i ncubator for 30 mnooThe in ubatlafﬂer&Ipﬁmes vier e },
aspi+ated—ant—washed—wi-+h bBS — 60102 16—H—ot MESI )

L) 1/\[ L. L \J\JJ.JLJ LU L Ul V J
(3- (4,

5-di met hyl - 2-yl)-5-(3-car b@,g%pi@g hoxyphenyl ) - 2- (4-sulfo

phenyl -2H-tet razol [ um i nner salt) assay sol ution
: ofylipy ohy HIV paktent ith Qstin-deoxvehiolate compo Rgons

(00190 An KBV llp])X)BB)‘.B)ly paﬁﬁOWItlﬂ syetrldm&t depaditslih hi® ﬂice\l}ﬁﬁ vaatd b dlis tn@ster muscle
(sort %ﬁs W@Jk%j ac$ Sn BL 5u%soffa ;lixtf %u@!& @Esﬁéﬁm cvﬁh iw%g@ﬁo?age % 1 month

non-
follow g dhare ey arﬁo%pee@tentcstﬂh@%lﬁé@tpeﬁ*t velimepgdoth pides.[ To 10987 ofthigtudy
demdnbtiaté Sat 1A @Sctd IP @eoﬁ}éﬁdl’dte\/séén offad iR ;ﬁluﬁdﬂ@s@l)ég 8Srepridusionlt t1iA{¥hlly in humans.
deoxychol ate sol uti on and sodi um deoxychol ate wth 1%
phosphati dyl chol i ne sol uti el 75P is a nel anoma cel |
I|ne (P represents poorly rrefn% atlc) On y-axis, 1
ffaetsaf &4 ' A iim degxsicholate : edolutighy onQgelanocytes
[oolm m@ﬁﬁucﬁ@tm ﬂﬂﬁlo@feene% b’n/@ 961-»»@5 &sh(veemcfeﬁﬁﬁaea ht@VPCaﬁ a MhideRd, 5% Co,

mcut& é)bg?gl lf E/fgla was am:lat% ¥ egre q’lbi{ggé?née lls welie treated vvég different

concndyatipds of BC [ofeomelt to 0.HH) Wi, 00‘4@'&9‘5@(’% Réhin &8 ;E@Meamw wafgene in triplicates

(Tab@‘i):j 'I’iiel p@:lﬂzs szle §9ﬁi£t&mt sy ﬁm&lﬁgde.i /dMJé tﬂnc\;lb{@or for 30 min. The incubated plates
hat i choline solution increases the LD50 by

were aﬁ’“@"dfaﬂﬁl Yﬂ”x@?“f‘ H6%84] Results of this study
[0018P¢ NOME bIMT (344 &ddinadigli2tyi)eSH(3 -Gﬁboi%ephqﬁlplm&)t&l @yphlobighyl)A-tetrazolium,

mne1J SQB las@dytsg‘lutgg Q/pstpq')@hrg' (bﬁe&’iotut Q/I”I* D&Iﬁomega M&@sog RAR)S;%PMQ IQIBSE(;OO ul of MTS

makes har der

solutiop g fateg togach vetheiert et A %Plarsewaem“ae%det 3f7r%’fﬁ“baé‘ﬁé“°t‘1‘1'ﬂ§ﬁed) for 120
min. ODeRs fakkh wanipadroghotolngeraedod nki | 1 i ng power of DC. Tabl e

[001&5& KA &;7 ﬁﬁgﬁi%; tﬁessuﬁfvgl%m%le{ng%gﬁ @Jdluw dt:cl;(/ atQ &Etﬁllorfe‘agﬁj so%n deoxycholate

i BRSNS P T FRR BT A e BT RO P BF Bl On -,
repré8&ifs\ 0094 s;lg%lmfarﬂmbkb 14dd VAl % Geicemtrtivhis die MGV, DDS50Q86n Eenit4idn at which 50%
ot fslF 5 A i by J schofy 1B gl el s By o

0.04%) sodivgn dgoxychglate (Fhq glditjonyd sodium deoxycholate with 1% phosphatidylcholine solution increases
the LD50 by ~5-6 fold.
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. 005
. 109
. 197

0.128 0.113333 0.68 0.226 0.263667 0.770204
0.259 0.103 0.306 0.01 0.124 0.112333 0.674

0, 220667 0.644596 0.107 0.223 0.106 0.242 0.05
. 056 0.047333 0.284 0.207 0.232 0.677702 0.038 0.214
.048 0.275 0.1 0.009 0.013 0.078 0.191 0.182333

. 532619 0.014 0.168 0.016 0.188 0.5 0.001 0.004

[001@4] &%lt&f@@s&u@» &Q@;%é’»é’ee Bt Qilﬂ%@n o@i%@%sp@a&%’hom% % % %&ﬂ; in vitro i.e.,
chol ate an m

e rESORAAC PP SHBS BRAE RO RO T RS e WS S Padpragirom,and s

doesestenh[m@'ll@?ﬁ]llkﬁldlgpmbﬁx in adi pocyte nedia on a 96-wel |

OO0 O0OO0O

d| sh ver erghid 4 %%Béyﬁg Sitbr ﬂtatl;'}e%gvﬁl{b@oﬁ}jmd%cf 4 ﬁ’}j ’PC5/0
j n“-'hﬂf nr _a_mef,kﬁ_wem_a_mame ted

washed um BBS once. s w=r1\gelf“r°@’é‘tse1l Wi t h Porcontase

qi ff)é f 8 @Elent rva't | O_,w,wgl?:ng_& (Judp-b {l@o C 'e5: i\ﬁs‘ufrylyjng%ﬁ

oT UI%I. IIJUI. 0.!.63/0 \./OI16666I=7)K DS. 1 CdaCTl I. Imsllcn " 33 OITe ‘I_T

tTTpricatey6C T ), The ptafes ygge T eubatedrat

37T N a hpip7drfied, 5% CO2 T neubatgyig for [ 30— The

i NeWbAT £0 PisT eS| 0WBES ASPLgal el angha§@STET 3638 | 1.040896

[XPBS. [ 003.8®8] 10 nL of | MTS (3- (%, 0.239 ‘

5-di nmet hyl -0deyT )| 5- (3- car boxynmef hoxyssheny|)-2-(4-sulfo

phenyd ) 2He1mst r alzolii3esm | 1 neer sal tg22assay wmbkest/i ©No. 770204

was preparedod( m xed 40 uL MIS (Pronezia, Madi son )

per 1 nml 1&FBS).| 100 ul |of MIS| solaAbon was added t

e Iwe| | 6124 hel pIREBs, THE4pl ateD.-Mére | ncazbeied & G 4596

37C incphaf&¥’ (non-hunmidified) |for02230 mn. QD was

ttaken W tho-é%prtrnphm oneter _atl 4903 m [00197]1 FIG

8 i10Pyst r 2083 + R 0847333 {121 08¢ akbi poti es |n &Bdi um 0677702

de nvyr-h 6l a Q38cnl utionand sodium daw\éighn ate with 1%

pRespha id hohi-ne—soHit-on— The st Rocyle col Lslarg

A Q09 o 308 L 078, (1~ OTTOX " 77 [ 10.187333 7 0.532619

FJI I L= 4] y WOF4, IL(J.T\CIIAII I COoTIl y LINLEE AR %.]iégl 00 ) L.

attrPocy €57, 016L,Uh tﬁ'u'i' E\u a v'! t+o—10o @ILS H-ty ':JEL\AI’ €

t et dih o0k YT OX{ a1 1T Fyents f % 00185

SUTrvrva @@ mof DC TS ddced. 2Vl C?&)QUIIL it T atl

are Wvis gpp0 (concentration a i gl 5090 of thefat

cel'Ts are dead) of only sodium 33 deoxychol ate

solution for adi poocyte cell Iine was found to be

around O. 02% sodi um deoxycBahgte. The addition of

S(}):‘ec sn}" % D B 30 :_: on adipocytes
[001Pfé sﬁsllpt’@tebm a‘IWﬂCﬁe @Gduad{? a G@W‘ﬁlﬂbtﬂ W%It @ffftrwmteda*tj 3 |(f ne hurmﬂlﬁéﬂ%% CO;

incubHEYP BPAWAek. al5ekie ey dgﬁﬁtedl DB vRhdiSitR POBS t. Bellseitkdtdd with Biferent
conc iR o BC LR I BA O ot T B DR hath S s il

(Tabder§dl Thetplpges wete msubptort at 110 mnpdenitifid, PaE0.dwhyatok fot 30 miy Thomgabated plates
wereodgplrgg ana'@ghe% with lﬁ@spocyt es after treatnent with DC

[00196] IX mL of M’IDSC(3 -(4, ]5' d1methy1 2 -59(3 -C rlt)o?(?meﬁgxﬁl%g%)-}a-sulfophenyl)-ZH-tetrazolium,
inner salt) assay solution was prepared (mixed 40 uL MTS (Promega, Madison W) per 1 mL 1xPBS). 100 ul of
MTS solution was added to each well of the plates. The plates were incubated at 37°C incubator (non-humidified)
for 120 min. OD was taken with spectrophotometer at 490 nm.

{00197} FIG. 8 illustrates the survival of adipocytes in sodium deoxycholate solution and sodium dcoxycholat% with
1% phosphatidylcholine selution. The adipocyte cells are primary (i.e., taken freshly from a person) adipocytes,
cultured in vitro to maturity before treatment with DC. On y-axis, 1 represents 100% survival when no DC is added.

All % concentrations are w/v%. LD50 (concentration at which 50% of the fat cells are dead) of only sodium
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surviving Percentage surviving in Percentage DC in DC
onl Average survivin % DC+1%°C Aver age surviving% 0%
0.036 0.113 1 0.191 0.200 1 0.112 0.19 0.114 0.22
0.005 0.52 0.111 0.982 0.195 0.186 0.930 0.105 0.178
0.117 0.186 0.01 0.067 0.131 1.163 0.174 0.178 0.891
0.133 0.183 0.13 0.179 0.05 0.01 0.09 0.079 0.167
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Example 8

Effects of addition of phosphatidylcholine to 4.75% sodium deoxycholate solutjons on viable adipocytes

[00199] FIG. 9 illustrates survival of adipocytes when phosphatidylcholine is added to 4.75% sodium deoxycholate
solution. On y-axis, 1 represents 100% survival. All % concentrations are w/v%. Survival of the cells in the absence
of DC and PC is on an average 0.113.
[00200] Results of this study demonstrate that addition of phosphatidylcholine to sodium deoxycholate solution
does not necessarily contribute to adipolysis in vitro, as deoxycholate is both necessary and sufficient to mediate
100% adipolysis of cultured adipocytes. Furthermore, a close examination of these data (Table 6) shows that 5%
phosphatidylcholine actually inhibits adipolysis slightly, which is not surprising in the light of the 5-6 fold increase
in LD50 conferred by the addition of phosphatidylcholine (as demonstrated in example 7). These data collectively
support the notion that sodium deoxycholate is an active ingredient for adipolysis, and that phosphatidyicholine is
not only unnecessary, but actually inhibits fat removal.

Table 6. Adipocytes after addition of PC to 4.75% DC

Adipocytes surviving by Percentage
PC adding PC t0 4.75% DC | Average | surviving%
o ] 0 0 0
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PC adding PC to 4.75% DC Average _
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(00204} g}(‘h é%shaw%@gprgln%gloaofzpdﬁ’ ]%F \Glﬁl-}he f@@a@&?ﬁa%gs rﬁlqugglmg 1t could be

by reBadmEGonik forBPinhibitor (e.g., example 7 shows that PC inhibits DC killing in vitro) or could be by

retaining the DC in the fat pellet that was spun out in the centrifuge. But it is evident in this experiment that the

presence of the fat limits the killing properties of DC, may be by direct inhibition (like PC) or by sequestration (i.e.,

into the fat pellet). This can further explain the observation that injection of DC into fat spares the surrounding

tissues.
Table 7. Inhibition of adipolysis by pre-incubation with human lipoma fat
Control DC 0.1% DC 0.1% + fat Fat

A375M 0.598 | 0.602 | 0.616 | 0.066 | 0.063 | 0.063 | 0.456 | 0.382 | 0.365 | 0.494 | 0.517 | 0.601

[ Actual 0.598 | 0.602 | 0.616 | 0.066 | 0.063 | 0.063 | 0.456 | 0.382 | 0.365 | 0.494 | 0.517 | 0.:601

Average 0.605 0.064 0.401 0.537

Percentage 1.000 0.106 0.662 0.888

CHL 0.63 | 0.683 | 0.663 | 0.064 | 0.066 | 0.064 | 0.402 | 0.426 | 0.378 | 0.612 | 0.623 | 0.646
Actual 0.63 | 0.683 | 0.663 | 0.064 | 0.066 | 0.064 | 0.402 | 0.426 | 0.378 | 0.612 | 0.623 | 0.646 (

Average 0.659 0.065 0.402 0:627

Percentage 1 0.098 0.610 01952

WM266 | 0.548 | 0.56 | 0.567 { 0.07 | 0.061 | 0.058 | 0.281 | 0.308 | 0.314 | 0.48 | 0.507 | 0!533

Actual 0.548 | 0.56 | 0.567 | 0.07 | 0.061 | 0.058 | 0.281 | 0.308 | 0.314 | 0.48 | 0.507 | 0533
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WWR66 0.548 0.56 0.567 0.07 0.061 0.058 0.281 0.308
0.314 0.48 0.507 0L533 Actual 0.548 0.56 0.567 0.07
0.061 0.058 0.281 0.308 0.314 0.48 0.507 0L533 35
Control DC 0.1%DC 0.1% + fat Fat Average 0,558 0.063
0.301 0.507 Percents ¢ 1.000 0.113 0.539 0,907
SKnel 28 0.583 0.643 0.620 0.061 0.060 0.060 0.290

0. 304 0. 302 0.569 07591 0,616 Agtual 0. 58360643
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[00204] Unless otherwise indicated, all numbers expressing quantities of ingredients, properties such as molecular
weight, re:action conditions, and so forth used in the specification and claims are to be understood as being modified
in all instances by the term "about." Accordingly, unless indicated to the contrary, the numerical parameters set forth
in the following specification and attached claims are approximations that may vary depending upon the desired
properties sought to be obtained by the present invention. At the very least, and not as an attempt to limit the
application of the doctrine of equivalents to the scope of the claims, each numerical parameter should at least be
construed in light of the number of reported significant digits and by applying ordinary rounding techniques. |

Notwithstanding that the numerical ranges and parameters setting forth the broad scope of the invention are

approximations, the numerical values Size (cm) set forth in the specific examples are reported as precisely as
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preci sely as shown and described. 37 WHAT IS CLAI MED
I'S: 1. A pharmaceutical solution for subcutaneous
i njection conprising: a therapeutically effective
amount of a bile acid or salt thereof; a
phar maceuti cal excipient; and optionally a lipid,
wherein the ratio of the lipid and bile acid or bile
wiiahd cisviSsss than 1% ww and wherein the sol ution
does not include |ipase or colipase. 2. The solution
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wiotb aplicbaw/ k. wherei n said solution is aqueous. 15. The

sol yt i onpRfonGibRdfMaitn W}@{eﬁlsﬁd s%ﬁh&l lstaa@r)@peut ically
effective anpunt_ s e di ssol u

ski P ti g”HlF é(ilﬂtlﬂlbof clpign 1 ‘ﬂleﬁﬁfﬂ%tgerﬁpwlcﬁ“éﬁf‘j&tfvﬁ @rmtuﬂt s ef? Give tor fat
disaprear sincightefnga skin condition in a skin region of a

subjgct £ QBRSdIt&diGing, ﬂﬁqweﬁbﬂ%@ &h E]Jﬂg:mluﬁféﬁl Inla¥xit RgiSPdfd subject comprising:

skin reglon acorrposHl on conpri sin
administering locally to said skin regionl a composition comprising:

(i) a skin-tightening effective amount of at least one bile acid or bile salt,
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(i) a skin-tightening effective anount of at |east one

bile acid or bile salt, 38 (ii) a pharnaceutica
.excipient, and (iii) optionally a lipid. 17. The

nmet hod of claim 16 wherein said adm nistering step

i nvol ves delivering said conposition via a

subcut aneous or transdermal injection. 18. The nethod

of clain116 Sr %ma%wmé%hgngﬁgerlng step invol ves

delivering sa vi'a a dermal patch, a

punp, or subdéﬁhmwmﬁbﬁéwd 19. The nethod of claim 16

whenei n gad dettd 61 dkins { 6orHeel sad ARinisPNRlseHvdIRE deVRFihdWid composition via
asa%t%wos ggl&&a eBocr)lplcally or subcutaneously. 20. The

Thod: ¢ $ "ﬂé wherein said skin condition is

sel d&t ed Tflerrm'ihOti pieclagt Buherelp prid agministgringfstep inynbugedelivekingpaid composition via

mﬁ&ﬁnmaghagm%&ﬁmﬁgﬂmaﬁkties of the skin, and wrinkl es.

R IR W N SR Y T —
tortinaldyer Sltballtafleousthack thigh, ankle, or stomach. 22. The
met hed OfThQ&@io%ﬂc@umlﬁﬂeﬁ sﬁ@ékﬂ c@)’diﬂ@n @&leged ffom the group consisting of: loose

Ch0|IC acid, 2 thod of claim 16 wherein
Sk@’ég‘ﬂ giie ‘geablepties pithes Efl”[‘ffﬁ" &kychol ate. 24. The net hod
of &llai mThEmetivd pElam Hawhdrelp isdidreganl of skings wdal Exgnander chin, under arm, buttock,

ch@ﬁwag b@gketh%ﬁ]%ﬂlesorlét}gmgcg 5%W)W 25 The nmet hod of
cl'aim 16 wherein_t he o of .said id.and said bile

aci d?or 0¥ ‘éeﬂé"ﬂlofdai“%l%”ﬁle’te’(’i sajajile ggid s de? cholif¥idypt hod of
cI ai2m 16 Tudwestieid af dadm t Whepinckid iSle pltdspihart dedytiohel i ne.
2khe gl llﬂ%d gf cla‘&h # wmexlﬁ sml'é ?Jltns s§cﬁ|lngdet))ly9ﬂogte a§d is up to 5% w/w.

phosphatl dy chal i ne and ,
met Hod of! ?:‘I“%‘i‘%“i%a“{}\ﬁe”}‘bé‘ieﬂ “§éﬁ“&l°fé€}ﬁ%‘§ﬁ“‘f‘ FaﬂfH’”F %"‘dai’ﬁ bile salt is up to 1%

wagueous solution. 29. The nethod of claim 18 wherein

Sa' &aqu%ﬂylgetr?og'o%dm‘m J}h%ﬁmtsé?& ﬁalbd iéé@l)éré cLiBH'a[ﬂ?lhg 500 ni.

r reducl ng at deposit

| n - &TsubjTeeretiod afsais i%}wemaﬂ%wﬁ lgaheﬁph%ﬁ@vlqh@@amdys updp 5% wiw.
sai gsubqué anea uscm‘uata xdeﬁmsmd co&pcﬁﬁ&ﬁ@&i akphe@i} solution.
¢ OWQI S| € m%gm?d o? claim w ersexsr'l(gal aequ ﬁes{)lflt%%g Yo? 1 Qoqlpm%ql‘]:) toOSfOO mL.
one Or nore eaC| a(SH‘} a
phar3fac eyt el foyreduging embmwusef% déppiitemg subjeghepmprising)
gplt i onal ljaﬁmxﬁlstlaﬂm@ iddally vma aibauahéa@s fsta&;;ogt aQBm;tolaﬁon chiRfr@ingnd

ile aci or

Che composi 11 o B5Reo et TritE et piopeis ol Pkl aLisns
31. The net hodi)ephaghagsutivaB@ verhrisaeexaipseiadd condi tion i s

sel ected from{iGu@hBURipd! qnlsaeiﬁthe Relo Sfthe B8 Shdlt¥e acidloRbile salt is up to 1%
redi stribution ndr at herni ati on,

f
Wi ARG Ry “Béi"&‘i?ﬁ‘f‘é‘ a4 §‘§éf§lé‘deyl’lp?sf) ¥ PEFophy, buffal o hunp
| i podyst rihphsthoddbeldro 8ewheredatbid foaditionvs sslented &bm ghd iggoarsdotisysting of obesity,
faggcﬁs@ﬁtltlog wn%xgg @}%H& fat hQMQ@an br?&fﬂet'c}fm s géegsfe Q$§gsul39r@}/buﬁfﬁg hump

around trunk and arns osits associ at
gy PP AqrgpT gl Igyseeral POy St UTETP i BPeSO PRHT Flﬁ“ﬁd body fat around
mamd aldis) ad fatdepbsitsasssddted oitiecbllfliteom t he group consi sting

eoxy@bﬂm&l oa&auq 30 &;ﬁamn' s8id é}fé ba is GREAOASOXYEHB LdnSisting of
ac i a

roxyl ate chenodeoxycholic acid
deloi‘yf’}f?g?:ﬁ& qh@;llc ag@ p]&nodaqxg%aé;agegf gﬁ]@M q_ghygré)r()épte chenodeoxycholic acid, lithocholic
actli] \33odgoRpEydliabtid, dihyamdkdaurih scidnyibldmxytducineratit@ndgtycle canjughtes of any of the
aglycine conjugates of any of the above. 39

39




33. The nethod of claim30 wherein said bile salt
conprises a cation selected fromthe group consisting
of sodium (Na), potassium (K), lithium(Li"),

magnesi um (My2), cal cium (Ca2), barium (Ba2),
strontium (Sr), and amonium (NH'). 34. The net hod of
claim30 wherein said bile salt conprises an al kali

rre§3al 0fhe A&y olf é!!nin@@ wﬁéi]é'u; Sgld g%tsﬁl compr%g% acdt fs H;%j:g J group
)

al kal I
°°“S‘iﬁ‘6% °5§%di'“ﬁlrﬂ“t B°tasgrn§ i Hﬁh’ﬂ‘i’ha“‘l) w@?&?}%éﬁaﬁzal'ﬂéﬁ fum (B"),
strontgimgB1fY), 3t awkvenien (NHERI d al kal i ne earth metal is

magnes ' ’Pﬁ%@t% clalffl@b G&’l’léljé’ﬂ s(ug:@lle salt) oomer@srah Hﬂa (n\%%?gr'an faline earth metal.

strontlu“é ({ [aim3 ereln
said biPemethe °fF1§‘m§6HPW 56‘86‘32%‘}?8} ‘éi°6‘“m§§a » TR IR P lithium
Lih.of claim30 wherein said nethod does not include

pe§6f or r&h@ et @ amﬁ 39 Q'he?‘éﬂ{ Hia b EGTn meta?fg a%,llag%ng@ggﬁ a18lm (ca?,

clai,m 30 wherejn said conposition is a
bariup (s ) P’y‘trﬂ‘ﬁ‘b‘éfsré&e under chin, under arm buttock,
cadt, beve kngthddif ghim 30 Whesdiromabite sifis wailvd dowphaad . 40. The

%é'] Od ’ng mgtku?dl om:lghq 33\@ e%l ldﬁl@thcgi d@eq mtmcﬁlﬁ Aﬂgfllfg]r%ﬁl ugﬁ.?% ofts dald subject.

cut aneous or trans erma In eCtI on.
f 3% ai T ethedn plaim30 whareip ssid bqr@esetlop i agipipipredocatbainder ghggnder chin,
undeiQifm, bﬂfoa@ca1f4>ack thigk ondednfaecht &fd smjeaﬂ m 30 wherein said

:S%SXHV\E;:. [ n S JTg Qlalm 3ywﬁ)eret I sglﬁ at}mﬁ% terla%ls by ] su%~I gtglgg)fs \RI?C t\rﬁnsdermal injection.
| i pi- ds. Thgspethodns clnrmt3h Obleredf said Flwemlswmuﬂmeqab fog osleorsd. | i pi d
| 3429 hosplakhsds CiRal30 Wﬁeréiﬂsdld Mﬁ&%l hﬂmzﬁ@ﬁd &Qﬂpos ition

d
oS AR e Hh Rt B R e B vpst%i seipe ©
0 G)"Ol% Wwetﬁlqﬁ o blainpt30 wWBeein saibdVipidis pesphatidipiciobinezgd whewin sijd ¢ogposition

inclu®@bdte 54 Qw oEBBd igRt hod of cl ai m 30 wherein said
conposition conpris en about 0.01% w w

Bt o Pt 3t 1 SCPPRGh S SR OOWVW/wm@out 0%
w/w ofedidiglelachfor bilegstlin 30 wherein said conposition is in

S Ohé,lt | Ofe met‘ﬁ&i of IR 36%4?9:%8@0[1%&10%&&%”1&9%»?éeﬁ‘ab%&b 61% w/w and about
sol ution i s agueous 49. A syringe | oadabl e container

5% vgorhstid Wie A or&lg <3 di ssol ving or “skin-ti ght eni ng
ef #2ct | THe mam@iuTtlaigf30 svhdpdid sald aduipekitidF isdn sb]uh(&l salt; a
phay maceutica r. veterin X CJ and optionally
a &lrpl (CJIFleh (g,t?ledorﬁolfuﬁlegwg o 1o Ohglgn 1(SJIEJq(l)lg e acid or bile
saf% t oA svaingt 19afabjecgoritainergomprisae: than | % w w and
wher ei n, ftath@ss&mgt& mﬂlgdz@@sg eHQLiveGRARINAILA bild 4Bid 56 LRE salt;

coli paseh " h1 e .I.glgg%bl e container of claim
47 wher®l ﬁrm§%d’cf 5T Y erm B 8di um deoxychol ate.  51.

The syr éptigelly Dailatykrein @9 retiedfisaad bilg feidedr bilersplty sad ipidHegreater than 1 %
wiw §8 WRddiSth QG 1uAdh d@és%‘t'&brﬁauﬁ%s\! 6Nblipase2, The sy ringe
lo? ?'(g ZPldetBE;{')rgltgegeqqg)le clpntﬁer %‘I Enlg)I 4; wﬁg‘%{gsald 1le grs?odtlum e(g(yglolate.
51. The syringe loadable container of claim 47 further comprising an organic solvent.

52, The syringe loadable container of claim 47 comprising up to 10 g of said bile acid or bile salt.
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