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[0018] In some embodiments, the composition comprises (1) particles (such as

nanoparticles) comprising (in various embodiments consisting of or consisting essentially
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15 tlbebomthlb abatt k2: hfabalhtblumorabauﬂl(l heabpa‘ch ilmaxb}jut Pri, tbabout

1@%&%‘?@@3&%?%3% o %gfﬁgqsg}{%ltgegsﬁ’retgl n%ute%lﬁrglgqenéwg resylting from
th@&%ﬁos&%nls gl%Qt@HEhaﬁ a@oﬁtgo%@hﬁt{ 12:1, about 4:1 to

about about 1 to about 9:1, and about 9:1),
[0928] vvh er ém sord embo@menisntht: legar onpewiamaynt et ig effective to increase

the s E?C.PSIESt | e:]peqd § %grpsé:lu ? Lesul teﬂ# g%lf b9 /i%ntt}fe composition as

compared to a composmon without the sugar. In some embodiments, the sugar is in an

amount that is effective to improve filterability of the composition as compared to a

composition without the sugar. In some embodiments, the sugar is in an amount that is
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[0028] In sone enbodi nents, the sugar is in an anount

that is effective to increase the stability of the
weoaar7log7saat er sol ubl e pharmaceuti cal agent in PO®US2006/033931

conmposition as conpared to a conposition w thout the

sugar. In sone enbodi nents, the sugar is in an anount

h . . £il o :

o R E B o o PR pm oS o
compgrad fo 4 pormponiticanbitoutelet Sigait he sugar is in an anount

i seffectivy o reduce foam ng. duri ng. . .
D88 e 1 A BV P BOTHY Bt TR LSS ons fesgalbed herein,
artfeRERARAuTenAe CAIPSTAS {18 AWt RO mPdR&iche @R Uit HOREOForms in
Al so provided are unit dosage fornms of conpositions

suitpbde-packseging ésueh ag vialstar vkssslsdinchuding sqaled vislvomyesield ang sterile

the .inventive.,conposi tions. or, uni ageforns in
sl Py T R RL PRy b RGAE Tl Tendh o
providegnithdil of aaikatd atldalsthgQhesd @6BBbSiti lithsHeSdritee heeal. ed
vials or _vessels)), and kits conprising_the

[0980h0si t Hignto berprdersiqashbhpigmeasosis: pF b PHES PreReHiRg Hf g various
i d. Hsiy 3 L [

enff i AR B AP 55 £ BORERA b it PR BREhs of the present
inventia.| of the properties of the various enbodi ments

descri bed herein may be conbined to form ot her

enbodi ments of the present invention. DETAILED

DESCRI PTI ONpgir AliED DWENRIEN 98 HHE e venesent

invention in one aspect provides conpositlons,

i ncl udi ng pharmaceutical conpositions, conprising a

'y er sol.ubl e..oharmaceutical .agent, a.cartier,.
OB3E e . Tha a3 AR Ropra Peg en i fampg b, iclding
phitiic@itital ddonifRitioABRLSipisig agRBAY M aet sERIbRSpHaRBade@tEdl Yigent, a
wat er sol ubl'e pharnmaceutical _agent nore readily .
cansigs potrimisne an antinicieRielagsntreldiegamrien arpinie s ommopitign generally
e S BSBEP SR AR EMIRALRLA L SRAPARIS LBy Aftbenasble in gn
aq@@ne hgtiiuyh adidér hedds maiarashe ishypengivresestimpanedato campositions not
that, is sufficient to stabpilize the pogrly water )
CoBI1¢IBe gl_epﬂ@r’érfel’iﬁ’&‘éﬁmi é@? Cé@’_@ﬁf’r(’it%n é?ng Xu@télﬂglﬁféﬁ%gﬁ’ah“ present
in ANShGnt i N RROMRL BBz ﬁqeegokﬁ;; tla¥& sbRibIETHAGRA QB gent in
nore side effects of adm nistration of the poorly
anwaiieens siwpersian plddnriner amoust] thatgeeffedtive to reducaetiodrduet side

h Th tim bi al t ] .
oTt 3 Br R 5P et o ROGH AHELAI O LT Eoat ek fepbingq
individhdli($uch 2y 6 MuAsny eT@yantih@eidBR1 agen®W, geBBEIlP breRér@ VR Al kmount
signi ficant nicrobial fig}r@owt h in the conposition.

thapisesieetiys tp inkike (SHeb@h  Teguceaf o WVnandY ey enpgignifiGagt microbial
O BTOE L Sl Bl oS BYG dl CONER Bah i e

effec ere a potentia
compokdti@f ks delowcthn 1bel thanindotdsadoxicolbgicelr effeetior §t @082 whare a
anot he pect, there are provided conpositions (such
P°t§§tlflﬂ3?l5{§r??flséf’tz°é’8 besnpeliad ﬁ&e’iﬁedan i nt ermedi ate |iquid

[0988POSI t oM JiBtas SRR th&e heqRBYHEZ &P RIS (shcRYs Brophilized

compositions or an intermediate liquid composition that can be lyophilized) comprising a

poorly water soluble pharmaceutical agent, a carrier protein (such as albumin), and a sugar.
[0033] General reference to “the composition™ or “compositions” includes and is
applicable to compositions of the invention. The invention also provides pharmaceutical

compositions comprising the components described herein.
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poorly water soluble pharmaceutical agent, a carrier

protein (such as al bum n), and a sugar. [0033] Ceneral
woebwErersae to "the conposition” or "conpositi ORET/US2006/033931

i ncludes and is applicable to conpositions of the

i nvention. The invention also provides pharmaceutica

osit ' : :

. [ B B L B R P S avatiyes and

acdoodipglyl the m)vexhuamrcontm;ﬂaes arglt invledesdrth thesroerdboringnts h&eference

j.nv Qn conte s and incl.udes oth
to Ul HE s & el B, Bt A0 ¥ Pty Dfeyengr angloes of
padliifked ﬁ&ﬁdepﬁﬁt% AR Ginkigedey SBRRINdS thef dry Shct@allPEimilar to

anal ogs of " paclitaxel include, but are not limted to,
padasbonats in Hetsame gestral chemical Piassismarlitexeloe. gadpdetarels In some

erBafieus, e BT SRRR L URer Blail! SRBaological. | e

phél@idcyRkicHE cRmidMaingbr @hyedt bidpaite (incRitlRighfor skafhple functionality)
blologlcal phar macol ogi cal , , chem cal and/or phéﬁlcal

of pacdisasiet yExanrles ofi naglitaxe) deayatings er aalpgsincdpdg dacgtax fand

t
ol ABTR B 5 S5, 0 e s
as prclud(mgg fer eabmgles artinpictabial ag@its; asl poorlytweer %Qﬁxb&t pharmaceutical

proyi ded herein ch as includin for, ex
s (R FBTae (B doRaastlop T otk Qs ot ihes: eeldanamycin, 17-

all?lhéi‘l'iﬂﬁ %glldﬁﬁéh‘?}icn? YUSBES cHiSiHe t&n@ﬁs i) @aﬂa&rﬁéiry di&18sporine,
docetaxel , ortataxel, or other taxanes), gel dananyC|n

epdtfiilor, r@dhcvmhamdcgmbd@mnyﬁl n, thiocolchicine and its

[Ofaégf Ci co tlgan%e tg%ﬁléf %s%? %h)n Sfbt)gl%%%‘? | lf(%ﬁ]?e iéqvention described

herRfiRERHO O6bnkRBAg ’aeﬁﬂﬂﬁt“c@ﬁﬂstﬁgbgﬂhﬁﬁm s afp ebﬁ&md embodiments.
|nvent|on descrlbed herei n incl ude conS|st|ng and/ or

"consisting essentially of aspects and enbodi nents.
i i agents [0036] The term "antim crobi al
Aﬁ@%@ﬁ%%ﬁgggga%erein refers to an agent that is capable
0036] nhi biThe fgm(‘autiinicasbidiedgayi”nged hﬁeliln&éﬁ&g;, toshagentghat is capable
nd/.qr prev ing) th gro h. of e or nore
i35 i Syl laygigy s BnE OWings %qprsYea;wa) thg graygh of one or
mcﬁ‘@ ﬁﬁ&(} afismb. n§ig§iﬁ¥c§§t rﬁiér@oﬂ%%f h &h b\‘é’%(e%s&@@%ﬁd‘fba%e'&eoy a
as one or nore of follow ng: (1)
numbclr azfmfads kgowmmthemrtasmrqs @315 i mare ¢fghe fadlomagigh) misrobial

cause one or. e, .ad ver s fects to an jindividua
e O P AR BOTOLTE DA P agRrearE pbroFe e SBlo an
individiaiviiénlthe otdpo¥RioR it AaRinaddaed tol@e idd¥idudlNQ) aase thaﬁ about 10-
nm_cr obi al grovvth over a certain period of tine (fo

fold kagrpase inpipégrobiabgrowBLevep 8 CRidy paperhoicicpe (s prample over a 24 hour
pexg&pﬁgh @Qttr Q cgn?tﬂfﬂma?i%n zgﬂ?:ﬁ Ay E)?potsere]tg 1 6 q%3 8&5?}';' gogmlr(ljg units at a

ng un| rature the range o
ten2Ferft@e. in Ghdrangd dSI’dZOCUoQS(?C) S Ogreir indma bf Mgmﬁo:iint ahicgboligtowth are
agg $§scribed herein. [0037] The anti m crobi al agent
€Y POEW- herein may be effective agai nst growt h of

[0@9 or nghe aﬁtﬁmﬁ?&ﬁﬁrafg@nt(de% H4d hBRiPRL b EABRRRSLhinMErowth of

gram negat I ve eria), fungi, or
one or more of bacteria (including both gram positive ‘and gram negative bacteria), fungi, or

molds. For example, in some embodiments, the antimicrobial agent is effective against
growth of any one or more of gram positive cocci (such as Staphylococcus aureus and
Staphylococcus epidermidis), fermentative gram-negative rods (such as Klebsiella

pneumoniae, Enterobacter cloaceae, Escherichia Coli, Proteus species, and Enterobacter
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nol ds. For exanple, in sone enbodi nents, the

antim crobial agent is effective against growth of any
woneo7or78@r e of gram positive cocci (such as PCT/US2006/033931

St aphyl ococcus aureus and St aphyl ococcus epi derm di s),

fermentative gram negative rods (such as Klebsiella
ge;%ﬁ?f&@? Rbffernfenia8ke %%Yﬁ-ﬁé gafil O BERA8uchaS PREIdohdNEs §&Mikinosa,

ot elis Speci es, nterobactergergOV|ae)

Psaushoniosanespueini ﬂau@ommme‘@@tam@asr Bemidomandy rasida, Flavobacterium,

Cgégl%{gtg cﬁgi:m%?zrﬁég%rgﬁ WSF r@ﬁ%ﬂ%‘éﬁ%ﬁ&ueg IB%gzllus subtilis). In some

emﬁbﬁlﬂféﬁﬁs‘? Hf%ra'nﬂﬁ‘hcréﬁgl a‘é‘éhﬂ@%ﬁ@@tﬁfe%{ afn b& ) of aAH@ne or more of
spor e- f or mi 8 bacteria (such as cilTus subtllls In

yeastarfsudrsdel cdbzcwhse Candtdmv@mmﬂ@ﬂzs)@gé moldsS(S\dﬁhfaée‘—tsp@@lllus

y one or nore of yeasts (such as

mgégfr?& ?ﬁn%f@f”gaﬁ? atu nd| da par apslosis) and nol ds
[00s8|ch as O%ﬁ@%@tbhh Whiosd @etvih encbeRahibitéd inclide ot etanple, B.

[0038] O her bacterja whqgse growth can be i nhi bi { ed
ceriettt; iR de/racr &ts, Buapgatleerivg, BeBreqtss, BBubIé%ﬁmréifSeﬁgryn acterium

[

e AR i er hacht el BackBhild Blblibous, L asei Ps. Efuse
and.ey. C@\&WES Otlhmcﬂmgl ahiobd greowdlr edn ecishibjted inchslej for Psample, Candida

Ef f Ps. lis. Oher fungi, whose grow h n .
ise) Eniiroserre aseridgandipgi LR AP PEGE S gnamensis
S. &?9#5’[9& TORIILRbilius, bl%f}&e "Tél’ﬂa%@ljﬁﬁk@ With& hdnala, and Z. nussbaumii.

mbr anaef aci ens, S.” ananensis, S. cerevisiae, S

Oth;drlnnqiés)whesmmsth @pévs intfbited lacllud@dblyfmaumle Wrichoderma lignorm,

h
b, B S Deicpy fpeéxg%’?%maﬁ% Rty

[oozgnor m T $EdabTbSRE GntifdckSHidlagdentinaae watioddiiRfoorganisms can
spec, and Penicilli ugntgl ausum [0039] The efficacy_of

be peasuaed byrmethsids knowy g aigaich 88 thedJSRIGR preservative efficacy tests
o B SASESEL U5, SO SRIVED 05, POTEIBED 7000y s

300841 f SeadlsoUSS. Pae PablicatiSe &oSR0043000 d8.PBort emampl%DgroJNth
2002; .56: 6, 300- See al so

1@359 p@p?ﬁh' Tef O aRimicselialagets i e %111 gl coypispion cay }bsmfﬂuated

usﬁl% megiﬂréﬁﬁlﬁ@ﬁ@tp{ebhﬁléfu&fana BE R BT r&ﬁh@km%&ﬁ?@@ 200 colony
final conposition can be eval uated usin nbr ane

forfiihg vmits (@FH)@@hmIcpfésuraﬁmdbrdcnrgaruum mcels;\menged by United States

PR GRSk 7 G20 R B AT g

Th&deb@SorBhdkGR 6RA8S el %Waﬁ@rocpém QM I(Aece:f 6538§<E&chemchza
tests can be inoculated in each fornul ati on.

colf AFCEr&IaR), Sseudgmenpsieaivginp s ApkCC 802D h%do%%ﬁlfgalblcans (ATCC

A Sk R O AT v

(coaptiiasemegalive] AT QO 237134) cdmalaaibie tested. Adtet hmsela’mngaifms mst
S. . epi der

oragaig: 8 10 ﬂ%@%@%@% c Ehbked 81057 391 T vikpRRm B e st
oréaﬁ%ﬁgét%hb% t@he fxglﬁtst(ﬁx%h a¥ [rﬁﬁ‘l@&l%fé?y fol18Mind BE MHcalation §nd after 24

can be | ncubat ed at OC. The viabl e count for th
hotresftinabgtion strilals ‘tﬂ)@a@he tictmempgql nts (such as

[o'oﬂﬁﬁe di at ?Ill gor}clg g&lggﬂlmgntts htge nt?rﬁyck‘(%lal ager%qg 1naaf:ﬂt a(:i‘rrlou%éclthat is
effective to inhibit significant microbial growth for at least about any of 4, 8, 12, 18, 24, 36,
48, 60, 72, 84, 96, or 108, or 120 hours.
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hour of incubation at 30-35 0C) can be determn ned.

[0040] In sone enbodi nents, the antim crobial agent is
wono@am2amunt that is effective to inhibit sigRCTiUS206/033931

m crobial growh for at |east about any of 4, 8, 12,

18, 24, 36, 48, 60, 72, 84, 96, or 108, or 120

rs [O Ih nti Nl Gr oo

0FHCS: 1 valte by Sy i db A e RER Mot FRARRABIECH the
antirajoedbiat agéntrieéapablend rétheingrtbevtowdh ofiinderoamgaisins isth n

t he conposition to no eater t out 1 1o
coT RSB TOTO0 GRERer etk LI9E THOGHE (0 £ ebPti hours afer
exttiafik e&&t%h#aggn tsonY r&nﬁdﬁlﬁﬁgﬂtﬁﬁ‘é sntivhidR bR b4t 64 éi?écﬁjve if it

agent 1s eftective 1f It causes at |east about a 1.
cadsegatdmdtmhauom 1forlogueduetiomfroinghe indtied cownt atbloant 7 Xiaylaytbout a3.0

reduct,i on .at about

logigiega8 aF shous B8 gevison™ foreh o abr RES in g taller ffampes.

In SR EPEIRAEAE NhS anttR ey i fedceb aflit éams@ t ki é/lﬁ)ut 4 210tlog
causes at |east about a 2.0 log reduction fromthe

redugfiian fom dlaginitiah cowtsatiabaait fhavss, abaybaB.0dog ragtupiien at about 24
holef 620 18 B 4 kuil B9 46 B R 3L B M REO € Lon@bmbodiments,

erla sa

theasmkiatiroBial szent RefREGVF drcalkes hbcag a0 log redction ifvoen ihe initial
it causes about a 2.0 |og reductlon fromthe |n| %al
couss ghabogt d%%mcvera@o incrag 6 EDOHE OFF; o e V4RS! 2RO sppoples. In

sorﬁﬁ eﬁlgocglﬂl%n‘éé ﬁl%?crmgldagéﬁfg? %ﬁ"@ctwla B % ?ﬂﬁe@gfq%k AR §1.0 log

'm c agent ective I't causes at
reduetdet frerh o 1naat1a1 cﬁuﬂtcag abvomxti D€ hows, d’onoha B Hdog raductidn at @bont day 7,

any B A e TR Rl 38 45 BReBlin 2B e
antR@ictdidl %@eﬁ@@ﬂf@&we kit SAREs kel Uﬂ@é fodubtiéh from the initial count
antimcrobial agent is effective if It causes about a

at abo0t daygl 4 andunst inomaderap pbauiday A8 irl i yeastiand moldgsomiesday

and n9 increase,.at ab ut da h
[Oﬁg% lq sarr%f wane TIB%%EI]HG tﬁ %ﬁ@og%‘bigw A 1§r }e?ﬁ%r?gﬁln
coﬁgoéiﬂitﬁl 9 BEIOK BE ddichthapigdiides lamoilb(ﬁoglﬁﬂm&bt (ien ab@vebﬁdlmally
e |l evel that induces a taoxicological, effect (i

acegpigble laved pf foicdly) gr alcecleps! é‘{he@ 3 W@Imaéfsldp &§ieet qapljse genteglled or
tol@ra{eﬁ\r(ﬁ‘{efl\@%% R)tnelQE cﬁ'{ eeH B8fvikAl PRthods of determining

cont er ate e conposition is
toxaeltyi mlsﬁieeaffedtstocﬁ agents adinmsohn@d to aubhfivosiabdre genaralty kiovg in the
ets dm ni stered..to an

toxicit or SI de. effects. of

art; FAiAFPeRLFT P @agisHiar AnpYicaiAl S i e oppoSn Ferewle
mat¥ cﬁllaﬁmp@ﬁélétﬁ%l ﬁl”tlnﬁ%bﬂl 0k (hchaG EWTAYcdnt@use cardiac problems

conposi tion or exanpl e, many cal ci um chel ati ng

(sugh®s edrdiao brrlaythag@nvlsen(esluums’@sdE@M}ndmdu@@9hl@hé%n\feéﬁ dadications
of gza %lﬁ %gﬁ%t Ry h §Hsc ﬁr %{ogli 0 héGapun al%i %ﬁ&fy effect of the calcium-

chd18xeH oCaplehtO r(Sth@lf 1ndiit:ﬁtﬂd>ris(%uali ﬁsft)ﬂehi‘ﬂ gotidn dlbluﬁ)ri)ﬁwmght loss, and
nonitored to evaluate the toxicity effect of t

magtaliti aamatiel betavAliateg oRranie fegdelsrig .detsrm@ﬁ@%%ﬁnai@mount of the

(f ion chelators), weight loss, and nortality
ant"ﬁﬂﬁ%lﬁal glé eval uated on ani nal nodels to determ ne

[00H3] opt i Bmborarambodinfentshibe amimiviahidgeht iagesent in an amount that
does not adversely affect the stability or characteristics of the carrier protein in the
composition. In some embodiments, the antimicrobial agent (such as EDTA and non-
chelating antimicrobial agents that are antioxidants) is present in an amount that is effective

to inhibit oxidation in the composition. The specific amount of the antimicrobial agents in
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[0043] In sonme enbodi nents, the antimcrobial agent is
present in an anount that does not adversely affect
woheo7aead| ity or characteristics of the carri eCT/US2006/033931
protein in the conmposition. In some enbodi nents, the
antim crobial agent (such as EDTA and nonchel ati ng
r Obi. nt s,. r QX :
tre B8 SR e RARR R B R B AR, deBnPlr3RERD n the
cothpesiie)ansd hfeidescribet e belomcinaletiint  of t he
antim crobial agents inthe conposition will vary
dependi ng on the particular antimcrobial agent or
Cb@gﬁﬂég%én% the conposition, and are described further
etail. Chelating agents [0044] In sone
[06ddjodi meit somd dmbatitients cthe butahicaaeal tagery ina clhedatitg aggnt.

nt. Chel ating agents function as antimcrobial .
iR aespi RSB SR OB JERTLY P EFSy ane fgential metal
jorks IR a8 Sal6RLE ZHI8) mA LG unTRENEAdUMke@héin hind@RlabR 6r dshéHtial

unavai | abl e for essential netabolic processes. These
megzbelia prasgssag ehese ahdatiria apents gpresither gpeeidicdo gaetticalar apetal ion

(ERar A B R Bl b S0 OB R qrhigtfon Seciticy.

In SsEcabdithenteths chdlitthpcdpehiait apelydesate. 16 séme embodiments, the
pol ydentate. | n sone enbodinents, .the chel ati ng agent

chelgfifg 326 BICOFIRELSHT ONPHT dNQIE CRBRYY ICacit gi9UBY- oy Feme cnbogippents, the
. G . . o
EMETAI oy 15, Dt SR OER s SR EONT O i
to, edetatedetratecpentdtate at@methanine stlente, tascmiptdy aletinatjves thereof, and
.sor baf e, fﬁlscor bate, derivatives thereof, and m xtures
MIKHESABFCol 0045] One anti microbial agent contenpl at ed

[0085E1 N | ©r@AnGHREGSISl agentoontBifIMbENGLAFhR8dkk Facet i C
aci'd (EDTA) and derivatives thereof. Suitable

ethyttenidiaminetsgrabentic asid (ER TiAengd degeaiives theeaofi Snitable flertiatives for
di sodi um edet ate,. tri.sqdi um ed te. tetra i .
s raRE PR B GREGtinbiod Bl T Sl Fiso oSt Bl gpciom
eddtixe agd aisadi@n &ldigh edéthtel The natire@fitliteslietatads not ciitidal,iprévided that
the function of inhibiting significant grow h of

it s Beriepation ef hdting significarieao vibrl nuisipereanismsor ehgttended
tinfRSWh a?%li %Q#raﬁ))ut 4y 1SR AB idents NGe B8G5R Epesent in the

presen he conposli ions in a concentration o
comapaoditior.ifl @ tonmphtrhtidroofabout 0.00 Impk/rhl, toiabatudnpnlf mcluding for

TR Oty ) STl SRt AR G20 B o
0.@-&%&9&6‘%0@@9%@%1%0@6.@ niPmBRCHou0. 2 n?fn‘lﬂ abo@t08 mg/ml to
0.03 ng/nl to about’ 0.1 ng/m, and about O, 05 ngy/ni

abaut Oslome/melnirstibenh®.85 mgtwl. clorsemstanzhodinenss, teajesngeniration of

l.ess th about .1 fm ., such as l.ess th t
cagfits 63 Bagayt gL Vg BEG; 8 3T aly .5 7S, 05, 04
0.3009280.100.09, 0.68, 0607, 0.0650.09, d4, 000308.0200.02,0.609 0.008, @087, 0.006,

0. 008, 0.007, 0.006, 0.005, 0.004, 0.003, 0.002, or .
0.08509204r 1008, 0002, 96 Q004 rgfenl mithtosne erakodjispighithe seight itio of the
I : [

el 98,20 PRI AL 0L b s 68l
0.002:1 to about 0.2:1, including for example about 0.002:1 to about 0.1:1, about 0.002:1 to
about 0.06:1, about 0.004:1 to about 0.04:1, about 0.006:1 to about 0.02:1, and about
0.01:1. In some embodiments, the weight ratio of the edentate and the poorly water soluble
pharmaceutical agent in the composition is less than about any of 0.2:1, 1.5:1, 0.1:1, 0.05:1,

0.01:1, and 0.005:1.
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0.002:1 to about 0.2:1, including for exanple about
0.002:1 to about 0.1:1, about 0.002:1 to about 0.06:1,

wahoort02®1904: 1 to about 0.04:1, about 0.006:1 POTAISR06/033931
0.02:1, and about 0.01 :1. In sone enbodi nents, the
MEIght rati o of the edentate and the poorly water

PAE! FOBRRGAN U ST IRET ) fcodom

c1tﬁid)dr1d]c1tmmd1cﬁ Sidablt cpi@AGhtics e bitrataintiude,doobiaaiplagbott 0.1

mel] ARV Teeiw ot D el S S0 gl G612 ryerml to about
50 %c%ﬁ@ta% n*u”(?lj g%%{ll {ooé’boﬁtxﬁ)mlg@ml abeioud1 ilng'ﬁﬁf mabbﬁ?t K2 gyﬁll In

to about 100 , abou
sorfe megdmentsotlalmndzenﬁf@tlmﬁmtrata fisolgss ﬂhaISabth}t ﬁOO mg/rab sugh as less

etk et 00+ e Ste e B T Sop e P8 Y 0288 B4 03,

or @QQ‘H%/H@O% Mﬁ%&mg&iﬁen@&hé %gh& b oa:*éﬁtattelmue pdorkORater soluble

ph@macetglcgl aé@ngls about 0. Q?. Bto qhout)4(21nl§¢1mhng|fﬁr @;@ﬁ@le gbout 0.04:1 to
R

mgﬁhb.D Uln %ﬁlelambddﬁhud&, m]@ \fvagh’eﬂaﬁﬁbf the citbeaeito the Pdorly tvater soluble
about 20:1, about 1 to about 10:1, about_ 0. 1I]0§?and

ph@ﬁ@e?ut@ahageabﬁd%ss @hazl ai?owcﬁnwé @40:11 304 24: 1, 1L, gohd:
0.1¢P:bﬂ1d6tﬂ<§réh§ood§rﬂ t%@ﬂegﬁ%mﬁ@ﬁ)bﬁl Qéerﬁ‘. hot bftxra?et ch‘éf"ﬁ’xan 01trate)
poorly wa

ter so ar maceut agent | °Y ess t
[0aWDut any hefanthmciobléi&g&nt caf alkp b @: ptnteﬁxtd(mdludmg Galﬁlum tr1sod1urn

d0.1:1. In
pedfgain): fisines TupadtBus R enbTgod et i kst Hzp apott 3 mejml
(mm@ﬂlé]fofr B&nﬁﬂé jesd %@%&h aRP8M, 1c8N, 8l550.30€.120.0810.69, alE 0.6,

(i ncludi ng cal ci um tri sodi um pentef at- e) I'n” some
0.5 9o 8i3nB At 6.1, artded. @hmgfml) cﬁorpéwnpkap@wt@te ImeyPetpieagnt in the range

of %%goft qbo&%@é&%to( {# ﬂ‘gl gg rua%%gg 850&35101%@)%3 &bé’oéhgo 005 to
ab&ut9.00mg/ml0 I3 sorﬁe amb&inhentaﬁ@le @ve@@lt rgiondf)the pettetats a(mlie@oorly
pentetate may be present .in the ra% of any of ab

wagsr golgh kdohagmaeu@%ng 1 agis0.00L: 5t Qifols nuding for example
ab&E/O 1: 1% a%QQtU(?] 8{8151?%& @Qplftto ?b&ﬁ oMY M sohdd e?ﬂHBﬁlments the

errbo ments el ght ratio o e pentetate to t
wejgho rdt;o ofctheperseahtalid theploarlymaeutsoluhle phgendcencahbgant is less than

001:1.to out. 0. 6: i ncl udi for exanpl e about
ab@lt@@yf%gqloag'bg@tl'bq&&sil @ﬁ@u@bggt 0. 01: 1n{30 about
[0048] 1. LiAeH¥e aSithReibiR RbSnt chi@m! \rmﬁmerélﬁﬁs Roéthhfthe.

pent etate to the poorly water soluble pharnaceuti cal
Tremethamins as asesd hanein, gfestito ?amylr@ﬂ by@oxymethgl-h,3-poopengdiol, also

B 1% o B9 PR OB Pl it

am'éﬁﬁt@ ofi @6 @idte tHagfabog I@rn%ﬁﬂlf(hﬂchﬁnglwﬂ eRacipie sy khan about any of
ropaned| ol, also knowmn as TRIS. In sone

2. 5@% 5 orelig/mb). Boreapmien Bomsthaparcsis prosautdn thsgangs ¢firay of about

0 ng
148 IS a0 ROl R AR tincths il )
tron‘gﬂmhhne E@lbomxhaimigﬁnl tIncome Rariodendnss, grees&glit ratio ofihe
trome&gagnne toatﬂg poorly Water soluble pharmaceutical agent is about 0.1:1 to about

0.5:1, including for example about 0.2:1 to about 0.5:1, and about 0.2:1 to about 0.4:1. In

some embodiments, the weight ratio of the tromethamine and the poorly water soluble
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1.5 to about 2.5 ng/m, such as about 2 ng/m . Another
exenpl ary anount of tronethamne is about 2.4 ng/mn.
wonowmewienbodi ments, the weight ratio of the PCT/US2006/033931
trometham ne to the poorly water sol uble
pharmaceutical agent is about 0.1:1 to about 0.5:1,
ot R0 1p PR sRIAS 165 g ab BP0 b ot JE, 021
andvdilght ratio of the tronetham ne and the poorly water

(0D a0 i o oo ments i chelatin SRR ab el porlate (such as
po@sshink sofb8@ .9%n d SRR EARAS itheHBate 1R escRBInAhS Bénposition in

antimcrobial agent I's a sorbate (such as potassium
amoovnts af ) morathen mbow Pfongmel(insluditg:fos ex4mple léss thamedewitany of

' e GO (tion in unt f _no,more thap about
2.5, 3t e e iaply Dnaibaiem b b BieRemt A5 s Aty of about
0.5thg/8nl5 In fomd e@bodimetsMie Welght Flo EtReFIrBate bh®thHe Pobay water
Solgglyé@be present in the anount of, about 0.5

: t - of my/m_ In
hapmpsantinshegent inile GRMpPRitious less graniabauicany 90 : hidt:1,
Oztfl%req |y water sol uble pharmaceutical agent in the
“¢dnmposition is | ess than about any of 0.5:1, 0.4:1,
[005@: 1, oOIn ébnie dmbddiRehls, the clsdatingembiadérobial sgent fsean ascorbate
chel atjng antj mcrobial agent is an ascorbate (such as
(sush as eadivE @groplaie) In seme SHBOGSH: tHEABOTDRRE BISEBH BAbe

. : ot e . _ _
oG5 ind AR 40 ¢ BT RUA) TSR s o
abaltany oy, 2f1.3.06,1 r@g/ml). For eramiplapthaiajcortrate mex depiesent in the

t he corbate may be. present.in th no of :
el f NS STORECa: hrrer et PG ooy B e poorly
waf dolubR phashdcéuti@l Q%en% A BB lcempPHafi SR eHsiItEa] abd@edty dff:1, 0.5:1,

the conposition is Tess than about any of 1:1, 0.5 :1,
0.401,4:2t1, @w02t:1, or 0.1:1. [0051] Qther suitable metal

[ atin nt i 47 [.al t.s..and ihei
0986ne T OsRE gLt BT L AR SRt gb I fen BRI hemptacy
amboitriatldéd) pdears ubf Bxitbdtos s¢diurh fomaidighyde sulfoxylate (0.1 mg/ml) and
nonot hi ol gl écer ol (5 mg/mM). Non-chel ati ng agents
manothsalglyperokGriee@Mhodi nent's, the antimicrobial agent is

a not a chelating agent (i.e., it is a non-chelating

antim crobial agent), which includes, but is not
Noniaielagidg agentsul fi t es, benzoic acid, benzyl al cohol,

or obut anol d..deri vatives. t hereof . .These . .
lﬂﬁgh_. chel 4 TG SPIER GRS PRURBiSTRELA AgRiLT BROGA helpting agent (e.,
it i¥ AhbRkNel Hind BEMABIOBIS a%dn'ﬂ) AR iRTHEI PRNAS Bot irkieed to, sulfites,

nonchel ati ng anti m crobi al agent functions as a

bengois- asid, bangy! alcaheloplilowbbiaaekent derivetivesiberepile | Hiephgon-chelating

ant 1 m.Grobj al . f 110 nt i oxi d .
A RS 205 g ey oo
chélatigl dnitibricrobiabagedt foncHonsfdstagso-oxidant. In some embodiments, the non-

chelating antimicrobial agent functions as an antioxidant.

[0053] One antimicrobial agent contemplated herein is a sulfite. The term "sulfites"
refers to all pharmaceutically acceptable derivatives of sulfurous acid (orthosulfurous acid)
and metasulfurous acid. Suitable sulfites include, but are not limited to, sodium sulfite,
sodium bisulfite, potassium sulfite, potassium bisulfite, sodium metabisulfite, potassium
metabisulfite, or combinations thereof. In some embodiments, the sulfite is present from

about 0.075 to about 6.6 mg/ml, including for example any of about 0.075 to about 1 mg/ml
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refers to all pharmaceutically acceptabl e derivatives
of sul furous acid (orthosul furous acid) and

worb@Edardigr ous acid. Suitable sul fites includepPCbuS2@6033931
not limted to, sodiumsulfite, sodiumbisulfite,
potaSS|un1squ|te pot assi um bi sul fite, sodium

| . .
[, RSB ABEE fep iy n gpps g s
thansabpﬁmlgnif 5tg'ml,Bomgiml) afl b ntghmb o semé ebodjinehts, the weight ratio
i.ncl |ng for exanpl e an about . 0. 075 t0,abo
of i i B8 RS Dtk g Hble PR EH BBk RS 00T o about
1. §Pllﬁélﬁ<ﬁng ?orl%&%ﬁ%to n?i‘l ?J‘a‘tﬂ)‘ﬁ? Pt aﬂcf‘éﬂout 8.05238 abH@M.5:1. In some

about any of /m, and 1 ng/m. In sone
em@nﬁmhntse ﬂtesyelgttteatmo@hc sulfits andghe ponslyswiatet sodutde ghartpaceutical

asRaniels ¥ Sl 1T Ficha h Ferd i ¢ 0.02: 1 to

[(EB!P}H 1: 1n sotiélebiitnelts Ohe AnfidicPdtaltagbnts 4 beAdiSRAE benzyl
enbodi nents, the weight ratio of the sulfite and t he

alephols pydasevedyessberesi dn sorae gmbedimests thegatimigrebiplagent i splected
fro?g@% g]r ncogglst}n of]beggyﬁe %OQOIBP%neZ guu:k]i %lrﬂo : élsggiu&l l%enzoate

pofasfienbehLoats behzybbmzyhtepémhohs copnbinaiong dicracds In some

thereof. In sone enbodi nents, r}g{ ant |qr£ %r obi ag%
embod s, e GNBh e IaZBrdo s e i Bis %o o

m ?QHQLdlrnlggd}zeﬁhﬁ?E'aﬂ o? Bt oo a%Qﬁ’t' ASHRAATZ 386@ 1.5 mg/ml and

ot’assi unt benzoate, benzyl benzoate, or various
abmnrtbng]/aﬂl dmsondenbatiments, the amommrfdblemh akpphcblhsz alaory Orit to about 9

f. b | t 5t
melighpogtally hiisng an geehy’ D ER SRt B e hilb a0 7
enPo@dﬁ%%t the- c%m@?gélﬂbn céapiides h-bensié Blid a8l dad@ittve het®¥f1Th the range

I n sonme enbodi nents, the anmount of benzyl al cohol is
of a2 rmg/ml tcnamb@@ g/ Analuding for ewamply ayef alkfiuihd nagiml to about

20 gﬁm‘i‘ Ly 8 a@?&% rﬁg/gﬁ e[}i%/ a@out 3 H1g M some embotcijlments

e conposi on conpri ses enzoil c
thﬁon@ao@ﬁfohwampﬂaestalwneﬂfbenzbaw@r sroangeb@fzoab@mthezam@ dflabout 0.1

ety out 4504840 BolGEPT SRR a@oﬁ%ﬁ”ﬁ@g@ﬂ okt 200 mem,
ab&ﬁ/ lrﬂ% /nARG 5RR 0 ﬁlgffsﬂf b utllr}ng o 8HRR 30 MBHS anfiN8ng/ml. In

conposition conpri enzyf benzoate or sodlum
soine embadienents, ﬂlla&om@ngeomf:orapmm a@amongﬂ afibenzetiadnowrn ch®gide of

abBg g ALt Lg 1R sgAETPBS RTINS EOt R ARe obBe Bt acid o
beﬁ@/l Alcohdl 288 ﬂ‘:étpo%ﬁy'%té'ﬂ solLfblijﬁhnﬂHédﬁheal laBerft @Ehe composition is

mbodi ments, the Conposition conprises an anmount oOf
ab@é@z(é’r htsrabot E1; brimi@dlng fogszampB. aboutd). hi doebaut 4§ lgpbout 0.2:1 to

ab%\% 2? Iancgn%%gp ntto hleO e rﬁs’&ne & o%n%r%tg qge Q/?%éf Iafio of the

and e poor
belﬁ&b@d ﬁ@@ Sﬂbdnszﬁﬂ alag@n ﬁnd the tpb@rlﬁwatwsmltlble Agég igkRUWomposition is less
to about i ncludi ng far exanpl e about

th@@)l ai?OfF 30y Oiﬁé@rtl hQS) 1.1 SOa]’ontl 0:1214, Po:lagbdib-196: 1, and

BSSL O T Rrh OBl o b HOR GEATEH CRDI SO
detihetivpothetopf (atke ps ddbmbhtanaldennhydﬁatbh eSmtahb(mmduntﬂ’Dfl S
chjf?qspﬁlta%lo ﬁ‘lgg,#lar out 215 rng?ml t]() about S]U m gr:ll}abo%:t %’mg/nﬂ to
about 20 mg/ml. In some embodlments, the antimicrobial agent is a phenol or a derivative
thereof. Suitable amount of phenol (or a derivative thereof) include, for example, about 0.7

to about 25 mg/ml, about 1 mg/ml to about 20 mg/ml. In some embodiments, the
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[0055] In sonme enbodi nents, the antim crobial agent is

a chl orobut anol or derivatives thereof (such as
wohbaroetsap anol hem hydrate). Suitabl e anmounts 8€T/US2006/033931

chl orobut anol include, for exanple, about 2.5 ng/m to

about 50 ng/nml, about 5 ng/nl to about 20 ng/m . In

anBRRBAPALL B AlcPesol @@clﬁe@tlhf@ré‘sbg Rir 8ldeAGRVe thétedt. @ﬁﬁHﬂE amounts
or a derivative thereof. Suitable amount of phenol (or

of gregelr(ow atieneativh ehee@ff) mdeb,Lfdreexamme expophlout ifong/nd tq about 31

%&%&“‘gﬁ%"&ggrﬁ@?’ﬂd gﬁi mg(rg Obl aIt oaggg?t | goa”g{r ?sbl o

[00S6Eh as IAseme %ﬁhaa,dlﬁfen@ fhe oM ahélMend AeneRf fparaSun ik includes,
anmounts of cresol (or a_derivative thereo i ncl ude,

but ismog Lavited &0, mathy! prrabers butyl parahejr, @nd p@pabmra @ A pgiable

el SRR (TS plofR Bttbend TndHRUCE, for bRHAAL, o) P8 005
mgd/md kagtesit 5 h?r(tjg/ml StbﬁhﬂtO 03 m’f%/tneldo hboutrmh%/?!ﬂl, nuabe I’m%/bﬂj tiyhbout 2
r n r n t nt
m&'?%l e Q2 aPhe dber P T Srmhisad povt A ngat: for
abo ) | 8 C@H& s}l&iﬂﬂp Qi Qr&?al"égg% nfr{cﬁlo‘gb&ware'sndf@{ ed to, omtrates

out

and botites Zsuch /asrphenazbmﬂtcuﬁc Ditrage)nesters oﬁbdnyﬂrokybenzgllc rxdcl,d amqumc

boyt 1.ng/nml. J0057] O her .suit.able antim cr.obij.al,
o R o Giodign ke @lencorie i and g Dtk i PctiSde
d1é@h}tlf)y1’b@§oo(1§t'é ¢DERE) RbeMM hypREkldFites scmlﬁrh%cﬁate BFh&bsal9fnd the

p hydr oxybenzoi c aci d, propionic acid and proplonates
likgodi um di acetates, sorbic acid and sorbates, sulfur

de, -PC d ' . )

[(ﬁggt;'chﬁoglﬁl{s(?xﬁggﬂngéﬁgl%%lﬁ%g@g gm%ﬁgf r? gﬁ%%earpﬁrgn} %Oénpnse at least

twb (ielud{ngFoBexahipls siteasemyost 218 N4,5, 61 N8, OGNS idiffe@dst antimicrobial
descri bed herein copprise at | east two 1(7é ncl ud| ng for
agg;g%ﬁﬁpléasaqt leashiyyo %fr{be @?tlnglcroj,)lal Agenis d@cm d }@rel esq 0)
(
R TR sy SRS AR O
(e.gnt isulifity ol abenagedtchobadob examrﬂple hendamtioks oftin¢thykparaben and

el e Bl oo R Py ey SRt g when

muGHE nialobRNGocdts FBhRYEA M BRUBNPAGIHBA.QRY bRHRE 8Moldt o each
mg/mM ) are found to be particularly good agai nst

antimitgeRial ageetrdenendsiopitee earsbived effeciyefithe a@trrelcm’oeed @aents.nFor
1 h ffe t
e e

antif&rebiili agesiody B magerbsthafr vhatis aequlied when theantimicrobial is
anti m crobi al agents_work synergistically, the
PIeSFHHAIeVB ASABRATIION. BEOmeSRHOGBIED b Oélgémtwﬁ&ynwgses both

cittChd B5PAL 2t80A4 EDTA 84 lfbmo\ﬂa%gﬂfcﬁﬁﬁlg%b%glﬁg iBkor.

I's present alone 1n a conposition
soreebmbpdernts, thelvempositias cemprises A00 miM edravodrtd EDTAatle some
e iprents HeiCompay o fotppaes 200 SRR AR of 0.001%, 0.01%, 0.1%
an®0RogiveNEPTAL he conposition conprises 200 mMcitrate

and EDTA. In sone

Poorly water soluble pharmaceutical agent
[0059] The compositions described herein comprise poorly water soluble
pharmaceutical agents. For example, the solubility in water of the poorly water soluble

agent at about 20-25 °C may be less than about 10 mg/ml, including for example less than
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enbodi nents, the conposition conprises 200 mMcitrate

and any of 0.001% 0.01% O0.1% and 0.2% (w v) EDTA
weaa7log7saat er sol ubl e pharmaceuti cal agent [ 00BOT/USh®6/033931

conposi tions described herein conprise poorly water

sol ubl e pharnmaceutical agents. For exanpl e, the

lLubi Lty i ek 10
3Rt 5. B B a0 g R PP S, pogy Rafer foAL
phhmﬁdcendidagaéems c&)é@mﬂdelefeﬁsmﬁbaﬁﬁmmphnmtmﬁn&r Sr ap]tmeoplastic
Q. 2, 1, 0.05, 0.02, or 0.01 Poorly wat er
ag%wml@l%ﬁwbhlﬁ@eew ARG EPLeSEiYE égffrrr’g% @nesdhedics, bormonss, agents
fol R i€ 5AERLE cha? O ARGE bntRhh3HnhiBE QRtiBTELS aﬁtgﬁﬁéﬁs,
antimcrotu e agent'$, | nmunosuppressivé agents,

an’alansrtbtmwessantiwﬁmﬁes antagsﬂahsnétory agentsj anti-arthritic agents,
car di ovascul a rders

vasgactiys seNSsan aﬁwrgtlcsgq%l el t‘rg,rr%}t@@etws antifungal agents,
anﬁ“ﬁﬂﬁ%h%ﬁ%é %ﬁtlarﬁﬁgt%' agdid, ﬁiﬂﬁﬁh@sru}ﬁ RIGW Sgents, antimigraine agents,

anti-arthriti c agents, vasoactive agents,
sedatia by eslianginah agqms, @nmpsgchc@magqépraggmnmggents antiarthritic agents,

an gc%qt gFg‘ g et | & &g%tsf%%ﬁﬁgage%@ﬁrg@bégfgw 1g agen?s lhemorheolo gic

ag@fig, lamqaa@lem ag@f€ RhfconyaRaItE, \WtparRitkbraag@nial agents,
ant i psychotl c agents, antimanic agents, antiarthritic

an@lyjstamancs/ARHPIFAILIEs, agems useiu den edsiwn ragnlation; aatbebagenise
an&xgg%q'ialts aapfu lﬁlfé%b OL%% Id@%ﬁgtsfgoﬁr}féé% %ﬁ?&%g&q‘ﬁmé‘%g&tré
hypxgqmﬂe&tmc agéntmlaatla]mmmahm ggents, dntiasyseage/afitieniesies, tnd oil-soluble

cal ci um regul a , tiyiral agents,
Vlt%‘ﬁ%qsr(‘? &p SHRBIS A %%,%ﬁp@ﬂ}eli[}@g bronchodi al at or s,
[008oyONeS I EMH@%BG&H?GE‘(S%@ ?E&ﬁly RURELd10b 1 S RO& M Bagent is an

antiul cer/antireflux agen
antrgoplastic agent. shleawmemd:tqdusqntsamhﬁ miorlysedtersobuble pleminaceutical agent
égﬁgﬂ vi tam ns t D, E, K and the like). [0060] In
1 WRHREHE AL t he poorly water sol ubl e
[00BEr Maceghitsie pas®Nivates sclibla pharifesltral Agen@dadltde, bbt are not
some enbodi ments, the poorly water sol uble

linpitedltovdexanes Gurh ageastitaxel, docetrxeboratesgiand othenteanes), epothilones,

capfdfting Ueh e RA1RaMRL AL, LMD ASIARERIIEL o

am‘photpﬁahj ¢(ﬂt1ﬁisterd1d€ qiraptéb], nﬁtdtcﬁilm)@bloapm‘lmt fa@ﬁmycm (sirolimus) and
t axanes epot hi | ones, {O I ci nes,
erg@’ﬂé(a% S AP RIalE Al ﬁ&eﬁf%@f‘d Vi svancormyein,
LKBU Mg, tﬁi%feg'a Cﬁé&rﬁ§c@ﬁ Qf%agneﬁt@iﬁ%ﬁfblc r(ljtfg%{ BeAR Fhd derivatives

C OSDOTI ne, rapanycin SI rolT mus ando erivatives,
thetrmfr @thlenp@qum@tgpm}utde pharmac@j,&call dgesfts dlmt dee, useful in the inventive

nor.el bi n e 't b' 4
coppbSicisard Sisat TR shamPEay st P By o s s.9963L,
6, 70868 Snd\Rs INED. tAtﬁmg{al exdntigss dii%bﬂ?' wWiedr 861uBR| phRtBaceutical
pharnaceutlcal agents that are useful in the inventive

agerbminelide ithase camnpownss avhichege peorly wateeselnhle and whish aylisted in the
“Tfl%'%ﬁ)euﬁc %a?egggg i 1%?0 c%?zlxctl 97 ﬂl%?)g 68 Tf%rlgFl%k§§JGX§%%h Edition,

tion es poor er so
1998)ar maceut i cal

[0062] In some embodiments, the poorly water soluble pharmaceutical agent is any
of (and in some embodiments selected from the group consisting of) paclitaxel, docetaxel,
ortataxel or other taxane or taxane analog, 17-allyl amino geldanamycin (17-AAG), 18-

derivatized geldanamycin, camptothecin, propofol, amiodarone, cyclosporine, epothilone,
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agents include those conpounds which are poorly water

sol ubl e and which are listed in the "Therapeutic
wQav@garsio and Bi ol ogi cal Activity Index" of Theckmised6/033931

I ndex (12th Edition, 1996). [0062] In some

enbodi ments, the poorly water soluble pharnaceutica

racﬁél@(ﬂt cdrﬁbxarayta% rhHsk i) aBRBLeHBROHbBRntes )R ARR, EdlHTkine,
roup consi'sting of) pacli taxel , docet axel ,

thlomldnme ancbits ditrivey, thyaidrheroens, yasoaetiveriniesinal paptidel y |

coggpﬁgﬁg%%aﬁ%%gl I 1rﬁ1é cb%ﬁle%ohgg{ﬂ:@/ %hﬂl)tﬁggnes radicicols,

CoRBEHBEARIRAL, NG anH DL b HErBREVE Bldidif.cl sonmwc&limsﬁtatth@poorly water
ra‘oanym n, r;Ehot ericin, liothyronine, epothijlone,
solgbleqpamaseutioahpgses iy of Fnddp gome §mépﬁl€r€§‘fs %e}?yreéuftpm the group

co@sg_{t{ﬁggb? Sqa\éﬁtsagglc héé{a fe{] ek o?fe? degﬁes C l paﬁxg 17 allyl

€r Oi oni n, tacrol i nus,
andio geddanamyting ﬂﬂxfb@ischldimllam itsﬂlmsrscmpbmgtmsd:}a:lospsmna aplotlnlone,

radiienl Spordrtagii 1 s TAOBIROS R T
ph&ﬂh@cﬁtféaﬁ%@%} ? '}%%}{E?g :I(xg lsoctﬁé %B@ﬂm%ﬁt@ Nt ?6019}5 R4fer soluble

consistin docet axel at axel or
phamtveeuttwk?ag@atsis 1geddgindmpaing embc‘a'dlaielnSSL thamom:ly water soluble

| h d t
PR R By e O e SIS S IR RAP AL eol . and
0083pr et asmabing entbod s, Wkl%&solﬂb& Iﬂﬁﬁhhdéuﬁ@dl QEent is a

sol ubl e pharnaceutical a IS rag nycin. In sone
taxant otiderivative theteef, ydueh ipc ?%a butis ngblimitpthtr padButel.dgretaxel and

IDﬁg?{j}% Ié\?db%é?@@?éﬁ%}.@a& th%ex%gf ogli JARAL bohgﬁ 1 9 QU d yon’é@)tsﬁfon

sol i'ca i's da t ’cine
cofnptisds aatontdNGA1049 and/@%ﬁdrp]hdussmnﬁe ésubhes pavhitaxcel dfvederivative

poorly water saqluble phar maceut i.cal t isat
thegpory s spRcicuRbog st e SHRRATIIONY BgBaed Byjsing ap ghRydtous taxane
(sd(ch@s b d} s dBBGhtdl i‘& Iden&’a@i‘%/@ x&dr). aRghy dR1dRetaxel has been

ort at or a erlvatlve thereof In sone
sh«mtn mjpmémesnort:: lsebldipoglatipothae ompbé wede with a hydrated docetaxel

II| and rphous taxane (such as
‘ﬁ?é ihydzatg of Vﬁkﬁgg'ghereof) In sone
enbodlnents the conmposition is prepared by u3|ng an

anhydrous taxane (such as anhydrous docetaxel or a
Cadicier pratdine t hereof ). Anhydrous docet axel has been

|
AL ST SRR SR . T e
“pidtélﬂs”déﬁtﬁo@iblmpmddsy)@l palyenerdaftaniias peids ef any{ 106KHH (indluding full

conp05|t|ons descri bed herein al so_conpr.is r|e
lengiperefragguenigevhigh maygaeétné?rr@%rwfl%# §0fnaﬂ§%1r5?§ fofliegeio acids,

an(é’/'bf P@* otk tpﬁedc’d:y I?mag ARinBGLHS. Phe %&?&%%&n?éﬁ@é HHRGo acid

ment s near or
polymzem ¢hee Has bmrr]modsﬁed’nmmu}e dr bynrmrvamodsfor ammphe disulfide bond

folg L o SRR B G RO DT e Baapother
mag%ael&%ogg)é ﬁg{gﬁ%@hbﬁ Allso¥cluddEFMEREHiS Berni 26, foX atite,
polypeptides containing one or more analogs of an amino acid (including, for example,
unnatural amino acids, etc.), as well as other modifications known in the art. The proteins
described herein may be naturally occurring, i.e., obtained or derived from a natural source
(such as blood), or synthesized (such as chemically synthesized or synthesized by

recombinant DNA techniques).
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formation, glycosylation, |ipidation, acetylation,
phosphoryl ati on, or any other mani pul ati on or
waonadi7foezadi on. Al so i ncluded within this term aCeUSE@®E/033931
exanpl e, pol ypepti des contai ning one or nore anal ogs
of an am no acid (including, for exanple unnat ur a
no acids, etc.), as well as .ot nodi
R §nExros o gl shiier pileife BEPaE B ot R fow in
bloBabH pRkinY, WkieK idcldg, bt afs not WiRifddRehleimifeinni@eb gﬂ(ﬁ&ﬂﬁh&ncludmg
natural source (such as bloo(é§ or synthesized (such,

IgAashp@pmwlmlapvhwpmtm@, pbaweidg)yropeeifinebptang-macroglobulin,
thyrcgfﬁqm fc?,r I‘eOC ! nq lffc%gr \L']I(f,gfgét]or %Lt%f‘ D% ffactf)f %/(, and the

e| ns I nc e| NS Norma

liké. Olmrydmerbnb:lo@ﬁﬂerﬁﬁ tlﬁﬁ &g, prodeincb alnﬂﬁlh]xdﬂ.prbﬂein auch a3@hsein, o-
limted to albumn i_mrunagl obul i n |nQIud ng m%'lA
¢ nat 1n origin or

1acta11kwynoqr@1 fhiactoglodul %oﬁ%@aérlﬁr wotex)sIAY. el
sy rans e?tteﬁéula? g?éo%ezerﬂﬁﬂi gL aHé bﬁ%@%?%%l?%&}p%éﬁt’gble carrier

onectin act or
corhpnmes mlbudhn,fsach ey HXA. &IRA isrechiphlyesoluble gobmdar protein of M, 65K and

cor&;sgt %f: natg?}gqxl acag C@ér I1§’crhegl[1(? Ec glé\ﬂg%%m%pﬁg%qgﬁfaeoﬁgsma and accounts
forrol oQﬁltﬁg)éHHom osHiRicpRESsIR 0 BhREE pRSmABYhe hinhRY adksequence of
natural in origin or ménthetlcally prepared. In some

Hsamnmlmto@,l of fh% dishlphi ‘ dwidiges ahé ﬁrea&n@lﬁﬂabiﬁ@ ard a piagle
QPR A58 P Bbo VoS Sfs ST S Soukit g v bidhd for e

preaeﬂtm @@It&atmdﬂ%f hypoivbRmil® siocklgsurdant, mms; mMA; 237,B65-360,
accounts for 70-80 % of the col osnmoti ¢

46 ﬁé%ié?@)b@ndﬂmr Wb gerth @yﬁeﬁomy%dé?@@aﬁn ¢, §1-816
(19??2591? +xﬂ§1&§mh %ﬁ@ englad1]ga tlgtlhﬁfg%@ﬂ ::llggle ?Irg% \3 frt‘ri’é&%atal
hyl_ﬂaﬂélal)lrul:hmﬁmm‘(mpmg BEimdnyodn, 98#imol it T/onmbass bméHemosmszs 6, 85-
12(#1)(@%&@ e& }Ee?rgﬂ%gﬁns? . g\égrﬁt@tlngﬂte%q-w rag togﬁ%erglz%a}bumm Use of

su&%n%%an%ﬁ@ colld 8¢ Zﬂﬂroﬁxﬂ %P@)&?néﬁé iAthe coHicdE6Buse of these
Gynecol ogy and Cbstetrics, (1980)) and in

COTDPUHitinmstin nnnﬂiwmhn maohzaly @uchr mbe ueteorary aninteds (induding demestic
of neon ilirubinema (see, e.g., Finlayson,
pet 8%? Céﬁ %1%@#30& s and Henpbstasis, 6, 85- 120,
[0088180) ) . Huhb@rse@hbalBhfE @Iﬂmﬁhﬁﬁ@ﬂ)lah?&opﬁdlﬁbbmamg sites (a

bovi ne serum al bum n. Use of such_non-hupman al bum n

totaled giaht fa faippaciis prerdogprnusdigand PEHSA) ardbindep, fhé’ﬁfseéFt of

o RSO A RO A, O .

Tha@haericologédal Bmmaf EerafdBesp™ }ddrMnGsaam-lHﬁl Alebutiork (1996)). Two

has nult dr ophobi.¢ d|n tes
highyal @mah‘?mﬁ@g sit h&ye E%%Ergp%ﬁdé%wge f]f‘%P?E%&f which
areq{f 'eﬂﬂ?;at@d dy eﬁ%gar iSpdckefs AR RIPER ﬁldl a)fgﬁﬁiétl"eﬁhues near

hegaftively ¢ ged hydrophoblc conpounds ™ ( Goodman
theaurfad:e whiTh durtian naa@cngen@pmﬁa@@o(bﬁr lighed fppbues (Ses, eg@Hehske

BRI P St AR W YA L St 05
KréghLHal@‘en HSé%. Méd. BIL, 1441, 131-40 (1990), Curry et al., Nat. Struct. Biol., 5,
827-35 (1998), Sugio et al., Protein. Eng., 12, 439-46 (1999), He et al., Nature, 358, 209-
15 (1992), and Carter et al., Adv. Protein. Chem., 45, 153-203 (1994)). Paclitaxel and
propofol have been shown to bind HSA (see, e.g., Paal et al., Eur. J. Biochem., 268(7),
2187-91 (2001), Purcell et al., Biochim. Biophys. Acta, 1478(1), 61-8 (2000), Altmayer et
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are highly el ongated hydrophobi c pockets w th charged

| ysi ne and argi ni ne resi dues near the surface which
woummne as attachnent points for polar |igan#8CT/US2006/033931

features (see, e.g., Fehske et al., Biochem Pharntol,

30, 687-92 (1981), Vorum Dan. Med. Bull, 46, 379-99

s R R Ao R g Bl 4108 e

Reliin8)1, 308+D 01914l In addtiod,efovetakel hias Betn sﬁaﬁn ‘ﬂ(ﬁblﬁl&%ﬁl)man
He et aI Nat ure, 358, 209- 15 (1992), an g
plagma prefeins [Sest wg-nUrich sl /st Ve Lﬁ@gsa(lfélﬂw 3 (1556)

O?Q?el, t 2?( ghe %%@ F [)R)‘Pé?ﬁ ?éuoﬁ‘ %}ﬁb&?ﬁ{j é’? f)}%‘%&fpﬁs@g@ ge]%%ly serves as

a c2BY {@1hd RO) watE’umhﬁﬂé pedrmateuticli ageht, ive., flic@piries protein in the
Acta, 1478(1 8 (20 er. e
compostierpkes %Pg%rhuwéter %}gabla%nﬁgi%@%%en@ﬁam@mydo
su%‘én@ible ReW-aqhSihs nivHEEh 68 Bél?i maﬁ%ﬁﬁ‘ kHE susﬁ:]asmﬁ%g cd@pared to
. I'n addltlon docet axel has been shown to bind
composmmmmop berspssipg etatiaspotse, This gan avdid the use omox;c solvents for
147- 1996

solFies %p%qrgwgtewiﬁfslgbh%&ﬁsll(ﬂaﬁn% s g e efce one or

mdi€ §igE affbits SLAMNERIsAGiGh SBthE bedrly Whtet fRuBlO PharhaA6&ItRE] agent into an
sol ubl e CIghar maceuti cal agent, i.e,, the carrier

indiyigeali(snchras e Awmeshpbasist ingamemkehe dimnts des sopngsttion described

. nh | b
hexl%ﬁl 1§§L§L Jm‘aﬁgﬁ%g gidﬁfrin %%) 8 tCrEEBBﬁ}] tr:s%%h 2 %g?ésf%@%ijﬁﬂ PBASE).
In 8@ne &ﬁb@hﬁﬂnﬁspthe emmpsmﬁmmis Submntmﬁyrﬁree gduialy aafre@)rdﬂ saifactants. A

prot.ein, |s can avoid the s,of toxi ¢ solvents for .
coppLHBeY aszﬁ éln >p§s¢ Pf/jc °r§ daruﬁibétaaﬂeﬁm% %"efravtant if the
am% Cr@x’ﬁg ﬁ(;}%rr %Qﬁfa&aﬁﬁ n{ ad ‘éﬁﬁxlpeﬁﬁoﬂ’ Is 59 Eﬁﬁéieﬁﬁo%ﬁﬁ&Q& or

amnls ration of th e poor wat er sol ub
mqmch sideraffedi(s) omén mgdindual when the cpmppwldm & ad@gm@wr@sto ghe individual.

. Thus, | di nents, .th OS] t.]
(OH8E T b HEpe RO e n S PaNTEl Py BesFLTRnY Wi fAlkapgpry water
solable PheiRRBatical 86tH 1S e @MIVRIRIon KbinplisdsBARKr prdtBinsesiRiated

enbodi nents, the conposition is substantially free
pogriywhtes solpble pharstacewiiorhegenht ‘Yssacialinns o5 “assepiated” is used herein in
tial
a gFﬁ eglss%ﬁ&sa{dl;ﬁfrk%{g trof‘tﬁe Q%rr %ngqgﬂngﬁfecuﬁ# a&é%&gﬁa%?)og Hc)f)erty of the

posily vart ssltible phineacentitabadehit @rni Rua@ts comipbsidbrnFort example, the
cause one r nDr si de efé (s) in_an individual when
cariFEPIOH é’HOT ¥ Watprsalutle %CS‘HE% agehy i cgpsiflered as being

«ads00 880> ifglaes%ﬁe;{fﬁggiplgglﬁsih V\g ch&%tF % uHi)é PhefmAcdutical agent

assocl at
mquheradiy suspendebledigantaquéous medivme as:cmmmed iocmcommvpltnoa adgthout the

t I bl
cafl ot AR b0 SRRl ek R proft B tae ot ez oluble

‘phmdemﬁ;apagént R agsodRRRIiBtheTaRRS ﬁﬁﬂ@in ls@bElAs the pobfy water soluble
carrier protein affecting a behavior and/or property

phamapergicpbagent/ingtagpeas susieasiphaF preexemples the catyiss protpingpd the

po%%%?%? sG0R %ﬁﬁﬁﬁ %@utlcgp{%fgfgﬁgil gjrestegﬁnq.ﬂ; i &6 oP ?&g‘pgrtlcle,

e poorl Ter <o maceut | agen
wm@iweﬂ&ﬂﬁddmnbaih@emassom ated" if the carr| er

protein nmakes the poorly water sol uble egtl cal
(086%n: morePeBdry sgﬁ%%mﬁﬁ@upﬁaléﬁe%g FRYdiufR agreous
suspfiRE £ feathsGREPRAG iR a¥hdde WedhlIf (such as without visible
precipitation or sedimentation) for an extended period of time, such as for at least about any
of 0.1,0.2,0.25,05,1,2,3,4,5,6,7,8,9, 10, 11, 12, 24, 36, 48, 60, or 72 hours. The
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carrier protein. As another exanple, the carrier

protein and the poorly water sol ubl e pharmaceuti cal
wageito2is9 associ ated if the carrier protein stabriiisz®s/033931

the poorly water soluble pharmaceutical agent in an

aqueous suspension. For exanple, the carrier protein
o e o R g AP e 1idua
(suchra hmmambe sSrtabﬂhxgabf Inlm mspens{oﬁﬁﬁ Sdnerallydbul not netessarily) evaluated at

o SfiircherBALEERGF b 100 Epmiite CuEh P ahaS ) o i Eorated

I4 1 BRMbnsYdrSi *a{ sler&t%
Oy R Aple & B Lol A8 P Ak Baure i i

exbibit§ oo flacculatimator phitigte apglongdrattonlyisibleto tI@ ked gye&or vhen viewed

undes i iical piERespA e Rl ODR 12 e o0 i i picbrdion of the

sudpREASS A8 tability Sedl dl b LevihaRiateddiMd ftElatatednedtg@dnditions, such as at
i'ndi vidual ('such as human). Stability of the

a temBgraived bt is igherbenabqut 48GE. not necessari | y)
i R« ——

co@osliién cahsbe(zssuhntedindvabichy maftdrs. eR@rgrh@pledirsiospeasshodiments, the

is stable at .a . storage _tenperature I%W xh|b|t no
caipieh BRI TS 1B Admxtpeer Witk the pRgHY Siisr sely "tﬂe%tl‘t agepg In some

en%?ﬁ%xgeggs\,’ fheQarrih? g%btg%o it FHI?%@ lor Elli‘cf‘aﬁg P{eésﬁgk ty%a‘%&%%ﬁ%@ee

t1mes, teen m
phmmamtmal agenofIntshmesudpdinénts) theStaaikripretginda hoadds@udieas non-

d I t t di t
S B eGP Ve SR e iR et B spyetbodiments,
the[ &%thﬁh@n hﬂﬁtroriérdi’tn%rél ofihd abbfe RPEJL.Y wat er
sol ubl e g‘gar maceuti cal t%\ent in the conposition can be

[089%bci at deisame Gabodimsnisathn 6pBPOTHiPN @mﬁﬁeéparutiﬁlegéﬁv_éh as
e R B R

wawtsokﬂﬂbmaﬁnadehecat agdnit and peatier proesing.apich amﬂmo@hy water soluble
entraps the poorly wat er sgl ubl.e phar maceuti cal agent..
p m@@@ﬁ@a@ﬁﬁa s e Atiguidcinen.dhe Pfrﬂ@ﬁleﬁ PhbasioRatiiglep gifrfiso referred to

as gﬁﬁﬁ%? fg qﬂ%l)l?ll Q&%B@l}netn% Eﬂéﬁ)‘geﬁ Rx/la}(er‘é’@ﬁlgfe agent eis coated

eutl cal agent. In’so odi ment's,
withathp omtiet mntenamedeb(suclomamnpamdes)aff pohdy aater eoluble

R N R f R R S R

6,30610% 26 5 PLSTE @B@lem% PanHppt sl W%@OS/O%L#OY)ZM) a
poorl y wat'er ‘sol ubl e pharnaceuti cal agent and a

[0922F i er b sares embadimntshibe gowposjtiomecsmpries pastieles (such as
n %apn??sz %ﬂl%%lavgggg Bli &al%elelr gfho gJegt%mhah gg?ut 1000 nanometers

S Or nanopar es are soTrefterre

(md) Gpdledshoqirediantash ﬂjﬂu@hﬁy ofl 9005 8063 700E0D;, 58N HUSO, 300)@200 and 100
poorly water, soluble agent is coated with the carrier
nuty fgsaing embasileneats@éhe(aye@ﬁe SETIEER TPl paticlss &y pq reater

thaffefoBhit H0 dﬁ&?' B 4 eﬁélm@mgté R ABn RERRter of the particles is
I scl ose for exanp Nos. 5, 916, 596;
beByes0 8bel03 t& ST 460 8m. dndomb smbbdiniéns, thieatveragp pr mearbdiameter
of %oe'palz't% ess/is(,) ggﬁév(e)gr% gg’o’u’t 40 to about 200 nm. In some embodiments, the particles
are sterile-filterable.
[0073] The particles (such as nanoparticles) described herein may be present in a

dry formulation (such as lyophilized composition) or suspended in a biocompatible
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[0072] In sonme enbodi nents, the conposition conprises

particles (such as nanoparticles) wth an average or
waorent/disaoet er of no greater than about 1000 nRODMSR@ES33931

(nm, such as no greater than about any of 900, 800,

700, 600, 500, 400, 300, 200, and 100 nm In sone

me@ﬁmdsﬂﬁm@blomﬁpﬁw@Sﬁa%cm@aamcur@ﬁ&tlﬁﬁﬁed% Whr, buffered
particles is no greater than about 200 nm In_song

aqeqriys tiediny salinet nffesedesadige thlon@hhbuffeawbs@tmﬁ of fymino acids,

BB S RS oA B 4R S0 Wt

buffafetlis6lu€idnd & RRIMES Bpt&hﬁlly bﬁffeﬂed salugivhs 0Ynihstic ;p@lyﬁféfﬁ? lipid-
enbodi nents, the particles are sterile-filterab

coptgyy enrgiopaend dledike( such as nanoparticles) described
qi‘%g Ih inl :n;%la B6RAESS ?.\Lne'r reifliy tﬂeqrogléblagirubﬁ BedeFHEMM@Rin will vary

conposi of suspen
dependompngrethe !pbﬁmﬁdmeﬂmlﬂmle ﬁ)hhitt&lcbmtwabaigmt artl ctheredirgonents in the

i ncl.ude, _ but a ted to,. water,, buffered
00@69%8% Iﬁ’é&ﬁ& er@é’ﬂ%%@"s ﬁﬁ?"@i‘l@d“’é’ﬁlcpﬂ’éﬂlsﬁﬁt ‘iaHiH%’EIHrQ/tem in an
u]h #h6d séi?i'ciéh’c QEbRlizeAm &rﬁp\%\riﬁa soPilé h¥eubldhl £ER0n an

utrons of proteins, optio buffered sol utions
aqedous Hgrpessiomn (ot ezmmlplej nbuhﬁ flemea assiahzlt: coltaidalfsusgensinn (eich as a

tionall uffer soI tions nth tic pol rs., .
staplesgeegieRiol g oo e SR YOGS i an
anRdURURAt efluced tiel s@ﬂm{b!h&ttlﬁh Ratk Bf tHR§o6AY AR kblabledafhidegtcal

herein will vary dcraﬁ%endl nlgﬁ_on t he poorly water sol uble
aggian Aneeieonardibge dior apdich erataivipameompeiidonsntheiggount of the

caﬁ‘%ggfb?&ﬁ aﬁg de erﬁd? Ol theS J%éoﬂldr@%@fn %ﬂn%u {%’H?‘ﬁ?é ﬂdo?l@r water soluble

€S a carri er ernin t hat

phamfacbwicahigeht st abi | | ze the poorly water sol ubI e
n aqueous .suspension, for

ﬂphar rraceutl cal gqf{;
[09%3khp! e, It sorppgm P, the SEaeY Bt et Qe sEnbhat is
suiffﬁié‘ﬁbt 1z°et @ E@orﬁ“@ﬁ’t@f‘scdlﬁme BhaRBRARRAE dgeh€R)an a Heouts

sone e |nen the carrier protein isin an a
sugplBgion etobmaeiam dvaceddiinentart éxamplathe ohcertetipo of thg poorly water

sol BTGk PG PTG BB Tt Corias i Gt g, inciuding
forsxample Ay dfABoGA T foiboRt 38 @bMmIahisdut 09R6 RABSut 20 rh ﬁﬂS a&ﬂn 1to
and density of particles of t he poorly water so

abgird frrag/eit 4b@a1 2 m@énltto apoapein, slnvie 4 dorplst ﬁemg/ml qbﬁé‘t 5 mg
/mf rs'oglr eﬂb%?gn%t%glﬁocro%é atloﬁ]o ?%H{;‘Wa{eq r]glu%ﬁ% é)harmaceutlcal

1 ze € poor er so
agmasrat&&suab@ahnyagﬁm mighmBn. Saﬂgﬁmiu:s nfg&hﬁh@ﬂﬁg/ﬁrﬂ amganl, 5 mg/ml,
certain cen tion For exa t he concent r at
6 TR/ bgRD BRI GBI BEHar RS S0P St EL 30
mgit/lﬁg,ﬁ‘g)gﬁg/gﬁ,'f etdd% th nﬁbﬁi‘éonQe %m&ghﬁ@%fthg- 08+ olmeln is present in an

or exanple any o about
amoghinthat aybolgtus@©oflsurfactabts (suck @s fg¢mdphoak eouthatlthb connposition is free

o AU R By S R 0
[ngglr ﬁggg%?%drﬁ? EfiPodineht &thB 0Shbdsitie, @i [ig@al Y&hE comprises from
about 0.1% to about 50% (w/v) (e.g. about 0.5% (w/v), about 5% (w/v), about 10% (w/v),
about 15% (w/v), about 20% (w/v), about 30% (w/v), about 40% (w/v), or about 50%
(w/v)) of carrier protein. In some embodiments, the composition, in liquid form, comprises

about 0.5% to about 5% (w/v) of carrier protein.
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agent is at |east about any of 1.3 nmg/m, 1.5 ng/m, 2
my/m, 3 mg/m, 4 g/, 5 g/, 6 ng/m, 7 ng/m, 8
waugbero7@9ng/ m, 10 ng/m, 15 ng/m, 20 ng/ m , PB/US2006/033931
nmg/m, 30 ng/m, 40 ng/mM, and 50 ng/m . In sone
enbodi nents, the carrier protein 'S present in an
unt that avoi use o nt such
[ m)phoE’} SOIg%e’tlﬁ%qmteﬂtg c%rrp%ig'sh%l? ft%n t‘lsch(r*elr BEOt%IP e.g., albumin, o
thesptlosly aittérabolubld pieemadeusivdl haeitansuchshia i safficient amphsyof poorly
0076] . I'n sone enbodi nents, the conposition, in liquid

wajes sphublechheransutisal ez bds 1o Ol%tfaélsﬁcﬂ’éﬁglt ¥5 0@W \Whﬂe the

wefdhy Shio¥ et protinth WharBRAMb LA il BROUS ortfiled for

dlffdtént)carr&ﬁ priiteifl QHd ﬁ%ﬂg\édombﬂrt[atlahs; lgbnéiré)ﬂ@ ﬂw/vraghtmﬁtlo’:@ﬁ datrédr
rotein hi sone enbodi nents osition

prqttlam & PlSpmin. do ﬁb%rrr@eemaglcﬂgﬁmd“g% 1sbgRiP 158 %WUG}O%# about

0; (FZalr fo a%B? P51 SibBul £ Y]to étﬂ)ut? 9(‘)“? 6'1 rﬁeﬂata%outtj}?gl %b&tfttt to

ratio of carrier proteln, . Umn tot pOOf Yy
abawtl8rl, sloduilt letotﬂ’mau‘nﬁcb,wbouiaﬂ 1 agtémtut 1% 1 sabohbt 4:hae alout 10:1, about

s SRSl AR o, poorl et SEl UL o grmsceuica

agddiSvetdt katioB abSuttal® o1Ves. 9ok lers§‘t1'501 S leGal 4 F 143§ qt3e1| 6 1oy, 12:1
har maceuti cal agent wl| have to be optl m ze

f
or tiss, flérleortlessal 0:il or gss.&k bbmnlessnd: Ichrdesscbiior Frss.itoher leSS 5:1 or less,
4198 eral | he ight ratio of carrier protein, e.qg.,
a‘i’r i) ?’P&/%imoﬁheg ‘maceuti cal agent (ww is about 0.01:1
[00gSjbout Td @(Qné-emﬁ@cﬁtﬂen@ 102 cdrrieOpiin h11&W0s the calusition to be
0.05:1 to about 20 about Q.1:1 to about 205%% about
admingstersd ipaindngdual (sals% a¢ human)vgthombeignifisant sidgishigets 3 I some

emtogdlﬂpi(ﬂ { ?‘1%?0‘&&161' p&éﬁ'ﬁ éélucit % alba Lis %ﬁar}am@llﬂﬁ Wat %hé'ffetcﬁve to

out or a odi nent s,
reduae bheor momtseadeneffe@tstdfadmunﬁmtuona)lf tlmgmotlywtgrsblubket i 0
i s about angl; of 18:

| I
phigseoutigal e © afagnan 3ha tgh redBing ope pr G wide effed of
adﬁ[mitﬁtﬁ%n ofihk ;Worlkf Q@a‘é@r s&uiale%hahﬁ@e%utﬂal 11%&&” 128§ to Rddetn,
| ess, 1 or ‘| ess, 1 or less, | ess.

aII@\oam} elnmuetme, qmﬁ@dmmf one t)hmorﬁamdﬁerab,bq effesisrcagbaddumsthe

t o _be I sten
pop AR ool S WS o el PR BY Bpeny
velSORE (RO aglidIeditSthat REd&Gakd P lypﬁﬁéﬂo%tﬂépl@dﬂn@ﬁeutlcal agents
albumn) is in an anpunt t is effective to reduc

suiggde ToF iniegtions nyd tadelivar §hed?°°§161 iwaissoRIs BlfrRcefigal agent. Such
A
infhakirhaticet, weridus irrivdtionhphlplsits, Ippinyeltie nrrﬂaﬂambpmpheral neuropathy,

har naceut i cal refers to.red on .
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P uc% wat er sol ubl e pharmaceutical agents suitable
f jection) used to deliver the poorly water

[09GOubl e phashBeRbbditRhtsAle Bbmp&itdh comprises particles (such as
nanoparticles) comprising (in various embodiments consisting of or consisting essentially
of) a poorly water soluble pharmaceutical agent and an albumin, wherein the weight ratio
of the albumin to the poorly water soluble pharmaceutical agent (w/w) is about 0.01:1 to
about 100:1, about 0.02:1 to about 50:1, about 0.05:1 to about 20:1, about 0.1:1 to about
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side effects include, for exanple, myel osuppression,
neurotoxicity, hypersensitivity, inflammation, venous
wonroitiatdion, phlebitis, pain, skin irritation, PCT/US2006/033931
peri pheral neuropathy, neutropenic fever, anaphylactic
reaction, venous thronbosis, extravasation and
[ O fql [ e f
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ab@tﬁrl’Otln albouw 106 abbake): efdrabot,9: hshlosorr&teadaodnménty ahé ewtier protein
harnaceutlcal agents ca be re ced 79] In nme
to E%@é?%ﬁ%lége@tﬁ@lélﬁﬁﬁ%}sﬁ?%ﬁ st;} rk 4&:%5 fio'é QE Iess, 14:1
or R8s, 13N0RALL! £). 93} 150RIY G189, {0: E‘oi’ﬁz"sé 0u5 o BROYIITRNS, 7:1 or
consisting of ‘or consisting essentially of) a poorly
lesyed: Bor kesd, GHI @ pdsad e dest,i anell3: agrelass. dndoma ealbbdimiangs, the poorly

wher ej he wei ratio of the bumn
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ter soluble uti cal IS xane
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enbodi nent s, poorly water sol ubl € pharnmaceuti cal
agagemthellmummsmonmr trmnﬁitbt@dmrnpwtl@mﬁ@ terdibost Welnmg/ml) or

t he ar i cl es uc ano icle n
A e R LR S SRR
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Pogi} et SYHPIS PhArRacPticat agrat 15,3 IKARCIOE A S HYAUNG
pa@lﬁcg)ge? NdcBihkQNorpftadcN&r BERVAt K c¥BHeRlor SOl Ul €

armaceut1 cal agent in the Ii qui d conposition or
[ﬂﬂéd:b nst i twsede ewhpdisienisothe camppwtiel ¢amprised partlnigrﬁ fsurh a%

concent ated.(.100 i ncl udi.ng for exa
nafigET) fotbrponte B hap STy FYERRIE 08 Bhmeter o
abb®/ 20l to aBdﬁﬁ Yoo And, enchlibg fok @X:ﬁiﬁﬁlﬁiabox&m% aBowt @O0, OIn some
about 8 ng/m about 4 to about 682%~ P@abOUt 5
tag &

embeflimants, §ISAETPRBIHEN fERPESesPREICSS Qi) fRmprising (in
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Sty i SR IR i oy
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about 2:1 to about 15:1, about 3:1 to about 12:1, about 4:1 to about 10:1, about 5:1 to about

ereofe such as

9:1, and about 9:1. In some embodiments, the albumin to paclitaxel weight ratio is less
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poorly water sol uble pharmaceutical agent is a taxane
or a derivative thereof, such as paclitaxel,
wdaowtaxah, ortataxel, or derivatives thereof. PCO@81j06/033931
I n some enbodi ments, the conposition conprises
particles (such as nanoparticles) conprising
S 0] A r Ny1.
th fagbh{ﬁ}ede f1851boue§§2%)53?gl; geg;lb 98: 1% Wy OlE‘sr?mIB RYELe é%ﬁ%g o TBRM 1:1 or
lesexinb belesd) Ouit ordesst &11 ablass, 7206r lesm6 llor lesn® 1 or less, 4:1 or less, and
3merr’qodlrna\nts the conposition conprises particles (such
5 ﬁﬁhopartlcles) conprising (in various enbodi nents
[008DPI Sti Ngs&as aﬁbécﬁ{deﬁtsoeh): pRAfklds(@x%Rlas 8 gahﬁwg Bomprising
sone enbodi nents, the paclitaxel 'is coate
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Sugar containing compositions
[0084] The present invention also provides compositions (such as pharmaceutical

compositions) comprising a poorly water soluble agent, a carrier protein (such as albumin),
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whi ch can be dispersed in directly injectable
physi ol ogi cal solution. Wen dispersed in a suitable
waguememigedi um such as 0. 9% sodi um chl ori de i RCEAIS2MA/033931
or 5% dextrose injection, Capxol (tm) forns a stable
col | oi dal suspension of paclitaxel. The size (i.e.,
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theMERiAY btakilivy $M188 ?wﬁy WaepsilhBlg 9%@@6@9%1 dg@ﬁt ek €bmposition.
di ssol ve wi thout the sugar. For exa

In m@gqulmnntﬁﬁ@ae pegaa idnygn (amg)@nt tbgt i ;%gm\qe,tg ggprove filterability of

thercgc lt’uo%lgﬁé %mr?eg ?ﬁl?%&’sl{l}gmg&gy %fg'b I sﬁgﬁﬁgﬂl& Gﬁtd%ffectlve to reduce
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pharmaceutical agent in the composition may vary depending on the poorly water soluble
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pharmaceutical agent (such as paclitaxel) include, for example, about any of 2:1, 3:1, 4:1,

5:1,6:1,7:1, 8:1, 9:1, 10:1, or more.
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In sonme enbodi nents, the sugar is in an anount that is

effective to inprove filterability of the conposition.
wonowmewienbodi ments, the sugar is in an anobunPCT/US2006/033931

effective to reduce foam ng during reconstitution of

the dry (such as |yophilized) conposition. These
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composition absent the sugar. In some embodiments, the concentration of sugar in the
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and 3:1 or less. In sonme enbodi ments, the conposition

conprises (1) particles (such as nanoparticl es)
woanpreying paclitaxel and al bumn and (2) a sSBQafUS2006/033931
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| ecithin (egg yol k) based phosphaqlipids which incl]ude

sughys, mghe agﬁeﬁ@arﬁ ﬁ%%@@@%t@wgtsl and ggricultural animals. There are a wide
valgélbr'@fgﬂi’%bf@ thP éhfg%&{:rgyl Cchgﬁ)osnmn (see, e.g., U.S. Pat. Nos.

almto eoy
5,916,596 and 6,096,331). The followmg formulations and methods are merely exemplary
and are in no way limiting. Formulations suitable for oral administration can comprise (a)

liquid solutions, such as an effective amount of the compound dissolved in diluents, such as
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st earoyl | i nol eoyl phosphati dyl chol i ne

st ear oyl ol eoyl phosphati dyl chol i ne,
wetemroeydiar achi doyl phosphati dyl chol i ne, and PCT/US2006/033931

di pal m t oyl phosphati dyl chol i ne. O her phospholi pi ds

i ncludi ng L-a-dinyristoyl phosphati dyl choline (DWC),

: | k . Y
D L PR S RS ety ek comaining e,
pradhespined atyunihe thaactivelBdiednas wiideor grehdes ¢c) suspensions in an

conpounds. atiyely charge rfacta r .
oo GRRTEF PR (5 P R S SIS (HPORdaTs hABlet g can include one
or £RFH SIMLGDR, BEhEHN ciH stafthepatad sthien, InhikRorfsBPBe] celllose, acacia,
sonme enbodi ments, the conposition i's suitable for

gelating oolleidehsiliem dioxide frnossarmellosesdiumythlodinagesiim stparate, stearic

qonposition is suitable. . for. adm.nistration to a I
ooig R ' Ffioiches P BRI D AR dediiecplsRepfeREE
pre3&vheuls! AEaringRicbik, and Pha@hcalogicallbsiBpativld &lcypi@ts. Lozenge

sui table formulations of the |inventive conposition
formsean camprise the getivegpgrefigat inm ftpver, sywallyrgcwseooml apgciayor

0 i i t. L .
oyl O Rlos BB Rl A e VR 0o T L bose, suchas
gelatinh badblgcéniy, op swdrosedintl at®id, atmubiiorsagel ang thedée(cantaining, in
l.i.qui d sol utions, such as an effectjve appunt of the
addigiaiy bLtha 26 eSBBRPEETT AUCH XGRS asdie Knoym 1BF arts g j ne,
[09931°r ang ?ohﬂlhlﬁﬁons(sﬁita‘tﬁéﬁﬁ?Uafe%terﬁ%ﬁﬁﬁﬁj%éﬂontiﬁa{l&’é &queous and
each contalining a predeterm ned anount of the active
non-agueeus,astonia stesitd inptstion sajutions) wBich cel couiaip ent-osivenisnbuffers,

be O 20 a6 e e e o e oS b
intbrtfet 98Epich A dqleousadhonlagtiédus s@ﬂ@é&fﬁ{sﬁﬁl@ Ifhat can include
m crocrystalline cellul ose, acacia, gelatin, colloidal

suspending AZUHRelubilizets obickening pesses, sigbilins, and) eservatives. The
for R, L5 B p RSk oL A AP Bl Eniners such as ampuls
andiabi end ¢y lrgesitd in pfrezerdriat i(lyephilikéd) conditign sg@iring, only the
nd pharmacol ogi.cal l.y. conpati bl e exci pi ents,. Lozenge )
dfigom gt DadeE A equwsntag%ie@@npﬁg%fa% PR InjeRigns {rapegiately prior
to BRU Bk dn SHELRRE 1 HioR SR G d SHARASBAL Bin RHr¥kdd BSm sterile
pastilles conprising the active ingredient in-an inert
powdere, gramdés, asd tpblett ¢fithakidd grapi@isiyndesaribeslu dnjosteblahormulations are
caci a, enulsions, gels, and the |ike containing, in
PIdti% i on to the active ingredient, such excipients as
[0994] KnOwWFoirulbtiénsasuitablf @R A3JosEiidmihistrht@iiScottirisa fedin{@tive
parenteral adm nistration include aqueous and , i
compesitiepuiaslyde agueous ARENA-AICPES, {s9fasdq Tierile selutipns Hduch can contain

. - i S .
oo o S RRL YA P E R s il o and mo-gpyegys sl
suspeigiaisi thiteanindudeasianding agéntt, selubilizernd ddckeaimicpicents,, stabilizers,
nd aqueous and non- agueQus sterile _s%fpensi ons that
ang BeSqIMRIVFS e Qifs P aPREInaehvEh odst Sifabjenaponents, which can be

m‘age ik G808l f@ﬂﬁ&l&é%ns% 80hAh ARk Sed MAANRISRAT ViBlebd/RSosol NE

ormul ations can be presented in unit-dose or
formull4tiond ozebsgat@dnogressimzadsiccepiaiie propeliqnid, sscheasd

dicmcfx}(l&cﬁﬂp&%%}é%l}%ﬁ&%?ﬁ%ggﬁgpé%u %14 ﬁjg%g(ﬁ{ 3"&1%% glso can be formulated as

pharmaceuticals for non-pressured preparations, such as in a nebulizer or an atomizer.

[0095] In some embodiments, the composition is formulated to have a pH range of

about 4.5 to about 9.0, including for example pH ranges of any of about 5.0 to about 8.0,
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addition of the sterile liquid excipient, for exanple,
water, for injections, imediately prior to use.
waxb@Empmianeous i njection sol utions and suspenBCoOUS2@®8/033931
be prepared fromsterile powders, granules, and
tabl ets of the kind previously described. Injectable
ab&&%%aaﬁ)b 55 A9 BhS €5 [Ehout PO <IN éﬂiﬁ(ﬁﬁh@ﬂtﬁ, the pH of the
Sui t ‘aer 0sol adm ni stration conprise the
coinpysitidr me"om:mmste& td ma)less theh abteit §oneldngandexamplago kesithan about

t | . . .
e Sokioadirish o abrer, e coBProleS e SETHE whds tod isognic with
bwfeﬁlﬂ y B adiiliso ﬁﬁ@bl@%ﬁwﬁemeﬁtsa&n aseg1zee§aen8| ons

that can 1 nclude suspendi rig agent's, solubilizers,
[(105610 keni Agscagrenidsd astaticled Qfen@ufwe pﬁmpesmatthe\ﬁ@mposmons

l&ﬁ-ﬁ% h‘% rﬁ’tnlgg Sﬁﬁqﬁ%g%kﬁglsgmﬁ% aaéb?q pac cagzgfl% %osr oclomposmons described

hefe® 498 k@b WA NSthe ArtdgnPRiBIuAE, FoeEREhpId, FidlNvattadd Séaled'{}ﬁ't@@evessels
aerosol formulations can be placed into pressurized

ampyleshoitisiseiaps Gpwiblearckaging @ asgaled Mylar or plastic bags), and the like.

T 0B A GRSD 20 v

unft @os43e Iﬁorﬁ{s&ﬁﬂiprﬁﬂlgpheaﬁﬁpisltmms describbd ha'elnn Thesealnitldozage forms
or an atom zer. [0095] [n  saone en‘? (fl ments, the
patp

ca Bppessrin suitable mc.lfaglag ssinge Ry S derggesAndgpa Also be
ﬁmﬁx?s&ﬁhﬂ%ﬂﬁhs@mg. i ncl udi ng for exanpl e pH ranges of
t

o about 8.0,about 6.5 to about 7.5, _
[(199@1] aboufThe pesemt imEmtivn lsO prdvides date cempusingeompositidns (or unit

coligattors Spdlor BiFiseof Beh ey £t orLbge P Ty gpmpris

1ns‘1?kfuc@orf(s) ob m&hods dfUdRIY RS caRMILticR) suchh® uS@ ARt desdtited herein.
al so made to be isotonic with blood by the addition

In s9me emmdlmgm@, the kiteif the mmtlron@pmpgs@ﬁﬁhﬁnacéﬂg@g degcribed above.

In %&%ﬁ%@(ﬁﬁ%@@% %’iélg%g %h%{lﬁ‘ée%lgtog églgl r1g S éﬂ%ﬁéﬁ(@% Bg li&scribed above

anéS disécdal paglaghta®ongrishigiaaiffee. pawkaginiigdiments, the 1nvent1on provides
onposi tions described herein are known i (ﬁﬂ
a lﬁtrr@mm@nad@ 2 EIRPSKEBIPTIFINg) %pqogluewfﬁt%r§o @@rmaceu‘ﬂcal agent

and h%é\g o %%?e'z&einﬁ @ eajﬂtlgﬂ:icrogﬁi h e?@’ lie?&ﬁ thd PRl ;ytblfeﬁer soluble

pac [l astic bags
phtuneackuticel agEht-épl@team tmmpmtmn‘ andr;thm :ﬁranmuroélaiagerﬁ aret presenbm

so5e5 e G LB o H e TR RB LN e SOPphion is nbibited
upb® ﬁ&hﬁ\% thERBERIdPbih] ARAAGENS FEIFE waBr RButié PR thatdutidal

suit e packagi ng in agﬁgl e or multiple unit dosages
agemitbroteip campesitienf n serae embedimentsethe kitdugbey cealpnpmﬁpstmctwn

o TR S e
desorided BeeinrBly feger inokde b&feﬁtrfateaﬂati desiyatfiel frbi’m@lf ccﬁﬁm&mais end user

instraction(s). on nethaods of using the conposition
stagipainaeling ek ke adeith Slfeepesdles, STRIGEHan package inserts

w1ﬁ1n;ﬂ AR %eg(:”&g]ﬁgé a@%m‘e{h%dé H‘é’s@ bdPrkrGANPri ses the

pac aglng I'n ot er enbodi nents, the
[(098] of t EKetsinmageaisd onprowited ilee sorthie spEichkeadg dnsgtgebasﬁxm peatly water

sol%gi)evp%armaceutical agent (such as paclitaxel) as disclosed herein to provide effective

treatment for an individual for an extended period, such as any of a week, 2 weeks, 3
weeks, 4 weeks, 6 weeks, 8 weeks, 3 months, 4 months, 5 months, 6 months, 7 months, 8

months, 9 months or more. Kits may also include multiple unit doses of the poorly water
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and a second packaging conprising a buffer. In sone
enbodi nents, the invention provides a kit conprising
WO 2)o72T0MpOSi tion conprising a poorly water seCuiSen06/033931
phar maceuti cal agent and a carrier protein; and (2) an
antimecr obi al agent, wherein the poorly water soluble
RS
solﬂQ$ n?.\ %&?Fﬁ eﬁ%?%%gg@@ﬁ@g%g%a ; qu% tlons for use and
padmged/\qutmnntmm syffidiént fortstorhge bl wsk igploannhcies fbﬂm{ample hosp1ta1
con‘posn téon i s 1nhibi ted upon addi ng the anti m crobi al
pharmagies apd cEPIBFHE P Ssol ubl e phar maceuti cal
agent/ protei n conpositi on In some enbodi nents, the
kit further conprises an instruction on adding the
Mahedsrifonadtighndgeng theocompwsigioas maceut i cal / prot ei n

t h f
R8T e SRR e e R B R O scribed
heRDfl RiFRkaBpRMABRI 8 brovidedlaudéthed 6f frepartigld @isposition comprising a
di luents, filters, needles, syringes, and package

popihy wiates swabln pharstaceieicabaeent GHClhas 7 Kare @rﬁwna%st PRsdjtaxel,
cof 0 AR50 SRR D A AL AP S s

wirgdin bilgifieharmierbidl igeaithagimhibiled umi:’me&smpamtmm &)oaip)usmg

di scl osed herein to provide effective treatnent for an
COMBHNRG (FHeh asradminRe b eURRRSIGRGONEINING § PAOTRE WaTSY SJpblg

ek WEERK Neaksal eks, 3
phrmnt ﬁlg%a%ﬁ%rﬁgh é@%ﬁﬁ% tﬁm 6 ?rmoﬁltqsc 7 rrgg(tﬂwg 8
[0106ht hs, Methodshs nekingorompokitioss quyalajng@anrm prodeins and poorly

| t t f th I | ubl
waﬁ%ptvﬁtee phanen e Aechls dre SnBPRi s e S0t BATE: tangppgticles
coﬂﬁﬁinﬂg \sdok] ?G&dt&%ldb%pﬂé&ﬁa@ﬁﬂcdl Ackagedch Bs ﬁdéﬁfhtxbl) Ia8& carrier

ficient for storage and use I'n pharnacies

prmlar@nch as labhypiin)edan b @rqmtqdemdmnéﬁwp@ afkigh ghear forces (e.g.
[ u

SOIB aﬁ,lé)élsl Hgﬁi)resgﬁggg%?g%lzﬂ%ﬁf %%lhg[el e)af['él@%ee Etgacés are disclosed in, for

examﬁllemg SaRelt. Wok.rigo 1605780 /506 40S; eBCITI7HETY ane fabsorin LES.rPat. Pub. No.
exa e, there is provided a et hod of preparing a

20y H&g"& 02Adn conprl sing a poorly water soluble

[01@'1? macelﬁrieﬁg th@ 966y watdf Bo186le Ardt PosaEEas doREta IR ERIi&olved in an
litaxel ocet axe or ortataxel), a carrier

org:aunu:t selvent, sud theaslwioh omi hy addeddo aﬂnuma,n iseruoy Adbiirain sabygion, The

wher ei n, si gni fi.cant nicrobi al is inhibjted i
migEe ’é&H’ﬁJS T o ER Bt LRGSR e Piea sBlyeRfoanhen be
rerBSNEDHy S hpSraGRITPRR didRisiSOHtAInBd Beh Fe RBBEA IyoMRligdd. Suitable

sol ubI e pharmaceutical agent and a carrier protein

orgginicsolivenhineliude.depeiaaiple geivnes, [egiepofthams: dhderinagid sehventsgand other
ffGRRRLY} Bhe S L B 2 bR 6y RO GRSk ploride nd

chl@fdforrﬁ@ﬂxaﬁéﬁfﬁileﬁampl@%ﬂﬁﬁ fdtl@kﬁ'ﬂ GO atmilreg 1o o, ¥:3, 1:2, 1:1, 2:1,
wat er sol ubl e pharmaceutical agents (such as
3: lpé}c]i»|5t1a>@él Y:1aRd: e&f:l)-er protein (such as al bumin) can

[01%] pr epargd a%ﬂﬁ?o&.ﬂ%glﬁﬁt' QRSitRr UE'aQHm?éﬁe\f%h 6f6§ﬁy water soluble

, sonication pressure honogeni zat |
phaﬂrtmwmtk:a) agefih@sléoritet troder @o@indidwtiggsephration dfdhe poorly water

soluble pharmaceutical agent/carrier protein composition, or added after the poorly water

soluble pharmaceutical agent/carrier protein composition is prepared. For example, the
antimicrobial agent can be added along with an aqueous medium used to

reconstitute/suspend the poorly water soluble pharmaceutical agent/carrier protein
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exanple, U S. Pat. Nos. 5,916,596; 6,506, 405; and
6,537,579 and also in U S. Pat. Pub. No.

waQeE/@eag4002A1. [0101] Briefly, the poorly waPer/US2006/033931
sol ubl e drug (such as docetaxel) is dissolved in an
organi c solvent, and the solution can be added to a

co%&ggﬁﬁ%lﬁgfé&a‘e&“t@%{%@eé&l %E}%e%&ong?ﬂﬁeh@gﬁgérf i Cotbi- a%g(f&e&&& §6brly

pressur nogeni-zati on ani ¢ sol vent
wate rso]mbErpHaﬁnﬁ@uﬁwé dgday. hl/ﬂ)pmf emb(mlmneﬂfb,ethei mstpreicsiboal agent is
obt can be further, | hili Swtabl e organi c ,
adagy %‘ihﬁ P Wateh F‘HB?JS fignac ‘étlcé %@m ATTIgh Rrot e@lg ‘f%’i’%os“mn
prlsmoqw'a:ﬂlﬁfl%oﬁ%Vﬁﬁk%m%aﬁn&ﬁdﬂ e SRMEBL K%e%m ddBed f8he
or exanple, the organic solvent can met hyl ene
lyaphilized pharamdewtdabageﬁwannn@tmatnm copfpmsitioranpl e with a

[0]&8;' 0302 Ir} iogﬁ_aLe :el gtidlmgnff W]hen ihe %fl%itlonoﬁﬂée T}%imTE?%baé]agefﬁ ghanges
theWH bfilecBRipabitisfland pHantRicofipbsifien afBexe@IIMB nbhﬁecessanly)
poorly water sol uble pharmaceutical agent and/ or the

adJ@at:ed toe@ desied @ith Enenphyy pHepiastof die eomporisiopsielugesias example,
t/
in ‘319: I ogse otf %g(%gtrggt?)eagé%t“f%% gS%Hl Ogorgérrftp f\?va}?%%f the cobn'posmon is

ad_]ﬁlhlﬁﬂ Reeldss thah abeie 6! lrmhidtngefm paoipde No Ce3pTiRAiahy Oflabcﬁlt 6.5,7,0r 8
prepared. For exanple, the antim crobial agent can be
(Suﬁﬁé%ﬂb%t&g wi th an aqueous nedi um used to

[0 lg)ﬁgo nst i tA%c?éﬁ%Vﬁ@& g ﬁ&ﬁoc&%ﬂﬁéﬁlﬂ&&&mﬁ&hﬁ%l%omposmons

rmaceut i cal agent/carrier protei nconposition or
compiigidg bomhmnag:pmcnf sheseompmssions deskribétehareini(ingluding those above)

rotein as at ed or | ter sol ubl e pharmaceuti cal
g‘gfe?*?m‘ g?qﬁﬁ’ﬁ%{%‘ he antimicrobial agent is
[01@8M Xxed \Mﬁ@pﬂ)bﬁie@ﬁ%irb’are\’ﬁ{eﬁ{o@ of ubhetRRBMPBSALA] Sfthe present

agent/carrier protein conposition prior to
1m46y@<prh| Inj spnei eprbodiments iere tnselyidede siethoddonieating erddisped or
co cgg g 1rs??5é)§g56¥rfeg fE ! h oor%/%pa%r Ifug%e %n’%%%?% aggl#é:omprlsmg

adlﬁ[fﬁﬁéhni@mf:(&np‘&ﬁ[bnt dmﬁqpmliiﬂgtamwﬁfeeﬁvd digouain bf ﬂp@cﬁﬂzbwaﬂer soluble
agent changes the pH of the conpositjon, the pH.int

phaseical agenh Acagish arostinyAndisgEnHBYCrRia bageRk yhgiein signi icant
miGbiPLRKih & BnBRSA e PopiSHUID) Rt RN B e Antloifnents,

conposSitions I nclu or exanple e range of
theatbmproxﬁdd:(ba Hietha)d of tratidgrascaren emimﬂdwdrmit(su,chtah hulp&h)ofompnsmg

he corﬁ t“ i S ad usted to no les : ?an abou[ ¢ I
ad‘?’HEfftﬁr o) é‘??é ﬁﬁ? AEUPTELRTEFRE %{hisf SHVaBntET § poorly
wafer s@lﬁlbﬁ aﬁlﬁﬁ%lé‘sﬁc @E&H {suBh as [8424)] a AlrB6r RoRY, dB¥aRb®imicrobial

met hods of naki ng pharmaceutical conpositions

agmmph&rglm@nef@mt migigbialrgrowth is frehibitadio she savmpositione My pune
emEgcg gbetng.b n A ut gncrgbltafageﬁ*d%grg %ﬁn}%ﬁ&haﬁ i %&g?ﬁ&e{g tlnlﬁBa glﬁmﬁcant

CI pren SO provi erel

mifebiad gﬁ)mﬁ mlthle REmipbEticra NMpaS el it ditherits) ehepztrﬁﬁirﬁ&bblal agent in the
i nvention. In _sone enbodi nents, there is provided
compesgiien Fdprthsrdn ap Agount dpat dgeenay cause any toxicological effects when the

composition is administered into an individual (such as human).

[0106] The term “effective amount” used herein refers to an amount of a compound
or composition sufficient to treat a specified disorder, condition or disease such as
ameliorate, palliate, lessen, and/or delay one or more of its symptoms. In reference to
cancers or other unwanted cell proliferation, an effective amount comprises an amount

sufficient to cause a tumor to shrink and/or to decrease the growth rate of the tumor (such
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condition that is responsive to a poorly water sol uble

phar maceuti cal agent conprising admnistering a
woanpag7dip on conpri sing an effective anount of parTfuserkp33931

wat er sol ubl e pharmaceuti cal agent, a carrier protein,

and an antim crobi al agent, wherein significant

I

as 'tB ﬁ{ﬁgfé’sﬂm& %\é\gn\gthg nlon! %ﬁl& n{xﬁo‘aﬁlﬂ%gr gﬁleg%g?\%v&%éugl@ is aﬁzlqaﬁnount
suffEidmOtb delayt dew@lopii@nt. ANGEMe Iembadlmamdi an difedtive aulmes an amount

pan) conpri sing admpisterin e subject a
Sugﬁrﬁ%lq RIPYAL QBRHSIENSs ﬁeweﬁ &ﬁﬁ}yﬁtmwmgwa&&n y
adiﬁ%?céreﬁ%%@rxﬂ@fe‘a’agﬁﬁ%@eﬁl% agent (such as taxane), a

carrier protein an antim crobi al agent, wherein
[0HI7§ni f i céhncem; mbdourwtecgbwmmpqsmomHcﬂgrlbeﬁhérmnt(hnmh asa

cO sition. SO the antim crobi al
cofpERon oriisind a GUmECPASE ABENSTE PESRE T afRARpad 17-AAG)
indthAN bt ARGt L BEOB] Srcidb@itIBmbRorhAl ebl@s@dﬁ@@%hfcbﬁ@ arldNeukemia.
sone enbodi nents, the antim crobi al ent in the
Exewipies of eansarsitaatican bp geated by nommtmmtd%@ﬁnb@é dsrefipimclude, but are

nof @m‘chad l%agi(o:gg gélg ?%1%%' hﬁnf ez &M(Pﬁ?mgr%fn (f&ﬁ ! Jja%cer non-
smial b@ﬁ]un'éhﬁnée@ rdalen@cfaicﬁﬁéma{efmammgt andlﬁﬁldmbﬁﬁ earambﬁaﬁ of the lung),
to an_anouynt of a conpound or conposition sufficient

capest pf bapertospEs; hapatpeeliuldanser, S5kl rismash caness fggluding
ga&fb‘iﬁeﬁﬁmﬁ?ﬁ r;?ah@reat@@kéd ?ll Eho SRR ceARIN 9&0@?'0@&1%0&

or nore o synptons. [N°r erence to cancers or
11ve1t ctmceruhlmddﬁr edneel Heptome, bfeasta:anmn, cohm @htecmielapomapendbmetrical

ri ses an anount suffici ent t cause g tum)ﬁto
o WiRf RNy A Sl COLCIRQTRA ST FeneLoeSh, Henoanes
pr((s%l’éé: BaRel QuISHPRLESStHyHIT® Carfte Wophtic daftikE head and neck cancer,
nmbodi nents, an effective andunt is an anount

cochal chnsat, recsalcrahesy, Wlylddsup sﬁémma IKerpo siffesaeqpinel Bneshlt lsmphoma

B B TR o PR B R 8 o

NHE, iagtthédist gf-R1d/fbMicORENDIL, ifaégncdihe fiadé didfuseo NI, [ Oathde
Cancers to be treated by conposi tions described herein

impygeblagic NHEopigh grade éﬁn@&bﬂﬂs g N dvighgradeapp] Ban-pleaved cell

NSSRSHER SRR, ERRANELR, o0l MG gl e,

Walderstom,'s madogbbkhumnaa) El@injyl lempbécytiadakeniid (ELL)cavutde

d beg l.ud t .

iR RRFRERAT | SR arscceiel BShEbR, UMGib il

leukeRSd, HAl P&kt-HARSPlarft %hplhdﬁwlfel%ﬂ@@ Ehsof&l@f‘ amrb) &8Ik b hormal
cancer adenocar ci noma ung, uanous

vamtac pndrfﬁamn asﬁecmﬁ@d g\)lth ni@h@reatosﬂs, @dﬁ:elap(em aribajrpsociated with

bra(nil (H‘ : !ﬁl&(y%% S s fOélg? %%)fl%%ﬁ@)gfl?ﬁe%gsagllgelng gétnp %Vlded a method of
tre@@MCREtastetid éﬁaﬂcaﬁ(&m caRevihathas (R eRisized it i pe@nee tumor). In
liver cancer, bladder cancer, heptona, breast cancer,

soe EBRogimeasy therrds rOAded anebAd of Fedlasing el pikifyration andlor cell
mi 'E18hn meséhl])o\ﬂ?ﬁﬁ{ntgltﬁ&gl }gpbgfd@((l) g%etllﬁ&jcﬁq% ﬁﬁ%flﬁ&gélasm

ancer, liver cancer,” prostate cancer, vulva
[0X08Y r Oi d Emsaee embechatents tharecraproaideti eadhais bt ireating cancer at

ancer, . . .
advancec? stage(s). In some embodiments, there are provided methods of treating breast

cancer (which may be HER2 positive or HER2 negative), including, for example, advanced
breast cancer, stage IV breast cancer, locally advanced breast cancer, and metastatic breast

cancer. In some embodiments, the cancer is lung cancer, including, for example, non-small
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col orectal cancer, rectal cancer, soft-tissue sarcom,
Kaposi's sarcoma, B-cell |ynphoma (including | ow
wared@2fsab | i cul ar non- Hodgki n" s | ynphonma ( NHL) PCsmsbkd06/033931
| ynphocytic (SL) NHL, internedi ate grade/follicular
NHL, intermnedi ate grade diffuse NHL, high grade
cell ?ﬁﬂg%{%e@?ﬁl S@L@"%t}chl% QH‘V&E@@NS@@ rk‘ﬁmlla&ll' lﬁné\ul:nceﬂ?gjlc such

e smal'l non-cleaved cel |l NHL, "bul k Ky di sease

as ﬁ@\mnb@l SELC), lapdrpdramesd M@Sumer ﬁlﬂb&hamymﬂbﬁﬁmga rfd some

l.den t oni s macro | obul i n hocyt
e TGRS rsetrrin Coingh amr e etk el et ARl enfncies,
meBRN @chidihd MeaShlic hRleRaR coloh¢otdl Icﬁndﬂ@iaﬁ&‘e@@d &ncer, and solid
| eukem a, and post-transplant | ynphopr oliferative

turgers gyushies advAnmd sokid twapts).al swBCIRRIAINS theypancer is any of (and in

o S5 BB IE L S Do BB 8 Pt e,

rediélicgacer,ayonckneiliecell Ilmgmereﬁibmﬁﬁodgnhﬂymﬁhem (NHL), renal cell
provi ded a nethod of treating net astgﬁl C cancer hat
carrw@r TEQTRIE FANCRI {1VEIAANAE} BRICKEIIS S3PCFh § Ttlﬁalepwq?a}ay aposi's

saxjcngﬂﬁo grcﬂfnﬁr gatino 3, Céqd%ﬁtn%fk #&%@Fﬁeﬁn@ﬁﬁ%@?ﬁn%ancer

proliferation and/ or cel
measpihehomargliohas, ghivblastvhadi neertbigstankesy andi muliptesingeddma. In some

hod of treatin perplasia. [0108] In sone
n\g’e ﬁ}escan‘ieﬁéﬁ' Qggiet bvi ded met hods of treating
[oxp®NCer alnBkdasGeratié ﬁﬁ‘%&lvmé theSOOFRIFRRAE d8HYnT on the nature of
there are provided nethods of treatlsﬁg breast cancer
9

the( mw]o'hvaWObJélq-]magnmn@al\agerm asPygbba gispasefcondition/disorder to
be 'p{%&%&' q{lcﬂ is Ife%’ntee(f( azgpco qlpgi‘il"%@ ?&g‘l ga%?cﬁltal @@ﬁ%@g f&ﬁ%ﬁebrates

reas ancer ['OCa vance reast cance

maihasalinmane amtsoﬁﬁlm&fodnhéhtﬁ aieingividha! ivenhsmmiah) éncluding, but
cancer | s I un%ocancer I udi ng, far exanple,

nOWé‘ﬁlt » heigpn, (VisioE CAHCe F e IPNS"@E@G » odem, %.rsprawanéwme
ﬁ%%élvi‘a‘ﬁhllls cancer (SCLC such as advanced
ofvanced i'd tumor malignancy in the

[0110hg. "I nThe nernpmmhsubsmdmdﬂlhmmmd:@radnsmsmm a@one or in
ncer ne cer nanc ,
conBitafio et e Bges b ebisc PR e nally "B or Bk
h&%[h%@ﬁtlcapé’g%ﬁfse Atdrex ?Eeﬁvhe@ﬂl@ c§ﬁ’ﬂpb§it16ﬁ1 BRMtSiné 8 4sBn@uch as
advanced solid tunors In some enbodi nents, the

pa@ameé)r 1t| cgn hpgo-edmimagiereil Wiioms osminsel pthenehemushesanestic agents

1ncg%<? rngg ﬁ%‘g‘&l 150 %54) aﬁgla&]; )nagélgl%%db \5:' ﬁgr%ﬁrlnee Eﬁthrﬁf}’dme
(DN Mpahﬂib G T M)Ulilefcsémhl@éﬁlc(thlﬂhé (Ge&ma‘?) c@etitabine (Xeloda ),

cancer prostate cancer Liver cancer, pancreatl
alipnigh ciplatinoi-fluproumed. epibisim cyHaphrsphanids,avasp, velcade”, ete. In

sorﬁ@%&'b@&’i'rrfén&a{h%'t%ﬁ@coxﬁgﬁﬁmﬁpﬁ cﬂ%ﬁhuﬁgt@feg " O}E?lzl?éﬁ‘i’&ﬁerapeutlc

ovarian canter, mesot I’ omas ast omas
agere uelottbd fbonths groap atonmttngmfannmetabnlucs (inclsding nucleoside analogs),

nbodi
Pl R hefectts: fRHRERE Bhents lpdicietbR bt gtmprwiize
anSI51B8Ed viABa hlkﬁldkabﬂft&s@lﬁe iHEbiRRE mhatrolRlesand @bpbdtnerase inhibitors.
phar maceut i cal ent, as well as the

Thd$eséh@eqhemmpw pgiinscRat e presenanthessmscompesision as the drug
(SLBB %V oafcgﬁeg,r ?r 1% af:;garzgtg 'cmeBQﬁoﬁ ﬁl%{‘?s aalqllln\fllstgrueglsﬂlﬁ]l?elngglf‘ﬁy or

any
sequentially with the drug (such as taxane)-containing composition. Combination therapy

methods using nanoparticle formulations of taxane with other agents (or therapeutic

methods) have been described in International Patent Application No. PCT/US2006/006167.
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mammal s, and humans. In sonme enbodi nents, the
i ndividual is a manmal, including, but not limted to,
wauanean27sovi ne, equi ne, feline, canine, rodentPCOMUS2006/033931
primate. In sone enbodi nents, the individual is human.
[0110] The conpositions described herein can be
[o1@dn ni st afgdoal HMke Hﬁfer'ltﬂfe% joSi&bh QBmMidtEre@ AL 1rﬂd1v111ua1 (such

har maceuti cal agents, including poorly water so

as himaamegidlustarye with al};epar@cularm@mpemm the method of kdministration, and the
h
rolRE b BT L T T SRR P Sl

respORDETRAR8 B ehrhSeu Sﬂ%@phﬂﬁétm{e%ns@ airit 8 phdiculat Bist L6, For
to, carboplatin, navel bine(r) (vinorelbine

exampley the flesaga of pmdiaxel in th@g@npwttpn(m@mqme ranger 01490 mg/m’
i a
whgﬁ gﬁeh%?lcalrb:\gfe %&5@&\.&5 To?r 50- %ggr%:a%/}nl Q&h‘gﬁ Ig g B%as%elc y schedule. In
additieh,dpBiesp hnaindondaie $édithen V&L, Qﬂﬂl%( (Br)a, feﬁzttﬁnesl p%r $REE), the dosage
enbadi ments, the taxane cpn‘posn tion is co-adm nistered
m%heﬁnﬂledﬁﬁgﬁ)‘?ﬁ?bpﬂb%ﬁ meMgent sel ected fromthe group
si st t
03807 oge) 1o PRIt ERAIEl Bl AR B MR LR0 o iividual
(subl_;t amhumen)mmmus mnités, irmmzi,m@rﬁdnfmmmptﬁ imevemtivs pintrb-actsrial,
Vi ng{i\ al kl oi.ds Er ot easone i.nhibhitors, macroli

, nd
intragBERERE XL PRI (T esiq s Itppiiseula, %%ﬂ?ﬁc%ﬁ%cuwneous,

1nt%61§1515 SR RE], BafRbsdl hndiRnS@IRaL R egAhpRNtha$nveRfve
g (such as taxane), or in a separate conposition

comp@iltwrsca@chﬂ adingnisteead by inhdletioveto a@aycqmriltmq géﬂme iregpiirptory tract.
Th&g%]po%f one antg[?~I (ufslgjlc? po t?éatt %egﬁl%a 1)37 &l t %’ﬁg IBL’rl] ta,s é) oc?na‘fy f Qrosw,
brd‘n@heminatobnmfluh@mer wfdnl@h@atli?@ﬂara>@:t=‘v::lﬁ’icﬁna(o afid the like.

t her apeuti c net hods) have been described in

[0113} er nat ,Aémropgp@hfre%q: methods gt 1gducing side effects associated with
adrﬁglﬂtlgﬁgg g@ égg%ﬂf%a{ep dotddle PRGERSGRiAT 2 %Hleﬁ :ﬂéﬁgb%l X@mprlsmg

mposi t nistere 0 an 1 ndi vi
adrhumier)ng/ml d hunzemya pliatrhadehticgd @ompasitian canpnysg the pnoﬂy ’mater

t hod of ad ni stration, and the parti.cu di seas
solfjble A s R AL At BRI BR| a5t STReRiE
sighifiEs i RRIAAISPONS il 2 BripRSEBRCEL! Gaiple, the invention

prophyl actic response agai nst a particul ar di sease.

provides @)@]mqﬂs of redueingogtiges side ¢ffasts assocadted wlth hémlmstra‘uon of the

:
podi R RARk i 1as BRiuReclal difal AL SEOSS I TRy PGibpression
ne@BtoRiclg ehyperseasitiity, @nﬂdnﬁn@tdﬂi s ifritatiny gtilebitls, E})am skin

nmet ronomi ¢ regi men . dally or a fewtines
irriioR) permh@raaa%@@at%ye‘H@neﬁquﬁ@rr gyl chawﬁlpnshemtologw
oo 90 o R moRaldh ol ARRGRLRSEhecs! 1y g e

embaditments, therd ie proviidec audethgd of mducang hpbesensititvita veaotiors, associated

ntra-arteriagl, int u or al hal at j
wip RS e Papk D AN DhRiRce bl e Inchiding, for
exa?ﬁiﬂ@ Wedd8 QkiR radhidl, 1ARS Uﬂ@éhmg' 37 tpﬁEeh Q&ﬁkf@aralraai}ﬁm{ﬁ% afn some
transder nal . For exarrp e, he i nventi ve
emb@dtmstSt {herntmicrolialagaitis presedn by ainatat thatiineffeative tebphibit

51gm%gﬁttﬂn%po 1aci]c rct>v|\11t% ih %A ph%lar}le(l)cre}itut:arl %&tnposmon In some embodiments, the
antimicrobial agent in the composition is further in an amount that does not cause any
toxicological effects or at a level where a potential side effect can be controlled or tolerated

when the composition is administered into an individual.
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The conposition can be used to treat respiratory
condi ti ons such as pulnonary fibrosis, broncheolitis
wohbiteersams, | ung cancer, bronchoal veol ar car cPQDAE2006/033931
and the like. [0113] Also provided herein are nethods
reduci ng S|de effects associated wth
[Oﬂ%g]r ni st 'f[x?&ékﬁﬁ L en? %Oﬁﬁ{llﬁﬁungﬁfhoﬁ%f%rgasm& shelf-life of a liquid

macedt i ca conpr
compnsmmstc&npxﬁ@ng a)p@orlymmnr solytiaphaorotitical ageorgmadsi dairder protein.

co r|3|n t he ter sal ubl e, phar cal
For gxanple, dn sorpe bis, e 10yeg I%P%i’mcr E@@?f kegeing 2
co»{gsglﬁw(sﬁwaﬁ ég&a&tacéﬂu%m%h@bm%@% rfsmg%&yr téxns,oluble
e conpositio For exanpl &, the invention provides

phmmdwmcabégenteami:a cag;rwarrowusprswu‘eedeﬁgfawt wicskialgrawtd(i.e., sterile
h A at i. f .th oorI

or SiistnBA et Bt mitadPiabPRy uETe st 2t e in ppyaaueous

mdiEh ADHPRIRSHd8Mg t6 B Rhipokitioh ¥n ahiRRESEMHgkhtih b amount that is
i nf | anmati on, venous irritation, phl ebitis, pain, skin

effeetivettainhobit siguificpiianirobisd grophimthe coaworigpen sorm/@nbodlments
thd i%p |'11ng cfm%th 8# In%itlr{éorgﬁi‘o%ﬁ%'r&w%l ﬁ'a §1ﬁ gpartlcularly ina
ce l' or n ro an

phﬁﬂﬁ&fcaﬁfcal ddﬂnﬁﬁsi’tﬁm@ B&lﬁﬂmsﬁi&glﬁ SarnE]hpb&m SncD:i pNOrde\datﬁr soluble
nmet hod, of reduci ng hypersensitivity reactiops

phagaseytica ket @ﬁmaaﬁma rddipng{q B C@@P?%orp%wgfnmb@# agent in an
andRhttRhSs Eﬂ tf@‘f ﬂél%ﬁﬁ@ 1b Blay ghﬁ&h i Ql'é B R0RLiGn.
severe s n ras es I ng,
[0X1&¢ hycar dhe ,aniamwr«ﬂ:nhlagsnt dan eﬂbembeeadhmxhdnwmh ﬁa,e pobdy water soluble
anti m.crpbi a resent .1 n an anopunt
phapactygCreRt s ihe B P RL e PR ofrtBpapFipvater
solubBR pARA:IPBGEA] hg@k/c&ﬁﬁppl%teﬁﬁ 88inpdsitici) BRaRIR ingBAtSan aqueous
the "antim crobial agent in the corrp05| tion is further
medinng psegrio neronstithite thoplarmeccutiaalserrigs pratoiniconlpogjiionl In some
em%gc}g eé%sc on h%tdF ? r&%%fﬁlng %g&g%)ﬁt&gr\ll\ﬁr%gervﬁcl %aln%?m%r?ﬁ%fngmmh (.e.,

steﬁﬂil’f@rrsubtita{tﬁﬂyIff&@faigniﬂbdht\khﬁbtﬂilal [gockdeh) fdrrat &d@h dnly @ffi 24, 36, 48,
reis prow ded a nethod of increasing shelf-life of

60a745|86:u‘?rc? CWORBFEF Profdeonpri sing a poorly water sol uble
[Oﬁlﬁgr maceﬂji 5‘ﬁﬁjthe?ggﬁt: (%qﬁie ﬁwgﬁw |16 h‘&ﬁ&tdeﬂsg of fH8'compositions

I n sone i ment's, “he P nvent i on provi des a
demerbhcbﬂereiﬁl ik depmAgufactoend asnd:dmme@s uRdrtiagady, the manufacture of a

har maceuti cal ., conposi tion) ..co I Si.ng .a poor| er
SRR cob i kS AR ofgend NS o fRaBR D Piligfhe
phRHRRAINEAGRIsHRh tHares0ParlusBf R¥ribel hefin, a§é 850 1rferfded for use in
substantial I'y free of significant m crobial growh)
thef mpnactine € e nedicaanent far ysain tegtraent of thedionditiondask inaqgrdance
t 0 g bi al agent in an
Wlgldrr[gun t%aﬁtéélgcsr&ea?lec ugi%tgsagﬂl%ﬁ%ﬁ ° s‘?gnl ficant
[011i7¢ r obi alThg fsllwing Extuhples arRsvilleédio, illhétratg at not limit, the
enmbodi nents there is provided nethods of inhibiting
inyenlethhi al growth in a conposition (particularly in a
phar maceuti cal conposition) conprising a carrier
protein and a poorly water sol uble pharnmaceuti cal
agent, conpri si ng addi ngEiXGXMBEEcbnposi tion an

[Oﬁﬁ“ g: f ' % Xﬂnggrﬁro}lhggsr @gpﬁf H so%{l ltﬁxcil{,eﬁiiguef‘ncitn ang preservatlves.
The @ARPSSitidiRRhre prepared essentially as described in U.S. Pat. No. 5,439,686 and

5,916,596. Briefly, paclitaxel is dissolved in an organic solvent (such as methylene

chloride or a chloroform/ethanol mixture), and the solution is added to a human serum
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[0115] The antim crobial agent can either be adm xed
with the poorly water sol ubl e pharmaceutical agent
wana7oe7dihe carrier protein during preparati onPof/ushm®e/033931
poorly water soluble pharmaceutical agent/carrier
protein conposition, or added al ong with an aqueous
alyiReh YSuHEE IA LsQitd S Asthtlofbe ahitai BSRAIMRERYS tHealalE&T 1itBE mixture.
protein conposition. In sone enbodi nents, methods for
The eeiptuneyisdonwgpaized foo A minsiscs pilow Rl ta fernhe eridp emfulsion, and then

rowh. (i,.e., sterile or bstant i . I f
G FictoRSie P fetienty TS et ¥eal b o Rifosmed 3t 9000 -
40300 pdBwhibdsecyling e erdiilsiDa fhroatleases eycﬂ&so\mlﬂeds_uhﬁ%ls?@ﬂem is

In a further aspect of the invention is provided use
tragsfeprpdintoaiiayevarmialgn o thrarretie solwent is yepidly removed at 40 °C, at

i . I A . . t iqs
e TRRULACHL B0 ) 30 iy E2 SR 8, g ot
forof8 locandd | Theawsulthgscakie ken bé edstliymecomstittited o thehwiginal dispersion by
har maceuti cal conposition thereqf, ~variously, X
addificp g?ﬁeraleww@iqs,SalgreeWil@dﬂ%wﬁd%ad%?nﬁé%‘ﬂ%wr?m@ agent(s).
uf act ' j :

O r A e e B st Rt R B Re(Elre provided
belpesEnlybmacéntratipms ofipackgselphimamilbeming ardithe[adtitidrotinkagent are

fo#ds.wi ng Exanples are provided to illustrate, but not
PIVIYS%Y" the invention. EXAMPLE 1 [0118] This exanpl e
[0T20pVi des Foghiiad 1:09¥mgeh] faekiakélas®highhDiithah ABin; 0.25 ml

‘sr eservatives. The conpositions are prepared
sodiymanetpbipuliittas described in U.S. Pat. No. 5,439, 686

07, 15588 PR30 A58

disobiuar efetater! et hanol m xture), and the solution is added

t Q. a human serunmg| bum n sol uti on,. A suj.tabl e anpunt _of
[0123] ant i nt eFBHRLE %gfgwsfrﬁﬂspae (e nsme LR iU 8.5 mg/ml
pothB&ullisfdfee i S honogeni zed for 5 minutes at |ow RPMto

forma crude enulsion, and then transferred into a
[0123Yyh pr e Formbationd femg/ramaciiarelefpiingihi lnmancalburgin; 1 mg/ml

(ﬁerfbor rregEI at 9000 - 40,000 psi while recycling the
SOCHIN ¥ 8T or at least 5 cycles. The resulting system

[0128] t r ansFeFh@gidd .7 BghAFRAENtaRM APOMBIAY hun@ichlbilfin; 1 mg/ml
organi c_solvent is rapidly renoved at 40 0C, at
sodisehpsedtb@eessure (30 nm Hg) for 20-30 minutes. The

kgper si 5.4 he . hik] 4 r
057 oo PPt ts TR AR LERA far iRl Tt
metiiyil @haadén di spersion by addition of sterile water or

sal i ne, ich may_contain additional antim crobial
IOI&ELnt (s) %@{f@ﬂ& 1 EeRBmalmpc g Giggpkshugpan albumin; 1 mg/ml
bex&%‘["&l@éﬁ&li ons that can be prepared are provided bel ow

(only concentrations of paclitaxel, human al bum n, and

the antim crobial agent are provided): [0120]

Formulation 1: 5 mg/m pacgli 56 g/l human
albumn; 0.25 m ﬁ%Al\l}Iﬁi%IZ

[0127] This example demonstrates how to determine the effectiveness of the
antimicrobial agents in a composition described in Example 1.

[0128] Growth inhibition capabilities of the antimicrobial agents in the
formulations described in Example 1 are evaluated using membrane filtration techniques
and broth cultures. Approximately 50-200 colony forming units (CFU) per mL of four

standard organisms recommended by United States Pharcacopecia (USP) for preservative
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sodi um net abi sul fite [0121] Formulation 2 : 5 ng/m

paclitaxel; 56 ng/mmM human al bum n; 0.05 ng/ m
wdi2ewdte edet ate [ 0122] Fornul ation 3 : 5 ng/ RCT/US2006/033931

paclitaxel; 56 ng/m human al bumn; 0.5 ng/m

pot assi um sorbate [0123] Formulation 4 : 5 ng/n

B S S ML i

Stapflyfdcobamvennr ads WATCR; 658 Shydisoherbiti eofi (AT BAID, PLud&honas

el AT G Shm. i ey G esar o T iR tothese
ordani@AJYS, é}ﬁ&éﬁ%{ﬁi&é%{/%@q 2098 Y Hnd U BR8Pl Bse nbgBBVETATCC 27734)

enzyl al coho LE 2 [0127] This exanple
cag éh‘@%)sttfrsmde Afieninacylagien ef thertest ohganishfsetest foamelgonsfare ineubated

i~Crobi al  agen i onposi tion described in
ot b 58 S dRistal b ok ARBRE Rt HPors i i (Gpn o
iminfedi el FTEHiaP tHRl in@@@ion ahd aftbier 4 Rk aicuPabnde 3635Pe are
in Exanple 1 are eval uated using nenbrane filtration
dﬁ?@@ﬁﬁﬂques and broth cultures. Approxi mately 50-200
[0 ony f I A1 dégggt% tﬂ%foaﬁé{a%%n Eso skl Qﬁiééjtive if the
organi sns reconmmended by Unite ates arcacopect a
an{ibdSiPdpbibbagept 8 sapabid ofirefding e \préwtht o nisroofaishitie ?hei 3
each fornmul ation. These four organisns are identjfied, |,
CORPOSIEPR, ihY BOHCHERCHIMR L 08 Ingersed8 8a9ld) modhaurties extrinsic
lindt#dRCC 8739), Pseudonpbnas aerugi nosa (ATCC 9027),
and Candi da al bi cans (ATCC 1023 1). In addition to
these organisns, S. epidermdis (ATCC 12228) and S.

aureus (coagul ase negati 7734) can al so be
tested. After ino_(:ulatioﬁs%ﬁ‘]ﬁr}ﬁg1 est organi sms, test
[0F30] nul at IToRSexabpld Mehtiatrads BhprdPedRcdstituliog tivieAilsBgar-

counts for the test organismat chosen tinme points
coptgingng emplatiaes @ir@plytam%wnémmgnm.ﬂawi oRBabitipROerPEepared
1. 4 ' ' t - )o@l
B8 S 311 B SRS AL o prscce
abfenreruf stgan NBriafly; paditalel eds éfslﬁ(ﬂvédf e dhﬂorgfb@m/eﬂ;]anol (1:D) nﬁixture,
timcrobial agent is capable of retarding the grow
ang fhesolii98 s ﬁ#@%wiﬁ%wew B BLIE PP, o hgpigture was
hoglgogéﬁi%d foP 3MiduteO8k 1bHH mftg f(%ri]rpa ERHE b mbiRioA 4 aiPHES transferred into

CO

er extrinsic contam nati on.
a high pressure homogenizer. The emulsification was performed at 9000 -40,000 psi while

recycling the emulsion for at least 5 cycles. The resulting system was transferred into a
rotary evaporator, and chloroform/ethanol was rapidly removed at 40 °C, at reduced
pressure (30 mm Hg) for 20-30 minutes. The dispersion was then further lyophilized for 48
hours. The resulting cake was easily reconstituted to the original dispersion by addition of
sterile water or saline, which may contain additional antimicrobial agent(s).

[0131] Sugar was added either in the human serum albumin solution or added to the

dispersion prior to lyophilization.

[0132] Antimicrobial agents were not added in this particular experiment, but may
be added.
[0133] The following formulations were prepared:
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EXAVMPLE 3 [0130] This exanpl e denonstrates inproved

reconstitution tinme in sugarcontaining formulations of
woaal7ioezeiel and al bumi n. The conpositions wer ePOTAS2006/033931

essentially as described in U S. Pat. No. 5,439, 686

and 5,916,596, in the presence or absence of sugar.

efly, |
03] or of oF RS RATE F TR RhSRA RN G ophifestion optaned & mgm!
paeiﬂiai@d Stbomg/nt therran sunin ) Coogrdnd mannu,tbl d“ﬂlc stidpensiox tvas Blled into
8 eni zed for 5 mnutes at low RPMto forma
ehaghitaxel 38t ¥ibn transferred into a high

[0135 SSUfeFBﬁHﬁS@&HZth TERnSIBH bfibf 10036 pHERzARE cBfthfned FBsk/m]
tFQOOO -40, 000 psi ﬁﬁlﬁ%nrecycllﬁb§§%e éhu glonnfor "

padttaﬁeheﬁétmg/ndjmhms albhingny ]é)smg/mlﬁgcrggg tImsugpsnsion was filled into
1t 0 r ot gry evapor ator, and

Vlaj%‘f"ﬁﬁé?@h%?p@k %1|pe\r,ﬁ]§ rapidly removed at 40 0C, at

[o136puced poessbtic: §:3theBikidadioh Fio2{d- 136bHIliAibE SontAihed 7 mg/ml
di spersion was then further Iyophlllzed for 48 hours.

pactiexeh S$ung/m duear altwasncdmpimliserens thhe spwgniion paefilled into
v1aﬁ’§ %Q%W%Jp%gﬁ{aﬁél%b jaddition of sterile water or

con ain additional antim crobia
[0189]3 nt (s) Fofrﬁ)ﬂlﬁtl(}n SlUhersuvyeasian gedr @i lybytilizanioh kenthing® A mg/ml

serum al bum.n sol ution or added to.t dIS er si on
paglpiash; %ang[faéﬂﬁmap 9 @&%?]m%wpﬂq &F SpiPapsiopy it Glled into

vk@@%ﬁh@@@ gmka_ pig particul ar experinment, but may
added. T0133] he follow ng formulations were

[0138kpar ed FpﬁnﬂaqlorF@rTml satspension prltrh‘@ lswplezmon goptrined 7tnag/ml

pesfREh 5 B mIRAE0 UG T ReeopioR s TR By T dbo me

padlithdc® el«l\fﬁlo vi aI S vvlth 250 ng paclitaxel per VI al .
0135] Formul ation : The suspension prior

[0139bphi | | iappmhzm@@mtﬁe@f fgrmygptignsFaand; ﬁ@nsﬂtts@i igessithan 2
ml{&ﬁ{%a ‘Tg@l :?c%ﬂ%tﬂun tnlﬁgé ﬁé‘ ?é)gnﬁflﬁgg g ci[lﬁ?ts of f&%ﬂtﬁﬂs Wand 5 were

nto via axe er vi
sinhi3t 36d bétorenbisdut 81 23ninhites. Stwsamn;qarmmgw foﬂmd that 10mg/ml sugars

| yophi | j zati on cqntaj ned 7 acl i taxel
Wemmﬁﬁu%icnﬁmﬁfqﬁlg@%c%f/yrﬁ%@aﬁrsg@sﬂgﬂﬂ@ ﬁg%nac\%g@ni About
5010k ldég?ﬂ 'sﬁ%a?s?% %Ui‘rédqo %&ﬁc@&c@ﬁs‘fﬁﬁﬁcﬁf‘tﬁhe per vial.
tio

he suspension prior to
| yophilization contained 7 ng/m paclitaxel; 56 ng/n

human al bum n; 50 ng/ m [ . . The suspension was
filled into vials with SEmi)gbc‘fitaxel per vial .

[01401.38] FanxaiipR fufther degohbEAS Wivaitadidud ﬁardp@rtles of Sﬁm-
| yophi l'i zation contained 7 ng/m paclitaxel;

confgineng rachianslfalbumia femmationson was filled into v. aI s
[OIWI} h 3001"Bhe experiment, composition of paclitaxel and albumin (nab-paclitaxel)

was prepared with and without the presence of sugars as described above. Lyophilized
vials of albumin-paclitaxel were prepared containing 300 mg per vial for both the
formulations. The sugar-based formulation contained sucrose at a concentration of 90
mg/ml. The lyophilized products were subject to accelerated stability conditions at 55 °C
for up to 30 days. The percent impurity 7-epitaxol was determined in case of each of the
formulation and at zero time was approximately 0.1%. At 15 days and 30 days at 55 °C,
the level of impurity for the sugar-free formulation was found to be 0.6% and 0.8%

respectively and the level of impurity for the sugar-based formulation was found to be
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paclitaxel per vial. [0139] Lyophilized products of

formul ations 3 and 4 reconstituted in less than 2
w219 The reconstitution tinmes for |yophil Peeas2006/033931

products of formulations 1, 2 and 5 were simlar and

bet ween about 8-12 m nutes. It mas surprisingly found

0.49%9ahq ?%W{eg}ecﬁ’t}&gr Badtg o8 thod ! %159 Sy 11t119ur1ty generation in the

signi ficant rease reconsti lon tine

sugqydlalsed famnulaudxb atstsh&l0lifoshoyldie sghﬁaﬁmllmrger éxqurtlneemgmefree
f g e reconstitution time. EXAMPLE 4 [0140] This
0 %‘lﬂ Y further denonstrates advantageous properties

[09‘215 ugar ¢9BhAhét RPerasht! dpprlimateBUTI00 thosfHe Bkhi@REspension of
I n one experinent, conposition of paclitaxel

ea@lhﬁrlaubnm mmalnm@@lpptoamatylymg@mlﬁ apelifaxgls 6 mefnl of human
al tlgg ! é-xag/ 1?&8&%&%83%9&%8 fi atﬁﬁ%l%h@ﬁg s&?e% ?.ﬁlter& with a

0.T@tfaianfiRe (B0GnERV capiid). fIthé fibt@taibﬂttin ef éwhrfuhmua@mswas
The sugar - based fornulatlon cont ai,ned sucr.ose._ at
asgesied datadon the agpuniplyghugpe of méow%@ﬁ ﬁvﬁpf%%orpﬁls%ralalﬁéhrough the
r I
B B R B e R R T oliin ARCABL IS 1300 it
Whidspcdmtthe filtratidn ipresswas moméaserhbdfyonﬂ 26 Ipsi Ihdlcamh@cﬂoggmgnnlsaturation

T e PP B Hi, iy e
ﬁlt%%ﬁfty fWa8 ﬁoﬂce@ WH ) ﬁ@&u&‘@iﬁcfe%r 1 51)63@1 ﬁlt&%/a aTHls QuiHsingly

respectively and the level of inpurity for

demaystratdsdlas aﬁ/Ef ngansbaseil embma@ltam frmudatioads ﬁ%rad ghage Blily with
I es |ve Based Surnr.i sin Iomer i mpurit

iR Bt ot RS e RS SR RSB, o Pl t
Ilfe shoul d be substantlally | onger than t he
sugar-free fornulation. [0142 In anot her experinent,
apprOX|nater 1500 m of Ld3 d suspensi on of each

mul at
(01T axdf GEBER Lo RRRt Bt Rl Bl Sy G og growth
mesliecfon ﬁ&cmeﬂgamsmb jiecdse bbadventitiausi contatdinasiogh "Bhesﬁ)rmekatlorﬁs
fllt inal fil 200cn?.
cortaiped e mtAESaeRiarel BT 3 | dahOr GRRGEA o vias

[0BRfESSE d Fgﬁ‘islﬁf&réﬁ}girﬁﬁn RS Kvefg us¥@ ﬁr&‘ﬂi@ eﬁﬁerﬁﬁ&ﬁpﬁ réoh‘(Aﬂ“CC Lot
suspension filterable through the [ ter.

#920§drot #4832 3¢ 1 Sratgs ORI CEAot ﬁhSi@ﬂM}@b#%%) q t e Cab]bgcans
Al i Wa éﬁ%%%lﬁg{‘s RO Nerd s '%‘r{g? iR P Gasass2).

[01s43] ur at i QOO-@OO phélpbtdxt ¢00-0e00FeNal) of esict dﬁﬁuswgéiﬁlohﬂéted in 2ml
formul ation, substantially increased filterability wa

of fietiag bifich Kample fukesSae d 2blsds eachsample asohyplirated)| and Panl TSB s
col B SLESH 381 SIOTHAS BLRed i AR DU B5 0 arors
of mlﬁ luﬂmﬂemkmhmosgblé o), aspicnghioe dachgatpe. SArplhtad; wore incubated
aero 1ca y at QSSngarf °C in the temperature controlled incubator. The colony counts for
the test organism and the CFU/ml were determined at 0 hour, 24 hours and 48 hours post
microbial inoculation.

[0146] The formulation is scored as “Yes” (i.e., the formulation passed the test) if
the formulation shows no more than 10-fold increase in microbial growth over a 24 hour

period or a 48 hour period.
[0147] Table 1. Microbial growth at 48 hours post innoculation
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EXAMPLE 5 [0143] This exanpl e denonstrates that
-formul ati ons may serve as growh nedia for

waizer7eerggani snms i n case of adventitious cont anPQatiSeme/033931
The formul ations contained 5 ng/ M of docetaxel,
paclitaxel, and 17-AAG respectively. [0144] Four

Foﬁh fa@ﬁaga ST EAT TS W Ge ot sh T TS, fieRs | TeNTE: fibicans

94/ Lot #485823) ; Dt
C01A L P. aerugi nos
[ 0145] 100-6
h strain was
e tube (See

ot —08ftot . TATCTC
gz %é’g%& al bi cans (gTCC L Y

667/ Lg

cﬂr@@a@ 30Q0mME

Nag}) t esti nd

t #443131);
t #484882).
Umnm) of ead
bat ch_sanpl

5 (ATCC Lot

i nocul ated i

DO m (appr ox.

Table 1, eact

n 2m
N sanpl e

Nabaocetadli d

at ed) Nand 2

mM TSBNas co

ntrol .NTrypti

c SoyN

i nocul ated Wwth 10% of fhe

w/d\giddate( TSA)| pl at es wer ¢

O drops of d 10 ninsteri
for each sample. TSA pl

e di s)josabl ¢ | oopN,
at es were in¢ubated

AbsAaRé €s (4
dupllcatec

y at ZpC  IG T THg tenpgraturg contioledy
|ncubator The coI ony counts for the test organi smand

n_h 24 ool o 10
hao f"El I WY Out Z4 110U S a0

NaBORAEA

. D_i 1
I.II\, LRI Vb u\,l. bl T I IICU u.l. U TTY T,
%sqr Q\bo

Pagisuyes bi al inocul ation. [0146] The
formulation is scored as "Yes" (i.e., the formulation

[01%815 sed t %gﬁﬁéﬁ&xél rgnénlagalft'g{ear%%lﬁﬁh‘f&nﬁﬂﬁm Jf‘ba@f?cﬁ)@elj RaRout

fold increase | rowt h over a 24 hour
anﬁmrcrdﬂalmlgems 48bragane), perbidodetakd) Iﬂaiﬂopaiab]eeﬂlmmmfmﬂatmn of

do&gﬁggg{@mhl; 48 hour ,}?EOSt %Mca%l_g}ﬁ%gg%ss =

Y .
ot amprmirobish apne fir o
forfrﬁﬂméh%tfu?m.&@) Rasbittaatslidrobiat 44t alP§HoWEH GhSYRdrMal bacterial

agents Abr axahe), a -docetaxel (nanoparticle al bumn
grovh il Gufoldrover a pesénst ca%ceth?r 2 arfdurousnior af leass BioAtheatybanteyial
and

o3 SR PR BT L B -

forSdtaion ittt Q@Cgre‘ﬁvt}ﬁinhﬂﬁt@vﬂ dan (sl >f1©l-iﬁ)d iavehsedn mEciootbanism
of either 24 or 48 hours for at |least 3 of the 4

groyeh oEes 2 orAShoUESs t ested. See Table 1. This confirns

[01t45 t advey ?)'cfohé)cy&h R0 ARE difike Ofn Be %ﬁﬁf 951{&1 El%\iféar}mcrobml
W thout any growth i nhibitors can resu

suppnessivase 24 andrl haws garepsin the castlof dv erli. Zhhip lwaslr &nhmilmiswﬂh the

.Q149] iV - dg | with.200 the. ot h .
o R S0 B 5B GG o o
0.08%4 Pt bAd b D&,

rdssedo®| coli gt 1dtggedi ed with
thé addition OWEE'I%B EDTA supp%l errendt&g?l onmtso

[0158bcet ax&ilthaighhthe iferegeiag aventign bis tgendasysibeyl ipispamegieta) by way
of %El%%rﬁ ozno/0 i$ O%J)élﬁlse#’ﬁlg}glﬁ'égs%g oFclaﬁgJ df Fgf\g{ﬁﬁﬁlﬁgqg sea%)‘f)lar%nt to those

Fegol g Inven
sk1ﬁe<$ ar ﬂhbaﬁ thdl ce@di® ndedradhbndeg anaynodlﬁcatlons will be practiced. Therefore,

the description and examples should not be construed as limiting the scope of the invention.

lv')
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of illustration and exanple for purposes of clarity of
understanding, it is apparent to those skilled in the
wanbo7iodzdiocertai n m nor changes and nodi fi cat i 8as/Us200b/033931
be practiced. Therefore, the description and exanples
shoul d not be construed as Iimting the scope of the
Ci tion. CLAIMS What is clained is: 1. A conposition
—lggﬁggising a poorly water soluble pharnaceutica
agent, a carrier protein, and an anti m crobi al agent
ot her than def eroxam ne, wherein significant m crobi al
gr owhatiisclaimigdist ed in the conposition. 2. The
conposition of claiml1l, wherein the carrier proteinis
al bumi n. 3. The conposition of claim2, wherein the
1. Aﬁjoﬁlﬁositlahlc@m?hsmg hlpm)ﬂy tvate beluble@hbiynavaiittval s@dntilal carrier protein,
pharnaceutlc agent ({gg conpositiaon s, about, K 18:1
an an piggicropial pgent lhes OXFMIgP.ayhArain sigRificanimicgebial growth

1sﬁ8ﬂ§@&h§#@%o %Gﬁﬁb&es nanoparticles of the poorly
wat er solubl'e*pharnaceutical agents coated with the
carrier protein. 5. The conp03|t|on of claimi4,

erein the C r|er nis. aI e

Chburat e R s e caie pRECRas YR o of
albuntn to the poorly wat er sol ubl e pharmaceutica
agent in the conposition is about 18:1 or less. 7. The

3.¢ pasitim affclaimad, iwhereimihe rvedighticaiéo efzadyainttp sheapporly water
0Si n _have,an av e. f no greater
sob BB ECrl HE e BB bR 51 ol 7

wherein the conposition is sterile filterable. 9. The
conmposition of clainms 1, wherein the conposition is
4. Bueasrosiipnrtielainn! . sthereipths sampysifipn e@meréqea BRRoparticics of the

po&?%&?&%hﬁﬂ%?%gﬁ@\&tb&i q%n&%ﬁ%ﬁ%ﬁ{ @ Uartor ?R‘Péfﬁ 0.1

conposition o
wherein the conposition is a |lyophilized conp05|t|on
at can.be re ons uted.to an a ueous spensi on of
5. 1% SRR PI G Db TS B PR&PTIRE BIATE A CBYBR at
concentration of about 0.1 to about 20 ng/nt.ll. The

conposition of claim1, wherein the conposition is
6. $he carpasitiarofisiaien, evhatcimtheivwdightratia ofalburgin tq ke poorly water

ition.o m.1l, wherein.t |t|on IS
sof SRS S fsB it coBREHRoTapSu TP gt
conposition of any of clainms 1-12, wherein the anmount
of the antim crobial agent in the conposition is does
7. hbe comppesiion af plaiwdt, sdrerein théfm@‘%ﬁar%%ﬂntthee PRRASEONtaERan

avérﬁ SETEles BPﬁ§ greh{& ﬁafaﬁ %F&P&'OM {Lq‘lij 5. 14. The

osition a al ns wherein the
antlntcroblal agent is a chelating

8. The composition of claim 7, wherein the composition is sterile filterable.

9. The composition of claims 1, wherein the composition is an aqueous suspension of the
poorly water soluble pharmaceutical agent at a concentration of about 0.1 to about 20

mg/ml.

10. The composition of claim 1, wherein the composition is a lyophilized composition that
can be reconstituted to an aqueous suspension of the poorly water soluble pharmaceutical

agent at a concentration of about 0.1 to about 20 mg/ml.
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agent. 15. The conposition of claim 14, wherein the
chel ating agent is selected fromthe group consisting
wohowEdetsabe, citrate, pentetate, tronetham ne, PCT/US2006/033931
derivatives thereof, and m xtures thereof. 16. The
conposition of claim 15, wherein the chelating agent
conprises citrate and edentate. 17. The conposition of
claim 16, wherein the chel ating agent conprises 200 mV
11cThe edrnepasitibnEITEARim1I8 whétedn the mpmpbsitiomiscfuitalrly fafpacdnsdrals
1-12, wherein the antim crobial agent is a
adpdMEAIORt i ng agent. 19. The conposition of claim 18,
wherein the non-chel ating agent is selected fromthe
group consisting of sulfites, benzoic acid, benzyl
12aThotmhposithinorfehaimaln sthergpathalsempositon issubstagtiallydree of ,
Cand m gt ures thereof. 20. The conposition of any of
QPR 112, wherein the poorly water sol uble
pharmaceutical agent is selected fromthe group
consi sting of paclitaxel, docetaxel,ortataxel or other
13; Bhewrsmpagiiotns any of alaimsyi-42, Whereinithe ey g e astimicrobial agent
. [ | chi ci i i F fd T
in B GRo8 1 oS BB Gest ERATReReal BHECAFRA S omppgition i
adgomipeidtihtonandhdieidabln 20, wherein the poorly water
sol ubl e pharmaceutical agent is a taxane or a
derivative thereof. 22. The conposition of claim?21,
14MPRL @drﬁqésnforﬁp&%gxwﬁfn@gm@) Wikl Ein RRAL RSt o 3berR 98D Ehelating
Is paclitaxel. 23. The conposition of claim17;
ageiier ei n the poorly water sol uble pharmaceutical agent
is paclitaxel. 24. A method of treating cancer in an
i ndi vi dual conprising adm nistering to the subject an
15eTh&E3rhpRitRIMai R 1 42 wherRROSE EhQBCHRN s Releéted &M BE group
clains 1-12, wherein the poorly water soluble _
copfisiingend edetpisatitraigepent¢tatesroragthamine plaivetivesdhegef, andmixtures
th(;I'hefrrethod of claim 24, wherein the anmount of the
anti m crobi al agent in the conposition does not cause
a toxicological effect when the conposition is
adm nistered intgo an individual. 26. A nmethod of,
16p Kb eqmipasifion o SHIBST: PORFETHP FRLRNE 2gepLURIRFsTRigate and
cdshidbl e pharmaceutical agent and a carrier protein
agal nst significant mcrobial growh conprising addi ng
to the conposition an antim crobial agent other than

17(.j%£ee go%)l(gog}t{]o% ij?;la%% I%TQV%Q}ein the chelating agent comprises 200 mM citrate

and EDTA.

18. The composition of any of claims 1-12, wherein the antimicrobial agent is a non-

chelating agent.

19. The composition of claim 18, wherein the non-chelating agent is selected from the
group consisting of sulfites, benzoic acid, benzyl alcohol, chlorobutanol, paraben,

derivatives thereof, and mixtures thereof.

20. The composition of any of claims 1-12, wherein the poorly water soluble

pharmaceutical agent is selected from the group consisting of paclitaxel, docetaxel,
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that is effective to inhibit significant m crobial

growmh in the conposition. 27. A dry conposition
woanpreying a poorly water sol ubl e phar maceut i ear/us2006/033931

agent, a carrier protein, and a sugar, wherein the

conposition can be reconstituted to a stable aqueous

{ t BCHUL :
o R P OB BlpeBeine
dimemmpaintytiancyciospesse, epathileteatadiceol dnel coorbpetsstatiron
absent the sugar, wherein the concentration of sugar
in the reconstituted suspension is greater than about
215Phd W osfn oFREE TP RBEkinGRe Bbor} Rhid} dofublb YhirRbeutical agent is
conprising an antim crobial agent, wherein Significant
a tpiape oba derivptivetlieréad. i nhi bited in the conposition. 29.
The conposition of claim27, wherein the sugar is
sucrose or mannitol. 30. The conposition of claim?27,
22Whigy &nipdshnRAelHim 2akvBéremthe P lypRatkBsleblt pEainadgeithl agent is
Is paclitaxel. 31. The conposition of claim 27,
paglfetedi n the carrier protein is albumn. 32. A
conmposition conprising paclitaxel, an albumn, and a
sugar, wherein the weight ratio of the albunmin to the
23p8id ¢onapositionof akxmtl 79wherein the psorlyaweatenbdutdde pharhecautigal agent is
i.n the conposition or a reconstituted suspension
paglgaxply i ng fromthe conposition is greater than about
50 ng/m . 33. The conposition of claim32, wherein the
conmposition conprises nanoparticles conprising al bumn
24 afdngtlas ofttesating c8xter rpa indinjplusl ¢angmisofg aslndinisteri8@ tothe subject an

eff:éc?zdvevawxlneoru% Of e% Qoemgous fon a{cgorallfl%rtg %r?y of c1ois 1 —tl ?vaherein the poorly

water soluble pharmaceutical agent is an antineoplastic agent.

25. The method of claim 24, wherein the amount of the antimicrobial agent in the
composition does not cause a toxicological effect when the composition is administered

into an individual.

26. A method of preserving a composition comprising a poorly water soluble
pharmaceutical agent and a carrier protein against significant microbial growth comprising
adding to the composition an antimicrobial agent other than deferoxamine in an amount

that is effective to inhibit significant microbial growth in the composition.

27. A dry composition comprising a poorly water soluble pharmaceutical agent, a carrier
protein, and a sugar, wherein the composition can be reconstituted to a stable aqueous
suspension of the poorly water soluble pharmaceutical agent, and wherein the time of
reconstitution of the composition is less than that for the composition absent the sugar,
wherein the concentration of sugar in the reconstituted suspension is greater than about 50

mg/ml.
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28. The composition of claim 27, further comprising an antimicrobial agent, wherein

significant microbial growth is inhibited in the composition.

29. The composition of claim 27, wherein the sugar is sucrose or mannitol.

30. The composition of claim 27, wherein the poorly water soluble pharmaceutical agent is

paclitaxel.

31. The composition of claim 27, wherein the carrier protein is albumin.

32. A composition comprising paclitaxel, an albumin, and a sugar, wherein the weight ratio
of the albumin to the paclitaxel is about 9:1 or less, and wherein the sugar in the
composition or a reconstituted suspension resulting from the composition is greater than

about 50 mg/ml.

33. The composition of claim 32, wherein the composition comprises nanoparticles

comprising albumin and paclitaxel.

34. The composition of claims 32 or 33, wherein the sugar is sucrose or mannitol.

49



