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ompetitively binding to EGFR Hel nbrook et al., in

and@s@ha@aal cancess. 68I0c9RS fo dxp:‘l@llt tedEGFR system for anti-tumor therapy have

generally involved the use of monoclonal antibodies against the EGFR. In addition, studies



use of EGF fused to a Pseudononas speci es-derived
endotoxin for the treatnent of bladder cancer. Brown

we@Rooas9296 n U. S. Patent 5,859,018, disclose a Per/osm06/006167
for treating diseases characterized by cellular
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PNAS, "vol, 100(22):12917-12922 and Bertol i n|

et al. Cancer Res, 63(15) 4342- 4346, (2003)). It
[ I chenot herapeutic drugs
Ch&ﬁ‘m P%, ﬁ]‘c. 1\’?9& gtﬂﬁlms% V\%té

exert S Or ({"her sonme are better

[00K7)i t ed fRHopI:BLthiigrfo@@i AEtsvidvedanedrhes ﬁrequeh'ﬁ%/ efehiae MeESsingle or
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muligp rapsHe genisakilhganser eshls et bemrinesy Susgsitaoeat distant

S R0 S IR BSOS s
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and ¥&¥dr&tide effedtsyinor nodel s, and al so inhibits
angi ogenesi s when used at very | ow doses (G ant et

[0018]. | | ntNew studien é‘@gesgb@ﬁ)‘letrmlpgmn@thmpusthe low-dose and

oo B} BB AR Bl U BSOS B B S

activitetyendofialiabéetls in thRen@of L 3scineed URIner BPSLNnisA st have
i n_an aquequs nedi um can be seriously inpaired if
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consequently requirfes premedication of In Tvi dual
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NevBR e SR bbb ey BPo Dt ot AT i Yo B angtome of the
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anti angi ogeni c activity of paclitaxel, suggesting that
this agent or other anticancer drugs fornulated in

w@e@aoghor (r) EL may need to be used at nuch hP@ies2006/006167
doses than anticipated to achieve effective

met ronom ¢, chenot herapy (Ng et al., Cancer Res.,
Ch@‘&"ﬁ‘??[“@‘&‘“’(%)) As such, the advantage of the
[ook@Cck of png %ﬁdef AR k%eﬁ Lsﬁj(ﬁzvrﬁoflﬁa% $iARRAR ﬁﬁﬁgoﬁﬁ’h&ﬁ and anticancer
| ow- dose paclitaxel regines vs. conventional
effeckeinuihe refpytom yvirencangar end bedshowsewcellew athltSmOPa(ttB’mﬂy ina
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Taxol PfiagHiE STqURONROT @rsé’iq@p‘lf?@rﬂ(l? yrugr Thaperserge G regenkpr” in this
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Agadivderians Tas3e6l7 (198Mp pad umenh@meissret dit V1 Cii. r@col. 8:1263-68
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oIt T S Do T RS WAL FPht SBp BT B P trues
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Seel?é?ﬁ)Vaq PatentRipty ANa- 2Av4V14 V0¥ #4486y nul ati ons e. g.
in the case of nanoparticle al bum n-bound paclitaxel
(AbraxaneTM showed inprovenents in safety and
Abezix‘ameaas/ a @remophei? E3 ufrt@nfdsoyiarticketalih vmingbound paclltaxel

nt er part Sh nes et. al San Ant oni o
0038 BB Bt O RIORRE ShowE sigpicapIRProan TR Gty and
efﬁégbyaéﬁ@orﬁia&@ﬂ@ ham Jaa Wlﬂlephxbfé(bmsﬂ(yt RO, EKBRTEQ\IC@%@[@ 2004)

acl it axel toa bum n y con‘promsmg al umn
ancgag@cavxglp@]g Wlﬂramgtlg@tatlc b]reasttch@ceg (B Shaaglessor et@h, San Antonio Breast

Caffe S ERE ot KR8 2 PEES APk B iRl ugcpis igence of

surfkta@l (ela, @r&ﬁoplﬂhﬁ@‘bh 'Dw%eﬁ%EO BEDM Bdxed? ST Hlotdrb® respectively)
aut um,crocus, Col chicum autumal e, and the African

in Abtpxgsiengand/pypretaretiabulizatipe phan albmin- baaeéﬂranwéfrm@‘dlamsm

dat
v BSORESLORE B il A ROLIFRINE s (06 L dat on
EORﬂmNe:ﬁ-Aazn@Razwnb &i adzﬁtlctrotbaih csmmobm@anﬁﬂe;eeesﬁ isathaed been

Phﬁ_a{)n Sci 197 394-397). Col chicine
Shwgl tPH’HB'@%Wl i thepinding of pagh ><§ i, albysmig p%smbéy pijeqtpg albumin

baskd Hgﬁs‘gongﬂe%tef {la'EOl?‘fé el ARiCpoioghy. ¢ cell's, which

acts spl nd ol son
[0021] IDN5109 (Oﬂataxel) 1s a new taxane, currently in phase II, selected for its

lack of cross-resistance in tumor cell lines expressing the multidrug resistant phenotype



and bl ocks the kinesis. Its effect on the mtotic

spindle is thought to represent a special case of its
we@bdoense9dn vari ous organi zed, |abile, fibrillBeT/US2006/006167

systens concerned with structure and novenment. [0023]
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P/z&#n%ﬁ’bﬁtzt)(‘m a3nd 6@@90%‘?&8 1’@%}&@pﬁ3]§c1@}n dpANB 1801, Js ent-E;‘ Fotmulated
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in th13 swictant Feean 8O (sapeashicts agi Tagatera]) k Rlepions! afisdr factants from
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(A 8%t B4 kRAweR BRBbY embR9 ?Ifls]afétﬂl aﬂ@éfﬂ%@@ﬁo‘ﬁ&lﬂﬁ% §LhPatctant containing

nanopartlcle conpositions of a taxane (such

cougiesparis{ Codhaghprsey ptalx Spn @AmmgmwanmaSmposmm Abstract
#1 ﬁZ Erazég@t l’IyWée? axo%)e(slrtrgoltl%y 1131111%}23 h%tbhe 11&%8{3 % taxane paclitaxel,

to dlbnioy pebsibl ammmmn@ albimsabaky dﬂtgdrargf)&*t GRCHe ghEW0R8dptor on
Conbi nati on chenpt her ap i ni ng one or nore

miGEATEA REAUBH PO GASERISE S0 R RGN Ad 10200k at mont

[00220:, C offRl ﬂitﬂ&ngpﬁctﬁﬁgg@lc Chlg{}l% n@fn@ﬁ rl? é alkal%nd of Er]he
r adi atl on Oor surgery a era py, een r1oun

auttuon peocoy re/hicor asfualnald) amnd tiedgfriean dgﬁbhhg hly, Gloriosa superba,

wag g%gg%’gﬁ?fg&;gé %%ﬂ?@%lg i0 g}e\é@?l%%qlg? gﬁ%gltlgla%tpeq%%tsgmure was
ﬁn%& te ROHY/ ﬁ-Q&- Shies thda nfiHBer Motal é%%s@@@%g%au etal., J

7986: W05/ 117978; and W05/ 000
Phawoétd 8@189 67 ETRAUSITY 6L 0l0BLAR is (Ho0gh]to We reniédticgmisone

for roI t|v eases, .especially. .
par AR Pl Bl E0 B myTrRit i e sefREESE ahindie poson
and®bibllisclad kinggs. Pa&fEsth on tiRAhROfic SRRl1E 6AthbesHE t@RfPresent a special
publ i shed patent applications referred to herein are

case af Bh§iTackcdt Yasions ereaniged; labils, fibeflar sitems doncarhed with structure

anderHB\'/ern?etn . BRIEF SUMVARY OF THE | NVENTI ON [ 0029] The
present i nvention provides nethods for the treatnent

[0023] pr ol i Tigbedlehieine dirB@ADRE 49U eus 38leCRACET its a-Ehelty 1n human
inve t| on provides conbi nati on therapy

oV RE R0 1o GHONP EFBIE D SN IPeiESRs AC IR TSNS AMEH FOP. This
effdcP RS fe‘f’a{t&gtoa&uaﬁmebﬁa?ﬁs d{](\?/ffg ‘-}%’T% ItlE}Qﬂe actlv% %n X%nca

adm ni stering to an in aﬁe ective a
alkzloile Apds idpotsnmeasp A igiibigory re&hcciphffeneml femeamptdtisdcitg (Raspaglio,

xane such as 1 nd a carrier protein
Blof%fgﬁ“ féa”g??f?]ﬂgjp&g#d%f %Qogbécond t herapy, such as
[00g4ye Dt helk BRybech 3Rt thaihAnBEAAPM coRPbEBbYs o] taxane (such as
conmbi nations thereof. In another asSpect, there are

albypihoged PrtiaEY éA@TaXmﬁW))lll@V@ﬁﬂEW@C@tﬁl}a]nwer trdkiiaitichthin ather
taxefn%gﬂfeg‘ T%}ioq(n ﬁﬁ: Mdtg 2%k grP 18 &{nl(‘rjl(}:/greni)gcﬁ,:vl% C[S)F](?? éqahoth safety and

suc | taxe
effi¢gych as al bum n) based on a netronom c dosing regine.
%5030 In sonme enbhodi nents, the invention provides a
[0023t hod o@%‘?%‘“ﬂ%ﬂlealoﬂbﬁir@im £&n &PMPpEIAE ng@me@ﬁélhmaﬁlerapeutw

agefﬂ"él ¢ Bfhkr Bdd b tRdiniL g U@g 9(9%511%' 8¢ eﬁ%lgl GLE5E gy y Qith

radlatlon or surgery and chemotherapy, have been found to be more successful than single
agent chemotherapeutics or individual modes of treatment respectively.

[0026] Other references include U.S. Pub. No. 2006/0013819; U.S. Pub. No.
2006/0003931; W0O05/117986; W005/117978; and WO05/000900.



i ndi vidual a) an effective anount of a conposition
conprising nanoparticles conprising a taxane and a

W@ 2006/0829pr ot ei n (such as al bum n), and b) an eE¢T/E8100¥E6167
amount of at | east one other chenotherapeutic agent.

sone odi.nents, the invention. praovides a nethod
10081 °0r eabteh TS FiopareRts EPRIGEALE Qs speeane gfncer, are
neddBd.an i ndi vidual conprising admnistering to the
i ndi vidual a) an effective anount of a conposition
[0028hpr i si hle disgiopues ofcAllgmblicainms) wtergs, patecht sppliektiandndn

| bum n (such as Abr.axane and b) an effective.
ot Bt i CRRERR VS tein £ Db areapRautiog higiaiy reference
in théir sgretyenbodi nents, the chenot herapeutic agent is
any of (and in sonme enbodi nents selected fromthe
group consisting of) antinetabolites (including
nucl eosi de anaéﬁg§as R at, ibRupr-based .age al kyl ati ng
agents, tyro & K i brtors, —atrttiracycl i ne
[0eaf]i bi ot Tispresdnn asealidd Plotles Bleioda $QTRe troftiRhi M Foliferative
. macrol j des, and _topoisonerase inhibitors. In sone
diseaipuilic rdheancey, hheaREFRioR P aipdestqombingiontthsrapymethods of treating
[ u - ' 11. 1In
R S
adnmarstpmgtto eh esliidhad an effeftreraptbund oS cSMPGMIAT EdnGhriing

co%$0fitionﬂ. and t he cgﬁnnth.rapﬁutic agent are
nangRRHFIFics PUPRIEIng P RHPPS RIGk &Y RachipeH apd afattise paojsie (such as
albGRI @8d b) HEecBhd tHrFHPAIALS cEAIRAS abY I diatibi) t}%%ﬁ,esurgery, or

enbodi nents, the nanoparticle conpoSition an
congiiettivng dreagrdu it encilggsraspest, dh@e WO 120080 88HAMs of administering to an

. 6/ 006167 adm ni stered sequentially, i.e., .
indiERlal PR @ BT PP B AnLe a/eiihel e pectitaxe)
andpy dadifiertpRoteld (s@dH RraltuiginRBaEe of tarAétHdNAE AbH8s regime.
chenot her apeuti ¢ agent. In sone enbodi nents, the
(0038 ni stingemssrdrodipents dminsentics nrovidapoictiodref aetindve
> hC re. e rent. .i.e .. the.
prof R ARCAR 2R B R CPisie Siniplsliinegn ne
indivithhat fatn edfectiVvecamone Wbt Remppstitn Coragedite AMRphAR]MicbRprising a
each other. In sagnme_enbodi nents, the adninistration

taxapie apﬂ @ CARISE Bg}t@lp&t@h@é ﬁﬁ)&g}i]@), awl Bhan ¢fifgetive amount of at least one
oth&REERLARIARA iéén@glgl%gnﬁreﬁ%ﬁﬂﬁ%ﬂg Q%é ﬁ%@ﬁt%’oni@%vides a method of
0] e a r 1on O

exanple, in sore e Iments, t mnrs
treatihg aparldprativé disense snpb sk tarwar)iis an trefividnaitoethphiefngraéntifietering
h [.C.. i 1 ni st. L
to (G BRI EE SR AP e oD ChpriSing Batoparicles
conPheiptfackaRe whil &n aBRMRiin (sich a8 KbpALREHElRNS hR€fective amount of
nanoparticle conposition is admnistéered. '[0032] In
at legglaneeiss sherathsrapewii ddents tintshimezpypotibments thechemotherapeutic

o 08 BT L 08 oBi
antioetavelies fhtlyding\tatcleatiie aneay), fliendni-8aRAABBNts, alkylating agents,

~AbraxaneTM .In addition, the fjrst thera§¥ taxane is
tyroging dmase, ibhiierse guihirayelingmbipiatics.cliecalidaiisnpigtaasame inhibitors,

I ' / X ' S, Pate .
mad O, S AR R B0 57 TR B SiRensp Bl Gt pguherapeui
agewinot phtinampestd agdnersach ss qailopilaid a met hod of treating

% roliferative i sease (such as cancer) in an .
OBk v; dJA FORB AP dimegis, fheomnosition emppying dapenasiicies (also
refeﬁ@(ﬂ"t@étsg_tnﬁﬁéﬂégtiélé’ c&rﬂ?o%it%ﬂ”z bl cﬁeﬁ%ﬂé&?’eﬁﬂi@ ent are administered
cles axane” and a

~ conprising nanopart onprising a
simgltanepesty, grteren the swrercoagposition i i) separate Eymposit@menth some

t her apy .conpri sj. s .
embogﬁnen%f the 1%opa&1&% composition and the chemotherapeutic agent are




radi ation therapy, surgery, or conbinations thereof.

In sone enbodi nents, there is provided a nethod of
WO e@ansngo a proliferative disease (such as cane€r/ysions/006167

an individual conprising a) a first therapy

conpri sin dm ni st rin to.the indiyvidual a
ASE] ORI b1 GF G ReHiIRP STEPSEO IS AgTRRtargd cither prior to
or 4TRE tid AGhisBRGLPGF Bt BRI RN EEHGH 3% e ﬁbrlﬂ)éé}ﬂﬁ y}@oodﬂ{é%s the

b) a second therapy conprising radiationt
adnginisiatign obihe pendrianzale eprspesigrmenid. the nhemmhaapeuuc agent are
corfRE LB s PR O SE BB sk oSOt of
chelnivts@ameuebRget TR Bl g witheadh dthdr. th §6Iﬁ9¥m’b§dlﬁ%fs' 8 @Hfinistration

1grlor to the second therapy. In sone enbodi nents, the
of the pagopapfislagnmpasitiosyarddhe @imnqlﬁqrmeuﬂh @ggw@orbn-concurrent. For
exatnpﬁé qgéoengg grgl%é%l]mlse ’[Saﬁl%tala lnlgtszﬁlg %hlg%ﬂgﬁanlcg composmon is
tenpmatadfbefcab ﬂwa:lﬂmdme@e(lﬁu edendf aaﬁnﬁ@fe)eda 16Q6RkE réﬁibb@iﬂnents the

a first therapy conprising

thera g sin
ARSI MAIANL R KR B A
corgRiioRtik RemBisteeenot herapeuti ¢ agent and radiation or
conbi nations thereof. The conbination therapy my be
[063PH ni st brsothd emtzndymerts gdhe first éteyapyftavayss satoRpaatcle albumin

bofnﬁg)%eg%%%l &%ﬁgg%ilf%uoe%}aﬁg usﬂéé" Béﬁ%{%g@%%@ i(gﬁq t%g{i] tcénglglermally
avafeblendddriRE BRYenkfhe WRrZORAEM0 88206 1 gﬁllésfﬁrgtotﬁélg t&4neisalso

although it is preferred that the first thera

congigggsdita b @a@mﬁm@lbu@lrabnnnmdgp@twe@ desaribed fartexamipld in U.S.
S ond therapy can include
Pl Agjp%ggtﬁ&glﬁjeb%m%? 0@2@??@6 agent. [00351 The
[0§83¢sent  Innanetter @ipeaﬂ ﬂ&r@fsQ)\td)\ﬁi@&l IBltHAVTCatikes ﬁ%ﬁfera’uve

reginmes. In sone enbodiments, there is provided

dlseﬁﬂé? (F9eh &% cangs) M & éxdm@uaé COBRTEEE £) A mpysqongmsmg
a

o BARRRAE ) R B St R R Ao R b S orpisos o
tax anerand Si cai e prostemc(mdm astaﬁmﬁdnp‘ﬁﬁdl bpa pioh@® thepdpyadonipeRfile

d E ﬂ? nth, wherein t j nterval between each
radighin LY af EHY: & GRHRANOE HigFrofh Butomee sielaadimenig, there is
Waed &bt di 4R8Ok prd]
pma bout 0.25%to arkl)“?)u%3 ' ﬁéﬁﬁf @%%a%é %C?r%%b%ﬁglg rlgtgfé g{h(]:l%lgtéal
confraising) adirst therapy melad;mgl @d;mmystd:rﬁm toehe indivddunt a composition
od| nts,. there |s
con R TR R ig b B S bR e g esgeascAlepane™), and
b) aCkoq{d thtagy Pae mﬁmhﬁg eldiARe tAdtapRlsBiRty) of 8446Pn@Gons thereof. In
Abr axaneTM , erein the nanopartlcle conposition is
somg i hadaners dhosespnd alefzﬁ@m1btadmtloatth¢raamIn@nmermrhold;ments the
By kil NSRS e TR ELA G B
secqrictherpyx eln Mneea@lbbcﬁdﬂmml thé Ak ltl@ﬂegjysls abeidll 08t 28%0thd @cond
h about 25% of its maxi num tol erated dose followi ng a
thergp¥di ti onal dosing regime. In some enbodi nents, the
e of ( ,
003Fe of 1RobEARE (UGS AR LRNE iR oy hevin
a profifetfive Zl%eag%ﬁuod%s (faﬁ’c;er}s%:orﬁ%laﬁ% thﬁﬁépy t0fprisihg %first therapy
1296130 14% 15% 18963@96229624 FS@bof t he maxi mum
conpliplbe R B e 454 8 249 odhc gioBD RARBPIELC o
cheﬁ@ﬂil@ﬁ%bﬁthﬁgehﬁalﬁﬂ@ﬂﬂt@ﬁ 8f &shiGhat cﬁﬁstﬁer@@plﬁt e c@ﬂ%nﬁftloh Xherapy
3X, 4x, 5x, 6x, 7x (i.e., daily) a meek
mayebpoaﬁmlﬁ@tﬁrgi 1n*@11§ off atverigtalof ways such as sequentially or snnultaneously,

and if sequential, the taxane may be administered before or after the second therapy

10



bet ween each adm ni stration are | ess than about any of
7 days, 6 days, 5 days, 4 days, 3 days, 2 days, and 1
wa@l2006/0812960ne enbodi nents, the nanoparticl e coP@QDES100€©006167
is admnistered over a period of at |east about any
of 2.3, 4, 5.6, 7 9, 10, 11, 12, 18, 24, .30 and
althoreb i it B@?e”[egdé%tfh? ﬁfsg ieEPy SRBM TSP g ds %dm%llstefed first. T
wilPA19Y b@sh st Rt Mackne fsec%qglu{al S}yedanNiclfde HOFPRSH bhON
conmpri sing nanoparticles conprising a taxane and a
dwgmﬂﬁn@mup¢ag%nn (such as al bum n), wherein the taxane
adm tered,over east . one nont
O e T8t G B RGYB5 aftoonfii wPRRy FRmAS T some
embudimeite, th&idls flaeitedd MEBKI oPdtEniNRESRIH Joﬁﬁ)osﬁll@ﬁ Qof r1s1ng
the taxane at  each adm ni stration is about 0.25 ny
nanppargiples cOIRBristpg APaxapp arbuearrienprotimtmek as alh@mm)J wherem the
rin sition
na o B B e 0P B SRR PPy g the
inteadd) beiweeh &w@hacﬁﬁlnﬁhﬁﬁdraﬂeﬂ‘&manﬁblﬁa‘tﬁ)ﬂf 5 W@EL, apf &Rtdin the dose of
(such as albumn), wherein the paclitaxel is

taxang it Arcd miRISEYEen is abeiGoep Y to altouf aaib(of ismeaxppHEHolerated dose

t
foll\ﬁ‘@ﬁ{egei tﬁ%\&lnha ég?ﬁﬁé’ V\éelﬁg Yﬁes%gn V\ﬂ*lgl?oeﬁglg%x% A& ggge f:)l%rx}ldt a étqgethod of
adntinjstmiag atcoaqxolmtlad rbmipsiting houpaitéc] estouiprBingaoiitar®l 4hd an

abou 6/ 089290 PCT/ US20Q06/ 006167 /ne..
oD RS S et b VTR o daTOR e CRBROHROT s da I ered over
a pdRsl dftafle@bt onb MorfH 6Wﬁér&n RN SEMech %Ech administration is no more
admnistration is less than about any of 2, 3, 4, 5
thargabopt agveel, andovherdin theodose®f pacjzt@xej_ 5t catB admmlst@m,onamabout 0.25%

the n ar ti
to aB3yrBoNBrixd B, SHORR TBRE Faio b LRRRBHA G meimg,
som@embbdiméits, thX dofaf tﬂé(taﬁﬁne%uch%l pa¥litaRelVRR kxarhPle XM Bxane ™)
enbodlnents the interval s between each adm nistration

per ginigedion hsaWSSa%l@mab%;anbpf Yol ds 3%6 47d aYs 6% Tdayis, Wo, 10%,
d d nt
11/5’31&5/% al% (ﬁgﬁ% Cl%&'%% 2B gé% o, &‘(}2530}3%? hee;}g%m'al\l?r%}togeﬁrated

dosﬁefn smhd)éml@ddul;eﬂls,ts thagﬁmipggh:}'e %Ifrré%osnfon 1ﬁ adﬁitncl)%%re& at %ast about
11, 1 1 4 an nont hs 7] The
an i Rolts 351 HiE: Bt Fofe Ganertl yh suhp Frsbdiments, the ntervals

bet AR ALK bl Qhiith afe 1:SOARO S Fuk 9B Sgﬂg{l ¥s5b H9¥s 5 days 4 days, 3

nanopartl cles conprising a taxane a car
dayprlodegsrendl Indago e somrisodiodiermnss, thehennpartipla It:bmpbﬁtlon is

AL = PERAY Gh S LAIRY S0 Corie dohBoch S, 1 Ad: 18. 24,

30 A6 theaxgs./ al bum n nanoparticl es have an average
di ameter of no greater than about 200 nm In sone

[083¢bodi neltsgmet od'pm@nta: tlexe i/ rapbided A nredimsipafradindhistering a

con{;b E‘iﬁgc tcéﬁn?ﬂ&bg sI C%l F}%IS{ (S5 8§‘§ Caﬁ\gazﬁ?%%%p?[r%tﬁ?ls@m’h as

albunhia), wetiegdih theaﬁakﬂldlfs aﬂl’ﬁﬁnaéﬂédl aivéer 4 Iﬁbrﬁﬁc‘df iat R%&one infbrith 8vherein
onp03|t|on is about 18:1 or |ess, such as about 9:1
the gyteryaldhstween egphadmimuring it 20 moraibap alkqut e ayesk, ans wherein the

dosé:e 8 ot ?t %'bﬁ lAH}nﬂlm‘&:ﬂloﬁqyﬁao‘% THogI IBAPS, al&ﬁ(? 23 o m’. In some
|taxe al'bum n nanopart1cl es have an-ave

em‘tnbldmmttﬁ rtharé isrmogrdedbemet}hdtbmf adliyoiitste?iff ammn@mitlbiil eomprising
acI|taer/aIbun1 osition js substantially free

nangRHFIeS O PITEEE BRCLHel e Al Oy adRRes AreRBhorgnd A G

plot%&r(@u&l'ﬂé%tﬂﬁl% Swhér«lﬂﬁ tlﬂa'aﬁ'{chfa%élell @B d R BOL R tddc(lfpagleast
have an average dianeter of no greater than about

one memtlardherdin tpaimtaryaloetwdes esduadeninisirationlsoonhore tiithahout a week,

and wherein the dose of the taxane at each administration is about 0.25 mg/m” to about 25
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conmbi nati ons of the above characteristics are al so
contenplated. In sone enbodi nents, the nanoparticle

W@ 0vp08d200 on i s AbraxaneTM Nanoparticl e conmpoRCT/US2986/006167
conpri sing ot her taxanes (such as docet axel and

L axel.) ne or re of .t above
g B el tistonit s5eiRe nE B WS B agyierd Gngrample
Abﬁdmadwﬁgﬁ‘sadﬁ{mkﬁ@acﬁf1@%&@%11&1&1&‘166&%19%% Bl4 BEEOMR 9. 10, 11, 12, 13,

apparent fromthe sybsequent detail ed descri ption an

14’t1I§e1 %&Qe%@ﬂd bangfsy’. [ sinee epbodimeniadide Qamnmrttdh@tompms;tlon 1s

oper h
B TR RN —
emb)ctdilﬁénte,rthé dité@ﬁk%eﬁffeeilfb@clpﬁ(ﬁﬁlﬁmratlﬂf{ @@tlbééﬂhar%oﬁfz any of 7 days, 6

| PTION OF FI GURES [0039] Figure I A shows th
daYéfé » Hlaysgp daps 2¢lays.a0d ddlayi én parpg elahgqhmggtse@psnanopartwle

conEﬂt%Hfo e%l %P %i%d tobgl a;FJn%ﬁtof Q{ le labQLQt %%éﬁ“ﬁ”i{‘ 5.6 7h §> 9,10,

rol1feration. Shows ™t
11,éf2fb%;124p302&313@ﬂ16nﬂm endot hel i al ceI I tube for mat i on.

@:%vo 2006/ 08 290 %/ US2006/ 006167 [0040] Figure 2
0% Bws t heyEe dpvegtion gensial 1Wmm186|aéw@arat@a§é a

I
B A A o Y0 5 U

emlqmﬂsl)ts,l the parqppheﬂatompqmmnmbnﬁaﬂsbﬂ wahopartielek nompsging paclitaxel
untreate

scal at | ng. dos of ABJ.- 007, ,
ance ) FRGRA"  AFhn SRR i iAo S e Aoy Bl ghave an
avef@p@dian®ter of JodtdtbCRh hbout POFn@. AR sdmdiefibelfdntd ﬁ%m
the untreated control. [0041] Figures 3A and 3B show
paC%lwéeléerﬂplé@t@a@pp%Bph@empaﬁaommbsta@teailyu free (sechrasrfe) of surfactant

(s R B Qo R A e G 468 bl pacitaxe

in thmmmﬁdnﬂlcejf it ebdig 18f1 ABkssOQIEhas ﬁbc'ﬁg@gi otiised hIh@o?le embodiments,
nmet ronpom ¢ or. MID regines on the body wei ght o
the psAlt ?Eﬂscfaﬁeé)mgh@bweal Ipysome grmbodpeeiis, tep IRclipxal dleumin
l,s. of
raobPAL: ELU A S AD PRI ISP,

pachexélEti@mmain d@lmm»dltuoh isviddhs B ABAfrécdHisgch dArecdodsiRERtant (such as
after treatnent with

Cregonfy) 4&@7@%&%‘?&&%}1@%@ %5}%@&55@% AesQparticées have an average

dlarH@t%f atgla@h@h aﬁot% Z@g/n!frganthe Baclfik i cdﬁ?etdrvﬁklﬁ%bﬁmm Other
ABI - 007 3, 6, 0 nmg/ kg, respective
corrri:)an@@pns of thmabomha@@?ensggﬂf e abea;nnteﬁ@latai In some embodlments

ni fi cant chinf f rom sal i ne/ al bum
the GutBarisFenost s drgies CanFipPtoy el ey et Forapidipe other
taxdne® (u€li endieeixcEndv@hitaded EONIEOtompRR/ABL oFhEWE Bf t%é\ above
shows intratunoral mcrovessel density of NDA-MB-2
chapagleristigsd PC3 (0) xenografts treated with A,

i ne/ : . :
[O(%e%) r ono?niﬁ}g_Jlg ax o?tﬁir %@&? Eln%dlﬁ%%gg;%{fﬁ%:pl ege T PSEHeR will
becdBt afidirerB from tl&rsdbéﬁ@lua@/cﬂemled desp@tbn Wed the afperE®claims. It is to
mean SE. Figure 5B and

XOI; \}ﬂ,] MID ABI - 007 BE?
WIS \ghe it RS 5P Phtll SN BaEEHFSioRTievaiey ambodiments described

et o o i e A

5C) tunor-bearing
BRIEF DESCRIPTION OF FIGURES

[0039] Figure 1A shows the effect of ABI-007 on rat aortic ring angiogenesis.

Figure 1B shows the effect of ABI-007 on human endothelial cell proliferation. Figure 1C

shows the effect of ABI-007 on endothelial cell tube formation.
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SCID mice. [0044] Figure 6 shows the effects of
ABI - 007 or Taxol used in nmetronomc or MID regines on
whamsosf20br obl ast growt h factor (bFGF)-i nducedPCT/US2006/006167
angi ogenesis in matrigel plugs |nJected
bcut aneous]y. i nt

[ooiﬁe at meRETe? Shayy tﬁﬁtglgtgpag}&ﬁ? %1 B%lrr%l%holggl 1" dose of ABI-007

for E@¥nbRYc dsin A%ESHOGMPHE heliandlb oﬂv1§b1€@irl§@latu% eddotlaglid! frogenitors
met ronom ¢ - , 6, and 10 ng/ kg, respectively:
(CERS) ilF®iphexad blood, of ipED/ABnicgay respserty §egalatimgidasased ABI-007.

nel e ks ST A SR SRS s B
S1gn§?ﬂctaﬁﬂ9@ e 05t ) Miffedenpfromaie tAapaIECiantioh  conbi nati on
h Abr axaneTM on vascul ar snoot h niuacl e c

[0065,/]t ot ox Féﬁumﬁ I gnd 8B shem tlesgeBRptsafaMA-RY it Fﬁ”@i Hidi tim

| s
mer R A Bl oS PR AS L EATORERE, PR B0 Bt sper
bearfigBT® Biceh PigureheC ayd 8Dckow the tffedts gf ABI-08DandPam}csel in

in conmbination with xanelM n
metRRPEIG I Laisailgresan %Ag%% Wflébh@ﬂé)ﬁﬁ%%%é%@a%ﬁ d,‘éé (b)
tumg’&.blgé%gglsgj Bqltucgl ty of nab-17-AAG in conbination with

rax &/I in a H358 human | ung carcinoma xenogr aft

[00dDpel . DiFuatd D 2DESBRh&TIcOMGRF 1T HE 16 UENTIIENE Foodging

e S e LRy 2R R TR BENRY PSP RSB B rcs

(F1ga¢m Rl R ESNS OfD RABO R et in@sht GO sﬁhﬂ;ﬂ alduin@¥ B)€remophor
a carrier protein (such as al buni n)

EL @mﬁ]Oh K5 miasronaimih Taxad ée%ma/lqgh@s EledsEbéﬁetE@Oﬂ’é%l A&LQA 3, 6, and
10 %g{ggﬁg%{ggtéveg&@ ﬁ%%){ooﬁ] df M O%Aﬁf%ﬁW Oﬁgrsoﬁllggﬁ + S_Fh o

't agen i natirons ther eof
SighiAvA#kI(pR (B@S)Oilﬂlé&m flem sapididtsmof velidle onurilc® Sizaifapytly (p <
004)0049 The present invention involves the discovery

afifermpfeora henprhes ELt whidlg codifder i or anti - t unor
[O(ﬁgin VIt g Aeﬁl%%gr%t}ﬁéﬁlgfaﬁ )ﬁl%ges%él%nﬁw SEUHA-SA20€E (m)

nste Inattron wth other therapeutic
and MA39®) aaclppaftd trexaddneith Al;rmiaie!aﬂbwmnaBdemmbsBLbenm@eﬁ

t t t
et RO S A1 V)t B 1 B4 S TR SE s Lot Deks
resp%\g - & rM?f) "Pa&‘btl @'I rM‘T@WBP-OD‘V Ch&S, SMER S Figure 5B and 5C

aneT bel'i eve that conbinati on chenot her apy
showi thmcmhlqmmm1ntratgnmmimgxotvp@ﬁ15de(n§1§]5 pndythe number of viable

cof S RARET ) FRYELS 35, 6 B 0 20 sopagge

scrmapeRarticl e conposition (such as AbraxaneTM in
conmbination with radiation is also believed to

(00 o of g oA e ST RHAISHOBT o1k ol bR Fpic o
MTP@%%{%@%S& | al—lglﬁsmol{ilgsﬁ WF}?{’EH éﬁ)ll“%r*ﬁ gfrilﬁc'}%géri tﬁ)%l%?%enesm in matrigel

plu@lﬁ]w&dtsulﬁn‘utm&tmhy aso Al focke eT Bhib/adheree.u ?.’m}itmmts A,

conbi nation with other chenotherape 0
Salig BB H AP Els SR o dE oM &l B Tkep Dy Fend F.

1net?&1o¥rﬁ5 )&Bﬁf gesc i Y1 BshoANerLpIRIvERE GIRITS! fI%fa@ll &S MIfD ABI-007.
ur gery, iation treatment, and chem)theraE in the
Mah rgehmpémte(bﬁntpom LAGH GbFGE) &hm@h@elegswpoago aprerpean £SE.
[0045} Figure 7A and Figure 7B show the cytotoxic activity of nab-rapamycin in
combination with Abraxane™ on vascular smooth muscle cells. Cytotoxicity was
evaluated by staining with ethidium homodimer-1 (Fig. 7A) or by staining with calcein

(Fig. 7B).
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[ 0050] The present invention in one its enbodinents is
the use of a first therapy conprising a taxane, such

w@go00sosas@neTM in conbination with a second tPET/ER3006/006167
such as anot her chenot herapeutic agent or agents,

iation, or the ljke for. treatin roliferative
[Oéﬁgeasengﬂﬁﬁgg@“@éh%@Fmo*ﬁémpvﬂﬁP?¥ﬁbﬁﬁﬂﬁy@8ﬁ%FW@P%@UWJW“h
Ab%é&m%?nﬁamﬁ%%%owﬁéaﬁﬁﬂorﬁé‘%&graﬁ%&' stered to a

aving the proliferative sequentially, or they
[0e4h be cBigadr? sliostséhedytommtt astierty afinabai 536k@ dh combination with

si nmul t.ane in the sane phar naceut
Abgirh S IS D e DDA e 9085/ 006167
[ 0051] Further, a netronom c dosing regine using
Abr axaneTM has been found to be nore effectlve t han
the traditi A Mg o) f iy
composi tion. Such netronon1c d05|ng reglne of
Abr axaneTM has al so been found to be nore effective
[0048AN et TEOpb doshfich plovitRy Rletiiads of Q&lﬁﬁﬁlaﬂ&ﬁheﬁﬁamaﬁapusulg
descri bed herein are generally useful for _ treatnent of
a fit erpycompsiaing adiivipiatioprinanenagti¢loecampyiieataxpge and a carrier
ol BE PSR Byt U o5y 00 BREI B LB e
adnuthistrhiien ohatéedst o, othﬁﬂﬁémotlﬁtapeﬁtldegént @d cobinatied thereof. The
resul ts |nclude gﬁo re not I|n1ted to, any one or

inveRiion 4o prayidey matho cEeROtgF herge synpt ons,
[og4gr ni ShirgdbrQdnt ?ﬁ%ﬁf‘&n Qlfvogf'e§ ﬁ'éstﬁsco%@l%hét'@&gxe{n'eﬂ‘e ‘due to its
not worseninhg) state of disease, preventing or
supdlebla@ntlﬂfgnmp raeta‘dts( adgeduose tuasmasmgi) sidxf efthicte amehe administered in
rence o

con%pgaetb Qi nlggﬁlggl Slrapg 1tg<8\ﬁlrﬁocc /%r;et gl{tb]ir]qj%r gg%z]n{ﬁincan also be used

in @&ﬁlﬂoﬁﬁ@bh@ﬁbth&ﬁp& heuéicsgasdcaBlitpraRd shen) dﬁ[@ﬁ@é@ with
(whet her partial or total Al so enconpasse

COMPOSHPRABANPIIFIEg dmgécz@mqrupmtemnapapmm@g (swelh a%Ah%anéf Ma.ave

ool BabF AR FLIsMI R Fon 0k oo 1RER PlrobiBang usns

Abﬁﬁ(al’(efT EpisTReYe efﬁe&@xﬁﬁhaxﬂﬁorﬂﬁﬁ%d]ﬁﬂ%hfhthe’ﬂap%ﬁh bfter atugyeIn
di sease" is defined as a tunor di sease %Jncludln

addpyign 1§ ust oloineRBEIS LORMATIERN iigh AeAREAREY) lw@wrron with
e WIR] b8l 08 b BARSKRSIR, BB chABPASL) oG sy
radiatien.oThusythreenanbp4réold compsmnense(mhmmammlﬁch‘ekelwladnfnr om
t he oup consi st br cance ni t ouri nar
nanggetile compgg ghriugh s 3&@%&%@9 PP insrtdpination with other
cheBPIIELLTHRE 2 SARCE whdFRIANLARY witR¥iel 8BatBRACADdalities, should be very
pancreatic cancer, neurobl astoma, col orectal cancer,
effdetizgl alg;h@jvem@uke ﬁ)gpﬂgéplencu:sno]%sume@jadedm’g@n‘g@tmfent hied chemotherapy
o tion ollf rative sease y furthernore be
m til‘gffec elat 0 pml ehay‘e{si%‘bsF ol (?%C?‘aatslc\%c )gﬁdl tions such as
[00BgIper pl a$h<a§r,esefnrt bivesiicn inesReBi cdldoiRettdBARE Wse dTWL first therapy
al so other types of fibrosis, such as renal fibrosis),
comyINE g anes SughsasrA yaxane A ih epwhioREemwith a sseends hseany such as
anog%éz %%(g?@ﬁ%rab%tgg}t g‘eﬁ)trbr a@exﬁt %F&ll{?(%g oéﬁr?eslﬁiesfbr ﬁgeﬁﬂllg?ﬁohfm ative
diseasdsaichentacet hElqOﬁn@l ﬂ]}éﬁpﬁbbmpn@ihg aasant and sdvord thekdpy can be

SONE enbodlnenﬁg, %1 rollferatlve disease is a
adnygistesedh o Byany Badasthepgolifsitive semygnisal e er they gan be co-

adnﬂﬁfa{eré@ LAl bV HinSRRREd §1nﬁ *ﬂ?eahgg 1?[116% %%ﬁacte

VWere herei nbefore and seque y atu tunDr
congliosdi@se, a carci noma or a cancer are nentioned, al so
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metastasis in the original organ or tissue and/or in

any other location are inplied alternatively or in
w@dwsnsam what ever the | ocation of the tunor BCMIUS2006/006167

mat astasis is. [0054] The tern "effective anount” used

rein refers to an nt. of a conp M
[00% nposi t§ GHeEHF ’ﬂFlFté‘?DQHPC 3851% Egmg ung ;Aer"i"@&e di Basrbgep found to

be rﬁ%@ffebﬁ% @fan @ﬂest?e@%t?olﬁpm [@ﬁosﬁ@?&he%l@%?the%e'd%g omposition.
I essen, and/or del'ay one or nore of its synptons fh
Suc:helﬁ@rcmmmc tlosing mgoes of Abrapaied} hasaaobech foehd to be more effective

i feratjon ef hecti ve anount conprises an anount
thar} g3 éifoé’é’ﬁz’ggr #/ US2006/ 006167 sufficient to

[o6R2yse a Tl&’é"ﬁéthb@s SQEiiRdd 12R6h Qe g&lefjﬂ%ﬁﬁ@ﬁ?f&tﬁ%aﬁﬁ&%hd1se"tses
rate of the tunor (such as to suppress tunmor grow
partgyularly }gpéf@mveghsqa@qsayksmsp@hemn ameadigleet8lis an approach f01 obtaining

bengﬁm!ifn r eglltr%d; aglrlm Fﬁsuﬁsms]?or Cpugho(sei 8% ti%sl 1gven§1&}e0t | ﬁ‘élﬁ or desired

clinidal resoleinedethurand ot liddite@ftd el ione oA HIRUOGS: hBediti I EREHe or
sufficient to prevent or delay occurrence and/or

moresyHPians dimiaishaientef exjent afdishrsecirbibeeddém npisversering)ptate of
dlséa 3 pg%"fgg%?g% @%&%?ﬂr@zﬁf(‘t %,gsigetgﬂastl f %?s%gser {)fe%%ﬁ%adr delaying

occ(mrandeexd wedirichee mﬁ,thm?]e gélagam elemug@bﬁ (lﬁseaéd: progredsiv eamelioration
nor si ze; i.n it, retar sl.ow sone
of tﬁ%hé?ﬂse state> aﬁ(“%%&%@‘y véieier pariab Y ogal)- Alﬁf’ ePequRRASE bY
“trehith it PRI BA&ARY P b%ﬁﬁ)glcﬁl é@nsécg{?:h@é bfa lgfoll?eratn%l ALO The
some extent and preferably st tunor” net ast asi s; ;
method ¢f the invepiiomyemidohplate @uy pnp pewent ofthestalspacts of treatment

urren recur.r e upor nd/or (vii).
0 e e oD Kin A" ERIEREs Msqisito nlefPRE 2 it liscase
(incAEBREb@ &t o\ dnBerbh® 2B afde 8hy nleRdRsds, Whe®9B8B e tumor or the
enbodi nents, there i sﬁﬁrow ded a method of treating a

metpﬁ‘rta%ary logaiifs More pspseily e iroel Sekasted, frarh dreeerpup perpiigiag one or
t c.cancer (that

o TR0 e SRS TERASLEEL 7R85 bbb gy cncer
genit@mﬁmﬁ’rﬁ caeen tinednser, gﬁ&bﬁltésﬁmalpfaﬁ&drdqddﬁmm Jﬂm@epinelanoma

treating cancer at advanced st agei s). In sone
OVl 6ICHe RRRCTCT HeiaBCqTsneuEphigstened cqlarastlanes. headand mgck cancer.
In (

SR RO S T SRR RSB A R g B e
frong amp@‘prohsfd;ra‘gee ¢tondigioma stcheasrigperpldsas afibrysis debpaciskgpulmonary, but

ast ca and .net ast | C reast cancer
also, Cﬁﬁ f?ﬁﬁ% kel 35 rengl 3{%%5 AGRAATHS: aﬁoreas&ﬁﬁ%ﬁ@sclems

and'sﬁfd)gt}f?ﬁﬁé‘&é prdh'fé‘rlatﬁ% fGhe hRbd SXRRR! Srch A9 BreBHBE br I‘é%ﬁosm
lung cancer (NSCLC, such as advanced NSCLC), smal

follewing angivglastih é[@rSOI(Ils@._n@Od@mﬂﬁS e prahfﬁaatwedhﬁa_e@)? calaml In some

em G ARR BbRIB KOPRREY b 8L lp O B

the pidYiferhtivv/disda36 i CoBREIn orteatbnamttuiRe K Wi 1§ Einb ffasd dridC
mal i gnanci es, nel anoma (including netastatic

subsegPeBRNMAr o Bineas dijeases 3 GRS O Ercaaeqr aremaplonedagigo
t
met 34 il HEBBin PYGH, I&guség%gﬁhg&gm Y lofhl 1B cUeRe
altematﬂzelpmhn fidtitadn, @\rhamveh/ the letibn omlgrtambﬂamd/drnn&amls is.
Ogﬁ‘fodl ts, the e is provided a nethod of treatm{g

[0 teyrp | pIgRAHING iRl dsed herggrraiessiogn 1RbeT & compound
or cf)ﬁlBBQﬁbﬁ' suiﬁ@&hpﬂﬁcfb%?h %ecmrdlﬁﬁhfl c d]n ooci i§a086RN as

proliferation of smooth musclée cells. e present
amelhmeé@ triebnta lesserp rod/pdddayeicadaoefof id eympton@ In reference to

devel rrept OL dﬁnYl ltte (ta Pr ol |f er.ati ve di seases
Call‘ifésg,%l}? %rd.l Kt cell proliteration, an e ective amount comprises an amount
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[0056] The tern "individual" is a mammal, including
humans. An individual includes, but is not limted
W 2006/08820Mm, bovi ne, horse, feline, canine, rodeCE/PSTO6/006167
primate. In sonme enbodi ments, the |nd|V|duaI IS
uman. The individ hunma

S“fg‘a‘%ﬂe &V AleE9E t%fﬂmné% °r é%(‘?eé:ﬁ?asﬁmeoﬁl %Q’s@te fifadtugaor (such
as to QUpHEREnIRY Fﬂfvﬂh ) bto HPEWRnt | SR Swah R deﬁ%’r&l ﬂbn. In
is at an early stage of a proliferative diseas
smiafsemlamhmlemts anxﬁem@tm@@l@bmagsz@oalmrmugﬁ“@@@ﬁ w&&sydeuemopment. In
vance

sond ¢ R Reas Ry oY S emo BTy ebdBaeb e iaitl e B et
0ccRABERS And/dreGRFHRCcE n@ﬂ@ff@&ﬁksamduhﬁcdm e\éhﬂHﬁ{erédsln'ﬁB%r more
positive. In sone enbodi nents, the individual is HER2
adlﬂl@gﬂ&@nw Ipdlgsqese vﬁ@amen-, Fhscréfentiye amoqmt@é thegdsdg ipncamposition
magd(I )ﬁlgc ice tﬁg ﬁmﬁgr of can er c?a,'ﬁ] I(Il%’) c(tjjl c\r%lgcgmgf s%ﬁ%guﬂ égh §1t retard, slow

to soirteatent Biﬁd Prejfdr ﬁﬁlyfs&ipaiahwi célll 5EFAE tion P& pdriphb@l bigans; (iv) inhibit
cancer, andxgsnerall (but not necessarily) been

(i-er. SlopbiosToe et fd aWraW istoR) turen raefegasiss () inbibigumor growth,
(vd ﬂr%én?g H&ag/%ycglgﬁﬁge %ﬁy&l}ﬁaﬁr&% g i or! §ri% t(k’lqjjl)eheV? to some

rad era enot hera wever, becaus
exteri@ne oh 1rmt©o§/thefsympmnmaadsdciae¢daMth ehedctmeas e (such as
these indj.viduals are co idergd g%urlsk of .

OB e 3 3 SRS . 81 LR Homry

tunfAMENicHhd éﬁlb&ﬂnieﬁtst fh8re i8 PioyRatla ﬁ@ﬁﬁ)ﬂ BBtredif %étai:&hcacancer (that
subsequent node of treatnent. The degree o rs

is, qancer. thatitae megastasivgil Viodute primari tsmdj) ukmurnesqudmgems there is

proB 08 el e el eyl opfe Bt nere s

prowliied afnhdtBdd of ti@aihe Breadh@neamt éﬁ/‘ﬁﬂﬁl REPY HERZ%M&‘VB offBIER2
al so be practiced in a neqﬁhéuvant settin t he

negﬁféyq}ol(glc}ﬁgiwga forcexpmpley adiancasditenss cagpsr, stage %V breas"t cancer, locally
avaﬁ%ﬁWré’ ?Lh;@f thy %a&ﬁﬁ&?%}(eb gt!e c% ?’r adp égmn? ‘gl%lbo 1%6‘?’% %he?e is

as previous
ploembd)dlrmmm&:of tirdating ilwgy omwhtainclmaﬁlgn ar e@ﬁlﬁ}dlephl@ﬂ ymbBIgesll lung

rd§ I n sone., enbodi_ne treatment is a flrst
Canp?r S[Cﬁ&:éagh ag WQWdINS%CL ﬁ’a’@PlsGFB élalgt wEecr4SHEEs supha
advaHRRAK ), %n&)gd\; gerd %Ylﬁrlﬁﬁlgpmqggrﬂhcgﬁgthe hﬁ%{yge ' sbAg! Ude

consi st ng consi st ng €ess nti al aSpeCt S
em]mﬁnrnemb,dhﬁmm pmwde@cmhethad ohmedtingraappf oidrtan cancer, head and neck

ch ti t [00591.Th t
can TS RU B RTuEt (A B PeA I Biedb pEoris et

cant&Updhcasatic JBERL) an'd%oﬁﬂ‘ tdn'ﬂ&b gslu‘é}i ab ad wRBR do¥idBmors). In some
adm nistering to the indivi a) an effective

embasimants gherg ie brayetedta rorthedaiedseing ccibpmﬁxéaramcm agul/or cell

R

follOWh@dmdﬁbMSE‘@bﬁ@ﬁs\ﬂéﬂo@ls AR0tis, dnlipenA®siL phtlisiEethsrosclerosis,
t he taxane is any (and in conme enbodi nents
andpsplifeeation et é’%’@@ﬁlt masqley%lﬁ ) Thagrasenbiayentigp alse @k@ﬂdesanﬂhods of

el QAL Romehf of AT RO RRMIUIRNN Cuipdal® ASORRAHSIGNS o1 .
[0056¢ CherﬂihmEnapmdlwduaitj} esret mbmnayindfidipg hdmians. SAﬁEndlwdual
Hb ﬁ%nents sel ﬁd fr n1the roap, consi sting
melydes, Rits pt "i.néte He Atag,; 49¢ [y 1‘?1166 ice 531ER r%ﬁl?élﬂ cﬂj glmate In
sonfdl iJUHAERBSRE ROABLA is hithdy | Ald 1ﬁ91V?(ﬁE\p§ﬁch by lﬁtﬁﬁérg $nay have

ki nase inhibitors, anthracycline antl tics,
advahdetl glistgse or lesser extent of disease, such as low tumor burden In some

embodiments, the individual is at an early stage of a proliferative disease (such as cancer).
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prot easone inhibitors, macrolides, and topoi sonerase

i nhibitors. [00601 In sone enbodi nents, the nethod
w@eovposees adm nistering to the individual: apCHIS2006/006167

effecti ve anount of a conposition conprising

nanoparticles conprising 17 WO 2006/ 089290
In SP@F/WGUBM@G%WW@%& lstaé%’é pdyangediitagh Hiinpialifeapilyeslisease
(suﬁﬂas n %gf%llécegu ';rc%&})ntIn%%m@te#bggﬁﬁeeng@ﬁg})eg?ﬁ‘nfzgndlgl 1S }HEeRZ positive. In
sommhh)ddamexhté ahbunﬁvadmatrs)HERﬂmegzﬁsfehave an aver age

di ameter_of no greater than about 200 nm ] o
0&odi rre’H]P"smeihﬁgs mﬁﬁgF PFAgRETT 13 a&ﬂﬁlilﬂ’aﬂtaﬁ’?gﬂ& t If\fﬂlgvant setting
1efé}9ﬂp§?§1 bdid @ @et?ﬁ% ?ﬁ@/ﬁkﬁ@h'lﬁ&llv 1151;}% hhS HRRAS off'éxg)‘?ahfgxfatlve disease,

surfact ant In sone enmbodi nents
partidanhecagioer, pad ganecdllyt (het ait mﬂmssartly)) tpfao fr @ﬂpam’ize ta thettahe, which

incET SRk Rt Re mbratibradities SSidiea SAGr B Stierdby! and
che%ﬁﬁﬁc%ﬂ) Itl@wé\JeP WecAuse b iR RsteRTdhBidliSeratiiedisease (such as

pacl i taxel /al bum n nanoparticles have an average
candﬁré,rtb@serm@fndrq@lsgreemnexdetqdaiﬁrlalb@ﬁ@evzbmrrranhv%thé disgase. Treatment

s i all
or Rk 8 s By o PAERE e B oy SUCER A B i, e

degs@ds roRiyDel WhBed sn iddbedpaéd iheaxpivaal datiitighs bazaRasd dsCihesh risk”
have an average dianeter of no greater than about 200
or ‘Ao altl rdeecishairen axeralifactesamest usPlly Be suithot ql%?aswh%n first

e PSR B T OFORAI AL BOTBRSLL R IS5t sein. .
themiatvodi@sy de natibd dut)lfefmneem prigayy/depindiviefteerapy.vin s@mee ase

sych as_can i,n an i ndjvidual c risin
emiy oA G F FHEV bal e Drav e b1 A56a ealp ot Spregpbartiments, the
ind AR haOlot PREARANET M tRBEdPIN 8diné Eﬁﬁ@&lm\éﬁtsamé Wrthtn@dnt & a first
~ least one “other ‘chenotherapeutic agent. Preferred
lingithagpgonbi nat i ons for sequentlal or co-administration

OBHIS e wnan GG o CALREER B ErBP O <R Br S B AR Cpgribed

her@ﬂﬁQi@clﬁmhﬁg’uﬂg thdldrEcSisnging cSRANARLHE SsdcBNBd embodiments.
especially conbinations that that |ead to regression

of prol iferative tissues and/or cure from
ferat | i chenot her apeuti c
COHjbmé%ondes eyb‘ggﬁ%gglglﬁﬁhe[rgﬁqé gt agents thensel ves,
[Opﬁqr maceThe pbdnyt idensEh plavedes aidﬂfﬁod‘s h)étreaing aapltd)hferatlve disease
phar maceutical |y acceptabl e esters thereof, . as ] i
(sugasgee) élb?‘FbWéﬁ/Vl@ﬁingFm‘r‘é% adpapigierips i ﬁl@ ng@lﬁ @ an effective

ambii® JrbKSmpdtifo E&ﬁ §1H %Qﬁic&s%@%ﬁs@% agg%'é%né% carrier

descri be can as wel
propdua (svek es ahbumhn)c mﬁalm)gmtaffmtlwmnamm jofigt ekt oagether s) |

chefiahsiathatic Rl JF RECbHr AR et tr B et PO (G Hifgme
embd)diﬁ}en{sQ@ﬁﬁhn@@s&ﬁ@ﬂ?bbﬁh@%&éél' SoRBRBL aﬂwrtmxar BS Qe
In a nanopartlc e conp03|t|on For exanp %, in sonme

embedinghiveihe sanqeice p@nmsdwrxmmmlsnsaﬁhwam t i geinp gmiodiments,

the! hgﬁ{hgrragtfsﬂlt\{ce%t Ssgafalﬁ §f a&xﬁ] 1%81% (F:%ﬁé szentshsel%%ted from the group
coﬂsﬁﬁhg bgUtimetbolit agehik Qﬁlblu‘dﬁlgaﬁi@%hd@fanﬂo g9 nplashirh ®ased agents,
rsing nanopart|C|eS conp rISIHq a taxane and a
c

allglahing ageny resine kinaesrinkibitarso aueryclimsanghiotins. ettaalilods,
pro@é&?&ﬂ& llﬁ’lflblaM? Qﬁqﬂ?&{&ek odﬁd%?;gﬁggdlﬁigs% 11@21?81@“ ticles

nprisin gne o rapeutic agent
[0661]} a CaIrr sodfie @hipddiments, the method comprises administering to the

individual: a) an effective amount of a composition comprising nanoparticles comprising
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(such as albumn). In sone enbodi nents, the nethod
conprises admnistering to the individual: a) an

we@Rdoensdi2ve anount of a conposition conprising PCT/US2006/006167
nanoparticles conprising 18 WO 2006/ 089290

PCT/ US2006/ 006167. . paclitaxel an n, al ' uch as
DB LT P B] 6P GRPT DS b AT COF DLt
chenft@ﬁ@@ﬁéutti'c QBeIOMPEdnSd AEbABARHR! the phafatdalbungh Agn@articles have

east  one ot her chenot herapeutic agent and a carrier

an ayaragealiamé¢sucinageabhiian ahout 2RO seneln B Fhotaents e
che herapeutic . agent i.S .ande i \
o SRS RS 2SRl AL Map AN GHATE 5 orswco
(such Bi OE@h&HHop) NE s@fe bindodietenisattiewed glftsutthoBthe dibnerih ¢o paclitaxel
- thiocolchicine, including for exanple nab-_ 5404, .
in thagbmpegoon Hriorials: 50IEYS: SHARRAPERTY HPT 155 Heiomgmiagiments,
an l.d [ r:1s ' '
e SRR POAEL e e Bt M Rkt
nandpAfiBserapeuvdragaadienttet of nagaayciinan aboutgOfmm and the

pacl’{etgggygibr&emnltl 2&1@%&%&?@2 ggltaptg%{gﬁﬁ}el #Jitfhle ﬁqu?fg %frs] ; rg?)i @S%Zfa% (such as

{B% I | ﬁﬁ&@ ¥ Nt2BPIIBLEH ddopdrAYies 88ve an average
Crerﬁ@?el '%ﬁﬁ%ﬁﬂb@dc err%t}ﬁeeﬁr;a(aepeaut I c_agent Soﬁf‘ld Sde, ef é?r ©
dian&?tarqflne, greatérriban &lokal@) ws, and gerpaslitayakis ¢paiedpith albumin. In

m crotubule formati o such .as col.chicines and its
SOMmg EFIPQ ]tn?fi‘i‘é%fhe n&H‘PH’aﬂéﬂ@ %8’6‘8?1§1€°%]§é41?r§}far’tehe’r apeutic
[0080f | bodizggemEGBoditcaR! iRAnAGEBH Providesraahietned ki nesig a
targeting agent (such as tyrosine kinase inhibitar ng,
proliferatisé tiseasal(suebtaaancenip pe xskvidpsloompsisme alpRniseripg & the
. .anti.netabglites (such TBOS ¢
mdnél;aﬁ%r%tapﬁ ectévge x 1§o§lng %{ zgﬁllca%%% bh%de aa%%%{e?%@ amount of at least one
otheR BhAhSBY@bEINR aabitt Prefeires drigaioaittmtiphase seqienbet ar s,
macrol i des, therapeutic antibodies, reti nlqvl ds g suchh
co-agminisiratiqngrsipEiqnsercadamsragen with Abraxagei™ are those which show
| Wahinyesit e beRbok&ichlone,
enh 158 SRR ARABENE Ond ol YRh b AL AP0 Skllone
espgtemighdtione thagthiaziedd ireptessian bf plolif6 s vel tisssesamd/or cure from
enbodi nents, the chenot herapeutic agent is any of (and
prolifgraéiggdiseastbodi nent s sel ected fromthe group

[OmgSi STIQG @EhoBRFpRIYCIntCREGIHEIHIN can be the agents themselves,
cycl ophospham de, acti nomycin, bl eomycin,

phachuseoti cabliycicoeptabdx salta bhareof, are@ha@ma@quﬁpallchm@p igsters thereof,
thotrexate, mtoxantrone,. fluorouraeil . :;carlapl atin,

as niraﬁlf PR CRIGP O S W?m]é@iﬁﬁ%géljs pﬁ?g{ ihr%é,ﬂe' g?l %posi de,

chemBiRF4pRNIGN Bgent Atefls A6 Abdtridbd calebd Mdhiniesed heweldhs a

phenesteri ne, taxanes and derivatives. thereof (e.g.1
phapyaesentiept epmapstiefepinianingdhe %&?@F(ébwhef%%tpg@én%ﬁa ca

cmngll%éi‘i[t)i?{)%tci?%ﬁﬁrg?ésrheﬂlx%%acieﬁﬂgalf}ha?gé t%f(l:lﬁ% carkRPFARG8or the like.

as VI'ncristine, en, pi posul f an, N
[0063- 5404Thdeernb8RPapenab a&ddiay beipneseeiciars, nasbpyrticle composition.

For ggg;(rgfo 1?92( S%igg@%q?q%} ggri}tg,%mrgf'e %}%:rsgr)%die&% ré%e’ttyl(}/deon fot{'e%%tig !g rall%’roliferative
diseggér gﬁgﬁ I&%&ana%‘? EESVRG duaNshReis Aol aimikidRBhE B the individual: a) an

Ivatives thereof, “chenotherapeutic
effeatjenimotutafa compbsitomremprsiog nirepeitickes compsiging a taxane and a

enbodi nents, the che erapeuytic agent.is o\ .
can g L e Sm SR LA AR RBLd gt compring
nanbPrAER% E&h;%ﬁﬁﬁ Gk ohé ¥R cARln tEEFuEE apithad A chsles Protein

as al bum n). [%066] I n some_enbodi ments, the |
(suahhasmBureimpbutonts egedimpris.dhamethodsempsisecadayaistering to the

individual: a) an effective amount of a composition comprising nanoparticles comprising
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including, but is not Iimted to, carboplatin,

Navel bi ne(r) (vinorel bine), anthracycline 19 WO
wWQ26/08RIP90 PCT/ US2006/ 006167 (Doxil (r)), | apat/usiob6/006167

(GWN67016), Herceptin(r), gentltablne (GEnzar(r))

pac ﬁta eféﬂtd%%:,ag@}qn ?@ﬁﬁ,ﬂatﬁ Wn@t"{)g}agé 1{73;;1;1&11‘: ofa
con@é@ﬁfoh%ﬁ%msm Qaﬁ%ﬁ((ﬁés cdth 1511{%0 @ga]st J)l?i‘ c?tﬁgfechemotherapeutlc

enbodi ne he chenot her peut C agen
ageammlgmarstr mobtent (sech asfadlptroms. hh@hnead‘mbodmmeﬂltv etﬁe b]ilemotherapeutic

t unor wt,h, such al.so knovvn
agcpi¥ By 8F Gl sSHF Bafioai e RiqeleeiRg fsbs pecerot corapipgod
thideeRefdind & itstRrighths ahivh Ak aﬁﬁ&&ﬁ?m@faﬂéﬂ& mcﬁ))(itn%(fo? €Xample nab-
to the individual. I'n some enbodi nents, th
540¢herlap®Af, iped ageAB0l) srapamyeinion its ey divesapd gg]danamycm or its

o AR, L P A g
chesoftirgrdtieagdnd is wFaMRiQy In imd HEbAHIRVAD, the Bhéih&tﬁéﬁépeutlc agent

. .agent and the taxane. [0068] In sone embodi ment s, t he
is 1éHef¥St her apeutic agent is a chenotherapeutic agent

Rl er 1 oran REnfly anf i kg A of el B g R c
contempdateth &npbhided pergini cSlmgBl&tchblﬁb&ﬂefhpawﬁﬁ agQﬁtshgcth@ for example,
erapeutj c agent or it erivatives an
Vln%ﬁﬁaﬁ%ﬁ ggnis fizat;d ﬁg%tn?lw%\i? Heeughh e cqlehisiggeand its
den@hﬁ‘iﬂa%ﬁ a8fi- alng%%@m@ @E&ﬂé qﬁé}ﬁ uelégﬁmodlékg ?oggoﬂéro%etmg agents,

erlvatlve S rlvatl ana
tyr%h?@d@m&se ﬁ%@@mgl agenigeuth &Srtymime lklr[alse Hﬂldﬂtors)piratsytlonal metal

clude but are.not s. that. ar
AP PRl ey EHeben s rapE Fr e Jg8Re oy iating
agefil)] Slhimuribadddegehts L dhehrB&fPBne eI alicse fb%ﬂls@ﬁﬂerééé #ibifbts,
t he chenot herapeuti c agent or noi et In sone

macsplidngi therapsutia andibadies. vetinaids (yuchaaplbdrans retineic acids or a

r, Il e r et
den%tﬁmggﬁggfz, oééﬁda%axﬂ gﬁca? dﬁlflg%tle‘;re%%?erf?ﬁlg\l%ﬁ?;l Z A{%gi) and other
stanéxainghlemotiaraeiiio l@nlté el edcobhiged whtBewither apeuti c agent
In some enbodi nents, the invention

noi et [ 0070]
[O%%Jav. d esﬂ/léolgﬁétel‘?ﬂlﬂ’ digpents, o shegnoshersegtic pesmds 4y ofi(archissome
|
et A ERIEARE R Pe®Tp B ag AL B0l
cyclagbosphanideaagowposin bzamyoinp diuﬁiomg:)imamlp@m}nmhmnubicin,
..conpri si axane and carri protein (such a
mlt%{flgzﬁﬂa fﬁifﬂgg?f@% i euranee DpoBUS OGRSt PBHAG (BONU),
metkVIN@SHU, @ﬁbtﬁ'tlhoétopdsmes B SR @hrﬁﬁf&ﬁﬁacﬁ 4 deBYV SN ds Wereof,
provi des a method of treatin proliferative di sease

phepesirrincaigxenns ead }iemwtlams thettiod ?Qigtapacllwwban@iiangatlves thereof,

taxo%%aﬂ? %EI?&AIR]%S {hereoFJ and tIQed i S u?{e &Jnn Eaﬁ{"{lff é/ﬂr}glstlne

tron C

tam eIk, pfpo@@lfarpﬁ@d 546X @hb-8800,aab B0 UMk Rofes i€ M, Ortataxel,
Abr axaneTM,  and_b) an effective ampunt of a tyrosine

gemeitalige HeTRTRIInG vinosHbingbPexi§r wpsiabiien Adimta®hApastioRs
Ve ekl el 6, UL BT B SRR il o

cllemaihatz@)sutlcaatgi:ntsamwmnn he drt) and dreglil@iin dome Bindodinkets, the

é@g& ne.kinase inhibitor is lapatinib. In sone
cherpihg PRI 325Nt 5 COpPPEIEiPR SOMPHEEE NARMHI Glesy copgprising a

tllloa_d;lgl\%fll\!llé dehPAtERAd n T aftics mtblnmllcﬁcaléla?oulﬂﬂﬂﬁn epi der nal

[0066] In some embodiments, the chemotherapeutic agent is a antineoplastic agent

including, but is not limited to, carboplatin, Navelbine® (vinorelbine), anthracycline
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20 WO 2006/ 089290 PCT/ US2006/ 006167 factor type
1/ epidermal growth factor receptor (HERI/EGFR)

WO ndvelos2er whi ch denpnstrated, in a Phase || |P€t/Usi00&006167
trial, an increased survival in advanced non- snal

= e LT L

(Xebaa®@gy Aliinfad,usipldint b SRiofRRciD EpingsiGsa! @kﬁ@h@ﬁ;ﬁﬁﬁhde Avastin®,
cancer and treatnent of breast cancer

Vdﬁ%@@ﬁﬁﬁwant setting. In sone enbodi nents, the nmet hod
e for t C unor. .ln sone .
00 o e e BT Ao oy HE AR 9 i ibpiniehf ot
factprsahatfaee atvobred 10 funfErdoethp slesisis IRGRRIAHB2 | éfls@klm Herb),
i ng_adm nistering to a mannal |nfected W th
Efbgggﬁrbﬁj‘nﬁ% ENEp SansHET/ IhRay e Prrglisia to slhe pdinimistereone or more
cytcg(%{ésttb ﬂieﬁg&ﬁuﬁ‘éﬁ“ i iR ola%{naﬂé e thg EL{]& r%{qﬁlg (]glga(l?wnth

some enmbodi ments, the i nve rOVI s
inhibitexytagagt. sSuitpbleldobageatfinthe gnos@]aﬂfhllﬁlﬁjﬂy hgc&ﬁ aﬁ‘a’:‘tﬁ@@ predeftly used

an|n|V|d npr admnlsterln to th
and it G5 e 4 o R b i) & e gpodhintahitory agent
and C¥MRKAH Ng nanoparticles conprising a taxane and a
carrier protein (such as albumn), and b) an effective
[009%bunt df same eaboilimeantd e cthem@mnztpe(l‘su egenass ;chemotherapeutic

N L N

antagbeisi. nvent i on prOV|des a method of treating a

Oipr oliferative di sease (}ﬁuch as cancer) in an
[000RY; vi dl}%ﬂ CreResi e chierg thetpientic agant h@elm@ptibﬁeto the

os It
che%g%%l\ré St ot %’g’ésr({efrl%ﬁﬁve\é%ngngﬁrémglfa tg% tégpecfong%]eplgtﬁs and

incladeither dfthish cabodbiaxafagddy) ageansy dl“)‘waﬂvéﬁ)f) eebeNatives” or
An "anti net abolic

L apn anti et abolite agent.
anai%ntﬂ% aichengptherapRtic gaceor aihe chgmical moisjy Bickideabut ageonag
hmlf@tté‘%lrﬂﬁo%ndmtat :ﬁ@@@ﬁ’étuﬁﬁ Qﬁﬁ?arrt)(y g}ehﬁeggﬂpéra Bufic agent or moiety

productive manner. i et a
or alierltl &hef sane geneial pheumium:ltqlasm amﬂwmheﬂneﬂﬁra@éxhtﬂSageﬁf% @bidty. In some
tabolite can be a

embﬁ &8 gg 3 }beeCF g’? %egc?r %}%ﬁﬁ’&? nﬁﬁa@éhefmm? 386 LT MoiAtY Edains
simil® ch@#RE] éﬂd%rﬁfhym@@léﬁr%é?@r (ilPudife Q@Pé)%ﬁ%'gg ?L J{&S?lé@g@(:of the

cytarabi ne, cladribine, cytosine ara
Chel%‘gﬁh@@amtlc a@eRi FINQIPi ne, fluorouracil (such as

of ! d .
oo 13 Lo, BRI ARl
prolif¢rathguidinéase suchiah encar)tin ameidaaehdl} &?nﬁr&ﬁig‘&ﬁmmfs%‘hn )to the

. .eéa i @& aspar agi nase (El spa), decarbazine
indivjaiflg § BTENYE SHOLBRIcR mRROsHISaomwriS mgtmaheprelicled gomprising a
taxaROMRl a &ifﬁgﬂg&%ﬁ%@ dCﬁ he il ecjtd%ﬁ ﬁ%?fle d Smoa p‘% Bga tyrosine

(and in's |rrentss rom
kmamnlalbstbr np sofe eyetnlirheris, ke infventdrmoprbaidied a n@ﬂd)d of treating a

n sonme enbodi ments, the nethod is for
prolif e eréﬁ?as%&“ﬁ%f‘%%%“ﬁﬂ) & B b fidekomtprising aggnisiering to the
indivaghva Ay Bt 5 SR talrﬁﬁﬁtc@ff a confhoSRITR SR gigﬁlggn%@m l%uﬁgs comprising

method is for first |ine treatnent
pacliggxghand annalbwmin (swch asohlprasariedd), apdbsan éffetive imodnt of af t@fosine
ancer .i.n. a ne ' vant setting

d
i ST 95D SEASE e MERRE YA bl

(Cleary®)f g BRI ARARHS Tk fa, StHefl® @stuﬁ t1111l9 ﬁl"'\fa%) and Lapatinib. In
ancreatic cancer, or advance sol1d tunor
some embodiments, the tyrosine kinase inhibitor is lapatinib. In some embodlments the

tyrosine kinase inhibitor is Tarceva. Tarceva is a small molecule human epidermal growth
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WO 2006/ 089290 PCT/ US2006/ 006167 [0072] In some
enbodi nents, the invention provides a nethod of

wo e@ansagn a proliferative disease (such as canR&r/ysione/006167
an |nd|V|duaI conprising admnistering to the

di l ff t
Factod | ARt FEInB < EBIb o BRAG GER) iahiber dhisha
denSHsth@, 19 G TR aﬂﬁ&u A%a1 2 P Aed ARFVAin aalvdg%éoeﬁ&i -Mfiall cell

anount of an alkylating agent. In some enb
lung halqen@é?ﬁlﬁhlnﬁmladiﬁsInaometehdoddmﬁerlts'r, wlmtryoa is for treatment of

bref St iR e TErT o R AT D fgieh b s mant A haggst cencer
in s@ecddiuvf k&Ghs Ve @'ﬂ&%fﬁb&ﬁm@n@ aHp ﬁﬁ:‘tﬁo‘dQE‘ f&QfHafrhéit 39 advanced

nanoparticles conprising pacl itaxel and bum n
Sohééw@nl a8 spmearhodimavts, thave lmloaldetéﬁm@tqdvte nalnbm tite bliferation
tin ent . SUIt ent s
of B SO el SRR o B YRR A Bgmmt infected

with ydhonmioys AbReictY ehd asfitneb, er@ﬂh&ﬂ@ g@ﬁtlmb e dehiaisRied by pulse-
carnusti ne (BCNU), th|otepa busul fan, al kyl
‘B§@ phonat es, ethylene i M nes, nitrogen nustard
@l ogs, f
ni ?r osouIrn:sggI{e orrus (%H%C%H% ngklﬂ{b%gﬁpﬁhgs a metlfo%i oq'@egtefng a
prohfdom]dflema& (stdheasadakydrpin zrmgndlagﬁm cb®iprising administering to the
t he

hosphani de. mm embadi nent s,.
md]éxyfﬁ‘ g%r?é’s%{ﬂ?éﬁf’ed%mi"gﬁ RiCATEPEHRY COIBPIF%Pg popagicles comprising a
tax @A laafritl ﬁo&ﬁelﬁf(sdclﬂeas '&%‘Pfﬁﬁ h&: bfar?@f@&@i%b Lh30nt me
sone enbodi ment s, or treatnent o
antigeatibplist apgat (buféazssta m@ﬁﬂmrd.e ahaﬂog,cmﬁluémlgcfdr Wﬂt}tﬂ@ pmﬂn&: analogs

nmet hod. reat men f a bpeast cancer
and 08 e 308 n b B Eoahe Sty o Ty pbonp avideE ggetod of
treaﬂﬂ’g QréTEBafive iRGask T¥RAlak @BndRF)AM i @5di A dTES BAEpSding administering
treating a proliferative disease (such as cancer) in
to thgindradual gl effqg:@ﬁ@ pinghnipfadeinposition cogptisng tmenopartlcles
cor Bt 4o S 5L U TR0, GOS8 amountof

an andifidtabioli pr esl. An(‘aHtMeasokd bgam Ti} an apéht bs)hl@lﬂls efrheetdlly@imilar
anmount of a platjnum based agent. In sone
to adpefakRlite it canngbbs ward Hi thmbediow aduedustive Mwaci fMany
antﬁr(e@@o ggnts Qﬁtgllfélfe%lﬂ{ #%ﬁu&@%%ﬁcl@ﬁz%%msaw&ﬁPﬁkA For
an 1 ndi vi conprising admnistering to
exampdh, ‘T/hechmahleaa)bohte @hfbeatriwkoside antlogfwldcic orehaiss, thiuofs not limited

I sin nan artlc ris acll | and an
B SR N o R TR
aratﬁﬁ@éﬂcﬂﬁ (a@J Cacﬁbs'%&)' Hblﬂ‘ﬂuﬁéﬁﬁ dﬂl?&@lﬁltacﬂ Gtk abk Efluorouracﬂ) UFT

pl ati num based agents include, but are not limted
hydesyusepegmiciiabing mqacm@nunnam%%mm dlhioguanine (smheas 6-

iSRRG TR o 15 RhSHET M BRSEERRIE 1 S BiER: Tl
declrbeszist (DHRIT)EL-deHIERD- H0&dsk ] a\tﬁ p%eaﬂﬂ%ﬁ% d(ﬁﬁﬁﬂhlhé)eln some
|nclud|nﬁ?netastat|c br east cancer and advanced breast

embogipents..the pyrdeosidgrisalog is e ofdpnd inswwmeelpdugsanteselested from the
gr OLII%FklﬁlgS 1 a% Ig:Q g@l ﬁ%ﬂﬁﬁ@ dﬂlﬂ)?%ﬁﬂ‘ﬁ&@ gn& gépeggﬁ]b érerir? Il%somc? eérl;]bé)dlments

the metlodda for éreptnsamd ofimletastatia bfdamicdatiehr v looaBy adtaiced breast cancer.
enbodi nents, the invention

mel an 0074] o)
In SB@S&P@’HEPI%FHLF&I%HG%PC* tsrggﬁ}%n%\twﬁﬁ@m plapglestolic icad gaecer. In
som(ase‘ﬁ%dﬁﬁelﬁ@?l%)athba 1saﬂ)r kG b‘ﬁhe & 85&% 1 {lgeoadjuvant setting.
adm ni steri'ng t |nd|V| a 3 an e ect
In seime gmibodiineatss drepn@hodi onfor bagimiest oy af NSCLT, 0hﬁ8stat1c colorectal

cang e?,riparnlcrselagg Cz':ll'ngl2 O}/\la)dVZa%QCGC{ ?1%2'[819101[3(:-“ US2006/ 006167
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taxane and a carrier protein (such as al bumn), and b)
an effective anount of an anthracycline antibiotic.

WO poosose9enbodi ments, the invention provides aPOBEUN®AI6/006167
of treating a prollferatlve di sease (such as cancer)

p1an i ndi risin dm nisterin
[06 i vi du%l 4 Léglnbogf géTR itV mgﬁi’%mprfﬂ“dgs %B’%ﬂlﬁ’& Otf “(S’ﬁ“ng a
pr OBMNeSilsm@ser(@Ji@pﬁ rcbh@ér)?ﬁl &QH&McﬁﬂaF dompAGihk taéfﬁﬁ{lst@xnﬁjg ®he

bum n (such as AbraxaneTM and a carrier protein
mdl(VsCh@h a)aigl cAleBtivR #mountafa cpinpasitien feropiisies asmvpAttictds camprising a

t h I
RS RGP ERTE L o
agenic tihsomy embpdidants, teniyicintion pasi@ssdhethbd of 8RR Sberative

dox&é bi ci n drl amycin), epirubicin, idarubicin,
diseppg g‘h't‘srcé’ﬁ%ef U]a?f“r%v’éf?%i copyprisegmdarpsienng i ke indiidual a) an

effe%ﬁ@@ﬁlﬁ% |o'fQ%01'n?%§?H¥n 95111&1@&1?%118} ?)81% eglzg%ghrsr%gﬁs)achtaxel and an

sel ected from e grou
albtepmr(glmlms pﬁbr@wde &bxmdjﬂ@l ami affective &ﬁmaltfblﬁbﬁ) dikiyRiing agédie Suitable
eat ment o{tgg\n early stage breast

etk Bidcteenf in e bErsp apintie o REr oRhoRBRFIIS (¢ gpan),
medhl@athiRite, SfloRnYueASheIBANGS rcahﬁu@ﬁe"(‘ﬂmn{hl&égaa bP%ulfan alkyl

neoadj uvant setti ng. [00751 Tn sone e
sulphayeips, ictrylgne @mng:e,gn'aom ihedandfantloggtesimgmestine sodium phosphate,

1fospa'ilghéf E{r@ﬁtb{l%gs Ior%ﬁs mﬁ: dgs%{heﬁf %Pé?lpi% %rge Frﬁlgodlments the alkylating

agemtnsi bydlﬁhl@lsp]@)m&él Exfsfoﬁfbtdn’ﬂﬁ)dﬁﬁ%t@tth@é yAopHOIROS e %nadmmlstered

HE$ISIng nanopartlcles conpr|S|ng a taxane and
PHOE i Pie gfmiigadion of Sisanararticls @mpsﬁlamdlrbs)oxmqerewdcbmm ghe

metlﬁér‘gsiég%')rl tg{]atrg?ﬁgiﬂ@gﬂ eal‘ﬂ/ géagrigrgagt;} 1?(?622{_116 %ogr?edém ochments e method
is fop tishinfeat af a kneastatamaear( sdjai?arﬁSr g absjyvahiseltihg.
00 ]dIVId conpri.sin %&f nlsterlngtothelndlwdual
[ Z? an  ef PUBE FRRCYRST nyendighpEsidisarinebapef seatge a
rolffaRAPaeisksk ' cﬁﬁﬁ%
P (such as %b?%lfg%gpéﬂégqg agﬂ%:déilraﬁgf pr %@.ﬂﬁ C?’%Byﬁgén% to the
mdl‘audb@lm) G} effacﬁdfebl)noamt ef 4 emnpasmormmimtsnrgg nadoparfi€ids comprising a
nca. al kal oi ude,

taxaﬁ!e anci3 Tx gam\%ué]rbﬁaé% fsuﬁlé as %Wﬁg} and; én %eﬁ@\éesqr{q@nt of a platinum-
base‘dl alg@ﬂiteﬂb kdige EMBYEhRnAC e indhgioY Brok@des a%étﬂpg of treatlng a

enbodi nents, the vinca alkaloid is vinore

prolifpiaties Sisenss (surh as eansen i ol invévitheal, Ctdm@rrmtgmﬁnmsteﬁmg to the
ncer

1 breast.cancer an un
e o P e P he i
paolﬂwteﬂ] anki af albwaai (sigh & Apaiid €y, ahd ¥pasligaase aﬁﬁﬂﬁhofaasplatlnum—
an _i.ndi vidual, caonprising adm nistering t

base ﬁlgent ﬁ&}t&lﬂa]&ﬁm&l}l bogﬁecg@ge@tstlpqlgd@@gmpmf 11m1ted to, carboplatm
o1 I dchy r t
Clspt ag’g%g gngﬁlgﬁg Q?rélogﬂrerkg?l%biagﬁﬁﬁ% Sﬂ&% hﬁﬁn&m %%egt gr?arb&)latm
In scape @fﬂf)@hmﬁmﬁe thﬂmstﬂtodaﬁ fa treatmedtiotebreast Elalﬁ:@mHER2 positive or
HE % f i nvention provi dgs a met hod of
R %egfi ‘YF ”%S Lbjn“%ﬁ W@F'ﬁ?? Eragficererg@nd pdvaskedibreagirengey); lung
cancéln(nhdliﬂdlﬁg Q&@hcecpNHQLCS R 1136 T %"C;_Lr@ ahf aﬁbeﬁqced solid tumor
indi vidual a) an effective anount a conp
maligeppgies &1 Hg lmoparian chrestdeag pid heu acd| mbqeblaamda @ifcluding
ch as AbraxaneTM and a carrier protein
meta?%aﬁ&'ﬁlegzgmé aEum n), and b) an effective amount of a

[00THcr ol | HesonBuinh iR eBane ivegSor
rapanycin arnborTyc?ln and 23 V\dﬂ%gf({%/g%éﬁg%%@mfgﬂlﬁga

prolifeeativgshesosy (@@@n@wan@wtmwmlbfudual lcnmpoiniagedhouisesng & the
individ\f APAT A6 130 ARIIKEBoRiof ALV AL LS, LAEI SOk ) fling o
solid tunor.
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[0077] In sonme enbodi nents, the invention provides a

nmet hod of treating a proliferative disease (such as
wW@2006/089290 n an i ndi vi dual, conprising adm ni stBCT/OIRIDE006167

the individual a) an effective amount of a

COTTpOSI tion Corrprl Si nanopartl cles Corrprl Si ng a
taxqueand e caFEr Rretgin(Fush %@&t@plﬁ) eadbhameffegtivg mm)mt rfd b)
i j
anﬂﬂﬁcﬁ:flﬁ*@ ﬁ%ﬂél?ﬁﬁ%% n@%@hﬁ?ﬂ}kﬁ)&gﬁ%ﬂ? tﬁ@?@é}?t?dp% Sﬂrgbldg %%gthofdrbf treating
a pmilﬁam\mgilsnam Ghelf wmm«_v@a udarsmdﬁedt(a&umhlpmn@aiﬂﬁﬁm}termg to the

. .an_indjvidyal., conprising adninistering to the
mdﬁvhq}}ag fc‘goadja?%eﬁ W%\?f“ﬁ? 2 @pﬁﬁ‘ﬂaﬁfo%?“%%% Bﬂ%ﬁb’@%‘il??r?ompnsmg
pacﬁﬁ&"@f Al aﬁi‘éhllﬂ@ﬁ?l R&IchiaS |A§§ax a‘ﬁ@ﬁ‘g FdndiaGna E)Ht&lﬁ)fﬁllchadg d1fhin),
bum n (such as AbraxaneT a carrier prote
and(@@mf@stwemmmmt ni an arﬁurab)’dan aaflbleutl Seltédﬂ@anlthraojfclme antibiotic
oner {tor sone e i nents
incfyf TuF REPE B Mg fle Bt Bpan SBREREE it Bein

(dahitEhyghh)n Goxcfr@élcﬁ)(@cﬂﬁkhﬁycuh)n B;Iblhlﬁi(ﬁﬁ id@fublcan ‘i’ﬂllﬁﬁ&[ﬁﬁé‘&e vhlrubicin.
and topoi sonerase |11. npl ary i nhi bitors of

In spEsIEweEReED the @rﬁhnagnréme ity @fr(enchmsomerﬁnnlmhmmts selected from

T L T

methbé infor trbatmehedf dnCsarlgrreae fblrefh@t catapas soife em@b@lmltﬁ ¢he method
hosphat e, and teni pasi de. [0078] In sone enhodi nments,
is f rﬁé@ﬂﬁﬂ%ﬁf @%ﬁeaﬁ? GRPedE 25 AR ARt GmeprdiRY It gethng.
[o®rsp! i f erfﬁtéoﬁl% SRR %ggﬂwéﬁtld}xaﬂ}ﬁ%{dés éﬂvheﬁﬂ)d of treating a
I ndi vi dual , conprising admnistering t
plollfemtxmeeﬂmhse@osudmsefahm) invan iadivitial, ebmarisingpdsiitistenng to the

. .CO 1 Sin nop articles co sing a. taxane and a

ina R iR R Dt T <o RRET PO B EG AR TS compeiing 2

tax @¥0A . @fricdProt@iNi(5@NUs AURMIIR), 3BEBS an éﬂe(ﬁl‘?%mount of a vinca
enbodi ments; the invention provides a method of

alklpidealpisagne @mmdm@rﬁse et inyentibnguersides smethod of traniteg 9 priotiferative

d1se%ge Sﬂglé %éa ? 3:1“) i an gviflthp %gl}%l{%ﬁfét g{ﬁ@@@g%%%ﬁ}e 118(?11V1dual a) an
effe!@ﬁﬂ@ B St @a:ﬁﬁi@aﬁlhbﬁ kespasnp [1hl‘§dpﬁﬂlcld%a:@>lﬁph@ih%| pa@iftePdhd an
al bumn (such as AbraxaneTW@ and carrier protein
albl{l@ﬁldﬁﬂﬂélsﬁﬁ»a%iaﬁnﬁ) angrig-al er o te (é‘é‘th apealbpinphtangd b) g effective
a
A e pL T B
vingréstioesvindesae, vidprettand (otetbing) cmday P-1 60 &d;d:maélhbodlments the

I T NI N TG I

treatthB@!04dia B8 TR &8t BhEG BB R er. [0079] Many
anti-angrogeni ¢ agents have been identified and are

[00F6bwn i nintshmezntbodiments, bk myenthmseovidst etheddCditretings

d . Jai The a an ic a
pro R B SRt e e ot et UPaP 5 BERtE A s o the
indivQil SracdicaRid smoklef a‘ébﬁﬂ@élﬁ@ﬁ @ds}'ﬁ:b'xr idifig ﬁﬂﬁﬁbﬂic&:s@omprlsmg a
synthetlc antlan% enic peptid or exanple, it has
taxameand aspEier rAe wg@rs tanntlh)atand hbala¢ﬁf¢0é1ﬁg wgeni of 2 macrolide.

In s&%tele}[dbto&n?éntss ?5?51 1|nvé? %H)ﬁ] %é{/186££ %eﬁl%ﬁ ir g? neéj c‘IIi gr%??ﬁ,r'%tlvﬁlsease

onal onal NS

(sucilﬁasroaﬁ&m) ora 1ﬁdamdmap epinbaeasg a&&lrﬁzﬁeﬁﬂg M@ha HIV108 298 effective
PCT/EBZOOG/OOGlG? tunmor m crovessel s and the ot her
amoyns PLib EPTRECH R GRS EHISRATP B Rk prprapiEsing PRYUFRy and an albumin

(sudé%%é‘?ﬁ&?{(dgﬁm léri:lgral %}ﬁrlel &v&gm (@@%@3@ %n%?)%ékiﬁ Aﬁgt%&ﬁ/%qﬂlount of

a maankde. I-M@tab}dlmh(ﬁohdﬁsl1h(éndd:’éqntﬂxdﬁ1plsg\/&@aﬁglund cdrboingvia, and
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i nproved antitunor activity. Accordingly, in sone
enbodi nents, the antiangi ogenic peptide is HKP. In
WG oove/0gzbodi ment s, the anti angi ogeni c agent i SPOL/II82006/006167
than an anti- VEGF anti body (such as Avastin(r)).
0080]. I n sonme enb dlnenéé, (g i nvention provides a
PRy ofn txeaeTRediEenis Grimasralideyeraarayaser aslganatig thereof.
In &%C&ﬁt) ﬁrﬂclgg‘ t‘n@ﬂ'ge Wodugkor 1Rk SF 21601 pstering to
IVI ua an effective anmount of a
IOQ’IﬁTposn t Irmmnmo&mbodsmmys,rthﬂ opantiorcpresides apretisidngf teeating a

X rier oteln as al bum n) )
prolifp BT silbienat 5 BtOEN LGS oS A SeR e the
indA8dRPEY SZMRVE yﬁbﬁﬁ‘td&)a colrl'ﬂ)o§1‘ﬁ8§ c@ﬂgﬁﬁhg‘ﬁgﬁoﬁ)aﬁ@% comprising a

I nvention provides a neth of treating
taxmecﬁnldfaeqamémpeotalrs(@a@e%(aémnhsmd ahee mjfethe amount of a
indi vi dua risin erln to th
rorb it Ao by GETbuIhE MRS Cofel Bl ¢ agghod of
treA@ERIrSlifRghtive @Eb@@@‘f (bthdh' RT26QAPIN 291 iAGvRAE], cbR¥BLing AGnAfstering
al bum n (such as AbraxaneTM and a carri er protein
to the fnefvidual 4) %ﬂﬂfwﬁveéﬁ@uby ofgrosffositionenpsingtnangpagticles
corfigd%gx%aﬁ%ﬁﬁégf;@ X a%urﬁﬁ'l 10% A&qg%a\?lém a%g(a\/%g\%e% %téig (such as

alburetr)oehdd) ahreéthtthﬁgarﬁoum bﬁh tdp@[ﬁtﬂe&iﬁe (ﬁﬂﬁlﬁmﬁe Ify Sa166 eﬁlﬁodlments
thelcﬁncetrrh) in an indjvidual, conprjsing. adm nistering_t

ﬁ]&pg}tmemal)s aéﬂpcgsfql%q{gqe\péhlgﬁ% Hiclyking, for example, 1nh1b1tor
of tﬁﬁﬁp&ﬁéﬁéé%ﬂq 15%&@35‘@”3&@121@21 faRibTd 6ft I!F]fgl%lﬁlerase include,
taxane and a carrier protein as a
butare edtflisgitddve, campiothecif, sach heiraoteti al_ad @pbiebmﬁ yExdnmplary

odi nents,..the jnyvention pr. v des a net hod of
iR P T s o s Gl Br e e i o
etodtideWHo¥p1h land €psicel Ng admi ni stering to the
i ndi vi dual a) an ‘effective amount of a conposition

[0@¥Hpri si hlgsorrmmdum@mteéh@ ovpriiai prgvidat & integheel ofdredtinga
pro?l“e?é{ﬁ)egés(eéyao({%ual Qe&?g'ﬁe ezllzllvlh%dlvlugléqgtcpglgr1mg%ﬁﬁfmgtpngg to the
indivitelab pedit dfeceing laﬂil@dr)lt of QWotrpBki€ioh B&h@ﬁﬁﬁ%h@n@ﬁﬁid%&(ﬂoﬁﬁmsmg a

i ncluyde, but are not |imted to, anti-VEG- anti body

taxqne I aLRITIRY PEP IR (Fych sselienink #as p) an affeqtivRERPUANRS 450 dy
antlgaﬁ}’gg Eerﬁé agént. C%?&nﬂa( {]rhlz&fulh E Upd “ﬁlé}ﬂ)icar'\ﬁ | é{eg ?éﬁe}hod of treating a

cet uxi na Uzuna
proﬁ@amﬁvteziiﬂmém) (,su&easadanner}[ inban indivixteal) cbimpexingadmBiistedanto the

. rituxima and Bexx osi.tunmonmah).. I n sone

md'&HJd‘aﬁ %‘3#“% @neh@wg@ws&aa@a% eoraaléﬁflg PanapaRicles,eopaprising

pacli&RELAAFRRbunkA (SRNELs AR ta?‘id atcla%é‘(?%ﬁlrtgﬁcﬂ% Witnin),
dah%ent is a therapeutic antibo ot her than

an

enlsdiggtiveganaet oV/aGmtongideRac agmts tmsonesrotlodieehts, the method
at men
s e R ol Teat 1 s E e Drstt e DA b SRS o
neobdj@adeetin®f lung tawkalsueh £aMEElne 4dvardsaaSCRE aha WLC) ovarian
cancer in an adjuvant setting, and treatnent of

cangginask melanemp sl meanetag@ia mplgnoms). some enbodi ment s,

(038, et Mol 9500, 2006(089290 T LUSR008 DORHOT,

tment O atic Dreast tanc I,

inclnéilmgehosle nisted b@zc(ﬁa.‘rmhét #$@tTainn@0@0). The ﬁﬁ’@@ﬂgid)géﬂﬁb agent can be
se | ung cancer (such as first |ine_ advanced

nat @9 deg\@cfmynatwﬁv PSHUTIBG nBesomerraaRp dimenthebk

{ t
e e ek A A A8 1 B0 b e
previetdip cepoded thrag dtermtibn gib gddikRR-tiyag iof sivell synthetic pro-apoptic peptides

comprise two functional domains, one targeting the CD13 receptors (aminopeptidase N) on
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nmetastatic breast cancer in an individual, conprising
adm nistering to the individual 125 ng/nk

w@awbiogese! / al bum n nanoparticle conposition (BUDESAS6/006167
Abraxane rM weekly for three weeks with the fourth

week off, con rr ith.the adm ration of )
o Gy el 30 apen hrBiE (Br BUMe REMFET Moy e fatipaing
mt&ﬁﬁmaaa@rﬁaewdcl@s@e@@ 188, @dgeceh&g%e@&hdn%ﬁl@gihé bitlle,

he taxane in the nanoparticle cofposition

CNlG/P&CﬁG dﬁﬂeAKiﬁémt hamehB P Huatpe Kn&errﬁeptl(l@ut/asrfonnd to have

unpnrﬁce lﬁié}tg% B%Jé}(f) gg%crqudd ! @’gr e{»]ltgg C’@gsaﬁﬁt&% the antiangiogenic

per@Bhy HRPI QRSoAE emBbh@YiAGd tﬂa%ﬁarrgm &nexgenf:@ o R ﬁ{dn%%nu-
are al so contenpl at ed. 6083] In some enbodi nents,

VEGheméibpdy (snelvaiavasin®nt hod of treating a proliferative

ease in_an.individua
0BA°2"2 AR A EAERE PR Lot EheaG b0
proéifepatie didease (@@m)mdahbétm icanpeiveduay compepiak tiffi@stering to the
onpr|5|n taxane and a carrier protein (such as

indgfigighplan © t% agpREQlia eMPRELAR CORPHEFNG RElqpattishes domprising a

T A —

inhggtor,espilr asdioriendmil (V dcude). elinfsontic rmrﬁoéxmélhg Itige inSention provides a
rovi.ded. a net hod of freatj n a proliferative disease

mefiof o G rE e P MRS bl Biguah comprcing

adrﬁﬂ[&d&‘imﬁtt@ fenBdivRIva DS dnndfekli Wahodk oA co ggﬁﬁ& ?!(?mpnsmg

amount of a conposition conprising nanoparti c
naneppeies Fergprpsing p@cé»t@tel amblalmibwairt(um}naS(Abmharag ) and a carrier

ploék?l @1} asoamn’u%lg)) (%@cﬁ aq Se Et\llv%b?glilnoglglg %)ng%gﬁ%sgla’e ighibitor such as

bmﬁﬁ&ﬁﬁi@hﬂ@ﬁ&pltablne) and c) an effective anount of
an anthracycline antibiotic (such as epirubicin).
emb@desmnzbodimentadha By entionfspvides émeﬁmdtof@featmg a
For exa
oo RSk SRS A MEa L R 5L bR R B RAfe o we

indivieat d)rg dffecald ymenhtataediipbsitianbeherising antperticles@Bmprising a
i ndi vi dual conprising admnistering to the individual

taxansAnhG/CAPI REQIPIAReahyas wsIn), apdhbpneffective amenpioxfiathempeutic
antibSHF hIn%%rr!%WﬁﬁJM the/ HV)Q&&(%%&%%E% r&%ﬁ%@ C;efglll%rgﬁ?%% Cprﬁ),hferatlve

genti t abi ne, every two wee
disepetsych mawe@km aﬂ imdsodm], conpoidingendtrinistetiag € ihs individual a) an
i ded . a ﬁf treathngreast cancer. jn an

effe%h&? yn ghj]élof IaﬁogJHOﬂ 8? SOYRHsIR ill}%@l’tlc&ﬁr?ﬁmpglﬁﬁlé paclitaxel and an

alb @i (Bichta8 Ak 408 ™ )t di hir¥dr Pe@bink SR nm/ Alumin), and b) an effective
paclitaxel /al bum n nanoparticle conposition (such as

amquat gka hsmappules artipodiio Swdeits therpodticativR dieg érnbideabitraes not
Y oo R0 B0 B RSP e £ VST s

(sumtsnmc@f[m@r(emﬂumnab)p rEbitheD eddrwemal), @Q@ﬁﬁth((%l—éﬁhuﬂﬁnab)
ancer) in an_{ndividual, conprising adm ni st eri ng
MyFIRBTS (oD cAcvalin (Dt mG g Buxan (rituximab), and Bexxar

(tosﬁ%oh{%gp Of/s808 Jeﬁ?bodﬁfl%lﬁg tthé’ &eﬂ{B‘P&fﬂ& e?l ic Ae&ilt @Q% tux(@n
conpri sing nanoparticles conp é) fa% o4
(cetomimrabgr In|f:ﬂonteealnnbc(chmeﬂits,aﬁe alhdmmhct‘r)lpeublb r?gé\ntei f\ elfdrapeatm antibody
unt o pl at ent (such as
oth @ R P RIY =it YL ShaFR el sotestmoagtphe methed i for
S

tlquﬂénl'l H@ggg@;ﬂﬁs?%g&/ éa(%’c;ﬁatglcéa éncgglg‘fgte@éd H)&;‘tg ar aﬂOQmed b1east cancer,
treatmeyo ¢f metaskatic chimee, tr&tmtp‘rt 01? bnbesi cancee tifh el a(dgilvzmt eettmg,gand

treapnﬁ%lt o{" (garnac'tal h% rgeog %\ngnt(s mg n so%en&g{;gdunents, the method is for
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conprising admnistering to the individual a) an
ef fective anount of a conposition conprising

wmavepsm2vo cl es conprising paclitaxel and an al BCIUS2006/006167
(such as AbraxaneTM, b) an effective anount of a

ir t (such . carboplatin), and c) a
B S Tt L SR N
oagjukertGeping g tarRBe(sath hs MEEmaRtaROAYN i
e Angsti n(b))g. lI% %one(serrbostrji ms_n]%s, VItaﬁe ne?ﬁggrhflg%?sog”c)’ ovatan
cangele Beadeiel NEEK eatipel pndimetanenw (instuslisg metastate melanoma). For
' r reast cancer. in an adj t ..
exafEhE T Beh b AR SRR i o R AR Ao e o HERY postive
me@astatn bedst NG(deCin adl mdsodmaloagdsHRMHIginkRERE td fhe individual 125
g,przow [jed ?1 nmet hod of treating nmetastatic cancer in an
mgm, fag{ gyl albwpingiapepastcls gpmppstien (shgh epAbrreane’ ) weekly for three
i1 QM ' / m N nanoparticle e
e R TE OB PR BT bR .
[0083C=2, whepmicrenitodiraelts, nive ok aidre@ thdnsotb@tpéieid a@bits are
g mﬁ@éﬁ%m three 1vveeks MWth the fourth week off. In
aduygistere i SafoR e theytReangcdp thspanopartiele cemnpsitiars Theselkwvg or more

RLster i : i , o1
T80 S RS PUANNE Ly 0P
chemog*.@(a,p!q:gtlicaamm iEX@rrm.:hi:s.\ﬁé thatie seabmafisnicire asovidedderdini Other
con‘l?oﬁré;%tﬁgkXlle%'ljs%l)dogge%giét%cil ng adm nistering to the

vidual™a fTective amount of a conposition
[0683]pr | siGomaRrRePabirhélte $hée b eiioda trdifbdrarant. 8 proliferative
. carrier protein (such as albunmin), b) an effectl%e
disegsy(sHeh s¥cagess) By amigdivikind ¢omyeising (admétistasng to the individual a) an

[ ¥ I | kal oi such as
o RE DD BLOT) poPehitiln Snlblfh fltPutcfnbPbbRe® aravpaant
carréer pedtbiadsich ok niainiing bapeftdtive hatouieo irsARse U8 as a
ancer in_an individual, conprising admnistering to
nuci%ﬂ%l ? ARS8 dorirample gemptiehingy andmvurnthetcyslivoapiotid (uch as
HaRRRN I & PGl : i Sl itaxel and .
oD B S, S TR n 250 B Gl ot
disegse (guqdl @tciancmln}k hfesle'gdia’ghlat, g()mpﬂhingaldlglaﬁkt(@ﬂi)l?td tR¢ ind1€ual a) an
c). a vinca.al kal oi. such.as Navel bjne(r)). In sone
etteg st hah P o ReSHier PIASTHEORanOPEAE IS RPmBFising peclitaxel and an
albu@@RCQIch as WOEBBA T, @%Eefféﬁa %jélrﬂgﬁﬁt%ff alit:‘ Qﬁtiﬂl@t\ég&gk gﬁlch asa
rovides a nmethod of treating a proliferative disease
nuclegtidhangdogs frcEppie gamcitabdie)] ahdad) an effptivesinngunt of an

| the .individual a n.effective .
et BT L ERIT (R ol i i b Bitmar o1 b Betnod is for
treaitoamp of Srietisy cancet Ax@NEad[ifait sefinl EForRikfnBle) i Welﬁ%diments,
an effective anmount of an allcylating

al bum.n), b) )
ther%&é%?vﬂf%ewﬂ% oA yicrbpniospibasd v@ayeddnfarnatery cancer in an
indi I h ri cinm,. | .
R Rk | T a8 2O ER Bl ey
nanapagiié egneosiiionl (sicdr atAlvexaieSOpsery el Bel@s2CaNGem> i n
an .i.ndi vi dual , conprising adm nistering to the
gemEAPingG GYey %é{? weR S PRe oD OIS PP ioinosyeaBORDB ccks. In some
bB&h HR2BRRY 19 d : %OJFP LR COMREL 128
er? nanoparti c|le§%‘%lr?§?ﬁghﬁg@|e?t% e %Zﬁ%){cgﬂlna%omﬁﬁ%vﬁ!uggln an
adjupgnt seitingfeovpiisimgadonisteohg amthalikdib g sagem? [asliaRelasbumin
| ophospham de) . and, .c) anpant hracycline anti biotic
nanc e OB Hob s AR e Bt e 0P e/t o
geméisabi®] evdry 628 WRBlks, @hd 30 nhf ¥piditAdR, @feﬁat%\t/o gagger. In
some enpodi nents, the nethod is for treatnent of a
[008dleast Enseses embpdimentdj thorers povidedmanatipdvAntatgtat jroliferative
S, . there.is provi

. N : di mer : d
dise B AL ParRen) i o R P P B e B s B i T an
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i ndi vi dual , conprising adm nistering 260 nghn2
paclitaxel/al bum n nanoparticle conposition (such as
Wa\braxsa2erV) , 60 ng/ nR2 adriamycin, and 600 ng/P@I/US2006/006167
cycl ophosphanmi de, wherein the adm nistration is
i ed out. once eyery twa weeks. [0087] O her

ofTeSTH G AMARPHCL ScHOBHSF bl HEEIP RN BBRAPATIclSS SfomprAg laxqng and a
carﬁélf[ﬁoteﬁff@,ﬁéﬂ HENb$mind), r@raﬁ eﬂ%otﬂ’\feo.iﬁh&ﬁlg ofla PEl d:ﬂgllﬁjxﬁfs?d agent (such as

treating advanced breast cancer in an
h@iﬁrﬁ)sandg:) adh¢mpstieanppdyd sudhensi antHIERadtibajly émch as

e W s Y TLTN S R A,

protiieé h nmrloé&adsm@ﬁﬁg%romraaﬂe efstRe f(éu}éﬁ a8 68%13 iRfan 1nd1V1dual
carboplatin. In sone enbodi nents, the netho further

CONERIFHY asﬂé@nﬁéﬁmnﬁﬂ@ﬂ@rmwdalﬁl @fameecffepmée @mmmofefcomposmon

conﬁﬁfsﬁ%[ﬁ é%%lslte% c%ﬂgnélﬂghé(é&%@ ,?r[; ﬁ ég K@%{gﬂe ), b)
an difeetist aameerf aiplatimm-badd veli @iuch@l@ Emibbgllaﬁﬂ) and c) a therapeutic
to the individual a) an effective anbun

ni sterin
ansfp b e HgR2 coh g aopatieyreS ooy et
as &@é&hh@ﬂx &h s&ad eﬁ%o?ﬂ i 'Ehe(rg&ﬁgd RSor FRLAXAN Tg& of Q%va%ced
fecti’'ve anount gentita I'n sone e
breaﬂh emger, snetgataic lheabt eanvet, bodstofanterdabin adjuashtastiad, and lung cancer

T N NN H VX N T A —

metBbdl 6 tréagaABEAA OfanBerGA AR AR LiIRA, ¢ %éd}?‘glstenng to the
nanoEartl clgs conprising pacli t axel

individyeh 7 aB1gAbT pacitrecENgbuimin mnoeamebtqomoam»u G¢ucbfas Abraxane™)

t
end SEHRBOE: A G eteit By PR Pl abt Wikl Fo thrce weeks
W1t16: drerbinsh Mgelaoffatanemé smbbdiaRnRatk niaka ﬁlft‘ﬁ@lcc%nﬁﬁiﬁles wWeEkly
qrtataxel) and a carrier prgtein (such as al bum n)
admypigiegipg IaE%%Etz b/l ofddereerdiont her apeut i c agent The
t Ll
OBTPOS! 35 ASRETHARE 15C B o B EAIPLLEE, FLRE) bffiaive

dischey (sttteas capa¢riranin oilivadyal, @ohipeikalgiadenitiseaag & heuedividsal a) an
sone enbodi nents, the chenot herapeutic

effe&@%%%mém of fEomaREHen 591@%%1@& BHoPATIcleR CorpRpBSatipHe and a
carréer @)E&Ql%t(ﬁidﬁ' d@%ﬂnﬁﬁh} ®) a UFD. hﬁ)%ni/‘@f g@%ﬁﬁlﬁ'}l 1K3%ed  agent (such as

desScri bed herein. In Sone e |nen S, I nvent
carhoplpiingesdg) s yimen glietdi¢ (Hm@h‘p@NaVelbme%)‘ Iarsomkfembbduﬁaents there is

n osi ti risin anoparti.cl es
proARER nefog s WRARER b bielllnt S Rigads ek ar Shdn ot a5 drcivignal
coniisiigadaliisteting tathe @hdiGeihMvG af @H@&lveojm(ﬁﬁlt bEASEmPNStion
ot her chenot herapeutic agent. 28 WO 2006/ 089290
COW@Q@W@@G&WPTES@%l%dltaﬁe}s%ﬁ@ne&%UUmrfemhsas Atrexane™), b)
a sition
on S e P DR POEE BEEIL G 1o SPRAR IR Mg aginca akaloid
(suchans Neﬁelbm’e& elmo(ﬁmhbcaﬁmahtb 5503 ﬁ])etlfo@rls fotSRatnientt B?lung cancer.

m&mﬁatne t of ag%rollferatlve di sease (such as cancer),
[ r ei n BaPHe GEROLIERS. Sesnvetion prarden mmathad of treating a

it e

pro i@%ﬁg?ﬁies?%sggﬂ{qlg's 23%‘%” il ntl]?lfldlgl{dugl g%‘fl}aﬁ&g ?&lﬁﬁ]tlshermg to the

lndlvnduelrtt) ian mftbctmﬂ abesmaoph aasmp«minﬂn @mhprmmmlopammes comprising a
eutic agent for use in the

h
taxaPF gﬁ‘i %Jnsﬁ?lkﬁ]l beoae“ﬁ f%‘Ffl PEE‘@F Y, by Aefestive ampuriof @ aliefating agent
(suchias E§d1BpIRApEhrKIE) £ ah S8 ﬁyghﬁllé SRR Qﬁlﬂfﬁ dnamgcmé In

sequential” admi nistration of "a conp03|t|on
somp grbpaimdang, d isvensiongirengdes & mrthiné o:ﬁtrdatmgaapmhﬁiratlve disease

(sucH aQES{CQI)(lﬁ i rllnd’:l V1duachomp1%s1ng administering to the individual a) an effective
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some enbodi nents, the invention provides
t axane- cont ai ni ng nanoparticle conpositions and

W@ 09p/084200 ons conpri si ng one ot her chenot her apkCX/U82006/006167
agent for sinultaneous, and/or sequential use for

treatnment of a proliferative. di sease (such.as .cancer). .
SmOW 008 CaMPRHHPRFSPPEE G o D08S] FIE TS HBSaT | pgH A1 af albumin,
b) an?ée)f?ge&?i'}/é gﬁg%lﬂtmﬂ%ﬁl@lﬁln%sa@&m[dhsds &gclbgh@pﬁarﬁgieg @ndhc) an

0 as "ndnoparticle conposition") and the
anthmbgct‘liﬁelmtibimeiu t(:i;wc_hang editi arp'mhn)b an some m@pé}@@ts, thg method is for
e e ASEE St S r Shh E B AP, BRI o
treatfHi0t B Strleadtic@ider id APRhvanhosON® b vl seritgS Fot beample, in some
nanoparticle conposition and the chenotherapeutic .
embadjerents; theed wgirongdechemsthed of reatEeOtRY SHES PrFast CAyes '8 an
. ..described. herein) . I .8 j .
T B R
comPEEiBbMsuclBANBraxba™) 68 mgnopdrithgtie, aunfifshgidn and
he chenpt her apeutic_agent are adq%ﬂ%stered ith a,
cyclpphaspbapide avherginghe AGnRBTIB LT PaEBul AUt P@CWYF&%’(%Y@ S
h as . . . } Qi X
ORI 33 ORTIRANER, B0 881 i, £8r obil, n some
emb® ikt g Meoe Bl providbé a dretigdi of ttchieng advaopak irpest egncand athe

0 BB SPEPOTITE P& D R SO ELT NG BOIR Tite
comBREBA %ﬂnghﬁﬁg ﬁ&%ﬂalﬁtﬁ:l&g%gm-ilai?%muﬁia@ela@arah)almmni(mh as

eparate conpositions ( e nanoparticles are

Abreome3Dnbyan effetiec coopoisifcabepkats. fheome pahedimspigphgipghod
agent i.s cont.ai ned in ot her ¢ iriona. For. g -
o e RS e SR N S TR B GAR F il
somfERYNHRRirRERS BRdre i pravitled 8 he:teRngrassatihgmetptatiaibrasigeaater in an
| east tmo__different‘nanogarthles, wherein sone of
individeah spopesing efwenistaringie taomdbsstal gha Bifpstive @amopat of a
t axane and .a (Y . ROt ei n..: etihesuch
con ARG P Qo B PR RE LR e RATE L Rl Ehcn
Abrakenbty ey apetftdtteaganht ahgtnaitabinei &r sqmotebodimPhe, there is

i nvention contenpl at es nd enﬁfqg sses such . ... 1
providshaEtask Al ropHNg AREErDBIT B Soll WRE S 1o A A iduet
Comgj?%% zﬁﬁﬁnis’[e?ing% ARAR&i (uSa) htrReIR: AADEH IR Bbﬁlgos\}\%on

aneous adm nistration’of the drug in the 2 ™
condRGINBHAAFIET LUISEOG6E PGiLBE! antbarophwmin(sach as Abraxane ™), b)

C osition and.the chenot herapeutic agent can be
ml@%%EV%@@OWWFEcagﬁﬁgwgnentaI doses of the taxane and/or
[0dd¥g Chenpidhai-ansmddiGeagaére id $991kd biRosOOEItion comprising

enbodi nents, the nanoparticle conposition and the :
nanohetioleh eempusing 6 taxfan{sugh as pertiiancs erdar d oy psiHaxgD pypd a carrer

The tern "sequenti.a L Ni i op- ; heigich 4
oS R FERUTID B R B Sg oh Bposion
desBtkd higein Ghgrainfieisa peitie agents dtie tdanaairsi te eldenmthé¢rapeutic

a tinme separation of nore than ab%gt 15 mnutes, %yah
ageagftheetr@mﬁnta}f@mro]aﬁpatwp dg@e’tseég’w @é’cagqy’r). 618 sgpie spfodiments,

| | i Sdibp i athhe
e
pref@apiasd iatiopswhmpaks Weight mtids déseribdieimpeine fiapene pebodiments, the
~agent are contained in separat.e ositions,. Whj "
invERIYOTHRIOKIgRT & PHSIZISHC fHRPSHINE X ran&?f?_%%eeﬁwm}%8&%&%‘2}593“10“
cox&@r@s@ﬁ%ne{lﬁ SR R BRI NSy ank GicAUEH R IFAN AL doRBraRdl, dhtataxel)

nop rtlgle conposi tion )

and an effective amount of at least one other chemotherapeutic agent.
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and the chenot herapeutic agent are concurrent, i.e
the adm nistration period of the nanoparticle

W@ o09p0sd2é on and that of the chenotherapeuti c BOENS2006/006167
overlap with each other. |In sonme enbodi nents, the

mnisiration of.the n articl L9
[00%}]6 not h %&?W%Odé@gwﬁ tﬁ gp 8%101}:%1ncur ?EH% lageu r%1(:%f1conllpo%mons
comﬁﬁs%%ﬁeﬁlo phificRR %m%ﬁblﬁglamhé and Bearri2él piowis (duehiaalbamin) for
anoparticle conposition is term nated before the
use mhbammtmmdpﬁuatprellfeaﬁj?é’ﬁtdlﬁeésea(él‘iﬁhrﬁsﬁ’é‘f'eéh Wheppis g use comprises
snmﬁiﬁgc?%lls ﬁg@[gb% 5 he 1ae} dg} 1s$t¥at1%%1 é)?rgr% l(r%g%ttogg 1}61 chen%ci';cherapeutlc agent.

In sd}ROQRBS diinehte, t‘h@ m‘ﬁubm provides aghiumsteti@tl conipesitiom®mprising a
peri od between these two non-concur

chemtmrnp@,me agpwrier Beerin Mamigratnes At aw&%lf-fref%e fiseaegpich as Cancer)
suc [
oSS A TS S e A8 B8R 08 composin
com@hENY ﬁaﬂdp@ﬂlo@@d:ontﬂﬂﬁlrglwamnband peatriet pagant(sm:h)as hbumin). In
adj ust ed over the course_ of the treatnent
somg gabogigreg e Hie igyentiqa PSS tatanf |°Hﬁtaﬁﬂ%11%}°§?ﬁs %«ﬁgﬂlposmons

and @81{1%&'1&&%8 PSR Ak Ster cﬁé?ﬁotﬁéﬂdﬂetﬁfé"lltg@ﬁtrfbflﬁmultaneous and/or
article conposition and the chenot herapeutic

semﬁ@ﬁﬂhweﬁnwhmnadﬂmﬁa$nﬂﬂémha¢dwdﬁﬁ(%mbﬁ$Cdﬁ@ﬂng

frequency or intervals. For exanple, the

drug- cont ai ni ng nanoparticle conposition can be
Aﬂ%gggygﬁﬁﬁgﬁ%goﬁeekly, whi | e a chenot her apeutic agent

can be admnistered nore or less frequently. In so
[008fbodi n&rlnworrmsman n@@pﬂ@ng mme@w&eé|cea§3émngdwap Slppptorred

to ag, H]ézmaﬁg?lggg 6P nt Q%gd Eﬂe‘r“i %uﬁ@géé?% S%H be administered

simhIemedUsaE (1.1 %1@&1@%111@61\1/5 &Bﬁnfs&ﬁtlcﬁl) Iané&br sgusnisdBi (hed sequential
rel ease are known in the art. [0095] The nanoparticle
admgwAps®M-i on and the chenot herapeutic agent can be
ni st SR QbmPdtioh §4d @kl on or
“M%?P}ere% @gﬁgéggg¥ﬁ£§%1nlsn5 ﬁ%ﬁ H?n Sone _ _
chegthethpamid sehf Gnelbdinp tisd spatifia nh@nsthamgelgmmsuda*scnbed herein)

axe GBS Hd SFARLIRE CHsHEh S BBUEATE: AR TaHas, s used herein
mea%g'fﬂ ?iﬁ%ﬁﬁﬁ%ﬁ&le%o&%oﬁ@o@ ORBHEBASABhBkapels ff 0@ddThistered

predeterm ratio. For exanple, in some odi nent s,
witlt hemeatpaatinn elsiaghoredhan Hwut Ax aneute(sh Sﬂﬁ‘eam@B& thpg plout any

o TG SRETEL AR Ry e

nan@lgi MEENarRAY th8nOPdrapeutaheht haypbel c@bmnéd i00e sztrﬂe composmon
out 1, or between about 0.01 to about 1 and 100

(e.caboempesitivn cemprsaaheti the Reropatticles angdh %CWC\H%‘?Y@??PUB%W) or
in s%aa?atg aﬁr%{g]gsﬂl @% gﬁgﬁ?ﬁ?&ﬂt éag g&? ik doﬁl}{bng Egmg?ﬁtlon and the
cheﬁ@&meilapeﬁtﬁh dgenBQ; cbntai:[&dihn afother c&niposmo]]) Borquaﬁlpllsa,, the: taxane and

, and 1:1 In sone enbadi hents,
the QAT W R GSEBLBHEDY BIOFHG TTTIBBA P MEP B IR SHEBEMS Bcest oo

t
il e AR 0 gyt S 3l i
tax@f3:ahd abafiet pra@eingand winead the ethclommmp‘fmﬁateem the@ooppsifipne
doses required for. the taxane .an
cmxam@ﬁ‘g%qu%gxrg&ﬁ?&eug@ égﬁnt ARG, 2 cixrsxﬁlt prr?g 11, Eg% Q’é’g’ﬂ“?l Sonbemplates

and! AWGHp L&A 8bmb8siAShsTah k¥mE efbbaRekntd) 8Alyane tixageRicontained
i's adm nistered al one. Thus, in some embodi ments, a
in reodentérlep dotspmeamhedtmetts, tsm@ulmng@uq ggiministration of the drug in the
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t he nanoparticle conposition and/or the
chenot herapeutic agent are adm ni stered.

w0 3wboswee@mpeut i ¢ anmount™ or "subtherapeutic | eR€l/US2006/006167
refer to an anount that is less than the therapeutic

nount , that..l s ss.thap the amount narmal |y used
nen{RH el Btitibf and fenrRstaber & BBl rAbke Sopetingbior
suppleencahf 0Beb or aRatitdne 288N thedhematidtdpestiei gl al one. The

reduction may be reflected in terns of the anount

(00 ni st Brsemeambpdinens theipanepsiticlet oprposiiod/aod thehe

n 1, i red.over i ven..period of.tine.
g b Bl LR T e
adneinitrgior e meddhiedraipatiéane tag eetdris iPRInRhSIBH@E cSBp&Stion and the

to allow reduction of the normal dose of the drug in
chepRiheRansB P& RIS R adBpisistad with p dfei seperationobmprecthan fhwut 15

mir%gé%m%g(% ﬁ‘%&%zhag %ﬁ/gﬁtr%gg}f 9@;,0@0, 4@8@?’ %8 %&gl%ta? & L}tgsf . b?l?ffer the
nanspargclethogbsion sy therheagbthefapguticagehemanbe péditrigbed first. The

conposition jis ad 'nlitered so as to allow reduction
nangparifyg CREPAgliowsubihschegthcrpgiin HsPbHE GeRiinag dnseparate
niRAMIORE dyitich £ by at
o0 ﬁghs?labodtlﬁgﬁggg?&ggfél Afg%%5??§g§§&ggg§&%8%@ 70%
[0®3%, 90% somereorbedifi@098le ddmiscivetiembbitie memdpgytiddeomposition
andqgesghe% tg)eot he 1hh% t xane in the nﬁropgrt i.cl (%. .
SBHASEI YA RHE A8 HY: 2EH ST apedt'f eURgRiitatar #credincba
nandgarGEERaMPEsition htLhEPs T 8S @%ﬂﬁdtﬁ&ap&@fo'ﬁ%lam%ﬁalggvtitﬁ %tﬁﬁheother.

when adm ni stered al one. In sone enbodinents,

In sprg smborimnqntte themsiopisietia @f thonpupattichncambsitiva and the
che@ﬁﬁ{%@ﬁ%@fﬁ%ﬁg ]f‘r%in_%gs‘{%?‘eg%&: (?1] qrg(l 2t e_r, %? ﬁo%%%%bodilnents, the

adneniboatiomesfitiss nddogadiefeecotfpokitien nataRRatddWetore B MR RotePdbeutic
and/gr.the chenot her apeutic agent IS substantially _
ageplds admppusierefe psomgppeimentyele adminigsetion 96 e qhrmbiherapeutic

) rticle.co itlhon .
e AR RO 15 SR s
betvg@thebe ¥y o BOscoROenbadmdtafionsen rMiga fr@h AWt two to eight
5006/ 089%)90 gCT/ US2006/ 006167 [0099] A conbinati on of
weekhSUahAT AhoUt 1O3F S “Tonfigurations described herein can
[0098] USeCrhe HASing FFERLARY ST d mg%ﬂtaﬂﬁﬁ%H%HQEQferéo%%%ts ition and
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leasttdaidthdptchgmotherapeutic agent as provided in Row 48 in Table 1. In some

embodiments, the administration of the nanoparticle composition and the chemotherapeutic
agent may be the dosing regimes as indicated in Row 48 in Table 1.

[0113] In some embodiments, there is provided a method of treating ovarian cancer
in an individual comprising administering to the individual: a) an effective amount of a
composition comprising nanoparticles comprising a taxane (such as paclitaxel) and an
albumin, and b) an effective amount of at least one other chemotherapeutic agent as
provided in Rows 49 to 52 in Table 1. In some embodiments, the administration of the
nanoparticle composition and the chemotherapeutic agent may be any of the dosing
regimes as indicated in Rows 49 to 52 in Table 1.

[0114] In some embodiments, there is provided a method of treating head and neck
cancer in an individual comprising administering to the individual: a) an effective amount
of a composition comprising nanoparticles comprising a taxane (such as paclitaxel) and an

albumin, and b) an effective amount of at least one other chemotherapeutic agent as
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[01 26]d ays mamte ddabrekements, there is prov1ded a method of treating melanoma
(including metastatic melanoma) in an individual comprising administering to the
individual: a) an effective amount of a composition comprising nanoparticles comprising a
taxane (such as paclitaxel) and an albumin, and b) an effective amount of at least one other
chemotherapeutic agent as provided in Rows 60-63 in Table 1. In some embodiments, the
administration of the nanoparticle composition and the chemotherapeutic agent may be any
of the dosing regimes as indicated in Rows 60 to 63 in Table 1.
[0117] In some embodiments, there is provided a method of treating metastatic
colorectal cancer in an individual comprising administering to the individual: a) an
effective amount of a composition comprising nanoparticles comprising a taxane (such as
paclitaxel) and an albumin, and b) an effective amount of at least one other
chemotherapeutic agent as provided in Row 64 in Table 1. In some embodiments, the
administration of the nanoparticle composition and the chemotherapeutic agent may be the
dosing regime as indicated in Row 64 in Table 1.
[0118] In some embodiments, there is provided a method of treating pancreatic
cancer in an individual comprising administering to the individual: a) an effective amount
of a composition comprising nanoparticles comprising a taxane (such as paclitaxel) and an
albumin, and b) an effective amount of at least one other chemotherapeutic agent as
provided in Rows 65 to 66 in Table 1. In some embodiments, the administration of the
nanoparticle composition and the chemotherapeutic agent may be any of the dosing
regimes as indicated in Rows 65 to 66 in Table 1.

TABLE 1

Row | Combination Regime/Dosage Study therapy Protocol title
No. type
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of advanced NSCLC
Phase I trial of
ABX: 300 mg/m* q3wk Abraxane™ and
48. Cﬁlﬁ) Xl_al_tin & 4 SCLC carboplatin in extensive
P Carbo: AUC=6 q3wk stage small cell lung
cancer
5 A phase II trial of
ABX + ABX: 100 mg/m® qwk x 3/4 Abraxane™ +
49, ) . Ovarian Cancer L
Carboplatin Carbo: AUC=6 Carboplatin in recurrent
ovarian cancer
. Phase I study of
ABX + ABX: qwik Abraxane™ plus carbo
50. . ABX: q3w Ovarian Cancer for treatment of
Carboplatin P d )
Carbo: AUC = 6 both arms acdvanced ovatian
cancer
1st line, optimally
ABX: TBD by ABI-CA034 debulked, registration
Vs trial. Carbo AUC 6 +
51 Ca?li) XIZtin , Ovarian Cancer ABX vs Carbo +
P Taxol® 175 mg/m Taxol® 175 mg/m?>.
Carbo: AUC = 6 in both arms Endpoint: relapse free
survival, survival
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Car bopl ati n Arendnent :

ABX: 125 ng/nR carboplatin in

1st-line D1, 8, 15 NSCLC ABX + 40. Carboplatin +
wae@iklogo2DSECLC  Avastin(r) Arm 1: ABX: 100, 125PrAdB0S100610p6167
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42. Genti tPAHeregitant
enC|tab|ne or

) Avastin(r) Phase | jtrial of
; Lt abi binati

pprinary eplthehal

Z:;%};gﬁ}lqyr r1ma1 Y

carcinoma

ng/ n2 Phal
CT:'!'aA #gaélxd N6<:k
Phasec?

, 260, 300

S @ndebekthblSlotidykd
ariegphdtedcncancer
sfl’pamf(li Jbref3ud™ in
+ gopdgpiion(Hith 5S-FU
ny/ P CPMage

54.

LMB_ORBH(O h:

JTT study of;
\or axaneTM +
NABKi+PerTUNS(
P sptigtatin Ly

SO TS Betd 1 ex
,L@olaqnh"éﬁsrég/m/ Pt tri %

Ing\gSanger Abr axane
followed by XRT/surgery

) q3wWKk LU
ed: 500ny
| Head and BleckA
M pCarser

ng _cancer.
q seg l?le localized
B egl_d and neck cancer

Phase Il 5-FU and

cisplatin with or without
Abraxane™

Phase II multicenter trial
of Abraxane™ in
combination with

55. ABX + Head and Neck cetuximab in 1% line
Cetuximab Cancer
treatment of locally
advanced or metastatic
head and neck cancer
) Phase I Study of
ABX 4+ ABX: 100mg/m” gwk Rapamycin in
56. Rapamycin Rapamycin: 5-40 mg dose Solid Tumors .Combi&apon with
escalation Abraxane™ in Advanced
Solid Tumors
Phase 1 trial of
57. Sﬁzle:t_in Solid Tumors Abraxane™ and
P Satraplatin
ABXZZISO, 220, 260, 300, 340 Phase I Trial of
58 ABX + mg/m” 3wk Advanced Solid Abraxane™ in
o Gemcitabine | Gemcitabine: 1000mg/m’ D1 Tumors combination with
and DS Gemcitabine
) Phase I dose escalation
| ABX 100 quie 3R ced Solid | Study of gefitinib
59. | ABX + Gefitinib | Gefitinib starting at 1000 mg/d x| Tyumors che.mosenz?xt{zatmn pulse
2 given prior to weekly
Abraxane™
Phase Il study of
60 ABX + Metastatic Abraxane™ and
’ Avastin® Melanoma Avastin® in metastatic
melanoma
Abraxane™ and
ABX + Avastin® as therapy for
61. Avastin® Melanoma patients with malignant

melanoma
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cisplatin in advanced NSCLC Phase 1/11
+ AbraxaneTM  47. Navel bine(r) + Lung Cancer

wowelogi2oe(r), and Cisplatin Cisplatin for treR€TES1006/006167
of advanced NSCLC Phase Il trial of ABX + ABX: 300

study of ABX

gi-m-g3wk-Abraxane TMand—48—SCL-C—earpoptat+na—in
Row by Cemgnaien [ar bopkeatiePoesr bo: /@@dﬁfé‘e’é (st AEREOCSHE |
No. rel| lung ftancer A phase || trial "8f ABX + ABX: 100
g/ m2 gwk x| 3/4 Ovarian AbraxameTM + 49. |Carrhgpliaidyof
62 Car baex AUC 6 Cancer Carbopl atin iMetssggur rjentAbraxane™ and
" pvatateplagancer ABX: gwl ¢ Phase IMedngdy of — ABbopltinin
\br axane pl Us carbo 50. Carbopliati n ABX: |q3W2exismeppema
Cancer for treatment of Carboj AUC = 6 ot lprhak DBwudy of
éadvanced ovanbg&ngwkcancer “1st liine, optingl | yAvABX™TBD
6 by AfSP 03‘ gler%%é?g regi strat iMaaastaABX |+ wemitisatiad with
© Ca % 6| 385 874 i an Cancer M@ows Qar bobsplatin and
Ca n| TakolAUO= 475 ng/ nR |Taxol (r) 178ragioipmetastatic
Car bo. AUC £ 6 in both arns Endpoint: rellapse "elraum
survival, survival 42 WO 2006/|08Q2&htic
IPCT/ US2006/ 006167 Row Conbi nat|i oroidegil me/ DoSAd. &fufly
aher apy Profocol title No. type Pheseflet |sty Igiﬂon\;ﬁh
s DevasBXumabiwith ABX + ABX: 100 fghwef quikyXoqmb fr previously
" AbrCaxeaitesTM i n patients 52. Ovar|i e¥eCRATer| WrdaRd patient with
Hecu_r rent, Avastin(r) Avasti n(r)bas%@i’f‘gfpﬁﬁ @@raidé or metastatic
plati numr es;i st ant and irinotecan- colorectal cancer
based therapy)
Phase I study of
i Abraxane™ in
65. | X | Weekly Pameat_lc combination with
Cancer gemcitabine in pancreatic
cancer
ABX + Gem )
66 ABX + Pancreatic | phage 11 registration trial
. - . N . .
Gemcitabine Cancer i pancreatic cancer
Gem
ABX + anti- Abraxane™ combined
67. angjogenic with anti-angiogenic
agents "agents, e.g. Avastin®
ABX + Abra?(aneTM combined
68. proteasome vsfxth.p_rotc.easome
inhibitors inhibitors, e.g.
Velcade®
Abraxane™ combined
69. A?r}fh+ ,EGFR with EGFR inhibitors,
ibitors
e.g. Tarceva®
[0119] As used in herein (for example in Table 1), ABX refers to Abraxane™;

GW572016 refers to lapatinib; Xel refers to capecitabine or Xeloda®; bevacizumab is also
known as Avastin®; trastuzumab is also known as Herceptin®; pemtrexed is also known as
Alimta®; cetuximab is also known as Erbitux®; gefitinib is also known as Iressa®; FEC
refers to a combination of 5-fluorouracil, Epirubicin and Cyclophosphamide; AC refers to a
combination of Adriamycin plus Cyclophosphamide; TAC refers to a FDA approved
adjuvant breast cancer regime; RADOO1 refers to a derivative of rapamycin; NSCLC refers

to non-small cell lung cancer; and SCLC refers to small cell lung cancer.

44



primary epithelial ovarian or primary peritonea
carcinoma ABX: DI Unresectable localized 5-FU 750
worguor@sZh/ x 5 head and neck cancer 53. ABX + BCHUS2006/006167
Head and Neck Phase Il AbraxaneTMin Cisplatin
cisplatin: 75 nmgl.n2 D1 Cancer conbjnation with 5-FU
(0134 | owedAbysq@FhPr@a (196 eyamapie e Tahle At i Csefery to asm ypgemgurve;

q4 r\éiésﬁgo/ %&ﬁs%se%%t)&glvgeﬂso gﬂkle Fﬁ?&ﬁ ’e%tgg dseee lé{r zv\}%'eﬁsp é{%’g iefers toa

and n cand
dosSes@b@tWa&EkAB}(Vleefﬁam@ e weBhigsiesd; lqwkae FM rafets toci wedkdyt ddse for 3
th or w,thout follo d by XRT/ s y .Abr axaneTM d
wogbR AT 1 A TRoK OER B 4 811085 dp A A AREARSY (A @ev i the 3
wedié@@ and Neck conbination with 55. Cetuximab Cancer
cetuximab in 1 line treatnment of locally advanced or
netastatic head and neck cancer Phase | Study of

ABX: .100 [ 6. ABX + Solid Tunors
Cola AR MBI VHIb EATB Aok Chr AR R0 SIFETS. 40 g dose b 3
[o1ggcal ati Elnanﬁﬂfe@)éé}:!é@ﬂ_ M freReVaRE&aTbn QWdQs 4 HiER1od AB¥aiing

Phase | trial of atrapl atin [id Tunors

pro}aiﬂr@war@ﬁmeaﬁsuch @actanna@i) mmmls&@(a fing dlermonzﬁ@mmmlstermg a
tax%Qgglgl% n-éll-lrlé}‘%glcg co’%qB l‘len g g msj %F%rél%rn ﬁ]%)ged c'ri]% second
theIBil;y ?Ebhﬂ?ﬁﬁng eathatiat alﬂVbr\Mutghryand D8 Gentitabi ne ABX

100 m x 3/ 4 Phase | dose escal ation %

012 i d st chpmstengeadimppip.ghemethagrompgses: o) afiEs @rmy Geprising

adn%hﬁé%fn@% g*lie\/%gQ/gdr {Eg é %ﬁép%ﬁ%&nﬂ?ﬁ%ﬁ%ﬁﬂuﬁ%& E&Hprlsmg an
effective amount of a taxane and a carrier protein (such as albumin) and b) a second
therapy comprising radiation therapy, surgery, or combinations thereof. In some
embodiments, the taxane is coated with the carrier protein (such as albumin). In some
embodiments, the second therapy is radiation therapy. In some embodiments, the second
therapy is surgery.

[0123] In some embodiments, the method comprises a) a first therapy comprising
administering to the individual a composition comprising nanoparticles comprising
paclitaxel and an albumin; and b) a second therapy comprising radiation therapy, surgery,
or combinations thereof. In some embodiments, the second therapy is radiation therapy. In
some embodiments, the second therapy is surgery. In some embodiments, the
paclitaxel/albumin nanoparticles have an average diameter of no greater than about 200
nm. In some embodiments, the paclitaxel/albumin nanoparticle composition is
substantially free (such as free) of surfactant (such as Cremophor). In some embodiments,
the weight ratio of the albumin to paclitaxel in the composition is about 18:1 or less, such
as about 9:1 or less. In some embodiments, the paclitaxel is coated with albumin. In some
embodiments, the paclitaxel/albumin nanoparticles have an average diameter of no greater
than about 200 nm and the paclitaxel/albumin composition is substantially free (such as
free) of surfactant (such as Cremophor). In some embodiments, the paclitaxel/albumin
nanoparticles have an average diameter of no greater than about 200 nm and the paclitaxel
is coated with albumin. In some embodiments, the nanoparticle composition is

Abraxane ™,
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Abr axaneTM Phase Il study of 60. ABX + Metastatic
AbraxaneTM and Avastin(r) Ml anoma Avastin(r) in
woreiassepd c nel anoma  AbraxaneTM and  ABX + MePEIUSH06/006167
Avla_stl n(r) asI therapy for 61. Avastin(r) patients with
mal i gnant nel anoma 43 WO 2006/,089290 ... .
[012#5CT/ usz@bw@mwtwm@w‘?f@m?m?18ﬁmﬁaaﬁlﬂ%') B3¥hgenst tndfe

. r C td . 4 e ..
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st e ohan Tt ah v s T FURTU e fom minves o

weel%a.rlﬁg%?tehﬁoﬁlﬁﬁéﬂﬁé?% €36 Pl Ebdtedithe fcarana theNdCormd therapy is
sorafenib in netastatic nel anona Metastatic Phase
sucH thattthé taxand andGhk cxdsattcalsurgerawankimiLll be adbimioexertapagyantageously

ombi pation, Wi th _64. A f.ajl f -
combEq FHRSIP IEsHL FEapRE o Pt fish o PEAPAGI R T,
nand¥attitibeseshsidsr ARy baduanteered lvethas haditanyadd, 3, 6,9, 12, 18, 24,

I'ri notecan- col orectal cancer _based thera Phase |
48, 60,78y84 106, WX 120 bawe Peat todhpmdag@m@-pﬁ}qrﬁurgg%% In some

emb%ﬁnn%eig&sg &i}ggx%eaingﬁﬁﬁgl\é géﬁl%%@@fx g_soagensginﬁfs{%r&?l@%ethmg 8500k baBLASrior to
the radiation and/surgery. In some embodiments, the nanoparticle composition is
administered less than about any of 1,2, 3,4, 5, 6, 7, 8, 9, or 10 days prior to the
radiation/surgery. In some embodiments, the taxane (such as paclitaxel) in the nanoparticle
composition is administered less than about any of 1,3,6,9, 12, 18, 24, 48, 60, 72, 84, 96,
108, or 120 hours after the radiation and/or surgery. In some embodiments, it may be
desirable to extend the time period for treatment significantly, where several days to several
weeks lapse between the two therapies.

[0125] Radiation contemplated herein includes, for example, y-rays, X-rays
(external beam), and the directed delivery of radioisotopes to tumor cells. Other forms of
DNA damaging factors are also contemplated such as microwaves and UV irradiation are
also contemplated. Radiation may be given in a single dose orin a series of small doses in
a dose-fractionated schedule. The amount of radiation contemplated herein ranges from
about 1 to about 100 Gy, including, for example, about 5 to about 30, about 10 to about 50
Gy, or about 10 Gy. The total dose may be applied in a fractioned regime. For example,
the regime may comprise fractionated individual doses of 2 Gy. Dosage ranges for
radioisotopes vary widely, and depends on the half-life of the isotope and the strength and
type of radiation emitted.

[0126] When the radiation comprises use of radioactive isotopes, the isotope may
be conjugated to a targeting agent, such as a therapeutic antibody, which carries the
radionucleotide to the target tissue. Suitable radioactive isotopes include, but are not

.. . 14 1 . . 57.
limited to, astatine’ ”, carbon, 3! chromium, *chlorine, 3711‘011, Bcobalt, copper67, 152Gy,

. 3 e 4. 123 4 41 . g 11 . .
ga11111m67, hydrogen, iodine **, iodine 3! indium , Yion, 32phosphoms, 1'hen1um186,

99m 90

. 5 .. .
Pselenium, > sulphur, technicium™™", and/or yttrium™.
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.ABX + Pancreatic Phase Ill registration trial 66.
Centi tabi ne vs Cancer in pancreatic cancer Gem ABX +

W@ 06089y axaneTM conbi ned 67. angi ogeni ¢ W t PCT/US2006/006167
anti-angi ogeni ¢ agents agents, e.g. Avastin(r)

TM conmbi_ned ABX th t
0180t 62 oI RIS dngueh weibot ir @PI°LI L adRdyidual so as to
allo@bfe@ﬁ&ﬂﬁfrd\ﬂ tH@HHhﬁ? Hosct- thﬁ%%arﬁ%&lmstﬂ&cﬁ%gfim the nanog;aahcle

inhibitors, inhibitors e.g. Tarceva(r)
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6 to | tinib;, Xel.refers
Loop SR M U RIS SR 503, bR g v
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ol 5 SO 08 by BEF, 61810 102, TR T80

embkﬁunelﬁte rthe tieseaf bo bt Radah® (such afﬁddh@eﬁdégllﬂ tHel ndSoparticle
Cycl ophos ham de; TAC refers to FDA approved
Cona%ﬂsﬁ\?%}rﬁld Bhecadintion Acardycsq .aﬁeomp@x@@ tritheepBpponding normal dose

ngggkﬁggh%giﬂﬁmrapanyC|n NSCLC refers to non-snal
'ung cancer; and SCLC refers to small cell 1ung

[01 2:85] n c er. bko® eﬁﬂﬁﬁirﬁﬁﬁﬂ 916)6 SETBhBRA0] 26 61i6i7atidnQf 2B néwparticle

h fo Tabl e ..A refers to
cong)rOE 108%{3§ Itﬁ‘ecr% jon ﬁ}? Hr% u&egulgla aé)dglé/g faglerly same
embRIBK Snts ABMax b @{1& 1D R1BESE 1r?13h% ¥n \A%a?@cqg §@>m géi‘éfon is

refers to a dose every 2 weeks; refers
admyjpisiersd efws @t thgwiiose &f B) mgtkef ardsthe mactlat!mlelk Iayplct«ist“e/eftnnesaat 80 Gy
dallygeks with the 4th week off; gwk x 2/3 refers to a

eekly dose for 2 weeks mﬁth the 3rd week off.

[012gbi nat$aBeri/iesaided Wetehh MBRidad teddttioNeh aMYchaoryaHIR Hncerous
[0121] .In another aspect, the present invention

ﬁssbf‘r swhydeally reEeHed eesprcxsrs@aemriw@ dewcmedf drmor wsediongatses to
phyg gﬂqjém%%lcoqgﬂ%ﬁgt p%R'H% 't DY add{tison E)Igl?nrqgrp I)é%ecﬁg%rtlge% mécht by

mnistering a ‘taxane (par arly nanop
surgaoyrmtiu&dlem tpser siuﬁgeﬂy;&)yc&ﬂﬂgeﬂy, ehictro@irg@t oAl Micddidcally controlled
t her apy_conpri si ng radi ati on and/ or surgery.
S“f%e@ié‘g? 03 Wf%%ﬁ RempoH ﬁéﬁﬂ)@r figiHsurast eecaBifsh 0§ 88emal fisgues are

alsofdoqj%nﬂmggapy conprising admnistering to the
i ndi viidual a conposition conprising nanoparticles

[013dﬂnpr i siT radiatierf ﬂEIﬂply\aed/a)mnrgbryuﬁaﬁbds eatand oarid addition to the
I TN TR RN =
adnfiGigletddaliton faxbhe t &Rhinldy AAFarticle composition and at least one other
chemotherapeutic agent, and subsequently be subject to radiation therapy and/or surgery.
Alternatively, the individual may first be treated with radiation therapy and/or surgery,
which is then followed by the administration of a nanoparticle composition and at least one
other chemotherapeutic agent. Other combinations are also contemplated.

[0131] Administration of nanoparticle compositions disclosed above in conjunction
with administration of chemotherapeutic agent is equally applicable to those in conjunction
with radiation therapy and/or surgery.

[0132] In some embodiments, the nanoparticle composition of the taxane and/or the
chemotherapeutic agent is administered in conjunction with radiation according to any of

the dosing regimes described in Table 2.
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enbodi nents, the taxane is coated with the carrier
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3 ABX + 1 cycle ABX/Carbo induction NSCLC Phase II chemoradiation
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[0137]

In some embodiments, the invention provides pharmaceutical compositions

comprising nanoparticles comprising a taxane (such as paclitaxel) and a carrier protein
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administration is no more than about a week, and wherein the dose of the taxane at each
administration is about 0.25% to about 25% of its maximum tolerated dose following a

traditional dosing regime.
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dosing schedule is about 300 mg/m?.

[0143] In some embodiments, there is provided a method of administering a
composition comprising nanoparticles comprising a taxane and a carrier protein (such as
albumin), wherein the nanoparticle composition is administered over a period of at least
one month, wherein the interval between each administration is no more than about a week,
and wherein the dose of the taxane at each administration is about 0.25 mg/m? to about 25
mg/m®. In some embodiments, there is provided a method of administering a composition
comprising nanoparticles comprising paclitaxel and an albumin, wherein the nanoparticle
composition is administered over a period of at least one month, wherein the interval
between each administration is no more than about a week, and wherein the dose of the
taxane at each administration is about 0.25 mg/m” to about 25 mg/m’.

[0144] In some embodiments, the dose of the taxane (such as paclitaxel) at each
administration is less than about any of 2, 3, 4, 5, 6,7, 8,9, 10, 11, 12, 13, 14,15, 18, 20,
22,25, and 30 mg/m®. For example, the dose of the taxane (such as paclitaxel) can range
from about 0.25 mg/m? to about 30 mg/m2, about 0.25 mg/m? to about 25 mg/m?, about
0.25 mg/m” to about 15 mg/m?, about 0.25 mg/m? to about 10 mg/m?, and about 0.25
mg/m” to about 5 mg/m’.

[0145] Dosing frequency for the taxane (such as paclitaxel) in the nanoparticle

composition includes, but is not limited to, at least about any of once 2 week, twice a week,
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same time period.
[0148] It is understood that the teaching provided herein is for examples only, and
that metronomic dosing regime can be routinely designed in accordance with the teachings
provided herein and based upon the individual standard MTD schedule, and that the
metronomic dosing regime used in these experiments merely serves as one example of
possible changes in dosing interval and duration which are made to a standard MTD
schedule to arrive at an optimal metronomic dosing regime.
[0149] The metronomic dosing regime described herein may be used alone as a
treatment of a proliferative disease, or carried out in a combination therapy context, such as
the combination therapies described herein. In some embodiments, the metronomic
therapy dosing regime may be used in combination or conjunction with other established
therapies administered via standard MTD regimes. By “combination or in conjunction
with™ it is meant that the metronomic dosing regime of the present invention is conducted
either at the same time as the standard MTD regime of established therapies, or between
courses of induction therapy to sustain the benefit accrued to the individual by the
induction therapy, the intent is to continue to inhibit tumor growth while not unduly

compromising the individual’s health or the individual’s ability to withstand the next
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the taxane at each administration is about 0.25% to about 25% of its maximum tolerated
dose following a traditional dosing regime. In some embodiments, the paclitaxel/albumin
nanoparticles have an average diameter of no greater than about 200 nm. In some

embodiments, the paclitaxel/albumin nanoparticle composition is substantially free (such as
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20 /0 929 / US2006 6167 t hr
DT lesondp RO POROTIRS: tioRBERs LIS o i
albifinihe Tllfsorﬁé elﬁﬁbdlﬁrhents, the paclitaxel/albumin nanoparticles have an average

011

diameter of no greater than about 200 nm and the paclitaxel/albumin composition is

substantially free (such as free) of surfactant (such as Cremophor). In some embodiments,
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Typically, the interval between each administration is

| ess than about a week, such as |l ess than about any
wW@B006/08B90 4, 3, 2, or 1 day. In sonme enbodi menPGT/US1966/006167
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compgisE SSPRRIET deMPBIRI 5L X Rt LN B PP RE (SEAhE Ay HE™-
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p

resent” invention is conducted either at the sane )
thiddohhicse ¢rtits derianiier (UMD dimghiashiegoleyeinp) ansipegpirier protein (such

t herapi es, or t ween r. i ' I o]
o S0P e RN PO B g RS b s
corhp§kied h@inish@mRyconigisitioht@hiprisihgtnanemntidleueprbyrising dimeric

Inhibit tumor growth while not. gndul y c%nprorri SI]EI dicle
colelhiginenatid/a eRTEEr BoteaR(SPAR aY albWBin) ngisoing FRIL OS A} it %n%’l’a 1

W t hst an h :
o NE DY UL BO9RASRECRRCT 2005 008487 o
NaBoa0naN 1L §800e anfabes8atopt ed after an initial short

course of MID chempt herapy. [0150] .The nanoparticle
(0368t § NSRRI ERBRvisaS B Ar B HY PD BRI SEncer

comprising administering a composition comprising nanoparticles comprising paclitaxel,

wherein the nanoparticle composition is administered according to any of the dosing
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and the paclitaxel/al bum n conposition is
substantially free (such as free) of surfactant (such

wWa@s0oengrrephor). I n sonme enbodi ments, the PCT/US2006/006167
pacl i taxel /al bum n nanoparticles have an average
Laneter of no gr-eater th opt—200—nm-and—the
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14. Whewegiannd he| dose of the taxane M-S A ,JOonfthc
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57



daily. In sone enbodi nents, the AbraxaneTMis
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worguokgsatan | y. I n some enbodi ments, the AbraxaneTNVUSR06/006167
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I I
oA, B SRR oL AR SRPAO,
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In some enbodi nents, there is

9801, 160
hkegiaé Iﬂ%afnkgﬁateﬂl?dthafcameéafqtﬁa B Riood pBHpR; Wichgs casein, o-

lact@Bimi, 8h& Bi1Ado A oE@ TP OBhd da@fkr 9&91’&1h§ﬂ B PR, tfujai: Sotigin or
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disulphide bridges, one free thiol (Cys 34), and a smgle tryptophan (Trp 214). Intravenous
use of HSA solution has been indicated for the prevention and treatment of hypovolumic
shock (see, e.g., Tullis, JAMA, 237, 355-360, 460-463, (1977)) and Houser et al., Surgery,
Gynecology and Obstetrics, 150, 811-816 (1980)) and in conjunction with exchange
transfusion in the treatment of neonatal hyperbilirubinemia (see, e. g., Finlayson, Seminars
in Thrombosis and Hemostasis, 6, 85-120, (1980)). Other albumins are contemplated,

such as bovine serum albumin. Use of such non-human albumins could be appropriate, for
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| ed, en _Label 3 to Ev Iua e
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veteﬁh&??m&ﬁiﬁ@(ﬁﬁﬁ&ﬁ%%% hd b 1(911@1[@ RhREX)3. Vs Breast

Cancer Free Nanoparticle (Capxol) z Paclltaxel) and
[0168hxol : Hrswamgermny slvkuingn Skophbas-rheliipls Imdétphopadimdlag sites (a

tota gher it R sl yh Shdp e LG P s B gy of
taxafés) B eally deutABXnd ﬁ&‘é&w@ﬁfto@&tgéﬂ 'h‘}dﬂopﬁ@lna 6%@8@1&5'(@60dman et

C Breast Cancer with biolo correl ates

al., TaddlarmaerdpgicalRsyse/sliptaeatias) Ot ﬁdd}/lcsfaWﬁEB&%q‘Waﬂq(l996))

Twoﬁ?1 glg EQJ r%tA ’bnidu% sﬁ;elggcl : F éﬁ&(%@@‘“dﬁ%ﬁém AE%(An% gé& 3 HSA,

whu!‘fgdrmhig'fﬂgkelbﬁlgd%cﬂa}ﬂl ofABic &letskhﬂﬁ)(ﬁf@)i liygine sah@ginie fesidues
clinical stage cancer 1A 1IB, IIIA 11IB and IV

near(thp gyyfacy t"‘é\’é‘ih Wacaer 3 attaslare%tpoa%@%rpglai élgam FratuppsA§es, €-2.»
Feh%{g et aﬁtlggéngf Phuarh$k, 3ORe. éi5(>f984)2 & i hay. 9\}‘2@1 Budl %6, 379-99

raxane nonothera CLC 1st
(19%d,VKm®dHM:§6h,®mAB&chlBaxﬁe 1 ABX 126@0[’(@99&) Chayet all, MBXStruct.

oSt st el 2 S Sl P o8 A D B
358,8’\%808@((@9@)[‘ En Rt et ABX AMor Sredr @ﬁe%@%ﬁ% #63 {1994)). Paclitaxel
and propofol have been shown to bind HSA (see, e.g., Paal et al., Eur. J. Biochem., 268(7),
2187-91 (200a), Purcell et al., Biochim. Biophys. Acta, [478(a), 61-8 (2000), Altmayer et
al., Arzneimittelforschung, 45, 1053-6 (1995), and Garrido et al., Rev. Esp. Anestestiol.
Reanim., 41, 308-12 (1994)). In addition, docetaxel has been shown to bind to human
plasma proteins (see, e.g., Urien et al., Invest. New Drugs, 14(b), 147-51 (1996)).

[0167] The carrier protein (such as albumin) in the composition generally serves as
a carrier for the taxane, i.e., the carrier protein in the composition makes the taxane more
readily suspendable in an aqueous medium or helps maintain the suspension as compared
to compositions not comprising a carrier protein. This can avoid the use of toxic solvents
(or surfactants) for solubilizing the taxane, and thereby can reduce one or more side effects
of administration of the taxane into an individual (such as a human). Thus, in some
embodiments, the composition described herein is substantially free (such as free) of
surfactants, such as Cremophor (including Cremophor EL® (BASF)). In some
embodiments, the nanoparticle composition is substantially free (such as free) of
surfactants. A composition is “substantially free of Cremophor” or “substantially free of
surfactant” if the amount of Cremophor or surfactant in the composition is not sufficient to
cause one or more side effect(s) in an individual when the nanoparticle composition is
administered to the individual.

[0168] The amount of carrier protein in the composition described herein will vary
depending on other components in the composition. In some embodiments, the

composition comprises a carrier protein in an amount that is sufficient to stabilize the
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perroelmfnmsuccmscfommsoﬁbddneny eenMi, B.2Pbase0 511,31 ody, &, 7,8, 9,
n Cancer Abraxane for treat nent of
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sulttaB1%%Infd"ﬁnusﬁ‘%rﬁ'ﬂo%%l@@fmlﬁ?@&%s%{rﬁa S8 By tﬁgk t}%%%pensmn is

mal | gnancli es treat nent 0 non
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suspENii§ biABle(at B sfé?e[ge%iﬁp&ﬁﬁ%jif rﬁeéﬁlﬁnfé%sﬂlo%tchl@gon or partlcle
essentl al I%iof) a taxane (such as paclitaxel) and

gkanerpiéen yipivledpihg Bake exe oavbemvisyed Nadophe op@aémlmﬁscope at
100%%?1[143}/ L&l ﬁf%é)enl‘fg%nﬁteg ﬂgrsprgparanon of the suspension. Stability can also
be evaluated under accelerated testing conditions, such as at a temperature that is higher
than about 40 °C.
[0170] In some embodiments, the carrier protein is present in an amount that is
sufficient to stabilize the taxane in an aqueous suspension at a certain concentration. For
example, the concentration of the taxane in the composition is about 0.1 to about 100
mg/ml, including for example any of about 0.1 to about 50 mg/ml, about 0.1 to about 20
mg/ml, about 1 to about 10 mg/ml, about 2 mg/ml to about 8 mg/ml, about 4 to about 6
mg/ml, about 5 mg /ml. In some embodiments, the concentration of the taxane is at least
about any of 1.3 mg/ml, 1.5 mg/ml, 2 mg/ml, 3 mg/ml, 4 mg/ml, 5 mg/ml, 6 mg/ml, 7
mg/ml, 8 mg/ml, 9 mg/ml, 10 mg/ml, 15 mg/ml, 20 mg/ml, 25 mg/ml, 30 mg/ml, 40 mg/ml,
and 50 mg/ml. In some embodiments, the carrier protein is present in an amount that
avoids use of surfactants (such as Cremophor), so that the composition is free or
substantially free of surfactant (such as Cremophor).
[0171] In some embodiments, the composition, in liquid form, 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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any[ F674L17, bhg ER0OR a8 BRAA IS NS cotBEsiGONMBASAIEd E’@maﬂé"tolﬂeq%tgmc with
form conprises from about 0.1%to about 50% (W v)
bloe@bg theggddiiron®f 3ogiitelle yonicityonedifios, sughygs, slatsoolt 10%
(wv), about 15% (wv), about 20% (w v), about 30%
(wv), about 40% (wv), or about 50% (wv)) of
Kitsarrier protein. In some enbodi ments, the conposition,

in liquid form conprises about 0.5%to about 5%
(0183} v) of Theinvertionsplzn ppwideskityfor 260/ thg oot methods. Kits of the

lnvgrgﬁw?@efé%oo%zrﬁirgf%ﬁé@s L3y 3008 SRR,
conh}hlslttoax &amitniobipe foanopal/ o1 atidec Oﬁnﬂ@mfhc’ct(m:) laﬁd/61ua3 h

hat a fficient .anount f t axan |nds or i.s
3}%&?&}1? BB, anflfia srgp pm Bogiens Fsthae b perisedpfigicgpns for use in
acc@@%ﬁée&hﬂﬁ’ R} 6f the hibth RS rMel herelRVENL 18t RSy ARtHTLES rlse a

for different carrier protein and taxane corrbl nati o
desg@ptem}fl spleetian anveidghdual awitableodr toeatmérdr Ilmtllut’fecpm suppl@d in the kits

of etV Bhon 458 SRR St hathBREES 3 MekisincBed i 5.5, 2 paper

sheaiattbdetDinthe RO Bhit Badhide-fead 8O HistrdBichs (8B9 'rﬂstrﬂictionstcﬁrrled ona
about 18:1, about 2:1 to about 15:1, about 3:1

magggor eptical stappegdisk) areradsomseentalile: 1,  about 5: 1 to

{01 gﬁ?lrjlt erg I%lrsg e, %ﬁ%ﬂﬁ@%ﬂté ﬁléé it 58@%1?6“%?91 cgreﬁgg SB%rbgowlng

nanoparfi8led canpli€ss a takand amt a t@HS: prbt’eni(ﬁbh hegBuming; H) dﬁreffectlve
| ess 2:1 or less, 11:1 or less, 10:1 or less, 9;

ameynt pgg easgone gthey ggeglotlyerqpegpc PEYY, "ang-} IRSErUpEeNs fogadim@pstenng
the (lrelﬁxg%artfblég el thi&%ﬁlotﬁé?gt}émc}o Entd ﬁﬁﬁltaﬁ&l@lﬁ]anhﬁl & Entially, for

IITEﬂtS e carri eln a
treapoeped |a1p|r<drfeltat1vb disewdr(sutjhsals eamgert dnaomk roibvdiduemks, (teuakane is

oy 3ot b oCRE: e el By ofte GubRdimasiouhe Bircporises
nanbﬂarﬂéﬂe@%iﬂﬁl‘imﬁ%‘é‘)t a ésmdstt®mtdofpristhe rfa%%‘aﬁ’)ﬁ(icl@@@orﬁﬁnéﬁ?é Faclitaxel

si de effects ammmg,tratlon of the ane to
andppgrphimineuchép fbraxaad uoi h)garmfﬁec@ve appentsif deleastfope ptheof

xan fer 1o reducti
oS Eb A ThHE R h b TR Tor o Bl sh B g paa e
chethotesdpeatid @e@fsf SRlBatause d.n@’}ér §éﬂ]€ienﬁaﬁﬂ>§/aﬁﬁ theASF oMk ¢ tréftment of
|?e effects caused by delivery vehicles (such as
a proffeyaiediscass (Shenpeianteiy  t axanes suitable for
j ection) . uch
01840, 25t ol Sy, i} Db 3BT sSHEG bR Comrising
nanppurtideosdmprisng higpensansa tdrkiert proteluﬂ(shalﬂﬁ@etlbmﬁm) \Aﬁmctmﬁlposition
irritation hlebitis, pain, skin irritation,

CO“B’éW%H’é‘P%&?“H@Eﬁ* ?iﬁla?l]lﬁgﬂg fﬁfé@ﬁsﬁ glgf‘eqa,tihgr ghsinotherapeutic agent and a
carrPh PPN A& dhGas RAAGh P \ffﬂgﬁl&ctfolﬂg g ﬁ?ﬁls the nang article
d ereo t?ﬂe% %

extravasat | on, | nations t
conglobigions $11Tmhmmsl,y aad@r H@:[lmhtyalgx doitcatiyerarnda tptdifferasvel disease

ffects,. qr conbination of si
(suc% as cdncet). 9h s6e embodiments, thesklt comprises nanoparticles comprising a) a
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effects, associated with taxanes can be reduced.
[0174] In sone enbodi nents, the conposition conprises
wWaRraxsmellrM AbraxaneTM is a fornulation of pBCT/USBRE06167
stabilized by human al bum n USP, which can be
di spersed in directly injectabl e.physiol ogi,cal
compes AT WPW@#”&PE%?%%BOI_ Wl%l_l%mﬁl’gﬁ%éga%qﬁ‘g%ﬁ%m%(a%hrﬁs
Abra%édﬁé““j‘ﬁ)g Q c%%%p%@i@ibﬂ %%Ph@ﬂhg dignd JArRASd RaRTsiB%: et sreseher
I'nj ection, raxaneTM fornms a” stable coll ol dal ,
chersofi@epaitiongerft apdelcetriex proteiMi{sncheanlyyatin), enécksingtaucipns for

t he nangparticles in the. collgjdal Si I,:
iR ST e S B TSROy, o e
effemggea‘%n&@'b@%i%ﬂﬁf@ﬂaﬁ%‘di@@asé aRERSE bddebod in a wide

ran f concentrations ranging fromdilute (0.1 i
[0185)/ M pdtkinpaxatticlespngd dhe eipribEapqudo 2ggHfan be present in

aclitaxel), .includi for .
cer o558 S8, PTG 38 b Bpaghedbrice o
distiRETdHR00h @9 66 6r mbeElsbipovions ederdn omkéamgposition comprises
nanoparticle conpositions _are known in the art. For

nanepeaipéseand g GPBPPFLEPR SOBBRICE ARG OtSIERAVY 3880k as
clitaxgl). ' el . & REAE PhclG@h

0158 1 6 parisi R AL o PR Sl YelkaBihg, SO BhciGaihe

incl{d, But is ponlimatd o) yiah, gbttleprias silexebla ordgenigdaigoaled dylar or

e S L T3 S5 TRl g hongy e

i 808y 3@ dafol) S Pat. Pub. No.
buf%ﬁ%%‘ﬁd%%%é%%ﬁ n[ 017a6]0' Briefly, the taxane (such as
[018cet ax The instruttissielasidgito therise 0§ theinenepAryep compaygons
the soluti.op can be added t h e b Rinistration f
s P St By LB Dol MRS S AL O staton
the NRGRGE M 2R NThI Ot ARG Ria§ bealnteivkes; dulktjaekngoe (e.g., multi-dose
renoved by evaporation. The dispersion 8bt ai ned. ca

packagef)omtshbrunitydosts [Foz exemisig; litsunay be pramided St gempin Subficient

i ncl ude,, for ex I g NBE Srective treat tof
oyt of it iie ST DR SranSi ifthuseE BbRD o RO IEE Sifective teatment o
an idfitviduaDfor @ @RRhesd fr@dpsughni eng of ¥ ertk,Canedie, JrarHs, émeeks, 6

chl ori de and chloroforniethangl gforgexaggl§ MAHR a. - ore
weekat § wedls, 3 ngonths, 4 mopths, 5 magithsy /gnonths, 8 Tomhs, . ngonths, prmore.

1&1 i : thultipieruniPd t the t&ahke a®] plPirmadeutichi®npositions

Kﬁ%%%%gﬁgﬁ%gmﬁﬁ%yﬁ@kﬁgﬁgﬁés??clg_cg'eg§i¥iéﬁg [0177] The
andriastapéavhd fr ese selpackiged ihgnaitities awifisenpfos sorasei andase in

conmposition tha i.ncl.ude ather, agents... excipients, or
PhagafPs, if%ref‘r@mpg%ﬁloﬂ&t& LAPIES ik Oélng{@@?lﬁ‘%‘%%y
[0188CT easi PgodenRiIREGRTHe Bt WBI RcPBE R thaBlevabl variations are possible

nanoparticles, certain negatively charged conmponen

ts.

withimythé scopd ded spist e fithirdguentipal The izycgEan SohPoOw @ﬁtﬂ@smbeg n

i hclude, b are t ey .0 - b f. BidBine
ercyEr 60 by Stbefig o0 Gibh B Iufie Sdis 19 (Pl Fine
exa%‘i}ﬂé@ﬂﬁﬁwﬂhﬁkdté?ﬂﬁﬁh%ﬁbﬂ vugohodhirse, adudd not be construed as in any

gl'ycochenodeoxychol ic acid, taurochenodeoxycholic
wagdipdting it3 &@Rel i ¢ aci d, ursodeoxycholic acid,

dehydrocholic acid and others; phospholi pids

including lecithin (egg yol k) based phospholi pi ds

whi ch include the foll odXyMMidiSphati dyl choli nes:

al m t oyl ol eoyl phosphat i dy| chql i ne,,. ™ .
Exgmp}ﬁ 1. PTQY@% é-gmoﬁg% §lbq51 5%/41&)98 G%Htlﬁé ,for Abraxane™ compared to
Ta$6123h DBHE0 PG AYdyPORPRELh e S9E BNy three weeks.
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st ear oyl ol eoyl phosphati dyl chol i ne,
st ear oyl arachi doyl phosphati dyl chol i ne, and

walealsadoyl phosphati dyl chol i ne. O her phosphoPCPUSR06/006167
|nclud|ng L a d|nyrlstoylphosphatldylcho line (DVPC),

oIeoyI atidyl chal ine (
[Olgqlst ear y %t:%fei dHGAdaREieRFE Oéﬂg‘ﬁfﬁpen%dé)@@ﬁé@%“éﬁy absence
of r@ AaRak 'ofjé/tkn%li@{) leﬁl%dfcﬁ@: )sho %ure@foﬂ%rf nb@oBARY shorter infusion
conpounds. Negatively arge surfactants or
timennd bigheedseare al so suitable as additives, e.g.

g BT By S GBS i oune

pacﬁ%ﬂhsdtﬂaﬁbbﬁﬂcl'é(hl% ﬂ"&‘é'@'ﬁn sveRwaeengshi-oeata, the
onposi tion is sui t ab for adm nistration to a mamal

Crempmr Soped 98@2@@1 P@Rbl%muﬁbo@@swthmastm breast ednger (MBC).

Thlgﬁ%“?‘ﬁgll stL e\?/%s %legé)ngeé 1[ & nﬁyg ﬁ%?g?cg?lc@%l{‘{diﬁ &emonstratmg
supbAbaftiaid gqma réduckh eom@@aﬁax}g1-0®Ewﬁ@mmﬁpatrwmthsraeol®
Pat . Nos. 916, 596 and 6, 096, 331 The
Indﬂ@q?uaéww lﬁraﬁqmﬂly@ﬁsléw ta Adverktavsles of ptharg¥RIF§07 260 mg/m® (iv)
® a
ovE ST 800 BRI /2 J9 00 0L S 035 o
with ipqamemmbut(n e1225).s 48083 damordtfassl mgx&ﬁmmmﬁglmf rdshense rates
di sgol ved |n i luents

congry @ltgéﬁaxglr 486 Youl B P T80 pad Plégﬁ%tfﬁlépger&me to tumor
pro%_z,lae@él £23.695 N 63PREAISMIIRG- §75 5 £@edoRl.Mrhgd v&%@%‘%{&si%r longer

he active ingredient, as solids or granules
ov%&lkmwbmsndlm@als VdmoquWChABHODa 60 varkd. 1 @¥eks; p=0.374). In

o B B S TR Ehe ST S0 AELIR A Bl
secOhdld? @rea‘f@rq{rféc’cﬁé’r%f)@t 3605, a8l VRS EHRICREE;3 =0F2aY.1 The incidence
col loidal silicon dioxide, croscarnellose sodium
of grafe4 newitppeniavvassi anendy lawesdnithe ABL-07 gredp (B%h@r 22%;
p <%X(5:d 15 élgsnptltsé a %ﬁlsg%e} §acl1galxe cfo%gs Gr?&lef{ & 1%&8 n%gl%gtal%iy was more

eservatil ves ng a

corﬁmdn b nmxadxmggx@ab knanci@ maraxbl@ég@mp (0% R SZ%,L;oz e)rcg)e) but was
forms can conprise the active ingredient in

easi¥ fanpgeds T BwEo e dnere s aly dmefiaage dich thaaé"orv@qul %edlan 73

|
onRESRb % GO DL ARSI ARl L BB b in oy
of the awireiduasnitl tie ABI-0@fedroup devglite tiee dbskiecod ptamadicagion iand shorter

o Pl Rt W R T S is D G G Bl ST
gloﬁﬁ%ép@tresstanaéﬁl ﬂ%ﬁ%éatloﬁr(ghéit b8 fdinahdd el redétfon: 3
o, |actose, dextrose, sucrose, sorbito

mdmadimli)o LPer moamh eorticgsimoadsaoil antibistasiines wcpxh oepivanigistered

__alginates,. . .tragacanth, . gelatin, cal cium [.cat e ..

roufipely 38 1iRvighdiS ARSI A BY: Do b eRicaliFf g aaministered

for (éfﬁelslti' Iﬁ?ﬁFlaY@ﬂl@zﬂglaS@ﬂ dndeex$DIULY 1@61.V1(ﬁ)§ét[sl{l8%) in the ABI-007 group in
| cel ['ul ose, nethyl- and r oxybenzgat es,

d
2%th |t1@e tr‘?‘?é]@ﬁ’éfsthaﬁs‘{”é% P%t?ém lawcﬁ»aﬁw 7ohin the Figgol™ group received
pr e&%ﬁﬁ? i&it bt%% 8?9}6 cgglgé tTl?J@llrlg\é 111{%&1' élllgglégt ah?eatg;!atn\gas notably

wetti

dlfﬁg@mbscweep ﬂaﬂafrvam@nagemtms hsgmetsanm@u@ge ﬂHvelson the Taxol®-
flavaring agen{ﬁ [018 Formul ati gns suitable for
treadet Bdbaduals, Qb osliada i Eher TR TeE ohfuRssBly et reported as an AR

(ad\?ﬁge @ﬂé’(ﬁ:‘ﬁl{ H%{PL@ R [?VS]I e (%32 nb‘%‘é 1'[1°RB§ Db¥lakPBRstrated greater

ch ca oxi dant
effloacyt adi ok artable safedly g@lﬁm esnanet with ﬂtmm@tlh ¢hif mdmndml |populatlon

th t th t d
Tog R Btk tbiePhint foif R B utst tne Mo Bitet SireBbR Rduired for
can |nclude
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suspendi ng agents, solubilizers, thickening agents,
stabilizers, and preservatives. The fornulations can

wheoopngeent ed in unit-dose or multi-dose seal eBCT/US2006/006167
contai ners, such as anpules and vials, and can be

S inafr e
solv R AE T RBHPES AEs Sty i B AR oA Fngortan
advaf¥Cinth&tbatndef oEM®Pl €, water, for inj ectl ons,

I mredi ately prior to use. Extenporaneous i njection

sol uti ons and suspensions can be prepared fromsterile

e s e I L i
Indﬁﬂ@u3Q06/089290 PCT/ US2006/ 006167 [01811 In sone
i T i AT
Abra ou ; (@ Igc!f!a[’c?cn Pl%f’ g&}{ndﬂ%cﬁ QHI? aPa Qodedrab9 H{g/1%2 Qesulted in

.5 to about
longStemE dsaiseabbfmm]tm Jindihieuplkiwoth métestammbrpw panqgnwihgse d1sease had

formul ated to no | es udi pa .far
Progassatf Vil e being fsates, %&ai?éa[b Of%owé(@ ﬂ%a% 157 mdg\%d%ﬁf sheygre
. The conposition can also be nade to be
tmﬂéf:‘?%g.té)\?mth bl ood by the addition of a suitable
[0192bni ci t Ybnmding | eis, bebendd tagergb%ﬁcbfﬂl@ ifirstiielggicgliy ogracttye
comBy RO RRER R BB EP A G B et o

ach16\¢iﬂ§ B REhSaceHIRE h&n&g:ohmaao@mﬂtae acthg ingedipar {paclitaxel. The
npositions (or unit dosage forns and/or articles of

Pha:w:dh @tﬂéy: ms:ﬂwssedaYrédn@rndalalSdﬁ&ﬁw@rréﬁéﬁpmmaf@gﬁ?c breagh cApcer.
Vo

QB ETREH RS MIEHDH: £S0B B LE 413,008 pou

sterch&/faﬁllllinstaﬂ'fh& Hetmetiytidion GelSFomophylscs alndiedeals peeived diree

weekly R RcOTIBNS1 5 9BF Mk PhrceinesheF ed ovep “E v nyis Brol” o
Taxgtrelee®t %Hicﬁ@oh@éﬂ‘?ét&%@ﬁ‘ts i bfa ciﬁl'u@ﬁ $urBér @ptal@&Pfle @échanism of

kage 1 nsert a pap sheet included in the
actldm dsf)the bﬂ»hmmbbumﬂenmaai@ble@alch‘@mlunw ©aglt nemproved outcomes,

espegfiyt e e d T kR By Bua RGO Fn Sonb embod mont o,

jo193fe Ki t GRBRPIChSE Ihdat@ sIKWaAAEALdeOBItCIAMNHi §1sivagkly dose of 125
nanopartl cl es conmprising a taxane and a carrier

mg/pr gu Biiwhighlyaie disatstbndipnyr talsgneagrpesddeinglividiial pertiationgpnly 3 of

75 R BTSSP P by,

FurthBendrb bR vaneedpetca@d radss [mhgslm mlasﬂopathy,cﬂ(l% were typically
sequentlally, for treatnent of a proliferati 8

ablefp sesages trepiiapntaicr adelay pi oply 1rem B o feaued fggeceive

Abr'é%a : aat' red04 Rse @5}%0 a&@?r%gle of g%ﬁﬁh@ﬁﬁlmorﬁl&d This rapid

Xe n sone e it conprises
impiaRraRar Wasécﬁrslsommmhsnm gbsae)rvemoocfrqm HictRhase Hbtmiﬂ i Sianthe

nanoparticl es. nprisin el .an n al pbum n
peripagiaHICHEODAHHR H@#W pag i u@q%@ﬁ Wéfﬁaﬁoﬁﬁfms’?"fgﬁ? HIproves
T aplldﬁﬁa% arlh %at s pP L gL RN UL EscAIRRk anc® dlifibal trial

tructions for adm nistering the nanoparticles and
exptiencecirenisiele fpxe alinicalagpottenisi tmevelantedis ¢ecknel tbe
uentially, for.th effetl e eat nent, of
cheg T Perar PaFa UL 280 pistare BUR ER H5R e af Sty Based

er).

upoR B AIhBPRkS IT hAETIK bXpFiRARY, ittt @nowd se¥paBhti the peripheral
conprisin
neuropg"cpl)ly from %braxaneTM is not comparable to the peripheral neuropathy from Taxol”

or Taxotere” with respect to duration and impact on the individual.

67



nanoparticles conprising a taxane and a carrier
protein (such as albumn), b) a conposition
W@ 09p08edNg nanoparticles conprising at | east POEUSINEH06167
chenot herapeutic agent and a carrier protein (such as
| bumn), and c) inpstructions for adm.nistering the ,
01 g‘gn opart Wéﬁ]eregqy 8 ﬁ‘bg§| dingakexpergnics dstRhsalaryrapathy following
Tax3FUSETAA ALY, Atr@fis Urélo BpRledf L\ o8 i
1(such as gancef)}slﬁ'so%gg%ﬁﬁﬁ%?%egts,a?%gk?f?QGb%ﬁaﬁsgmm
whe srepr dsked howhayzthey toeghtobeperisiersy nayropatbs inldced by Taxol® took
.2006/ 089290 PCT/ 006/ 006167 conposition c risi "
o RSP P G oRR AT N et XD SH SWeAP BFRpred "never
resdISSLH (AT ax MRFES BRGesgMbtivd erSer® TR A&td 299 2£07PY. I BiRF data are
nanoparticles conprising at |east one other

congistenbwith thepegienenia gie e Tandtese “candr Taxol haskageringestsch as

bum n) nd. c).instructions for, admnistering the . .
[Olﬁgnopart%ﬁgﬂ%%gﬁ?% da i%m%g%%%%@]ﬁg?xg}%%? Be b in mis
pocs@@sietisahdiyidubigiopti@ion ef Tog 6idcval {heainEIRer Mdisdse, 69% >3

proliferative disease (such as cancer). [01851 The )
meigiabpaiias €% sunpteenéh whieor xeagoriitexaageeiactganndigiduals with
p cont: S Plo/ i [ e ®
o BAEREBLl ha R8P0 A ARURIFIS P RSO R
refractery iilstiduats and@9Po distase Romroltind agsl “rofisct e duaBNOf those

._Wherein one,conposition conprises nanopartjicles and .
lndwh@ago%%gidﬁee%? REBmisFeed é@nf;poa%ﬂaf%} ?QB%‘P@ the migEastatic setting
(=D 1B 6o, Thg otk 1310 ad fifed LWL %de?ﬂné‘?v%glﬂ? %%ﬂaﬁ?”ﬁ o(t)f those

_ packagi ng. Suitable packaging include;
ind1viidriatseghaese disghsd o grssret Ivasle q'naTﬂ,ol@? dlend inltee patkatc nefting

. o, Sel ed ar _or | asti c.bags and the |ijke.
S 306 G sl o M DR e ad B OhReh & S uen
[0196] buf f ghsxamoivividsebRi®lode Wal lolr el BdmifdEEd weRly over
instructions relating to the use of the nanoparticle

30 wimrssitha sterqjénerGiGSE praphyleresi Gfage Araeitovpeai = 3% (without
a 0S| sGhedul route. of admini stration
oG s R S P e RO R B PP Rl Bl Bhence of

prembdicatitog e $n thivhdaviippkagerd (edigidualfoptiatidRSB % pREaG@s)s were
or sub-unit doses. For exanple, kits naybe provided

. I
treafia Ueko i 1D QRFRIEdP S tE M B A R ATR " e bR dqss dedtions due
to t8ciidYaM kst eHisS @fgﬁ%ﬁgﬁg{&?%h& d& R, eg% ag{effs%héﬁ neuropathy,

treat nent of an 1 n or an exten é peri oa;
77% wehe gtde rmestaft Abrarale™ 2t avedkesd BseEk 500 Hgme? lad réeived a

el Bl SRRt SRS cR, AL Lot ot

of théde ik @i dilk kil Bsuhid L ABlQgSTaf 80 €8 bAXGNEer8Bble to restart the drug
phar maceuti cal conpositions and instructions for use

withind 4k aligs doiprovgorent of nesgopsfyf todhrede 1 bo2. Fheseageilamupport the

i.n . _phar.maci [ .ex e, /hespital nmaci es
ool s B0RETRE B 00 5Bh B I eb B R R overy
wedkBginaviicimapid igEeethar of halros@NE (1BédiMa6 1 Bt dL8RPwas §lso noted.

possible wthin the scope and spirit of this

Takien jegethes thesThee pliviealdrign swigcst Waw nssliveelds gived alame, the

. ' f . fall.owin
neu M RRHAIRER bBks Bhch VTS L Bt SRR IReed L e
[0197]] ust r aAbrakine™M nViinds tha ghel recaftoCbised path &P bh the@icrdessel

con tI‘Uﬁd as in any way. li rr},ti ng its scope. EXAMPLES
e“dEtilaﬁ%h cglly to trapsperl dtp Allupanrasiax gl oamieeentosihechlppdgessel and

intof tRE ARG AXRARTNEE QAP RHESbER shown that Taxol® was not transported by this

mechanism. Furthermore, an albumin-binding protein, SPARC, was over-expressed in

breast tumors and may play a role in the increased intra-tumoral accumulation of
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Taxol (r) in a Phase |1l study of AbraxaneTM gi ven
every three weeks. 65 WD 2006/ 089290 PCT/ US2006/ 006167
wQ 0803$928) gni fi cantly reduced incidence of neurPCDPSIE006167
and hypersensitivity, absence of requirenent of
AbSk &2k d rter ration of neuropatfy
i e D T
albt(wnnﬁwhmea‘ll\@om;ﬂ@ewﬁmmﬁndouocmﬂqm@ @hdt Y aks Ié@éﬁ%‘ M€ tur mor cell

fg n- bound. paclitaxel in a nanoparticle form free
surigge ﬂﬁbeslépxﬁ@mnte%l@eé S Hredgmar e¢ll byop @m@w@sc@nal rhechedism.

[o198c! i t axgl ad@f{ﬁ?%gsﬂr)fa#ﬁ)té/goqk%/lnlstsggqaqlni%on uaecim i S Gane

breast cancer
formyelefiarsreadh amlemfpihm“ﬂ Theep? 8ChhdTREK, ﬁtdﬁx@lmmbn the binding of

ati.n su Lor efficacy and reduced toxicity
pacﬂﬁa”%% algy %ﬁ@ﬁ@%ﬁﬁx&gmrwmm@ | fransport | Adijiogaledaga
presoBica sﬁ@»ﬂg@ﬁ'@tﬁnﬁﬁﬁll ov&d gff\@g#otcﬁ(@aﬁaﬁle% o%lt Kotere® in the

ABI - 007 260 m nutes w tho
MXpk @mmlil&mﬂ)r@aﬁt c(amm:orﬂa@gnograﬁrmu@r@osws g/ mZ |V over

hour s ti,on 225). ABIl-00
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66 WO 2006/ 089290 PCT/ US2006/ 006167 sol vent - based
t axanes naeke this nanoparticle al bum n-bound

w@aobiogaesel an i nportant advance in the treatP€NUSHN6/006167
MBC. Example 2. Weekly Abr axaneTM i n Taxane- Refractory
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a N alglhgfg%lbm b%ﬁggtpflfpté'uf’ roved out cones,
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aortm% Ak fun‘%gllléél Jeifl Rﬁk(?}ﬁeﬁan Ny Qgﬂg?g) %ﬂ Arelddn aﬁ% tube

di scont i nue Abr axaneTM due t o neuropa
fornfafgontaesaysr @,ptlnfal tibwesd Amw(ﬁxlbeme&bﬁ@dlc@ladpy afas determmed by
abl e
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e EOSRB Ll 8l s QIR e, e phecal ey cBat
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oy 2L Gl LB i BESTEL 1 FRE L 2 e
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,experience, the data now suggest that the peripheral
4/ﬂn aud épas FyPectiyRATS eRRBTMIOSS Of eftBIcQﬂﬁfar aistrenemict therapy was

R T L R
but 166t ’I\A&)@(I(DB/ 1088296 gMGTANIE2POE0 09§i@iﬁressed tumor growth in both

xenograft models. Neither ABI-007 nor Taxol® administered metronomically induced any
weight loss. Although MTD ABI-007 (30 mg/kg) inhibited tumor growth more effectively
than MTD Taxol® (13 mg/kg), significant weight loss was noted with the former.
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al bum n-pacl i taxel conplex would bind to SPARC t hat
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compared to the appropriate negative controls. Positive staining was defined as being
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ABl - 007 and HKP significantly reduced the tunor vol une
over either nonotherapy (411 mmB8 386; p < 0.01 vs.
WO\R0axsa280rM nonot her apy or HKP nonot herapy). TREI/US2006/006167
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for met ronom c
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Met ronom ¢ ABI-007 (6 ng/kg) but not Taxolc"' (1.3
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Each group was treated with either 0.9% saline/albumin vehicle control, Cremophor® EL

vehicle control, metronomic Taxol® (1.3 mg/kg, i.p., qd), metronomic ABI-007 (3, 6,0r 10

mg/kg paclitaxel, i.p., gd), MTD Taxol® (13 mg/kg, i.p., qd x 5, 1 cycle), or MTD ABI-

007 (30 mg/kg paclitaxel, i.v., qd x 5, 1 cycle). Perpendicular tumor diameters were

measured with a caliper once a week and their volumes were calculated. At the end of the

treatment period, blood samples were drawn by cardiac puncture from mice in all groups.

CECs and CEPs were enumerated as described herein.
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Matrigel (Coll aborative Bi onedi cal Products, Bedford,
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MTIS L['ale@qnl e REDASMABDIA }&ﬂagrﬁﬁtxﬁ@&e'l PrgasA R 1Re&hdihY e dose of

Experiments wereé repeated four tines using
metranomasABI-067 foom mgilgfdid ent ser:mtts commsemareproppunced tumor growth

i P it b BRaL boidst e g aReBtT o tfiia
mg/1t§th5h gt 8nd Sm AR i PEB GRS @ﬂ@(fhg 3B)hl bu ted rat
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cxobiF4 By 3605 B0hGRPATH PP AL 5y 9, PR o
micfovBeRIsEskctibfieRerkeistiSed With ¥\t 200 ZIB 1/PECAM-1 antibody
PCT/ US2006/ 006167 [0210] As shown in Figure 1B, huma

(1: 100G Ehpapingaa) Folhrend et Reras R seron ugpini aop bafiit 14 secondary

antlf? e@p@ %O%dJ %&Xsd%%{rra%%ﬁl&% zgcl{]%@el?c?gtlofllgs 'Tﬁ'}é %gé@g?ﬁgﬁ%% n{% single

micssey! wki géfinedek b déder aﬂedﬂlmﬁglmelbstamélpedtlm fdﬂ
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CDM RECR e danEhe broess o Sairai A o 08 w0 SUTE i
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uCHBEHAAOY O R5FOPiD eSS af A0 W AEP el Pet Seet vehicl
con§9ﬂ é*lltléaﬂnéﬂl g(@@dﬁer@%ﬁﬁl'yf&l Inc., Newark, DE) for 2 m n.
To anal yze "tube formation, each wel | was di
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[023Hot ogr ApAEB AuMEhg3 ks, Teef@eniy dBIAM it 65H8 |18 mg/ kg as well
as MTD ABI-007 seemed to reduce microvessel density (MVD) slightly although statistical
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| evel was set to mask the stained tubes. The

correspondi ng area was neasured as the nunber of
WER00el89206i ng Met aMbr ph software (Universal | nmegi/ng006/006167

Downi ngt own, PA) Experinments were repeated three

t.i mes. [0212] shown in_ Figure 1C, ABI-007 bl ocked
signiipce orenme! Ayl FEBOA) Bok G BN BAPpoTAMEIGS E8p and 10

e KR BREEY At by S it bR s BlepianR e s

Intdréaaig)y, a@®1ﬁdaﬁwmdm@naxdmdlmtwmn Nvayand therlsvel of viable CEPs
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in QeMDA AR Bt SHY 5 1o FroP P! A maPERC dF BupG: 27, P

Oggﬁﬁga' untreated, treated with i.p. bolus injections
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[022@] - 007 Bitvito aBgiognedi® evdlBatom v3fe nytied Op’acAlMaxigbl plug perfusion

dai | or days. At th nd of e treat
s AP e 8 P oA PR e s ARG PP g 1 T the art.
Brié®y, |03531tn? SdtA eEQT 1608k tad Wﬁﬁ%O@ %@Hﬁlaéﬂ’lﬁélctﬂlb?&ﬁas(t Besih@Factor
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10, \@tﬁraﬁnﬁél@'vv‘é?é 1%_5130@& id. M@?ﬁh bpyf m(gﬁ;ﬂ ﬁm@éﬁ%qg)gﬂga, St. Louis,
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Myl &ashetsmpéasdvate bmbssquemly lcelertedl Oa 00! pluahtvsresamobed,

et b Tlate (GBbERx BianRin Bro s RS R T pEmiant o

379@and Heh hoﬁ@&g@ukéﬁ gluaSsdeee RAdiaeNveaRinéd18sifyY 8 W00
collected in the CEC and CEP enurerati on gat es

flugrgscengs plaig regder f‘r‘élote@h&mstmen@ YEnooskbnk): Aneieganicagenpnse was
exp‘Béssé& e?s'rﬂgg u%eclf‘ﬁ plggpﬁ!;{ék&%ge R hlasnt? &%?c%né 0 the
propriate neg at e contro osSitlve s ai'ni ng 'was
[OZHE]f i ned H&ubﬁd)rﬂ@ AZBI—W 2006 OBPRY U R £4dER QDI B6d brigiogenesis
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althpughihicdaipition e pAt ieaqhysiplisficalsisnificigce (38 ehy Mgegenesis seemed
to a@ lfh*a t&rell %k%’éroﬂ@ﬂ)@é AR 0and3 sﬂ@ﬂ Mhb%BdL@??ﬂ ﬂ;frﬁla% hfetronomic
tered i.p. daily for 7

shows that ABI-007 adm nis
deﬁ@selatw@to th®re3Pectivg/velicki qgnirbis¢Bret by Dese ebsedhtiOBPwWere similar

o gl dtel NS NG bE @i cted wiin o

significant reduction of white blood cell count
indicative of toxicity. Although the reduction of CEP
ExaraplslS Nap-5480, 80 Yarapagticlg/akymidi-oyrst IDNSHY (nab-5109) Shows

St at i cal i ficance., decr | N® celd
i hh B ERly B b POy B BRI deRnd BB ag e -s1o0,
Oritatatel)t he in vivo optinmal biol og| c dose for netronomc

ABI - 007 was between 3-10 rrg I n one study,

[02%3) r onomViethpsiio Nepgpagticle ngb->309 was piepargd wging gragiteskipology and

chaﬁ r}zg@&%i %ofl%l?t sgﬁ Vaimg %ag 408 'ag('i] 'T(X)egx?%tl bd vJe?éjtlégtgd against

eas netro
ng+ DLD-1 (known to be resmtant against pachtaxel and docetaxel - Vredenburg et al,

JNCI 93: 1234-1245, 2001) human colon carcinoma xenograft in nude mice (n=5/group) at
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Taxol (r) at 30 ng/ kg or higher resulted in severe
toxicity and eventually nortality in mce. It was

Woe@shgnzgl y reported that the i.p. adm nistratP@HUSH006/006167
Taxol (r) at doses commonly used in the clinic

doseég?%bér;dké&vyeq%@%g %IFYIS g&'ﬁ@g@% ”ﬁ%%"nﬁ’g/ﬁg ib-5109)
glvegggé gauept @ntr%l@bg&rgﬂ M&n&hﬂmeﬁﬁﬁlalﬂlﬁﬁﬁ lHSA) were also

céntration bl om et al Clin. Cccwecer Res.
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| ecte
o35 S5 B O R RN 510

(75@%’/&8 ri, m%ﬂi’tslos% A& inARLbI ARy @6 @absiciy offedb-6TUSNdespite the
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for 16%5&&@5(615 mg(l@) anECBVﬂBﬁ@JSSOQ BoxmBE). Nﬁb—él@%}ves: tede effective than

quggA 5%9 é&lf ngel}x 1850 03) mx})pwécéx > }L\%ﬁ;ﬁ?% "F1&%e were no
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m ce. en the prlrrary t unor vol une reac
[0228hpr oxi rEelugions 2002, allimpimetosndarab- il&ﬁmsz@c@ssfuﬂy
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des MIFH& do§d. AFDIIE Aighes d&de 75/@?1@ @3 € Qi aib,5 10tshowedr C
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s1glﬁﬁcmﬂy1mprcwg¢ ﬁg’g e in ‘rﬂlg gp+ LLbl huq@p oomg(epgg@ft(ceppared with

T#&a % i.p., qd x 5 1 cycle), or MID ABI- 007 (30
k%% aclltaxel i.v., gd x 5, 1 cycle).
Per pendi cul ar tumor diameters were neasured with a

cal i per once a week and their volunes were &le cul at

Examuble igeNanepasticlealbuymia fanch (1l) Dmeris i hinolehigiiesdia Bs404,
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wer e enuner at ed escrib
Abhaage™ andBIrio 2606/ 089290 PCT/ US2006/ 006167 [ 0216]

0280l (1) MEEO S P TILeI  PEF BB PTGt PTgE g tegmology
Cyt%?d%‘ft Sdfaﬁrb'vﬁﬂuﬁﬁﬂthll YitfdPusidmean MD‘@R Bidasica¢inuhh colftures. In vivo

MB- 231 and PC3 tunors 3A and Fig. 3B).
anthamoh ectWABi (hmmn RO29Takw tumpr a@mgmfgtlé pagde mice was compared

agelio R A Xl ANEES Y 1B 90L u OB o Rhind Gt ihotecan

wer%llm}ﬁ /85, @Ml’ﬁgﬂk?r ﬁldelf(f ©glidgy givn yhdr 4MN2 Adradahe™h@as dosed at its
significant weight |oss was noted with the
MTﬂzbﬁﬁé?ig/kgarﬁ%I‘i’f‘é’a‘tq)hé toxicity. In addition, two out of

[ozié]}’:l m Cﬁesttﬁtgatl"ﬁgP%ﬁ%B%Mg tlf@ok?t%néj&h%@ ?gs Qie%'n%ﬂ&aa?tﬁcles with

ysi's 1 n one ter t t dose of
ave&rgeglzemee (na) af ¥$9,93nasd §4 ﬁ:male«rmoanﬂbﬁ@@m anslchalt 3801 n

24-48 hours. Interestingly, the an ﬁﬁ%tect f d
respRSHY eltfo P e DAISIPATITE HSPEPSHRYE Rbel%ﬁtﬁv rogh Pr7g; g iers an
lyo%fix?zgﬁxﬂlv ftd, nlab- 5t46§ “’c\i‘@s eé@o?t%te’ﬁ?@f’t% ke EQQS% {gﬁhﬁt MX 1(p<

I'ncr easi ng met ronom c ABI
0.00ff, k’g\f@m),rﬁb&:sos(eg/ml) d 8cdmfuat 7 Arfor aaMé%mbedeOQ@n@pab 5801

resgecgvely) as well as against the HT29 xenograft in vivo (p < 0.0001, ANOVA). Tumor
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inhibition. In contrast, netronomc A BI-007 elicited

greater antitunor response at 10 ng/kg than at 3 and
w®G200g/08790 n t he PC3 xenografts (Fig. 3B). [021F¢T/US2006/006167

Met ronom ¢ ABI-007 significantly decreased the |evels

of viable CEPs in a dose-dependent manner

in
volwmpwRBs RIcssuhivt 2 jeaf “agindi e PHhqabHAP4 awclazsf 40 mgrke, 30
mehg SsRodngeitieBlivaty o ARREss ARG FALEAY Mpdhsed by
31%u 105%, qbdltZl%‘aﬂﬁlinﬂab 58(3{1' iagd il &), 38%ogmd 234 vaeh wabl-380dtat 20 mg/kg,
mg/ kg (Fig. 4B) | e f CEPs were not_ altered
30 g/k&e%qdo?r%ﬁg@gﬁ&ﬁwmlw ﬁﬁgo%ﬁ“ %@ﬁ@@?raﬁff%@éh@l Jﬁrﬁobecan at all
dos%‘%v_@{%gp} %%Oéﬁ%%r og/noi éﬁgthﬁm‘f’(/olﬂﬁfegg(go}q(%)Ste@é]{jsuwgssed by only
48% . r34atand @O U atmhoefr ]@Vés 9EH0 dewilsg, B9 mwke mﬂaﬁlr&gﬂcg, respectively. In
Fi ve- urnthlck i btai ned. fromfroz
oSS SIS B O A P TS oS GV, SpRgsER Gy based on

equill \%El@htqgksc@k 0. @G@mpm@m Y ORA O SR PRSsdT3MILY O

one skilled in thé art. For detection of
nabrA4On 49@ sxediss 146 83 Anh 80YdryeA rained (30 mis/ke, adk 5) at their
lfsanéiéﬁﬁ se CD31/ PECAM 1 anti body (1:1000, BD

RSy gén) foll oned by a Texas Red-conjugated goat

[022Mt | - T at CoRpRnsRl WababdHnbgby wWak: uZﬂl@ed tbaﬁiﬁsalﬂ 3 hydrophoblc dimeric
| m nunoResear ch Laboratories, |Inc. G ove,

tth@Pl@@lC@lGS (LN 2ANE s HANS§0s TN E e do a%nod)aétifé%srséttéblé IfQFsIt\éf
adn‘ﬁflgﬁ%tﬁ A ONGE ShosSt A sﬂg%é}oﬁﬂtﬁdn){o% afcﬂ{flt PR B ngﬁl(\ﬁfllvg compared to

presence of unen was not eqU|re
nabs$300i angd nak-5801.nNab-6¢e4 sat mofdhpothdDhirorineachn beymel duss. At

expressed as the av e co of the three t
caugieReaye ST YPERHES AURUIP4 B6° T hPEeB R bRpEEIY. These

daté’@vaﬁar?t%ﬁﬁer%ve@%{'}g:a?tio%rbf%aQ _54b4 uor escence m croscopi c
I magi ng system Four to five different tunors per each

vehicle control or treatnment group were anal yzed.

e b ARFRTCLR sadrRoleHs A REPHB0 LBeABoT o TaNtiRgand

Effitaéy Ovessel density (MVD) slightly although
statistical 74 WD 2006/ 089290 PCT/ US2006/ 006167 _
[02%$]gn| fi ch:&@de\,agomtty pEAbrEang Y| @d Toapterq WECRMNHBY S a dose-

B0 VB RS P PR vt v

Ta}wt@e@ f7| maaz £33, Bh@ 50 Sfkg aﬂmABD{eBi 30g60;,126, zﬁ'idgmofmgfhgtt
correl ation eX| st ed_bet ween MWD and t he I evel

Antjiugir @ctorbof Afaxang™end MxoaE pies gomBRe .meudfemlce with human
M)g'l 81&%?}41)121 en@%gté Qt]& eR0F3 5 Gid /Q% webkly 'for prgglé's P-

' Vi vo an ogeneS|s eval uatj on
[0228) e car RBs&lﬂtsn it the Alok&rbscalpbibn piludg upanda,l tiedFrxotese: ayaxiasIm

ol SRfa D] e ho g e o458 TpDgol oAl pefidr T coHfrast,the
AbSHRRITETRTDM MMt ReR0B 0NEaM 0 @h g/Ragh e 1Dl frakhastn 1Eg3 V\Elhhe

factor (bFGF R&D Systens Inc., M nneapolis,
tunjon Js@@Ve’darsxa@eT”bWaﬁwmeﬁfwwe thag eniairilosesof Taxgteyes ell!a-twlnar growth

nimal s were randomy
uﬂlﬁ’é@?@&g?f’ g° 29 é%[’ P @%F%(%VA@ each). Each group was
[0280at ed @bﬁcﬂuﬁbﬁ hHﬁn@)aQt%lé athuirnie/ b phelite i (Ab@xane™) was
control, r) EL vehicle control, netronomc
supvggbqo(]“@y(o‘(ele 3111ﬁ4@<7 (-1jtuggor m@g§l when tested at equal doses. Furthermore,
the toxicity of Abraxane™ was 51gn1ﬁcantly lower than that of Taxotere®, which would
allow dosing of Abraxane™ at substantially higher levels. These results are similar to the

enhanced therapeutic index seen with Abraxane™ compared to Taxol® and suggest that the
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metronom ¢ ABI-007 (3, 6, or 10 ng/ kg paclitaxel,
i.p., qd), MID Taxol (r) (13 ng/kg, i.v., qd x 5), or
WOMDeABR29007 (30 ng/ kg paclitaxel, i.v, qd X SPCT/ES2086/006167
negatlve control, five additional female Bal b/cJ nlce
S|n1I? e were injected with, Nhtrlq al one.
Pre%e of girfagfan Sdﬁ%hﬁ?@“véé‘? HansPOBe ROy aCtifjity ing ineregse 8f€
tox?e!ﬁy'w/tmané:sl E(ﬁl&lgé(ﬁlr&ﬂﬁltfo%bﬁﬁﬁmr godel%QH arm%’% axﬁhé&%d
sanp es were subsequently collected
Taxgéqre” rermomgentg. i ncubated with Exspase (Cbllaboratlve
Bi onedi cal Products, Bedford, MA) overnight at 37C,
and then honogeni zed. Fl uorescence readi ngs were
ExARpRI 9 A0NHT 1 tid1eFABAfhin 'HoAHCHE6EA6hiBInR  Bmb£ BEH.5404) with
(Bl otech Instrunments, Wnooski, VT). Angiogenic
DugldMedisdsmasef Aetipn es Jadulis andel opwisomeyhsavht Evajeation oyl vitro
an u%geéplvﬁe to plasma fluorescence. [0221] Metronomc
s % and 10 ng/ kg appeared to decrease

[02311gi ogenpkitidsalbNe@hwhdRsted mrbiytdt@;ﬁc dihifolsine®e M CF7-S
statistical significance (Fig. i ogenesi s seened

bresh CHEINGHH Stnérl@dnwdmtrp%ﬁ@mvwm ng -Bt(Pgp g Lisgytatgpicity was
T el-at.i

0 RN 0 2R B b B

bounldseb\sdD# ens admirgstsiedilVasingtvaribhesdhedulas, sor8 CaD nbimplanted s.c.

.Rﬁiults d crlbed her ei n. anpl e 5. Nab-5109, A
wit @VaF%WI%H%a DN5109 (nab-5109) Shows

[025pr ovedREJLﬁtlscgchm@ﬂdxdmvwl 1iheX igd é{*ex‘[i%\(’)cg)hlanﬁd ToR: gf&l{e)

formul ati on (Tween-5109, O'tataxe MEt ho
demmstrptad temdregrawta maﬁtmmmtb K@d&]ﬁédzaum (ﬁ@%rgbwth inhibitory

cong G BPY s NN S0 S LONL SHiso S VESrGHCFT-R
e AR A e
resﬂ’@ﬁd& ]IMEiélOZleﬂz)oﬂﬂrmﬁd iotazad G:c&fv@ﬂyl’h(gmsbdﬁﬂh) gé¢lafities| displaying

/group). at 75 WD 2006/ 089290
ICSﬁcYP}L@SQé é)é/ic%% ah40 §3seaMpfespertivglvk  heTaes 51 confirmed

Wltﬂﬁ"ﬁﬂé SM hﬁﬁ]%%lﬂgr J(\%I[fineﬁ:{&%ﬁv@ﬂﬁ%ﬁ?%@%@@%@n IC50 of <107

roups O
™M amn um) ﬁﬂb mmsnan(cblsseoweea e rancgv S ms(eme Mozzszlcdﬂelsrwst Fhe

CODRIR ol tirnibed DORStUs sibuln ot sipiisnleryimpgbaloids
con‘ﬁ?ﬁlﬂ%ﬁﬁ@ Bfelv S ges‘hﬁs anoryo PoNle Ehet@?%l @\?&%miﬂurﬂbls)&%ﬁgl%ﬂ efficacy

in saline. In vivo, there was significantly nore
andviexighy of m@sﬂ%N@MdOSp ad editlule rqiepemeleum rdanopediclengb-5404 was

i, el i, t h 5109 (5 8. 8% I
welf R s g D T oI A iy APAdriEa; frg o ke
adnSHRET@NIV gl k5, 5 QW8 MmitOWiefd oM g-Mrn@RvivdRILIST RithGoteddRlence of
50% hi gher dose. There was significant tunor

tumegp FpREssomcppsing thadpagaiod Omeks resulied 1r( mwmxw deaths. On a
q3dpx<9 g%gérle\@o m%ﬂ %.ll%lelln}é/\%t ? 8?]91%2%’[%13%@‘ ;g ?lyg{g of 33[6XIC

dea‘i[me éhﬂ@lz()@ d69 sﬂ’ga/dhE) 40 h@hkg&b@lﬂtéd&ﬁ 3@5&1‘@%&5‘3 andeat 50 mg/kg, 4

ﬂﬂg Tween-5109 (ANOVA, p=0.0001) in suppressing
of 4 Wegi ¥ieh. There were no differences between the

[0255S andyﬁf%&%g‘ﬂ{f %1\3919&‘ P ey %a J&c‘?ﬁmﬁ@fﬁ'ﬁ?&r AR mechanism of

efficac ncl usi on:
actieh bluow et detiuvity jn pgbefiteBingasisslate eﬂdsfdpbteyan resistant cell lines. In

vivo, nanoparticle albumin bound nab-5404 was active against A121 ovarian xenografts.

Example 9. Combination Studies of Abraxane™ and Other Agents
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prepared and coul d be given at 50% hi gher dose than

Tween-5109 with ower toxicity despite higher dose.
waRooblse9hi gher dose, 75 ng/ kg (g3d x 4), nab-BA0DBS2006/006167

showed significantly inproved efficacy in the Pgp+

D-1 h I ft Tween- 5109.
(02853 e Bucfgihg oa}’%ﬂ%%%e {‘%’lﬁef:ﬁ%n?%’égﬂﬁx%g)(@wei ganoparticle
albﬁﬁilﬂg&llﬁrﬁagllﬁ%&P RedRd 2994, it wiRRs&BAR bﬁ@ﬁ’éjusré@k?n g%gljnbelpbf studies
arative Evaluation of Antitunor Activit
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chemosensitization pulse given prior WCEk.ly? 3 ou.t ° £4 weeks; safety end tolera}nhty o.fa 2 day
to weekly Abraxane™ in individuals Gefitinib starting at 1000 mg/d |gefitinib pulse given prior to
x 2 days Abraxane™ administration.

with advanced solid tumors
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TM vs Taxotere(r):

A Preclinical
Met hods:

waenoso82yo of Abr axaneTM and Taxotere(r) was COPQHDSH06/606167

a dose-

A la) Ihacligd
d L{q-u A O SUITTCUaTr—T-

7, 15, 22, 33, and

and 240 ng/k . Anti
Phase IL 1o s MB G o
manmary xenografts

50 ng/ kg and ABX 1
VesK ABXG 1 35vieny’, Df

s
s conparedd | ik aldeXekde’d, i
g/ Jdel 48y 5 ntf/egﬁ\;\eem

rangi ng study in nude mce given the drugs on

tevels—were—Faxotere(r)——
’FAbeve%ua?te tg 1%ma ion of ABX
T 31 -I%re] C, using
I8 Vel %’ABX

y

for

weeks. [0229] Resulits: In the dose-egcalation study in
rri ce the Taxotere(jr) maxi mum tolerated dose (MID)
15 nmg/ kg and | gt hal dose (LD100) {was 50 ng/kg. In
Pha%f«élr&m Vanttﬁ@ °f Abr gReAETH WEE —Betidvelbhadipant sindl of 4 tuper
Abrganel GBI PFh0 wag A AR/ K VA 1H®t hadoss st st udy
Abr axaneTM was noreg effective than equal doses of

T tumng

can@tiperi or to Taxoter
tested at equal dog

I IIIII UI lI

EWE 4 he MX-1 turrtyfan
es. Furthernore,

Taxoter E(l) Iyl UVVtII ot \I.J U/U VS
Abrdx@net Vi dBse Terde SRRt |ANOVA) . [ 0230] Cong %%5
oo 57 e kol ok b AT e i

Mﬁ@lme

t he tOXI C|ty of

PL QR ASARGM WaSs S g

Bk e
t

rlevels. These res

ac%l;f\{an? my gJleaprepeuatlon

QHF

S m

AbrA@xet g maswlgs:n&h hwog

L substantially hig
t he

[Ozi@r axan e&%

anced ther apeutl c index seen with
TS ARGEE e RBI it iudiggesiudehat the 77

WO 2006/ 089290 PCIT/

surfactants nmay inpair the transpor
activity and increa
Phaggfll iitiako§ Dpsg Daebdi t i on
Neoadiyrvant Spraciirbizen Brirufrigi et @os 8¢.all Bhgoi

or I\{ﬁg F] %gﬁ%ﬁsﬁ%ﬁmﬁ [

and Topoi soner ase- 1
vivo Activity [0231]

S2006/ 006167

t,
ohdjlﬁ/anti@ibl&i zmbct,y

pi bUABK libdghg

Met hods: | DN54

resence of
antitunor
of taxanes.
Clonpaadiuagnt study is based on the

G@T d veop8 whigh showed
W@b@ﬁ@;uwm %@m qHERACHED dinfRerourrent regime,
%%/E‘J?%gﬁ of ARE tillyaplesa T Bl n
faf4ti%on of In vitro and In

04 was tested for

f of oXI C act|V|ty

has Praope atlﬁeyilf

[Abr xaneT

i
canc

hnund nabh- RAOA was

g re??)&

BPEII'O 1'121 eiﬁia%@a

S1 N tne HJVE =3

ﬁ‘E ‘f”aﬁt
(le)nfjr%eﬁtérr@ye}m g%—

nistered 1V

U

11

breast

car cimong
MCF7- R (pgp+) .

ed agai nst the NCI-60
ngnoparticle al bumn
usi ng various

1nter:
MCF7 cel |
Phasg ﬁm@&ﬁj%‘%

| 'ue

i nes,
ted tunor
% growt h i

Pre-glijsal g druggrugCl D
interaction gyarian tumor
t he

MCF7-S cells at 3.9

Mmee+ biiph.anted §. c.

wth a human
Resul ts:

tenograft fﬂ??’j
‘g t coppound,
(

e

col chi ci ne,
n wth the |1 C50
ntration) for
The reS|stant vari ant

Agai nst

neaniJ Snke fa
1nd1\«zi‘<ﬂ1§1§ Qﬁﬁ ert L 1c91€| |1

Wer e r\r\nf r rmr‘l

MCF7-R denonstratéed an 1Co0 of 606

Ranc%gpzeg %aﬁlt tnal% a 3‘154f

.1 and 40 3.8
wi-thin-the NC|

DIsi AT HoR@ea dLTé’ V “
ARIeohstsr & ed |
ifpltosved di spl ayi ng Onio
ARV e pletcestiv'e | ‘gadln

60 _hum

followed by

f
uvantégél F%lme) in

urmr

Ifllyceptin®

r‘pl |

AV AW Al R R |

Abraxane™ and capecitabine in
locally advanced breast cancer

Xel: 1000 mg/m* D1-14;
q3wk x 4
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Studies in Chemoradiation include:

Phase /11 trial of Abraxane™
combined with radiation in
NSCLC

Abraxane™ Combined With
Radiation

animal model

HA&N (Head and Neck Cancer)

TBD
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Example 10. Combination of nanoparticle invention drugs with other agents and

modes of therapy.
[0242]

Lower toxicity of nanoparticle invention drugs described herein allow

combination with other oncology drugs and other modes of treatment with more

advantageous outcome. These include nanoparticle forms of paclitaxel, docetaxel, other

taxanes and analogs, geldanamycins, colchicines and analogs, combretastatins and analogs

>

hydrophobic pyrimidine compounds, lomaiviticins and analogs including compounds with

the lomaiviticin core structures, epothilones and analogs, discodermolide and analogs and

the like. The invention drugs may be combined with paclitaxel, docetaxel, carboplatin,

cisplatin, other platins, doxorubicin, epirubicin, cyclophosphamide, iphosphamide,

gemcitabine, capecitabine, vinorelbine, topotecan, irinotecan, tamoxifen, camptothecins,

5-FU, EMP, etoposide, methotraxate and the like.
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NSCLC Phase Il Trial of weekly AbraxaneTM ABX:
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NSCLC. NSCLC 81 WO 2006/ 089290 PCT/ US2006/ 006167

weakdnand HercepBX guson Prag/ks pt weelubyandf2 mikaeardmubsequent weeks)

rt era n 2nd- | i ek]|
for p3A0%" Thir B AR RRS e B i Sl Sl el cvetes ana
individiRlsang d6&y &Q@]}.’»Bg@mwhﬁes@@l\d@ﬂ@@d odNefle’ [ 9R3BdivRtudRivege treated
in Prostate include:
to date. Of the 4 individuals that were evaluated for response, all 4 (100%) showed a
response to the therapy. It should be noted that due to lower toxicity of Abraxane™, a

higher total paclitaxel dose could be given compared to Taxol® with resulting benefits to

the individuals.

Example 12. Combination of Abraxane™ with Carboplatin
[0244] The combination of Taxol® and carboplatin has shown significant efficacy
in lung cancer. Another study with Abraxane™ in combination with carboplatin on a 3

weekly schedule in individuals with lung cancer is ongoing.

Example 13. Use of Abraxane™ in Combination With Radiation

Example 13a

[0245] Abraxane™, combined with clinical radiotherapy, enhances therapeutic
efficacy and reduces normal tissue toxicity. Abraxane™ is used to increase the therapeutic
gain of radiotherapy for tumors; to enhance tumor response to single and fractionated
irradiation; to enhance normal tissue response to radiation and to increase therapeutic ratio

of radiotherapy.
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fraq?,iiaﬁgtlﬁg Hé%eg?)%gf ]r;tS o#éﬁ(ﬁg%gﬁg:oéglggy fgrot{ve consecutive days. Since

Abraxane™ is retained in the tumor for several days and exerts its enhancing effect on each

of the five daily fractions, Abraxane™ is given once at the beginning of the radiation
regime. Since the ultimate goal in clinical radiotherapy is to achieve tumor cure, the
potential for Abraxane™ to enhance tumor radiocurability is determined. The same
scheme as described for the fractionated tumor growth delay study is used, except that a
range of doses from 2 to 16 Gy is given daily for five consecutive days (total radiation dose
10 to 80 Gy). Tumors are followed for regression and regrowth for up to 120 days after
irradiation, when TCDS50 (the dose of radiation needed to yield local tumor cure in 50
percent of animals) is determined. There are two TCD50 assays: radiation only and
Abraxane™ plus radiation, and each assay consists of 10 radiation dose groups containing
15 mice each. To provide therapeutic gain, any radioenhancing agent, including
Abraxane™, must increase tumor radioresponse more than increase normal tissue damage
by radiation. Damage to jejunal mucosa, a highly proliferative tissue affected by taxanes is
assessed. The jejunal microcolony assay is used to determine the survival of crypt
epithelial cells in the jejunum of mice exposed to radiation. Mice are exposed to whole
body irradiation (WBI) with daily doses of X-rays ranging from 3 to 7 Gy for five
consecutive days. The mice are treated with Abraxane™, at an equivalent paclitaxel dose
of 80 mg/kg, administered i.v. 24 h before the first dose of WBI and killed 3.5 days after
the last dose of WBI. The jejunum is prepared for histological examination, and the
number of regenerating crypts in the jejunal cross-section is counted. To construct
radiation survival curves, the number of regenerating crypts is converted to the number of

surviving cells.
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Combined treatment with ABI-007 and radiation also had a significant effect on tumor cure
by shifting the TCD50 of 55.3 Gy for tumors treated with radiation only to 43.9 Gy for
those treated with the combination (EF 1.3).

[0250] This experiment demonstrated that ABI-007 possesses single-agent
antitumor activity against OCa-1 and enhances the effect of radiotherapy when given

several days prior. As previously demonstrated for paclitaxel and docetaxel, the radiation
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[0253] This study aimed to evaluate (1) the safety and tolerability and (2) the

objective response rate of weekly dose-dense trastuzumab/Abraxane™/carboplatin as first-

line cytotoxic therapy for patients with advanced/metastatic (Stage IV adenocarcinoma)
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stfj%gt?dwﬁl?%ﬁ;g Yﬁ& R 3590l IO tiaskapdatin isecle 1
d ek
an mldg??ggﬂﬁﬁlm%tﬂnr @Egséﬁ:iﬁ(;c %@/?&@g?gﬂ ge,olé /?&Q?fﬁﬂ%%ﬁt initial 6,

24, fhesk’Ylemus.t s suggest that trastuzumab plus AbraxaneTM
Sy B

neuno S (SH | (0) 2l

A o
weeﬁ?eagtﬁﬁmg@ﬂ %raé &/azl%%]%es’;r I@ﬁse g&?g Y oféf(%l:ﬁlc Cyerfélpﬁgtlal fesponses

(panprea‘gds easbn madndney endp Istably dboasd DNS@D@) qpdlbebttefonbdsfi€ the
with MBC who recejved capecifabine’in

f t t
ever e MGk SN A A LR Ri2Peet odp OE P LDERE (e 5 wers 1 stable
diselae{RIRRYY lfh 3 PRl Cb NI S BB S P! Sy

has bee own ef fi cacy
[027é| one Ahesei dattzcmdiaaiﬂ:aictmmy of ¢dmiiaxamest Abtatdi@™ and carboplatin.

258 I S open-| abel ,
The Mﬁ%"f&‘?ﬁ? meglfl m‘;iﬁt % 1\71@?3% /g1 e e dheginge Avasy 3 week
admhnéﬁahbﬂ%fs?'l@@n‘%%aay 1 and day 8 every 3 weeks plus
capeci tabine 825 ng/n2 given orally twce daily on

days 1 to 14 every 3 weeks. Pati ents were HER-2/neu

el el DR OB by S0

PaclitRtd§ABF4x@ne™) (GEA) in Locally Advanced/Inﬂammaton y Breast Cancer

[0272] In an open-label, phase II study an induction/neoadjuvant therapy regime

was instituted prior to local intervention. The therapy regime was gemcitabine 2000 mg/m>
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di sease, no prior capecitabine therapy, and no prior
fluoropyrimdine therapy and paclitaxel chenotherapy
wa@rwens92o0 an adj uvant setting. [0259] 12 pati ePCHUSHIE006167
been enrolled with safety anal ysis conpleted on the
. first 6 patients and the respopse rate eval uabl e
LVafent 2 reghicion s cyplesikBirnbieis S Ogmp/ay i vatys2 weeksrier Qeydeso
A (T P REER o bR 61 6 LRI i RESAEAR Eme s.c. on day 2
eviRgSpueeke dhe postmeeatomfaﬂjuvamdhenapxo rdgyme hfierf lbcai hntarven'uon was

Ies t her ap rst eva i on 0| )

geigtish ;‘;Joomgfnbg? &r#t%[eﬂ‘é\%‘érjc% St Xém?%‘ Phangievary 2
We@l@dfokﬁ'c 188 fdgtdstim 8

PCT/ US2006/ 006167 ~ st abl e #0200 v Mok, Patients included
ferpales witk bisiflegieally eopéirmed lochldy @quaeéi/lzﬂmmat(ay adenocarcmoma of
ther&&gpnses and 4 wth stable disease. [0260] These

resul'ts show that conbination of capecitabine and

weekly AbraxaneTM at effective doses is feasible with

no novel toxicities to date. AbraxaneTM rel ated

toxicity was mainly neutropenia w thout clinical

u G J T™

R i R R na D Hupy O By Hypxane™ on
va@uk&sﬁnmi;lenﬁsxkercuhs cin Plus Cycl ophospham de Fol | owed

b- i I Pat ith )
m&é} 'y~ ot Jaeet see Ry csAN MRS PSR o o Wk Hates in
é&@ﬁcé’ﬁﬁné@as@ﬂ@&d&%ﬁréﬂbﬁs bPXhiktdpim ?Em%& ? dﬂ@' £LM, 10 pM, or
adri anycin ]&J us cycl ophospham de
Mﬁ%%fmn ™ 6ABI-P0E): Valustesthe @mlmm eff@e@@ﬁﬂqb-rapamycm and

abl e, tol.o cII onfir br east
Ab?ﬁ%*ﬁ%?‘a?#%‘%@ £85 % sl P B Rl GB35
CarlstagiC)hndexalyald for fed AGrtRBHE. @thﬁﬂlﬂﬂbﬂ@dﬁﬁdﬂﬂ is a high-affinity,
cycl ophospham_de 600 ng/ m2 (AC) every 2 weeks for 4
ﬂu%tf?ﬂe g nuchie agd étab‘}/thAka% 0 p@g@ﬂw@;ghgcom@lylspd@embranes of
e
e85 Gfin B U8l IOERET AU RIS, i gt
dossfdepbnderbem TV 1ing3Ademopsttatahisinceasiny ddofesghtée. g€ el killing by
(Neul ast ao r .| ack ecov ANC olute ,
na‘%@a?%ﬁﬁ.Wa?seﬁaﬁm})anaiﬁr‘?ynéﬁ%wﬁ%éﬁw RE H& 5@12‘ BIRYE> (L3RS
gredfly &ﬁﬁn@&f Wﬁ'ﬁﬁ%%em‘ﬁ €00 EMJ 9'0?\ We0.b001). Cells stained with
ot al had

non- hemat ol’ogi ¢ toxicity. 9 pati'ents
ethighiera domodimeral agshowarin §igh 5A \g¢radl§0$xp®edp®eala¢1n Calcein AM

h PN
ARG 8 ol itos b0 BRI o e B iRt edgein by
norpseficleyteslichstetRys. iivb c@l@%tﬁ&d@b Ralc&ig A/ eﬁiﬁﬁblt H}igl}hﬁ green
cycl ophospham de (600 ng/ n2) every 2 weeks f

ﬂ“‘?f?@ﬂ%‘é@ F3hesoaie ablsyo amat&éhssﬁuormpama@mm@wlwg/ rA2y) shown in
Figty8 rﬁ'ab%aiﬂ‘ﬁﬁﬁ E%lb%(ﬁ’(&%%@ %ﬁg \;@Itcltmhg agtng‘@xa% shi)wn ipg a reduced

patients w cancer
amwm lof ﬁumbeeﬁastlamin@d@l ca(ldélil{ 2V G &'ﬂM:tlaslnFﬂldo@&scéndéGNas enhanced by
;@at ment . of tat ic Breast Cancer wt
cottb T, R RS oo g PAE TROSFE | & ONHA laksti gave p <

oob@%@h dTﬁlgc@iéw@aﬁmgfofggﬁdxaH{ went study was to nove

kl'y Abraxane to a i ne setting and add
trast uzumab for HER2/ neu-positive patients.
Example 22. Cytotoxic activity of nab-rapamycin in combination with Abraxane™

against HT29 (human colon carcinoma) tumor xenograft.
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[0266] This phase I, open-label study included 20
HER2- posti vi ve and 50 HER2- negative patients with

wo ewalogazomdvanced or netastatic breast cancer.PCT/US2006/006167
Abr axaneTM was given at 125 ng/nR2 by 30 mnute i.v.

nf usi on_on days 15 [ d by a week of
027" O Tade wdh s inalngrvan LAY Eelop Tt Hesc s
3

T i B4 0 tﬁ%&‘é}l%@%‘é’%ﬁéﬁgﬁﬁﬁi%%n FRORHT88900 mm.
The ms@Eonse raraik)mlﬁmetdhetoséégmnﬂsaﬁv Epatmrourt)s Greue 1 réagbved saline 3
. to pragr.es TTI overal .l viva , d. .
timp Oy BRSO TSR Ot Dierbe BBaT 10 sa B il far 5 days,
ipt @‘E&ip@%o@w@@%ﬁfhp% SinGY Qb %?g/l@é 3 tﬁﬁésa%@ék@ﬂ' Mriaydat 8:v.; and

The nost common treagnent-re |"at’ed adverse ‘event was

Gr(gmaétj@c@ve@b@th m@bémaai}(cal (Amgiked hmegwadéy Afora4jwe¢l§el v.) and

al ua i ent onded
AbERES 1 0BG ool 5t TS5 PR G T, IR RERK aferession
wak HRERX ﬁﬁ&ﬁ%b@&ﬁne@aﬁﬁ@iﬂa%tﬂa arh (oiR 8dmBhatien thebdpytihn for either
current study was to determ ne the maxi numtol erated

singlgdleerapif gaBP-axaneTM (bot h weekly and every 3 weeks)

with carboplatin AUC = 6 and to conpare the effects

of sequence of adm nistration on pharnmacoki netics
Exdidf)e 23, 02¢81oxiRau dtbitysofwiabhl DAXN® iDgirbinayion with Abraxane™

cytal ogi cal ly docunented mal i gnancy that progressed
agajhgtdl3 @‘éﬁﬂ’é‘r Iyng carcinema), (wnor; Yokl Aran 1

recei ved AbraxaneTM every 3 weeks in a dose

escal ati on format based on cycl & 1 toxicities (220,
[02Z56D, 300Nuddmicaw er)impéwméadywith \1!\@ eH35§ cills ongleibyight flanks.

ti Arm 2
TG BRI O F SHEAeRgn Bl SR Bry RB BRI e 1465200 i
Th@ﬁﬁé’@&/eﬁe%ﬂcﬁﬁﬁﬁ sOedCiatdP ploabs (h="8)er groﬁ:‘p) @Bu m@ecEK/ed saline 3

portion of the study, AbraxaneTM was by
tlm@aW@ddVef@ﬁ ‘thBkaScyY:l; grdup %xrmeltvh@AbrmneTa‘f at 10 mg/kg, daily for 5 days,

r 2 Wth v
i ST T B AP BT LR 005, pd el 8By one
Grédp 4 f&elw@byth&amekfsA@dxedmg/ﬂg, Ity VB for 4 weeks, i.v.) and
t hr onboc§topen| a_and _neuropat hy were the nost common

Abg’:\xag@ MA19 meAkg, daly &y X Bys:i-rehchy shopy g b kg §rmor suppression
t / o

Wa %%g )ka?r Ct}l?lgé{) ’ﬁ%%gé ?%Lérégg%%ges Qcﬁnﬁﬁ%ﬁﬁﬁ%? 1 either

smgkérthemlsy g@tpon at the highest dose of 125 ng/nR2 (n =

wer e art.|l responses ncreati c cancer
028 anoma%\hg e dorgEb g oeasth EReesicsopad fridme detail by way
of ﬂﬁ%fb%ea%dteﬁa&ﬂ% foﬁﬁ/@rf)é(seg IB'f @ﬁnwe@fi‘im@glmaﬁliﬁfg Atd %ﬁ)a?ctnt to those

hi ghest dose of 340 n2 ('n wer e stab
sklﬂcdémetbe al(t Nmp@)ala ndner qhangqsatlnd nm@bﬂqa@egs ngj;@practlced Therefore,

e IRRE o s iak shelNERR SR s AT AERS Mephafre inventon.

[02f79) t he weakleyerREdliimilgdin@blioilatiess, §Q@nﬂ%ﬁ8at1@@ daliC atents, cited
the once every 3 week admnistration was 100

herglpeaip herebp incpipgsased by Tefprgncep thzg?enmﬁ@ﬁ agHraech aqfrsw&ce were
ind HL'E@#BI’ a%gge%%@%g&ﬁﬁgllcﬁ@& Eea?ﬁgg]pe as n ferc Mlc(e%@%é]) L f,et forth in

its aﬁtlre@'dmélﬁlbel phase || st udy an i nduction/ neoadj uvant

t herapy r e%
‘ [027 8] erred embodiments of this invention are described herein, including the

best mode known to the inventors for carrying out the invention. Variations of those
preferred embodiments may become apparent to those of ordinary skill in the art upon

reading the foregoing description. The inventors expect skilled artisans to employ such
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was instituted prior to local intervention. The

t herapy regi ne was gentitabine 2000 ng/n2 90 WO
wWQ6/08RIP90 PCT/ US2006/ 006167 i.v. every 2 wWeeERESI006/006167

6 cycl es, epirubicin 50 ng/ n2 every 2 weeks for 6

cycles, raxaneﬁ%ll?S ng/ n2 every 2 weeks for
Vaﬂéﬁy)e%@ PRI 11§REH IR Bieng fer be IgyPngigy tobe Ié‘i?éﬁl%?dz

v

ot R ROREAREA L NSl AL Ao BE AR E R AL s
modidiektsork and 4qwyalbes of Morsakjmoeiate? 2€-ited imtheenlaimg appended hereto as

per@%ﬁ&y&%&@é@g falryztsl}/lg%gg e I I | @ﬁetlt;o&m.'% tgg a@ﬁvt%ﬁlegggbed elements
in o do%tsgbreg;aﬁaﬁéﬂé tﬁ&%ﬂlﬁ Qﬁéblﬁ}%‘é@d'bé;ﬁ@i&ﬁ/@ﬁ@&{ il EdsRAIRE ey
enocar ci noma of br east le 21. Cytotoxic

indigetefl neteyn @ﬁothaﬁamﬁmcqomtradicf@d F@tmcnmexbn Wi t h
Abr axaneTM on vascul ar snmooth nuscle cells [02731
Vascul ar snmooth nuscle cells (VSMC) were seeded onto
96 wells plates in the presence of increasing
concentrations of nab-rapanycin and OM 1 M 10 M or
100 M of AbraxaneTM (ABI-007). To evaluate the
cytotoxic effect of nab-rapanycin and AbraxaneTM
treated VSMCs were stained with ethidi um honodi ner-1
(I'nvitrogen, Carlsbad CA) and anal yzed for red
fluorescence. Ethidiumhonodinmer-1is a high-affinity,
fluorescent nucleic acid stain that is only able to
pass through conprom sed nenbranes of dead cells to
stain nucleic acids. As shown in Fig. 7A
nab-rapamycin, by itself, exhibited dose-dependent
cell killing as denonstrated by increasing
fluorescence. Cell killing by nab-rapanycin was not
enhanced by AbraxaneTM at 1 Mor 10 M however, it was
greatly enhanced by AbraxaneTM at 100 M (ANOVA, p <
0.0001). Cells stained with ethidiumhonodiner-1 as
shown in Fig. 7A were al so exposed to calcein. Calcein
AM (Invitrogen) is a non-fluorescent nolecule that is
hydrol yzed into fluorescent cal cein by nonspecific
cytosolic esterases. Live cells exposed to calcein AM
exhibit bright green fluorescence as they are able to
generate the fluorescent product and retain it. As
shown in Fig. 7B, nab-rapamycin exhibited dose
dependent cytotoxic activity as shown by a reduced
amount of fluorescent staining by calcein. This
reduction in fluorescence was enhanced by
coi ncubation with AbraxaneTMin a dose dependent
manner. ANOVA statistic gave p < 0.0001 at all drug
concentrations of AbraxaneTM Exanple 22. Cytotoxic
activity of nab-rapanycin in conbination with
Abr axaneTM agai nst HT29 (human col on carci nona) tunor
xenograft. 91 WD 2006/ 089290 PCT/ US2006/ 006167 [0274]
Nude mice were inplanted with 106 HT29 cells on their
right flanks. Treatnent was initiated once the tunor
wer e pal pabl e and were greater than 100-200 nmmB. The
m ce were randomy sorted into 4 groups (n= 8 per
group). Goup 1 received saline 3
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times weekly for 4 weeks, Lv.; Goup 2 received

Abr axaneTM at 10 ng/ kg, daily for 5 days, i.p.; Goup
w@200e08429@d nab-rapanycin at 40 ng/ kg, 3 ti mesPelEBR1096/006167
for 4 weeks, i.v.; and Goup 4 received both
cLR Srapanycin (40 ng/ kg, 3 tinmes weekly for 4 weeks,

=) and AbraxaneTM (10 ng/ kg, daily for 5 days,
i.p.). As shown in Fig. 8, the tunor suppression was
greater for the AbraxaneTM pl us nab-rapamycin
conVibatisickimedér apy than for either single therapy
group. Exanple 23. Cytotoxic activity of nab-17-AAG in
conmbi nation wi th AbraxaneTM agai nst H358 (human | ung

1. A; afetliodaTajeati ' ® prol@fegvadibeast A2atbhdNutlRl Bd:EFries fdministering to
Ianted with 107 H358 cells on their right flanks.

the? Keht was initiated once the tunmors were pal pabl e

&
a) ar %ﬁ%@ﬁfeea X or glé. ctn?rggsi&(%) ccﬁggrts?-gnaéloggﬁtcms &6t gg 2 ltlebxr:tne and
mtmbmeneambd saline 3 tinmes weekly for 4 meeks i.v.;

p.2 receiv raxan TM at 10 ng/ kg, daily for 5
J@fﬂctwr alaounte? ahg% Onig elhey slpalier R AR et W eR St
h ?hofﬂt Wee -
VB Do el AR i o kg o By pladounn
based egankss alkiylating agerds, tyMosiax kn’@?Mn@ﬂt@torq;hk@racgtalmwamtlbrotlﬁs vinca

the tunor ression
R yolsabiabe plifoife FaehPlides Snadondiin iR
conbi nati on therapy than for either single therapy
roup. [0276] Al though the foregoing invention has
eancthed eqep toclaishe vleareinisaigehomgtherpentiq agent istnon

for purposes of clarity of understanding,
mnﬁﬁgﬁg%g%g%§%nt to those skilled in the art that

certain ntnor changes and nodifications will be
ract T erefaore,  the descrlgtion and exanples .
gBrdeineaviReinisp epigeiahelisagpe 1pemeigabine,

alhaﬁﬁﬁklgpﬂwnggg&]] Al'l references, including

publi cations, patent applications, and patents, cited
herein are hereby i ncorporated by reference to the

nme ent f .each reference. wer i ndi.vidual |y
el i rﬁP SN baein S SN PR BFPBF i LREeB S = platimum-
bﬁg@ggﬁ@nce and were set forth in its entirety herein.
[0278] Preferred enbodi ments of this invention are
descrlbed herein, including the best node known to

{..t t
5. ROl R ER e RS e surEne . 2oy o or
carlgppaiment to those of ordinary skill in the art upon

readi ng the foregoing description. The inventors
expect skilled artisans to enploy such 92 WO
/ [ S . .
6. Tﬁ%%?ééﬂ?ig%c%grf %@L@ﬁ%? r}i@%ﬁ%gggd:&ﬁ %e?aggut?(}]%gent is a tyrosine
kinasevenbit@n to be practiced otherw se than as
specifically described herein. Accordingly, this
invention includes all nodifications and equival ents
7. T0E ridifoSatRbRE kR 6. rv@fe'rélﬁgalﬂ %ttﬁe klRALTRNARRE rtotegaﬁmb.
hereto as permtted by applicab aw. Moreover y
conbi nati on of the above-described elenents in al
ereof. i.s en assed by, the

TR SR G R o e P B8 PR E RER Raienst g cancer.

othermnse clearly contradi cted by context.

9. The method according to claim 8, wherein the cancer is breast cancer.
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93 WD 2006/ 089290 PCT/ US2006/ 006167 CLAI M5 What i s
claimed is: 1. A nethod of treating a proliferative

waele@eas®r9d n an i ndi vi dual conprising adm ni st ePCTYS1006/006167
the individual: a) an effective anount of a

conposi tion conprisi.ng nanoparticles.conprising a
10. F 3% RiedhodhigCodEdp IS, VAR 1b§1165ﬁn¢eerf%1e‘tqg\9@m&hou nt of

at | east one ot her chenot herapeutic agent, wherein

said chenotherapeutic agent is selected fromthe
11. Ghoupticanststdingoalaiant, wieteab tieicomposipba comprising asweyparticles

agents, al kyl.ating a ts, tyrosine.kinase inhibitors,
contipSHiEEyRIHA AT ABY e SheuP ETp liGag e Almir ageng
simufieBlLdipr s, macrolides, and topoi sonerase inhibitors.

2. The method according to claim1, wherein said

chenot herapeutic agent is an antinetabolite agent. 3.

e t hod accor di to clai.m?2, wherein said. -

12. B Gt ARG Gl € vl s bS5l sBb s panongptcies of
taxdleUQh Uk RG] llbundin ahb €hd@ichRthedpeaticlhgat bR Lhdhidielsd sequentially.

wherein said chenot herapeutic agent is a platinum

based agent. 5. The nethod according to claim 4,

[ [ : - : n or

13, SREREU R P U AR B R iR SR

wherei n sai d chenot herapeutic agent is a tyrosine

ki nase inhibitor. 7. The nethod according to claim®6, . :
14. e esthpdsaceer g g & I mhsen thiasriage 9 _qtegﬁitﬂ?waﬁ%aﬁwles m
the éomirggﬁti(g@fs%dgr@ﬁ%gﬁ bk Qo¢h@l M 1, wherein the

proliferative disease 1s cancer. 9. The nethod

according to claim8, wherein the cancer is breast

= 0 R A T o

paclithie] 8aRE finopddicleldbin BRidads RECOAA bRENter.cl ai m 1,
wherein the conposition conprising nanoparticles

conprising taxane and al bumi n and the chenot herapeutic

16 98Pl UL L0453 SHN RSOl i pLnod

subs@np4liysfréedo vaapahsd. cl es of taxane conprising al bumn
and the chenot herapeutic agent are adm ni stered

sequentially. 13. The nethod according to claiml1,
17 AR RS BIERSID RN o S MR ooyt
the thmpoganopsartol greasr than atdve 260mmosi tion is no greater

t han about 200 nm 15. The net hod according to claim
14, wherein the weight ratio of the albumn and the

18. The method according to claim 17, wherein the weight ratio of the albumin and the

taxane in the nanoparticle composition is less than about 9:1.

19. The method according to claim 17, wherein the nanoparticle composition is

substantially free of Cremophor.
20. The method according to claim 1, wherein the individual is a human.

21. A method of treating a tumor in an individual comprising:
a) a first therapy comprising administering to the individual an effective amount of a

composition comprising nanoparticles comprising a taxane and an albumin, and
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paclitaxel in the nanoparticle conposition is |ess

than about 9:1. 16. The nethod according to claim 14,
WOL@6e8929¢ he nanoparticle conposition is subsPERUSBNG/O6167

free of Crenmophor. 17. The nmethod according to claim

1, wherein the average di ter of the nanoparticl|es
b) 4 Se0R BoEBiSBEPLFGR RA2R el SPIEChA T AORRas0R Hieo!
18. The method according to claim 17, wherein the
wei ght ratio of the album n and the taxane in the
22 rizsopeined of daivodpodierdin theisscdndsberepnis rahiation thetapyl9.
The nmet hod according to claim17, wherein the
nanoparticle conposition is substantially free of
23. Qe PR of c2m Thevieriih e r@&iﬁ@dﬁﬂth@ﬂap%%c@ﬂu@ Ib8Foke the first therapy.
wherein the individual is a human. 1. A nethod of
treating a tunor in an individual conprising: a) a

f e |.Sl: ] i ' to the
24 e S AR LR RIPU A RS B0y BT o
conpri sing nanoparticles conprising a taxane and an
al bum n, and 95 WD 2006/ 089290 PCT/ US2006/ 006167 b) a
25. ddedpthedascaping orlsims? h grherean Bieitarrnepepagijaxekur gery,
or conbi nations thereof. 22. The nethod of claim 21,
wherein the second therapy is radiation therapy. 23.
26. e mahdrbabcofdicg @i alaiR2? 5, wheredn thetdveragadiaatdt@roftienapyarticles in
thoccurs.before the first ﬁgﬁégﬁﬁ' 24. The met hod of
°CPIPRTHN 1 [0 ET R AR 2Ry erapy is surgery. 25.
The nethod according to claim21, wherein the taxane

is paclitaxel. 26. The method according to claim 25,
27 \ihemesthod ansoulies wodaidi Aneithereinfhetwrigtaaop af the@lhewnin and the

. osjtion.is no greater than about. 200 nm 27.
pac e bR e B R e BT AR, e e g

ratio of the albumn and the paclitaxel in the

nanopartijcle conmposition is | ess than about 9:1. 28.

28 1ihe mrthorbrrcardang @i iy 0, sharain the nappRartcls composition is
I C ition is substantially free of
mﬁ%?gﬁggﬁ%%?$28.ggﬁgé%ethod according to claim 21,
wherei n the average dianeter of the nanoparticles in
e co sition is no greater than about 200 nm

30. . )
29-Te RPearing @i shym ol dharein B averigr dian ieret W aneparticles in
thec8fnhBsi@bn IshR SLABMND, 8ht bHEnmt @xane in the

nanoparticle conposition Is P%%s t han about 9:1. 31.
The nethod according to claim?29, wherein the

no tjcle conmposi.ti LS .sybstant. al.l ree of.
30 SR8 RG] S-SR R o rreab i Sty tf e ShuSitin and the
taxeain @hdndndparkiB cohipeaitioh $s Bsd WA Abousd:1. A net hod of

adm ni stering a conposition conprising nanoparticles
conprising a taxane and an albumn to an individual,

rei | It i m ni st.er ed
1 BSOS IAIPRA e R AL BT B Bl &
substahgdlafrecostvesoprach admi ni stration is no nore than

about a week, and

32. The method according to claim 21, wherein the individual is a human.

33. A method of administering a composition comprising nanoparticles comprising a
taxane and an albumin to an individual,
wherein the nanoparticle composition is administered over a period of at least one month,

wherein the interval between each administration is no more than about a week, and
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96 WD 2006/ 089290 PCT/ US2006/ 006167 wherein the dose

of taxane in the conposition at each admnistration is
W@b@ensNIR5% t o about 25% of its maxi mum t ol ePEL/E82006/006167

dose followng a traditional dosing reginme. 34. The

nmet hod accaordin cl ai m.33, wherein. the dose of
Wh?fﬁ%laéh% ps§ Oiﬁ%ﬁﬂlgéﬁ @%O%T’é’osalﬂ%?t 32‘85 gipinisteation iy Ahpwy 0-25% to
o R e o SV n R e g
conposition is admnistered at least three tinmes a

ording.to claj .. _Wherein,
34, SR i A R e e iy the oy, Bt e BB g% tp sbout
8%Cdfais 'Hla%%ulmgfe%téﬁ 4R raN&iag e tedaimmbhedosiig febine.
nanoparticles in the conposition is no greater than
about 200 nn1 38. The net hod accordlng to claim 37,
er el r.a bum n. and t he.
R ol folibel bR 2o Ment b e SoBTr B pdPisisgen at feast
ﬂn&hﬁﬂmﬂ@@@&gg.l. 39. The nethod according to claim37,
wherein the nanoparticle conposition is substantially
free of Crenophor. 40. The method according to claim
v rticles
36 e B E ol iy R0 S, Bl ek AR T
41. The nethod accordlng to cIa|n140, wherein the

57 o e B St DAt gt e poprices i
ﬂwTBﬁlHﬁh&@%1ﬁﬁﬁ@&€f@@n%&mﬁb@®ﬂhﬂo wherein the
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Crenophor. 43. The nmethod according to claim 33,
d vi dual a hu

he n. .44. A hod of.
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effective amount of a conposition conprising

nanoparticles conprising a taxane and an al bum n; and
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subRana@ar frecdBSrea@phot. Si Ng at | east one ot her

chenot her apeuti c agent and an al bum n. 45. The net hod
of claim 44, wherein the taxane is paclitaxel. 46. The
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ﬂwchemmﬁﬁemapnugbmba@mmhbMHszAmG. 48. The nethod of

claim44, wherein the individual is human. 49. The

met hod of claim44, wherein the proliferative di sease

411 TheGRARST accoffing to claim 40, wherein the weight ratio of the albumin and the

taxane in the nanoparticle composition is less than about 9:1.

42. The method according to claim 40, wherein the nanoparticle composition is

substantially free of Cremophor.
43. The method according to claim 33, wherein the individual is a human.

44, A method of treating a proliferative disease in an individual, comprising administering
to the individual: a) an effective amount of a composition comprising nanoparticles

comprising a taxane and an albumin; and b) an effective amount of a composition
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comprising nanoparticles comprising at least one other chemotherapeutic agent and an

albumin.

45. The method of claim 44, wherein the taxane is paclitaxel.

46. The method of claim 44, wherein the chemotherapeutic agent is rapamyecin.

47. The method of claim 44, wherein the chemotherapeutic agent is 17AAG.

48. The method of claim 44, wherein the individual is human.

49. The method of claim 44, wherein the proliferative disease is cancer.
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