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t hereof, or sodi um deoxycholate, (ii) a
pharmaceutical, veterinary, or cosnetic excipient, and
(iii) optionally a lipid. [0017] In some enbodi ments,
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adm nistering locally (e.g., subcutaneously or

subdermal ly) to a region under eye, under chin, under

arm buttock, calf, back, thigh, or stomach of said

subj ect. The adm nistrati ot can be nade by a

subcut aneous or transdermal injection. [0039] The

subj ect being treated by the conpositions herein can

be a human or a donesticated ani mal such as a



cat, dog, or horse. In sone enbodi nents, the subject
being treated is a human HV patient. Such patient can
wbeoodns®sgjoi ng a H V protease treatnent or expRCT/E@RIOFYH2665
or susceptible to experiencing |ipodystriphy. [0040]
In sonme enbodi nents, the conposition (e.g., solution
[0041] BBonEGdalisensnihel tdmpbls)ltlobei gl golatthordqedoay seltion) bdingcheminisforetl Comprises

0.001 to I% /8 (YY/ th to}l\{({)jy %A) ‘?‘/W WiV I J? lvfé?eterg%feé Blhlgﬂe 'aaﬁ(gﬁa%d/&rbﬂe salt(s). More preferably

a compos(u@n @ L. s<§1510{5 hereim cexpprggf@g%lagl X VUWloblﬁ?re Bréfewely about 1% w/w bile salts such
as sodlunﬁﬁmyﬁlio&teer ed [ ncI udes up to 5% ww
[0042] lprpfgrglﬁ %{e cOmposi 1ons once a& Olr(l)l4tc;!rld arc!‘no‘?x%ﬁgveﬁ IH’Ql% qme Fu;tl{)%ﬁnore the

0% npf Sol'ttron or aqueous sol u on)
composnamhelmngte@reé@ab@'cﬂqﬂmms@@é withaqgomsutgisel peocedyreda.e ¢ lavogwtha} 0.1
[0043] R@orge%n%dﬂnenw Me faOdissHikMg Q)ﬁlh&fc@ﬁﬁiséﬁ)p t@[00b50| ), m:s dz( s)o 5,02, 0.05,

0.02, or 0?% glams ot?lbel ¢ Prd‘lhor&%gegex%b Iinie aﬁxﬂsra}n ﬂ)ble étsu tde rr%lo]éil /d Wi 7 salts thereof or

sodium depgycgolge.ef er abl y about 196m/m1blle salts such as sodlum
[0044] ﬂgge%&bpdh@ﬁ@semm%gll reﬁtegto%rs@ﬁ é’loadtalgl@cdﬁfafﬁg%h%ﬁsﬂlgs(l)g@a@lesolvmg

m ni stered are not renmoved from the subj
or skin-tighigping effsire@mot ef EoFFOE RMBIRFS OB Pﬁlvaﬂeéer%fﬁfé»fOéP%Flgm and/or bile
salt(s), oraieliXlydhiolid Aeid @€la it tH3RLE ordodiiit @bxyetlolapt QI @pHafneacduéical) veterinary, or cosmetic
excipientldalng §1§| oe%longlﬁ)a lj lji%g%k éll(;:rllatlﬁ ?g%g%g@:ﬁ%l F?%d%t tg%ﬁ?l}%(ﬁts iréater than 1 %
w/w and gheren thq_solu@ogdoemogcon’@m@lgase o, cglg)aseo r 0.01 grams of the

[0045] PB@raBly, tl%h@ordﬂ&[e@%@ﬁt%erebﬂ cbﬁprﬁ@éodﬁm&i@%@bla{él l e salts,
[0046] gfg)%s%é% E‘SF é‘?a er c[oBt@l& 1]\psr I.F](}OOZr(])éHS(g g(g ? %’tig WTL offt solution that is sterile.

[0047] Inryyresdnibodimends, the edutiomcanpsises amv@nlb a&@mr@m‘tfmhhebenzyl alcohol.
[0048] ﬁl%ﬁ?één&baaemg ind S&Jtﬂ‘o@&ongh&wbmwm 061 19K d ol kdaudh @m 84, or viv

fective_anpun a nmacol ogi cal éy
detergent&&?rlb{}%acalése @rdé)émegalt(%r Msllfe P@fe%%ﬁ;' (tlbf §3 utg)ﬁ a(}meﬁns a‘POélt S % w/w or more
preferablg edotit(1%0) w/woile chosayicds sddivm daedycholte. a sal t t hereof, or
[0049] ﬁl%?dle“e'l‘ﬁbgcﬁl%}fsc RELali8h cdal ths tB’ e 565"5@% 5 Cza',l 05,02, 005,002, or 0.01

I nar or  CoSnetle e pient? and (Tii)’
grams of g ey almeyletargmwpbllﬁ W@wﬁﬂq Sﬁ@ #eattxc%olmc@%rﬁﬂts Bereef o gqdigm
dmmym&meblle salt to said lipidis greater than 1% w w and
wherei n the sol ution does not contain |ipase or

col i pase. [0045] 6#%? Iﬁhﬁhﬁﬂ#ﬁ g ore
detergents hereiﬁﬁéo R AR R eoxycholate. [ 0046]

[0050] PH pfbéicagityls ynd fatenigpplicationcamentwed iai}ﬁﬁgpqg:ﬁicgt'@n 8@ bereip oorporg)e by reference
to the samdxte®tUs if 1dh mﬁmdgal piicakibi-or hterappBdatidn v sgektBlally §nd individually indicated
sterile [O 47] In sonme enbodi nents, the solution
to be inoprpgraizd § &L or gani ¢ sol vent, or nore preferably
benzyl al cohol. [0048] In sonme enbodi nents, the
sol uti on conprBREF DESCBIPHIQN OF THE DRAWINGS or 0.1 to
[0051] gloé’ %éfﬁcg\ﬂe\fnole%lar\é{rﬁ/cn%f & ﬂﬁ%gtﬁ}lc&ﬁmeb(bj RdiRE i&kcholate and (c) benzyl
e salt(s). More preferably the sol ution
alCOhOIconprlses about 0.1-5 % w w or nore preferably about
[00s52] Efb whapichitleeffsdd of Ph&pletidydeholBobileusn tdaalyiah®BEX(80% hibkt Pilrified soy

derived 1J£4 ?%s%dlflgx%e%(yg@meiahd %B‘% b§183|11 gltcéhgf,] 61%%“% MS%S §16dlr“§9%ﬁlg %%Q}Qholate alone
on culturgg} catigiatglty adeerdnats thsrteapliites offlstrtsepiinyagtion () MTE esseygnearieipeopiability of

keratinoddle! &pc%@d ib $he PEE A6 iGth HxyRBIHE Mne; IR 14cHiteldIBAIRBINaR (LDH) assay
Sodi um deox FERENCE [ 0050]

measuring LPHseleas lﬁ’églfsﬁﬁ@se&ﬁﬁth%g&oq&ogwIdf’oé‘(ya%(’%ﬁ§ “Wenti oned in
this specification are herein incorporated by
reference to the sane extent as if each individua
publication or patent application was specifically and
individually indicated to be incorporated by
reference. BRI EF DESCRI PTI ON OF THE DRAW NGS [ 0051]
FIG 1 depicts the nolecular structure of (a)
phosphati dyl choline (b) sodl um deoxychol ate and (c)
benzyl




al cohol . [0052] FIG 2 depicts the effects of
phosphati dyl choline bile salt fornulation (PBF) (5.0%
whk@hklogeoptir i fi ed soy derived PC, 4.75% sodi um PCT/US2005/042665
deoxychol ate, and 0. 9% benzyl al cohol, in sterile
wat er) and sodi um deoxychol ate al one on cultured cell
[0053] VATEH depitty the efteots of FRF ahdsotline déapuhblita glsneeh piihgy pcfrﬂﬁ:eefﬁltttlssue according to

the teachlﬂéé %Nhé ﬁ&ertn é@lngM-%g %@.@%sa{rﬁgﬁ%l%ﬂ %l?ea md%atmg living cells, in fat

t1 noc
spec1me6§__,lg:)@§;%w6}} %@ %Bsal}uggr@s ne(gbt)ve Eagreldt Céma,ép@m @@mh@@e QorRIYC), the PBF, and
Triton BSEY asrmﬁﬁdd lcbrd@l (b:@ﬁhty @ﬂ) RS ApddyonGefal 311 Qﬁﬂﬁ 8&wief tHe ABferent treatments.

{0054] ﬁg lﬂ{égxctf a?celnﬁflcgrgs?g; %B%tﬁcelmeaﬁl gea? I[\vlljc&sogé\&é{?%)ﬁ&}rogfeealone (DC), PBF,

Triton C&‘F’@Wé asgrsifie icondnel (+ |§«'911tb Pﬁdé’Bﬁé?tlffqr P%vaea@moﬂ @iQayf) dcoortiimgeto the teachings
of the pfe@@GhNeR@s. Of the present invention: (a) MIS assay

i.ng,. pur pl e pi I cat living cells,
59 PEOLELORILPLE R 50, (SN L RS s
(b) lipogytsmffeoPBY inje@om (D& E, sighialmmat ficatipc h@ﬂ)ﬂt)&OIGﬂoDlﬁ]ﬁcﬁdE@)d (dt lipecytes after
inj jectioh 6715 @dnﬁp&ong/rcﬁoqa@é'blﬁg EI-?&]Q %péma?ﬁaggﬁigétlkﬁ \(ﬁ)) C(@Qt%n{h% m scle and (R muscle after

npar.i son of via
injectiog W@hﬁP‘P?‘BLEﬂ{“e plpris A FrE friginal P@ESQFP“OF# *0); @) @b‘tﬁ%%ctlon with Empigen
detergent Gl &I origidal Mah#sg@AGR0) N fat speci nens treated with

[0056] Sﬁg 6“%]})19[? £ ﬁlg Pe%n%gﬁ% ﬁ?lno ?%tlefl %3 daﬁg %ﬁg§lrtfo% ?w e%)tgfecﬂcgagengccording to the

t|v con
teachmaﬁ efj & Brepent Egengipt (2) gmsswhwlygyaWQ}@tMy (IR, lodginead medmifivefion, x20).
[0057] quGUhﬁpl&E SRENST sbe BdokRRolard HBRd soE’h@-deoﬁygx@ﬂfsgB/ﬁph&p%ﬁylchohne
Hution) gn» y of porcine skin biopsies after treatnent
somtoni WMABAPRG™>(a) control 1ipocytes and (b) |ipocytes
[0058] &l chrdefBiefferty efbdign ddol&iglatomiygphdsbivmaenydhble@t 1%0phosphatidylcholine

soluuong(g,pa)dlpo((ygg control |ipocytes and (d) |ipocytes after
i"on of sodlun1deox%cholate al one (H&E, orlﬁﬁna

[0059] rFé{E}r? Fricatieah ol aRgisp of phoyPheighptiotte gyt %’d‘z&ﬁdie‘(xﬂﬁho $eiptions on viable

adipocy@f.t er i njection of phosphatidyl choline al one (H&E,

[ ' f er | jection
[0060] %bgloggépcts Orgtog?cﬁgd &Bs lzm%&cugétf% tﬁ‘@um% n}alfga tion
[0061] »E3@)11 df%@é’}t fqrpreducigg acFé‘iiW@!eQ“Séafla‘Fcbl@‘ﬁ’ﬁlon em)ved froma
patient two days after injection with deoxychol ate

according to nmILEndmsagmmNmenmmmvaenti on:

[0062] (”1%2: P]rg%er?t I %Itrl] !1] e %/ pra{f%%gl})ca& é%a?af%gﬁ/%aglgl? %Eldéc*%fr: Ie #gnaa&fmals such as
humans sb@nmedfe@xpredqmlnafp@om prioyidea neinpogidtingifer @eéuging Gih ddpadite and Lightening skin.
Such cofﬂP&ﬁQxﬁQ&hﬁﬁéé chakd e&%ntﬁ@}l Ml @J}ﬁist‘af]onggll I%Qﬂ%ﬁn%%oloéﬂgﬁé ive detergents

%ICISG ects Of sodi um deoxychol at e onl

more SRR GOy IR U AN SRR AN PTG PUETBME bl
sodium @eoxy@bHil{e0 AYit amount dd DbB fletdrdeti(s) ﬁ_t}deﬁlh;fbﬁlﬁoxﬁi et Givoimount to dissolve or
reduce aggé%lleﬁﬂa dgl{omp&(l’f‘ﬁ%ﬂ% 'log% ski H oéuc T%fer:tgze armo %1ﬁ gepeltcgbé)@f on the location

eoxyc e SO I ONsS Oon via adl
of targetpsjtegsizelqd taéﬁ‘ékﬁltetl@g‘?l rhFeBimentorte & somd by Wp@mws a composition includes at

least 2, RUES, b, WCSJb&fr ﬂ@[ih]?ﬂhdat:dlloglftullfg&iatﬂelda@g@tsf at. [0061] FIG 11
or

[0063] q’%crﬂlﬁ%) ogltcallg actInglflRfOLOéB Bé%@ﬁ léer? %@F 1%%&%, lg%ﬁwllia\tfd 1o, lipophilic
detergeris(@BH]er Phieormoedoial hydwopbilit jetsreentelihelbs éoicpr wintiems, igfic detergents,

non-ioni @&@Jgam% %M&@&%@M aikdeQlls, Q:ﬂéjaclxc@ smu@ ki) i n ani mals,
ent i nvent i on

[0064] 3\%08 W“H’é% e’@@ﬂ%@l“?‘ip&‘x‘g Sﬁ“‘é&"eﬁ? %‘&‘H‘Fr ‘Hfﬁr a’fi)%eta1 coRAFoRADLyHpigne alkylethers,
fatty acitls, gjleta@dni gigrewkiatty acBlectkrs, acapaeed iglytedil fattg aniasieS Howe @lashobfhtty acids esters,
essentially of, or consist of one or nore
phar macol ogi cal |y active detergents, nore preferably
bile acids or bile salts, nore preferably deoxycholic
acid or a salt thereof, or nore preferably sodi um
deoxychol ate. The anmount of such detergent(s) in the
conposition is an effective anobunt to di ssolve or
6




reduce a subdernmal fat deposit or to tighten |oose
skin. Such effective anount will depend, in part, on
wo b@elogmasg | on of target site, size of target SPCBEUS2005/042665

| ength of treatnment, etc. In some of the enbodi nents,

a conposition includes at least 2, 3, 4, 5 6, 7, 8,
polyethyBne gycoll@ttypiaﬁr'enag polpdtiylead dlycobdhictrvidatgatie Eged) b&yprdpdlfiedlycol fatty acid
esters, pg) l}kﬁ'{{l i %ﬁ% @%eﬁ&% l%tlﬁgg erQa%g%%og%/&%&ﬂ%ﬁs ro%o]'er%% aJ ﬁ dﬁlycerldes
sorbitan aﬂér asidfeigsopaRvebyene sorbiimn &ty poid i p@hpwhylﬁwplawpqomne block

copolym@i@;tthigadiisd (e‘@éi&lel'bﬂﬁ ster@R] s@erdd BerR@ives] @@elr Gdters lSl%EH e@hers sucroglycerides,
non-1 0

polyoxyeglgﬁene geégi b?é oﬂalpolg(g(lym&*ﬁene )bdqug%ne{éé vé&ete%biﬂ ) B?a]ctéon gg)ftfrgs of polyols and at
least one[ GO ® k] of tio gr.otlp qwnsuqtm@)f &atta nqidsedyceriides, vazetplie dils,chydregepatefieragesable oils, and

sterols, dn@ﬁlixuﬁ'c%thefem er alia, alcohols, p0| yoxyet hyl ene
ethers, fatty acjds, ycerol fatt

bi | y
[0065] 5{9? ﬁmé’% gpples gt é‘i‘”y‘P“ciT ]édpfdﬁ‘%ﬁé@ig&q“ ‘F‘é‘tdf yl%%{éllfa allsdglpgogides,
alkylmalkosidess allpfitaioghabside tiduyy] medraislgysdridesspofyotyydy g labnieth@ls yioybxyethylene

1ky1phetu§§ gMye@ﬁliege ﬁfb%ﬁ'?tﬁl am@soés 5 anXrLt y%e ?II}'%/OE: %ceg) %&f&c?c! est&% é)()lX/oxyethylene

esters yprop cid este

sorbitan 5@8}/ V&(Vtéltswiye%yéth@}?rw PXIRiepy qn&@?qkéop&mmd@}yg%ml #@x acigf esters,
polyoxy‘miyﬂ@é giy@hdé@,@f)llyﬁ@&hylemé apvik, Ql&ﬁ/a@\‘ey @it anflbgybsytRRdof, g&%xyethylene vegetable

oils, pol)fox € y exéec Iyaro%en%er Segegabgsoglsg %(e%det Em} en)e(XF E)Fy S 5&1(1;1;16 I(S%%sg png ﬁnember of the

group cob$1@mkofé@tp@¢1%elmndes,rvem@bls pl@r hyﬁxoe@ate@geqteévbl ods, @id sgerols, tocopherol
polyethﬁ@él@oﬁsuco’ﬁfa@g nga&@éﬂs \@dat éﬂ%?s su%@?e@n&§ L&y r§1xtu1%yﬂ1@t€of

sucr.og| r et yl ene.veget abl
006 Sef Tnipe ioRoR KSR biEhys E%ﬁéﬂta TR B4 ppegiim salts, il acic
and bile saltg @fiallogimes,nd devivaisesaiferepf) Faytp heid daridhtiaek off agddtacioy) earniwiel) @ligopeptides, and

polypept?Jes g?@eg % ch&ltlgeg Qﬁdngﬁo Oa@lgsﬁ glﬁggéfaadey a apLgféeque]l yagﬁ ﬁa!c%ﬁﬁs mono-,

d1acetyla§qdéqrt6qlc‘sac1d3ﬁ§s ?ﬁn?@P‘PII‘ (@quelﬁ@p S¥fFino 3@9@5]10%‘?11‘1?3’ #Hitic jpgigyesters of mono-,
dlglycerﬁ&mha@e%alﬁf pré{9end Qﬁbpaléldaﬁolmmhé eﬁld ﬂﬁﬁ'(%ﬁrﬁ@ﬂl 1eSithiid 0} 34 @ @thin and

hydrogelgalteﬁlﬁs?lﬁcﬂt{&%ﬁ H&Oé)g(%/ E}%gpl %? lvdnrxﬁs é}}e ea%F@gla)He 8131 derivatives thereof, salts
of alkylspiphajes,ysgits tohftteasis, addiy doewswgrasd migoteyhxydt hyl ene
[0067] qdonhlniﬂgasaJnﬁles o@wnmstagén%%hﬁé ¥ @bt ihftbd 4, BOME St &bSycholate,

sodium (8)81‘:%&1{}% F?‘f{}? é%EXé 8[}1 Bﬁ% é eqm%{)dlg}?n%%%glal%é){ngﬁgample of an jonic detergent

useful inpo kyigxipentvy the presepahvwinioy Brsojiy éneycliplacck copol yner s,
[0068] Elfah-Y a tl}{%g{afﬁfnlesf @B%nyxlorﬁ&%%rg%ﬁtg ﬁgltcl.'de lB.FAOY ﬁ’rglyegtt(h ﬁl‘lﬁgen-alkyl PIaO monoether

ceri ene stero erivat’i ves,

such as, aﬂwﬂd@é@@}?@w > Ll Exly}@’tohWP(e‘P?éldQ*é’g“@t ks Plespy] $EO such as,
octylpheﬁ&;bowwtg\;dcaa@edﬂy(d mde@@h@dpaﬁggn@bélﬁo%&rﬁﬁ tét@86thy1BWyIpheny]

PEO, n- rrE}/gJucoscl:dg,nosc’: {ﬁ IX%lgfrargg % @ve%nciﬁ) dmdt %gearnpg )élargllt}og}é/gtﬁeé Bllcoélol (Triton
X-100). 0|Is hydrogenated veget abl e 0|Is and sterol s,
[0069) thaff ankeE Shmped df%klhéfloﬁ@ ot G dcluéeusag h& @Inﬁéi o %L[g;ar

ters, sugar et hers, sucro Aécerl
choam PG T8 PR P P (rGAES TBECE R G -armoniu-1-
propaneduifehae pndllciacid eldbieraipe Nisyldinethyigheine (Biiptden BB) @d zwaittdeydnt 3-14.

[0070] W@ tﬂgl)a@'algssdf gl?%el‘iges %ﬁ?iug]es m%pgla k}hdng 3 achttx'? @H@Jso%ﬁ ﬁiglycerldes

fatty erivative
include, inter plig, ‘ggqt%pg oilg gi;hmxlf,|aw@g1 fatg PYCE%B‘@]G@ ngétgble Qijg.partially hydrogenated
vegetablP Bilsy 9Bt RS cor@bsya@ified @igtlQsrid¥satrdcH@Ste@irig e i, 228 intkSures thereof.
ol i gopepti des, and pol ypepti des, acyl |actylates,
nono-, diacetylated tartaric acid esters of nono-,
di gl yceri des, succinoyl ated nonogl ycerides, citric
acid esters of nono-, diglycerides, alginate salts,
propyl ene glycol alginate, |ecithins and hydrogenat ed
| ecithins, lysolecithin and hydrogenat ed
| ysol eci thins, |ysophospholipids and derivatives
t hereof , phosphol i pids and derivatives thereof, salts
of al kyl sul phates, salts of fatty acids, sodium
docusate, and m xtures thereof. [0067] Non-limting
exanples of |on|c detergents |nclude but not limted

o o, o o,




such as, pol yoxyl et hyl en(20)cetyl ether, Lubrol PX
Lubrol WX, noni det P-40, n-al kyl phenyl PEO such as,
wa@edoglogdeasol pol y( et hyl enegl ycol et her)n 10, andPCT/US2005/042665
oct yl phenol pol y(et hyl enegl ycol et her) n7,
t et ramet hyl but yl phenyl PEO, n-octyl gl ucosi de,
[0071] Apiliting egblecd pile @idomelais urstdsperho8Oaciisdhdlivedd £BCqlic arid] alcoholic
acid, tau@'clkﬁﬁ!: aid/ heonQthétaag lyQAdQ&MLhc(a&ﬁ ' t&u?(ﬂleg)gyéh%) a:c1d[ c(i)lg'l%ggoxychohc acid,

-limtin exanp ["és of " zwitterionic deter
glycochqnm.‘ep)iyalgow Mfg arﬁiéaturqcﬁleﬁ?c{e%cl‘{ogc ac Ltrs(oghohc acid, 7-oxo 1thochohc acid, lithocholic
acid 3-sutthte| narthalio peid) Pighoydhib et Ay | i@t iaci, prdPadexyskdlit adiat e
[0072] (I%r%’e P!%dgrgetn{s %%%grﬁdo[sl%n's\lheqmﬂr&%%{% %nsm@m&hly of, %r consist of

propanesul T onat
pharmaCFléla%“y PesFRTblerFpltsised aienel pespragen S9e) saliyred ssieFstarcanegelrie be those salts and

esters widchlfée w1{hﬁﬁﬂ&}oﬂé|@fkohﬂdﬂﬁeﬂllcﬂ gldgﬁféllﬁ'ﬁiltaﬂe ﬁf us@) in)é&ﬁ:icl: Qﬁﬁthe tissues of humans
I nt er ceri

and anm'gg w1tHc%u?fmdr1e to>é101ty 1ta%301 gﬁe&%c I’esp s? eaPJ tgtf #;lgg c%e%x@xgtlrgtﬁ lWéth a reasonable

benefit/rigk fatjo, anfd eﬁfhctm fosthelamienrhﬂ usf. ali.’rsferalﬂy@qungeﬂltam befeiv eg@tisds) censists

essenualgA Je 8 comfslok AbileXalh) mﬁ&g@aaﬁb%dde&s,%ia@e%@ othdrs reﬁﬁéﬂ% RRfubC
triglycerides, nodified triglycerides, rac%lona

deoxychplptp.g yceri des, and mi xtures thereof. | 0071]

[0073] Morag alemgenm@ﬂesam‘qné [esferefl atthdy@reqerticlsarlly patbrit et@ubilizers of lipid bilayer

membratd S&ﬂﬁfh@‘ it &:ﬁ llﬂéﬁlbl@'ﬁ;els g% c%n%gégli Bﬁheasgrhglahrg& Qﬁ(ﬁgflnje Can@&!e ﬁ%arefore subject to

acl tauroc
solublhzgqoy &Y 6%5@9% h?mlqbélzgep af celf @ﬂ?‘t&@éw?@ﬁ@g@né 1naq§ye§ dlStrlbuthIl of the detergent
between Gijie BMIQR) mysedamlzanen Xliethilay@y, mﬁﬁxegaaiaﬁ) dﬁco@ayssJNeﬁuf&mawn df m@&nicelles

(composs}c? olf %r?eie nge%lrl])(r)anl 0p1c8 Ch?ehsal% tlﬂer deter engs Qe’crle?se furface tension at the

I C acl ochol I'¢ ac
border Oﬁlemnﬂq@le mteam thd alinvsthohreskdovin of largé algrekapes dittoimalier aud sthalleg pafticles. In

tissue, th'@éé(age%@ X¥6RR I Cmfbkdles ahPQUL Lell hisP hG iRk @8l 0§ E@@ﬂfﬁbeﬂ?ﬁéﬁé‘?ated causing
Sltloniﬁlereln conpri se, consi st essenti al | Yy

0]
ﬂmbm@ﬁ?mmSW%g6ﬁ§$§? P eut i cal |y acceptabl e salts
[0074] Bilclsabshiage ipendsed th énglet ¢ gendus solﬁllﬂ.}hofshdsplﬂtldyltﬂolms {Re) snd more recently,
medicatififs %hé%ﬂﬁter&cgi ]p qa%oh Q&Fdléﬂ%xh SH%HIQ gl?ﬁ tec?]gr% dglbhoﬂﬁe ca%ﬁ)e combined with

e SCO e sou

Sul t
the SeCOIfdél’ly bgfsseglt pqﬁhu@(ﬂq?}g@{olaw qnﬁntt—ﬁ@roplialsgea@lé alggnolhqpﬁﬁ/ﬁ@r tg fym a stable, mixed
micelle pRéparaBdnShanéah B@Mbldll}l BekiiRed X ised foy intrdvedoud a’ﬂbhrﬁbﬁanoﬁ' P}ﬁﬁ@b@tlcal

nse nsurat e W {. lc]fr
preparatlgrésnog 15 n)lir(t}lrg,%ow as E’sserﬁla dfq.fx I11Vaere arket ré ?t?er Ic?’]ufl% s Otgr eatment of

liver diseaspeand lﬂmeilsd@bwesraict@/elmpo& tion herein conprises,

[0075] @QQ%!@&%}B@%&%FH ﬂrdfi\{ A Ble Q(]If}]d ?E(%Mﬁ?nﬁhﬁ cﬁfon@ugi ejs ého id base@ rammoma
refera xychol ate sa r npre

organic ke At TEMRATEH Iﬂﬁﬁ‘g armeies Bﬂﬁﬁlﬂréanff & 6‘@H16§{1‘3%F‘Ft%1 (eg Li", Na" and

K") and glidliheseani wetpl(ef.ovig's Gaasrt, BeY). Exenpirapt theupaaiclbyse pohdnrocaine, 2-

phenyletﬁﬁt} Fg}lahfuée(ﬁﬁenmaﬂly ef?édgmme lea et n]pﬁgemfaﬁﬁﬁﬁne All b' ol ogi c

nmbr anes are conpose he same bilipid
tristhydrgypgiyigpdnomgthigne. pplhydppxyadiyy e aphi-aethykeheesming Fxemples e basic
amino a&i)cymdlﬁte Ws@éi rdigih.me Solitiae hidaatidienE@ple ef dthePRADIhARRShaldgendons. Non

.0 trihution of the detergen -
limiting % 1{118\5 ﬂ1e salts atbcarr ae cgmiined aveHinllebaclld? tg g rmglrlle 58 S 1{1%ugie,tbut are not limited to,

ammonilyi $hdpyide, ; ammprgmm tl@c}}ntatsq)@m chipride, spdivmidepuredet sofliom iqaide spdierf fluoride,

sodium ma&egdﬁﬂncéﬁbﬂaﬁssoﬁ&ﬁ %&ﬁ@cg s%un%@a%&%modﬁﬁ(k&a@ bodium nitrate, sodium
menbr ane | | pi d | e salt.s, ﬁ‘gd ot her detl}ef ents,

nitrite, p&‘?@?‘@é@&‘tesﬂﬂt?s%\ cafbé‘ﬁ‘"’ét‘l Briessip dihgoa pRigssiye © »epssiug bromide,
magnesitifRbreiida Insgiesidm ahlbridy potagivtnrieidedodinm Gforide hg&ox&l}gﬁleg@drafhlonde
I a
sodium fhﬁﬁcﬁf% szsfig tev glgrgxgﬁmnl n@ nﬁg?@%é@ﬁllgﬁ%bc‘?éﬁ'g %1?11105/@%% lithium
An i nfl arrmatory response i s generated, cau3| ng the
body to renove the detergent solubilized material.
[0074] Bile salts have been used to inprove the
aqueous solubility of phosphatidyl choline (PC) and
nore recently, medications |ike anphotericin B, Taxol,
and di azepam Highly purifi&d phosphati dyl choline can
be conbined with the secondary bile salt sodium
deoxychol ate, an anti-mcrobial, benzyl alcohol, and
water to form a stabl e, m xed m ceI I e preparatl on t hat

o, o S



liver disease and hyperlipidem a, respectively. [0075]
Bile salts may be forned froma bile acid in
W@ oivbios@Bs8 on Wi th cations such as inorgani c baBEBUS2005/042665
ammoni a, organi ¢ bases, basic am no acids or the Iike.
Exanpl es of the inorganic bases include alkali metal
thlocyana(cee sodlum bgoh.ydn%qalmcap@pyateaMuxa k4repnite, sodivar dikydrpgéngihosphate, lithium

chloride, (iiug.- bronﬁ@za'hd 11@@1211[“10&@' Qlﬁom&ﬂ%d'almenﬁxtﬁaﬁlt &% 1 colddBies with the bile acid to
e include

o 0 Sy NN I SERER ey ol s Gl 0.,
magnesmg)t(Mgo}, mﬁqume(Caﬂ] bzgtumr(BqL a,nstrpr@um (Sr*), and ammonium (NH*.

[0076] Efainﬁl@smf gﬂé%)c’tﬁ'snﬁatt Blby ﬁ)%erdmtaiaé}ﬁ%atlon ofa b11e acid and a cation, include, but are

| am ne, ucosam ne.
o i B N R LB Ny 20 Y TS Ml DL LECRATS, i
7-alpha- dalrygnomlermqhermdwycholmesoamd lithbchdlicokiotiem usxdaogykioliQpotadsin@rdeoxychote,

potassiun?c%glﬁtg, a}i):()t%g Hﬁ:ﬁéﬁoﬁ@!« de, b n%ﬁum M%a—r{jﬁ?bdl‘q gl gé@%xga?%{emotassium

) 1 can be ¢o
lithocholasg, petasgium prgodeoyerphqlate; Lithjip degrysholess, lihjup ob‘éefe,théuunawyﬁ?omﬁmlate
lithium 742 {pheadehydienxylaEoma6ddoRy Sidlafe  1akiem htﬁaﬁeolmnhmhﬂnmréodamy&&ﬁtb ¥bnesium

did
deoxychopalEe Hlaﬁq%iul ol at%I rlqlalércx)ershﬁ:]%enodo oxggxn’i&% 1gor%1uﬁl a.zp%a g%;aflru)%late

chenodeowce@&t%mqme@um éfb@nhemp, arsanesitre nrsesloeky ehalate) anmanism cadé, ammonium

deoxychdlikel, &rhrhRiumRBSIRAS nHiThiRE SRl dBoxy Ok, %ﬁﬁﬂéfﬁ‘uxg @fakb% ?Jh?droxylate
, potassi um

, d‘%fg SS|un1d|cEg(ga$ pot.asSi um chl ori

chenodeakyehlte iy KBoR PR e e g g inydiony- and turine
or glycingohjages ofimy ofidbethoves Breifetably f bileauli dehe nhyldbm?syédlmm@/cholate Any of
the abovefmsigaﬁg:éah 04 dsél€n thégaﬁaamlénLg& . de, sodiumsilicate,

di anmoni um pho , I um t hi ocyanate, potassi um
[0077] @Wa@yﬁﬁa?fé’ﬂe fait inslideeRiote beaing -8 bydseyei aionPh K 8 Hyafierbggatom side chain
terminatifpeih £éathivkyt @roths) Raick ¢an bafdnju@tﬁad’ é)ﬂﬂﬂbﬁtaurﬁ@ di um di hy dr ogen
[0078] ﬁ?@%&%@%&(ﬁﬂéﬁ& : g&n}?m 1t10. e%‘m 9 G Jaseé tc(l)']ntmls'ltS estserr]19 emga? or con51ststoﬁ or}e or more

sone e
esters of ipirBich Sychfistery inchvee, bitlats netdimited te efters forraedibly b eonsfirlation of a bile acid with a

hydrogen%ﬁet COOH f%@bpklbrﬁll}t %Eﬁu&ﬁ@ff@i £1§/1, 0f- Cgﬁlgehﬁrﬁ d, g@l:ﬂééil%d Cs- I(thm
B TR T

Co)arylmeBy1 2w{Cs-Carpucly haetingh ok uisvb{tiNkdd )yl [ 0076] Exanpl es of b|Ie
[0079] minf;lg»s otftm@t,ptfamy l%stmédr@ aﬁyl%muae £8 %@?Et}qﬁr}l @B af?nl%htjylet-butyl o-

aci d a cation,

penyl, g hrech BB b ‘efé%yleg% Ko 4 g e mofspasElnyD,

mmethylsslpldhawgmb e nﬂdE,QKc}/Bﬂﬂditﬁ, ,mtssaﬂzdymn&ymbrﬁbﬁ, pﬂﬁahmﬂn@ MiydisdyBmide,
SO

benzenesﬁgnyq g C(h 010 : %%l‘l%la é &y d1m o§(n§/n(1:<ﬂ dﬁtyfldy? 5t aglggsuml {e.g,
mﬂhaneﬂ@ﬁ@il)a‘t}'eno andihe B §m11c§ﬁﬁéf|tmierb@xyll§ﬂ@10hﬁ@eg pbemzalswnwﬁwl 2-

methanesZIfoﬁ mﬂ%ﬁﬁﬁiflﬁwwhﬁt 2 @tﬂﬁlﬁ&g&@( yGauedi, %cet}@lﬁétl%ﬁ %)'—rﬁ’t%benzoylmethyl

p- mesylbfalécg 0% hg {milml Wftﬁsﬁsiﬁ%{{ln ]Imé Qetl?ﬁ%%x}?ﬁgl{fﬁlfgnylméthyl plL'fenylthlomethyl and
1-dimethyddvemetido Xchhotedh ealkdnyltisludene g eihydvad,d einapehnydispprapedyl, 1-butenyl, 2-
butenyl, 1%“&&9&1%%}5%9&1’1@5@ 3 ﬂufeﬁ}h' ’i’Hpaﬂ)dvE 83 10 %loﬁfcﬁ mcﬂu&eg rQ'ﬁl"gg/‘clopropyl

rsod eoxyc | at e, nesi um deox at e,
cyclobutyé RsteREnel "h“é‘ﬁ‘ﬁ’é’é |°¥ﬁ1ﬁhé¥%éﬁ’6’é?éf6¥<1f€ﬁ ?f?g‘élﬁfé‘/l Hsgheve %wfycloalkyl(cl sJalkyl
includes elg, a&cﬂﬂpﬂvpﬂﬁhbtyﬂl @Myﬂeﬁwlﬁleﬁh&mﬂ) ermxf)kglhﬁﬂhﬂt €he JHBGITR! %Iatymncludes eg,
phenyl, na%hiilTyP ?-naph le and b1 g meﬁ/ bI% (s?lﬁ)et%é/dc w181 ne%roehalola%% g ef?l rBl and Br) or the

like, and Qyphﬁgbspmwﬂ @ﬁl@m&gﬂm cpl-p@toa]@egyl a@}m@hrqphqnyl The above optionally substltuted C..
12 aralkyl %a@be@ b g 6ehY, ARy l@y1S2- &Jaw%g %Mﬁ.%@;!ﬁ&ﬁ mpis {hYiMach may be
|'i t hochol ate, anmoni um ursodeoxychol at e, droxy-
and tri hydroxy- and taurine or glycine conjugates of
any of the above. Preferably a bile salt of the
invention is sodi um deoxychol ate. Any of the above
bile salts can be used in the conpositions herein.
[0077] Other exanples of bile salts include steroids
having 1-3 hydroxyl groups @nd a five carbon atom side
chain termnating in a carboxyl group, which can be
conjugated to glycine or taurine. [0078] In sone
enbodlnents a conp03|t|on hereln conprlses con3|sts

oy o s o, o o o o o o, s Y o




cycl oal kyl (Cr C6)al kyl, optionally substituted C6-C O
aryl, optionally substituted C7-G 2 aral kyl, di (C5-
w@r@pagapBsret hyl , tri (C6-Ci 0)aryl methyl, or a PCT/US2005/042665
substituted silyl. [0079] Exanples of the optionally
substituted & 6 al kyl include e.g., nmethyl, ethyl,
substituted withoityd, Cr.araidoxyt (.., methdxyt ¢la,alimident ydthyl, athgl), hydrexwk the Bigc Ruch
substltutg@grOLQQS &H{?ﬁfﬁlﬁ Wpergtrd% ?l}pﬁ&?xé&g/%%/l (PQB) %r §hlﬁ?{4 kﬁlHJl t1q‘1§]:ﬁ‘$>(ybenzyl The

above d%% l(garyl)npthy]@c?u%gsr%nzgy 1 a%@e[flgﬁmn%r}ﬁrpqﬂfybﬁgpéﬁ)gﬂtyl and the substituted silyl

includesnBalyiey z26xytbrs- b@mxhlahylmyd Exanﬁ})ldcﬁ]tmaytlvb B8tefl @1clude organic phosphate esters

(e.g, dlsgl%%;?ﬁ%ﬁé‘{é gspep{nd ’dgﬁi}é‘{ﬂh’t&?‘&% eit | n?met}ﬁ# GSYCI‘ agg(tge ac{ive tfloester includes

I Nyl
esters fopraqdrith amptichyterpeycligiinesmapiad (4o 21PV1kalth1°$t§felh substit ut ed

[0080] Gheriutidds léf’lhle il cbkdaﬂso@:e Osed asb@t@x%bﬂtso )Sydﬁﬁltalhwwes #Aclude bile acid halides, bile

e I ethyl, . . I
acid am%’?,%?eg{é%edf alrlilhg cﬁ:%,/ gié)feﬁ le acé anhé/%rb g,tblglx iacui gg t%?p ﬁyéet aﬁssilt}’noester. The bile acid
halide h}gmmsbﬂqﬁg@mhlgnyqemhg/deoxyphqheggqm@eimg Oijd agidtbipplide such as deoxycholic acid

bromidePfE A&k Ble dENREIN e m@%ﬂn&&yﬂﬁnm}ﬂmg)ﬁﬁé acid anhydride, mixed alphatic
enze f onyl.met h heny| t hi onet dy
et AR R MO FHP o ROV O@IIC@uliqnwﬁ%myM%%ghﬂem the

active aigidgJingludes amyille fo@tey With Heteapacoqlie bampounid SafieeNnytbm. 1- but enyl |

[0081} % PIHL @Még&ﬂy %tl\gl dgi]%gg?gk ﬁ){él}{(!lmngcq%e Iglyd bll@ ga%(?%reﬁa%f %méj lTucelle forming

ove
compouWCM@@@g s s1g&1¢}“gap‘(}»bléqﬁfa§q the @&yléqhb' ﬁ’élg@qophoéy @o@ﬁéﬁmyq ordinarily soluble in
water (el3Q l‘hb Q}Blﬂhycha,t c@[@ﬂse&dlﬁﬂ&ﬁﬁréﬂes) byl t\ﬁyn@bﬁbﬁy@mbﬁc portions away from aqueous

solvent %§ N iW%t 2% S(T(r?‘re {nmﬂ)lmen g

Eyacﬁ()%%ﬁlﬂl/ﬁ%ﬁél} W&Pﬂsesa}}?auogenous micelles (micelles
produced icd smgé)dytblg@t)h Y somT ¢rabodipenie a @Bapb@ticarhyrkin congdrise @gxe@ mipellar formations

(mlcellepﬂ'g&\{éd’b AR mo;})él)mpoﬁncﬁ apky d¢ %mh 1 Qeté?éeﬂﬂ enyl, e ach may
be subsfituted with nitro,

F -5
[0082] gp 5°m(9 erpgdEnents, E‘é"m%ﬂ%’&"%‘ii’éﬁ“%‘l&k’s‘gie ‘tsu‘t“j%a“ ﬁ’f‘"ﬂ?ge 77 &) thﬁf@gge of 10” m-10°
m, 10 °6&. xglO mp-107° tof Wphieriyl - 1@rchr po i’ onopheiyl in sdivenbbdments, an average size of

a mlcellg n2s WLI Egﬁ? g{eéehtﬁltl\%ﬁ{logﬁa%f)e%p% ﬁls k]])(()16 lbm ql) & qi§ 5 eIngi,ome eglbodments

{g eny et hyl,” pHenyl pro and o
an averagg s ohg Nise rlfchomé%lﬁn piete %f‘é@uﬁ%ﬁln?“tnulﬁaéée GFPid thap @10 107,107, 10°

m. Mor@ber“th@éhk&%?thé ﬁw@l&caﬂ"@fﬁhﬂ% ¥h be, Er eﬁm@ie l@f&la‘cé, 8blge or sﬁﬁhl&h}’ |spherlca1

micelles ageh OS‘]) hydr oxy or the like. Such substituted group is
“Eé‘p t%"fll ed by p-nitrobenzyl, p-nethoxybenzyl (PMB),

[0083] d?ablsl Belady illustriest syveralidetepgénts Wt@@nlzlw by tidreeserh myentioh, (h@@m'pr@meric

moleculﬁ'rvéélg)lm{htk\é |detérQéﬁ{s YOG SoRER; Zam’ ﬂ&ﬁ’émﬂ@a‘pﬁilcglﬁfeco%n&@ion (CMCs), WhICh is the
includes trityl, .and the substituted silyl

Y
minimu ﬁ%%@?nf‘trvf%tﬂi‘?ﬁt%‘?‘f‘yls p‘ﬁﬁ‘ﬂm‘iaéﬁl%mﬁ‘ﬁfw af Rist! ]ﬁ§/I silyl.
Exanpl es of the active estraBLEncl ude or ganl c phosphat e
-estetrs—(e—g——drethoxy—phosp at la'#"c
phosphate ester), cyanonethy ]\?
t hi oester includes esters fo aro glh

ot
rate CDL et

‘e@l[lar

O\ L
IUI\_y

VE&MC in

het er ocy @lefefseitingnfeOnpound (e

r m:)(A%joyf

di [Amup

est erIX‘/[())

Anibi80] Derirvatives of bile a

CldsS can a

SO be use

Jas

cideteer gents. Such derivatives

ampclude b

hmwoaci d

1.4x10-2

Ddaychéles, bile acid azides, b

Jes4aci d a

nippdr 1 des,

srieaed

Sddiulmelodeeyl eulgaahydri de, bile ac

zB8am de,

amdobi | e a

Bax10-3

Cdaiilmioester. The bile acid hal

de includ

bs bil e aci

d

CloHIA®r | de _such as deoxycholic

o1l ori de

afidobhi | e a

Cil:d 0-3

Arpphoiiidd@wietiohic)as deoxvcholi c

cid brom

de: the m

kKed

Choli¢ asidsulifadetaiphy dri de i ncl udes

#iSxed nmon

@SRyl car b

#x403¢

Chebi¢ agidsnlfopetrinede  ni xed al phat

@lcar baxy

$%40aci d

8x10-3

anhydri de,
sul foni c acid anhydri de,

aromati c carboxylic acid anhydrlde,
and wherein the active am de

i ncl udes am de forned with heterocyclic conpound
containing N atom [0081] The pharmacol ogically active
detergents (including bile acids and bile salts) are

preferably m cell e-form ngiéonpounds.
significantly increase the solubility of hydrophobic
nol ecul es not ordinarily soluble in water (e.g.,
i pids that conprise ceII nenbranes) by burylng thelr

organi c

M cel |l es can

t he




[0082] In sonme enbodi nents, a conposition conprising

mcelles wwth an average size in the range of 10 9
wor®o/086088 10 6, 5 x 10 9 m- 10 6 m 10 x 10 BCTUS20080042665

7, or 50 x 10 9 - 10 x 10 8 m In sone enbodi nents, an

average size of a mcelle in a conposition of the

present invention nmay be up to 10 5, 10 6Micéfar7, {10 8,

10 9m In sone enbodi nents, anJleeulange SiMdecathr a| CMCin

mcelle in a conposition of ightent | Nedght i on nﬂd{clo
be great &ete{gmtrNam 5 10 . 1') 7( MB) 8 | 10 (AME) )
i n ?fQ:QpQ/ and ¢ 7?\,10'6

1%909@&!; 3x10-4

1
E 7.1410-5

e X104

IO UI |. hese—detet Oet I: S—a&5; 3UIIUTTCI ST9 T:‘||E1 1 3%10-4
Mbh‘eho R AR Tt T at Ty (CMes) 968% CT T >T02%103

OdtyipHenbinbly¥etiytetd shycstetheridy & whitsthe Uerf‘j}‘f”t 'S ]0.2x10-3
n-OLERRIHATT Ty T ¢ formrof pgcet tes  §aptt )@ﬁw
[ Ol R R BTG TENTS, The COoncegglrati onjof the ONeoPihj3
TWHRE-80 phar macol ogi cal 'y acti veigddet er gent Secb€- 9., DIl h&10-5
Tweh-0® or bile salts) 1n a copprgition |S such thz%,okms

i s at approxumtelytﬁe CMC concentration (i1.e., +/- 5

[0084] T\/gdn?@mbtﬁign gdﬁe cggc% og gxe oxéﬁgr 9}818 pﬁ%xgacolt?%wanb} gcnvég%fgérgents (e.g, bile

acids or @Hg salty) in agomposigen is g@]@thatmt amlma‘@(yo}y: Cl\gQ cocenBgRo(ie., +- 5 mM), or
above b EMROBvel @ 5, 20 thaPl, 507b, f‘soﬁ/@zs akay,a0,15085@%s5, 70, 75, 80, 85 90 99, 150, 200,

400, 80q geg)ﬁfﬁt(g%%o'fgﬁ 69(6%’?% or%lggo% aboyf-dﬁe Cgcglge%trgloen peg%)’ 6 5
[0085] A0 soméBmb@iinent >zt 18010, 85 20, 0F, 3@,9%40]‘4513_0e55d@16fr O®(1%,80, 85, 90, 95, or 99%
of the d&e@%egtsﬁ é) b lce largi%ﬂ@ﬁg tHl hec o%‘%t)stn%%s ard #&J& ar%?HBBﬁ' fnloglgls

mce OTITHIOH er e I ment
embodlrg@\ts wao 907§0 % @0 5@,010 3@020 @Oor S%Qf thg éeter@eflts g, dile Qcppés) and/or blle salt(s)),

in the ccﬂk@bﬁmsem B n{i @118 formktioh. emaﬁlbxcb(xﬁbdmeu HbutD0-HE 26-80 Béso $0-60, or about
r e.in

50% of 6‘? ﬁeéergentngg%ﬁreeaﬁ:tds ansd sa%ts) f(t_‘){p@ &mpﬁ%logbare g Gnc.fgar f(ﬂ‘xag]cg)a
[0086] dn seaisEWbOdIIESOR aydie dlelte@iagtmzlé off agmigglle intyj cpapoaitiproief thgppepsent invention
may be EB tl) @omb 58190, 84,000 fk@ 066 BB 0i060) 8,064, 8000017,890C6400.8%,000, 4,000, 3,000,

fiaon enbodi ment’s, .an ay
2000, 108 Bk S 51 P BT 8 TG B S Bl Ok Bl compsiion
of the pipSeRSERBtion MWEbH rar tran50he,00) 1560, 2,009, DO, 3,60, 10, 4,000, 4,500, 5,000,
5,500, 64)9%%%90 %6%08% 8, (%3 8%9 9 0%6) 9@9(9 10 &)00995 06% Y qgsom%’eglg&uments an
average pyglop i greighr a mﬁe@wowﬁw ﬁfél?ﬁpéesenw%@r%ée Wﬁ‘l‘eééfl&? §100-20,000,
1,000- 1u§mogi)¢ooqfoo@om (melsloeonn a conposition of the present

[0087] Izhrll \érgfn hf2=e %Xneg lbeg t %&)rgﬁBtra?ign %8‘8 one drg'%% phqgmggggwally active detergents
(e.g., bils a&AY, anc@or@@@salt(@) 05@@‘6 POy sod?inm@(ycl@l@@@n bguiin g, 19, 18, 17, 16, 15,14,
13, 12, ﬂ 2093, ’96550@ 3, 2lQ X004, o@ro,@%do@@) 08, b7, %@m 05, 0.04, 003 002 0.01, 0.009,

nbodi me | ecul
oo0s, G bAE) oo et 25 AP BEM, Elank SPL B BhE NI oo00s,
0.0002, biee000 B g8y, 0fv ot 00 - POfRR(, a cdnipSiferliBreGR0mprRest®de $jt30@, as gudium
deoxycli%ﬁgo\gheginqge cop(:entlagglsz]cheh ¥ u&fo 5t4h§ ZGJ;@‘?QJ/VUEM s herein
oncentration o e one or nore pharnacol ogically
[0088] Jlappnpdthg é@@dg@ﬁtﬁ ger%néth@concemrqn@n (gé}pd)(l%()r mepPhypaqgjopisally active detergents
(e.g., biB AEEINA/GHIORRE) dp hbie reitbbly GG dboxydiRMiy Ghehat thoh 00801, B.6002, 0.0003,
up to 20, 19, 18, 17, 16, 15,14, 13, 12, 11, 10, 9, 8,
7, 6, 5 4, 3, 2, 1, 0.5, 0.4, 0.3, 0.2, 0.1, 0.09,
0.08, 0.07, 0.06, 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%wWw, wv or v/v.
Preferably, a conposition Hérein conprises a bile
salt, such as sodi um deoxychol ate, wherein the
concentration of the bile salt is upto 5, 4, 3, 2 or
1%vv/w [0088] In any of the enbodl rrents here| n the

oy oy o "

[




0.02, 0.03, 0.04, 0.05, 0.06, 0.07, 0.08, 0.09, 0.10,
0.20, 0.30, 0.40, 0.50, 0.60, 0.70, 0.80, 0.90, 1.00,
wa2@6/086b360, 1.75, 2.00, 2.25, 2.50, 2.75, 3.0BCT/BSRB5/042665
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,
0.0004.8.0005, 0.80025,0087, 5000880. (2159 0901}000290@15 0.604300005,9.006,,0.007, 0.008, 0.009, 0.01,

0.02, 0319099 @o%"/o‘% (Y\g7 ooz?l')oé’ ‘{o 02 Ero%'d’sor (?6006’%’@% ol98M 00, 1.25, 1.50,

175,200 00 BB RoT 25 506 75 4 ObrdCar et Bohits SHBEB S0, 625 650,

6.75, 7@0 008 %,50 07 1808100, £24)3. 5@r3 76).95800W5 W, 50] 9038&]10 bavs @Ry, WAl ot VA Preferably, a
ts herej n, ent rati

composxtﬁ)n gerel qmgrlseé ahe0y mg 2 }levsgl?sd fhaas soedn c%?xy?lé)la& ata iﬂnfegtrahon of more than
0. 0001;9&06@@} Ora(hld’ﬁ . b| le salt(s)) is approximat el y in the

[0089] I ﬁﬁg}eof@negglgad‘i@ts heke Qﬁe cﬁ&enﬂqh&l)f’égphagnag&o%%ﬂy &tl%e%%ent(s) (e.g., bile

acid(s) end% 51% sal‘ESsg s %rogﬁnafg the r@n@ 0:[)@01 5@ 00?—71 Od)léo ]%02-29 0203-28 0.04-27,
0.05-28)0.76-A50.0702436.08123, 00@221&1-20[0 2aPp0x3ed @F&ﬂ&lo)i 17y0.6-1620.7-a5)98-14, 0.9-12, or
approxﬁl tel:_!y ih Paﬂ've 1 \M‘W wRJ w)‘(/oy v/v F)Igr@t&r@l;lf?1 G*eBéﬁ%Eéhlrgtion of the one or more of the

concentration of
pharmagHogi RS TS &Ftéfé?nlt%ﬂ eac Plﬂexﬁéldifé b@rsgl@hw opmpesigion of e frweriey i ghe range
from appfoxiaia{e@ 0985-1.83), 0i0M-162WINO%B] 6. 100, 0f-1098r 0. 51\1/% rtis' SR wi w/v or viv. Tt is

understﬁodglgl{: %g%xe (%)Elgea %ﬁ% 18 epfrq%x&?yh %1@96&:%}?%%}?»3/ to g gws %ﬁ{%ﬁ in\}‘\?e \}n't including,
but not dimiteg/tey locption prd sipn de&thstargddditet hat t he final concentration
[0090]1 s&ﬁmmﬁagmpgcmyum&m{s%p lnNeWs, 4.0, s3e8.8, %87 8kisl 4 €95, 5.0, 4.5,

10340 S350 L Ro48 s BSR4 h S bR RS0 02,01,

0.1, 0.08 P8 OBG7E 0.7 0.6H NOAI0NS, 008, €W, A@Y, 0908,,0.097,0 00(8 0505 8.0@, 0.003, 0.002, 0.001,
0.0009 70 0'608 3 0&)7 &)056 o@oo@ 0. &)05 g 0&)3% 0062 %r 0 6’oopora1§s (ﬁ”’the%mgor n%re :

pharmaeoltglca]dy aggve detergent(@ (% bxle a04d(s) endég b1le@algs)) er 12(56 prefelzbly g) tﬂl g 4,3,2,1,0.5,
0.4, 0.300. 4 or 00. gHths 06a BB saluéhhs sddiuB@eoxPechOiate. 0. 04, 0. 03, 0.02,

[0091] Olngérﬁe ent?o«glaintsoagogrgﬁgnon 89%386 3101%%%688%9 0%008% 8%80% 0. gqgggﬁ%oos 0.0006,
0.00079,00280 %0009, 0903, 0065, OOE20.0885, 0000035 - Urke). G615, 0.0ES, BARSS BF006, 0.0065,

0.007, W? 0RbAH 0Bl @@Imbé ¥.080hiyeotlebsy, l@ﬁb()é?s) 06430945 004, |o@55 0.06,
e erab

0.065, %07 th 80(?8280% 0?)9 %8956(?%)1:88; QQO 2§ngp 06»@,10 z@r(‘xﬁgo gq,lOJES 0.60, 0.65, 0.70,

0.75, 080,085,980 10.95uch 1432.65 4, 3003, ﬂ@@)@)ﬁChQ}lSét@O 65000 1, 4.078.5,01089.5, or 10.0

grams (g 'ﬁ% 8%%”@18&8)8%%%%8&8&8 h&ﬂvg&te%ﬂg @ ngléeﬁld?%%gé%hsg 0991911]: preferably,
more thgn HPp 802, §.0p @, 0.4, BLF10- 67@0 Bt 8: % ga092, 0.0025, 0. 003,

[0092] OInQ&Be‘SembGdlﬁh&és a Conpodiion heteil) imiaind béddah 0.0@.1005,0005-0661-8, 0.005-7, 0.01-

6, 0. 058 (8%; 0.57 4 373596a1?§£291§81e6ém9r%§8§1€08 ?d@ﬂ)pach%&gtgrge%p)g%g bile acid(s)

and/or jle@EEs)), @ nBE: preferads beteen .00 1610007692-900.498-8, GO F50.003-600006-3, 0.007-4,

0.008-00.0H, 0. @1 ilQ,ozfd 516203-0h, 8.04- o 9 0%54) 2Q@r @65-0. Dardms of the 4fb or Qlo{é%etergents (eg
C)olo 60, 0.65, 0.75, 0.80, 0.85, 0.9

sodiumeqypcholte), 15 2.0, 25 30 3.5, 4.0 4.5, 5.0, 55

[0093] 6InGomdentbpdimerds hertinbg codpGitioB inBipded o3, or Bor® lipidy; pibhhOlipdHs.ams

phosph%{dylt:lnﬁn @Fefe%'blylnﬂg ﬁn&%&'@&%hgghfﬂd ¥r [ﬁlg%’phéf }/1@?‘1&" i fﬂ)ﬁ‘ﬂ%osmon is at

a concepgtipn lfpﬂ,aﬁo 60.84: 2005019, 9. 8 7@ 5. 493,84 ogs 69, 085, g, 0. 78r(>8770 %5, 0.6,0.55,0.5,
0.45, 0,008, 03, 095,02, @r52005,.0.0b.AW3 2107) 00650 0.6470.08 i01TR,1VL 03, 0.089, 0.008, 0.007,

oo GAGRERL 83 o) 840, 5905005 By 000 o0, ou o

0.5-4, or 1-3 grans of the one or nore
pharnacologically active detérgent(s) (e.g., bile
acid(s) and/or bile salt(s)), or nore preferably,

bet ween 0.001-10, 0.002-9, 0.003-8, 0.004-7, 0.005-6,
0. 006-5, 0.007-4, 0.008-3, 0.009-2, 0.01-1, 0.02-0.5,
0.03-0.4, 0.04-0.3, 0.05-012 or 0.06-0.1 grans of the
one or nore detergents (e.g. sodi um deoxychol ate).
[0093] In sonme enbodi nents herein, a composition
|ncludes one or nore l'ipids, phosphollplds or

-~ . 1 o o o L



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,
wW@O205/08603%, 0.55, 0.5, 0.45, 0.4, 0.35, 0.3, OrCBUSHINR042665
0.15, 0.1, 0.09, 0.08, 0.07, 0.06, 0.05, 0.04, 0.03,
0.02, 0.01, 0.009, 0.008, 0.007, 0.006, 0.005, 0.004,
0.0001%qAwR0 B/v, @ vOD 2n pRfeGSllembOdiQOB:Othe HuDAO8lipiB, hODPHoliphis, ®OPBsphatidylcholine
ina com&sﬁglpig) 51p {959 Q\Q/Q‘M R/ &ng;))’ Fo@eﬂﬁl&@ 'the%FeQenﬁlg%ﬁ@n(th%opflMs\é composition

er re nbodi ment s
compr1s1pg (ﬁlF axémor?)qleg%wé |pre£ﬁrq§§1 b116§a1t:b Hrd%‘bmfff’%% PHYM dprxyshglatg wherein the
compositi@lifetsdstub @5, #.9, 48D4.7,@.6596, ¢ 48, 40/ M, 4.013.0y2.9,Jor 1.6%lipids or phospholipids or

pmmmmﬁgﬁﬁﬁhe t he present invention contenplates a
oSi'tion conprising one or nore detergents,

[0094] ,g}«sem@e%ﬁ]ylexm, the ratig |bgtgreen(g}}e dﬂegyg@t(ﬁ lefd&@h?ﬁp%ﬂlﬁb g3 phosphatidylcholine
is such t}ﬁemeeyﬁ hﬁ}earetergmajy @daﬁh thall Bpia) pRREHbIPIde Br fhBHhatidAsholife résPechively. For

example,jn 6)‘1116 elinédfm%ﬁys,l the maaé ratéo (,‘% \ﬁ/évgc%’detlarigent(sa anazl}p1ds p:libsphohpids 3or 0,

phosphatjshylshqiibeit gnaa,mrmu Pried, 1. 90069 43, 2105025 B2 e ABoP A, Fotrsample, in some
embodinfefkts 'aQor%&%%reﬁﬁ@n HatR 48N @@)un@d@&ykﬂoﬁb@ﬁd 4% w/w ]F]hosphatldylchollne In

some emF%iérFegtthEe rﬁtﬁ;roé %dvgtf gf%%%?@%g Kﬂésﬁllf)%ﬁ)gﬁlp} F’ ﬁt‘ pgugsphatldylchohne is greater
than 1.0,dR0BHNE) 1.92.0.2.202.4 2603 Rlvas.d thyw/c Talthareore, @sfpme binddinents, B@iratio of %

viv of dege%%%lggi a%d Ii lﬁsf %%g[ﬁolﬁ)gﬁg Qxdﬂhﬁﬁ%ﬁ%ﬁlogﬁ h!g?esa r t;i}éhtl' Q1% M W15 20,22,

24-25%ﬁ0%bﬁ%t‘dylchollne is greater than 1.0, 1. 2 1. 4,
[0095] 1n ﬁme aml%dlmgntg the 201‘2p0s1aer14 herén & noin@ude @ﬁos@ra@dy%h&l’lnw phcﬁ,ﬁ’r[ohplds or

s 1 RF Bt 0 CBET LA ABBR YLD PSR TRRG F0LR ) o i e,
platelet gotnotqeifetor dydbitdiolr plhenzynhas. Boeres enrbdudéntsetht mppdi@ny Jgrdingdogpt include
testosteroﬁk Vgrc)étaélgndﬁiﬁtp ﬁ&?emné %Qtro@éﬁdorlsﬂeﬂaldg SIn st&BMénﬁ' tgcscogﬁ)osmons herein do

not mclu sphatid Qe g

ie t@loxafolgr angthg alkﬁlalzr Q} T agaléﬂ I? s<§1e 6161 odgne@tsg %;,ogxposmons herein do not
include datprdfdneammmerpldalmmsmﬁammdm chmpeumti, 3 artyheti-inflimmat@§ cHopodnd. In some
embodm%h cgl{lg)gﬂ%r{s ﬁérf]? grgncllt isngllu&!ishgldp tAﬁ)ss ﬁg}%ckdg tgg?lyc%des or p?‘rlyacrylamldes ora
comblna&onghere]gf 8Any 2f ’r@e abgvez)r a120f4he abovg mayzbegxch@pd @or@th%qupgsnmn herein.
[0096] [’[ﬂ@&ﬁﬂ)osltlﬁnﬁh@r@ﬁ cﬁffi@@&ﬂnm&iﬁd for vatib\e typesrgp aérwéry @QStoﬁaﬂ Qibduteh@ous,
subderm%l‘i 1Btfaoaglpo<iyge M r;}léls éx etc ‘g%% S I%%ans ?cxll]dwn thtg %!; I% ?hgjﬁrgluﬁnonrs Carl]l be in the form
of a tablefpowdst, gelrrolutichecrpanp a:g)gr glntm@m] dtop Qgpéerable; tpgg@mamﬂoglcally active detergent(s),

more pre%?rlblyﬁ)ﬂ§ §:1d(§ arﬂl’o@tn?el s%(s) q{%&ré M@Eﬂaﬂgdet)ﬁ@ﬁdﬁﬁ adld'](t}'srm tfié?éof oPthore preferably
enzymes. In enbodi ments, the conpositions

sodium QeI R RS B ERT o HE SOBH TSt At oA Erm "aauecus” a
used her§lfi RGE3E £dotiiey widdtis Dlig@idgenous nBtnet meEeed by dissSIOME a solid or a liquid in water
such thaﬁgblgoqec{ﬁgs' otfgﬂrs s%tﬁ% %r(l:t]iggg?\gﬁ h&b%t%ec'?pﬁ%@s& aﬁ.errrg}gése l)tﬂ)%ltey dl%armacologlcally
acceptawﬁ@owm i e ompoRigions § rsrrrt H’N@tlﬁe‘iﬁ@ rnﬁlu%f-‘efor]eemple any liquid
solution tHAGY é&%mfba&ﬁ&oﬁlg Bl detégeRind ﬁ‘h&&&lcd@ihe pticutal individnm@éeiing the

formulaté)ﬁ.bng)mnﬁ%%(if gﬁar@t}%gutlcaﬂ%cc Spr%%blle aﬂuemhs é’?%deﬁ nRxge wtl houlc hrin§a§on saline, water,
benzy! alcplpl ahd acetid dewl, Tf;aqatly phecrnateutically pcgpm@rag@gg vdncles are sterile.

[0097] ROdoMAEHD6LRHTIE € SinyREitichs SRR kD %Fﬁt@iﬁ‘edtfm&@r‘ﬁfa a i(:atf%fls \Llﬁ‘ﬁ)ne or more
above or_all of éhe above may be exclu

veterinary SYRIpAFETSt rnd?fn%eé‘rbé ients, eRRIe oGRS e ﬁ°§ °‘Pf8‘Fté‘i aﬁp“é‘ﬁﬁns with one
or more hﬁmétib kxtiflieats £ Bor fdelivery artd loimanst(y P asmadérmal@l dr vibrytaneougly), the compositions
' i ntra-adi pocyt e,
herein are ?O?mlﬁ%%dswclﬁil%ge ol%%%&%%%%aceﬁt%pIQQgr@ known in the art. . Such
fornulatlons can be in the formof a tablet, powder,
gel, solution, cream vapor, ointnent, etc.
Preferabl e, the pharmacol ogically active detergent(s),
nore preferably bile acid(s) and/or bile salt(s), nore
preferably deoxycholic acid or salt thereof, or nore
preferably sodi um deoxycholiate, are fornmulated into a
sol uti on. Preferably, such solution is agueous. The
term "aqueous” as used herein refers to a solution
mhlch |s a honogenous nrxture prepared by dlssoIV|ng a

.



formul ati on. Exanpl es of pharmaceutically acceptabl e
aqueous vehicles include, without Iimtation, saline,
wowioengeobenzyl al cohol and acetic acid. Typi caPCmUS2005/042665
pharmaceutically accept abl e aqueous vehicles are
sterile. [0097] In sone enbodi nents, conpositions
[0098] higxemples od prernicosutivhll excipints mrludechudlers,nidnepts Appicatiogbtdents Soluthilizars, solvents;
surfactaﬁ)t@ %ergfratfgp Erﬁaﬁégrg ﬁ‘p&lﬂég Mls&ﬁ%anﬁﬁt\&ﬁmg E%eﬁtg %Plsifyiné and suspending agents,

nmbodi nment S, ositions herein are
and preseriygllgrégqn@ %&plie%(gld}sw%on\ﬂg@ﬁ nsfyee. Bt aﬁgﬂém@e@gﬁyglgcmdase and collagenase.
HyaluroRiigse ﬁin&l@hﬂo ad'_gﬁfent(ﬁ&hé péﬁﬁeyiblllﬂyfmﬁll s8R Gisr{eiod of other drugs. Collagenase has

been us%ld 9@%?19@ A 1poc¥té§ from su Wi dn Buas‘ rtl'% an%sdoé/s)nbt htaveqytl% c% on aclh]loﬁc?les t]|1emselves

n are
Additiogajly hxgiumtdgse[ammgerggggﬂpﬂa@]gatg heabqgé)y pm:glggtmggqlpctmn of necrotic tissue after

treatmef@XGth e ﬁﬂ&r@ent ﬂaﬁﬂu%Q&s oPd ﬁr&@rﬁ invéhitib gR Eo?ne elnb@fﬂleﬁ@tthé}gspersmn agents,
ers sol,ven

ownas BIRE B Bt B o S0a e Pen S LB R e hempe gy e rtose
the adippgeytet frong tha gemtetiylaramtixge émamgtheinaresus pehdiergea@ent s, and

[0099] Qfx%ﬁﬁgsvdf G/gttn?gga%&ttssinchﬁé( @[Hnloﬁﬁnngﬁ toddce?tﬂ@[{e% yQ(ﬁs Q(g@ﬁhéalcohols glycol ethers,
but are not |imted to, hyal uroni'dase and

Ayl Pl 7B 5o g THF PP ks i oy G, ML brigisglble oramie
solventaidiieaintaed dciiveapditssqti@adudice shiisREns Miph6tbrictuliRE activetgents, and
saccharlg’gslnl ggee&]s,"é]dss?n E/%? {nnglglﬂn g&?& t\;/ X Irﬁ)pel tﬂ&ﬁ%f %glng Qéﬁélgfofflor“%mlcohols include

taneou oes no ave

but not H@Fesébylﬁtb@ds ﬁ’éﬁﬁ@‘e! -Rrepgnol,Aguprepcd i iutagol, H;bataw,owbm@@o@h ¢prt-butyl

alcohol queJnage n@&@an&aﬁpeﬁmdl Ileﬁea{meBﬁa]lol 36beRY! RIS |t§t[pﬁﬁt5flrbﬂ:ohol
r.ot e after, trea

smete S B AE O G5Bl S SR Tt o A oo
triethylep@gipcob popydkinarglndos fetradtteyledé el gqlxyﬂlthlucsl digroyfen@gycol, polypropylene
glycol, }%lelér@gf?f%%}ﬁodlﬁ};c lrp l«nﬁit 1?2‘[631%xa915&1 hn[ eférgg el odlments an excipient is an
m nistration of the detérgent(s rein.

organic ﬁfé‘fept ngrp éré%@blt/ﬁ@a%%l%@wégorf Erafﬁrﬁhlh@n@skelf%ela | uI ar
[00100]MBMampINs df Dibedahianga@tstitiids, beapBiite®ofiflc, ifagneieth QE@RN bt acid, and silica
gel [ 0099] Exanples of wetting agents include, but not

"~ limted to, acetylene glycols, acetylene alcohols,
[00101]gPgmp)ps of thh éﬁenrvunla&ﬁyts dnslidgy by aefilizited toherzaligniseblogide, hangpthonium

chlorldd’llélﬂlir&ﬁilaﬁ‘ol %Mn@l@tﬁﬁ aR&Hol, rﬁa@%ﬁﬁoﬁc amEéhlEet“shﬁlﬁ the Qikd) &ew examples of penetration
al Co . er-s e .or S nts I Qni. C .
entanceg i R ot RS i B dto g PRER e DR oo airmize v
methyl-2ppiedd@e,iand siyiphagipolactyleueglagnt s, and saccharides may

[00102] %aMﬁS‘sQ)f §Jn£lﬁlé e){nugfﬁe}s Iﬂlcﬁl@mﬁt Iﬂﬁthl‘nggh t9 ochﬁﬁ\p]a%l smeesodlgm cetyl stearyl

hereof. Some exanpl es of | ower alcohols i nclud
WHMGﬂﬁﬁmqﬁﬁﬁ?é@d?ﬁwm@%?ﬁhnol et hanol , 1-propano
[00103] 2= xSl X0 ﬁlhomc]sm’@idﬁaﬁﬂﬁélude&ubaﬁ ﬁblﬂmh],ted it ey hicyd sosps, Q‘Oh@iamlno acids, alkyl

ether cagbogtlate? ua‘%%?ted pﬁ;():t% ehll Ilbenz% n&l{% Qes alkyln %&glenegtilfonaltes nﬁ%hlthalenesulfonate

formalint mep@hQMon@n%@q mplam@esn@nﬁy—fongalib @platn@izatlon eanpenpatep d1alkylsulfosuccm1c

ester sal] g@mifoa@&h@es V@Jl%suﬁ&{atép |Neac91fngtﬁ§1{a§rn§ Qlll‘fa@eﬁ'bﬁ 1@1&%@@1 sulfurlc ester
ene

dleth e ene
s,y e ot SRR B TGRS e B i,
polyoxygihylewlalkylghepyl ethyt|s@faes, gloyeatisylfafpe faptp papaikybrianidp sylfoic pster salts, alkyl ether
phosphcl?% )é%ir @eﬂt? agcl éﬁ&ﬂ)‘hospﬁoﬁh Qs(f]ér gellty col, glycerin, and

exanetfri o In pref erred enbodlnents

[00104]e\§e@mg}psa§nonilo§1c éﬁfaﬁ}ﬁr&s&ﬁqll@e%’1 Rt llml% Foepo&oéyfeg]ylgnﬂ a§}<yl ethers, single chain
length poly@éethylend biky Rilbr§ polPdxydiicde Rr@tiay abihyl efh&ﬁ,@ﬂyo@btﬁﬂ&h@ klkylphenyl ethers,
polyox;%tggg'q% i%]reﬁo%%g? goo’?y%%(ye{h%lenekfgnol? éi(llsru mwg% gtH)fl%f )gge #m@a’clves o% alkylphenol-

acid, and silica gel. [00101] Exanples of the

preserving agents include, but not limted to,

benzal koni um chl ori de, benzet honi um chl ori de,

chl or obut anol , phenyl et hyl al cohol, paraoxybenzoic

acid esters, and the |Iike. Few exanples of penetration

enhancers are, but not |imited to, dinethylsulfoxide,

n-decyl methyl sul foxide, N, N-dimethylacetam de,

N, Nret hyl - 2-pyrrolidone, and octyl phenyl pol yet hyl ene

gl ycol s. [00102] Exanples of SU|tabIe enuIS|f|ers

L 1 N



et her carboxyl ates, acyl ated pepti des,
al kyl benzenesul f onat es, al kyl napht hal enesul f onat es,
woaphbg@Benesul f onat ef ormal i n pol ynmeri zati on  PCT/US2005/042665
condensat es, nel am nesul fonate-formalin polynerization
condensat es, di al kyl sul fosuccinic ester salts,
formalin adnkdgnks84s) foyagyethglbepolyaypb@lanaisodkipolpasre polyoxyethylene polyoxypropylene alkyl

ethers, p&bo??e?ﬁlly %yce}o%@a{a%’estéy hglﬁ%gégl}y%h%sorbﬁbr?@g ag% lﬁ%%g] gl)lyoxyethylene

sorbitol fatfy) apig F?t?fs aalyalplegegiveal farty poid gsters Aty asid pontediseridese pabyelyaergl fatty acid
esters, sofditg@ity a@id@ﬁt‘r@ |pr0@§151ﬁg(ly&ui’alfy&i:ﬁ$ster@ @lcbb@é(ﬁ(@ doMle@8€ fatty acid alkanolamides,

polyoxye%‘léll%%e 1QtFy %ﬁ 8111 h & rlyo%ﬂ%tl%%%e?a%yleagﬁl ?r%ﬂw o%td%( %/)(fhf/&{/% lene castor oil
derlvatlvgﬁhmmhpy@hé@pmolyglwlglgohobpp@owm@;hykﬂq@g?;héqqﬂ@n aslatiay and hyaluronic acid.

Any and §1@J>ftt1$e abd;\!é %96& us@ﬁﬁlb'ﬂﬂlbﬁﬁudﬁfwnﬂ Ot 206the? aﬁgﬁrﬁﬁﬁkant S
e not lim:¢t | ene a

[00105] gihﬁr gnpl@l Eﬁlrt%) ecﬁﬁ%]i)lﬁltsl I%tﬂ,g? ﬁct&s&l c§9)8'§> %/ 1‘}9 e?? 1t31|, wgﬂmtol s¥arches gum
acacia, c@itiine pi®sphpte|alpinetze tripatagth cze oG cabdlan silicate.oaitrodrysedline cedlplose,
polyviny@?#r(}iﬁfﬂé e&hh%hfﬁlﬁﬁclﬂuﬁy c!eHln(%Q X erﬂ@wt@lr %ruppéﬁh M]Qi?ﬁyl%gln%!see ne

yoxyet ['ene 1 anoli ne deri vat Ves,
(00106 &y 7 BHSCBRRH & CHBIOT AR BEOTBTScH) (R P TSTERGRH G Ay ot of one or

more pheﬁﬂﬁdﬁﬁi&aﬂf/ eGive @akosmisy @Izl yilearie(sad/yrixly pitepyiipdme olth@€harmaceutical,
veterina: toﬁ yosmgti?é exrfi)p%nﬁgx%ﬂﬁ y;P%La?lp §1re%91n¥r9 ?ﬁfﬁ? ?@Quﬁjﬂgﬁﬁ% gf)ﬁglds and

ene cero
pharmacﬁ%uy@j@pquﬁﬂe@ﬁé(s)sl@pnjp (b&‘fppf@{all}yloa@plgﬂl t'awéy, wiv or viv and wherein the

solution B3k oD Y184 )phs8 BECOBRESD |Wlﬁh thé éﬁaﬁﬁbc&@éﬂﬁlbe&ﬁ&rd‘étergent is a bile acid, in some

embodu%{stﬁgkﬁtbg%%c}c{] a%LeXtecg qnytg agrisg?r%ts ?eoggchal%tatc% ?éhc acid, chenodeoxycholic

acid, 7-alpha- @h&dmxylhiaplueyoca@qydmhww 1ghockmiio pjd, eneigdyeholic foalt difydeyterin acid,

trlhydrm@ﬁhl%re §c1d SME délﬁﬁl@ cct he¥s O@Q.Hy@f @Sl Whgrﬁﬁé ﬁflaﬁﬁé ically active detergent is
anol am yoxyet hyl ene fatty acjd 5

a bile salb &ey%t)%qrw lgﬂlélesaa[ %Wnéﬂfcltpé gomg}eﬁgﬂu%fﬁnﬂgmé Rﬁ ﬂ)é]élm (N a®), potassium (K1),
lithium (PO), M@ﬁyﬁﬁﬂ’@ﬂg@m ealci@s (@), tB:hriumdB:IzT) MsabritMR$SH "), and ammonium (NH*) in
combinap (91: v%/itYllarl])}fel: e?:y rllrstg b%\(?enff‘l sonq rrif)v&u’ngné trl]lg lc%lg |? lﬁr} %l?]alﬁ (rl:nggxfé Xugﬁgs%ose selected
from thegrodp epinistiog oftaﬂ@h mbtd\ﬁesoﬁﬂy (8, ppsradiuny GK % endiithire (Loh Inpants embodlments

the catio R8n ﬁg@h@&ﬁh ﬁamasatmaa meeshsaea [ﬁ%l m%}ougdﬁﬁgtmg zﬁaﬁpén@sslnpcﬁ\agﬂ),
e ex Lents |
calcium ?ﬁ?é} g (5%*35{3 Sen R |) $6?%erab§% %\?"i‘ﬁ%’é""maﬁﬁf %1‘8%?8?1%”“ wherein the bile

sﬂhsmd@h@mmmeHnsphate al gi nates, tragacanth, gelatin,

[00107] G[ﬁé 191';11&%1:0%@051%(:@% dmranRQ Ifod ;ﬁ'!efgﬂalnfblﬁ%lnh('sﬂ aﬁé’gnblle salt(s), more preferably
pol yvi nyl pyrrol i done, phosphati dy] chol i pe,, | ul ose,

deoxychgltc&slp pl‘éa\y\ﬁfréqf or wﬁﬁﬁferag{,}(do 1;}y Eoée‘te' 1E|?d6g1@sterfd@6‘ia§81]s ci)rwentratlons

such thaSsaReRap b Ieff&ﬁ‘ie&moﬂlt B(dém'aﬁd bia @Ib_]ebte ehetapeoingdly iefesive afriodnt is the

amount c% d&er%n@@e{%etch&eq? feﬁu C]te ggibg?gﬁg‘ﬁ& 9(§ep R%E] xgcﬁucgaf Sinount or appearance

of loose d@n E(setpe gpmﬂ@pntb 2l p@npggqlqn(\xgt)l)i thel@pquyca%@" egjive ppguat of detergent(s)

comprisdd R HeR a6t d. (iﬂ)lako 10VEE186 5,261 an@P %SRS | 68 v/ ¥ CchddeRFHeAt&). In some
ona

oo G BRI OD 20 TEE LLBLH MR LB (284 Yo 000
0.01 gramipoftdetergdni(t). I prteioomerk ligidsraee also mcludediimityy colnpsitiony,themtags rafio of the
detergeni/(%)\énoaif})% 2’82&?&\/@ é, ﬁh&%ﬁxstginqt% QRV @ﬁ/g& vRO %OIJ eQﬁlllplﬂedgsolldtlmﬁle present

har maéo i cal active
mventww@p@wgéembowté%ézﬂmalt%(eacﬁoewm dwngéﬁléte é%aﬁpwﬁﬁ?téncluéﬁé% wiw, wiv, or
v/v lipidRiph®platpiah, prsspafildgietorst. f rom t he group consisting of:
deoxycholic acid, cholic acid, chenodeoxycholic acid,
7- al pha- dehydr oxyl at e chenodeoxycholic acid,
l'ithocholic acid, ursodeoxycholic acid,
di hydroxytaurin acid, trihydroxytaurine acid, and
gl yci ne conjugates of any of the above. Wen the
phar macol ogi cal ly active detergent is a bile salt, the
salt preferably includes a cation selected fromthe
group consisting of: sodiunf(Na+), potassium (K+),
[ithium (Li+), magnesium (My2+), cal cium (Ca2+),
barium (Ba2+), strontium (Sr2+), and ammoni um (NH4+)
in conmbination wth a b|Ie aC|d Ilsted above In sone

Y T LT " . .




[00107] The pharmacol ogically active detergent(s),
nore preferably bile acid(s) and/or bile salt(s), nore
w@e@bes@Bs y deoxycholic acid or salt thereof, PCT/IB2085/042665
preferably sodi um deoxychol ate is adm ni stered at
various concentrations such that a therapeutically
[00108] @érethe doxnposgion isrgrmitigtedisaiseletion (hrafeyably aqueopsssolution)) it may be in a container,

such as ats%rgca&%%rhlg@lloluﬁbl@ EdnBfmtd WeoRHIRWNY cohtindr I31‘321 lﬂﬁEQUJé%f Ddolution herein is
fective to reduce the size of a

e
pmﬁ“¢%ﬁ%%é&é :ﬁa{ »¥pdei't or reduce the amount or
[00109] apgrefamam:cmecg‘ent(sm ds eomsgobitions/batutisirereie kdyGdho ineltiesaddigdonal active
mgredwﬂé{?}@&%&nﬁ lth ﬁ é{\ﬂué %exﬂ(sf R%B@P&%&E{e}lté Mlcl?;ef:(ﬁlﬁttﬂe%? uﬂﬁ%%ﬂ; aré)sfelected from

r gent conprises between about
the groug c(gnsgtmgd)[f aetl-gxicr agzntvawstrﬁo&s, anarthrgqllqptlbfge{xth @nu coagulatlon agents,

suds-depfhesbi@, gﬁﬂﬁf(a‘&m)natolf}rhgma@éﬁh&d[sﬁﬁﬁiﬁnagena dnhi@rspap@intab@a) feyetration

u t s less than 5,
enhancerg ster%%g g\érglul%ge?sz Qﬁliﬁ% elg)pl%%gn% aﬁt{ %g&h%ﬁ %r&é 01 grams of
déilfe’ﬂgleﬁﬁit"(eé'}gfed@lfsone or nore lipids are also included
[00110] mo&b@nb@mﬂiaﬁﬁdf&ne@ment lh@enmsﬁcoﬁ@dsm@n &h vs aﬁfoﬂﬁtaeeagela&ﬁlﬁl)stered

and/or cooxpar]g:}e\g thg grfe) % Ig{%ﬁ%{icﬁtlonzg aglg%/ ‘Bgfxg‘?} Oslucht %?rpefgaé%pi%/q '[mtx m1crob1a1 agents,

vasoconstrmb_endntldmomnc agans, atiecoadndtidn ag&shiutisedepradstgs, {ndi-igflammatory agents,
analgesic§ Qi\%béfmnqg&l(sy &B(ﬁllsﬁifrﬁan ag&% ﬁéﬁentaﬁ)onl% Lﬂandggt stér(ﬁ&;sl tlllaqhﬂ%eé @uscle relaxants,
or v/v phospho

mmaMP§W8§bﬁ%W$dylchollne [ 00108] When the conp05|t|on is

[00111] EQdiiplel sitagiiim@Sobirl SetdkuitdR ffriukei BE dadpysitiels) @BIHSds, and kits herein include,
sal tlon t

but not hmot o ant1 Pya’cteh&ii g%ntg |§ned 15:111 &%é%&l Qﬁgl a%ﬁ%ﬁ. %Fdotﬁeslllk% agé/ £r£ {)]rgigrably

efﬁcacwe&ﬂﬁilw h‘@?ad@l@ecﬁu%?f micrefss e of a solution hereinis

[00112] BxRfpRE ﬁﬁhﬁﬁf\ﬁd&l ERniSBE, cardeQised WaR the ednposkfihn, 9¢thods, andWits herein include
d1thloca1%adx?ﬁ§:6 £}1 alllglh ?e éi%:? g?)ﬁllglﬁeg (ﬁga%;oe %el}?g%%gﬂz%gaﬁﬂ%sl «ﬁﬁ)gxanlhdes phenylamides,

phosphitescahd the bkeal acti ve i ngredient(s) or second therapeutic

[00113] @ga%meg §f)ant1 bddeRQ nﬁ ﬂi@ﬁ@é 153 EFe Sot lidH&No %@%@Icﬁl h%l@%%lin Goenicillins,

agents are selected fromthe oup consi sting of:
cephalosacmnf apinealspyidep, sﬂ@gmlges %%6?@ A Elms, 61p<§)31des qumolones chloramphenicol,
vancomy@ii} thetﬁnlﬂﬂdid&fé; Qifantpinigenitizis, sp@:ﬁﬁdmyaﬁ;a@hﬂtlﬁ)bmrﬁ) nulégethbszole, penems,
carbapenenqsd ?norgo tarn %1§P1¥ocfn r%om}ﬁ:m s[lllffalteabm olyg’g%ﬂb 1-ofloxacin tetracgchnes

agent s, ant ersron a
(chlortetpeﬁlmeMtrqmbhrl@nmw&w@me @@@P@qr@sandﬁqﬁa@wilm bydrpeoriqpy slifdamycin

phosphat'é SeANANh Suifa@HAnARSdiuntlin@hind) 8AzAB 80 Shiorfd Hedyir@Rainof\Ct i v e

methylb?nﬁ%@ﬁlgu!pg gr?dg pgm.?% aialtei'r}g%%%glgﬂgﬁ &on%%lﬁ%%r}ﬂﬂg%?(}él&%clgsan '?ea tree oil, and
their phacmecaud enlly hcs¢peb dalts andipremacautiqrty deedpeble wilts imd esias thereafor e

[00114] %@l{éi belﬁﬁé%lof Qﬁtb'aéfé?lai e@gnrtselgdhﬁg tb§t’areSnUtC1nmt@§to A&&ﬂoﬁ%ﬁﬁm&@ucﬂhn plus
ti-mcrobial agenfs, vasoconstrictors,

cllong g (e A BHSEA A A g AT BT ARG Arblacin,
Aspox1cﬁlmd§m(dﬁ1pfnﬁzsﬂtaf<bh@cm a\ﬁlobl}lm,rﬁablaiﬁmBﬂllZ@lhlﬁgemtlﬂm, Benzylpenicillin,
Carbencfrﬁma&% cl%f %%fadrgmﬁ Eé‘r{.ﬂ%!n? ?:ei%%%@ gef%}h{x C(gfaﬁlg %E %eﬁgollﬁ%ﬁ)t.l e'razone

I'ze rs,

Cefcapelree‘Fﬁd@ah ﬂsfdltmcﬁmme, @?fﬁﬂm%e,caﬁ’a@@ ﬁ?@lﬁtaf% @qu}mEE—‘af?mf@éne
Ceforani@d, C@fﬂtﬁ}klmEnCQfoQQh efBER e bxifinl ICERMMi1ef Oeff]:vﬂ:éﬁlﬁiel dfb B&ime, Cefprozil,

oSi ti kits. herein
cormang RS Py o Lo PG UBS e Rt oo,
Ciclacillmg@indxsgin, Etptdﬂo)ddcmaﬂllar&iyenﬁcm, @lamizéléeenicillineClirdaralycay @loxacillin, Daptomycin,
0 n §

Demecl(%c%e EQSElLlXO[Ioglg,Plﬁ: EchEnX g%}[g @inol?ﬁréhgotn??l? 3%6(20992% eEwtﬂggﬁ EplCllhn
can be used with the conposition, nethods, and kits
herein include dithiocarbamates, phthalinides,

di car boxi m des, organophosphat es, benzi m dazol es,

car boxani | i des, phenyl am des, phosphites, and the

i ke. [00113] Exanples of anti-bacterial agents

i nclude, but are not limtad to, erythronycin,
clarithromycin, penicillins, cephal osporins,

am nogl ycosi des, sul fonam des, nacrol i des,
tetracycllns I|n003|des qU|noIones chloranphenicol,

o o r



car bapenens, nonobactans nupirocin, neonycin sulfate
bacitracin, polynyxin B, 1-ofloxacin, tetracyclines
W@ edvbosdoas r acycl i ne hydrochl ori de, oxyt et racycPCTES2005/042665
hydrochl ori de and tetrachcycline hydrochl oride),
cl i ndanyci n phosphate, gentam cin sulfate,
Erthromyein Ethlkiomil Uiteredhdin Flodiexef, Fénbesciionflumaquind, Sluiitiemycin, Fosfomycin,
FosmldWMl FuSigi0 E&d @‘r%ﬂox:ﬂﬁlt @éﬂlﬁ&gﬁ@@ﬁ’cﬁhlﬁmlﬁl}g&ﬁl‘ ﬂﬁpen&hﬁﬁ‘s%lhstatm

quat er nary anmoni um conpoun s, triclocarb
combinglipg, dPReufir Ispriich Jogrnypin) Kanamyging %?W%Fﬁ@é@@ﬁtﬂ» katgmogpet, Levotloxacin,
Lincom@f; Bipézal, BorGeAlbtasin, Iaaﬂefdarﬁﬁ dryhedyelint,iMaaillinym e aphdat) Methacycline,

Methici%iﬁ,!{l\%le?rg%&?olg ﬁe?l%écilhg I%?lﬁeecgrfiyc rl lg[%%gy%llne %ilal?alin ?%F&Ltﬁ)?acgl Nafcillin,

eri a but’ are
Nafcilligy NeksfyigreideNgpmy filgyiqin, NWﬂHaﬂg’ WWWOW%”&E pa;ar(dpmgcm Oxacillin,
Ox011n1é§étgl”@ﬂftdtrﬁl)ychnéma1léﬂl9¢nﬁ] Paz‘&ﬂ&s{aé@, iPhflokdtin, ARG &, |PE1ﬁc1llm V, Phenethicillin,

Phenoxy, ethdg%mf:lpﬁl I‘?‘psegnch 1G 4cK Olﬂgy/eracﬂlm glge[racqm} zf‘é rilazolg%tam co1rr1)B1nat10n Piromidic acid,

ProcainBeenizidlinhirogicilie Rydhdéthamine, Béhutip) Ritapside; leamnmn@?amle $‘Y |Rifapentene,

Rokita B%ﬁn@&acy«:@ﬁé ﬁg)?ﬁ?&hb@m %fl&laﬁﬁ( |Sﬁaﬂoﬁ%ﬁ1 g}&'cﬁ Spectmomycm Spiramycin,
atril zi

suliggr SUPARE CLPH T PR o GRom O@\BF REoeeeCdifpgtazele, Symecid
(Quinuptiethn-RalfoprjstaiCednibitatong) |TeLcoﬁIéaﬁlﬂTdhthI0my@$fT©1p$nlﬁm @atercycline, Tetroxoprim,
Thlamp@%&rﬂwrc%ﬁn Ee%g &Erx@)qogﬁmyc%;l'gsqlﬁc;x% quﬁgtg hf:ﬁ”i"rlmetrexate Trovafloxacin,

I'm zol pi ram de, podoxi me,
mem@%@ﬂ@%&$¢mm%%fradlne Cef r oxadi ne, CEfsqudln

[00115]@&1&1@@ ofl i BonstRlok igelamﬁtean teRfed v@k hBompbiitiont, aRihed] @@ kiss of the present

mvenﬁo&“}fﬁlg‘? cﬁgﬁ%@%ﬁamne ?q% X g)ietl}]lysbrége ancfz(p%flrmadeutlcal - ch:eptable salts thereof.
[00116]CFxamplesrof antirhro@hadix agsnth thatrean Rayd ovith die nomsth@@Ir@dlydﬁ jnd &its of the

present B@%ﬂbﬂ 15‘(9le9 El‘gatrognbﬂﬁﬁ)‘gt' ﬁmlﬁpanc llg&@eﬁé lt1l‘o'f151an t@é\fe.ptaaﬁl%'&&&cﬁvator (natural
xccme Enox | 1N Ert

or recor@tnﬁgmfcéﬂplaseﬁwb %gézglﬁtepl £ 61'1?63( éaftor Wﬂ}%ﬂﬂg%éﬁcﬁg‘ft?r )ﬁ inhibitors, thrombin
inhibitoFs| (4mbhe Uiruien andFbrgatiobdny, BEIt inhipitdra($§..Omptivators oFdsuE p¢hsmngem activator
1nh1b1toF %}%%93'2 %nt%?asﬂm 1@&&@ | TP@&)@)'R n&e ug)%{‘lﬂlsfe Ia&l)%o@masgeaﬂ& ﬁﬂ@oﬁhtgd plasminogen

penem ['istat1 n conbi nati on,
Strepto%@ﬁ@tl’f?t@i qqmp% aﬁlr%zau&ms (Fess HFED hePaRaFiehplasHogen activators (e.g., #-PA,

urokmaé@a&élgﬁlﬁh&bﬁb enﬁﬂe@@@ﬂ'yﬁdﬁﬂn sibalispiyeX g bnti-gleslahigmogatinAgents (e.g.,

oStacye sn%,mc ﬁgolld Lomef | oxaci n, Loracar baf,
’ {9%§@§ C|||lnaﬁ1 Mer openem  Met hacycl i ne,

(00117 NBxebles of uitirpoaeViatinaengiatedtan be Wb Wididhd domppsitiphsgiaethads @hdits of the

present Mvalg&?/lﬁélﬁd@ alostMog Kl@ﬁﬁé‘g'ren atlalméﬁhéc {OKRE |eBt1ﬁbNﬁifi Gabéikinb, anagrelide,
fci | X1 C acl

oy BRI B I B AP, e fllntm%aa%h%?arr‘ﬁé?rwu@ danaparoid,
antithrofia G, 1dpiritlin, Edgioban] ivatinidil, watkay, efisiday,cltéphuss, reRahemysiimlase,
drotrec?g"il amsErﬁx)fa%é: PtoPig%%ﬁ %ﬂl‘ﬁ&sg ancﬁc%ﬁbﬁét{olislt %"f Penicillin \2

enoxynet enlc emdic
(00118, kagplesif g}és—é@reﬁsamhthatwﬁ@wé Wllth rhﬁ coarrpssmoa% %@e‘g&?ﬁ kits of the present

inventidhGEERBOEEdo QboxTic Eﬁ%&id £nd 36, salRRERE, MBe AEMdLAbIxYlicTaity acids and their

salts canh{;afvgiwﬁfolgaliﬂlﬁl éhﬂﬁ%/ %tj ﬁyg%g p? %u?a Rlbgnaa? Ute ,Inagbut ﬁ.‘) {g a oug§4’ carbon atoms, or about

12 t0 R0 18 bt atoYc| el Fepitchidh BRYISHimetaRT sy Fadjum, poasshum, and it

salts, arI%'aﬁlﬂlf)lluQ‘?f Qﬁ'aﬁlanoﬁgﬁfoﬁlgﬁ)éﬁt@ Nddltﬁ@ﬁ Gelak- H@Msﬁﬁt@mcl@' 1oPdXHiE1¢) high
fadi azi ne f ado

moleculg{ %&W lbyidﬁ)carlgm séb}t % W iy at@ﬁf“? g%{{e %O t%’flg triglycerides), fatty acid esters of
monovaTint efldoﬁd])@; aipﬁdtle C13994 Eemmesjke gQuéarvuy dies tCBier Ddd-depssigy iaciude N-alkylated
amino t%li% §1t I o o’he%edl H}?Jla%{ﬁ{epor ??(1 &&%@Waﬁﬁr 'chlgl@rﬁ?ﬁéslf% InQd as products of
racycl 1 ne oxo prim Thia nicol, Ticarc

Tlgecycllne TobranyC|n TosufloxaC|n Tri met hopri m

Trinmetrexate, Trovafl oxacin, Nhncony0|n and

Verdam cin. [00115] Exanples of vasoconstrictor agents

that can be used with the conpositions, nethods, and

kits of the present invention include

di hydr oer got am ne, ergotanmihe and net hysergi de, and

pharmaceutical |l y-acceptabl e salts thereof. [00116]

Exanpl es of anti-thronbotic agents that can be used

mnth the conp03|t|ons nethods and klts of t he

e o, o,




i nhi bitors), al pha2-antiplasmn inhibitors,
st rept oki nase, uroki nase and prouroki nase, and
wanisogdoat ed pl asnmi nogen strept oki nase acti vat BET/US2005/042665
conpl ex, anti-coagul ants (e.g., hirudin, heparin,
etc.), plasm nogen activators (e.g., t-PA, urokinase,
cyanuric ghleride with il iof ZYdnyled of a primaryrersseqordagy aming cepdaiiing, 1 to 24 carbon atoms, propylene
oxide, ana WRhdstehr$i gos Fﬁaﬁeg such asqmnbsraa}yamh@bmga{e %Eé‘}tahcgﬂon@ﬂﬁm &-alkali metal

N r asp

(e i Bt DL S ghoeeifE P g bRy el s mixures o
true paraffms ar@e]zbhmbydkpcarbxmﬂammmmfﬁmm be nizdaiow Bquideforeh. K it Asoddhown to utilize
waxy hy&rgzﬁfbgﬁse%&ﬂgbﬂz ﬂ‘a}éﬁg% ]nglﬁné J&ﬁ%ﬁ@oﬁ a%bdt b éz?ﬁe' hycﬁ:rl)cgﬁbﬁjsqu{sﬁéu’ee a preferred

I he bati abcrt x1 mab
category gﬁ%gq’sgpgrﬁg)r fqg p?ﬁvgmbcg%qsglonsagbq I],yfirﬁcarbons can include ahphat1c alicyclic, aromatic,

and heterdtyRYd dafiARD bla{n@ﬁ@atdrdl hiidroddbis@ vy ffom aBﬁﬁX’zaﬂB al!SdufTZO carbon atoms. Another
apari n ar | var.i S 9 ap

example o% 5% sﬁ;}pre r[%),‘rs coxp]? }ses Sf ic ne Flﬂia g)uI[')px)e§sor a{]us &L ory %cludeﬁ ’ther u&%ofn

polyorgwrlrpxam offs, segh |asnobﬁdww@yls@|><we,pllsa@‘@0ns P’i—:f{ﬂé‘b oA polyorganosiloxane oils or

resins, aﬂd%@ﬁﬁﬁa%@ﬁs@?&lyo@'aﬂ%ﬂcﬁ%g\‘ltﬂ silicdl bﬁ&lésﬁﬁ'e@ﬁa@he polyor anosﬂoxane is chemisorbed
r eof

t.oki pase nati o
or fused F%@%Qgﬁlca )(;ﬁﬂg}e% Sod?c “Qﬁé’élt r&)ggrpléegg aﬂ{mgne[s,ﬁg Sﬂé"g ﬁl?lﬁ(gle %ﬁes. Silicones
can be gearally efresev @iy oy letedpodysilome nodsalewidle Kiidags rofmailp esep ngmelp tivided
forms exlmﬂ[IM £04 15}%5110%1 Q:ﬁ]gMg fnd qprﬂé%ﬁ%ﬁ&%%bﬂoﬁlc Elﬁ@a@ ¥ v@ﬁdugty?égd Slhcone suds

ts t her eof nphocar OX acid
controlh%ﬁqa@ertt rPéh%ééi ig %Or%waHWéﬂWérros‘é%?w&?rnﬂ@h%‘}l%s LHoRfiBEcoLcopolmer
Other sullsGuibBsdddts ilzbhd€ mixness ol o 0ilodn0 DalkHiG chidlsa Batable 241kglenkamils are 2-butyl-

Oammh%&%qﬁcm%&lgg_z?%%%eto about 18 carbon atons. Suitable
salt's I nc e alkali netal salts such as sodi um

[00119] Baanzpdes piami-digprebion jagehis thet cgmbe used vt dhegpmmpaifions regthgds, and kits herein

include, altk@a&h@meIsmssaélytaﬁemmagmeaﬂal suds- depr essants
u ar

t
[00120] ﬁg}mp&é 8{,9636(}1@ t@h@ﬂgealgedpvgpxgﬁefmﬂpos &I{S xgetng $ gnrglé%ti léelreén include, but are not
limited t§, ®etgmethabamt, ichlompriedhisbie] gdcyitwdonk,desijope, esbige, desangbtipging esoxifetasone,

dlflupre({;@tg %ytﬁhlgg:' hud?rlc&ﬂ&% Elmnéllla'séﬁg El%\hlg:oh@' ﬁuoc%%ng %Eﬁ%ﬁol(n% lgndrocorns one,

st earone er suds epressants 1 nclud
meprednjqongy %gfhy&r@als%?ﬁefmrawﬁlﬁ%}erfégdng?}@ﬁ DR gy 3-alpha-ol-20-one,
testosterbi Xedd ﬁiaiﬁyxhdl@le AARE estrbn, eltriol, ipOlyds@ddiod palkdsyrio ] Hiadehtivg diethylstilbestrol,

dlhydroergﬁftgr%rtler g%rzo e{oﬁg' far%%o@e%g%%or%{ﬁ?%g&ér?m ore%ﬁ?éx%ﬁeu Eekf&lorgestrol ethynodiol,

norgestinae grrtBinyB-leionesogsorl. dpmrgerpra, pros e hsesth t59pieracopisonolacione, and estars

thereof, BhARRMIAE RExIePohidd Qoﬂe@&lﬁhe PRRast, 8Rlkibhidh) h@&&g@&&&m&dﬂ& ut@8sone propionate,
and, nonost ea

i e L RAEL PREBRALE 22L B TGRS0 e
deflazacart) dorfitaes mh ajri@ol@ad/aﬂmdroc’ﬁheolhy@nmrﬂg@n@etmh a(&’gte dexamethasone
sodium @@Jgﬁ{té Etﬁrogénnﬁo}b etﬂ&or{y Qﬁh Hl% oﬁg oﬂ‘u[)ﬁéﬁy fﬁ"ﬁ{eﬁ'fpﬁﬂe ﬁ§m@m%rms (where such

rocar bons paraf I'n can be utilized
forms e’ilsﬁ apd R?EFFT&CGPWW acgepta 1%”5? t§?5‘3‘1an0\/\/|1 to utilize waxy

[00121] X &S B DORSlamphtery @gend kit dambd usgt v&thlﬁl%kbﬂl}fb@iﬁ@@,l nithoke hrdWits herein
include bog} geéolcilépand ]non-s-{er 2%91 11%91&9’8&‘%6& S, d I%Itlalt)ly gte%?l@al Qr{tlelflf?arr{med%ry agent

ressor
include, b ap@st linitedts. coz’ﬁh@terwda susk ax ydmeprtisens, hyﬂrexm@n%owphdma@?thyl

dexametﬁzlsb&y&kd&thaﬁﬁ@m;pheﬁe b@[b%eﬂﬂ@s%&rd‘ﬁﬁ(}/pwnétg cBE:AdS1 3418 6ke, QEsonide,
unsat ur at ed dr ocar bon 12 to a

havi n

desoxymfélase&q, %Wymtgﬂgeronﬂﬁﬁ{aﬁe%x ?ee dl&ki(&orgfmséJ (U‘EE)IF éié?geé 3 Hl&lucortolone
valerate Cfnagdéno o a5 figiakdlae Aretoside] ﬂucswppmc&smmsthasdfh pvalatatiiegpdrolpne acetonide,
ﬂuocinohi@% lﬂgcqﬁﬁle @ﬁes{é ﬂu&f)rtc@(ﬁle Xﬂﬁ%ﬂ@é‘ (h%ﬁk@ldéﬁ'ejaétatesﬁkggdéﬁolone

pol’y oxane, |sperS|ons or ‘enul'si ons of

pol yor ganosi | oxane oils or resins, and conbi nati ons of

pol yor ganosi | oxane with silica particles wherein the

pol yor ganosi | oxane is chem sorbed or fused onto the

silica. Exanples also include , but not limted to,

silicones, and silica-silicone mxtures. Silicones can

be generally represented by8al kyl ated pol ysi | oxane

materials while silica is nornally used in finely

divided fornms exenplified by silica aerogels and

xerogels and hydrophoblc S|I|cas of varlous types.

oy ~N ™ A



[00119] Exanples of anti-dispersion agents that can be
used with the conpositions, nethods, and kits herein
WO p@b08®38 but are not |imted to, sucrose, gl yreTERING/042665
and glycerin. [00120] Exanples of steroids that can be
used with the conpositions, nmethods, and kits herein
halcinoniidadly drd@ytistyigtacedates hydedcortisond Hutythid, msthyjertdnivelbivaisianenolone acetonide,
cortison&, Igtl)rg)ﬁ&gl:% eﬁ‘lﬂ:l&t%xgﬁlee ﬂud?(lc&rt:l%ct, Qiﬂgﬁgsonecd@;cétéé %gﬁdrelgﬁﬁgzﬂletgﬁde medrysone

xanmet hasone, desoxi net asane, | 'upre
amcwfele@?qma@#eo*retanﬁhwa?%we padagpreof it qﬂiﬁﬁéflh&ﬁf&ﬁ@m,fclﬂalme%%ow‘oeéetate
clocortefohd) €l@s6IRd161e Ofi@orifdnel @ifRpHBdNGI) ftleonilyy thindsolde! fliusiRthalone, fluperolone,
ﬂupredn[poa’lgl%ﬁlgjsa}o o(ol)ﬁ Sé)fle \m%r %I Soﬁogﬂs 1§e cggﬁg%tylgrg]gﬁqﬁéﬂﬁﬁ &rgatmate meprednisone,
parametfae@@ Fsdeisainge, preéwepne,rbﬁcéﬂwrhhsen Opl@gtﬁrbatapmasone dipropianate,
triamcin61Se! 4n@ hnixtR& i@t r adi ol , poI yestriol, dienestrol,

R e A A T
isoxicanl, emcmmgsemxrcmh,,an@@h%@é; salicylatan pugle sstsilivalicecid gepgitia Aisalgid, benorylate,
trilisate %aﬁlaﬁf}noﬁngﬁ %ﬂﬁﬁl%l raﬁcli fen&%?am&ﬁ§£cﬁr1@mva§\‘e9 QE&'&Q&&L&&L ‘fenclofenac,

t est'ost erone, spironol actone, and esters thereof
mdometba(gae%lbtﬁlqu @lmeluﬁ’fl?oé‘ﬁ’é‘h iﬁargena(f, B?HH@fJ aﬂf)raeéackslachqt%nefentlazac zomepiract,
chdanaoCdm@ﬂuﬁﬁ and fdmnadytFeinhasawachiasl mefﬁﬁaﬂuc inbdltfénaia® Offveenamic, niflumic, and
tolfenan?{ a%glg g:l%'% it agn# ?ealﬁag%{]kgcshoafrs]leb gflg Y a Pd?c%afi‘&x%%keg q}urblprofen ketoprofen,
——y RIPEAIpIEFRS e TR, BIABAHSFeD, miErofemytigxaprofen, suprofen,

alminop®fenGRH flép&ﬁénﬁo@ﬂﬂ/p%zoﬁy dﬁdﬁ@@ph%ﬂyﬁﬂ&mn@é@ﬂﬁh&&ﬁ@z feprazone, azapropazone,
uor oget no

and trimﬁ(lﬂ%g%h xturesS i Fse ons eroH%I an 1-1n)ﬁa1{1rﬂat?r6 n%:nts can 8%0 ge dem)?loged as well as the
pharmagpicalyrradeptpblé fnltq dneé patersphnr@f i sonmeric forms (where such

[00123]ﬁﬁ£r9ﬁes%l‘én§%ésw§‘ﬂlgt c&h@u@@%ﬁ e G&ﬁﬂoé‘iﬁcﬁ‘i@ %ﬁ%@sbin@ kRS present invention
es of anti-jnf armat or, age H ®acaine,

o reduce lgomiBa 48 TUSBHYE PO B B A DO Brldoes e R

procaind blﬂ@oﬂ_ﬂ@mﬂd Btldodfadﬂe,l,pﬂm)cthdeclﬁﬁre_r lekydaine, progaimg CDc&neekaDandt&l morphine,
pramoxﬁp %ﬂoﬁépﬂ% %%B%é}%neaglg& i %&@%l d)%ﬁtgz?gﬁeﬁ%lmolrphme -6-g dxcuromde
codeine By e eeing @gﬂ@pmed@exwmowhemmﬂ%@f feptaryh alfentanil, alphaprodine,
buprenofEE, A¥dtrlotnbrbRIAE, |d[bﬂér@%t@b1@ibzﬂxﬂ&t 1ydin @ﬁé@ﬁﬁ&rﬁlﬁﬁp ﬁﬁirocodone

one nmet hason e dl ro
T R S B PR P B PSR e RS8R tonon
(methyldiBsiomprpbintriel; osmwhl(m exm@m%(théydr@mgmdha@eh exymorphone

(d1hydrdii1&&wyfﬁ5ﬂp§19&1@) p}ghefdt))g)ﬁ@ %ﬁéﬂ&ogﬁeax@ﬁiff@ﬁagl’l n%&iop fé@ieﬁlﬁé @k¥8nixtures thereof,
adr enol one, % rol one acetonid

ate
s el PP ALY SERH Y SO B S e fpBstion nchudes
an analgaﬁeieramcrrem thd graicosiiigef lidokaiedrytiiomerplunt, okesdoge, morphine and

redni dene (fluprednylidene)acetate,
pharma‘fefl%glg' aEe %Hseﬁl%wéqqm noni de, hydrocortisone acetate

[00124] Frarpiesof winsier o seplptire druss it Mo Ysrinslipddp g psmpositions, methods, nd kit
herein 11‘iddd@ mlafé%bﬁﬁ}rﬁtediﬁ)edh%mled@om@@Behhc%@ﬁi& JberQitaeihe Xiuepam, hydroxyzine,

| ucet oni g , | Ibgdr ocor ttl spne. di fl uor osone di acet at e,

°Xapm?’ P‘iff?‘%zéﬁeear‘? PEPRLAOR CEE 1) e nﬁcf rysone, antiafel,

[00125)cxempiesfol tiescle batxanrethdi amdn ecluded 1rtthaacoma¢sanmemcthods,tasd kits herein include,

but are x%% Lol to Flﬂ:laﬁ'é&ﬁl@ QWIO%QIQ Corin€ Rhkatd, GIRIROINE pREREAL Bebeverine, idaverine,
cl ocortélone, cl'escinolonég, dichlorisone

ritodringy ixi?pqulﬁyfyéaéq,] gq:ngoleqei w%%ﬁp%arm?eawlyoqcfea@me salts thereof.
[00126];%@@!51&% hrftiadiApmes agéntsitive ea0 boineyded Inulprcadpussiodsatehods and kits herein include,
i son

bmme%%FTgégh%??%?ge?ﬁ ﬁ” Cgmﬁm%ggg%%kgﬁggg%a%epredn|sone
par anet hasone, prednlsolone pr edni sone,
becl omet hasone di propi onate, betanet hasone
di propi onate, triantinol one, and m xtures thereof.
[00122] Suitable non-steroidal anti-inflamatory
agents include, but are not limted to, oxicans, such
as piroxicam isoxicam tongxicam sudoxicam and
CP- 14, 304; salicylates, such as salicylic acid,
aspirin, disalcid, benorylate, trilisate, safapryn,
solprin dlflunlsal and f endosal ; acetlc acid

s Y L_.__ Y




fenoprof en, fenbufen, indoprofen, pirprofen,
car profen, oxaprozin, pranoprofen, mroprofen,
wo c@sagies en, suprofen, al m noprofen, and ti appPOf/@82005/042665
and pyrazol es, such as phenybutazone, oxyphenbutazone,
feprazone, azapropazone, and trinethazone. M xtures of
[00127] tThesempighsitia ami alisk acam dgentyvhi renaddnonlytedqy esrbdnigigieredavithghe one or more
pharmac@ﬁ%@aﬁ:gllcgyeeﬂter b le ﬂf’ds Bxh)‘ﬁe saltT) When co-formulated with a detergfent (e.g., bile

ceutic cceﬁga sal'ts and esters t
salt) theﬁ@ﬁwéfgeﬁmh&ﬂuééo?&fwa 17 é%ﬂ%lé‘ Pkt 1o a% Ok s ed wtt a0, 04,03,
0.2, 0.1 t)loe, 000,000 .46 QIES 0. omat)hcoai»s 0.0a,0cho 101088, 00071, D.e0qp0.emeM04, 0.003, 0.002,

0.001, 0. 0&)\6661 (%?IOQB OB(? d. &)‘3%' %%06% 5. 86&”03)‘663 5‘5’(?202 d)?O b(ﬂ)f %W/{/ 8y or at greater

than 0. OWépq e ﬁpWé; 0. @Qﬁl%ﬁ@ﬁa‘i’ 9@6 0;5’9‘&7@%19%& 0.0899 %P‘Bp? eR2ak- 908, 0.004, 0.005,
0.006, 0907, 0.06320.608, 0.0 6.0206.83, 004,806, 0B 0707, 0.43KYY, 6.R10£0.3, 0.4, 0.5, 1.0, 1.25, 1.50,

175, 208 g%gaﬂgps %%h%ﬁso E %@oﬁ% 45504 Zgr?lsg,%nzésﬁg)”? Xl gﬁ 625, 6.50,6.75,7.0,
7.25,7.0r7. e, 820 8i5he,750%.0, ABF, 915D r?é75>60 QP UG UG- T UB, 11g bd¥ hleso 11.75, 12,
12.25, 195d1Yéj750P30ﬁ3925nﬁs 50d13a7'501&1|0ﬂ|2'§914 selexyy, @mwpxym@ﬁﬁ 16, 16.25, 16.50,

f ent
75, B IS o TR b o BREERS RSl v or v or
comp051dbrpl panone, heroin (diacetyl norphine), hydr ocodone

00128 (19 m\é%&% Gl %@ﬁamf;lyagmgrgi ﬁag@edre(c@'famfagmm&feraieam

ano
pharmao@welpqﬂy mivw:&ras% fesh Wﬂﬂﬁ@; or bijeielsupkh e thebs 1 elcrepfgntration in the range of
from apﬁr@lnhéfdy Q601 50 DX0¢-20,@10M30,8)02-20 0808, PRADT 0.05-26, 0.06-25, 0.07-24, 0.08-23,

0.09-22 oelnﬂ %?(pﬁ?l% ﬁgngggoﬂ?%’% o 7RRENAdox o, Pﬂfﬁv"%/z SR of the

tetracalne, and
composttimer eof , as wel|l as pharmaceutically acceptable salts

[00129]3R %nﬁ%&?fdﬁneh@ %rc@ﬂfmsmlnncoﬁtﬁﬁj ﬁ)f t6 € 9.8508l5 ¥BNG.§.7.096.5, 6.0, 5.5, 5.0, 4.5,
IT1 O

[ d f
O N Y e U
0.1, 0.09DRYE 0AD0SE, 006 (I Mes, ez opharofmoe(nsg 0.0) 0.806 20cAHE [0 (HI 06903, 0.002, 0.001,
0.0009, é.e é)tgso db 260 0. &oﬁ%%ﬁ& (F?Y)ﬁ% og‘q%ucg o 356 1ag'r‘a‘?d§'oﬂo£%£te@£h‘?acuve

t1ve'dru e’in
ingredieéfé?&rﬁfmetthf?@r‘i@%mnﬁf)%déoo HAG0K Q‘%’%QP%@P (?OHE 0%, 0-pep; 0.001, 0.0015,
0.002, 0RO, 63, d.008%, DBk, boo450m<bo@r(xhoas;epwo ghas, dmn,ammyz 01068, 0.0085, 0.009,

0.0095, g?gﬁg? Q@f‘"oﬂ%sd 0 o% Li)ro&} ?'U 04 D% A5 PHZ1RE 069’6%9'0%% 5.0.08, 0,085, 0.09,

a cep e sal't's and esters ther
0.095, 01001263, OB%Arpf-8% 081040 T 0e5, 06| GobahT,9. 76198 0.8 A 9b)e95 1.0,1.5,2.0,2.5,
3.0, 3.5, 4rbCJl yQ%dS 3 B. Otéqse7@oﬁ§3@§|8t5’ ‘5’5‘@:5 6}11‘6 B‘QIQSSoftI@@&’dnjﬁn&l%cthr@l‘ngﬂement(s) or at

s bereb S4B e O A O S el E b5 e ams ofnon

detergefifRAtiQViEred@(s)] daverine, ritodrine, dephenoxyl ate,

[00130]dl§11 P({n{e%{nﬁcg:i?néegg ztfiI r‘%‘h %’g ogggig aaP/ggg%?eﬁgss ghi a}cr E %Qﬁl@gl’cﬁ herein
formula&gémwcwws @ravbder@a weqtlala@tfctlynnt? %dewﬁm §pdef lgps Skin. Formulation for

inj ectloﬁr&ﬁ B@ﬁ&er@d&% MlttdﬁsaE@ﬁ)ﬁd ffor b)l?;ﬁhblfl [dampaules, SfifgeN@idabld d’(fhtﬁlﬁdiis or in
I eut | t
multi- d‘fSﬁEOPfg{}} 1S, fw%g] _a&afiji ad'.?;ﬁeégréa% e!TBII% Jeﬁgb?eegm)r{]nugﬁo ?ﬁ&e Suck ?orm?' as suspensions,

solutiong@esrtudsiopain othseor@q;wﬁtswdmlm agd|cap congain-ageits snihap wmdlw, gtpbilizing anti-
dlsperSIBmd/&rlﬁsFé}glorngrﬁs ROAT HRE LR b Rlrthdf c@&ﬂrisé’ ﬁtl%eatgﬁﬁsg@ﬂltﬁ a vasodilator to

prevent etcﬂnpgsn&g\f ]ge?eéré({sqtgo%lﬁg%lhgmé%ll s %‘HP?%O%?W‘?gl% tgrgr{gtnu}i%ﬁlg |vascu1ar system.
[00131]a}e Bémpoatibnbef theprdsent RGentidnSan BeSormiiAted bGis topbavikld quidi@sustdified or delayed

release b ot fpecis fr adriggpacchegle peng By enthgipe P oy e . 1n
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%wWw, wWv or v/v or
at greater than 0.0001, 0.0002, 0.0003, 0.0004,
. 0005, 0.0006, 0.0007, 0.0008, 0.0009, 0.001, 0.002,
.003 0. 004, 0.005, 0.006200.007, 0.008, 0.009, 0.01,
.02, 0.03, 0.04, 0.05, 0.06, 0.07, 0.08, 0.09, 0.1,
.2, 0.3, 0.4, 0.5, 1.0, 1.25, 1.50, 1.75, 2.0, 2.25,
.50 2 75 3.0, 3.25, 3.50, 3 75 4.0, 4.25, 4.50,

N - — =~ = — - P — ~ =~ P ——

N O OOO



16. 75, 17, 17.25, 17.50, 17.75, 18, 18.25, 18. 50,
18.75, 19, 19.25, 19.50, 19.75, or 20% (ww, w v or
W@ 2ao0yp/08d038 he conposition. [00128] In sone enmboPCTERL95/042665
the additional active ingredient(s) are co-fornul ated
with the one or nore pharmacol ogically active
some emighdimentey @ nenspofitionghereintiy foxmubtsd s slov refriadee Asipivirddasssiopylatippgr a

biodegradalIE Yor@b1fed fHlea 69 8@tlih9£‘coinﬁos§tfd§ fok gfeﬁﬁgir%fan E#Q13r a fat-solubilizing
ppr oxi mat e 01- 50, 0. 01- 30

proxi mately O, 50, 0.001-40, , 0.02-29,

W32 gbilegeigyor bije safs ipEYOE 2 gﬁ??fe*ﬂ%%fﬁeﬁ@%% aemecf}i’@%d?lﬂ%lfsa the
detergentOhePn 2.2, bile aclds B saltGhe?eoP)Bre fRrmBlat@witlla pharkBceulihally dbdeptable augmenting
agent wh{z}? g%%f%tive% Kﬁ-tlge? ran?&Jéinat?Té gtiegféot ofthe dt]:t'e&glo{%)%ﬂé dco}’l\#rc}{le@ﬂ'elease

the c osition. 9] I n sorte odi nments, a_
formulatigtyip B Pred ittt adpgelisf: pigronticley (sg. mycrpsphegesgmicigoagsules), spheroids,
pastes sollitidn, spiay(atch e, Sieh &rmBlathns dan By uséll. tbforma Shspedsidn, in Botbhic sAlie,or other

physiolo%éagbuf%'r' og % so}%ig%acgei?%ﬁlg focr) 61%261‘198 %'g%cti&lbéga 15%8@%: a%Bgl% 09 8>§§gepot.
[00132] TheHlowacl@e: fomubEon @n Bradmipisyed bpanplying Gpanting inggtingpr gyecting a
compositQ)n Qekein @5(,) ngectage QAQ!?I)sthpeQﬁZded RitDDGle adld &8s sald indQdained rdMas?,form) into a
. 0, 002 . 001, 0.0009, O. OIO8 0. 0(97 0, 0006, .0. 9005
site at or edjﬁeré@’at@geéaﬁéq pr@v_lcgdrﬁﬁr’nexg.r néc?nafcfal%o érf)éélhgstheo?ompbsumn erein 1s
administanaine dietgeirsgening acth gebiniphglti SrRvfsmbodinemss, e phramacologically active

- 04 29938y Q <09 3uch 9s, BRAG 11O Yoty -10%BE 0-glycolide);
detergeny %g%%?p?o. oogs,ymo.".ooog"lc 07001, O. 601_%, s b B
poly(lactige-ppglycolidel o 3Bl dactidr, poly Loladise): RabRbsOlide); prd¥s captplasigns); Poly(DL-
lactide-c8lcad@fBbronef). 007, 0. 0075, 0.008, 0.0085, 0.009, 0.0095,

% Oéb 0. 015, 0.02, 0.025, 0.03, 0.035, 0.04, 0.045,

"65%*0. 055, 0.06, 0.065, 0.07, 0.075, 0.08, 0.085,

[00133] @heQ@esenDin@@Hon alyo tonteplp®s urdy dpses ¢f. tl@@pm]@_siggns @@rgfg’ Sygh gfr}it doses are

preferab18 in%%ont%n a s%inggor aerﬁlge BaddBle cHitaifer. Such Bnit §dsd3 ca@}a&? for Q(alﬂple, a total

. 95, 0, ) 2 .5, 3.0 . 4 0, .5, 5.0,
voume o3 g0, 90 0720 %0.90.98: 5 0, gl 3 8554302 409, 03.07.06
0.5, 0.4, 08, A250.010.00,098 AT} A.060MEH, 086 Di0%®.0R.r0c SLTI0BIOL08: .06, 0406, 8.005, 0.004,
. ) : 00b5:0.080400853,9.0082, 8Qloo: mL. 1
0.003, o.g@cq%@_lsﬁbg%g?g(%ﬁ%g)%g_og&%o& ),0.000400 803 mL. In some

, _ >-5,°0.1-4, 0.5-4," or 1-3 grans of
embodinsejh g anitdoggeint Wik oReRTBH eie P 100]-50% BP0 P HOIS e 005200, 0.01-
100, 0.02900.06-80NE70, o.besqpmw-mc.?mgizaaj 0.32% €428 €.5¢21 0720 t-£5 0.8-24, 0.9-

i S) i Dy s 2 uni
2, 10249154 Ry EyEFL 8 578 Rl B ) BB R DO o
with a tofabitolugie ok resge of 0.Qirided-02- 2o & & - k-5 ooy Tl tpfal whgnes & some

embodirﬁeﬂd;,%fﬂt @R Iﬁ@ﬁ‘toﬁﬁvo{ﬁﬁr@%&@&ﬁ}b% 1 o.luaitiz,tdo.o."aﬁlozs, agel, ?.oqzm.odspaf.m, 0.02, 0.05,
exanpl e, in_anpoul es,. syringe | oadabl e contai ner
oo R SR Sohebl BRSSP pp s 02

[00134] Bheit He3p @mtpeideh, eorfsists pasdngigllypmsonsiatn oftaa kisovs e hefory qrsnogepharmacologically
active detersai§ {%S I gﬁlaisjabid%?c{ blllltc b0 B mSE r@fg}'cﬂ)l? héBchhéle aQd !)ﬁéal@ Khereof) in a

aqgueo & vehi cl es, and can gont ain agents such_as .
therapeutjealiesieetive gmoust Saghlamenn fateat hedrtepdted gib"rf’eé?ﬂ‘%j‘lf&dmary skill in the art and
will depéh SPSHSInAR: 18@RATG. of Bbl eNdchuitilbart k@) SizeCothe Fatlddpbisiior loose skin and

tcton‘pél se active agents such as a vasodilator to

concentrgl{on GHEVePEE Monposi ti ons herein {e.g., deoxycholic

[00135)] dicsonhe embodiarients, tafyeit dosf Nichidepynte Hy B8, h§, I 3o L HED: §-8%TP-8r0-5, 04, 0.3,
0.2, 0.1, 98 0®80.07 Wk 3dlds, .6 0.69618Diok | 0W0S, 0@bs, 007, POSEYS, 0.004, 0.003, 0.002,

i nvention can be for t 0 i de i C .
o001, o ione doff e A% LFLTD08s Bk e RRRY e lihampeotosians
active deadrdeets. 1acamertndbddimdntspaunitdose hrelupka b iraage of Iypraximpledy.49601 to 10, 0.00005 to

procedures known in the art. Insone enbodi nents, a

conposition herein is fornulated for slow rel ease. A

slow rel ease formul ati on or a bi odegradabl e controll ed

rel ease dosage forns provide a conposition for

prol ongi ng an effect of a fat-solubilizing effective

amount of a bile acids or bile salts in vivo at a

desired site of treatnment. In sone enbodi nents, the

detergents herein (e.g. bilRe acids or salts thereof)

are fornmulated with a pharmaceutically acceptabl e

augnenting agent which is effective to further prolong

the duration of effect of the detergent(s). The

ey Y

a
effective g



physi ol ogi cal buffer or a solution acceptable for
subdermal injection, for a patch, for a punp, or for a
waolewoseop90132] The sl ow rel ease formul ati on CBET/D82005/042665
adm ni stered by applying, inplanting, inserting or
Injecting a conposition herein (e.g., injectable
1.0, 0.0001 to a,sq:meite@ 1) (oe0d eoh. i arif.085 00 berams. Preferablyi 4 wit Jese porgppises about 0.01

grams of%lﬂﬁéa@id%?ﬁle rsal (@?Sﬁdﬁlﬁlrdmxydhglﬁt@) a site at or adjacent to
get Sit rovide tre

001361 A Rt S £ DU B i 1o R e Bpigigine Swh
lipids caibbetaddeg @t aniuit @nd tShoarations Sledtifiedfetein. Aolvewat, &tprdmed bmbodipyets, a unit dose
has up to%m)vg/g/ r(]} \7?7\’/ %}glﬂ hB!}ﬂ&{iKE? gl’ ﬁlgépﬁﬂlldill%o%t P}éfera"jﬁ/t thd ng?cmf W/w of

nmer carrier such as, "but not
detergem(q) mdt"/ea/w Qj 11p1|gbqe¥( Eﬂ?sﬂh%f@t’liclﬂ’énedba @‘}ﬁf]@ﬁ’l ig %@}er than 1 greater than 1.2, 1.4, 1.6,
1.8,2.0, POl b &otsi gleoco- gl ycol i de); pol y(DL-1 acti de);

Iy(L | actide); poly(glycolide);

Py(e-caprol actone); pol y(DLI acti de-
[00137] @l @apystioesdieoma)n beujpndtto 1eyses of 1@@113@? appmgangp(cé & glijt condition, prevent or
reduce tﬂe@%?d%n'is%@ sh%lp %%ezg QﬁEp@JVﬂh Bl r8icdtid dppRRBRSr Gfectt Sﬁn ad1%ose condition in a

subject. §u‘i]§6‘]?f§ elzg% clﬁgpes anér?lggllr xirrllﬁr@ gr%%gblggé’%ﬁglaég‘ﬁf }grg argg? gpr?rrrla ¥ a monkey,

chimpange@, e NidmestiSughminnal (. gdodegssatbonseranes fafommingsk Grgp e, sleeep, pig, cattle,
etc.), a 1@8&8%61}{&'@}{% 8gusy Ii)a’c eQ& Q)leore %Q@:rabl%qguma%oo 100 90 80,

1
[00138] dn gme gnlg)dmgmy the@ox@pos@org here}n e usgd @ prqyenﬁ or r@iuﬁ_e theoape@rance of a skin
conditioPsefd€ted ondifie gr@upQﬁnmsﬁngQE loo.skid skif) ah, ir@gultiZijies®f (Bd skir) adGBinkles. Such

methodsonvg]diédnbm%edlag loca(_l)ly 80&6% a sk8n0 g%(anf‘f 918 fle'étc?%glg;g grt O Ofgl'g%bventlor(l) Zomprlsmg @@

one or nOrePB@BacodICHO ZCtlvgqletque@;GQ) ]_nomprefqrq;blysogw ORI p%m gﬂe sgjts, more

preferab%@k&x&&gﬁceacﬁ%gsag g%%&ti&é (1)ﬂ6§é| ﬁﬁab’ly@odlﬁlﬁ ddo@igg(ﬂzgg f(()u) a pharmaceutical,

cosmetiop g(yete@lagfsex@@ent @n(b%u @mn%ly A 610re gple% 'lgeonedr ﬁgre gﬁergents are

admmlsigr.ed.mé@km—ﬁglﬁ’enﬂl@ eff@tiG-aBBynt. On sbm2 Bnbo@infnt®, Aip to, 6325 1, 0.5,0.4,0.3,0.2, 0.1,
0.05, 0. ng 2(5 02 Qr Oﬁ)é%%.\}n g{d%tegg]ﬁ&s) a]eoad%gustegegl %Jsoméfgn'bg@merls?’a g&posmon

et site. her enbodi
lncludeswem%ﬁﬁt il 0k 0200 . LA BOF G035 LA At i YT o detergent).

When ofe?d ﬁh@re Qf)lanrQthl&Qlly ﬁclﬁlﬁd 26th 1ipid:3n BhhodPhatipids @fmobk foefdrabigl
NE M T e

composiBiorQd@ Ryere@ iQ@&Geratdy, Gdater harph? In Hmy gmbqgmg_ents a. cgmp(@ltlgl cogppnszs upto5,4,3,2,

1,0.5, 054 031@’2 (?{30 05%;0430(1)@ 002, orBloe Sk /RDLY or vy lipitistphetpBiplaas a
Vol'ume of

R A b G deariss B orpmir e Bl g oy o
aqueous@blutarsicisdotitiaf preferatayios atotabfolurteep tri€0 ok, 1§D mé, 50 mL, 10 mL or 5 mL.

[00139]p1t}1g al%@e? lnggs}ltﬁ)@ Jré/ pré&%ﬂl}y %%%Ee%d%ﬁtﬁo £ farg-area B dBteds inﬂammatory

S, Or rmrepreera Yy EOXCOIC%&ﬁ%IdOYh th
response;eahing etk ForBAtIpE. | Fhe Sorpatian et 1ol yice Fftisgine Guecg fcas where the

skin is v28E8 D186/ EHIlSlSMB pﬁﬂﬂbs letle ebsibt@iceioRef cdayracdorp Sncharatmént may be relevant in
nar.

and
a numbe[.r ﬁ@cl@&% gﬁepazlgi ﬁughas t%gr ef(%méjﬁef tmmgnlﬁ 8erkop‘9e%@§ lﬂ'gdéménﬁ ﬁaﬁotmg, ot limited
to, largesviolime bfostckien. fTht latfe p@sbqassgmat{:cb@g@ogg-krpqﬁm@hﬂm laxity (loose skin in areas of fat
removafz %@%gﬂ Elfrﬂéel ﬂ%uﬁlfltleé C’fﬂuy & s@ﬁ@&tﬁ{o&)nent{ 'Q&;ﬂg&]tloﬁ Ebnﬁ)ﬂﬂﬁg a therapeutlcally

effectlvgamcgntl oggergqggsentés) orgbrlllle %ﬂtg)og% bg gn@ms/terecbto g llpoducgon sﬁe élfter B)n’fgletxon of the
liposuctibn grocddurk, 0.09, 0.08, 0.07, 0.06, 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 granms of the
phar macol ogi cal ly active detergents. In sone
enbodi ments, a unit dose includes a range of
approxi mately 0.00001 to 10, 0.00005 tol.0, 0.0001 to
0.5, 0.0005 to 0.1, 0.001 to 0.05, or 0.005 to 0.01
grans. Preferably a unit da@ge conprises about 0.01
grans of a bile acid or bile salt (e.g., sodium
deoxychol ate). [00136] A unit dose can further include
l'i pi ds such as phospholipids or nore preferably



detergent(s) and %w w of lipids (e.qg.,
phosphati dyl choline in a unit dose is greater than 1,
w@e@angd3t han 1.2, 1.4, 1.6, 1.8, 2.0, 2.2, 2.BCT/RSBPN5/042665
2.8, or 3.0. Uses [00137] The conpositions herein can
be used to prevent or reduce the appearance of a skin
[00140] QR §behic Elhlﬂﬂmleﬂt& Bnahtbet aiea & &M@Qndeh@e Siydep tHid) Bndaf arﬁiJ wegk, calf, back,

thigh, stm?acl? aheeka %ro cr>rea\1{ ecQ r in r%gelcgnlg g ow né E% %D ?Srﬁ% o%e S n 0§§l{me19r£g2.ﬂar1ty

an adi fion subj ec
[00141] Jmsozm elalmdmht thm@op’qi(@ﬁ @regtﬁreydebvefpé% targﬁme@wa a subdermal injection, a

pump, aBEt@I @J a@@cld}!rlrﬁl cﬁ%dt rm%cﬁie(eﬁb(ghmen@ tHEBMKBYitions MbroiR @féé&ﬁmlstered toplcally
donest | cat ed

[00142] éle &nefspecé, t?egpmcgﬁao%rele are élg% fOéégltw%g a s&cgtal%bus%q de(‘::’pg%ﬂ'tlp a su’bJect The
subcutarebws £ depesitl calblgerassociated withi arradlp0@ecogd1tlonwels%e,, fOIr fa@mple plesiyy, fat

redistrib@fion THaome: %lﬁ e2 R r¥iatfn hﬁ&&% hp[)(@f@fgo%%] (it RdifOBMralo hump lipodystrophy),
embodi nents. the co 05|t|ons h

dorsoceeeh Pt o§s BB PRSP B B1, 4T g oG ARy o s,
fat depoSit headiaged whth eaulith @egpd's pis@eIdadhngsgeds lidedaasepiszkgenic nghies launois
cleret syngr{n-ﬁcgd&d xgn{hglg ar’[‘hé Jug&taggoust fg‘. gp%F{ &n flﬁélte}@’{n! aﬂl&leg §fthe%ld®1 including, but

I'nvol ve "adm nisterin oca g i
not limifedgi wpder efe, inderehisgmdes amp hpeds wifdnckothis ﬁ@mﬂw%m bfﬂw “love-handies”,
ankles, §42 gpn¢§ﬁag%1&¢) one or nore pharnmacol ogically actlve

[00143] ’lSh Eﬂb ango F %agdeg%%g eaE éei, rg?ué%%e;%dn%r‘? g%r)l% aal {yl%% tla% %9 dgposﬁs a composmon
comprisgi@! () otdve mewfpharpacolygicaly prtiaé @teaasmy morsarefmabienk gramed tile acids or salts

thereof, Qﬂofe)pre?eréﬁ%@%%ﬁé dcRidk salt SRS ER Lok fore PefeMiBlly @thﬁ’r?d’ebfxycholate (i) a
exci pient, and one or

o o b o S b g S e i i
salt is up i 106w/ v g e eblpghabhestion éeambintitde libase sreniipagniibdibmemieghod preferably

0.2, 0.1, 0.05,
does nogigvd fgpegfogéng sgrgaé (e. % 11p83‘u%10n)%nghrer§1900 t Jet or ent(s) are. |
(00441 e pishr Pl TRl BB PVBHICSTEHs EOAIRI e i-disolving

effectivé i]ﬁ‘duhtdﬁbﬁ adhp th 8, 453 241 03,,0 203,02, @1, qu5 0.04,,0.03, 302, &.0D] gRAmd of
04, 0.0

0,0 r f
deterger&%} ir} s&glﬁfr(ﬂ%oflm% &0 O}I),]osmon 1nclu%es uplto § \Mc?é , l\fl\gey 8qt 0. % 0% (f')ly 0.05, 0.04,
0.03, 0.920 0l Ofdl @ehy/ws i lor V/v pifi ddisTerds. B@fembgpmwm@smmse&h@men about 0.001 to
10% W/Q ?&e?e?g@ﬁ s)’or@h@é\%@)agﬂ b &mgﬂlmtwegﬂ'h%oﬁﬁﬁﬁ 59y BB gent(s) or bile
wv or v/iv) of detergent(s) to
salt(s). I|p|d(s) in the conposition delivered is preferably
[001459Wﬁ@t0ﬁ€r ortdosnipiis ark BptHaHIR 1nel[rdthd,dud’hi&1pid$qan ae phosppdipids biomore preferably

phosph igg{&r gheurga %?[ v§18m61‘§t1g’% 5% »‘}!‘w v9v ’v/vs) tAﬂ'et %exfe(’s) tQ m%d(s) i the

composftiop ieigereditssiphay BpiteIgan Ipmﬁwa?%msmmpﬁémn WP&WHP 05,4,3,2,
1,0.5, 04, 05 ve, @Dowe, crbni mbmmto/hﬁ/wmﬁposv ligi@shodpRolipis or

phosph@ﬂ@hxoérg} Igtleli?ygoﬁ 316 raléaf é?rg%pl?n% i, th the @oxﬁ)lgil@ q%%%gg St terécf i ﬁ%f&r&bly ina
solutiomdr mork @B ferdbly ab Bquedus s011@1om§uq_1;rsolgnonprefe{agly 139 totqiwglulgb@;:vtg 500 mL, 100 mL,
SOqu@gpg§§$Lons are preferably adm ni stered IocaIIy to a

get area to create an .infl usi n
[00146161“*:?@‘3’:““1‘“6?% fleppsit cahRs apsggigfRdTg A ﬁ#poée °§‘?:dgtfog F%Tg ﬁ‘ﬁ g(%up
conslstﬁé%ﬂabetsit}g hit edistrigitiesyeaornd, byglid fat hamipde, hﬂt»maseDexhten sdijense,ilipodystrophy,
buffalo Hurrsl'pel &ocli Isttrot {13{ dc?rgocgwlceh & ‘Q\“/ls&pal ?cﬁ(;bqs@rb%éﬁ(él?@r ‘l:nlletn{ L}%eradlpos%y, diffused body

scar contract L r €éat nent
fat arounéirgy arnitarmSn ang T depots asgpciater P’Vﬁﬁl eelplits Cldpathp egmPetiiigs %%em can be used to
treat or bRElioRE AR BRs BRBREIW I sRarch @R If Dine bdivdaindRE) s, composition herein are
i ncluding, but not limted to, |arge volune
i posuction. The latter may be associated with
post-treatnment skin laxity (loose skin in areas of fat
renmoval ) and skin surface irregularities. Thus, in
some enbodi ments a conposition conprising a
t herapeutically effective amount of detergent(s) or
bile salt(s) may be adm nistered to a |iposuction site
after conpletion of the |ipdsuction procedure.[00140]
In some enbodi nents, the target area is an area under
eye, under chin, under arm buttock, calf, back,
t hi gh, stomach, cheek brom1 or any other skln regi ons




punp, a patch, or a subdermal depot. In sone
enbodi nents, the conpositions herein are adm ni stered
WO oWcosdoBs/. [ 00142] In one aspect, the conposiPCDNS2005/042665
herein are used for reducing a subcutaneous fat
deposit in a subject. The subcutaneous fat deposit can
administ¢yed latggwmdatemuwrmhmamdq@ﬁﬂpb@fe%@ifchafli Bitd, o5 sfernach 8f safdgbject to

reducea%amﬁk&s fap&éﬁocsithluclIsﬁ& redistributi onhsyndr one, eyelid
0017 et e T s my S B Ger VPl e s, or

more prefirablyarbid sah,thic pos ipteferablyrsedist deexyklznlatpe ivmsetto treat or ameliorate lipodystrophy

condltloﬂyrpaeﬁlﬁﬁ?\:'t Qch ag ) hquﬁ f—If\)‘Jﬁﬁgﬁ bf_c,l}gjcﬁtllysﬁr@ﬁh?fI %raQUrﬂlgmB fhléﬂkofﬁﬂ g side effect from

eposits associ at lulite, {‘d
HIV treagppeats éesge tre%@éyvﬁlh@otgaswéblkltorsp |LﬂP€6Vé‘Ffﬁ’hY 1'5 FI@%@%? Ey regwna or generalized
loss of subodilk @S fat brabidfrh fa€leaistabutisy md metatliadichukaiods h Slgassuftipodifdephy can

include ats ﬁ%/gl(l:eg%%p ea on%w{thaléss%F t@sg.g ﬁ{omCEF?er}'aclg earr}ls%@fe wlm:h e%l% a@l%p}%grance of

not Im O un
sunken epiescrst stlmgrput qhmiihqneSa (Qher igps PH&’RdYSt@aW m“hﬁ‘ﬁ@k acwwltﬁfﬁ of the back of the
neck, w%@sré&ﬁamn@ﬁﬁﬁkd to B ¥a¥falo i @i‘lﬂﬂﬁﬂd‘&t@&:umuléﬂbkj @8malé HNO@Eihts may also
cut aneous fat

be treateaé"gﬁfgﬁsi egﬁ@alﬁe%gﬁ%aff%@aw%ml e R e g Tocally to

[00148] tih@mé erhbodiBEws ithesorpositions bsrcln pro psed o1t ﬂlmmg Lipqnas gyp tocadiged fat
accumul%flsechzﬁ) g@%éﬁ?gﬁ%o‘ﬂﬂktﬁﬁwwﬁ Ak %/r@va%@ﬁs%r&@ B 1HomdMBAE in some embodiments;

ferabl'y one or nore hile acids. or salts thereof,
the COmH?é‘P‘élS Biren ap ust i “6%6%9‘6’!‘?64@”@1 domaioty salts thereof, or
[00149] NDdofre PhRLRTeAR) lthe comEbisitions deeix yie el dtpesvent, ittedt ovameliorate an adipose in an

malsgchasacage#ct) O(r:glmsger veterinary excipient; and (iii)
ant f P id, wherein the ratio ofthellpld and
[00150] }jm jome glpodimgpts, @he| cemgaqupns jhereip pre tigd tpogegiobyirugtiveglesp AEY | Obstructive sleep

apnea 1stcﬁh$ac@1@im9y5ﬂe[§eh% fle&sn Bl@ztthnhgrlﬁfu&gciﬁeﬂ dup @Sk dBﬁtruGtiﬂnlaﬁlﬂﬁeollapse of an
.The abagve s .not

upper alﬁz@y ft]a‘Pém, W@a ]é/a?c&gi;@w? éy abret?uc qn Fl)rb @&ogtoi(yénrl} saturaH aend Sf&lh)ng% l%y. an
awakenii 10 brédthe. Pried dngebluy (sormdtigeplife thrsatering @Hﬁlh@prthﬁi eﬁﬁn@§¢0@a|b¢sy people.
Obese p@o?)% R 2 983 SMIERE Sat BofndARtH tﬁ&h%i @r[dQﬂs faﬂn@' CEL@& thgﬂ M&/ ¥l Blhpse when

ective anount such as u 3,
their mugples rela@ dgmg@le@ Irppng eml@)d%nt e @@posﬁlobﬁwre@ (6‘% SO%l}lm de%&cholate) are used
to treat (pEtELOHBe @Ifaepdﬁie&bgﬁﬂbl(flﬁé fat dréund mﬂﬁacﬁeﬁfb odidienbsiimeants, a composmon of the
e SRS e ooty Gy
effectivegimpusyr v/ v of detergent(s). Preferably a conpositi on

[00151] %f'mé‘ ﬁe%ﬁﬁnt%@&n%@@se 3aldibon, Q&eQQﬂpoﬁl@ong-ﬁb%uV\(e\gl ﬂfarmacologlcally active
detergenrs(é)t %gﬂt( ;86 fhu]@ dg)lflycgﬁlatae)sag Rngngyr ;id gaﬁe? o¢ 1Fy to %Byl e of fat accumulation.

Localizeglaibitvérs kan He @@deddd, e y\wabeuanm@ur trmsdegnal mpptwg fatemal or mternal pump, dermal
EleanSkioln bt s can be phosphol i p| ds

patch, s&@&téng&@h%xt rqg}l‘ % eaﬁl Iall tnI tdyal “holine. The mas

(001521 quwmlacaltme@t&(aecogposm@e W“W 5 AT AR o BB 25l

adhesivd @hit] dn@is %fn)on l @atfeﬁt@ bEdYMR@slivers ihlldedes afe kiengd intsthgekef elieaddt then diffuses

into the gl%)l}rp% aécS %orp?rateqéa serje(g %gmﬁ;@ggle rﬂgﬂt asbag&f%%}) gghju%}e%mr a rate-

controllipg film {@d wdhﬁlvgﬁm@cggma@e@@ed @rfur@erollcre%w%pew%nog Fhrq}xlglvthe skin.

The pat!ch' cQﬂ lgz%ouppsb QR DRI e cRical @1&%5} Wﬁde@’ﬂaﬁ‘sb@{ dri}® thrdugh &yt skin,
ove enbodi ne 0sitio

[00153] aIH Isﬁnﬁl g‘?‘éilméeats’l asco)BP%?fu(g? %eﬁlvs de 1veé“fe,drgl3 an exterﬁal gpmternaq é)ump Apumpisa
specialifed @fvize aidlici deliveradrug dtoshedolyutia aymall Sthster. Fof exegle an infusion pump can be
t Intay h dddiback device that

proranfs A ek Bl A LA s s B ey P

deposit can be associated with an adi pose condltlon

sel ected fromthe group consisting of obesity, fat

redi stribution syndrome, eyelid fat herniation,

| i poras, Dercum s disease, |ipodystrophy, buffalo hunmp

| i podystrophy, dorsocervical fat, visceral adiposity,

breast enl argenent, hyperad#posity, diffused body fat

around trunk and arns, and fat deposits associ ated

with cellulite. Thus, the conpositions herein can be

used to treat or anellorate condltlons aSSOCIated mnth

Y T L

o "



reduce a subcutaneous fat deposit in such site.
[00147] For exanple, in sone enbodi nents, a
W@ 0vp08i088 on herein (e.g., a pharnaceutical |y BCT/USHE05/042665
detergent, or nore preferably a bile salt, or nore
preferably sodi um deoxychol ate) is use to treat or
controls dawesielivoryacerdinigpoupyd t4 Sfsiey the pipep depeadron pmargoustioh dreg and diaed length
Oﬂmmm§§ a human HI V patient. Lipodystrophy is a condition

ourse) i srbdiogirs hoapPevRabE T RHPBPEDVE) bt BORRFLe g piedsotond
an osmotcH B rda e éxnplane dhiblyis nedjiocnehle delivery efidmg far hedpy. d@wergtf by osmosis, the depot
mcorpora?eg Q&gﬁﬁ%‘ﬁl@rﬁga aflc@tc er%gcn&fl ﬁ%l’ldtf c%ﬁtm[lﬁlg Hﬁé ﬁéhbég' h-QrH de@QﬁL up to one year.

F'Stdrbances. gns of |ipodys
In some qReq B, e SHOPYERS et W&F eﬁﬁnl%ﬁffdrpa%@%“% FebRa pom
administéatit@ nfvaﬁemj e{oASintd ﬂﬁlohﬁ@ﬁlparmfehte bIf tiieebiadyOsushens &t natipdtad tarigeavenous,

subcutangofus mlgram 5C lar n?s earnone'cﬁ nd%l!ﬁl ﬁlig' out cheekbones. Q her
YRS B Ay T TEpAY T ncl ude fat accumul ates on the

[00155] blamkexemplﬁ o lmem@ns qﬁm @H nilseadigrpeadministored widsy theghing hergly each injection
comprlsepbgt\t'é%h Q.065LAPE S, (oginfn% BRRAbLE Bétwers 01000 Hdna b DD FIms @R dexydhdlate. In

another e\ﬂﬁ?‘l’:‘ﬂ itreﬂ.n%/ein BE% g?{ tavr/\? ?a,(')tgl%}ql dfecg) &cholt’atlp %‘r%%dn%mstg‘régto a cﬂeek area.
[00156] [nOB3Ldf8le einhodoents heneioodthamapeitic regme cqy@wbléqumummg]g;e@r more unit doses
toa targe@&@ W ﬂ?&t et c&nrbgﬁ)tr eia BQ Uﬁ%rn kd BORE SmRT8e éo%%lltioﬁﬁﬁreir@ﬁay be

atl ons [ enlg neo |aSt|C m% dh
administgyat BRFO B TP FEDOAS VAR PIoHE SRR B B osd heein.
When deh%ﬁed&@d‘ﬂbﬁ@cbsttioﬁﬁ‘bﬁn efinhted et vaidoaglletels bblow dte dem]hst ingthding, for example,
0.1-4, 0. { ?5”0' I a{) 4 lZ 5po?ﬁgt2%§ch& bel[)\ggnlfﬂ%lmsl n some embodi nent S the

ons rern are use revent treat
[00157] amkamieamemmnéddnp@@elprtqwloarioe%hi; ﬂa@ 5ubR W89 %QF 06a° 5,04,03,02,

0.1, 0. 09d@@ 067, 808100S @ 04,[003 1b®]or b. 0‘1 ﬁpﬂﬁ s610HRAGH deBWRES locilf?@o a target site (e.g., a
OSltlonS herei n . ar to treat obstru

st of BB AL SoCRBL T DT VE° ST Seh L BTER" S7GH aPRUL L it of oe
or more fhgrnfaefd@fidallyi acvepaterg@(s)i (a ghhile adids iongltsdhardof gr 1g¢regpfe1@bj@ dgoggycholic acid

or salts t%e eﬁ)f %Isé%gelf'e%bbgg?ﬁﬁ] géo%chcﬁgé) 'w'ﬁ%ﬁ th@gohﬁfan LR u@t’o rSV\@y 2, 1 % w/w of the

%_acconpanle y a red UCtlgn | OO
detergengisgy Siish 2 BoutigR g iside uRiRP P 31> Sl of By PLT ORISR ﬁlfpffg Yo
phospha@cfyféﬁ&liﬁ@ or b%ome&nﬁocﬁxﬁﬁgﬁb PhtsphasdyKedlineres sdniefembodiments, the compositions

(eg, solutlonss %‘é-rg"lg Ia?)l%&e nocflg%e %7 /8 @ol{‘;gs%tor ct (Eoﬁ}pas@gnﬁ ﬁ]ﬁd@é 1% Q)ﬁl% %mbodiments the

arge anou around
Composmcine(erg tsqlﬁwhSéherwaWélluthlPSnZﬁ’ms #msym%mbg@mf%m‘w dP,r%y o432 1L

0.9,0.8,69!J.2PS .MMM 2L feiofoo, M3 0. @S0, (56?4) 85¢0.04) 0/0519.03 bleuap orauf3 oDlﬁedetergent(s)

v APt DG SR RAS 505, Bt R o i
more tha@ 10618 0082, AlDESS©O04 1S F0s006, Q06T A AR, PBOStor Qeneadethtﬁdémihrget site at a
time. G&lgig {hgﬁ)@l %ém?eo&‘&'ﬁgé%%h& duglgergftretaiﬁ‘féntk e QRwill Qary dependlng on the

nistere l'y (e.g., via injectign) to a % |
amoust a1 e et GAHER QLHIS CRAER e PHALEOT PSS B 1. In general,

the grea®ff if 86 hrhotft oafﬁﬂbéﬁﬁg trez{t@l@ﬂa@ér]aatéf@ﬁhetdhﬁ thiaf i® adniiEistéredd fAl@nthe greater the

amount %ﬁ%‘op Wigx dli(l: zgtgrg%t arela,y e gtretgtl%rv tg o%@fit 3 lthte Im%{%?l |§]§e§‘ gf @ecelgnsghaz wall be delivered. It
should be notgi3tiit whiledleeoriipdsitiprstand unig riesagw befr@? Bl by adpiistered injorap gpdividual as part
of a trea n%ﬁtq'leélﬂ{ent eyl dEnoBieb Bsaflfy aftfbly AffovdAUoAiieQmtividuBiGabdriZo? the treatment

delivery can be nade via, e.g., subcutaneous or
regimen(¢ S & FETHORY i nj ection, exter nal or internal punp,
[00158]de ﬁmlfthpaﬁlfohlmesumm am@@mthjaygm capinclde pdmoinibiestionte 4 freget site at least
1,2,3 él( 9 %W? 8I d) oxt 1'6%ﬁ ?&otses EIQ:Q %tﬁ?c]osels @anSb@ H@lv&Mhﬂ%@ﬁs@, or 8ver a period of time.
*éonpdsition herein is delivered via a dermal "patch. A
dermal patch is a selfadhesive unit, and is worn on a
patient's body. It delivers small doses of a drug into
the skin, where it then diffuses into the skin. The
pat ch i ncorporates a series of thin, flexible filns: a
backi ng |l ayer, a drug reservoir, a ratecontrolling
fil mand an adhesive. Enhangers nay be added to
further increase drug perneation through the skin. The
pat ch can be coupled with a | owlevel electrica
energy to actively transport drugs through intact




[00153] In sonme enbodi nents, a conposition herein is
delivered via an external or internal punp. A punp is
W@ 2®po8i0as i zed devi ce, which delivers drug i ntBCT/082005/042665
body via a small catheter. For exanple, an infusion
punp can be progranmed to deliver drugs at precise
For exads algésstrativgl caledckwr ency, twigt, ésee ol fvesimepanhos:, adey, hvawle a sonth, or a year. In
some enﬁb%@ﬁgﬁ'sc Hluﬂﬁlg kcﬁﬁm&l{éﬂs 5 %Bl(leqla%veg{ luﬂ)O %0‘ y. % M-2@%? 9! ﬁéjécﬁ‘}ﬁllstratlons toa

A'size o punp depends on an_ amount of
target S‘Hraﬁb"“éﬁéay’ ﬁW@‘i‘?d’e‘H‘thé’r’i@t/W SW@‘B’?%E‘?’FE“S ‘T‘@fﬁ’i@ﬂﬂmn}sﬁa“é”éﬂ’évme up to
10, 9, 8.eME) 604, BrAL sdmlﬁstﬁam&&itir'g@ fite A @¢a ia edkSa dia@lot aneio@d Tl tataldumber of
admmlsga%lgﬁ)s in atﬁ‘r %th)tre%/f?ien%mp&r!: 18%%%‘3@@1‘52 L fg%gnthsbf months, 4 months, 3
months éé‘loiﬂtbieerO » v egkys2: ﬁ‘@?ksztoh él”%?}i)?r lePower ed by osmpsi's, the

[00159]d& ﬁl@tofihﬂ &Qd’ola{ﬁfeﬁtﬁ BScid tHéln{éthads db fiot mem@el thaasluig@yl r&ydvhlrw e or more
e .contin u

locahze Eg c%egos n@as&%\egt nlglm -§giea xg%o &y %te;ﬁ uctxon e)én%t é[ﬁ;gaggfl I%{)Fug%og lipoplasty or
suction liygrten Ewagxalbsle amsemp esboadinsots, piamelmuwcal msﬂlodﬂa:reamoelmahclude liposuction.

In some eBU&d?r&antheargéﬁoﬁé b diPdido gﬂ;ldd@?{cﬁlu)t(t@sﬁe%e%tﬁ’)r(?%cdlgﬁtoe g., ultrasonification.
various conpartments of the body such

In otherjempqdirgegis{nGR-IVAR Ve A G11de “S§i1.| BEORUER8 b ﬂﬁe ﬁ‘f“i‘%?ﬁﬂ%“é bredp.
[00160]i Atylofpetidato@ene alsclasndiniyte sipblo@entell 6 hBR adniinigarig ijuﬁt additional
active a% \ﬁ%%l éUc g&d gﬁla?f’ tg kjpan Bé)a E%ste?e%@ ar%tre oplq %1@1&‘1&{ x%% the compositions

el n eac n co
herein. @épq;%cbarger@ 0@@5 a%@stgeglocagy orﬁﬁfegucﬁlllyefhéqo% plg} qﬁlgqewé,@ﬁecond agent is co-
formuladd Gzﬁﬁtha&ﬁéergén@ﬁ B lotBEenHOdihdnty) X ypeitOdraddhinididledasniot th,&fmultaneous with,
or aﬁergw acpmml Ire{]o o%the de%er € snt s of 2 mL 1% w w sodi um

eoxych t% adii ni stered to a cheek area. [ 00156]
|fisany of the enbodlnents herein, a therapeutic

[00161]r}$@1|renﬁ Rs a‘ﬁ@lﬁlsﬂraﬁ&l Mq(fclt @@%ﬁoﬁ§1§§1&amd&% o@gubm@dh@ouyﬁ{ dnd/or tightening of
Sstoatar site_can

ar get
oose s P LSS B s e 1B G R BOBYSF 7 Brfen nlude
therapeltiealig ieffectiveyambpent aﬂamhnrmtto@xgedly attivt feergatrteg., dd padsend saltghereof) and up to
5% wiv rﬂﬁ%ﬂb{dg&c%lgg d%' %cgr?d %ﬂtﬁl}{@%ﬁ% WIEHEQE fai)e%ncaﬁ}o ecf?egtﬁ@ amount of a

ose erelrn ver ed

pharmagoipgiseliyiaetive ﬁ@ers,eahané g pavphaidysielined Containgssrl 0% e prefetpbly syringe loadable.
ContainBY€ | ©@Warl daén HIGY Kb 61 mdrd Gkt d6Ked) For dkhiple2 X evfalng:; 100 cahhdid up to 500, 100, 20, 10,
501ng,2 3.5, 0.3-3, 0.4-2.5, or 0.5-2 inches below the

r erms. [00157] For exanple, in sonme enbodi nents up to
[00162]119 GomeMpoddmen, a Sontai@er 182 cad incl@de ofe or moreCrd@itiondl agtive (ngiedients, either
mdepengenﬁ%otQ)r wo&bﬂaﬁm@w% thcpong or &ré‘dete%e&@here@m %am;@es Qf. addi@or@ﬁactwe

solutio
inerdicfs R Ry 0 P P e ion sony i Gpresans, s
inflamnfatoty agentsyamalgesics, camesthptlcls @nts@sps‘glpmz)gerai, digpetsiomegent§ penetration enhancers,
steroxdsstpaln%[ﬂlz% nfu e 1%19)‘293{3 aﬁ@anﬂ‘ﬁ%ﬁﬁéa%éenfs‘ ssentially of, or

one or nore arnmacol ogi cally activ
[00163] g PRsregnpiy; & jontamar 192 et Unle Pt R PRPOUB (e @8?spha8¢ylcholme> or no
phosphdr@rde(e@r@B@h@ﬂawmd@pm@b 0l10G. oaco @r @5% Sidh aesergeh@) eof ,
[00164] 5 8 loneteQ%?e,glee%mn sﬁnﬁé l%g :ccz)on 1n(sj Elgr)é an @blag‘:f)ll()\ol}gI 8 rﬁ)l 5‘ ? ﬁ 0% wiw, w/v or v/v
pharmaghéogally@ritve doterge8iio ke & bslmcuiﬁ prchite e addp ItQI%W(thSDhOEHWS (eg
phosphéef/dyl(zhomqe%’?r nd F)ho\!}éh%hﬂlds% SsnosPhtidRRO! | pi ds, or

chol.ine, or in sone enbodlnents no
[00165]p]:h§ g@ﬁ]g{) P’if)‘?{ltélﬁ%ll p?nlé adlqlﬁstegiﬁlﬁéco@% Wwﬁpgﬁonﬁ fﬁreuse 103. Instructions for use
103 canqjﬁﬁme Scbstng ﬁﬁ@ucﬁ@s @hich R0 ddpend ), fdﬂekﬁipte lotagibrikd @rgesite, animal being

treated, desﬁe resu %zne%f %?ggé SR?%&Cen%EtIOH Bt 5%8 (%EIR@)SIE co%gsn!lonpe@cs q’refére?)ly instructions

hereln i nclude no enzynes. In sone enbodlnents 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, 0.06, 0.05,
0.04, 0.03, 0.02 or 0.01 grans of the detergent(s)
herein (preferably bile acids or bile salts) are
admnistered locally to a arget site at a tine. In

ot her enbodi ments nore than 0.001, 0.002, 0.003,

0. 004, 0.005, 0.006, 0.007, 0.008, 0.009 or OAg is
dellvered to a target S|te at a tlne GEneraIIy, t he

b oa o o Y 4 " g, o




anount of |oose skin in a target area, the greater the
dose or the nore nunber of injections that wll be
waledoowsgoasl. |t shoul d be noted that while the PCT/US2005/042665
conpositions and unit dosages herein may be
adm nistered into an individual as part of a treatnent
for use 108 gieM@ e ticdi@ynt 8 8 atinb] sd@ESIRIaL, b YoRL tat, b4 Yorde £ EMRIbAS for use 103 can

also mc{uﬁ&ﬂ}o;xﬁll\ﬁl?d fnrq{‘e\ét%ngxlt{%g otﬁe? 8«81%% §ft9 anm?s aIﬁJ/ %q't ﬁ‘%gunnfo %er?%{l for use 103

may alsp @pléqlennforgxa@qq@p s aspdf the peposians ]@‘emtp tp Aeak spgeific target sites, such as, e.g,, fat
deposita aﬂealosmsa&unowcam@edandea@g @ided biirS udbr a|rrﬁ dGkocl, chedk, bdow, Cbif, back, thigh,

ankle, ogéetonga’éli) .7Ih soEr;rie C?mbocp mT S 1nsl%ruct10f1 gor use§03 d'S %ﬁ an %(gllartlag%otng use oﬁhe compositions

lrvere
herein t¢ {repta figpndition n@besﬂa,cfmrfrﬁlsgtbnt@m mﬁroma rdore@@umaldﬂwcer@lwﬁlp@ﬁy, breast
enlargedéf, %?pe&ﬁlpésﬁy réyethli R Berftiof] @M&mas Aip&tedroplsy, MQ% hup FFBYsBophy, diffused

nbodi me
vody gt PG i S o e BOREEh “AEiB0” 5. 50, 3- 30,
[00166 I 2@ne eobodimebB, iaginrtivhsior @e 105 dstait a egpldnatiog ddr uss df éhe agmpositions herein to
treat a slglg U&lgl,tlgn sg@%ed ﬁ%nﬂﬁ?é{mup%ommgrbf f3bse §kny Sas ag 111 Ql'fﬁ?itles of the skin, and
I ments, mul tl adnlnlstratlons |nvo ve up to
Wmmhio 9, 8, 7, 6, 5, 4 3, or 2 adninistrations to a

[001671t Fﬂft@&ton for bR 168 M@aﬁcluda infé@dion Rgdidye pacrpelad'uuéhmahd volud@s for dilution, if any,
of the c?ngadr}er 109 u{g}ge r%ns ect181%)sqP T US; lz% &3\% ?sﬁ%?ovxdee 1rn%6 tlo? regarétJ é%ltge proper administration
of the congrebitiens heeimsuvh hssfreqzlenmmmﬂ Hesage 3F avlmmshglon 2 nont h s, 1

[00168{'1@1@“] ’can?box\ﬁ?%g Slterrds 1ve\’§ﬁ)? Kfl%ddlﬁ}ﬁx tc;lcoﬂ‘@lﬁ‘é? 165 onle @151§ore £yg9£e§ &4 or other

odi ments her hods,do_ not
s P e e s o BT GRY HOTBT AP BT GG TrGPE P E IR tose i
containfra 02) chep@gét b off fat aclsmmtlacdr Joosk skio. Nk Semepinbadimenss, §oidgeok other delivery

device fogtma%&%&ahsﬁipmagﬁesor%re tfnﬁ] &As&qy?thg !:09@%&&)% 1&kin. l'i popl asty

ct'ion ecto or exanp , 1IN sone
100169 Praferahiing kit &icluden gnarey 5o GRS AT s Gl e frcrinps 2 fiton having total
volumeluﬁ @l 106iaL b¢msﬂga>bmm 0.1+ 10Ysa@ rabileshiad b saltdr moretpmerm da@g@sholic acid or

salt therfeofr or sof]llufrrjl1 dg’ogim%{)late e n nl?tgogltppe}lera%iy dges gget on‘%al rP:a)lse ¢ golf%%sg gr both. The

Solutlowmqfelﬂﬂwastﬂlwelpﬁ@ems pecaphatidylchdiedl i n con j unction with the
[0017 opﬂm%du%ﬁ &Jﬂﬁmﬂ@t&ﬁh’t@ havh‘@@li@paont@iﬂéf c&flprfsﬂ@a félfaﬁx@ﬁ:é]@é’ﬂaﬁy actlve detergent

ose ement e adm ni ste
and up o g R B R R ey e (g o e Gt st in o
mammed eidhold thenad ofagredy. (Bfeatly) b ditaarinmag bewsetho s@p@ifa tigosits Ora variety of

mammdl&uﬁl%mdr @%%Jggna danEaF athj;@e g ({gg Cgl eft' Bgﬁn&ﬁ{bg&ﬁemﬁ??ﬁwﬂs a human.

can I’st er éd or stem

[0017 lh@ﬁﬁn@ﬁmﬁ pratpdisnents, thedbts prtoigdnt @ tpfél Ve@me Pfrﬁmtcaioéeplvein@/w is provided
as an injeBELISBINRIG SN A Sther pleferred Jﬁﬁjbdlﬁmﬂ;@ﬂé fietbifained ﬁl@ﬁd’bﬂtaﬂg%ﬁlﬁ of detergent

greater ?]ﬁléthea'g vncffs {wrs%l-tap Cg}?cli'l%lfng PHY &e tam no éan(t)sgha%l %lc%%h O{?féﬁ_lj‘reérred

embodlﬁplg,ljhe@re}@t inwention rrdvidgssthe @[tqrggnf abef cog:ekqatlon]_e@g_vefit@ gritical micellar concentration

(CMC)n@ﬁl‘:‘k‘tﬁ%Q{' Gﬁﬂ)rlsé Q%i@{y'o aﬂfac&dﬁgﬂ?a&%%iégefnﬁtsucﬁﬁﬁ/f& Example, a lipophilic
eni.n Oose

udes O
aeessi g awwé%rﬁw A S P
zw1tter1bmcdietb@nta It dedregrefutddembddjmeat, fhe adtive/deteryem drtbilo$altamost preferably sodium

deoxycﬂ‘h]ag’,r 'Ipfﬁ &galﬁ %{s"ﬂn Iﬂ?é kﬂ%rlg}{ ﬁxa)d ﬁts%g&%}mﬁlgﬂt&mluﬁ qu) f 3agcdegr§ent In other

ereo

embodigpsss p Ak RN Hohg 1ﬂ@er§wanaa ingludegnpie thas 08P egetergyyt. Ly of the

embodimBiGd HEk@ tie firh esrapRtihhyCakteyin@idt @ ekdnd@etapmunt of a
phar macol ogi cal ly active detergent and no
phosphati dyl choline. Containers 102 are preferably
syringe | oadabl e. Contai ners 102 can each hold one or
nore unit doses. For exanple, a container 102 can hold
up to 500, 100, 20, 10, 5 or 1 nL. [00162] In sone
enbodi nents, a container 102 can include one or nore
addi tional active ingredients, either independently of
or in conbination with the2done or nore detergents
herei n. Exanples of additional active ingredients
i nclude antim crobial agents, anti-thronbotic agents,
antl-coagulatlon agents suds depressants anti

T D T T g, o,



steroids, tranquilizers, nmuscle relaxants, and
anti-diarrhea agents. [00163] In one exanple, a
wa@eobagqes 102 i ncl udes up to 5% w v of phosphptT/pEzies/042665
(e.g. phosphatidyl choline) or no phospholipids (e.g.
phosphati dyl choline) and up to 10, 5.0, 1.0, or 0.5%
[00172VWreferd, ﬂregiento@ainer npef) Bk b |cohprisonecap dappeetic agent ah & foegxample, an
- , fhs-Q
anti mlc]'(go%égg% y Wfiﬂ)%O Etgr £nl'hﬂp th%uﬁ)% IT%%% alé gnl'tl%g glglagon agenp a suds-depressant, an
anti- 1nﬂgt@{n@prg éﬁ’@'{ gp)anqlgemg a dlSB?I‘tfl@‘l agedt, 3s ar)étrdlseerq;l@ aggtt taéaynegrﬁﬁn E}ﬁtancer a steroid,
a tranqtﬁlQer5e?/ﬁlt(%1¥! rBRAS, Fﬂﬁtﬂinlaﬁ?tl Gisre®acent. PREGPMABD BN CHOIeton Jher@feutic agent is
an analgr:ﬁc an LR ?18{0918%@%1? orant tg-tnrqgr}nn%gg gl%tetltd Mg&%?elferz%b? the Legon%g'xelapeutic agent is
an analggeic, O Woshiyeferably h@cqm@s {r apethérombodfmspt, fhekit repddes a second container comprising

the SCC(JHH]&EI%.}%G{ICI a%éh%asfd@{crl%ﬁﬁeraig3 can pr ovi de dOSI ng
nstr %Ct 1 ONS

00173) (TGO o Ager BT M SRR BBk L PR BRE Chegpagper e o
chin, orfag @4 ¥l as gie p@todd, catifabaglethlgu dnBle, or soroeein bfraaiaimpmal. i another embodiment, the
kit mayqfﬁlhceer ge% éygés o'f Bt &9&9@&&& eis OBy exﬁﬁp‘ﬁ? ey}gﬁdetfatqﬁﬁg ioh hpomas hpodystrophy,

sfor use are f Re treat ment
buffalo &Pﬁlmltﬂo%‘m?hy gidfuggd HM% ar Oﬁldd‘dlé}‘, an%aré‘éeto,r fab‘tep‘%flt%i‘o§’ét.ed W“h cellulite.
|Bﬁhkﬂqhhmﬂ6 for use 103 can al so include information
[00174{ ghre rlﬁlea n(% r?an(Ftﬂe le s dis cr>s8 Clgelregnggﬁ §etds§d§5e Se?%%rmugﬁﬁeg eg{)]cgl %810{J sall business
products.nf or mati on on the use of the conpositions herein to

[0017 ngn%@ﬁe BEGE I ErtSthb ﬁ@@ﬁtmv%ﬁtfoﬁ Sontefmpiabs aaﬁlsm&s Bethod i@t sells the kits herein or

prov1dea ﬁ@g?eln{’sgrvﬁgs %ir)]rge%smpger W%: gl%%fe‘,sls galél:{nr;.k | agfgrérw&att CL&WH 01&{51[: fc}/mposmons described

herein. [Ta€businéshingthods Addit exp tlon matudndekits domaisiogreciefvhhoditioenndsell such kits in

exchan%erh? FeAC tiﬂ Shle Ermodﬁjﬂ%r?ts h@%uﬁr@gs%e hoé‘f‘ceﬁséspel t WB Jamfam&he kit. In
t’he onpositions herein to treat at- condition

some egyppaligiopty, ,thefbatmeﬁsédm@ﬁtﬁ ? 1596 PP ol P‘t?Frti‘,tS dor socer vi cal

[0017 6f @te, buMieBCBl ﬁﬂernadfblp 0s5ih tac}d,mob peBSH trafleaysgeIdB A exchange for service fees. The
erad| ern

srvico M SRR g R 1 e P BIRRR e s gposcore st
mnmmbﬁdyWﬂh@maﬁﬂuﬁU trunk and arms, or fat deposits

[0017 7P§%Q19&e?sto%§i thid tﬁeha & unbobd deher J.n@)@élﬁﬁ‘]ts ahdmSB. of using the present invention that
truct$£ns use .1

will be éBPﬁfe%fﬁ%tP‘? b 5 b oGP LB AL e oo tisspecication

and exdnipe@t Tha fcslkwmg mmpibstar@mast@ Bodrete oferopmmte ebaginmat of the invention and are
of SEnSKL MoscrBid HA10R0I NG, irregularities

nan&?B%mﬁthﬁ% O gﬁ fnk% . 00f67] I nstruction for use

103 may |ncIude |nfornat|on reﬁardlng proper diluents

and vol unes for dilution, E¥4M§ @s of the container

102. The instructions for use 103 may al so provide

informati on regardi ng the faepetr adm nistration of the

conp03|t|onsSQere J%Qmﬂ%on&?&HﬁBﬁ%ﬁx la1%ng,age of

adm ni strati 101 Can conp
(001785 Phoetib e bl pltprmslatn (PR ;& Bl BIFAETs01 G2VHRS, 675% sodium

deoxycHRE aSM.JoNGes)] éll&ﬂoloiﬁ st@l‘ilbﬁﬁters’llﬂbfeabbv% dﬁﬁlnbd/ﬁfnYHéiﬁWblmﬁrmacy,

Hopew% %I? %dqglgxgd]%{]xs teﬁ @??&6 éietertgﬁgéls on, a(ﬂr Ia F%obﬁ%rer aic%%c?) were obtained

from Sigma-aldriglr Gap. (i Logis,GIOX étnpmcﬁﬁrdﬂteeaentdﬁnment 1@}m>§elmsﬂaylbptalrtehwas obtained

from c§19*8§1e1§ fﬁ%&%&@s”fné (L§ YJub 08, 8k mjet:tltfefPBﬂ%wﬁbﬁ ks 1420 b&erdih O Table 2
prel oaded W one. or unit doses of the
below. c%‘t?bf?%ef“’ts @r{sdﬂﬁeqn&we pf??@fi%’@fBg?‘gger ably, a kit
i ncl udes one or nore syringes for |ocal subcutaneous
injection of a solution having total volunme up to 100
mL cont ai ni ng between 0.1-10%of a bile acid or a
salt, or nore preferably deoxycholic acid or salt
t hereof or sodi um deoxychol ate. The sol ution
preferably does not contain |ipase or colipase or
both. The solution preferal3y contains up to or no
phosphati dyl choline. [00170] The invention
contenpl ates kits having a first contai ner conprising
a pharnacologlcally actlve detergent and up to 596m/v

- .

o




manmal s such as, for exanple, a human, a horse, a dog,
or a cat. In sonme enbodi nents the manmal is a human.
w(Q 00E/04403¢ n sonme preferred enbodi nents, the fiP&I/US2005/042665
contai ner has a total volunme of up to 500 nL and/or is
provi ded as an injectable fornulation. In other
preferred enbodinentsTMﬂthnmﬂSMeEmmtainer may contain
CJPD\KJB_S- JaYid)}‘l’d ol,Yh%L ergent—greater 56@% (\I.,/' e—9%5-w-v—of
T f@o‘x&)‘rbl&t'“' rTeor TRy CPIWggm 1o — .
HIZR Ly chotr et one pgefgrred empodimemnt; tHe
WeseNnt | nvention provides thgodgf ergent at a
concentratlon above 1S critical mcellar

t

oorrs) SRS e PP R b G PR R Bl ol O bt et e
®mda@mﬁﬁple a lipophilic detergent, a hydrophilic

detergent, an ionic detergent, a non-ionic detergent,

a glyceride, a bile salt, Eﬁﬁgbq Zzwi tterionic

detergent . In a,mre pi refe red odlnent the active

det er o) ns cells
[00180] dzemegwrhoélarnmhtyﬂaﬂfer destget mrmnaenn HaCaTYhumhtekei@hﬁoche tetls Wertrewtpred in

DMEM gﬂﬂ}% ﬁ"bﬂg gl@prtxédulnp gl}’pggﬁenltgg V‘;th 10’)2% @Itjag%'if%grgrg r})temﬁihg and

cont al ner
streptomygfy FlataT colle WaiS Fture dvp erllobitspang inguatsr yising. 0-0pF 043R or@f 0% of the PBF
or sod1uﬁ1rdl&)x?cmb1@t(§ ifre0 g ah®rre bifor tdRtefnlifafibn F 0t vRIbINSN usiiB ¥he Mxrstane)r, which uses
a tetrazo#ur;m cr?{mpg%nﬁtﬂg? cnlges%%glgrrc e}%get W ercx) 1%‘r?egllce gy%ﬁe?a%cﬁmal% actlve cells (CellTiter 96

Aqueoug Hmrl@plemlyegce@g’m‘l‘lfer@g@hssysﬁomma, @m?ﬁg@h@n WhH. Cell viability was determined
by an ab@ﬂﬁahée@'% hPRbBhet@ 4R nﬁom@ ﬁ/eas Q&Jsamaibaﬁoﬁmﬁ the @Jﬂay at 37°C. To determine cell

v1ab111ty§1b%e|§1_1 gb s%tgl Ceng:l I{blatec? tﬁlféf 8 g?ﬁm séorrff( reagents and the MTS
assay. Tieagl sgﬁsrrena wegie tdj¢nsmarlmckm~ calgedhinge and tl&ramrourrd PEYWES i8 ithwin supernatants was

measureﬁlg}eeﬁgdrb cqutq% ﬁn%t 'Aﬁ @ﬁu@r&hf@eﬁ grrformé'd it [u%e 'Ab@rbalace at 49% nm (OD 490) is

|1 zer , an an anti -
propomargletﬁt e nrmbeéefrrélnerﬁéiwuﬂr?éwfuse tTh‘?Se Yol SA3e mtheccontrol and 0.005%
dilution @G 68tk cdnpo@ids @@ Qe iCatinglitld effed: 6 1R3¢ Quibst-ACHS BA cell ATabilify at this

concentr{%ﬁc}élir g%lg{j%bqumr}%g og glve%ggegrﬁas%in {; &5 e/P angfo%g/o cgrh%ﬂnia{ions 8frsbe§1aglrrtlons
[00181] | Get bysia inresponispto deferimblreatmeiods mtlmedtlhgaq?@iftcelb F@Vba&é Sﬂﬂathe reagents at

the indicafe& Qe‘ﬂ%l@cf%ﬂsti@r' ﬁ%ﬁn &@W i $diNDculithed SRENRGhhLRA aﬁ%uitléc?ate dehydrogenase
escr|

0
(08 SR BB B0 DI elPAEeE i IR pgmembrncs. The
LDH as¢a chersinrephd aativigte DIOSH, tvéhict sa@ytodolieeneye relesddrwherorellparerlysed sLactate

dehydrogﬁli;e r \%gmp&%rgcp@lﬁbsoﬁﬁrlrcg (at Jil}'@%l%) a ITEA gﬁbur iﬂ%étﬁm wﬂﬁ the LDH assay as

anot her " enbodi ment he
recommepged byéleru%a@ufgﬁseer (Fyieox ypien-Rdionchiye GBIty 45y é’ﬁ)ﬂgga) plhstudies were
perform&?ﬁﬁlﬂ'@h@te epHIrdghsd 1ﬁihrebﬂ§‘/rpfbpathbrﬁl‘to alhsbrpMOBA 490 nm (OD 490). Because
penetratk())n dl?O c{tass{rl)e(sj %J/nﬁ ? Malal ﬁmmag ac’corI &f dl}il%%eg ?v?rg Yeed %Idietferlflnsm%%e dilutions of the
reagentse(g%lb@d étoezthvla‘ft)me@eswb' td affe Cellsu&ﬂ in élgera%mﬁéﬁl ga,[sgthmydppxycholate
profouna_ 9 @ecfxﬁ‘s‘é@fﬁg Siatfl of Dfurddl HIS aﬁBr&&ha@b&eﬂuJT ﬁ)rtﬁ‘e' &lmﬁl@t@ be—‘ %&ﬂmng was

er Ofﬁ]bUSIﬂGSS servi ces busi n
reprodui?ri Uliee &Y SpeE PTG e RS ABUAER S E} e g EEdtpor the
unexpected VexBitvation thasadiendoaychsata@pliys s majes sctiverbladthd FEF T@t Wvas minimal LDH
release ﬁ“ot}n oht:rc}l t?elltt;I ﬁr{d%lgose RlupHL W eh%%%"} 51%%@%%0’( cg&¥6ﬁ£§FIGF§5 Moreover, both

I NésSsS can nm on bas

the PBFtahcédeg)gan trepteghes]l gdyrep dageppirpied agopcentpfen dspeafenbiggrease in cell lysis (FIG.
2b). METRLGOBSifRE Rk Brfde@ BbsbNaNn BilGldd @0t taRd Witll tese BRht@bugbddtctivity
such fornulations and sell such kits in exchange for a
fee. I n some enbodi nents, the business nethod |icenses
athird party to manufacture the kit. In sone
enbodi nents, the business contracts a sales support to
sell such kits. [00176] The busi ness can alternatively
or in addition performtreapnent services in exchange
for service fees. The service can be provided directly
to patients and the fee can vary depending on the
| engt h of the procedure and/or armount of actlve

I T NN A — o . 1. i T




wi || be apparent enbodi nents to those of ordinary
skill in the art after having read and understood this
wap@eiogdosmt i on and exanpl es. The foll owi ng exapP@l/@s20a5/@42665
nmeant to illustrate one or nore enbodi nents of the
invention and are not neant to limt the invention to
independehiaif endbgeadus ligase €here wbetlogoadivaly. mo@mleﬁﬁefatamﬁ% @ndl0.5% of the PBF and

deoxyCh?le H{Hg)thff%)i e{il%%% %’%ﬁ t(pc{g rﬂﬁh ?ljl'ftﬁlle l{gﬁ? the sué;frlsmg result that

deoxychplghe gayped sidiar lesopfoell (lsblt#vA)bH @ﬁffﬂ lsfsiﬁ r Tffeﬁeélafaslwpm@ﬁlw@epnstmte that
deoxychblaie adks af T¥maRE tdmpostaniK yeh ol at e, and 0. 9% benzyl
al cohol, in sterile water, Table 2 ) was obtai ned from
Hopewel | Pharnacy, Hopewell, N} Sodi um deoxychol ate
and Triton X-100 det er gent riton, aI kyI ar yl
pol yeltikgls o Lepdipm deoxych B hatidylchelige, PG | &
[00182] @@fc&e t1(s§1'was blﬁﬂhﬁ,umﬁ(@)atel}a'ﬂﬁﬂ s@@lﬂceB&aﬁﬂtaﬁdi Q@J&H 01( 1E<maf ﬂtﬁaﬁ:lmum of four

hours beé)re usg I% SCImé{]F were %f)t?lﬁ d b\\)lj\@e%o%r?gt t%Asp%erl&xns amri‘n derm tﬁ %m%g};_opsy with a

I OSCI
scalpel @d)trmmed}rf av\la)smm averadedaddiith pldetny dYity] H@u@tlt&l h}W at ${°Gokith Caleein-AM
(Slgma)r %&@&%&ts(‘éx@ AW ihORBhe MR EnB EERAEER: 1T B RS 7 h@'&/itﬁé’enﬂe agitation.

2. Injectable PBF 009Tem)ecl

Calcein g{@%tW? %etegpmidé))y tlﬁse.}ﬁgm(tepca Wn&gﬂna er%l 1 1gb§ epdll vghallly observing the
emitted ghen( Y00 hm) Bgheustgdn ém:l):sxdmemayl al cohol are depl cted in
[00183] R 19010 'g/ta%z%?fPHL gf)flﬁljggtgl ut Ir% cesl’l?sI%%lu%}gF({jﬁ%)y ﬁ.{ll%lﬁmgsggorcme skin at
various eyf(ljsl(g@]emqr@ dﬁ@gsa@gi gubgganeouy tissys) Pith 10 gk fyingey élgdéO@élpﬂe, 0.5 inch needles.
Needle &ef)ﬁ &taimﬁﬁhzed'ﬁ&?@_{hem%{bf ke b&%lhﬂﬁﬁl)é w@h Ehe iﬂteﬁt d@@z&lﬁ‘atmg the target tissue.

One hoxg ebFl%I%%mP 8’&9@?{%% /melg]?l% f & C gﬁ)];opsgl § ecnnen A ere g‘btﬁu}eg honrrnhe injected
sites, eaghrrdnditiop pgyfoomaddi imphqahC@Tsu@vezislﬁged/xefoenaédﬁhxdarpe@ff‘mwmeed@im §nd stained

with herQJ t@&ﬁﬁeoﬁﬁ] dSﬂeaﬁMQ HeRQviMatel b)oa boltd @QBfed Qergélgpa@ffologrsm %aOblinded to the
BF or sodi um deoxychol ate for 30 mn at

treatmerﬁf”i"f?f’o to deternination of cell viability using the MIS

[00184] Fssmyarcimtzkic vausebto detérming #2i leffestnoltberp dasanghnt snlstang@s odangeed cells were

similar @ t1%FJ %F?é%%ﬁs%ﬁﬂe Prb&&%q YE 7 npp_ége ) Qinhl% C%Y flﬁ’é:ctehs\f fh fat tissue

ter 96 Agueous oactl ve

treated \pphélpe, puffer @ﬁgaﬂggwtrolp\s%%@%TS %al'yp ThevRyi agg)ﬁﬁy SWBOns ofdgogycholate and
Triton d¥tbrdét {pbditie WS 010l @dn@hdMfiatd@lcodparaile l&b S@hﬂ;ﬁt@é(mdlcatmg cell death) in the treated

fat specv{f Py tl“pehcgtl't] gtélg me%a fellénf%&ty%ﬁ‘:gee&el}e é?anmnS was éqla[n{lﬁedrﬂ)% E’Illleas%ngnhe absorbance
(at 490)fof thsdupdrnagisiy eqlleﬁat froagpibetrasehBt speiens (HEUBRL éd rdagantshadwignifisant effects

onthef&t@ell%%bﬁ@lolfﬁ&hﬁgsg(g' with stock reagents and the MIS
i ssue speci nens were then visualized _for color

(00155155 e VAT 5 RS BY O NIPGEE FFn PPt e SYCRTeE! Afvaroysi
and is rdERaS tircelld thyhaabBactbehoenbiats. B8@usa irjloes Adtllabsitderlicels aweis Bst under

condltlogéat{lert Qe[uggecgll yﬁ tl({sé &l g&eg lﬁ)resdggcer o?x&%@saﬁlh s‘l'l%% {'Mtl{ tg)dy% %Qgeln indicates

e nu 1 VI S 1in

le
cell 1ys1@:@fr‘f d éamHiPﬁé?eéte%@l thotparielsieeP Rbennd gtop ﬁet%raf@t @ity EHHtrOD exhibited
similar BRET QioRRRR:di | uti ons of both conpounds (FIG 2a),

[00186]\A[]18 hlrst o%lgl(%g?gei li%su§1ng]ct‘r]:)ne1?tﬁetct?on ohtﬁls ge P zgtea QC nln ?%r/én are SLOWD in FIG. 5.

once ration
Phosphatiddeprlgs Silasglt ﬁomjug@jype fd6.bxand @o@@h@@q@l@ 5 @ngoduced histologic effects similar
to those CAHHIDY Efnﬁi%énc{ﬁﬁ} dg) a&pfrﬁons(ﬁ’dt sHol®NSro weRObB kL8 laborktdi$ | Héergents These

NOITIG (AN (K G ISy W T H—
disruption o itCrivtrel lob@hrlarctlitdetuiel verts ech ifter3i§ectidnf Adth i€ EBF (FYG.i58) dnddeoxycholate
cultured cells was neasured using a | actate
dehydr ogenase (LDH) assay and within tissue using
calcein, a fluorescent marker retained in cells wth
i ntact cell nenbranes. The

30



LDH assay neasures the activity of LDH, which is a
cytosolic enzyne rel eased when cells are |ysed.
whawbas@3glehydr ogenase rel ease was neasured byPCT/US2005/042665
absorbance (at 490 nm after a 1 hour incubation with
the LDH assay as recommended by the manufacturer
(FIG. 5d)f. QJG.0T dexnofratbionusta fibeo distriay and @ydpb;t et REFtiyjechisis eBjppilar changes in muscle
tissue weP éa?'gﬁeg?)che sf)%lcﬂme &LAQE({S@ h%&?clfaﬁ{e aﬁH tﬁ@ﬂlténrlm& Eﬁlﬁgég%@éﬁents There were

ease 1S rect oportional to absorbance
no changgsip the gpideops.Alomys. OIBé’éeé%lé‘@mH@ﬁ &HCF Biertion of thi iePepi gy the exception of
Empxgeri; WEi&Ltﬁﬁsed‘ﬂBsé obBorbtildseuylead sthihig dnid BglifigGit:06F derfRl dollazed. T &Ser, from

clinical rfqgg?: it is agpaaen? theq aﬁ;nik uét{e]le mtatg ereg ong'let éuf: MR eoihelgl §hd e%%georl \iFs after i injection

eoxycho ne
with the plgergems ugqpp@qde@amnlatpqn@@n p@gntlagblgﬁl ﬁﬁ@e&@ﬁxgﬁgwglh&qf@r multiple injections.

Fibrosis Ha[szgeQ H’Hﬁgrlte)i u@@%e@ﬁa‘ﬁ@ﬁs SkEe Vel flrin taYauRE atGhjdclibl B6k 4881 PBF administration
to the conplete PBF. This finding

ot r oxi mat e % elgw

taewﬂﬂ ’?Fb?BHﬁ% gl ssue by exposing porcine fat to

[00187] PBFolaivdindiags xgved dlatgthesinje b PBB pnd depreygholatealond tagsegighippotntal disruption in
fat and rﬁL@@e bl 26 Qﬁpﬁgntoa?@c@ bY@l ép%gnﬁlb éctnnﬁ Q)g hdﬂglag ﬁ% 5. h@év@t/c@ Empigen BB, a

ptent o R RS B BT PP LTS M EH e ). Alermaive
fat and niuSgtddambeatordehditive idiBblged irbanhdnOtha tike diiet Kructoneso thir tksted concentrations
(similar {0 Rl.G usém din%@u%k% bot h the PBF and deoxychol ate

es denonstrated a concentration .
[00188] &é@@h@éﬁ tes piApRigLy X paRimer s llltlhlﬂy%ﬁf%h %Sﬂle@ecvf’@?s ang pallepipegs, it has been

demonstﬁahzg thihl theS SR popilidri§ ueh ireab chaB:an;se6hs iR 16 &ilsst)ldﬁ&dv&l@phﬁarﬂy by causing

th thes ents est i.Vityi ndepen
oo T QO BT UGB Aele P DG ULy Py Tep b prse
inventor dehastsed that thdde GEeatrm chul.sbl%bilhtidnloEfaPBRsclrautl connective tissue. Therefore
sodium %@ lyoq;alfko h@fu% sal@ﬂiﬁﬁfeht%@th& :Bﬁnu@; \Is&q:5 §15591f\/e ﬁlpﬁnoﬁﬁ%d&ﬁhohne was the

holate in cell culture led to the surprisin
major aqn&l{aﬁridlewfléfheﬁé?as\rfe ﬁ%wale@n% s Gepelusion if %‘quﬁew thg fagt gﬁ
pharmacelogibilly hdtiye detetpents, @88 acifle kalth 38 pBent sbhubitigerctditdl membranes.
unexpectedly denonstrate that deoxychol ate acts as the
active conponent in PBF. Eﬁ@. l,e 3 Effects of sodium
deoxychol ate and phosphat i 'chollne solutlons in
porci ne ti s§kimical Experience vl sediymudepxvehiolate camposifipnsa ned
[00189] Imﬁ hain@ liyonah, tb@rﬁgrﬁ R6lktbd dob&tions baMipehe tidny wElJe agead @hh do@@m

deoxych\?\}gtle g?c(}g?qxtlons vgllthkc))ut pLosﬁhgtlﬁ]y?clﬂolfnﬁ erect(rl}frleto R %go g‘he(ij@s%ﬁé W? study

demonstatephnt]thh ddj;qrgyptgaﬁfeqm af ldeoayo;l;glgtp pret ongptdn anjimahiigsps arEzgproducible clinically in
humans. Sﬁﬁﬁj eEtEdY Pﬂ%rv@re | QR e lafler 5O Gt @hdtreBNRntth A eH BkdnBtiods of
ur_at 37Cwth Calcein-AM (Sigma). Stock re

ents
ceonyeiig 6o Al ch PR e PRe e BIFERS TP L B UG i grenagy e
patholog'ﬂal’hndihlstalaﬁsawnhllymg@ﬁblhmd awithimthé eaisedGadnrehaarosiets eible@rvssly (FIG. 6a)

with a wvﬁie arcal e({ eirea oﬁ?em%}/r g(L, §n§&§ﬁr{sls Yot {) glsa&pap&ié ékﬁe'n&lggml.md rtl@'élﬂddle of the lipoma

servin
fat whlcg p(@@zﬁts (\@@@e marjnaul petha faUghlql?gs l@hterelﬁp@m istofopicgl apadysis (FIG. 6b) reveals a

well defln@PLR3F heﬁ'loﬁﬁe@é 2QYie MRS fR Wel !éﬂﬁ@gnb&anlt ﬁﬂﬁﬁﬁdtd?ﬁre&dh@@%hlgh contrasts to
ﬂwa@%ﬁﬁ#%%ﬁmwgrrt onﬁg(O.S m.) into full thickness porcine

vels (epiderms, derms, and
subcut aneous tissue) with 1.0 nL syringes and
30-gauge, 0.5 inch needl es. Needl e depth was
vi sualized along the margin of the porcine tissue with
the intent of saturating the target tissue. One hour
after incubation with PBS at 37C, nultiple 5.0 mm
bi opsy speci nens were obtained fromthe injected
sites, each condition performed in triplicate. Tissue
was fixed in formal dehyde, paraffin-enbedded, and
stai ned with hemat oxylin-eosin. Specinens were
eval uated by a board-certified dermatopat hol ogi st who
was blinded to the treatnent protocol. [00184] Fresh
porcine skin was used to deétermne if the effects of
t hese detergent substances on cultured cells were
simlar in tissue. FIG 3a denonstrates the production
of dark purple plgnent (|nd|cat|ng V|able ceIIs) in

o, T 1 ' ~rNe~ 1. r




Triton detergent (positive control) denonstrated a
conparabl e | oss of purple dye (indicating cell death)

WO 200bl086088 eat ed fat speci mens. The di fference PeT/81005/042665
cell viability between the solutions was quantified by
measuri ng the absorbance (at 490) of the supernatants
col | ect ed fTabim3 Redictioein eige tfféiporsqaeﬁitmsea(hﬁtlﬂi 3b).

At Teagentshad ggr g fcan erreg;zge the T at Foell Treatments
Vi ajhdnid Y Of frEghrehindsie. [ 00185dt-the@inlend YSi $ WAk DC injected)

confirrmed ysing a cal cein dye release assay. [Cal cein2
beconfes fl lior esce* 4% er hydr ol )}S% asﬁd is retai ne@d.5%)

in ce]ls that have 6nt act ceII r s. Because it 3
does ‘hot | abel dead ceI |s ahd is 1'0st under ¢ondi(6%emk2.5%)

that gause|cell }ysiss, | oss|of gregn {fJouorescence in3
f at talcssue sanpl €s Gaded with the dye calcejn (5%and2.5%)

i ndi cates gell lygisifsFIG 4). Sag"mlx@eoot reated with 2

t he deoxycholate, PBE__and Triton detergent pos'f-\%ﬂ’)

control) exhi bi tmb;sinsi | ar lloss of fdsuorescence.

. (1%)
006186}—Fhe—hi-stelegi-c—changes—resutting—irom

i njecdion of PBF, Z&oxychol ate, and.Bnpi gen, |are shqg%

- F-G—5—Phosphatidytcholime—bitesart—foryutation;

(FIG75b) and deoxy&hol ate (FI G IsdrepsPlsduceq (1%)

histotogic effects simiar to those caused by Enpigen

(FIG 5g) and Triton (not shown), two

wel | - char act eri zed | abor agﬂﬁlwedet ergents. These

grﬁpg[es s L f—IlQ/ i enﬂlw ];has%dlul geoxvc ate ¢o Ngsmons
[00190] Wi &Y dpczdvstcrplthb’ @ﬂlemelﬂltS:snmﬂ@rcnlEﬂit depobits indvis fage dist erteltofi hig master muscle
(sort of 1}{\@15 &eé@ Giite ac@fng ﬁlrthe' rﬂUuﬁQ&é Qﬁbnﬁ’lﬁk had ﬂje&aiewf Bz c{eb:)lygﬁolaﬁzb)l\t 1 month

and deox chol at e( FI 5f  denonst r at cle

follow up, fthseervagyp r%pagre%ﬁauca?%fbwﬁaﬁwra? orgsth sjdgg- b fe S of his study

demonst@teMial BE effebia R GKytHdaRYSE befat ih SiEiia tivweds arevrépsidbdilge ¢1imcﬁlb'en humans.
specimens treated with deoxycholate and the Triton and
Enpi gen detergents. Thereg g£4n0 changes in the

epl derm sd derm S, or_ adnexa tst ruct ur es 1aftelr_

%1 1 ons on melanocytes
[00191] mh&@ﬂas m\Malaﬁdayts alucﬁae&il d9asell afh \ﬁrdrcbdhﬂ‘é}érﬁsﬂad 4 8T°C @Bd humidified, 5% CO,

mcubator\igf aé\sv:g%d %,ra wass 581r I e%l asl?eg wotfl tbﬁ’%% o?ce &e‘ﬂs wgggélted w1t1}] dlgferent

ficcal orepor
concentrigionsdf TICn(frbm el Wh)ywith eswélnwé % B@imH xRBS. EW tr Pf’é‘hﬁt ‘ﬁfﬁdone in triplicates

(Table 4% ﬁéﬁates%ﬁ*%cﬁba@zﬁ%@?d iRk 8&kiliaey, Y €0, hiBatsleb: S0 BN trie incubated plates
epeat ed 1 nfl ammati on can potentlafly lead to

were aSpI“PtB‘?@gP’@Shede%‘&elé‘P%? ly after multiple injections.
[00192] D BLESMSTS rBa(s Baimerhyl-2yO5t(@darbanyrsehosyphbnyPatH-erfoghentils2H-tetrazolium,
inner salggé{s sgﬂ g a?eﬂ%&é‘c&o%i M’I@SI (ﬁ%ltrxégq rl/[&lllstn'?ﬁll)%fext 18l lﬁ%%) 100 ul of MTS

at eventual l'y resol ve over seve

soution e RCHRS f faelmelnf thegplateto esgplates peds dovhgisd ey &alllcu‘eqtf’é{mtlﬁ@mﬁed> for 120
min. oUwus&ﬁsnahihepea%h@aﬁétédmyﬁmol at e al one cause

[00193] }b(g grllitﬁt%:atteg;};él élg%lvag ﬂy rﬁﬁiaélocggs 1éae? ﬁﬁn%c?eogcm&e SO]%fIOIl 3 soglum de&ycholate
with 1%(pEds@iatidyicholide wention. A3ERG$ geslanBBa cedl hpez)(ﬂ’emesén@tpgqfrhftlmaycatlc) On y-axis, 1

represen@qb?agﬁq$w wmqo Bbci)sf aqyerddAlm/ %&Q«Lnﬁ'gioﬁs ﬁé \ﬁ/ﬁ%t ﬁDﬁQcoqgeﬁﬁrﬁbn at which 50%

en (connective tissue). Alternativel
of the fah‘i?ﬂ%z}r‘edeedé T P8 SR deORYFaTIR S92 t‘?‘bf%‘eetlaé‘f”d &ifell r}’r}e &4t {?’é'%tm be around
0.04% sbduamddoi@Bated Theeud digdnrofl Sidumelsoxgtholata evith &% tamphatidylcholine solution increases
C ations (simlar to those used in clinica

ﬂwlmﬁgg%éfgégB [00188] Through a series of |aboratory

experinments utilizing fresh tissue speci nens and cel

cultures, it has been denonstrated that the PBF

popul arly used i n subcutaneous injections for fat

di ssolution works primarily by causing non-specific

lysis of cell nenbranes. Cell nenbranes are

constituents of all tissue3types; specifically, the

present inventor denonstrated that these detergents

cause sol ubilization of fat, nuscle and connective

ti ssue. Therefore sodlun1deoxycholate the bile salt

T Y I Y Y Y I L 1 T



Exanple 4 Cinical Experience with sodi um deoxychol ate
conpositions [00189] Patients having |ipomas, benign,
WO swbag@as col | ecti ons of adi pose tissue, were POj/E81008042665
wi th sodi um deoxychol ate (DC) sol utions w thout
phosphati dyl choline directly into the |ipoma. The
[00194] Resuli df $hisgfudy Bin®ngtats that additivies 1 % ahogphiatidytchdline lndletts&ipgmais in vitro i.e.,
the preseﬂge B30 §1a15%§ 1tg?1g{éylﬁm f&tﬁc ﬁ%ﬁﬂhe%laﬁ'l@ctyteb Qho%ﬂlg% Pé Hﬁéﬁeﬁ)m and thus

are reproduc linically i n humans i nj ect ed
doesn“leﬁ‘hﬁ'&?ﬁﬁ@c‘?/’x)é‘rﬂéngr?@dﬁr&édcl n size after at |east one

treatnme rrtabww t Meluﬁfcyteschfeﬂméaﬁmnt aith Dnsaml@fandncwwhpt at e

akl 4('\/

o £ a
\ 10.UI l\fe‘ianocytes pullrl T T o1e— lJ( LNIEII devie J CbTCLIW I L70
D.C W §ur@?§f Sfl? aft.er tf’g* 'il é % | Ogl Ca! 51'ﬁgﬂcentage
hp&t ol OGiEGly aNakwples [PRF i@ﬁ D t1 PC t|hey\@¥GE S Ebirviving%
IdopOnR, @ﬁ@:f OSI 9.1686671 ST DI £ gr 0ssl yads-l G| oahosTh a 1
wel'T denmeg.gat ed area of henorrhageosssd ngcrosisS on the

Tateral edge extending into the moldige of| the Tippma
fabl whi ch.isont 1 asiss33wd t h ad3e nor mab.24s pona of3aé33wh| cho40896
Is lighten4g n color. H stol ogi cal am®l ysils (FIG bb)
reveals a.mell [defi ned] area of { hendf8hage and necfotic
fo@0s as wellP8 as | D.IB3PAI fi capd i nfl apRt or y| 108837 op 0.770204
whi ch|coftlipPasts to thel adjacent nof.2¥ rgund cleal fat
cells|Tal9lle3 3, |Reductibn in size 0f.306 ponas after| DC
- t1¢WHat rent0- 1B an| GI1833%y patMFAt of | P-p¥dvst|r ARYOG6H A 449596
pat | ent Wi¥Ph sodium de xychol at e cBABos] tlj nn&[ﬂoﬁgﬂ]
An HIV | 9d88ystrophy patient with 8¢¥etrlical fat
feosit s 00p0 hi & GBI 1151038Ant Al oP 2% s npst932 pyk cq-677702
rtlof 0938 hid cheeks| |ike—atorniZié tHe mouth bi a
iJ'\mml/\O‘O\Zis;S_i I 1 o e ,
e

ol At At 1

\MfLL/ CC ‘g’lllul TAL .
\ d“d’?& AY0 VARP-N \‘ig\lr ant J\O;J'@BL 0‘ ¥ 32619

\¥ |

€ v'Va:r a—oy /o apy et eatuct+onR—tth
h Th .

n n

AN PN AL 3
nnnnn NN S S
UcpPoSITt \0\6I]T9|II'U UTT UUL
4+ A pi—el - 4 [) £ £
obgluy UU-IlealPI.T ilﬁ) 00] dl I. IU'_."OZEI e
SECIT IT I0<609I miarm ITHI [I SS5UES d
ctimitat |0m mfomens. Exanpte ¢

deoxychotate andsodi T
deoxychol at e- phosphat i dyl chol i ne sol uti ons on

mel anocytes [00191] Mel anggybes in nel anocyte nedia on
96vve]| dIS redlffrenlatdt 370C in a

o gholares GOX 1 g line.s adipocytes

[00195] aéslp)bcty&s mddlacndteila eala 9G-wdll dlSk WBSdnffﬁ@matewl3l7°§ m\ehtemdlﬁed 5% CO;,
mcubato%fo?%/&g I\}ﬁ%%ﬁahvag bsfpfl zﬁgdeaﬁd we%ﬁ’éa %Hﬁ:[@"s‘d?d%scéﬁﬁ ngtréateﬁ% BigebiBnt

xPBS. Each treatnent
concentrijiipas Frelfipm 0 G ?y@i ve%@égltheqfé BhEC w)l xPBfy Bach frepraegt yigsydgne in triplicates
(Table 5). TE4HIBs @@reatculdived Gt 377C ia a huhiididéd] 596 A0, & For 30 @it Ahdihicubated plates
were asplrate%ang wash%%w;lilhl%%%g cu 882 S g] P ll 8t rens_ \gf ' ﬁ/"_gs b I3 rated and
[001961 50 ehLipBMA (3 grqhymt@zl(z@bcsa@ @@wmtmwgwaﬁ;m )su(lfgpt(eayl)szﬁ -fesazolium,
inner salB QﬁEWsL)ﬂlﬁ&xl'\bats Sﬁeﬁ@&i@nixb’cmoh|M1[r$€(15roﬁé’éatl\)lad%8§ﬁm ©1 M, |1)€P|BS) 100 ul of

MTS so]ﬁtéoﬁl V\%ﬁdg?c{g §wel§ﬁ%nel§) ate& hﬁ\’\%%e ggTeﬂcP%ﬁadﬂ%? 18%}15%0 (non-humidified)

for 120 @@cdD weltikenWitli dpectipphatomster aT4P@ npl at es wer e i ncubat ed at

{00197] %Y(E (g'lﬁugt&lt@ﬁk%w(/zﬂg d%g(’éfnteg fn@&!ﬂunf dbx gll%@até%ﬂtlon% WaRm deox cholate with
spectro meter at 490 nm 93] FIG %

1% phospwxé»éﬁhplme édutton elhs etiRpeXfagellipre waaﬁﬁowgsﬁqslﬂy e petson) adipocytes,
cultureddmams heduady Befsr@ hlbﬁtxhéhﬂwiifmb mdlaﬂmld@wmhomb@vwm thn]q8/®C is added.
All% C[fl)lfeﬁ ﬁl(axgtalf:ed }1%2@%‘5{)3 ogce%t};a (i}l aﬁ%l%l%{lﬁst% 'gx)e Tt & 8111S arl: geac%n?orﬁy sodlum

represents 100% survi val when no DC IS added Al %
concentrations are wv% LD50 (concentration at which
50% of the fat cells are dead) of only sodium
deoxychol ate solution for nelanocyte cell |ine was
found to be around

a1l + ol ~f 4 i o

T oS U U1 S

DI UCD.

P | ) ] n
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€ hoay OU ore
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0. 04% sodi um deoxychol ate. The addition of sodi um
deoxychol ate with 1% phosphati dyl chol i ne sol ution
WO pces®es t he LD50 by -5-6 fol d.[00194] Resul PET/082005/042665
this study denonstrate that addition of 1%
phosphati dyl choline inhibits apoptosis in vitro i.e.,
deoxychblite sqhutiess fornaitpooadytelR€]l ling kviesfonnd tdbetaromsiy). (2% sdéinm figkychilate. @he addition of
sodium A%b)éflchoLaQQV@q l%?ﬂ&gygtlﬁﬁchoﬂgg&ﬁtf&g mt:ljg:ﬂss tECI:Jﬁ@ U} 55:3 ﬁ)lJ ro m

enhance th cel HSOV\EI' of
[00198] Besultsroffisestudy daopsiiats éipt additiopraf &% quseha%%mlmw RityapoRisis jn vitro ie.,
the preseafechf mmtkel ¥ Gkextardat for IC kfidinkd Mipodytes Glthwittithe PX Yetda@d fadn€ and thus

does not elrﬁan

faLtI etuqcelﬁxf%%}%ﬁbg ]

phosphati dyl chol i ne sol utions

i pocytes in adi pocyte nmedia on

a 96 welTabis i dipeeydes @fterfteepanent vethdRC enly IHAE T h%PC
hum diTda@fcyta?p COZ T Ncubat or 1 0r Aaigoeek. [VEdi a wab
aspir at laﬂgj washed W P&cdni@BS @iiiting mel|l S wer e | Percentage
t peat edn DClohlydj fAveragat | aevidedt f aDC ong BE |DAvefagom Sartiding%
00%% [w Dh3cor wi toHomt 1% PC i n || xPB®1 Each tx28at ment 1
was donelili2 triplicates (Table|5). 0He pllates were
i ncubat efliB 370C in a hunidified, 98% CO? i ncubator
f09PS m%$2 Thie i%dubat ed)-3¥Lat ¢s wWliA® asplir 186 and 0.930
washed wO£® | xPRS. [ 00196] 1 of 1S (13- (4,
5-di net hQI117? yl)-5- (3- carboxynet hoQ4$he yll }-2-(4-sulfo
]nQW(HnVI )- Q@ﬁ% pt ﬂl|3ill 1 3 Wher |sal f Thags \/ Io781t i b 0.891
was_pi pnﬁiﬁsd (m xed 40l ul MIS { Dra&%_&gdi son—W)

| per 14 198BS 100 ullof MIS dol uliBh was addedto
RINS N P LA 4 o B0t o GHE o atﬂ‘lé:ze';u ;nuuugte* a7
27 ORI RN NI ;J-lﬁ%g ﬁaﬁﬂ D \urs
RSOOEN Ng i1 SN NSRS I NT L A PN
T UITCI'I VAL | CLTTT OUITTUT OITCU EI [o 48 H-Jm 1T, L‘U\.O.LI IJ T %707
8 iHi.ILST‘-i’%t es—the—survivat—of—adi pkﬁleEb FA—sodium
-deoxyghot f e—sptution—pand—sodi g d chofatewtir—19%—
phgspiratigytchptimgso[utigm—The ggipocyte @@t STarg i3
prrmanfy (T, e, [ takenm frestty f1iom g gerson)
adi pogytey, cuftured Tp Vitro §o nmgpei ty| before
Treatment wth DC. On y-axis, 1 represents 100%
survival when no DC is added. Al % concentrations are
w v%

LD50 (concentratl ON EgdmpWtsi Ch 50% of the f at
umaleo(f< .

sqdiuin
OU

] C £
[00199]§(b@|9uﬂnsma@® xlyum p:@d@ocymh @hqq@h{qspha@}ylcbcflmg@ @iquflﬁo 4 7 5% sodlum deoxycholate

solunond@lp}xéé&‘shplleﬁ%s%ntm dob% sﬁr@vghﬁﬁ%r&@kbﬁ)ﬁoﬁh@é WG, SV bR cells in the absence
I ncreases the LD50 by ~5-6 fold. [00198] Results of

of DC apdfigis %‘t%&)ﬁr@é%]’?’st rate that addition of 1%

[00200] mﬁlﬁtpb\fam dhydly dérednbtrae thankidibibt & pappiptidyRhding 1 sudidnt deokycknlgte solution

does noti(ne?efsgrtlilﬁ §o%9§§te 90 ad{gggsqﬁl( gﬁo ag de§x3’cllloﬁ?e 151) Iggerssaﬁ}paﬁ? Bgﬁcgegt to mediate

Showi ng that etract
100% agippdysis htpylua@eaélpmtes drvbaraee, taﬁl@sefea%mve,aém of Kjese| dpig gTaBksxﬁ)e%hows that 5%
phospha‘ﬁﬁy]c@@me I@tﬁllﬁlnﬁxhltﬁdip&%}/shgﬂy,aﬂﬁcﬁ s nbt: sﬁt@hsﬁﬂ%ﬁﬁ thedi§hid oK 5-6 fold increase

in LDSOpcﬁBférbeﬁgi' ha gﬁdgxﬁlb Pﬁf ﬁ%sE%f ggﬁch%(ag&%neoglg%%t eICI)l )?}%% a) e]t go r:fhese data collectively

support ¢e hetion thatsodivm Jhoztshdateyd arp@nwn@gged{em@qgg])oljzsis@nd that phosphatidylcholine is

not onlyI Jnheggsgaﬁafnﬁ%téa}i&' Mhi¥R fatQémo@Q' pocyt es_when
phosphat i dyl choline is add to 4. 75% sodi

deoxychol at eT&ts ?Jt‘?ddl??cyt@?f?r a:f)‘!‘it‘gn i é’rR% 100%

survival{. AU% clonagntytatuenmgay e W v% SuPareewmage of t he
cells in the aﬂsemdimgnftomswmb PCAveragmn | srvanien’ade
0.113. [j00200] |Results of this study denonst®ate |t hat

addi ti on of phosphatidyl choline to sodi um deoxychol ate
sol uti on does not necessarily contribute to adipolysis
in vitro, as deoxycholate is both necessary and
sufficient to nedi ate 100% adi pol ysis of cul tured

adi pocytes. Furthernore, a cl ose exam nation of these
data (Table 6) shows that 3%



phosphati dyl choline actual ly i nhibits adipolysis
slightly, which is not surprising hi the |light of the

WG 2®6/0840a8 i ncrease in LD50 conferred by the adelT/Us20086042665

phosphati dyl choline (as denonstrated in exanple 7).
These data coll ectively support the notion that sodi um
deoxychol ate i $ adipagtes suevivingryedi ent f of Pactepedey$i s,
and t hal_pR@sphatddihg[PEtol756 DICs | néverapa| i sumivmg¥ssary,
but actually inhibits f&t renoval. Table 6. Adipocytes
after additionjof PC td 4. 75% DCEXanpl e 9 I nhibition

of adi pol vsiis by pre-incubation|wi th human 19 pona f at

[ 00201] | The experi nent was perfaorned onj a series|of
imortalized nel anocytepcell lines. Respcted human
i pomas {wepe griound up,oand DC-gontaini hg nadi a was
m xed wth the|[human fag and agi|jtated fpr 24 hours.
The material was centriguged to|pellet [nsoluble
content $. The supernatanpts were |[theg adfed on top of
cul tured nmerangcytes. Gpnirol wds the igentical

DC- cont aini ng dira not g EXpoSed {to the fal chunks.
Al so, fat—ajon (no Hod) Was gddggheas| a ¢@mg 1 of .
[ 00202] [FrG—10G shows JJIgt pre- rmcubatipnm of 0. I% DC
wi th thefat—Tabte I)O(ﬂEpEdlb ttoTeduce kittimg] It
coul d beby—reteasing—sone formof—nhibrtor—e .,

exanple 7 shows that PC inhibits DC killing in vitro)
or could be by retaining hepl€ in the fat pellet that
was spun re-lrixg@oatl(ﬁ%lt Ihﬁ eln% &M&i nt in

this experT

=

mts
[00201] {Theexkirehtritgs prrforsesd o1 essriesfof Imortaizgd tadbanbgyiedplt knst. Resected human lipomas
were gro‘tlﬁHHpbdnti D@Qoﬂtlumkéemé%@wa@ FaixRY wﬁtﬁtﬂ&lﬁlﬁlﬁﬁ atdn@ Elgnélﬂed Rr 24 Hobls OThe material

Th| can further

f at
s oGt BPQHO LAt H-GET ORI B Pt BOFLR PRt ne
melanocgte. Carxaldias ghe idestiz el &XC-doxtininl aediOnoHerpresad toithe darehugksu dilgs fat alone (no
media) ‘ygsgtﬁeg, di.iip,deoxychol at e conpositions [00203] Six

pat
[00202] &&%9 Al fa‘iﬁt@retlm?aﬁgw el edpfs i/ b fa

1ents aving 12 lipomas were injected with sodi
fa(ll' ?j)éqﬂ) ARpegss to ggdyce kllhng it could be

by releam:grb&h&fomf%ﬂ inhibh1E g— e&alhpwmiaﬁs th@ B0 aabitd DC Billiag inafitiod br catld be by

re’£a1n1n%’cFeal§¢I mc%heefat lFe?TEla was SII?E m eggntr ﬁa]%{ f ?s?%ﬂén% m\’t\ﬁg &p%ﬁ%ﬁt that the

icar

presencercé an lfatt hm@fthet lhling pe;@m@ys of @ﬁ‘mln@tbp by @iregthpibition éhke B@bqr e fpguestration (ie.,
into the &f Igeﬁ&j $hiPfan ARAX MG BE Srs§RBG 18A irficdfionioNDE Mitd B spirbsSd b@Founding

tissues.

are reproducible clinically in humans and that there
is a significant reduction in the size of |iponmas
after the treatnent. Table 8. Human |i pona studies
Wi t h sBahilaldebitivcéfeliptlpsidumpobitbationsvifhJOREH Jipdd fak s

ot-herwrse i ndicated, —alt—Tunbersyexpressing quanti ties
of i mgredCentitd, properth@81%uch as P6I0déut &t wei ght , Fat

A3Tsenct 0698 cosudi|toicaa S 0.06M00.66 |fode3 h0.43eld).38A 101365 | 0.494 | 0.517 | 0.601

Ackmeci Diseal 0.602 |amds ¢ basarso.@a36 01063 be4iendersat| @ads as.4dej M7 | 0.601

Avaemdli 11 ed | n alllo.dopst ances by otdee| t er m " abguwtsof 0.537

PercdzeO dI NGl y, Uni@s$ 1 ndj cat ga. e |t he icontriaregz |t he 0.888

cHUMENT Al | Pad:aridee ! 8.06€[ 0.0d8" | lobek Nokire d.ls!| @01 P0.612 | 0.623 | 0.646

ARRECH| 17 &aIh 67 [ Ao lar NebheTodsls 0.3626| GUpaT D87 50D60N50.623 | 0.646

Averdggt | TRy yary ETIdIr g UpoT (35| deSiFed Nrogelti €s 0.627

Percenﬁ’x eL‘l '

t—torbeabtar ed-—by th Sent [ nvent AT [ he
£ 00§ JQn 0.952

,IQS?g’ ’58"”&1ié’7” . Pood | LEd3R o LB MHS‘ 318 0.48 | 0.507 | 0.533

A gu'ﬁ”' To3ad T 30y ,oééik‘o‘.’

t b.b61. Lf)'os;”ﬂ,'zé’l (féUx*‘ 0394 'be48 0.507 | 0.533

O CUPT—OT T it eatn—Tutret val |JClI Clllbl C1 QIIUUI

at | east be construed in light of the nunber of
reported significant digits and by applying ordinary
roundi ng techni ques. Notw t hstandi ng that the

nunmeri cal ranges and paraneters setting forth the
broad scope of the invention are approxi mations, the
nuneri cal values Size (cm 38et forth in the specific
exanpl es are reported as precisely aspossible. Any
nunerical val ue, however, inherently contains certain
errors necessarily resulting fromthe standard



deviation found in their respective testing

nmeasurenents. [00205] The terns "a" and "an" and "t he"
wa@naessauss ar referents used in the context of PCT/US2005/042665

describing the invention (especially in the context of

the followng clains) are to be construed to cover

olent oSt o PN, B UL BRSSO 0° e

_’A—‘@E@u—t—aﬂ A—of 33553 swo; m.y ,.O"' 6é. efreti—s 15‘:3&:1! Vi ' 0.507
Percentage dnded |t 0 sbid® as o lshor L MhRd rothod—ot P iter Hitg 0.907
SKimp125 .3 4101593 | BSRlCHORA G961 DO G904 1307 30 Ugeg g L0616
Actyah ngle0.58B)] 10543 | 86200l QP63 & 006 | -06040-398 e 302, 0.569 | 0.591 | 0.616
Averagedi lvi dugl val B613)s i ngorpot 0¥ intg thel 0299 0.592
Percesggecli ficqtion| 4800 it |werel 0-838 viduglly rB868ted 0.962
Blahler efi (1052101052 £H52dis0.¢68 s @r0Ph e p0Relr B4R | 982 hB-0fPelr ¢-892 nd§s2 | 0.052

in any suitable order unless otherw se indi cat ed

herein or otherwi se clearly contradicted by context.

The use of any and all e%é?ﬁ!ﬂ%@, or exenpl ary | anguage

(e.g., "sugbmaSippmPenes d@idsoklien @edrvdhslat: bingagdiéas mer el y
[00203] %1xr??ttegtts ﬁ%zﬁlgé m ra]lsa ‘;SV%GO 1Inrec ecffvﬂ%ﬁ%yc{ldng %é)ﬂﬂ?oéageo(%?%&%mgg§§ a@eriod of six
months. @lllanjereed lipdsigns reéwg@ag’ee 4f‘iqr %t lyest epg dedtpne ieblof). Msauteperspwere made by

physical RN LURAn@SIrhsBEld Qﬁ’e{glng g‘haﬁMﬂtB&rﬂhlﬂt@& Hﬁﬂ)nﬁ{a%mﬁiﬂﬁle detergent effects of
essential to.the ractlcg % \ﬁentl 2[ ficant

deonschgt ] S TP T AT ALY B S WL gt

reductiofl in&heisiay eMiporoen aftkr ¢he bredeedt. herein are not to be const rued

as limtations. Each group nenber may be referred to
and cl al!‘am%% Hﬁ]gml\( lqg) walstudiePwitl BdiaMe6e BRSO mPokitvng h
[a)

ot her nbers nrm%or other el enents—faund
herein| It is 1@?'&‘?‘% SﬁHfatB‘ﬁ‘g oChse é“ E{J‘S’;(t’tir of
a gr our»—ln@%’“%e HIEE &.e i 'g ‘ det "tvcoé'lfg‘gb/(é’m are?gmslbp
acnn Nnfl A~cAarmv AN AN / - VAL
for read hv;lz,.,r“ .\,UIIVfIII efe 1% M HS atet a'dIJI Fi-t y 3 WTET
any SucgH |3|u| 35 UC CLIH{II ybbl.m ,840)45 3
specification FShghgi N Jeeueg tocont g tHe grpup 3as
modi fi ed ths Fotti i ngrthe gt dgsgT i ptiong of
al | Markush—ot Uupbzlgbeu Mt s appedegoef i al M. |

[ 00207]Pr 7:f erred gs}[rpoal NSy of (NS pfygentfion are
descri bed—grergim, pcruding the besf nde Known 2o the
i nvent grs §or [carrying olit thgolsnventi ems O course,
vari at ijonsjgon [fhosez pref érredienbodl nenss w |l | bzcong
apparernt tiq those of ordinaryaskill|in7¢9%hhe art upon
readi nd the fofregoing descripe.son. The 50%vent or 1
expects skilled artisans to enploy such variations as
[00204]6[mﬂh’smlfervﬂ§eendumﬁdi atl Ingntien weprdsrgs untities pflingredientshsoperties such as molecular

weight, T ac\{lgrp kd 8@ n%loancpﬁ th%gédlnpt@gspQ&ﬂ%&ﬁ”ﬁ@clgnhﬁd?e B PE b6 ab Hemg modified
ae I'D eln. Accordingly, this |nventthon I nc

il o s e O S AT FUIEHELI0 g OGS aen armstrs st ot
in the fdﬂNlh@Jpe&@@dl&QﬁH dttachbd@airgd d approgippindidd nag vaey depeding upon the desired
properngsfso{ght 1o geb é)\g%ecg e}ptLe! p%%?n::tj %w%nﬁ#e ﬁ&tlyglr ?%y fef:s’t afff‘cf%t éégmeﬂlﬁtttb it the
application pf thet dogfrige df henvalshis fogheceppppittes e t5h It“ﬁ“é“‘ia]rﬂi‘@ﬁlﬁ'iebﬁhomd at least be

consﬁué&igé]l?g;ﬁgcafq{g?glgm %gﬂgﬁfﬁ saded: 4 cho% Bidby @ﬁpl}@ﬁgﬁﬁfu\[ﬁy&ﬁmﬁing &tHnyques.
|
acope st et o, Sent b [0 oR Blhe oL TR

approxifaktidhd, @@ hiafisal vdtwes BighEw} set fhittsin the ererific @@mplemlre rERpupd ag precisely as
the above cited references and printed publications
are herein individually incorporated by reference in
their entirety. [00209] In closing, it is to be
understood that the enbodi nents of the invention
di scl osed herein are illustrative of the principles of
the present invention. Oher nodifications that may be
enpl oyed are within the scope of the invention. Thus,
by way of exanple, but not 36f limtation, alternative
configurations of the present invention nmay be
utilized in accordance with the teachings herein.
Accordlngly, the ~present |nvent|on 'S not limted to

' e 1 . Y | I ' 1 ITA™ 1 2 71 Al R =g~




1. A pharmaceutical solution for subcutaneous
injection conprising: a therapeutically effective
w@eaanse0s8 a bile acid or salt thereof; a PCT/US2005/042665
phar maceuti cal excipient; and optionally a lipid,
wherein the ratio of the lipid and bile acid or bile
possible.séylymupesichl ¢alue, bevgpnier1iohoygnily eapieing goraiiriqrstupeessardy tesuliing figwdhe standard

deviation ¥iind hﬂﬁén‘%@ﬁec’t&eﬂ@sﬁﬁg Iﬁéas&é?ﬁeht@ase 2 . The solution of

sol.ution fur r c rises.a_ . .
[00205] g‘Le tgrwa ﬁré:lr"g é’ﬂ‘i ! tlte" étéié]?ﬂllarg I Ig.“t us lfl §18 ﬁ?“?eﬁ of a?sg g the invention
(especiallyomthe stiexigpf thé follawitig elgime)racty 2l cormge toscover both the singular and the plural,

unless ot}{m@eclg&%eﬁ hé‘r&ﬁ) Blsoleaﬁymohtratdré{e@ mﬁtbﬁ ﬂ&ﬁﬁi‘iﬁ of rﬁ&gé of values herein is merely
coagul atj on agents uds- depr e

intended éq,ﬂelive ?SﬂFPoé‘ilﬁPgtn&f ng afd%fﬁf ag m%ﬂ%ﬁagy tg -Ie'cE:g sepgptg iﬂaé?esf?lB‘i‘% within the range.
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16. A nmethod for reducing the appearance of a skin
condition in a skin region of a subject conprising:
wa@cdiss®Beri ng | ocally to said skin region a PCT/US2005/042665
conposition conmprising: (i) a skin-tightening
effective anount of at |east one bile acid or bile
‘WHATéépbA%ﬂﬂﬁBa.pharnaceutical excipient, and (iii)

opt i ONgbha¥maedsitf gdiluuo;?or suw@mm mﬁaloﬁtonﬁalnahgn 16 Wner ein

sai d adm ni s\&}erl ng %p i nvol ves deliveri nﬁg

conposi ti on® ?r%Pe‘éFC%lG’ B HEWYY o7 ik pdd e dalt f"f

i nj ection. dfarmbbmaticabdxbipigntofd cl ai m 16 wherei n sai d

adm ni steri S}Qorﬁhfplqﬂld“(vﬂ%rylﬁﬁxe gaﬁ& bf\fﬁerlipﬁgncﬁﬂ de %rdnle salt i 1s less than 1%

nmposition via a atch, a punp, or su
w/w an@i@‘ﬁ?&‘n the sglutiqrfloes ot lﬂﬂ'éﬁeé‘f’as%?réf’li‘?ﬁ% wher ei n sai d
adm ni Be@siitivg oSdlap 1 :vdﬂM&h VexSsofk@dnl et d'd@lpﬁsaé dhecond therapeutic agent
i 1i.0 i ga ut an eol
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solutiohr ow, cal f, back, thigh, ankle, or stomach. 22. The

mEt ho dT}Qfsolﬁ:tloﬁ 'of@lalx@ 1 Wﬂ@r@lﬁ 54 1§1@ h&ld 9 Eéle@te@ﬁ&lﬁj thb %roup consisting of:
i c.aci The t hod claim 16 wherein
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acid, ur@leogycholitiadifh dii@o:gtanrisaiddribydiorytsiaing acidSans @Rftitikdonjugates of any of the
deoxychol ate and is up to 5% ww. 25. The nethod of
claim 16 wherein the ratio of said lipid and said bile
ati d oFhelsplption gkglaim il avheypin paid bilggalijcompring a catiep sefastet Hem G group
consmhﬁé FseBOMh QoRisRmIRD ithil® (15, g RBRS mﬁdﬂ &yl uﬁﬂ@laz")nlﬁrlum (Ba®™),
trontiu r2+ The, net h1°d6119{1 claim 16 wherein sald lipidis
stron Blﬁ% DAL ATERPPIER me and is up to 5% ww. 28. The
n®t hodThgfoleloapinlal6 1 wherie said Elafall commnisesh blkalinmeitad orgun alkaline earth metal.
afjueOoUsneSQhtish bAthim g%’herg-lﬂ SidBLA ngtalqg sefebted fBmlRe %%\g)rcgnl#fﬁting of alkali
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i ©i a sTibjseaton ofuighn b shergin saqthialiestréhrmatgis saeab lrym i@ gap ebnsisting of

magnesRHGA AREAMP LA vllFROSES, Ao GRARARSEY.ON compri sing: (1)

ective anount of one or nore bile

ati ds Biesgptioa O%Cgautl & wherpip yaidepilp peid sa¥h is ey depxygholate.

VEL er i ThakdlutRX 6f diire N tompaisitle {pitd 5% wopkdi@nal |y a i pid,

o7t e eh B b Bl AP uBBBs ¢ Pon does

nBt i nBiegdeion pirdpine 1 @yher@mi;auqdds @Qld @ bile s7lhis atpepimeutratidn of about 0.001%
wiw to o109 v Wherei n sai d condition is selected fromthe

group consi sting of obesit fat redistribution

s¥ndr ofhe 501%596 PiS g‘“? Liheteip ??1“%/11‘1? gl or F%“ﬁ‘t?FFﬁ%‘s atapRCEfRipidon of about 0.01%
wiw to ghogts®tsgw. | i podyst rophy, buffal o hurrp | i podyst rophy,

dell‘ SOCﬁ]regél&gh Fc@aﬁml gifr‘ga?ci so@%ﬂ ?%)3 br east

enl ar genent, era posiI t "body fat around
t Punk HW G"hﬁioﬁﬁ Hpd Wflﬁfm bFSZ}P?@C% S%Tl%?ta@duwsteﬁeﬂwe for fat

dissolut@@ bl s itiki@ening.

16. A method for reducing the appearance of a skin condition in a skin region of a subject comprising;

above.

administering locally to said skin region a composition comprising:

(i) a skin-tightening effective amount of at least one bile acid or bile salt,
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32. The nethod of claim 30 wherein said bile acid is

sel ected fromthe group consisting of deoxycholic
wa@eodod/osebol i ¢ aci d, clienodeoxycholic acid, PCT/US2005/042665

7- al pha- dehydr oxyl at e chenodeoxycholic acid,

l'ithocholic acid, ursodeoxycholic acid,

di hydr oxyt augy d’bh&lﬁlbdﬂzutlchlrekh})idﬁ @xytaurine acid, and

gl yci ne conj y of the above. 33. The net hod
of cl aim 30 (\lﬁﬂ f%r?au%hﬁ)a@ ile salt conprises a cation

sl ect ede metbed of laimgh6 glgreia éﬁ%@dﬂqlwwe%@@lv@ﬁ’ﬁe’éwg) said composition via
a subcleR S S fHAYdetih) mje&ioﬁ hium (Li +), nmagnesi um (My2+),

gﬁ%glmuunllr%g C%E%i)o)f 1a1§‘121|6 lxjag]ﬁr u? ?a% '%cllgx is e]:m%ittegln%oé{ r«éﬁ\)eepl&asglg composition via
a dermglyiatgh, lgiphiap, Safubdegerirpdts e s an al kali metal or an
al 1|§ al i n@e RASdbrBEkAk whdein saTchﬁmﬂEsEeHQéjst%énvGiv@s' div3fing said composition
, %ln said alkali netal is sodium( , potassium
fopica >1<’$)“‘ C‘B‘”fﬂe‘?"rﬂ?hl um (Li +). 36. The nethod of claim 34
W6r ei rrhs aettlodadf klaimi Idevherain bdid dkintcaditios isrye gpred Sioni the (gMyR donsisting of: loose
. LAkl 24) ar Bagst) » or strontium (Sr2+)
sk, S%?é'lé;’igge%rue(}%t?ﬁ%dﬁgl? ’13@6&30 wherein said bile salt is
sddi um e sYeIbaimel6 whgrein yridregipn Hon i Foder yp-rdppchin, under arm, buttock,
cheek,WREN, &ilbasiq iebhkBadstelars not | ncl ude perf or m ng

sungery. a 9,..Ihe tho | ai m 30
V\ﬁl?gr oi nThg gnet?] doq cl?umbﬂ6 w%erem §a1d bllceI a01d %OX¥C?1 dhcl aggal ly under

eyé, unide rnefém <ﬁ clalmwlééwheralp mld bilg tsqlfdwdlu@ apdxychplaiek ,

t hzl49 h, & n@ﬁl&f@‘élﬁmpl% J&&gﬂ s8R 84tis softlm dddr§chbR Ads & to 5% wiw.
adni ni

C ut glﬂlg 81Ut§ ; l?l}na &gﬁ%e r %ﬂ J s&{cl%glﬂ anﬁ%ld %%a@ldr?éP1H S%F isupto 1%

wiw. of cl aim 30 vvherel n said subject is a human, cat, dog

026N 0T SEe nRod oF BRI T tASHN Hid Kidit Bﬂo?iﬁ)xaﬁ/&?r%ﬁo%@ sai d
subject is human H V patjient 43. met hod of cl aim

@7Wn ere rebed o clelahlﬁa@vflf’ &d initip Bm’éﬁé‘atlﬁlpil"‘%‘)éims%l {fimto 3% wiw.
|i2gi ds. Thééaethardxeclmeiﬂa@\dexem sdid @inposdlon wlaﬁencﬁabcms Soaitian. | 1 pi d

i ﬁzc Ip E 82121'1 ﬁletlh?d&/ of gl% w er 1n(;:jauy\£‘11 ?rogé sogﬂ?ion i}gs t%%ﬂ:% e'il%%goo 11;nL
cl38i m %mww@rfm reflugipg mlsub,@wmgﬁ fﬂﬁm&@o Apiesicemprlset

0. P?1%4a‘gﬁlﬂ\[1|§{ﬁﬁnga@daﬂl}t to $06uvbuin&his Bde mbé Jcoﬁlp@&tiog c&priihd: €
sa

conposi ti on @61 E%ld Sssogvglgﬁg?c\%eeaﬂmggfﬁ f)r nﬁf.’[%}’ ‘@fW%ﬁaﬂe salts;
about 5% w/ wiipf phetgiagtuiiyal o veeingy erciplnt sdsal t . 47. The

net hod of Cl (ﬂi) %%9&11% ﬁﬁl@'vﬁ‘leéﬁ'tkg 1419 IPASHhd AR vileSicid Br bile salt is up to 1%
sol uti on. claim47 wherein said

wiw audphereinghe ﬁog‘p‘ﬁkﬁlﬂ‘é@’ﬁ%m’ﬁ@d“% ’§§FF PrgEPee0adabl e cont ai ner
CATPr i SThagiethad dfakindiosgedeMissidiconditiakds walettedyhinethé gropp consisting of obesity,

fat red%%fbgt?oqllsyngroﬁlmyﬁh fa?fxenﬁatgh I11 oxﬂa%'[sjem(aﬁl ﬁlsggel ﬁpogﬁtrs h?' aouffzrl? hump

r maceut or veterin ry ‘excl I ent;
llpodyetrqphsp Agsopiepablah visqsa! adippsiy, hsqast%l?reentfm bvp%recilwsw dlfﬂlﬂle@body fat around

trunk ﬁxél'axﬁnsteﬁid faﬂ(ﬂegoskté dagodlaﬂe@wgf@mnﬁf than 1% w/ w and wherein
I, .CO

8. or PR R SRR AP B PR 58 R Cp e o
deoxydahcdacm ¢hehosaa1ld; ch¢ngdegyathalippakk Gripbddhalexylate chenodeoxycholic acid, lithocholic
acid, ursodeoxycholic acid, dihydroxytaurin acid, trihydroxytaurine acid, and glycine conjugates of any of the

above.
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51. The syringe | oadabl e container of claim47 further
conprising an organic solvent. 52. The syringe

wO o@dakdoas cont ai ner of claim 47 conprising up POI/LIR20G5/042665
of said bile acid or bile salt.

33. The method of claim 30 wherein said bile salt comprises a cation selected from the group
consisting of sodium (Na*), potassium (K*), lithium (Li*), magnesium (Mg”"), calcium (Ca*"), barium (Ba™"),

strontium (Sr*"), and ammonium (NH*").

34, The method of claim 30 wherein said bile salt comprises an alkali metal or an alkaline earth metal.
35. The method of claim 34 wherein said alkali metal is sodium (Na"), potassium (K*), or lithium
-
Li).
36. The method of claim 34 wherein said alkaline earth metal is magnesium (Mg>"), calcium (Ca™),

barium (Ba?"), or strontium (Sr**).

37. The method of claim 30 wherein said bile salt is sodium deoxycholate.
38. The method of claim 30 wherein said method does not include performing surgery on said subject.
39. The method of claim 30 wherein said composition is administered locally under eye, under chin,

under arm, buttock, calf, back, thigh, or stomach of said subject.

40, The method of claim 30 wherein said administering is by a subcutaneous or transdermal injection.
41, The method of claim 30 wherein said subject is a human, cat, dog or horse.

42. The method of claim 30 wherein said subject is human HIV patient

43. The method of claim 30 wherein said composition includes up to 5% w/w lipids.

44, The method of claim 30 wherein said lipid is phosphatidylcholine and wherein said composition

includes up to 5% w/w of said lipid.

45. The method of claim 30 wherein said composition comprises about 0.001% w/w to about 10%
w/w of said bile acid or bile salt.

46. The method of claim 30 wherein said composition comprises between about 0.01% w/w and about

5% w/w of said bile acid or bile salt.

47. The method of claim 30 wherein said composition is in solution.
48, The method of claim 47 wherein said solution is aqueous
49, A syringe loadable container comprising:

a fat-dissolving or skin-tightening effective amount of a bile acid or a bile salt;
a pharmaceutical or veterinary excipient; and
optionally a lipid wherein the ratio of said bile acid or bile salt to said lipid is greater than 1 %

w/w and wherein the solution does not contain lipase or colipase.

50. The syringe loadable container of claim 47 wherein said bile salt is sodium deoxycholate.
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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