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herein can be used for any one or nore of the follow ng purposes:

all eviating one or nore synptons of NSCLC del ayi ng progression of NSCLC,
shrinking tunor size in NSCLC pati ent,* i nhi biting NSCLC tunor grow h,

prol ongi ng overall survival, prolonging progression free survival,

preventl ng or deI ay| ng NSCLC turmr rret astasis, reducing (such as

RIFrssa~I -~ 1 T I D T e Y T o



need thereof, conprising admnistering to the individual (a) an effective
anount of a conposition conprising nanoparticles conprising paclitaxel and
al bum n; woao(ibipe3mn ef fecti ve anmount of carbopl atin, whecgius2athe3ehd ecti ve
anount of the conposition conprising nanoparticles conprising paclitaxel
and al bumn is 100 ng/ IS effective anount of a
carboplatin is AUC=6 aﬁﬁ&ﬁ@%ﬁ%ﬂ@%hyN?E&ﬁg eks. [0024] The

I nvent[oers]t hePRVAIcE halemurP nothoghest (R MOkl - @[ﬁantcreﬁaﬁﬂgngn@éﬂmsn@@g) iNGeLC in an
i ndi vidual in need thereof, conprising admnisterin o the individual (a)
an ef fibgyidgd imagsdriberest, %’W@§ﬂﬁ%ﬁef€6ﬁﬁr‘h%ﬂﬁ@ldﬁérﬁgp@r@ﬁe@@‘@sa%ﬁ‘pﬁ fiasi ng
pacl i tc%ﬁﬁ;bsﬁ&{jcc%ﬁiéfﬂg@ran@ﬂ&ﬁlcﬁé%)coﬁﬁnﬁﬁé ﬁé«‘:‘hta‘é@l AR i Pihe RAROPL &S deRercidher ei n
the effective anount "of the conposition conprising nanoparticles WO

2011/ 123396PTINORBLAQIL tHOBOABY” ooiiprclivkd gapaeiticleasegiposifion”al dad tb)ranicdlcd®@ ng/ n2
adm ni effective anount of carboplatin is AUC=6

adm ni ﬁo&%ﬁ% ﬁ%@hélv%ggd% kﬁtee weeks as first-line therapy. [0025] Thus al so
provi dedl7ar e Ireiolrr@césnlmﬂmnemsathlerh(jSOﬂSGs@qualrncmmcelhmrmncdntadz el, apideashid her eof ,
conpri Si nrg) 231 ni StFI‘I n éhe i ndi vi dua a‘])l an effective anount .of a
conposPIG Bt Fdi 5! %{%6 ?%OF%{Flggm&c?ﬁﬁ‘?ﬁsg MY PP AR AR AR buni n
and b)pléﬁﬂn(ﬁﬁﬁﬁle@bﬂc&!ﬁat@{mwﬁardﬁna&)u@ kRichl Bahased uagedr salvagr ghidl dalRendNSCLC i s
squanous | ul ar carci nona, [0026]1n some. enbodi nents, there are Er ovi ded

met hod® sgipe embedimeg)s. ANSCLG insqupmpys el gatcinomanasgme sabadiments ghp NS§Lhg

adm niighesdf whfort i aa%eftﬂﬂumog Uakaol) uiforef SSET MenAPYYe 18R @BmELARASE PN
conpri si ng nanoparticles conpri Si ng paclitaxel and an al bum n 'andb) an

ef f ecttimer, appsiage 10f wmop e someembrabaents gerVSChh éraarls stapeNSqHCvieual to be
treat i gible
For 1 1o B BRI s pRlea TR, ek %1 o

ri sk AfS@LEeeGIgC frrmnm%@l-‘ordequmemdﬁﬁ@]l:@rlap(yme ﬁlﬁmr]nédltscnhanSQLﬂenﬂohzﬂrzed n are
met hods_of . treati

i e R P SF A R Rt a Rt o AT B b eon

conpr i SadeglnamapaniBb SISEI.CS eRPr i, ahdPE Pacisod axeln samd eabodihlehi@] (i ndabhoams
effectjive anount of a plati numbased agent, and _c) radiation (e t horacic

r adi at Pbﬁﬁf)atln&hféﬁéﬁr?Stfﬁ% lioe ety né seeppditipe @Frapﬁelnc%}?ﬁc?g}bpﬁwn@o%r i sing
nanope}ﬁ&lbﬁhﬁ% g@ff@a&écﬁﬂs Mh@fﬁfel fois QKEIF-BRee@kHREP Nok &a%tlé/\%n?m {0} @diBerttO

about 60 g adm ni st er ed weekl the effective anount
of a prigh meéﬁe na‘gémmb@lrb@ttmwn%@uﬁl inpiish of bleadjng fromOAEEE discqged
AUC=2);,adrnd ni stered weekly, and the thoracic radiation is between about 25

to about 0 (e.g., about 33) fractions by either 3D conformal or
i nt endPe18Inodid svednttedinmingues cfforivn ramenmthf thelqenposteoresrpgaismgmasqpattivdes

nmet hod of treati an .individ COnpr.
adni niSt Flflﬁép?CIIte{q‘ﬁf\la ](% alg%léllls QSCEW%‘H‘ Y te5£(:)1(:a[ f)\g/réduérlny)ﬂamtg f( R égm%IZm t7i50n
conpr isg/ng, d1dno p@vm%)ah@sqe@ﬁﬁmmslmgntpﬁ@ﬂd flaah-enel arnaik bwmem atilut an

Fach ack By e HeEak € AL T RO GRb S RO Thonebrpoe R bR G g

nanopamtdust &&h@&iwogﬁbﬂgorﬂ@@ P46par@es @hipHBing phdith@! MA&Re ABuiB/ig2 to
about 60 ng/n2 (e nﬂ% dIL m ni ste?%g wggkly, t he effective anount

of a dENTHgGiH W&gléa aafb@ﬁteffF@WBém%@r?f saltinauchapeq agepls adminicEsl ey |
AUC=2) i, RO SHELE ¢ gﬁg!ﬁ 31;119 cEl&ivk 'aﬁ’ibérﬁ'o‘f aﬁ%@{ngkél%h éo%lrﬂ?ﬁfn\geen about 25

to about 40 (e.g., ractions D confo

i nt enmangpamulcamdsmgpmhm}aleegldchﬁmmnmem lbqvwmmraft)h@rSOd@ Afpuit $2%5mg/m’

consol i in.th soli.dation ther

adm ni Stqieﬁrlft%redtw glflﬁgxq trI]1 ec iye amo?nt ao(rii 'Ehe fq‘laetlc tﬁm base& m%% t? E’Xg%%’é*rp abo%? 1§IUtC.—2
conpr its abgit Mr(b:go}aardtmmbte&d @ﬁmﬂvlef_m th@e pachs. iresoale carbddmienal tha I&ffﬁctﬁ{ﬁ dmbjintan
effective anount. of a plati numbased agent, erein the effective amount of
t he ccﬂ%lt?s‘ioﬂ%ﬂu%ﬁ%‘?ﬁlg?%dlaﬂ%ﬂ%‘& FEPEPHENE BarbA*Sh 48 “i?a%‘?‘i“’t“&kseﬁbo h]d)%al bumi n
i's bet@en aabmier&Dwtklpaathe d2R (i00AREK 6f Ge plabiRufiBasi, agdih i WoGEAUCES 100
ng/ n2) adm ni stered weekly and the effective anount of car bopI atinis

bet we Ml gicd Aue-reyghigp sigeksaliceme carbgdimeaigchg cffpqime amguntgf h&uc_es)

adm ni ShleHoPQfiSHD AATHARIIIRREIUSRAALOB0 AR RNER Y. ST CR In
sone enbh%dl rr%nts KI%%C |cip1a| noperag age I'A and/ or | I B NSCAI?% In sone
enbodiatemisicred peelNganOhe stipaiyp emabitef Stegdainnm-imsedhapeatis RpquBANSEHS, PS 0- 1,
and FEV 1 >800 m . In sone enbodi nents, the platinum based agent is
carboplatin. [0028] Al so provided are nethods of treating NSCLC in an

i ndi vi dual conprising adm nistering



to the individual a) an effective anmobunt of a conposition conprising
nanoparticles conprising paclitaxel and an al bum n and b) an effective
anount ofwe 2pliasam based agent, wherein treatnent is PpPasas2uposo2dhe NSCLC
having one or nore characteristics selected fromthe group consisting of

(1) amaus cel | ul ar arc ifferenti level s of caveolin-1
( v RN Re Gecr Ry 2L SRRy sohistehmapitmenits, he Mgt d SaR L) vl & of
hy poxi@nipesikéet @omﬁrm}ngdiaﬁé;ﬁmrgslcain Haw. %e&h&&eﬁdﬂmﬂ{e A6uineth iyabo(v30) mg/m>
differential |evels of VII erential levels of th mdylate

synt hag@ifistged wegkly pyd @Fﬁff@frtéfﬁ taméz}mtwém Natppmepaserhagsnids Ak 4K stlci at ed

pr ot ei Anfim&PRY onde e’ﬂz)arthIfeE QB h?éonle%%ﬁ)o@lfme%t @b PEALAS] Ahopd@N Qhposition
si ngl e- nucl eoti de pol'ynor phi sm (SNP), (x) ffefential Kras nut atl ons, (xi)
di f f eraadfor Hie phasinhpttasddmgensfis ﬁrhmmteefrd m@@yeowsm Int spmsrenpteod ppaeh, g@m@@lta@hd
(xii) r ' ein are

met hods h%éa% C?%%AH%OSEIR@%@&@‘l ﬁﬁgalrﬁ]éﬁ]ﬁr? %e\(a%%%gla%pgrdgﬁldt Q%agllﬁg‘\%g?%gnySCLC has been
f ound [0&19(}ave1rosrmmemmhmdm&:ntshmleaﬂmmnn sthugmn sehwcitethih.rlo somhdempedimpnts, the

consi stin us ce I ar ci nona differential |ev

v ey R B R P 1 2 o PR B Seeeminty T p By

| evel sigfof H},éﬂﬁiid)@rti&d’skﬁtﬂfé naﬁ@)artn&nef dopipesitib@ls doev@t sha@fabdud P00 nAQbudthtay less f )

dlfferentl al IeveI s of g) differential levels of thym dylate

synt hdB& 3bpa)200mgy). H‘lSanéFé‘fl?f"ihglen'isetxl}‘%F%mPﬂ'Slt@nﬁH@g’@Sq%|ﬂi?a?é‘%}m%i§é‘@l%’i ig8%kd protein

( SKP2)nandpaktidd fofrrﬁﬁlﬁﬂéﬂ éﬁ ab B8] P PRlcRlRAX 88k e @)l Brdor@f ertbdagh&nd gl eoti de

pol ynmor phi sm ( SNP llet d| fferential Kras mutations, (k) differential

met hyICéztfiPQﬁU@?IS@fﬂé@tS pxql eprexane®)-t unor -rel at ed genes, and (1) differential

al burl okt 2k oo G ARAIRNine GRS 061 AGTAIR LELI 00y DALl dual 1)
v

an effectlve anount of  a conposition conprising nanoparticles conprising

pacl i tleckebtraadsl igmnbigsl ]blumsynthmis amc)/oranhlbfts‘ eotsere. Iamunt:mbcbdlmemls dbé platinunas ed

agent 0030] Pr ov . in ar e thods f .treat

conpr iekageota Sebdradier St P DrRin T R0 fubreki B MR Pie s ¢ has

one ofris Bﬁb@lﬁhﬁhﬂ@i@rdrrﬂi)ﬂﬁﬁenﬁseihe(plaﬁduﬁlﬂﬁmdtal’g%tgi agppatﬁlonsu sting of (i )

quam)us cellular carcinoma, (ii) differential |evels of caveolin-1 (CAVl1),
(iii) [B93er eftoute qupdinacntsy thgafpositiqn sprgrising papgpppmicles sapRsingr PagEsl; a
mar kergd ah Woufid RreOph@unt-8Yeh & é?lt arle UORIen @8y Al n¥nistérédl, )Cogélfnfeﬁﬂg ntial levels
of gp60, (vii) differential Ieve s of thymdylate synthase (TS), (viii)
di fferaéﬁtlliléﬂﬂfeﬂé’(/@ﬁ@lt@ﬁeo@lbmlém@fﬂase associ ated protein (Skp2), (ix)
differ I ol ynor phi sm
(snpy A1, TRERBbaT R GIRGNARH o ok ooy PR P R 00 Y o o
pr onotrerpasey aldfmamﬁlg bogrormere|spnpgng eh N§CL€ndle1@mg I)rognefSSﬁ@T @IN S(élLC ahmkinm

upt ak ni st eri t hus se

oFt oty ENRIR BRAChhER NS kP MRS nd B8 St &g
pacl i tpxlehgiagprogitsadibiied surand, préevenaie @f detgin M(&E@Uﬁior(ﬁfetﬁta&lsa%d@u’@ based
agent 2011/ 123395PCT/ U / 030209 [0031] Met hods are al so provi ded
her ei ASl\t/f%\? ag¢a egvs??@r%%@flﬁ%ﬁggi}% PRSI IHCIRGCE 9 9 PR @gbe}ﬁd to

t r eat rRedkisGRENSCEMNOMISHEAShINY oPPevAiin IR Brréhabaskercsti cs of the NSCLC
selected fromthe group consisting of (a) squanous cellul ar carcinoma, (b)

di ff erl@0d3al Thyse fog CHAMRIgn/ BOINY $LIPD P me(hyyls o raEpe NOCAC in @y adévidifal BPARC,
(d) di of

tumor Soraeyt Pl Fumtstiapt| @ TRUARLPa AR SRATLLEL ORI Eadl < of

t hym dyhatieing yatopasielc¢ T@pprisirie) padiitaka raechalbemml envde(bs aroéffestlmaseunt of

klnase S | a ot Kk , rent i | ass of . het osity
(LOH) ?Bﬁn l\%éhegfalg Fhe ?flec 1V(e§ y%rtn (?’fp ei)cso%p()gﬁ]% cona}i{Jl sm&I r*aﬁo raéth les rlég

mut at |panlstaxe(l kl)d dbiihiarie b0 mg/rrrfmﬁim)&haénem weelfly piidouo tefective ngIll‘l’lt@f a tmrhnprlatrrel at ed
genes,. gﬁ%ﬂ%la)é di.fferenti al bum upt ake, wherein one or nore of the

char adt gunstered gnagete i igeivedes t he individual will be responsive to

t he t rgedarent TaathvEhiRnlii@abiRiNo ORI ing@Bods b @futRh heehteENSODUM adf a
conposi tion conprising nanoparticles conprising paclitaxel and an al bunmin

and i iipdigiugiin eeqd; e ngummrisee admpligeinadmitsdaddidagdman Flogmameuairiiat i on,

met hod$ A& DhHREH rh%ﬁ aPEICQJS Cbﬁilgﬁglhé gAC'ﬂ&X@lQ\nH QﬁlJ'u}ﬂng Uad (B’)‘ah R NFGLC T ke' y
to respond to treat onpr|3|n conmposi tion conprising

nanopamaduat @sathopleii, swhﬁtgenpéwcleff@%twelarr@nn{ cd ithegdobprrdiiomerdniyising naheptartmlan based
agent conprising: (A) assessing one or nore characteristics of NSCLC
selected fromthe group consisting of (i) squanous cellular carcinoma, (ii)
differential levels of caveolin-1 (CAV1), (iii) differential |evels of
SPARC, (iv) differential |evels of hyﬁbX|a markers, (v) differential |evels
of tunor acidity, (vi) differential |evels of gp60, (vii) differenti al
Ievels of thynldylate synthase (TS) (VIII) dlfferentlal Ievels of S phase



[0034] I n sone enbodi nents of any of the nethods, differential |evels of
tunor acidity are evident by differential |evels of carbonic anhydrase-9
(CA-9) amsbaniidizBierenti al | evels of LDH (e.g., LDH 5). PCm/tsona/0g802bodi nent s
of any of the nethods, differential |evels of hyopoxia markers are evident

by differential |evel f HE-1a, differenti | evel s of HI F-2a, and/or
o ¢ § ercaprant pisier i S rahDmd GRS b b it one 1
( DEC LhrbopREBH ADCSO BEmRNReEH dRAtGerPihr@nyedht af higc-HR! hadsy. above, the net hods
result in a nmeasurable reduction in tunor size or evidence of disease or

di seadB03 ogr é8%; 2w, Pre vyl ae Bcthedpoialingptlalin prydbiiel ingegbihercal sease,

| ncr ea36pAkinehANGRL-AB (Pfhc RERANER ] Merflff il Y&l conlpdGiti6RSSnMsif ongati on
of overall sUrvival, or reduction in toxicity. [0036]I'n some enbodi ments of
any ofnapéprtirdestrouiprisibppeclitagicf andragaibuglin rehtolag cHewivonmouroh p@bdingn-bakridgh

expr eSsL AN QLIMASE LR ERhAN LW ExRgGop! on) as compared to the
expression I'evel of “a nor or ‘control cell, a given patient popul ation,
or wi t[f0260 i nireyonalentodiniaals, there ssopevidododingndfIrealieyNEEL.Anearcmdjyituallin

bet ween e i pdividual and. a .nornmal . patient. popul ati on, between an

ndi viTHEAMCIERH Cam R e EaisRRRE 5Bt iR PTG PR SRERETRI  of 0gy .
or betayagFisiafnh hNibIéU@émﬁMg?aBﬁi@k@aﬁ@-ﬁﬂ gBtimpepdbatd éfecwid inddeosane NSCLC
hi st ol o%y. [0037] I n sone, epnbodi nents, differential levels is determned in

tunor RIFEREebasetbiaral “hrsibe adjvatehe bedreas & indahle [otitdi-drscidyberemst al to
sai d tyhnle, BRI EBREEAkcaBhGR Yith eRROLWIE S In JoBR3&]Ho0inkAleHe FRedhnE s Of
any of the nethods described herein, the NSCLC is squanpus cell carcinoma
(i.e. rsspf Heedrng Howa¥ldphdieryed thetepgpe cel | carci noma, adenocar ci nonm,

adeno us rci - [ i R RRE Sads t0] or

sarco g ous eﬁgsgggédg?éﬁ?gegl?%%in%%%gg?rg%éa@? 2 é]gl [ valgehquéﬁgﬁaggﬁi lﬁfg?%l) I n sone
enbodicventising tdeinNB@NE (o the sigliawlis) aedifecGar anovanal a dammeeinen esrberdhimpent s of
any of the t hods .descri.bed her ei the NSCLC.is an occult .tumpr, a stage
0" ungP 8 R B PG iy T Ly BT PRY PP ed age

|11 B tagemr and@) ralifion geg.|ivorhditmidiatibh), saceinahberiicirenimodit obmy cohpdsiynmet hods
descri bed herein, the NSCLC is earl;i stage NSCLC, non-netgstatic NSCLC

pr i marsyREENEnanepgicles goNgesing Parhlaxd! apd alfuminds Beteen 40 mgst 42 abiut 60 N8aY C,

NSCLC (1.1, ugMgdsih) Qbmifiert @ SR L e MRCfe arthdun® ONEpIRIRALHABM B%ant {sewNSFLC i's
| ocal i zed resectable, |ocalized unresectable, or unresectable. In sone

enbodiatertAUCrhie Aisa A s6 (awptbapPeadgirigierch Weaklgmnddhe thplagegiien ips 0- 1,

and F > i . . .

2011/ To555RRCH Buso DS 8E S Tha Ao b g kO eror et (s for

t r eat imgluNSQ (@ taigquks eqcuiréntly. Intsema pnbodinsecohdnicihod of eatmpNS(IGDBANI N sonme
erTboc“in 1(1111dsa1 ¢ hehl?r];l;ns%grinvrelsir?‘ ma) rrrﬁtnis e];int X C?n cl) lia !a)oarrll e(i\’ff):n@rei a%rilorlllgt fa
nanopart'i cPeée'é'Orrprl i ngppacgl axa&l"ahd tthf;le AUt S hAEER " dbBdut 50 to
about cbaposigdmn@onieisthe, nabébar@ldaRpomphsin@paBiraxelrand @ amgmir? b) aneffdchiee ahdwct i ve

anmount of the platjnum based ent is between about AUC=2 to .about AUC=6
(e.g. T ADBLEUMAFASNL H) C_i&dﬁ%@ (1 BOAEC BHEP ES t%lﬁs%ff;ecrlff%e@?%ggﬁount
of thehcamnsitioh @8mp hahb AN QBMking peSitHRIMd Sbuddin R daxelmand t he
album n is admnistered weekly and the effective anount of the

pl at i i0APPAEBHLAY elsts-i48 nagmi ridaviplegd spekly. thy pldestipareunt pha glgtgum-based

enbodi . V- L [ ks LS
nanopaa%tgl?lgf%est&g%na%wf?@ng_%gc iFgég?_gﬁl%éiﬁg@g?ﬁﬁﬁlﬁgﬁegﬁﬂeﬁ’eﬂﬁé out 50 to
about th@Bcipmgdmiondrtictivanabed 2ateikiopt dha. ¢ boefPebraitives byroithet 3Dfconfgnal

pl ati num based tod ween =2 t o about >=6 m nj,st er ed
bnce. ydrgR TR Rk AR R AR Ty A R EP GBI AR e
conposhé ¢@molataripd thstapg corapripasdmialsesing anghe islividuap axdn dfexdte aandnt &fen al bum n
is about 1Q0 rTg/ n2. adm ni stered weekly and the effective anount. of the

pl at i FHPBHLHCRPEINE "N BBIH S AOBRES BHRHISEldnd 4n 8 B‘émb%}’élra@ PR VReeks. In
sone eimhkRdi seplginubieasef 426t WhereaB Affectle hiSurt GNME SbinbEtid }iﬁhgg
nanoparti cl es conprising paclitaxel and the al bunin is about 7% ng/ nP

adni ninsPeREdReerIPysiaaaadinsckm afupieisarbiRt At R e Podt 1/ Based: Ayent s
about ,475’%%?@ JH19D GlAH) ARG QUL Welkl 81 WEBHS1ive BmS@HTer EFPQHidFERt S, the

effective anou of the conposition conprising nanoparticles conprising
pacl i ttaweden abelt RE 2] buhou ALECHbEW, H0CHY/AHC=dion Adi(erte ddmwekdred ensd t he
effective anmount of the platinumbased agent is about AUC=3 adm ni stered
once every three weeks. I n sonme enbodi nents, the paclitaxel nanoparticle
conposition and/or the platinumbased agent is adm nistered intravenously.
In some enbodi ments, the paclitaxel nanoparticle conposition and the

pl ati num based agent are adm nistered intravenously. [0040]1n sone

enbodi nents, the albumn is human serum al bum n. In sonme enbodi ments, the



nanoparticles conprise paclitaxel coated wth albumn. In sonme enbodi nents,
the average particle size of the nanoparticles in the nanoparticle

conposi t iwo 2081/n83950r e t han about 200 nm (such as | ess PrhanSaio0s02890 nn) .
In sonme enbodi nments, the conposition conprises the album n stabilized

iy A R Rt G W R L TR

some eshedbBditnts! e NSCRI P iHpEasied:ag €M ahi/BasIERYal.enkd §-1t smdWy and
cross- |inks strands, inhibits DNA synt hesi s, and/or i nhibits transcri pt .

I'n somSORmHoispiAEBIbOdinents] the Platiniin Bassd agegbicabePladi-hopl atin, cisplatin, or
oxal i Qh@gIN-  WhoSREBIRITROREMBM irehite H?S@EC ATt Bﬁﬁﬁﬂaﬁ&%ﬂhshg a&ﬁ{mgh@t in.

In sonme enbodi ments, the platinumbased agent i1s cisplatin.
2011/ ﬁQ3396@@1111@92mqfﬁﬂawelgoqrm@ﬂ@wmp@m cemﬁnmmpsartlclh%c%@mmgu tion

compri %Eﬂgxe”%g&’ﬂ?‘e(lﬁl'tnﬁln%ﬁd BPA“H’Jf'fe%h ngc%% bﬁaﬂﬁﬁ%%nu%{‘g 20 O%L 0t & ef?:%rft?éjatﬁl&‘%

pl ati ased agent are sequentil a adm ered:
adm niisbeeé dpcmrths NSGLC(haemg shy oadnierhaharedics ﬁeﬂ)@&:ﬁ] tAIns the ;grcmpl cdaﬁstmlgef

i abeaio S SRl gk il F BTN Y ot SR b By

aspectd SRARRAvpdtagagal (velshe hp;ﬁcﬁ@eeﬂﬁhrkbﬂg V(emalﬁe&nwlléveneﬁm@pmy e(mt) from
t he subsequent detail ed description and the ap {gende cl ai ms.

under stbgEntahicloRbgroftd) didtereafipl lgtely Héhypnidya tSiY’étgaSGﬁT@héV“\’/)efPff?fG%“al

embodijpRN 5 S%'h%gerlt pad.betfien 086 rdnfall108:0r ALERY ﬁﬁ?&’ aEges of
the present | nventll ona DETX EED 1@&?’ O\I b: gI'HE SI N\/Etl\rl'ly gt The

pr es erfinglqyustrotidh Py ooipiss @é@hd&bdlffﬁree@dﬁraﬁawteﬁwmHér)aip@ermma edakiing
NSCLC&;%@%%%E%&% %o?)elﬁec?é)%‘)gé)ﬁhﬁ x‘? AGRIRLS IH%HQE%‘”' cles conprising

paclita um n and I num based agenht (such as
car bodDeadn) . Funthea pmtvhﬂed harspmr@ methhésr @f tregtigy NYCHEdn an mmdivintmell p)bvitledam'ali ng

NSCLC di Vi in,need there isterin

oo vi NSO T R ind PR s bR Br tareE DR R P s RS M it Wb 1
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anount Oféﬁ&fl at i num pased agent. [0046] Al so _provided are conpositjons
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usef ulgiffQEndtad Pev@l@t:)hg%, @ affferd¥d! 1BRNEHMhymidylate synthase (TS), (h) differential levels

of S phase kinase-associated protein (Skp2), (i) differential loss of heterozygosity (LOH) of single-
nucleotide polymorphism (SNP), (j) differential Kras mutations, (k) differential methylation of
promoter region of tumor-related genes, and (1) differential albumin uptake, the treatment
comprising administering to the individual 1) an effective amount of a composition comprising
nanoparticles comprising paclitaxel and an albumin and 11) an effective amount of a platinum-based
agent.

[0030] Provided herein are also methods of treating NSCLC, comprising: (a) selecting an
individual having NSCLC, wherein the NSCLC has one or more characteristics selected from the
group consisting of (i) squamous cellular carcinoma, (i1) differential levels of caveolin-1 (CAV1),
(111) differential levels of SPARC, (iv) differential levels of hypoxia markers, (v) differential levels
of tumor acidity, (vi) differential levels of gp60, (vii) differential levels of thymidylate synthase
(TS), (vii1) differential levels of S phase kinase-associated protein (Skp2), (ix) differential loss of
heterozygosity (.LOH) of single-nucleotide polymorphism (SNP), (x) differential Kras mutations,
(x1) differential methylation of promoter region of tumor-related genes, and (xii) differential albumin
uptake; and (b) administering to the individual thus selected 1) an effective amount of a composition
comprising nanoparticles comprising paclitaxel and an albumin and ii) an effective amount of a

platinum-based agent.



Definitions [0047] As used herein, "treatnent” or "treating"” is an approach
for obtaining beneficial or desired results including clinical results. For
pur poses Wb 2bhi/1339mvent i on, beneficial or desired clini ealr/usesuloseod ncl ude,
but are not limted to, one or nore of the foll ow ng: aIIevi ating one or
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characterized by the individuals of such subpopulation having one or more characteristics of NSCLC

selected from the group consisting of (i) squamous cellular carcinoma, (ii) differential levels of



[ 0053] As used herein, by "conbination therapy” is nmeant that a first agent
be adm nistered in conjunction with another agent. "In conjunction with"
refers tovadmmi2si9sati on of one treatnment nodality in a@dirftsemniwoso2anot her
treatment nodality, such as adm nistration of a nanoparti cI e conposition
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resectable, localized unresectable, or unresectable. In some embodiments, the NSCLC 1s inoperable

Stage IITIA and/or IIIB NSCLC, PS 0-1, and FEV 1 >800 ml. In some embodiments of any of the
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a patient receiving a nmarketed pharmaceutical product or in a patient who
is participating on a clinical trial who is receiving an investigational or
non- i nveswogati/sas pharnaceuti cal agent. The AE WO  PCT/US2011/030209

2011/ 123395PCT/ US2011/ 030209 does not necessarily have a causal

relationshjp with the patient's treatnent, erefare, an AE can be any
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be usefndpr@ValUahasd RRARERoNas R abulnd!. Gelon\Eshfhents HRNELE: pRSAONSE"
or "CR' refers to di sappearance of all target |esions; "partial response"
or " PRizeobfhsmanepsrtales|ie ismanopaiplcrasmmesien fSmothre iamabeul LA nnd 8 loss
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"stabl e di sease ers to neither su ci ent shrinkage of target
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that paftPoiitay In wserthofingges. the pltigeprhesedhegRidsesRdingi f t he SLD cannot be
determned at a tine point, and the rules for PD do not apply, a response
of CR, PR or SD cannot be assigned for that tine point and the tine point
response will be UE); "not applicable” or "NA" refers to no target |esions
were identified at baseline (patients with no target |lesions identified at
basel i ne cannot be assessed for response. These patients will be assessed
for progression only); and "not done" or "ND' refers to scans were not
perforned at this time point to evaludte the target |esions. [0062] The
followi ng definitions of response assessnments may be used to eval uate a
non-target |esion: "conplete response” or "CR' refers to di sappearance of
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WO 2011/ 123395PCT/ US2011/ 030209 conpri sing paclitaxel and an al bum n; and
b) a platinumbased agent. In sonme enbodi nents, "at the tine of starting

t reat mentwoi2e1yme®di ately prior to or coincidental w thPCnastémsso2exposure
to a treatnent conprising a) a conpositi on corrpri si ng nanoparticles

conpri paclitaxel and an_al bum n at i nu m based agent .
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treat m@mtp&)nd;essmllt[dgﬁﬁbnh&ll’e@hsﬁase[ dﬂﬁffrﬂdhn@eﬂhb sxtent diidttdieadel Sabibfing the cdsatenant
host Cslgl ?)'r'evgrll‘tlengto? Iélfr:]igylggs 816 velorrlge%{n%rg)? riig eda sea%) q)%v%lntqng (I)rtdelaymg the spread (e.g.,
metastasis) of the disease, preventing or delaying the recurrence of the disease, delay or slowing the
progression of the disease, ameliorating the disease state, providing a remission (partial or total) of
the disease, decreasing the dose of one or more other medications required to treat the disease,
delaying the progression of the disease, increasing the quality of life, and/or prolonging survival.
Also encompassed by “treatment” is a reduction of pathological consequence of NSCLC. The
methods of the invention contemplate any one or more of these aspects of treatment.
[0048] The term “individual” refers to a mammal and includes, but is not limited to, human,
bovine, horse, feline, canine, rodent, or primate. Preferably, the individual is a human.
[0049] As used herein, an “at risk” individual is an individual who is at risk of developing

NSCLC. An individual “at risk” may or may not have detectable disease, and may or may not have

displayed detectable disease prior to the treatment methods described herein. “At risk” denotes that
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I s understood that such terns refer not only to the particul ar subject cel
but to the progeny or WD 2011/ 123395PCT/ US2011/ 030209 potenti al progeny of
such a ceWwb.20Beieai9se certain nodifications nay occur i nPsuasSe@diosr09
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PP LR n e e BBt b Rrad Pish ot Beburhi op s ol frefle
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enboditiEhtors Pmlaglwémb@ﬁb@/ af devedening cangenhan 8 ipivigug! arider there risk n

i ncl udggofgnd describes) variations that are directed to that value or
paranmeter per se. For exanple, description referring to "about X' includes
descrHﬁQﬂBn ofAMVmﬂfﬁﬂﬁﬂiﬁskuéedCh@ﬁ@ﬁﬁﬁa&EIthhh@H@bﬁhﬁH@dhaﬁahﬁ§KY@%e

cont oS G seffratty (Bl nog AlsaliRFbeendtiucth tidlpy’ ShER AR RLALER Syt 00
t he arltrméeal\r}? |dsmgew (dualsg%s%fss§embn)§2«ihlegljb?fiy fand pheimll’mapyr HOWBVHr{iﬁ:CmII\SIggf_ rcr:ent
[ 5076 ekpESTRSCvafier B e fes g atadore Py REB R an

i ndi videaef©rgdminNuaBs inGRARIdhNGe@dd RIS ©rd siPschGert R dé aﬂﬂraandml T}&) an
effectjve ampunt of a conposition conprising nanoparticles conprising
pacl i t9REF OhH G- arhstan indiddip! By thepdivraneegtingds sofsidatedaf “Hehrigt idulmbased

agent. rlsk%%gnﬁgﬁ SelehodprabBfeinds @k CIBRR! d:6aRbeditQsdWhid k@rdlicat ol ogi cal
types of C. %he NSCLC
[0051] “Neoadjuvant setting” refers to a clinical setting in which the method is carried out

before the primary/definitive therapy.

[0052] As used herein, “delaying” the development of NSCLC means to defer, hinder, slow,
retard, stabilize, and/or postpone development of the disease. This delay can be of varying lengths of
time, depending on the history of the disease and/or individual being treated. As is evident to one
skilled in the art, a sufficient or significant delay can, in effect, encompass prevention, in that the
individual does not develop the disease. A method that “delays” development of NSCLC is a method
that reduces probability of disease development in a given time frame and/or reduces the extent of
the disease in a given time frame, when compared to not using the method. Such comparisons are
typically based on clinical studies, using a statistically significant number of subjects. NSCL.C
development can be detectable using standard methods, including, but not limited to, computerized
axial tomography (CAT Scan), Magnetic Resonance Imaging (MRI), abdominal ultrasound, clotting
tests, arteriography, or biopsy. Development may also refer to NSCLC progression that may be
initially undetectable and includes occurrence, recurrence, and onset.

[0053] As used herein, by “combination therapy” is meant that a first agent be administered in
conjunction with another agent. “In conjunction with” refers to administration of one treatment
modality in addition to another treatment modality, such as administration of a nanoparticle
composition described herein in addition to administration of the other agent to the same individual.
As such, “in conjunction with” refers to administration of one treatment modality before, during, or
after delivery of the other treatment modality to the individual. Such combinations are considered to
be part of a single treatment regiment or regime.

[0054] The term “effective amount” used herein refers to an amount of a compound or
composition sufficient to treat a specified disorder, condition or disease such as ameliorate, palliate,

lessen, and/or delay one or more of its symptoms. In reference to NSCLC, an effective amount
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WO 2011/ 123395PCT/ US2011/ 030209 nanoparticles conprising paclitaxel coated
with al bumin and the plati numbased agent are adm ni stered i ntravenously.
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met hod is used as first-line therapy. In some enbodi nents, the platinum
based a (ﬁarb atlﬂ1HL0 ?hln SQNe nbgdlneq theg .are proyided
met hod§ fW"%B% ’it"H‘@ LA Ry Bluaﬂ?}%ﬂ Pyed ARt 1p RUPREPEOdigH 8l th

adm nimhesf sngtinOrdaifedeNdiivhddidlelydpricr b &f dogfelded@l vt thatrirfex brenaal [ taxel
(Abraxane0) and b) an effective anmobunt of a platinum base ent, wherein

t he NSEREGNECYBRIEHASLA 2 CBMPRFitHN C@amélﬁlﬁéﬁanopﬁw%%ﬁ@n@waﬁhﬁ% ang e

ef f ectjiygn; AR o ?Enh@ﬁTB&ﬁ' bitaxel (Abraxane0) is 100 ng/n2 adm ni stered
weekly and the effective anoint of a plati numbased agent is AUC=6. In sone
enbodilf@edls, Ahesaddisrgmchiscdnpdn” (nibrdax anedingi deteanviing, ot eregringdkipptiemd t he
pl ati J.n some
enbod?%%%g%ﬁggﬁggﬁggﬁggﬁg H}@h§bﬁgﬁﬂ)ané%lﬁ%géxiﬁp&g g%?ﬁﬁ%?ﬁé@%d agent are
adm nitshened. i ntravenously. In some enbodi mnents NSCLC i s advanced NSCLC. In

sone i ment. t he method.is used as i ne.t her apy. 096] I n sone
erbod MBS | HEHE ARSI BH o0 dEqoHRtHETs HFer et R NG hn | hd vi dual
i n neaghptdvememfor po QiR e§long AMUBH dlinfiaBér ndg-clifichineletBdvindb@lnodjimasd ©f f ecti ve

anount of Nab- pacl i taxel (Abraxane0) and b) an effective anmount of

car bopnepsiable fguptdgmin (HRONGEOE e YIdensh Ghfiniase el PeareaprograIStanneiepIcl FesBYie
enbodi xR fospdRe sebicRflchdeindfRENr Rno MR- PRletds@¥Rred ARViAXEREMrcdss of 00

ng/ n2 adnlnlstered weekly and the ef%ectlve amount of carboplain is AUC=6.

| n sorrongatdi el suvival. Nab- pacl i t axel (Abraxane0) is admi nistered weekly
and t rbo it t hr

emboci DR, Prab R I | T REnaRaE, YRkl % MRS Spd pile 30 en

adm mthatelneecdmcemtdoavr@ngnm }?rogterssmmrfeeeesnbfm@il mehndss tNS@hQunt ef anhvaatdmck WNSCLC. In
some enbodi . 09711 n sone
erbod BTG S e ot SR e a Bt PELA e +2ERERH: Ther
conpr iePericackddiidblidisdale. SOMe enbodlnents the nethods further conprise
thoraC|c radi atj on. For exanple, nethods of treating NSCLC in an individual
(e.g. ,[99%dan) Anﬁg)melamﬁ%ngsea&ﬁ%wpsat%ffr?wgdeﬁae&w@eliltﬁa*ﬂtb.e&%}a%blealyutéﬂn effective

a”DUHHn&%mﬁmﬁgﬁﬁﬁéL&Mﬁ@uﬁ&ﬂﬂhﬂ§MQﬁdaﬁaepﬁgiﬁ&Hﬁﬁh ?ﬁ&ﬁ&ﬁ'ng paclitaxel and
an al bum n (such as nanoparticles conprising paclitaxel coated with

al bunilB06&l or Ax@pisipkrespapsHARR) oabiragydsfiaseprsonty withpnghingfl§se drapgemakisunt of

a plat, radi ation (e.qg.
thoracF%M?%gggggoﬁy &&ﬁ&égggmgﬁgg%&geﬁ%ghp%' ﬁgg?ectlve anount of the
conpodDe6In cdﬁwﬂﬁgmﬁgeH@ﬁbp@h@ﬁﬁkhﬂﬂmqnp@n$sm@ﬂmacl|taxel and al bumin is
bet we ny 1 nj stered Kly,
the ofPLAH ve "dipaneler hegrat el ol derisgBat & AarSelh aBbib sy ¥
AUC=6 thetr¢htmerlsttyds d@d@dbédl&rehﬁl,@fr a@mlohaﬁht&t lr@i‘linl:rﬁ nixeitode Eﬂcﬁhﬂlﬂereﬂﬁ the

about 4Q (e,g., apout 33 cti.ons b D.conformal. or
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2011/ 123395PCT/ US2011/ 030209 and al bumi n i s ‘adm ni stered weekly and the

pl at i rikshrasguliygean indyyidahiopigielby wacivpsraupentisy (8brredbabirsdikrlyinsuiabhigy
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sone enbodi nent s, e conposition conprising nanopartic onpri sing
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intraven in an
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radlatlonz%%]% thoraC|c radi ation) further conprises a consolidation
SEhEe

theraﬁ?3u¢ ersddicidht s, the consolidation therapy conprises

admi niggAi ng -'@alst"hﬁogt adlisY b lonin A& EERT bk GerRTRURin@Ech B LIRS L R
conprising nanoparticl es conprising paclitaxel and an al bum™ (5Such as
nanopads pidgrseenddbarpnéhstiemep rplre hottoakvelb teeoppriealapisttiech t@LpHL K the progexcaspl e
Nab- pacl it axel (Abraxane0)) and b) an effective anmount of a platinum based
agent (such as carboplain). In sonme enbodi nents of the consolidation
therapy, the effective amount of the conposition conprising nanoparticles
conprising paclitaxel and al bunin is Bétween about 50 to about 125 ng/ n?
(e.g., 50 mg/nm2, 75 ng/n2, or 100 ng/nR) adm nistered weekly and the
effectlve anDunt of a platlnun}based agent |s betmeen about AUE;Z and about
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[ 0099] Furt her provided herein are nmethods of treating NSCLC in an

i ndividual (e.g., human) conprising adm nistering to the individual a) an
ef fecti vewarrouni233f a conposition conpri sing nanoparti clPES/USerPOBERING
paclitaxel and an al bum n (such as nanoparticles conprising paclitaxel

coated with al bump, for | e Nab- pacl.itaxel (Abraxane0)), and b) an

o 1 ecbutidaBuarts oFsuchieal GRS o ROTREHENS At ST mriyliog dgherdtiont
enbodiduerd Sithet MataBbA BE€LnvitenAERMAA I Rhcdsh@ick gﬂ%@@' thhyPRbe G TR, elidGhtical to the
nanoparticles conprising paclitaxel and al bumin is between 20 mg/n2 to
about MEMheput@Ee Hill indlpdadgyifpy the senpfewi Srederatirsmseddsfeiand t he t hor aci ¢

rfad' atjpgre! S et Mﬁ%@ﬁt&)@% as%éptta%d%%lﬂinﬂ%gts()?thg-in\{eﬂ{?&y&es%edfhél%ﬁ;i'n@lﬁéc by
either 3D confornmal or intensity-nodul ated techniques. In sonme enbodi nents,
t he trieensiting” aidime “tanssangeessemiaRy ol dpacksent hobediingntsadi ati on is concurrent.
In so odj t 0 It ri.8i. 1.6l mr.i;sk ng
pact | (R andoRr oo Ao T AR oLl E R AR RRA RO TR

i nt r awendivsied.to that sdweorgataciarpat s, Fdarlegamnplopiesdription rafemnipg icslahgut X"
nanopart.i cl es conprising paclitaxel and al bumin are adm nistered

i nt ra\}gﬂﬁ%@%fﬁfmpag%%snépenbodi ments NSCLC i s inoperable Stage Il1A and/or
|11 B No@T. | AsaQuiEhctND il Hpeidae chiphd, Gel stnouROpRmMabl e dol"age "t A and/ or
[11B NSCLC, PS 0-1, and FEV 1 >800 ni. [0100] The net hods descri bed herein
are udBflige rlgl sphrensuianiess frecratedcladedeslale ebsi¥HE. 1 n some enbodi nents of
any ofjodfg mehh atel¥8o BBE QLG MR drS 89 ini iRIaDAGes0f 4, 5k thi, A8y/NSCLC cel |
proliferation (such as NSCLC tunmor growth) in an individual, conprising
admi nirsgeayipsigeatpent iean individualuanee) of gpchedofivigies.ve anount of a conposition
conpri sing nanoparticles conprising paclitaxel and an al bum n and b) an
effective anmount of a platinumbased agent. In sone enbodi nents, at |east
about Mo@%eds afdiredimggvS@iC exanpl e at | east about any of 20% 30% 40% 60%

eodi s of MERG B % HECapafs e hERwbBe MBCLFI b8 miileRlif o O

i nhi biduinfag) NSGFiSinkLADEN MBI RIb A% iBdividudn) hndifctigdel ahourt oNPEdBpdRion
admnistering to the individual a) an effective amunt of a conposition
conpr i SMRFSIAA AYIPRAIICIEP eQNRGTA RS A gad i alayain: auP) 4R cHFBUYRRMOUMPIB) an
effectﬂlé{ﬁumggiﬁaﬁt,a pl ati num based agent. In sone enbodi nents, at | east
about 10% (i ncluding for exanple at |east about any of 20% 30% 40% 60%
70% 409471909 homethgdoherete pigppkqable;jte muliplophistelpgicpiyres ot NSfhdd The NS T.C

met hod, af pd iR BY H@ih@rﬁg S k@b FTRLNOHS), IfedP Atk dfidma] 0102] I N some

enbodi nﬁjntessao% anf of "t he rrg’téh’ogs,rt(ﬁe et ﬁog)’co relﬁses a et hod of

r educiadgndN8CinCnausrenosjii@eousragmonndéaréiderads, widoplpemaphig, @adwimiosd,eri ng to the

i ndi vi dual an elffecti ve. anpunt of q?v an.effective anpunt %f a c osition
.sarcomatous elements, carcinold tumor, or salrvar lahd carcinoma,,In some;e, odiments

conpr i’ ARG anopAar T cred Comph st iy pact 1 axet " Ald e al BUR W 4Rd b) an

ef f ectNS(L@MBYuim@fs call pdréihbinbTh baige emb@iintnts, e Sonaowdeddhmokbing is t he WO

2011/ 123395PCT/ US2011/ 030209 t r size is reduced ast about 10%
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90%  ah sd@O@UhbodiRiMS]thdade AERrEIIAQML BBALSp il Yrétchib Al vEshhQdSnoh@. g1et hod
conprises a nethod of prolonging progression-free survival of NSCLC in an
i ndi viTGOBNCINeSNFISP g MEFRTHICEI08 AENOPEUEREUS HdRdramitacrll apeepplitt i ve
amuntad@ﬁoc@rcﬁ%ﬂ%%lﬁﬂlﬁ)& GAORICARInBha RAMARALA é@k@és,%ﬁ&ﬁffé%ﬁ%té&%ﬂal taxel and
an al bumn an ) an ef?‘ectl ve anount of a platinum based agent. In sone
enbodiademicgicinohe, metihag (prlbidrdeotireinbinpemi@nais s posiengrasgyr@ss bignet yg at

| east _an f.1. 2 4.5 6, 7.8 .9, 10, ,11. 2 eks. 104]. n sone
enbodinaiedepany e fotetaRntio ontnehdsdl MBS ek

pr ol orgrigageld newdandberink caneinond] aointhiisdd liraycelgndNSEeh@ocrimo rpringinaghaadaidni st er i ng

to the individual a) an effective amount of a. conposition conprisin
nanopdrt s Degterh ey LRl 2l ol i oaise ! OB LRt Ry e
anmountrhgdorl fheadty iy Ik DagashdgRMnts, 1he ceRBnRRAGIEENBhic tshRofBloRpdr pr ol ongs
the survival of the individual by at |least any of 1, 2, 3, 4, 5, 6, 7, 8,

9, 10,SaEpmalpys clggentyis corrinegiss Withispindis|andos ikl celib SRinHe fElsCaBFneRgy S5t t he
met ho%ll Cgllaﬁloﬂﬁ,t &%&Mbﬁﬁ%uﬁhdﬁ%y@ﬂtdﬁfla. In some embodiments, the carcinoma of

salivary-gland type is mucoepidermoid carcinoma or adenoid cystic carcinoma.
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alleviating one or nore synptons in an individual having NSCLC, conprising
adm nistering to the individual a) an effective amount of a conposition
conpri si MyoranoRaddsi cl es conpri sing paclitaxel and an alPburisroianso2b) an
effective anmount of a plati num based agent. [0106]In sonme enbodi nents of

any of nmet ho he met hod c rises a ne r educi AEs and SAEs
Y o 0T S RRGL R aRe B mE B bR gy R em St R he b S BP M D i
a) a %@dg@@mrﬁdrwag‘eqmmlsmgwmm@é 1B €12 N0C PRI, h Sta QI Ak (sraxelAand N

al bum n and ati num based agent, wherein the reduction is based on a

corrparM@b"Fild\ﬁ/Fa@ﬁ HBH@AE& Mo acspizzs THAnes (d: N2 M- akiiNRi MOeF 3L ). 0R 3,
i ndi vingal0)ag s J@x@isduRBH ANy B N, &fd Sum RRsR AVBYSPL stab ORGP (BB, any N,

embodi ment s of any of the methods descri bed herein, % he met hod “of t?eatnent
r esul t1). fn somegjediniangs af @gpohde methedhdessribedgareti, alie KeSlforssrrlpstagonpl et e

ner o1 10 st o N A5 RERLPRCH € e NS PR A NN

[ 0109]h¢tasspieN STHIO NS AT & rofissioy, @frecubhrentNEIdd dn descermbeliméres, ehetNS@INC

bt me K e TR B s i SRR B Ot R BB REL T 8 .

I n soner&shigl SRS, NS@EC i Iﬂ@bmie duBbdimsn@tthé R86T.Cabdperably S@Ee BB addor 45,
50, 55, 60, 65, 70 or 85 years old. In some enbodi nents, the
|nd|vﬁaﬁﬁ¥3¢%cﬂﬁﬂ%1‘Wﬁfgah%>%#58 Wi nents, the individual is a female. In

sone qgpaqi mefhs mefhlags he0¢iadd f&h nbgDe %Pa)étl&fd ih BR adj¥ PES sc@fing fnedescri bed
hereln In sonme enbodinents, the individual has a singleesion at

pr es erpEodiprentsy rhesl@ﬂﬁ@deﬁb@@ﬁmém gneopfiavamagtingaal thisasetnd maydieecalriedioghs  at
bt “Noat Bt Hipr B2 8RR T I Sunc! bl B9 9ioiR S ESUELEM b0 17 520209

nanopanmwﬂhdwﬂmﬂmﬂpaWumﬂybémmamaﬁeAnﬁo@h¢nﬁ&mdé&anumamptﬁnbmhmﬁmnnaUME
enbodlne iS initi S S|ve t o treat ngnt

ot SPRDb tsgb oS Hihos R s Bt BFRER SR Wit o B Bnhod S5
Taxol Qised asTarkot Iefe@BJrafdiin oak PIRYIHESSE the afdiard it teatietécond Bdd@dpy.sonme
enbodi nents of any of the nethods, the nethods further include

admi nil8988: i off We&mb@ﬁwefwé%ﬂ%%fmwd%%ﬁqd Dt Benmpoddeht (e. g.,

angi 0geARsit& naftPaRlA@chmptifinS P4rR 1 R8NAd L BMLSIn h& AMuhnARGLAGMALEnRTeNt 1S
bevaci zunab, sunitinib, or sorafenib tosylate. In some enbodi nents, the

ant i - argrogy e@ﬂh&xa]glé e Ragopraijcdes 1y aepsdsl Witlhthe glormihibn gfinpregiakpdimends, 8fef ect i ve
anbu ntavglfa%éjﬁa\ftﬁ‘ﬂ’ié 519?§1bthé Ha ggr\ﬁgl%g'matﬁ(? H(% e}é}sﬁ%ﬁ Koh gat@lq A abbat i&/ nlffrggué s> 0 me

enbodi nents, ct1ve anmount aC|zuna 'S a out any o
7.5 nmgtdeghanOowrORgm)dn sdibe ﬁgbda(cgme{lt&md__c}dmposm cempuasgs Neh{psc;htacel ower armunt

of SASRHPHALIACENL Leakbh Ak iR, SOTRONNT i B 425G ARuBR il Bpfargget o

theraéy conpare anmount rapy In
sone efirodinieant te nbﬂft@aﬁﬁmoﬁfpogﬁ&ﬁﬁrﬁlr thé bleﬁmbhded agamn ﬁzft\letsyncﬁglalﬁ:dhf&\tedl usi ng
a conbinatiﬁg Lgerapy than by using any of the individual conpounds al one.

I n sortEEaBRdathent s, "the same or greater therapeutic benefit is achieved

usi ng [BogITR! | PlatiARWALed@8erl bindd chANIly HPBR ACdRrds&Sifikd JLBAWE HhikO BNV
schedul e) of a pharnaceutically active conpound in a conbi nati on t her apy

t han tsm@t é%ﬁaamforg@hléﬁ%ﬂrqﬂgﬁcre@e@ SPRE cMReivicashe PReruppaschggcneiiploglatithe use
of a hdtmaémﬁ%pl%;ﬁ)ﬂh&fn{@éh%&hﬁ&ks' Yhe BFLin¥ - 6%19 gRds E@Hoﬂlegﬁluint sohfd @

reduct i I'h the severity, freduency, or urat|on one or nore
si de- efftedngengs tho platined-basadmgeiias ceplpound.

[0082] In some embodiments, the effective amount of the composition comprising nanoparticles
comprising paclitaxel and the albumin is between about 50 to about 125 mg/m® (e.g., 50 mg/m?, 75
mg/m’, or 100 mg/m?) and the effective amount of the platinum-based agent is between about
AUC=2 to about AUC=6 (e.g., AUC=3, AUC=4.5, or AUC=6). In some embodiments, the effective
amount of the composition comprising nanoparticles comprising paclitaxel and the albumin is
administered weekly and the effective amount of the platinum-based agent is administered every

three weeks. In some embodiments, the effective amount of the composition comprising
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[0112] The met hods descri bed herein can be used for any one or nore of the
foll ow ng purposes: alleviating one or nore synptons of NSCLC, del aying
progressiwg 20f/MBIEC, shrinking tunmor size in NSCLC pat ip€mtys201niodizne i ng
NSCLC tumor growt h, prolonging overall survival, prolonging progression

free survival preventl ng. or. del ayin u t ast asi d2u0| ng
(uch TSR DIy P B PR g e o PR eh 2000 L3 ERRE T nct dence
or burdemigtrepheerl shd g cMIGVE aﬁrétmrof Rt AR Inam-Sase Dige Bl i€ BEMENEbOLELUTERNCE

of NSCLC. [0113]1n sone enbodi nents of ang1 of the nethods described herein,

the i iRl AAICToadminpiesA opprovesHISE theelsnin somerpsthodients: b Tacysamerid wit h
NSCLC.oflit & sifbn %MQIME&)MGCI@ cb ghéﬁh H%Ihta'X@l eﬁIﬁIﬂl?etleﬁﬁInIlys HouPidoer Wi se

pr edi sposed e.g., having risk factor) To devel opi ng NSCLC. These ri sk

f act ormg/im edmmesterbhwe@ﬂreamldhe ¢lfaviiveaneunt obige plasiewn-basgdagediivtbouhi ¥t spy of
Previ oy Lt&%ﬁ‘%&e §5[ﬁ‘1!%8 SeQls, {?{ %ﬁl‘éreﬁl%dﬂ{e%%a&@ eff&%@%n‘& ét%f afe’ her editary)
consi derati ons, Vi F onent al exposur e et or cigar
snoki n@mpesqpmsazmmrtsmgsmn@ad}cﬂm mdmpnnkgpacﬂlaaddm,nd arr@elmnun 1saabbers’tilﬁg/m

chromat.es,. chl or hers ni c cI ic aro ar bons,
D om RSt SEETE R e SO G S e B Fa R B A o PP e
i ndi viadughifie@l ofidesdvefyQhreBRCLKs. IMohiédenbo@ing@nts, thBefectivauinbgntioglirt i ves who

have experienced NSCLC, and those whose risk is determ ned by anal ysis of
genet i OMPPSIEPIL RS IgINapepaglisles compyisipppackipselngd Brepitygyn 517b98 g/Pb114] Al so
provi da%%nﬂgt@remgﬁg an@Pthe LIEAHVE ABoNRGE thel I Iﬁatﬁ‘lﬂmI RELViLHEE aGRARTIEINg
admnistering to the individual a) an effective anount of a conposition
conpr iasimigstergA opeer Ve thise el Inssromg epﬁv@ﬂmeassellhe alertan amowibel fieand b) an

ef fec el sed upon
o Nesg BRI nrBlis oBh b A HRRAT 2 B R bR R0 o RESCG 100
11 oradﬂxm)lsteﬂedm&eltlgran@hreeﬁecs%emtoermt df rt}@rplatimemglvasubagemns hlsduit A@J(b:ﬁ (| )
uano carci nona ntia CAV1

(i) 1 @ oxi a

(R RS et i PGPS Wpodishbie the b B Rapna R oo BRY S o 4
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of gp60, (vii) differential |evels of thymdylate synthase (TS), (viii)
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di f f erggg3)al I%e@ﬁnﬁ@@ﬁﬂn@zI)th§1InE)6/suI(Iﬂgd}npﬁfsm hRgiperioles LEphSie pelivrar phi sm
(SNP) , x) differential Kras nutations |fferent|al met h Iatlon of

pr onotaaf tecdhusmn gpd themmwefbaﬁ@crgg@r@&seq@ﬂmaléwdn)m@ieferdeefémuirent Yal bumi n

upt ake, in are nethods of treating NSCLC in an

i ndi vr ua@gt%lr%lég)? EI%II?%&I%%%%%EMS been found to have one or nore (such
as anyl0084]11, B soBe emboal,mﬁrs the camp@s,ltlcmosompllﬁmgnarm@)lrtlchapaopmn&anhlsxel

I
SeL oL PR L BASHRL SO S 0 AR SR BRI 1)

(d) difbéssent Fad exlaeqml ﬁlemﬁdsrat@ppﬂvﬁledir&rrklemsng P(I S(IL@ iif dreih@intdual in hestethsreaf

t unor aciditgﬁlﬂ(l drfferentcld ?‘SEIS of g g differential. |evels of
t hymi PMRFENE gpiviiing tayhe indiyidygl {9)ap eHpqty arne%tro A GPMROffRQmprising

ki nas amaelﬁewré},tceﬂlpﬁglﬁg ?z!rdﬁte(x%a)albuﬁhﬂ a8l Sﬁg%h%ﬁ%étﬁrle ahREH JPhlagligvAgMgosi ty
(LOH) of single-nucleo mor phi sm di ffer ential Kras

nut at i 48A; Wheegindhe ¢ byn amarrun thglrcatlrr%ﬁloamep@m ENOPBEHE ISP DY - r el at ed
genes,,

2 nirePih i b RUEN STl Py ol e LT PRAbURTERLENI, o
conpr i eiaupgnaEne PR cinssme emppdligieny, thacémp@k®h camgriging aanbgatmdeacrmlnpm)ngan

ef fectiy a ent....[ 0116 re| re al so
met ho Cpacl? ]a}?etrfglIIICII %H)l? n@%n%&us&:? \I?eeigf naglze aélatleré]IOné%%SI:CE anlg:?ag 1n?ste o I)I?CﬁaVI ng
NSCLC,cvetyehed WeéheInNSﬁieenfbasln&ne the Cdimpcﬁlt(O&wOI‘nlpﬁSingﬂahopﬁrtlﬂ_lps qulihsm@ 5, 6,
7, 8 9,.10, 1 or. 12 racterrs ics selected fromthe consrstlng
O e ARl et e S Nt e I e o

( CAV1)embotinhehtsi$E 16T @nidvaiced R8ELE. Bf sopRARBodinev)s, Gt hfeedoans sl af axelie of
hypoxi a mar kers, (v) differential |levels of tunor acidity, i

Vi )
di f f ertBeaRYan osiretbogimeise e Hayinpy hpadrageidrs Faaponaipelns o ev%mwa@le
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or 12) characteristics of the NSCLC selected fromthe group consisting of
(a) squanous cellular carcinoma, (b) differential |evels of caveolin-1
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ar 1§ elafiis 9P ?wé%ﬂﬂ%ﬂgg?%ﬁgﬁﬁmmr%ﬁ%%&%fe i P e &L o indiyigbar ()

di f f erignéddahert6rsorfrishi@taan®z e b Yhd ik@idudf (a pinngleet iumhaat dfdecopoyiier phi sm
(SNP), (j) differential Kras nutations, (k) differential nethylation of

pr onDt@HIPFigEE BRIOBRATUEIHBPTPTEHE R GEs seatedyyih plpymyy; ppcibd AR plkCUXNE papgm of

upt ak%lat%ﬁlr @Js&l fit, Qe the QﬁfecElb@arﬁ&ﬁﬁ BEHE "cblﬁf)ésﬁﬁ)ncbfonﬁ)ﬂﬁné\l%gaﬂtlgﬂb cates
the individual w1l be responsive to the treat nent and t he treat ment

conpr iconwrising arclifxelestaied ovidiradumin if 108 negimp ediinisemedcwenkh anidribe ¢ffesbpar ti cl es

conpri e b i f .

ol a1 oA SaP e ROy RUCTE: T SR by b, WSk A e

i dent ifayopagricdes comghiivingl padlitastt dvatB@LE alliukeh s ddmimiespdmdeltlp abd Gapheintm-

conpri si osition conprisin an artl cles canprisin acl it axel
ond” s b TR PR L el Do AR e R ke a8eBasi ng one
or mrc@n{pﬁbﬁﬁ@ n@rﬁ)paxﬁylegtorﬁpnsfﬁng Pclitdxel 20at€d with alBumth anliQhe Iﬂlﬁ-tmuﬂf bakéd agent
characterjstics of NSCLC selected fromthe (gioup consi st n% of (i) squanous

cel | ul%F AEBPEICHEBUIAYEnY e I osremodmans ey s o aduteet NACLC(amory, (i)
di ff er&@iolifhentseieintaRid 1%&8@3 fifst-Yihe Bcfa E)? & @@ﬂl@l:mb(?cﬂﬁlsﬁs Qhe HYURRXL BasBRI ker s,
(v) differential levels of tunor aci i) differential |evels of gp60
(vii) agpitfiseashaplasin. Inspaeembpdiniepis téjngéﬁiCslquaa@es ¢etlopreigopd. j ) differenti al
of - netl7ly oIPR AR ARk b RoRial ol R e ASLLE B BRI ' 055
di f f errend ihatcoKcamprsit@ddnoinsieriox io) thdindhaduahta) ai clii@tiny biaburoof atomppoitoner

f it - di f t t ak d
(B9 + deRerF Atpps iR tordaa Ao s M ShFEm R BB MAp B 0r nSaic
sel ectlﬁdolfahm@stlﬂalegfampartamﬂciinqiolslﬁgn ano(gréate&mmrmua 200 iy bt (b6 aii effvand, (1)
differential_ |evels of caveolin-1 (CAV1l), (iii) differential |evels of
SPARC, 79U © dal%tlﬁléme‘?%?%gemevé?rglndhe ﬁ%BX‘? oMt REthg compasiipnCo@mpEN al | evel s

of t UrRhoRei stc)Sm fivihg paliitdxer Matalanid RYIBLndh> SR8fisteldl wdek Bl dnfl b @le
| evel s of t Ipate ;i/nt hase TS&I (viii) differential |evels of S phase
I

ki naseuyg aml@ulugr'@ﬁs FeepISk &)OHm eﬁﬁb@ﬂ@?ﬁltsathe COBBOHIONHENWHHIAY gosi t y

L S
(L0 S SE LRI MO L a5 g gh 0
t unor -agettas @blmgxm&sl on&mdve(y(ihre)e veticks. ém gmibd @hbaglithents, thengtrmlzzstloq @)lﬂmismgow ded

hereln are al fl? marktlnlg £0 lnatlbontheray rlglng a) a
o%artlcles COInipI‘lSll’l pac ifaxel a umiry and ¢ ¢ platinum-bdse agent are ad ere
conposl P n co Sl n% nanopartir cles conpritsing an al bum n

and b)mtﬁiavl@h@islyﬂlﬂ@oh&&ﬁd)oa@mﬂts NSEL@&eadwdihcad NSCLC Inl’kdméledﬂbaﬂmﬁauﬁpl(hﬁm ation,

t he met hods. conpri_.sing infor et audi ence a t he. use of .the

conbi At P@SPFF&%W%%? ﬂtﬁfﬂ@ﬁﬂﬁgmﬁ cebpdiienid %Plagre}%g 6 485711 CAP AL or | zed

by thqms&ﬂ& ym%tﬁllnént@fthesmm@u@mwb@tden@a@ﬁ%hﬁg one or nore (such as any of
5 6, 7, 8, 9, 10, 11, or 12) characteristics of NSCLC sel ected

f r om t[HQSSQr oupr Wﬁ?@ﬂwn&f therejares prgaided e ey for eatmaNSGléma, an(lildlyl ual

di ffer; i

SPA| F{CI{%El %é/dithg!sffe nt |n§%1€t z[\g% Ijiln ]l%ﬁ}%%dggln(%r e%geta\%rwh?éfeéren eveI S

of t urmempaseinglnanppaitigicy corv@@@lp:@ﬁlita@@ 95@@1’ WiUs2100hin) 3020 th¢ &feargenizic af theevel s

of gp60, LV | |ev | & tha qi0)

di fferBALH ] Cl%ségéﬁe nﬁn??ﬁél%‘%%ﬂ&@%l?%lsseno rés/"‘éeé?%“ a@ig‘ﬁ}?ﬁp el ng%’s@% AR

diffe raamunabf plamemefashieteento zigromi theyeffdcﬁhb aroduns bhigt eempisiteatcoth@rigag ymor phi sm

(SNP) , di fferent.ial ras nmut ifferential t hyl ati on of

S e M R AR R T e RS RS

upt ak%ffe&t@\i:?a@iduﬁt(&@ at RO AU Bt lgmm'% ﬁfsoiﬂé%nfﬂ%ﬂiﬂ%&; th'E: ia@m i@ nore
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some enbodi nents, the NSCLC is characterized by differentially |evels of
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WO 2011/ 123395PCT/ US2011/ 030209 [0124] I n sone enbodi nents of any of the

nmet hods, differential levels are determned in tunor tissue, normal tissue
adj acent wo28avid339anor, nornmal tissue distal to said tumom/useoipesizpher al

bl ood | ynphocytes. [0125]"Differential levels" or "differential" as applied
to a gene, may refer. to a variance in the nuclej i d. sequen

ot ny IR g et Sy utR b BT W PaE ROt G ER s FoRvEred RSCHG e ¢
aci d tsoaReabbladnis! @AhichRd gened & filsNEndth&bsy. T Rindddistodanas ad pitinuhe gene.
In some enbodinents, a differential IE/ ex%resse_d gene rrg% be over expressed
( hi gh besgsragsaiiineRrbaplatipnlesoms eproadisisais( the i S rie saiaaIvys el @Eal%ed to the
expregphgy} | evflonRfendolRi R @fe a‘f@fi&‘b(ri‘al:d felhbds @r gLl NaRiriceftan RRRMURLT O,
or with an internal control. In sohe enbodinents, the differential Is about
any ofin hedl th¢rpefs conppriping| adusnistoring itheeigdivlual (o] anedlecGyermdupresl, Nabepaclined, 50

sampt &/ St EVIER H HREh Aol O AP RRLP AR KR RS G BBy BT

2.0 titheNgb-aditdxeh@draxa3nd®tis MG memm Gudtintgeed B@ekly amdbthe sedtivaesmpumrof 400

ti | t h th i | . d t i | |l e. |
rpoqmnmS0a ek SR-G P SR & e R LA TR L | O™

expr essiaaniwbien &eskll and the plaginG@Makdd age@lid addiinRRtedepE €&FLUradhakks. éxpnassed
in a control cell. [0126]1n sonme enbodi ments, expression |level is

det er fROdIIPSREBRGlRTCt K raRpr@sE s Meium-brscdagrahye afmint{@rest for a
gi ven ip@dveRilsiyP PWhRdnMddint St avSaTE R dV IR AMRYCRD. BXRLR A BMinlcB¥ he Of T hat
gene for the popul ati on, and conparing the expression |evel of the sane
gene frogthed isjupryl ae fipstline Herapy. Insemgeaibadimeriss tbe Blabin bysedl agant istcadoplatian
patie i F Lf ot ression | evel of a gene of
i nt erg}sltsglﬁgg&%déﬁg? t%’gt?e{aN%gtﬁlagén%u?%&ﬁe{agf gr#ﬁlggat o be above the nedian
expr e4809) | elredonefenitodingatsi tate gpoprobidtd oathothiat trpaing NRCLI(Sindatisdividmdd t o
have hi gh expression. of the .gene of interest. Alternativel i.f th
expr b TaEE CapPssa e § e PR TTRERE s Brlor e aifiessin ned
to be (hetawnddeadine) ancfexpieasomnot @weiplath, Wigeip el gt u@epduat éfaks Nihat
patient is determ ned to have,|l ow expression of the gene of interest. In
some dipdatdentaxanceissiofgrempatiiaiteryaycekiare Befdicr e watreetcagopliiats on
does nOYChQVR sGANGRbodithefs, 1then]9&HTﬁ£{C)i%axéIQAﬁﬁhﬁne@}bﬁﬁhrﬁfﬁﬁﬁe?@d WwddRlySind @lce

e o

patient has one histological ty C (e.g., squanous cell carcinom)

and t irerhealaie it adpupsieige 0Ber 4YaRy tAres sveelidmyjogte fliggntst YpepesflitaNsiCLC (e. g.
d . . . : Dont
a eno‘i%%ﬂx@ﬁég})eang H{% cgg%glaﬁ?%;%g{dﬁ%ﬁ&éed M&%véfopﬁkg&%}l% ERbodRbnd Ryt en

popul ation e ogical type o e.g., squanous cell
car ci ndrmaced NSCRY] osopreaotbodiencntyi dhe methodds usethes Batphethempa Ipadtment sanpl e

cont aierﬁri1 rg)g.ntlrﬁs Ehlérl(gctcitlssssul?amor&gge CIartihosnfslue adj acent to said tunor, normnal
tissue &)ls{eﬁ to's |&‘ goroT peripheral” bl ood | ynphocytes. Sanple nucleic
aci d f[oe91se nmsotpheviddlavemddsdy éfhediiENHODNS icaninbgidubl iains&théreoin any cel |

type or tissue of a subject. For exa kfg. a subject's bodily fluid (e.g

bl 0od)“°C&H*BE adpnisiorng “ﬁ‘e %Wﬁuacl éi%n%% fee 9(%9“@’.‘? LERNIEHER tRyrising .

Al t er nahbpheddes bBBESing patliRe PAHTQ LIFREhiPM M) Yin SERRIVE SmOBaDf a phdhiimWascKi N) .
WO 2011/ 123395PCT/ US2011/ 030209 [0128] I n sone enbodi nents, tphe met hod

conpr i2¢e%, VEGratheRySQl-S anjaremewste BRlAT GReritdien. fests enhodinesiisatheeffegvet est ed.
I'n s ong, RIPQdhIER Rsitbi €o Jﬁ%dn QOSRAid] n%‘ﬁ% L HahisiGRE @l | evel's
in situ. Accordingly, theﬂﬁit ods o tﬁsiecg) ppjﬁ%?gtl on are not to be limted
to requg/m’ adminstiret worklodndthecltpetiet igounapes platinym-besed bgenamal 6+ In some
[ 0129]61}1 %ﬁ?%eqlfst, Hfg%gmég iéo%%%%p&i%’in&)ﬁgﬂo%gﬁfcfég C(l)rgl\)/r?slinsg I%Qﬁ‘ta)r(]&tancli Ialg]ullmendls by the
t echni que at’I's us
administered weekly and the platinum-based agent is administered once every three weeks. In some
embodiments, the composition comprising nanoparticles comprising paclitaxel and albumin and the
platinum-based agent are administered intravenously. In some embodiments NSCLC is advanced
NSCLC. In some embodiments, the method is used as first-line therapy. In some embodiments, the

platinum based agent is carboplatin.
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to identify the expression |evel of the gene of interest. Nucleic acid
(e.g., RNA or DNA) or protein levels of the gene of interest can be
measur ed. wbkebhods3sfor neasuri ng gene expressi on and/ or @®€TAS2INIBRISequence
for detection of polynnrphisn1are wel | knomn in the art and include, but

are n d to, noIo cal ass. i.on assays,.

o t PO ot B sl cat iRty Piateas P on Qe faranSeNbEERLtr BRRGLRLin
Pol ynei.as elefébalcamﬁﬁﬁﬁg adhﬁlni(s&ﬁng’%e uiaeadluaTa)rm et onrhRSA: EhabmpRaasdt i on,
expressed sequence tag (EST) sequenci ng, cDNA m croarray hybrldlzatlon or

gene cRMprisingngroparticles peppiisinaRacitsi icpged ‘Sé]i* pIRPmmdyPe pd cldfetive praownk Bf &ssi on
( SAGE) latﬁﬁﬁlsll)eﬁgd X eE@%Eﬂeﬁll theSNSQEE% %u%gﬁke&@lhﬂgca(r&\ﬁ% n&0fhe embodiments,
SequenC|ng By- Sy ﬁ%he5|s (SBS). Diagnostic procedures can al so be per f or med
i n si tthe difactre alyoupp ohtht resprsitwacrmprsing hinopartiakelfonprisingzanlastl cpped with

t
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known and , wi. racticed in t ar | n .gener he rocedure

doscr igagd Hiftalnaht BrcyiRtehaknty fid oo ARuATERRY setloy 1 GRaTERICYC
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sequerlte thesanyr Bvsodie emppdingenisothie pfatipgh pasdiaget isonrboplagn. each priner is
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P pect rouRrFgE popdtsEn e Bmengh et fof T REFER YR R o s T LS g ons.
Nucl eiman&girillsas URnetspagenesoatpeeitiby isaitré didreiaini BoutPdy nbe aﬁElﬁI)Uﬁﬁ:ﬁE@hve
directly. Alternatively the anplified sequence(s) may be cloned prior to

sequerfduah| apé?tgmmAb%%‘é% AL W&?retnﬁée BSFEEs ﬁquaﬁl%“gceélﬁ@r CHEOYRR AN &MEF ysi s of
enzy mahigedinhdhrsaiiRletbdRM aBRBADf eheS@AFBALIS EcpRAWhah a}tt&‘?es%f)ﬁlpnhQé-?’ 2] In some
enbodi ments of any of the nethods herein, the nmethods result
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progr 3 t Lease
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90% or 1 0@@ cel | prollferatlon is inhibited. I'n sonme enbodi nents
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60% 0 ment s,
ot hod o] RS Tl et et SUNE LR Fohaplaf ARt e o B AR R

enbodi qmmptlsng nmml@ni@s cehprssiigsparbidyd edatet witk albtmabgherein0bs ¢vemage witi fytheor
exanpl t ny. of 2 30% %,..60%. 7 80 % 10099 .
'n so r{%ng tic Ee n%}ilé aAe %%m(?&) 11,/9)n P9 g%reat? tha%raé%llgte@(s{?n{)nh c?l)e>e91 Se?f.lflgéhv\?al by
at | eastovanyf aqﬂatﬂnmrﬁbasad aglnt, 5/helﬁ1n tHc NSCLQ is §£@1,amiblls, cetinlai 2arvieekis.. Inlsomsone
enbodi nent s, gl t hod oIo S, t he EF%?FGSSIOH free sTrV|vaI .of the
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i ndi vidual by at |east any of 1, 3, 4, 5 6, 7,. 8, 9, 10, 11, 12, 18, or
24 nofl¥inupelsg] gesnsis i) %T%Bbﬁorfeﬁmboemeaﬁythefwmﬁe@ltr@tqﬁwsmﬁé pjoRarticlee

met hodgf ﬁ%ﬂ%badll@aﬂemagﬁ%th%%ﬂlh Ys RinihibERd V\[egﬂi?;%’l]l&- he %ﬁl{}ﬂqﬁs&ﬁi’ ghs ar e
appllcable to multiple histological types of squanous
cel | cdménisiond ofige ayery thige ehsekrolndsonwreoibadiments, the pgep@setiqn cealrpcsmgma
adenocar ci nona, adenosquanbus carci noma, carcinomas w th pl eonorphic,
sarconatoid, or sarcomatous el enents, carcinoid tumor, or salivary gland
carcinoma. In sone enbodi nents the NSCLC I's squanpus ceII carcinoma. In
some enbodi ments, the squanous cell c&fcinona is papillary, clear cel

smal | cell, or basal oi d. In sone enbodi nents, the NSCLC is adenocar ci nona.
In sone enbodlnents the adenocarci noma i s acinar, papillary,



WO 2011/ 123395PCT/ US2011/ 030209 ML). In sone enbodi nents of any of the
nmet hods described herein, the NSCLC is early stage NSCLC, non-netastatic
NSCLC, prwoeny/Ms95C, advanced NSCLC, |ocally advanced RETIS201mos@s8e ati C
NSCLC, NSCLC in rem ssion, or recurrent NSCLC In sorre enbodi nents, the
NSCLC is localized resec abl e, ca or. unresect abI e.
[ 0136] PR HSGEPHYBS P &"‘Xﬁ]e‘i"é ﬁ ﬁé}f ém‘b? Bn‘r“ﬂ badA8FUdnt setti ng.

I N sonENBMTRe™H FRALEnouthEn¥Bib eshbb&nh@ SISi(S €tis laﬂlvaacétmsmt@vta@t)me etting,
i.e., the nmethod may be carried out before the primary/definitive therapy.
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nanopa(rxt)ta&b@@)hmrtmﬁg/aémﬁilitae@wb&machheaﬁf@twt hatuR Oy pladMén BRc(ISp&N as
| ess than _about 200 nm). me enbodi ts, the conposition conprises
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Cr 05s il a0 A0S RoPNE. AYOLACH S RAR! BE il E@abLAABGRI PL- 11
sone I ments eplatlnu aent I's cafboplatin, crsplatin
oxal i tthcaap}n In some enbodi ments, the pI ati num based agent is car bopl atl n.
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about 125 ng/n2 or between about 50 to about 125 ﬁ (e.q., /2, 50
mg/ 2, (8O AE MEnd PEAh)GRYe BRoUnbol GEIOREY Mtk A T Y el nﬁélua%t&ﬁrl f t he

pl at i numiRAseth RURUMPoGinRAIWGE RIFERRY bmOMEE Muf-pabifie] né®) 8-100 AUC=2,
AUC=3, AUC=4.5, or AUC=6). [n sone enbodi nents, the effective amount of the
conposhg/moadmimmrd ekl nenddpaeiidcer eamewnipt ¢ashamipipich V¢ 20cdt sawrd t he al bunin
is ad d ased agent
B N R kU e
anpountadofinisthed oucrcpxysmthmn mdﬁpm S@trrtrg:m’madmpam the Mes-peditiel eﬁkbt@(apa@ artdax el

S‘lng t ;[ Eﬁeﬁf‘ a}lgl?ou'ﬂ rr1] arlesadli?‘nnqgstgrg dﬁ}l%rﬁ?]esnto g ag ?m 0 mgr];tg @bt};b aH(p { 1\(1.‘)§(£Ir_¢1 €

ef f ectIn‘gemaembIdSttlmeﬁts {thememopdsistéd :Qrﬁrgqmarthe&ap‘yg nanopartr cl es corrprr si ng
paclit the al bymn | bet ween ut. 50 bout 12

admi ni[g{fg?r]e Vnan i oL ppkek by B %Hte Bithgdsdo r&ra{%ﬁ@ﬂ&?@a@gem is
bet weelnpRtaddlm 2n foinAOR8H ik Cheaflithdtis Fhreee do RN Yratifafi6e ropeks. I n
sone enbodi nents, the effective WD 2011/123395PCT/ US2011/ 030209 anount of
t he cOHpOB tmethOW?@tg NP Pen sy islieideal (€ smbrmanngyraeIPrsasrinisivang e

al bum y and the
o T ot e B R, T o
about patgag:l amlctramallsltreméwcmekarg@parhnlesmr@remqur:lrt@rcﬂ soatttdreitleﬂbreutm fre anount

of the r| nano I |t and the
o bun AR e oG TR DBl AL SRt RO R e BRFL MRSt 15,
t he plcatbophm)maedraagﬁnﬁ (d& tlabmﬂ: rafldim0. thmnnleﬁﬂ)edheﬁtnmnheeﬁmw altnbuneef
weeks. | n sone enbodinents, e effective t of the.co osr )
conpr i 5 ?fﬁ“H?éWBbﬁ?lPPréﬁl%%na(‘?BPﬁSP‘f & WYRYaEE rl’f‘cjﬁ*@te aplbyun 4y helwgon é“ Bout 75

ng/ N2 3dpdunibe h%lhﬁﬁ(e%eﬂ@'ny /ﬁlﬁ)dadrfﬂlﬂls&*frécﬁﬁédkl&eth@@ﬁ‘é&lve@fnohﬁ%f@'pﬂ’ddnﬁhﬁfﬁab@ls ed
agent is about AUC=4.5 adnm ni stered once evgﬁr{ﬁv} three weeks. In sone

enbodideEHns ety e bR e oahBlRD (of- AHE=bApbYE thosiciafiatpnis hgtween
nanopag,bhels&s aGRIRH (S¢. %09@5:35 rﬁaé%k b@0fthdr D c%ht%ttﬁtrbr ifte RROWlodR D/ e

adm ni stered weekly and the éffective anount of the platinumbased agent is
about tgb@rEes dndqmiesingyodinantic gieepmpysitidn anprsiak sandpartstpyeompivdel pashtascl t he
effective anount of the conposition conprising nanoparticles conprising
paclitaxel and the album n is about 40 ng/n2 adm ni stered weekly and the
effective anount of the platinum based agent is about AUC=2 adm ni stered
weekly. In some embodinents, the pacl #taxel nanoparticle conposition and/ or
the plati num based agent is admi nistered intravenously. In sone
enbodrnents the paclrtaxel nanopartrcle conposrtron and the platrnunrbased

oy o o o Y o o o ~A AT o o e



[0141] I n sonme enbodi nents of any of the nethods, the nmethods further

i nclude adm nistration of an effective anount of an anti-angi ogeni c agent
(e.g., amngbDagems3i9s i nhibitor). In sone enbodi nents, thecaniSkeangizogeni c
agent is bevaci zumab, sunitinib, or sorafenib tosylate. In sone

AR R TR b s A A e TRt Mt

g/ kg. erﬂea)dﬁlm elmeﬁkrﬂmmrﬁe istsB@enefdeR€ iidMBe MBRURra@hitidQY 8sHcaMEMnissmabout
any of 5 ng/ k(ig o 5 ng/ kg, 10 ny/ kg, or 15 ng/kg. Prostate Cancer [0142] The
ORETRES:

pr eserfin MBS ERACORPEIRBE §awaer@a€?rﬁ@flsergc&a€h&aéd@a% glepmjnpangghe

i ndi Vi gah (sl age UFRRIMBRIRL A nSHY. T SmEr ditdalintN el ol FRhif) an
ef fecti ve anount of a conposition conprising nanoparti ¢l es conprising

docet d&%@L@mdanandlaidb@irfe ;> haman)lspmarisiag fdminisiceing pla indpfideal gt ardbiediyce. g. ,

pr edni of. Ik ostate
cancera%rg)(ﬂgga(rrf 9 n p8£1 {btr?ﬂrﬁyn%%h%&t e% bﬁil Iﬁ?ls h‘m}g& ﬁllarrrl |dt§ gr%}ﬂr?gg ?Sgcrht e

i ndi vrIﬂue;iarta:)lesa;nn@flﬁlegpmh&\xa]mmﬂ wath adbummfose)damtplt NdgrprliskedgAharapant i cl es

conpri,si ng.docet axel nd, b ffect rmut of a.

cror oitd ap SirgIRE i L8 MRSl A b enb Dbl PR TRENF aahoReifiet nod
of treadihing) Pir@st adr@prrsamernsmmaam iheAby.i18bvahe {@b@limemsMRIYonSidRtibSI NY

adm nistering to the individual a) an W 2011/ 123395PCT/ US2011/ 030209

ef f ect PPy SHIMiNIBETRQ; e BAIVIYALHY a8 e HEF s ABE RO & ceEPEHIRSr i si ng

docet a%flpriGiagh&fbpWiitRs Aot Bablita@19ndin ABuifin§(§chiaV RarfFRiBles Qém%'rs%ge roid

(e.g., prednlsone) I n sone enbodi nents, there is provided a nethod of

tr eat |mglltp>r%§@9é¢dew1c§lahlbermm fprammnﬂ@lvama@rta}(eb(ﬁdoraxam@ﬁ@yld eoantiestiveg

adm ni e on
comor  SHED! 03 AR e O 2L BBHL 5L NE, AU 0L . SAIRRBLA o
aver agbersgpyz éheafifetthe ansnopeithd cingssitinn tdnepmmmaoparmndlce; o@mppsmg padiaxickando

greater t han about 20 fective a sterogjd (e.g.,
ot an i & RS 8% SIS RER S mBRe T 0 e T et nes SR et ng
pr ost aldtitiaeee fvebily afd ihditvditidamoli.of a ,plduummrb)asdaojgartll§bdn@e@darnsbﬁu ASUELINg to
t he |nd| vidual a) an effectl ve ampunt of a conposition conprising

nanopaﬁIl ke & ghdeissiH Y o diae) Ok 68 ) M??{n%?%?ﬂﬁnﬁem%\ﬁ@rcé’?rﬁ’oflﬁ%“ aver age

si ze Qlbnlp 'ﬁ@ingﬂmaﬁ&le@? L& Spristhe Re1iRRN AR@LIbE SIS s GANRARIE WEklyBandQngr eat er
t han about 200 nm and b) an effective anount of a steroid (e.qg.

pr edniRinem-based agspieis adbtiiaiechense cydne thacq weaks.do isemelcmbedimbs G t r eat i ng

pr ost r QEEQQ v Q]‘Fg@ r rg]ﬂr ring to
the in ?i/o?gm tg% n gﬁg%sttwg§gﬁég%%%f néongﬂﬂé%xclg IPB%n rei rﬁﬁg aver age
si ze ofanefeicaroparising paditixal indelbhvanopar the plaenmrbwglagfrrmlarel agdnmosigiedat er

t han about nd .b ve anmi

or edn ey SR sy TRl B d s 1 eRFBHC o PABFRIENG L e i n
an i ndimkodis@dntsC MRNICTING iggotabicSHieilNg dnd/ok IIB NSdiL¢, 8#sal1, apd ERV @ffsesiilve
anount. of a c osi tion conpr nano rt| cl es conprising docetaxel and
an al ﬂﬂﬁ?rﬁe%gg%)“e‘gﬁ t]éeflflét&‘l"inr/%asﬁcﬂ%%fﬁilsﬁ rogplainr oi d (e.g., prednisone),

wher ei[gogg)eat Feifer :pfovhea Bk HPRO MBS AP RRLAIENSENC §f amwvrmlap@% QunARy €
characteristics selected fromthe gr OUP consi st ng (i) adenocarci nona,
(ii) dempepiagedyiniyeing|iethsindydedpl s cffecmamount pl g qomgiopiign e¢fapring evel s of

SPARC, na(lbﬁ/a}tlc%s bf %EQ&% ﬁ%s clitRYEIn aﬂfalbggﬁtp(su@p% n%}f() aﬁicﬁ&%ﬁﬁ@#&lﬂé ﬁ:lhpa'ig] n

upt ake. I'n sonme e there is provi a gat i ng

pr ost aweted amdetbuimn,dor qxnntplr:rMhlva}aCht@mi I(Alsnanglf:@d)rramﬂ ls)taereffnqlvm@rrt()het dfndi vi dual
a) an ct Mo n ) apri sing
docet argcfgiat?co(lg a %lgllggltc rgdl%)[b 2118 QRS §18§0d?merﬁ$ ft | \(}tre] \%a n‘?ou%? S t%r gongqosﬁ%

(e.q. copfpﬁding ﬁm)u;tlclﬁ‘lhedimprﬂmﬂgq&ahﬁﬁmﬁandl slbinaﬁﬁdbup/ecfn :t(}neglmzoshlatu%(a;aigﬁezr

havi n re characterjsti Iecte fromthe u g of
AR A IR M AR S it A A Al B R
di f f erent, kedut BEVRAS RS byABSD Confdrnthl bif i@fc@ftyl@bdd1@VEleshdduedIRQomand (V)
differential album n uptake, In sone enbodi nents, there is provided a

met hod"Pdinakt the grepimsst pelisearrerecknangihe tharagicdadintiondhpRcyirey. In some

admi i {idainGut hetBiiplAlind kmg affcle bR AR Hax Qan@ a6 BTROSK N
conpri si ng nanopartl | es co ocet axel bum n, wherein the
aver ageatsiupebaséd agdent mrem@marstqrqﬂ leea\renoume Immmmmmhqden@t%mme@pmmn is no
greater than about 200 nm and b) an effective anbunt of a steroid (e.g.,
predni sone), wherein treatnment is based upon the prostate cancer having one
or nore characteristics selected fromthe group consisting of (i)
adenocarcinonma, (ii) differential levéls of caveolin-1 (CAV1), (iii)
differential |evels of SPARC, (iv) differential |evels of gp60, and (v)
d|fferent|al al bum n uptake. In some enbodi nents, there i's provrded a
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WO 2011/ 123395PCT/ US2011/ 030209 adenocarcinonma, (ii) differential |evels of
caveolin-1 (CAVl1l), (iii) differential levels of SPARC, (iv) differential
| evel s ofwop60y/1233%d (v) differential albumn uptake; ana&Cth)S2@dmBizost ering
to the individual thus selected i) an effective anpunt of a corrp05| tion

conpri si ng .nan art| | es conpris do axel coated wi t.h al bu wher ei n
b R Rpane PR B SRR I BRagRf AbEHE e ABh AR B BSAREL 1 BHY < no
gr eat @mbobmnaest] @ Qqnmabam@tagd mpaa{hdﬁa‘rfms tNSGL(arrmmﬁe GhbRlieéd, eed. 1 N
sone enbodi ments, there is pro of treati n% prostate cancer,

conpr i ¥ 15(1&9Pe§9é°llee%tt‘$eﬂéma%¥ldi'%én$|%c W§\ﬂ hgndFBYtlx%0daincer, wherein the
prost %@99‘}anCﬁﬁrtﬁ'&@ﬁro‘?fﬁ%d%refﬁ%@m@ﬁ%&@&fttf‘erahl?é NGO1. 66} %anﬁf%cfua ?‘gt h@n@hpPup
consisting of (i) adenocarcinoma, (ii) differential levels o caveol i n-1

( CAV1)compriping adinfistarimgti die lmCQV/IéM apfn GRARE, ani¢upy ofgi fofwpositivh admpresiee] s of

60, i ff . I ni.St:er| t he
iglr[:di w%ﬂgqagt %?JSSCOISH Elﬁg é%f%aﬁxgan e lbld& Erﬁéﬁgln%&%{lé%%m%gt?o‘%giigelﬁ%k%ﬁ,takglnd i)
an ef fopetked withaihoumnd, faf examplee¥abi ghelifad 45blararsGne awhiycdicfiiective acfouatryf of t he
nmet hods,. t he on c racteristjcs of, pr state can i ncl ude' 2,

T TR G Db TRl gh S SR i e R ARt R0 1o one
or mrc@n@h@hgﬁa@paﬁﬂc]eg Sorhptidingdeiclihd] afX ABWhE: is Bétwk&BEI mEAMW 16 AbdD 6@ mg/m>
characterl stics, at |least three or nore characteristics, or _at |east four

or mor&scAdmednar %démmé@redﬁ(fﬁkwaﬁ&eéhorﬁﬂc EGiREOR RS EY SR AP 2 feaboupdd at e
cancer(,iss J6haR ackLLibAa, Bhe M E&HiSMmtal 8 inlcRYBLSolatc ¥ehknidds SR WBime

enbodi rrent s, the prostate cancer is characterized by differential |evels of
CAV- 1 earrmdg@ﬁ@@ the yregowat @nddryrartesks addhphomseistradiginadeeoncyrgtidnaemer | zed
by dif I

o er Rt R Ao SR Bk b bop Ay LR B an EXEN B BT S
enbodiplemus-lefedapgniodre adm:1nm¢thd8avetlhslyp frosthat entedingets, ils camposition
adenocar ci.nona, sonme enbodi nepts,. t rostate cancer. i s a sarconmm

e o SHBBEN PRI 2 EorEi Tk b B BT G RRRRT SRy G, e

Ther e e&hﬂﬁdiﬁﬁdﬁw NmLmtlhqﬁsabm‘ SthgeclaliA W@HHBW@@MQ@M ahbaiyered, tiche four
st age or D, accordin Jewett st a% ng system I|n sone

enbodlmglsIP%I@Q%%P%@‘%M&HB?IS&%@S/Q bradthtd @&y (The cancer

cannotjopeo)f el trndieintgs @es&xﬁfeﬁ%reﬁ?‘e@%s}efm e} 0% KPRAAITBT wlffeRr RSt at e
cancer is stage B prostate cancer (The tunor involves nore tissue within

t he prsogegmeodineneghameoffled medods, hyg neethasooaiprisssarmetbed ¢ftinkibiting YL acH a

bi opsy, P e nts, the
ot oot raEhabE HANR AR A b L8 an R R Fombrish 0 SRR GIRASHIETE S e

t he prlrmmlud a en elfatiby amoes ué& compdsitios @nmpnmngmhnmlslges ¢tcmgpripimgphditexet ancer
is sta rost at can er. 0147] s of apy,of th

ot hoddd ap AR &8 Rl kius bbairtbL f aRP BB i oh et <BPbuRses K icater
(Al PC)abomtrlos@mhmﬁgom aemise atllfgt woaﬁatnatcﬁzo%nm 408, 6b%, a0 ge modependent
pr ost Wﬁ anﬁ In sorrebﬁgbodl ments, the prostate cancer may be refractory
to horl¥grfe el [sjatiopps igBidied hodi nent's, the prostate cancer may be

subst 6[01(')11' lyd &B{e%%%ﬁﬂnén% d?%ﬁ@ﬂﬁ hﬁﬁ{oé@kfhe th@hSPIRBIRROLINORDG 8 t he

i ndi vidual ma human who has a gene, genetic nutation, or polynorphism
associiahibigingj SIQ tgmpaméta@tam@ran(l@dlgldualmmﬁmlrﬁ_m/twﬁ@zndlmwamm
WO 2011/ 0 P LR4

and or STER) CarRae T anatpIE g na s b UMb o0t

pr ost aﬂlmnualan:céb) an[ et d@el amosmonat a@hmdmnlm%cbaggﬁt anyonefenttodinmatshadeasdésor i bed

her ei n, e _prostate c g c tatic
F oot 0 AEIREREHR R0 S asl e iy i ShBOS0BU BRE B B Sl AN SETOR g
advanC‘rﬁdas}ﬂdsﬁii aihehite e €6me tRbABHats Gndﬁlﬁcﬂsdfaﬁlﬁblﬁﬁ?glﬁleﬂ’astaﬁ{ @Iy@peneRNcer in
rem ssion, or recurrent prostate cancer. In sonme enbodi ments, the prostate
cancerP®¥4docal i zed resect abl e, localized unresectable, or unresectable.

[ 0149][dhe2) et m%ewn%%ﬁﬁ%ﬁtshﬁ% d& &tﬂ@&e%d@&%&tﬁ&ﬂcdn‘fprﬁ@s 2elbmyapt setting.

I n sonme enbodi nents, the net i's practiced in a neoadjuvant setting,

i.e., redusinggVHdd” myorb@e elamunéldld@ah; CoIRPrEpeg atdﬁenlﬁipmmtpthj@ﬂwrﬁu@li aneefﬁewe\reapy

I
oo O RIPAY T My L AR POM SRR Rl R ARLOM R HEL, R85,
may bendsedlbumirt anddt) ampffeaice emduslof whkhtinas-bastl agerevlinctmh ymbedmet®.ght ed. | n

sonme enbodi nents, the nethod is used as a first-line therapy. In sone
enbodi nents, the nmethod is used as a second-I|ine therapy.
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[0150] I n sone enbodi nents of any of the nethods described herein, the
conposition conprises nanoparticles conprising docetaxel and an al bum n
(such as Worrany/e39am al bum n), wherei n docet axel in thePoausp@anis@bes is
coated with the album n. In some enbodi nents, the average particle size of

t he nanoparticles in the co ition.is. no greater than abo 0 m (such
ARl S A S R R R . R R g i A MR el
Nab- doget a8el 704 s@Epmereabosisent s, the conposition is the Nab-docet axel.

In sonme enbodi ments, the docetaxel nanoparticle conposition and the steroid

have J)hHgi sin omsrembedingnistaiany piige pedtathe methebsomprisesomethedbbodi ment s,
the St£618h n%gmﬁﬁﬁﬁﬂLﬁgﬁﬁnwL8¥§%ktﬁ£ﬁﬂqﬁdﬁ@@@ﬂﬂQ%ﬂlﬁgﬂ aﬁﬂ%ﬁ&ﬁmgﬂ?mHEthOds
descri'bed herei n, the effective anount o% a conposition conprisfing
nanopandividhds) eoeffectizé agowd okt exapostied comprisihbuanoparfiglehempsmepbdiexeB0
ng/ n2 t . 20 £.0. Q-magln. .7 / r. 1 /nR),and the
ort oot e Mo Fccol g 2 ToBilEn g TRT e sl FEPalBEI ane g

(e. g. ,m&hd&l prolongs thg fimoto diSeas® proglessisimeatéeddndiymént 3 304, sany7,6f 9.tlvel met hods
descré&sd ?erein, the effective anount of the conposition conprising
nanopart?¢fes conprising docetaxel and the al bumin is adninistered once
every [phoge wWaemmeanthotih@nefdragt bivi@ie XD, 1Rf méhed &n§irRbLa methadlpt ni stered
twice daily. In some enbodi nents, the effective anount of the conposition
conpr iEYABLiRgsE ARGl an Esliddim haarySdbe etompsising adminieriepe ferindigidpdaheen
about - s @gﬁ L - d the

ef f ectaﬁ\%g%gt?r\%%%%&gl?&% ﬁgm g ?%r ol domjll pisﬁlgfﬁ \%tla n %Egét&lh H%nggﬁ%ﬁg?glggg?g 20 ngy

admi niadtueriednd i awelidaiveyamount ermdatmminoliserbrgest, [t fvpeahftodnionss, tiemetitodof t he

conposi tion conpr.l Si nanoparticl es..co | S ocet d al,qum n
o Bodtt 098 GETREV AT AERE] vy RLERGRVY L 22 SR BB o e AR e
anountmafth.a steroid is about 5 ng adm nistered twice daily. In sone

enbodi s, the docetaxel nanoparticl onposition is adm nistered
"t aVllBIs! y In FrrcggthadEmabal ABhp She fsgiod. dikaieing GeomagssEs 8 method of
2011/ %@%&%Pg@e@@%%&!ﬂﬁﬁ&ﬁ&in@ﬂHﬁcﬂiriﬁ&aﬁh@ﬁnQN_@CLE; cdnﬁprﬁﬁig%dﬁlﬁﬂm&ii@ﬂttl% t he

conposition conprising nanoparticles conprising docetaxel and the al bum n
and t Hadigideglg) an effectisepiney PhR FYMRAHICACEMBIYERE gAY Liglpeseiyisig wRdi@tcer ed or
si mul taneRYBlhiRANIH) oS LRLEe ahBdR 2} THMnuh Phsc%alR! €, in some embodi nents,
t here a?s pr ov?ﬁﬁwﬁﬁetﬁoﬁ fc:nlg1 treat ?Eg Iﬁ‘% ostséft egca'ncer in an individual,
conpr i[616f) adhi wirstearbodgndne dflhey dite uicthods, theahethet wagnisebomtthd0ofrg/ N2 t o

about 200. ny 3. 60. nyl/. 75 or 100 mgy/nR) nanopartij.cle
conpr TR St A PR T R <SG AT P s BRI A
docet ayalcompaditiieh doniphisial aitpBrticfed torgpaify @ciNakd asetmxiBlminand bb) phghween
about 2.5 ng to about 20 ng (e.g., 2.5 ng,. 5 ng, or 10 ). .of a steroid

( such Pg&edfeErinag g he reuctigpgds bargshg W@flsqnh‘glﬁbthﬁ é%@aggé@a reguliiag o of

t r eat i Jachi NEESAHECRBGRual 4) TARIBNAY W) ﬁi?ﬁtinurﬁ%ﬁﬁ:ﬁia éfig administering to the
i ndi vidual : a) between about 30 ng/nR to about 200 ng/n2 (e.g., 60 no/ng,
75 my/lAR07]or Ipomegpmbeyingatopany picthe sicdodpdissilteg hdtsene theatth tgAtEnbumi n

(such 1L ISl ] | bumi n, for
ol S KB A RAiEy e aTRLbEL T EAAAEL oF O Wp OBl about 2. 5 g
to abd010810 nin {omegmboRintenmspt aby ofghe orethb@s dagdritetl harest, @reonethddsefatvamsent
prednisoag% Imﬁceddailg.ft sone enbodi nents, there is provided a nethod of
t r eat iR HIHYPLEIGEHEEPI HIS an i ndi vi dual, conprising administering to the
i ndi vi[gugd]: a)n LateddaRattof 3Ry BDhetethdd A blibed Aorei A fad(8di (e.£0 My/ N2,

75 ng/ n2, or 100 ng/ nR) nanoparticles conprising docetaxel and an al bum n

( such &@apxwbpBasthcen dagnasehvits P Serpedehxdiaviag a%&&%@weéwebt@% Iy sompgy
eXa”pk%ﬁwﬁgkgﬂgﬁ&@&ﬁ%hwﬂﬂﬁﬁmﬁM?&%o&Q%ﬁﬁo&ﬁ%ﬁéJﬁ@hﬁﬁMﬁﬂPH%&%aa%ﬁﬁngﬁyQFt“Ben
about 2.5 ng to about 20 ny ée. ., 2.5 nmy, 5ng, or 10 ng) of a steroid
(such Rs4predH). §orfd) 61 V0cH. 8 iqr%S aeah P, In[sons Zmbadiggnes, Gabulididkshissnadé. any

of th ipe i I Rdi Vi 4 s been
i agnaBainor PRoaReRE GERAERE R ARt MU Bod ey RIS, 287"
sone ehbggesnE#MNICL.A heaciitvdiheethudb sanse dnbeimenlts) tedondividndd dds asingls lestdneat

i ndi vidual j.s at |east agbou ny of. 3 40, .45, 50 5, 60,.6 70, 75, 80,
or 55 Eapeligh § sk Sl HeeRt gt R T P e T 40 e
enbodidmotiBaentshthe limavivi A iaksiftag (@iyat@bntdSTY 0EWit06thp RshE{RCE ANC/RIn-

descri bed herein. In some enbodi nents, the individual has a single |esion
at presentation. In sone enbodinents, the individual has nmultiple |esions
at presentation. In sone enbodinents, the individual is resistant to
treatnent of prostate cancer with othéf agents (such as a non-nanoparticle
formul ati on of taxane, e.g., Taxol O or TaxotereO). In some enbodi nents, the
individual is initially responsive to treatnent of prostate cancer with

. e . o r - Y M



[ 0155] The net hods descri bed herein can be used for any one or nore of the
foll ow ng purposes: alleviating one or nore synptons of prostate cancer,
del ayi ng woagriersiong of prostate cancer, shrinking tunoPCIiuseolitn3@Enost at e
cancer patient, inhibiting prostate cancer tunor growh, prolonging overall

survival, prol ongin rogression, free rvival, preventing or delaying

o1 ot deBoRi e PTG T ARG et oo BGE e R R S e o pr pex st i ng
pr ost ah@vianGehidugaspoBiRd asithent FFINSTI NGwiR 6ihdetts Quchbg £lsh-Of

preexi sting prostate cancer tunor netastasls, or reventing recurrence of

pr ost dYBORAHeIMBBEeY @HAC BT hoa oY OTAbP TS bRy Prepseehifsaieatere-
Conpogpij@Ns [PLRRIAMIAMAR Jhs o SEE hicfdal AURERoR TuRE RS Wi RLLNY
NSCLC 'usi ng nanoparticle conpositions conprising paclitaxel, 1t I1s to be
under sif eodffediat amhentdé s pitpangpegenic Sger ppd .| @Ridgondsrsaaltiger). lofonat her cancers
descri bed ‘her ei for exanpl.e 1r.eatnen f pr.ostat necer I

nanopat i SHEaEs B shPanSB0HR el RN md. sRERHO & SofRARSONIR 18 som

nano pafmitiodin@naotp @sii-hh giognache i is beneiduhg. dnsdnidiniodinadnty, gectifeadveantounsan)

may vary with the particul ar copposjtion, th de of adm nistratjon, and
Lhe {ytetriReer & Borar Prlariait 1y Do Sahgbai henpecmbrE D cTit Uit
pacl i taxehc TaReRMunIb liLaLAMRY DI 5indik 81 108/kE,N® MIRARE 19mgfilze pl atinum based
agent ée.]g. carboplatin) is effective to result 1n an objective response
(such [B1H pafy soate qphodmneges. plowgr epawitef eachplpamsayicallypciiypeonepyadisnent s,
the a i Lol LE OF: t of
the pIat] R shaSePRRAA G PARARRLEL S RIERTLE) P I aTHH fl 8 AT
conpl dheomespberimcitn thcsaniervdigwiago lerapbwicdonditesdsbaivaknting a ¢diebisatvant of t he
pact i taxel, AANAPANLL S8 GRS LBy ARHLLIOh DS, SIRYALLREmENE B Qhicaym based
agent (e-1g. carbopiat |yr?)f s SUrtcreRt o resul VT a partt al response in

t he i ndeawdrdhmbpeutinibaofies attbodi nEng 8 smhle amoouk.g0h ldwe dpscdriatiess élequent
nanopayticl osition and the amount of .the pl.atinum based ent (e.g.
Car boglosint aghei QBT RmeriEnitahy S Comir i oreRt Sujadiron Fapladautcnsh
as a CRAVLEY @scll SHANSAUAhdadaréd RhmpRSAO UKL al shhall RgouRdir phattateugioamar ed t o
a paclitaxel nanoparticle conposition alone, Taxol 0 al one, a plati num based
agent ACBYGLOnNQEBbIRATGHY 10 SHECtion jthe Nunp, A nEtGUeRrYoP! dpsstonot apfior

pl at i nHorRASeH-A08RLcikiEd Fith GRrRapbaétd n) - Responses of an individual to the
treatnment of the nethods describéd herein can be determ ned, for exanple,
based [ RECH $hec netheflsdes¢ribts $dem o tre usadifodinyent o1 mpleeof dinpliohowiof t he
paclitaxel nanoparticle conmpositiaon r .the amunt . of at . num based
baent TEERse BARES Bk bf & ORI PERLRRELE o fullRYR il o BRI AR

sur vi wamondize ih &N S(d! ptid @l nhiblitingSO$E € ndnad ign@nth sprolohging ot swivilhe
paclitaxel .nanoparticle W) 2011/123395PCT/ U 030209 conposition and/ or
t he arfbuhte'ts P%OE@SSFB% ?erﬁ?W?isF&‘aVe&B%?f ngg&gﬁ\?@ér%éﬁﬁoéﬂeﬁﬁsm?’é’ B ent to
pr ol onguca\ie tatlatigyprtekalin®ONSCNE e Mbdias, rddﬂciﬁﬁ[ﬁéic@mibﬁﬁl&h sf the anmount
of the paclitaxel nanoparticle conmposition and the anmpunt of the

pl at i isAFEHESNSSHEHPMPEMgiastady. BHPIEXIUAY rGearreise Pf BSERE- t o i ncrease

progr iqn- f i f  ndiVi a5 i

anopalt 1 de EEEE ol orRPol AOREHHE L CATRRLER. 1R AuBRGY  hen .
car bop¥at éxhibita boner, nem dyoptotnk @ssoontsil mathiNNC1dE. 1T axad OF cartebdppheants, hem based
agent .(e.g. carbaplatin)., [0159]l.n so enbaodi nent s, . the anpunt e

pact cadeRu iRtk L neh s G TR PR PR TR e OF P e b Al based
agent Tesgrisk faaoh opilate] ) atesnodimasawnhges sixf tact, elivt, Higogedt peases ihewssi ze of a
tunor, decrease the Cgunber of. cancer gel 55’ of decrease the growth rate of
a t ungFeHYeedt! PERSeT disdtf SHivC 618 1I§J/Sd“2’t¥/§°‘§t§{%a“%%an BYHTOBHER L AERRSUED o
90% 2%, eloarklO %0 BPAL R dmbRink N&p6Rid ®SPNAINARI §HAR! radbi, ArsehidHIBEst@f NSCLC
cells, or tunor growth rate in tﬁe sanme subject at the tinme of starting

t r eat rABFMaes, ciopacdy] ¢thers. Hickeb pPlyeysdin dioia By drosargons ragemEpeelingteet s not
recel Vaig@ﬁs,to'i] gir%[)ﬁl?&oﬂf. M sorhdlerREiEmETD Al iHBPidﬁals LG kaIoNGET OfindiliR, PACHLIAxeEl

nanoparticle conposition and the anount of the platinum based agent (e.g.

car boplazing mylatives sihp hies experianoe NS Cb@samdtthese sihpse ik ind¢tenmined yeoplpsisel t he
nunber . C I or decrease the growth rate of a tunor at the tine
of stagreﬁ%tlﬁ:goaf{%?ogfé%ﬁlrllltnﬁ%%(/er%'fore than at | east about any of 10% 20% 30%
40% 50% 60% 70% 80% 90% 95% or 100% conpared to a paclitaxel
nanoparticle conposition alone, Taxol O alone, a plati num based agent (e.g.
carbopl atin) alone, and/or the conbination of Taxol 0 and pl ati num based
agent (e.g. carboplatin).Standard net hods can be used to neasure the

magni tude of this effect. [0160] 1 n soR® enbodinents, the anmount of the
paclitaxel in the nanoparticle conposition is



bel ow the | evel that induces a toxicological effect (i.e., an effect above
a clinically acceptable level of toxicity) or is at a |level where a

pot ent i alwei2da/eBiect can be controlled or tol erated wheaTiuseomasaparticl e
conposition |s adm nistered to the individual. [0161] I n sone enbodi nents,

the a lit axel na arti osi.tion and/or the anount of
t he pﬁﬁi’f‘h 65%@8]8% ¢ {ogthgds s &%&.,@1 Oflyaduat omprisiag AHIAIY SIS at ed
dose (tM@)ln&tldhm%) GPBMQSVE hiur @Hl@(Ymﬁtﬁltfoh%oﬁﬁﬂﬁngj&ﬁlbﬁ:i}u&@sgédﬁﬁmsin@ sone
enbodi nents, the anount of the conposition is nore than about any of 80%

90% gB%hlawsl agban dburpRandrinn qitre By apoUshfer RN Pasad agent. RCEHDUFHMET!
paC' | aggka hﬁb&tﬂ@N@@ﬂ@%(f%ﬂ%%hgopﬁ%qgﬂcﬁ'aQQnd,(ﬁ 1 Q,Cilfl?ﬁ% '7r}3 @nYO 91, &HQ%

| owm ng ranges: about to about 500 ny, about 0.1 ny to about 2.5
ng, abmmmdenﬁwsaﬂab®MﬁMEﬂmg¥mabmnmﬂﬁgﬁéOasuunwmeumghrab@mmnadni@ﬂhbmuﬂ 15

T o L L

ny, abﬁmkmﬁivlmﬂh@@mmléﬁﬁ(mgnmﬁboMﬁyIQ@dﬁ&n&hﬁU&wﬂQ&xﬂ@O(ahnﬂﬂé&ﬂﬁﬂto about
150 f 150 to abou 75 .n about 175 bout 200 bout 200 to
Shout s dhvraddat 230 o Bt ued e 1 ERat S sBoe K Sbout TeE N 2bout
300 tQSEﬁmU@X):ﬁﬂ@eréﬂl}al Mhe&ﬁ@yg&ltw@D@H) 08 TG nu@dfidt pdYthokhiAb@GNP)ARP N,
or about 450 to about 50 I n some enbodi nents, Mg

2011/ ﬂ@q%%ﬁ@matwém g‘%@%@ﬁb@ﬁhﬁ@l% Ofﬂa@nvt?rals@éllon Oh e TdRiEd g¢NcHe

anDungmngbQ@ﬁggﬂgpgg&h&] u&gnp05|t|on (e.g., aunit dosage form is in the
range of about 5 ng to ab 500 ng, such as about 30 ng to about 300 ng or
about [8b13y t bumttizoprovikidd hnlgm dramsdwrds eittrodigRCEC in hiemdtyrrrblehmrp@ﬂcmhabf
paC|It XQ the n icle conposition IS ug g u

Poncerts SPEhC ot 1008 e SRR rbF ok e Sy 1% AGdlE00 o

about dhlrat@fistcs sadodd frén ﬂhetg@o@h@hilstﬁ@ dﬁ'gd) Rtyanaine U&lllﬂ.artcarcﬁbﬁmt (bJ. Qi ffegpnihl,

about 2 (o] ut 5 mg/m .
gl oD aC S B s SobPAREPHD el e o8P b out Cany
of 0. %ﬂﬁérm (e) cﬂxff&eﬂm ﬂﬂvels laf ﬁlrr[&/a@ih}ty 26 efdFntiaBlen@d ot gp66 @Qﬂl&‘ﬂerenﬁalmem 6
ng/m, 7 my/ ng/ M, 15 ng/n, ng/ ni |

30 ng/qﬂthyrméylﬁtﬁﬁmth%é KTS%)o(lﬁ&r fﬁrentlﬁbl%%q @&Pﬁ?ﬁ%klyaséfaﬁ%ﬁ%f%ﬁ’ﬁdﬁ]@@) of

paclit ed to,
e eacgﬁf&grggg%&gﬁf H%?é?@a%%&éﬂy%@}ﬁ%ﬁﬁﬁ%k tnhﬂ@otid@%%ﬁwrplﬁﬁﬁ (W%{?P‘%ﬁr‘?@% © 80
ng/ n2, Kigomuttings, (K@i fargytiaPmethgbtiogpir2oma@sregiph wf unkBelagd genes, 180 (hg/ n2, 175

gg/OrTQ #%@nt@% 61%3111}%%931{%%@@%& t%%gt ng@ﬁglng %é‘gm%ﬁ%g? %%Qn 8155&@ / Qfeﬁ%lggﬂ’
ng/ nP aHWUHﬂ.(ﬁ&&on‘g)bﬁﬂomcfonmmingtrmmqiartlcﬂm cumpiions pehizadi amdah albuireamcidiyposi t i on

|nclud l ess tha out f 350 ng/ n2, 300 ng/m 2, 250 ng/n2, 200
ng/m'ze %%Ver*?&}"i‘fﬁt fz‘gat}?ﬁif%e‘g frg/ n2, 90 ng/n2, 50 ng/n2, or 30 ng/ 2 of

pacl i tlexRd]. | ProyRI¥E hehas AN s tholie t@amgmsgtcmﬁ{pnmgeda) wcung an
adnlnlstratlon is less than about aC%Tof 25 ng/ nk, 22 18

[ nP
ng/ 2, indigidagi/haping NGy, wpereingtheip - Qolthg?fﬂ?Ofe {suchay 40 Ofio2 r%gf‘ rﬁzn% 8 8/ ne,
8 o/ @ 10, Ll 1”91/ @ Chﬁaé@'{sﬂgs seﬁc{églf% thér HE rcrgnsw%nggf {7% ugmgiﬂj dBulaPr 1 ng/ ng.

In some enbodi nénts, the effective a In the nanoparticle
conpogiatdinyma, §l)lde(fﬁ|f€Rﬂ@UleV¢15 aﬁ*gavcﬁfhnth@ﬁi‘él)l o mﬁemafr@@t’:lwb&%l{@ o about 5

e BB B 0B R T BBl ABeh Oy RRHYR B TR e AE, @

about df@pea, QVlabhftfﬁrerﬁﬁﬁlengé nPthyabiyise sbfﬁﬁlateo(mbmwhl) dﬁférdﬁgﬁlﬁ&vels&ﬁ(&ﬁha%O to

about 175 /[ n ab O.to bou 5
b KiRiod s PRRE et 2068 BRRbudISs e h Sk R iR b R e B
300 t q)oagkimphl&ﬁ@smgy (Bg,dlfﬁfrerﬁ-ltaDKfas Bbfadods, AP Uiffe AQBa T AHatidnbf pRAIROter
enbodi ments, the effective amunt_ of paclltaxel in the nanoparticle

conposFEiPhAl paoEFdHed gney aphEw) diffseentig) alpumis yetke end fYatmppsierinzdpdist 60

g/ N2, in &bRUAI tﬂ-lQQefe&e@- %Hteffgcﬁgle qg{oﬂgt of aRBMboslEMh &H{pﬁl@m abQiphrt B Mo/ N2, or
about 140 ny/nR2. [0164]In sonme enbodi nents of any o ? he above aspects, the
ef f ectqomrlamumht@fel fp}é@lrllat@xem adnitanefaeigpaouncite pé@wpmsbamctﬁgentncl udes at

| east t a /k 8. k 7.5
g/ kg, [6?@’1@ / E/%thof% are a % é)ngécged%e?e%{ kfgai%s%srrlgg {gfgétﬁ%&n in S?aq ?‘,Vét%n%}(;%f, wgb

ny/ kg, regpondrg/ tkcgtmeﬁﬁ)cdﬂgﬁmg BEessing kg oranoré GunigAkany off i, 8¢ 4,008, Brgbodioment s,
the effective anount of paclitaxel in the nanoparticle conposition includes
| ess than about any of 350 ng/kg, 300 ng/kg, 250 ng/kg, 200 ng/kg, 150

nmg/ kg, 100 ng/ kg, 50 ngy/ kg, 25 ngy/kg, 20 ng/kg, 10 ng/kg, 7.5 ng/kg, 6.5
ng/ kg, 5 ng/kg, 3.5 ng/kg, 2.5 ng/kg, ?6r 1 ng/kg of paclitaxel. WO

2011/ 123395PCT/ US2011/ 030209 [ 0165] Exenpl ary dosi ng frequencies for the
adm ni stration of the paclitaxel nanoparticle conpositions include, but are



[0166] I n sone enbodi nents, the dosing frequency is once every two days for

one tine, two tinmes, three tines, four tines, five tines, six tinmes, seven

times, eiwbt2otiw1ex®s nine tinmes, ten tinmes, and el even t iPOEAIS2010/03@20E

enbodi nments, the dosing frequency is once every two days for five tinmes. In

sorree dinents, . opartic ition is

o 2 B iR R e N gy Mgt PR Do Rl B s e Ry a

bet weenr@apth, & Aiffr&iia Bl @ofl G vaRinICA ¥ () adbeténtiieyetadf SPART (wher ei n t he
dose of paclltaxel at each adm nistration Is about 0.25 n%/rre t o about 250

ng/ n2,didgerital tpvels ohlynepiatearkesp e) diBerempl lepels abiror acidity, g Aifferensiablisyils of75

ng/ ng, 5 about
T B T TR Pt 8 TR P o

t he_ pastdctagedgirotaian Sk t(l)cih@eremmbbm ofi h@tﬁr@?dgom (bQHe nﬂenlglwmle(aweext ended
peri O n@fn%&d)ﬂgﬁ é%@ép?@ﬂfefeﬁ%l%gyﬁm ti éh@ dﬁ%rén%a%&ﬂ%la&& (ﬁﬂ)rtyrﬁ ISI'C%IOH SOnmeE

enbodi axe nanopar onposli t1on ni stere over a
peri 0cbfmimcatre]a&agtn@bmﬂt(l)aiu@era‘ftlalzalbfﬁmnéb,pte&e wheréin ofe oﬁnorﬂzﬁf thel, 12, 18, 24,

30, 36, 48, nont h 01 one enbodi nts t he dosage of
pacl i tcgﬁréfte’il?’ilcﬁ %@ﬁ&%&lf&ﬂ ipfligatg %H&‘l‘ ?‘ELWQQ © BEPIRVY e Hﬁad‘éle%tfa“% 00 ny/ nP
when gtedelﬁbnoasbrﬁpr&ey\@ ak cgediied Hﬂn@unt @f a So3p&di/ cathpfisiHE ha@@mﬁe}eg&ﬁnﬁmfgﬂ

50- 125 for exanpl e 50- ng/ n2) when given on a weekly schedul e.

For emﬁlﬁr\@el apdn %Paﬂmatanéfﬂ ﬁh%ffq%%emqn@%%%@en%besd agaht 125 mg/n2 (e.g.,
about il)i’ﬂ‘;] g/ ﬂ?&ddﬁfbn%@éﬁ@&' afe E&bﬁg&] h&em%f Henti nMn(W\/ltclbzﬁ%lthaN%]% hkel

[0169] CI her exenpl ary dosi ng schedul es for the adm nistration of pacli taxel
i n t hdopenopkp ticetinencempoisingjapn compdsiie comgrising ranepartitiendanetising, padlgaxehy/ ne,

q tR :
o altgtin, BHA 8 bbb ol (S Hee RSB 0P THras WP Y
2011/ 1233R3PECH, US2011¢,030209) vmctep,stl(.% o NS CBIC sfemared\ﬁmkme goiup 50nsiwihgBf

ekl f t
e vttt ST S ingt 05 AR T AR R SRRy s>
adm niFISPARIY (iP)Yisicehad 1e\{eQJo? thdmslﬁmcle nwpdirerntisl 16fclsaTyurdr dcligyabpve
aspects, the cunul ative dose. of taxel in the nano artl cul ate

conpostikfreniiak e ln pEerf0e i) ﬁ%ﬁeﬁ-‘ae%l 1%&6181 Admigpaigesynthgee 6t Sh ooy Hrestial 1100
g/ n le\ge?so(q S aggkma']sgggsoma(eﬁ%rotéiﬂ%ﬂg/(ﬁ? dlfﬁefjeﬁgalqg!s@ het%r%Q%d’s'Ef (LQ)H)]&OO

ng/ ng2, or ng/ n2. I n sonme enbodi ment he cumul ati ve dose of
pacl i tsshekd- nliC&ﬁOtlﬁep@ime@érsm (@Nﬂ’at(e) (bﬁﬁq@@@al ﬂﬁr@ﬁrfnvtgtmex(m&ﬁfqmm mgihylagén 1000

1900, it b ARGEEuhbbR T (st Snd o TRy MR b AR ™

enbodi thtemﬂsf;dlmhlmﬁrrgdjnv jodunale dhgratteasttee df NSCLéItsellecaa<$ trombbagroamyonsistione, (i)t wo,

[on72p st iG ek oo it Firer A el efle- e DR RlbeRiS P

i nf usiSPARIE, (Ivip@ifferential levels of hypoxia markers, (v) differential levels of tumor acidity, (vi)
differential levels of gp60, (vii) differential levels of thymidylate synthase (TS), (vii1) differential
levels of S phase kinase-associated protein (Skp2), (ix) differential loss of heterozygosity (1.OH) of
single-nucleotide polymorphism (SNP), (x) differential Kras mutations, (xi) differential methylation
of promoter region of tumor-related genes, and (xi1) differential albumin uptake.
[0119] Provided herein are also methods for marketing a combination therapy comprising a) a
composition comprising nanoparticles comprising paclitaxel and an albumin and b) a platinum-based
agent for use in a NSCLC individual subpopulation, the methods comprising informing a target
audience about the use of the combination therapy for treating the individual subpopulation
characterized by the individuals of such subpopulation having one or more (such as any of 1, 2, 3, 4,
5,6,7,8,9, 10, 11, or 12) characteristics of NSCLC selected from the group consisting of (1)
squamous cellular carcinoma, (ii) differential levels of caveolin-1 (CAV1), (ii1) differential levels of

SPARC, (iv) differential levels of hypoxia markers, (v) differential levels of tumor acidity, (vi)
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paclitaxel nanoparticle conmposition to an individual over an infusion tine
that is shorter than about 24 hours. For exanple, in sonme enbodi nents, the
pacl i t axeWoranoReaisi cl e conposition i s adm ni stered ovePCRUS20MO3020n peri od
of | ess than about any of 24 hours, 12 hours, 8 hours, 5 hours, 3 hours, 2

BN T N T O el g

M nut gsveld 57 kisRERs LR ipRREh 35k 2N €ix3 BRIt lodshE hplklzy oy basgoragent
(e.qg. carboplatln) i s between about any of AUC=1 to AUC=10, AUC=2 to AUC=8,

or AUCHRIG-BcRIEdEPolymoDsiE @NBddxhiifeisntial Kaastppatians ofididerenual malivatas ed
Ao, e P e o e el ary_dos! ng
fr equé[ﬂtZ(Hs f by sonfvenawdinminstaf aty ofthomethiods, @@Qﬂe@umom@edmagetms of &ISGLC

car oRRALAL. 21 86 ¥e, BYL 18NS, B0 hILLAG 8rngaLE I SYRLKGENR HRURe every
Wi t houtne bor ek, chhfmmeesmmncmfdeff@mxawqﬁd{ at lea)slnmao avredsrsz chzhﬁceelswee ksl;aa@ e @very
two weeks, or twoy out. of .three weeks. I.n sone enbqdi nents,

pl at i MG SRARYETLgEeh A oSt fPur enmpthart Rysies Rabient by ‘é?réBOfﬁBBﬂf‘Ct‘E)‘h%lé -&0kry 2
weeks,cxQipR, B%6Y cRbYEaKEs, (RONSCEVES YhafaceRkSby GRERnEMBI vl YEEKS.1 A0 once
every 8 weeks. I n sone embodi ment s, _t he i nterval s between each

adni nisgraaeys spluprearcanana; Ha porageRpodiRgn s thegN Holt ficchancisazddy differggiith, 20
days, 1dRis HFYSy- 11 ugf'i\)ﬁs ceil@lafj@:a)f&norﬁg aQ@Mfffere:l'l&alq@\ye% of%Q’A(i@’SIn sgmdays, 8
days, 7 days, 6 days, 5 days, 4 days, 2 days, or 1 day. In sone
enbodKmﬁwﬂyﬁmﬁhéemﬁKgﬂbakbeé@W@éhYéé&hﬂ@@hkﬁﬂS@HéﬁVdnﬂamewnbﬁ@ubhan about
any of t 8 nont hs,
or” 15 afehTRE Bkt Wsorbe AR, 3 oIty RO maRe B A dime

s chedulnghodinensotie l\éiﬁimﬁisrcrhmaenztehby ins@ravahs &mmﬂmeatrcmamh (abjdmfﬁateatmlaéxielm is

ol at | LA G (8 Sl ohi S PG E g B TP ABE L3 e about

AUC=6 ({sditBreagal adelstof anlyor@ledﬁgd%ﬂ dlf&'{:@’ﬁal le NS0, (91i) dlff@entlal levels of

2011/ 123395PCT/ US2011/ 030209 AUC= when glven on a 3 week schedule or
AUC=2 (pymidpislsesypibiessd 105 (6 R) %léferéa%%}tlf*«vawf §tphaggdsinnse-agsesiated proesioy (Sp2h Fixhuc=6)
when  gjiN§Bn @I ARs E)Ii’l{e?é?oz?rfui&m@f(LbPH bf %ﬁg n§@l@(§{ﬂfélp‘3lyn1:0%h1§ff gmli)e(x hfterpRUNt of
paclitaxel is about 0 about 12 g., about on a
week| yKigg natitibes, (ja) ¢iferenead kneyhmtmh@ﬁproalomré%ton ¢fﬁu1§@wlaéthgﬁa¢ &) t he
dosage based agent (e.g. carboplatin) can be between about
AUC=2 dt“%e‘%t ?lBk%@—lg}ﬂ{%uch as about any of AUC=2, AUC=3, AUC=4.5, or AUC=6)
on a \@tXlly s&hedegmu@O&%ﬁ$fmﬁnmaMMMammwmbevﬂemhdbyﬁboﬂmamm:ﬂﬁknmﬁm

Fout o Brer et rapicbRe G BpraPlRn b aleah SATHRl St AN The T 57T

pacl i tjpxzd] namppaitfeicatia 1@@[§pﬁ$1ygp&msnﬁﬁ@l/sﬂfayuaeev@l:@bﬂ Bﬁrfblb@(%ﬁ“@eagent (e.g.
carboplatln) can be adm nistered to an individual as_ human) via

var i oulffererftadlevels REHUGH wglifferetiableglp petll-2. @&W@h@ﬁgrenﬁlﬂtk‘rvalsyf flidferepiated
|ntraQ§ﬁﬁ%paﬁg&ho&m;g RULIMAAL Y ( Dg@qb i nhal ation, intravesicular,

i ntranuscul ar, |ntra)?}achea subcut aneous, intraocular, intrathecal,

t r ansrit2¥dal , ImwmhdwmmmmmmmameOhﬁosmnmctmb@dm%@mo%NS@h@tamp@ﬁsdﬁﬁﬁmﬁwous
rel ease | i t.ax arti 03| and/ or the
R T s I M e G A
nanopaipkdgalaeddospesil hggessandimerst Sve Poltat dt AL bas@ﬂe;ageﬁbci(ea 09s5eBr1apl at i n)

is adnmnister ravenoysl | n.sone I ments, pac

o nap EEn SHABOLRT S ot RIS TR Ba i ks v ke SEARE SR 287 )
are admifd §i®EBErathmaXaf0UshNee Jfith 1 @baRt aBNL$ sebRRAPGE istppodRbed
nanoparticl e conposition and/or the pla tlnun}based agent (e.g. carboplatin)

i s adritHesmigraes 348 kBporARAGH becagise! elserdiaventls sompempedimpitax el

nano pacﬁltférgllltﬁll fQ8R ?ssdegérﬁ)ﬁheﬁ 'ﬂg(uﬁfor hgb%e FHO%AIQHmeQﬂ]%@&lt A& tu(n%r Gorifid ru@é?fé' atin)
is admnistered intraarterially. I'n sone enmbodinents, the paclitaxe
nanopahﬁﬂ¢®snébmpmgrpmumm@h@w@dbmm%OQWathmnnnba@ednag@nme@e%gm&@arboplat|n)
is adm I L odi nents, the paclitaxel
nanoparp¥%*§1§%ﬁ%g%} ?%%]éﬁgf (%% lﬁ@?ﬁ%ﬁ}'ased agent (e.g. carboplatin)
is adm ni stered by inhalation. [0176]In sonme enbodi ments, the paclitaxel
nanoparticle conmposition and the plati num based agent (e.g. carboplatin)
are adm ni stered sinmultaneously. Wien the drugs are adm ni stered

si mul taneously, the paclitaxel in the nanoparticles and the plati num based
agent contained in the same conpositiéh (e.g., a conposition conprising
bot h the nanoparticles and the plati numbased agent) or in separate
conp05|t|ons (e g., t he nanopartlcles are contalned |n one conp05|t|on and

o oy . oy



[0178] I n sonme enbodi nents, the adm nistration of the paclitaxel
nanoparticle conposition and the plati numbased agent (e.g. carboplatin)
are concuwpent1/128396., the adm ni stration period of the mamapsasiioad2e9
conposition and that of the pI ati num based agent (e.g. carboplatin) overlap

W th other. In so d|rre paclitaxel nanopartic
corrpoiﬁi?‘g S HTCHIBE O GRY G 0 g 3%3 ﬁgfeewaﬁle(fﬂ%?reéﬁfaw@ Ingpmpleast
any ofisdue, ;%@mfa[ ti$uENGARED toRAl MmdrOndriiR] @dnd Mmikat b akiu @n&for pBEpHREAbijOUM based
agent. In sone enbodinents, the platinum based agent (e.g. carboplatin) is
adm nilsmphesgtes.or at | east any of one, two, three, or four weeks. In sone
enbodi m t wal ke b RAN t sition
and tf{ ati nﬁﬁgegeq‘ Ei%geﬁ) ?%re%al g%d’gﬁg‘% ﬂOn(’ag&g%e m?i!t%?g)tde g{l&g out the
sane tnunhlc(afcmlrseeumnq) Ingethyhitioh |statmylegme0hhetmyla@qn 81 préd¢ludhion 6f themudleidayid) . | n
some qnbodl aeaLs t}%ege ad[ﬂe S[”atré Q5. . 26ach byt a%'néﬁ%’s‘% napopartlcl e
conpositon - and™ agént fl Carpoprat FRYAre & i nat ed
at athlilferEﬂitBﬂ@aﬂiﬁeisb(ﬂT@eI(efrm’y &Xﬁﬂﬁﬂx@reswdt(hﬂgﬂ eﬁlﬁyssﬁ)lﬁﬁomfnd&r expresskd (Bbw 5, 6, or
7 days) réorre enbodi nents, the adm nistration oI t he {)I ati num based
agent ee‘ereasw 4 bYpPAEd RYNCORESHARL Vo6 "B ST 68t cBbb gt e RAs Bhe of 1, 2,

populftiion] or Kith I ink@nal kdatrdd! InkemBeRAbOE e RS ditBRntifNAtdat ARQbrafs t he
adm ni sFratl on of the paclitaxel nanoparticle conposition. In sone

embodititesit 30 ke Zatifines SOrtrgsoh0 gmes.HE tsreat Intmssbas kil tigges higheethgn the
carb Omxﬂ%ekﬂgn le¥el 'd@ﬂe&tk@}nec{jco@ltrglegam% Ofn s%ﬁﬁrgﬁ{b%dﬁﬁetngr th@la%elﬁlg¥18 gﬁ&t Qﬁy ¥ 2

3, 4, 5 the initiation o
adnmi nils tnaltes @rﬁ) tohest hé tipwel3.Q axed, Shdmagpatt lilmt%S@cmpes;)r 1 ®rmed lnwsiotlren the
e T530d O ST SLA PO oL P RRRPG L g ¢ o

term n:atleduahe ahttard dx@res@devHerawlendin aS:Oﬂitﬁ)l edbodiaretjirsssed WBeradxpredssd inat i ons
of the E % axel nanoparticle conposition and the plati numbased agent
(e.qg. fr flatin) are initiated at about the sane time and the

adm nifgi26t i omh Rinetdnghont n@etntsnéb(ﬁré%@%ﬁ%vegﬁ QétefSndt b}ﬁlﬁéa%ﬂ%ga&b BprERhilAReS
(for exanple for about any one of 1, 3, 4 9, 10, 11, or 12
nmont h<of ageReef iptgeest faf ariziven P%anoptlheomlﬁﬁeﬁﬁ@mgaﬁq wedio eWSI@&@V?k of et
nanop [ t he
S A L T S S RN e U b TR A
car bophatidipn sxpogrsian labbiat the tgeves @necnt popildiod. Kdiexaupte.nf it capresondévet hie

D L) UTRDAPL ADED el iyt pFR0RL YR b Be bt Lt Bl SSResOPL AR
initi qjanan pOf)ulhthﬁa mdmaueﬂtls adteratincdfto hbhe pgcdxpkasieh onda gmrdﬂnﬁéxest

conposj t 79]1n sone e di nents, m.nistration of t

pacl it ‘F"“P{ o‘%&PﬁXB‘i"’é“?fb‘ﬁbng?? POl Oé‘IHHefFﬁZO&}}q%PP%‘GH?%&E’é etﬁﬂ‘éﬁ?f ey.

car bopeiw fh) nRtiRn RRPreHEYMALNA 8Nthe pli@ht FIFAMALE, thit PaGAHIR RIEBARCIR MaSe 1dwne

adm ni stration of the paclitaxel nanoCPartl cle conposition is term nated

bef or €Xplsesign eltthhgne whudsdeshdd seme enpodipghthdbs tnglppatieat lag MSGLSt BYddlE 1 n some
e”b()d:olﬂﬁ &IQ%nacﬁ)@é ﬁBt%B&@ctahQéi' 4., &oﬂﬁal?'lﬁ‘%&rﬂé’%@&ﬁﬁ&t@%ngﬁ@ &rent has

car bopl at | I's term nated before the paclitaxel nanoparticl@®e %On’pOSItIOI’I
is ad mnmhet@@&@hl typhef NSk Clewi sthabwusedicardiesen) angtha patiand nepwlationthas a

eoks. B0 A0 AR OB A st e bRnE] e SRRy B BRGREM, 1

pl at i nndizgsadntapgpuibtidnchage theaahe pis@ldgidal ganobESChE (sansuamod deller ent fr om
that of the paclitaxel nanoparticle conposition. The dosing frequency of

t he pa@lf91°¢1 - cont ai ni ng nanoparticle conposition and the plati num based
agent [0e279. cabbhaplial hR)mdRy, Be sadple 5 LphieN@hmpReos@MIHANOfunidd @sdub eat ment ,
based on the judgnent of the adm nistering physician. en adm ni stered
separ dEPY tspisadmgentiiq %WUHW&H’@EH@IMS&C@IS&‘% hpEad fimer oapdipheral Biped i num based
agent 1§I%8 c Feélrst%%h@ﬁdcmc &P sl M bs tA&EiR MR LaMe ARIhDGk S gg}uency

or inter For "exanpl e, the paclitaxel nanopartlcle conposition can be
adn1nusﬂenedwmeERDQamﬁmmtébtﬁempmaawﬁUﬂnbh@bUTagehig@éxglmméwbbph@ﬂbm) can
be adm n r r al ned
cont i a6 R Peaib R s’ SRHTRLH: 158 R PEr e SE BN S P L or
t he plhairionskimnbased agent may be used. Vari ous fornulatlons and devi ces for
achi eving sustained rel ease are known in the art. A conbination of the
adm ni stration configurations described herein can also be used. [0181]In
sone enbodi nents, the dosage of paclitaxel in nanoparticle conposition is
bet ween about 50 to about 125 ng/nR2 ad8l the dosage of platinum based agent
(e.g. carboplatin) is between about AUC=2 to about AUC=6. In sone
enbodlnents t he dosage of paclltaxel |n nanopartlcle conp05|t|on |s

o o, e~ o o, A~ o o I Y 1



adm ni stered so as to allow reduction of the normal dose of the drug in the
nanoparticle conposition required to effect the sane degree of treatnent by
at | east wbaotv@sspsof 5% 10% 20% 30% 50% 60% 70% PBOAGS2008%0209 noTr e.
I n sone enbodi nents, enough paclitaxel in the nanoparticle conposition is
adm ni ed so as t |l ow reduction of the normal dose of . the .

plati Tikse %)S@r%n%@ Ingenise e HIG CRPIFS di 4188 Ay MBI CBREIN RN S ERE I Yegr ee
of traaid@iio BYedtd. [€ashe @RVAmEHN t}i?:fme_'if’/@d b s&Ulerd g BN ®0 Wovels @Yo

80% 90% or nore. [0184]1n sone enbodiments, the dose of both paclitaxel

i n t heithahepelingly|tee @ fithipaprdisetiqntiee ptae Pmlimiterhioaenuigieisolaion didhfuced as
COW&F%Qe&c%&B‘?a]%HMt%%HQ ing normal dose of each when admi nistered al one.
In so enboél ments, both paclitaxel in the nanoparticle conposition and

t he pllA12Hum bhsehetigdnto ideitperprersondevels aat nca lisulod he tlepediniqog that B.used
reduced, | ..Jn so di nent th ose of the Q icle .
Comody 1S ah P RE TP T AT ALt g SRR R G PRI RSV Se&rtsimn ¢ ne
est abllewinad thegdnaumntedsst Candt@seabiMED)Methals fexaemphtng ddne edassionfant/be
nanopajticle conpositiaon and/ aor the plati numbased, agent is. |ess than about
50% &%%m@a%seg&)&e@a*d%s@}aoafo?m]@ snf 6&3\@}1&&0\%% & g inefies bt Uy of

the majohpgsied toh BnifiBidI6sE] Bééﬁ;tshﬁfcléamﬁhlﬁ@@timm,Sioftﬁéﬂn%llbtmn am effective
amount of an anti-angi ogeni c agent. 1n sone enbodinents, the '

ant i - dngridgeinnclbigentevicse baysePiremmymeas (¢ham Reacdon dorBFRhiRsal byl ate. In
sone gihadli - - = v aC one
enbodi nent sr frlg%t }%melg%g%(??%prgggn%lu%ggéyfc ¢ %‘ggggngﬁ u‘%&:ﬁ ’dt])jeldfij H\/\ggcr:]mgrgafjt 5 ny/ kg
and abobtiditBiongk lggne dhip @elyeisewboditive plogingt freiabAhdyts ofGamdixptesadn
bevaci i,S..ah of 5 mo/kg,. 7, K 10 nu/ k or.15 g.
{0136 SATE Y Rl B Y 8 ude SRl Priad 0 RL AR Pl SR BB i
can beDiugedic fioecdnagbimatd npdrenapiy sitedhadly upes dssubediber Eixed amyorbe

perforned alone or. in conjupction with anather therapy, such as
e henpt FEFRSY PATGTRsPF SRATE FBPOTSIS? GBF5CORBY mone ¢ her apy. geno. t her apy.

I MUNqHsgIaPY A nfNEER{AHY POl R @RMes RERASInSeuRIds Sidh-RPERA b ARhARMification
cryot herapy, ultrasound therapy, |ocal ablative therapy, radio reguency

abl at i (@hligheshapyreagiont Ifdhandi apliHeatpynetkads. Theee mithads dagkpaynoad|wigely o

per so VL i i %ﬁg_& ,glgﬁé/ I eat ment s
toin ﬁ)ir%i'{]]t&dcq)l{ril tgen%;' gl?éﬁigfag;ﬁ%(ﬂgﬁg evg 5% %’E?bég;& Pntn e di eas%. ﬁff%li%@] \%V{llﬁzgrre
enmbodioweptissd dfite seqiiavtspeeibe hgmidoftiohe padrs tospedifingmopaithingl BN doappksi ti on

and the platinu ased agent . (e. 9. carbopl.atin) are caoncurr.ent wth

o at Dol ARS8 AR o gl RBA P e BB R St e

adm nidehatatationudig 4 DA ApEdyhérascehndnGinopaeding the POBRNOicts fona bandad dieniostar ed
concurrent. Wwth radiatiqn thera e.g..thoracic radiation). Radiation
cont eﬁﬁea_@éﬂdpfﬂﬂé%}l%d@%@@8@&?@5%’8 ‘_(&%%\ﬁ‘ﬁ}eét, G AR M R
and thﬁitid@icsre&tflmyn@eﬂzmmr Ye. @hch RIQ iSPLARESIyIdRsibAME bE BbhSlemEXthETo EhMs  Of
DNA damaglgg actors are al so contenpl ated such as m crowaves and W

i rradisHenbel thy gengmiGlogwrie bppmatildyl Radi ati on may be given in a single dose
or i n [0Y¥1201%( 123398 PETAYSR A AFQ2A9 PRRSE! L fin@lia AR di1aA0SE DR u
dose- flpggcat]i ona?al% scﬁeﬁ%ﬁg. T eoarmung g%{ ra |ati9folﬁ ggvntlgrrp] ated herein

r angeso imphiyasbquences ftam abautuld@nGegianred prdierayly foorplanangyy &, ambloybridiet o
abouj[ ssgdifi(?alﬂ(})/ (gseloer}cgs 2 l%fljel'lttar %P reg nofin 1%bf?lf|1}<m%9 %n’s. &Qﬁei& g}:iglse ql%t?(:ees may be
appliedin‘a r 3ct i one regiare. For exanp"‘l e, -t Fegine nay conpri se

f r act ienated by adpliictiah nEd9 e seq@bnc2d GrectiPos Agrativanghs ahplifiddadieinsgt)angs vary

wi dely, and depends on the half-life of the isotope and the strength and
type OF GUdf BPYIOR SEFETadly iy ABiod et (_ﬂéﬁﬁf @91“?%&@? SRAPEET BRRY Tbe

per f ordipghicRa@pafiific@ WnomRREtHhend3} khéwdeinl Bhgc by ei ther 3D conformal or
i ntensity-nmodul ated techni ques. In sonme enbodi ments, the dosage of

pacl i tl8%3}] nahbardndiodingsirpd sny plohe mstheds hsein, Bipagthodpreay)f in@ mepseBllat 60
ng/ n2 . . ; i ent .. (;e.g.
car boer(g}tclg(r)l lnﬁgmgggfl%éerﬁ a }éélf{(’fg%%{sgg? g A%%)E%)g%g&téﬂ.’ ?%%%%)&q)&eﬂ%k?&?&and t he
dosageegbnichgatde ilseasadn@tdsonr ¢lendagomelgmrogboun RS styiaboewincd@sq @.efpnga@iout
33) fractions by either 3 onfornal of.intensity-nmdul.ated.techni gue
concur P vl SuTeEl it Rt s B b A FREL L TR S b REDT YR

i sot opreyidthdyiasmdas@eblavydubitoncio njnugaize dr tddenct af disdakagr Agasd progusionas a

t herapeutic anti body, which carries the radionucleotide to the target

ti ssue. Suitable radioactive isotopes include, but are not limted to,
astatine21l, "Carbon, 51chromum h ,-,u, 36chlorine, 57iron, 58cobalt,
copper 67, 152gal liunb7, 3hydrogen, i od? nel23, iodinel3l, indium, 59ion,
32phosphorus, rheniunl86, 75sel enium 35sul phur, technicium®9m and/or
yttriund9.



Nanoparticl e Conpositions [0189] The nanoparticle conpositions described
herein conpri se nanoparticles conprising (in various enbodi nents consi sting
essent i alwg 20f1)12p36| i t axel (or docetaxel) and an al bum mRCfaisedt1a302human
serum al bum n). Nanoparticles of poorly water soluble drugs (such as
paclitaxeL) have been gjsclose lig, f or. exanplﬁ, U..S. Egt. hbs.f5,916,596;
6, 506, A08 ECHPGS B EE I CHEP B HE0C 4HEAST, BTEST 85 ANEHUAT SoPTPECHIY 198at . Pub.
Nos. 2086V 3AFd34 or abbaa0R 6 SREAGIRivI Tl sfiat enboddpphth, GalcbQRbNRAG137148,
each of which is incorggrated by reference in their entirety. Althou?h t he

descr i (preludineder eirmplall est abautian st ¥We 40EmPpsi 10% Y % Shr psieg) cel

pacl i tlﬁ‘élﬁtpati&h% ISP @S8R RALERhQ, NARAPALL Rﬂfﬁgiﬁ&ﬁﬁ?ﬁ’gf&r E%l&%ﬁpisi si ng
docetaxel . [0190]1n sonme enbodi nents, the conposition conprises

nanopabpitging of W B0in 48%e PGP, §98a0di ankl0&r) nftastrsisgy whibeed. thinspmabout
1000 AP . . , 1.£00,
L0 a0 BP0 e R R 290, 0

mean dianedigris raificddhe laastrabpariDicliredudig fooegunght @ leastwnutang ot 2@RB09M | n

o oot SO C AT ABUACAD6T At T Sl erpbh Hence e bk ol ans ot Pheson © "

di anmetfeieSulival BeanaRo@ardrilct,ess4i 5 60D, Yo EAL, €1, dr 2R cabOIH sok{2QnibFRlinidAtsS BEE
enbodi ments, the average or nean dianeter of the nanoparticles is about 20
to abdbtthorbolongs tha Pegiresighberiuraml ©f thefddinidag! by st 5pst apap! ldatrédt &r6df 8t he
nanopay tij cl1e$2 11§, 32aUtiort 1§ QorRPAHE0dA%h ) Me thélh 10800@d kieRLSof he
nanoparticles are sterile-filterable. W) 2011/123395PCT/ US2011/030209

[ 0191]in¢ivislaphdyapisedtiapent b 2, 3.He Sriadopak 19.cllleE2.ilg. erRd neamiposi ti on descri bed

her ei e a r ' r 1 . L hcl udi ng
For ed0hotlc i SHELRERRHAITHERy Bl ub hehaehettipg ey AR kPR jBhohE5) 10
130, XpalitybiQfe. 100, 90, 80, 70, or 60 nm In sone enbodi nents, at | east
about % (for,exanpl e at. | east.. apout any one of. 60% 7Q9 %.., 909 5%
or oodlah ' naneinBRirtn o8 Phi ERE 1 shbiu PieReialabes Gt ommoR ksl

gr eat ahayt JaamnaRQUll c20RomaY;.d Npldeethald chomoX R IRbECMRaiRalaCidchbarciaheut any
one of 190, 180, 170, 160, 150, 2140, 130, 120, 110, 100, 90, 80, 70, or 60
nm | RISETEUASHS GRIFBANS, CAERinqmeas S hIRAMOTBIBLS P pMaleafpiaEroalque SSealfy one
of 60%?310?19)% tu%%or QQ?%yggﬁ%d é%fcir%%%. Irpgon{eké%l%aﬂl%%rthé ﬁb@EC!ipscquﬁoﬁsoﬁmos' tion
fall wthin the range of” about 20 to about 400 nm 1 ncluding for exanple

about caginommaa bowme2otodmentshda tsquatoues cebaodin@eois papillaty odiear 3611, smal bellitor 180
f d about
o 2. 052 PRBH R Q3RS s TRn RO 1R TR 2Ry and abo

gr oupsademgtrco@mafiogainadi mpdlaryd Brobdridisal védlarsarminoantiedi, memhsinas, heasiusabout
5@6(inolqgin& for exanple at |east abOUtlfﬁﬁ 0Q§-0f 10% . 15% .20% .25%
300 4095 BYSTOBGE NoHSCHYS T BECEERR A ol WBS A BRI PRE AR IPLT i ¢l e
por t i alde@fcatch®nearmosgixtd abiges vdlloEStiendi@el fefaDideasar@h@nd hsmbudeenbiihr ough
one or nore disulfide bonds). [0193]In, sone enbodi nents, the nanoparticles
conpr i8NGS FEiomaxBRCIBRsCEHadFnPFRI RO EY BigRFIHIng@dgnocaginnla. A&t bunin). In

some epbQdhRRRES, InlsBfe CRPBARIchisOfe ﬁ?éwe?l%%%irﬁ%lig fafot&leninBuBiddcp@nopar ticl e

and non-nanoparticle fornms, wherein at |east about any one of 50% 60%

70% 8Bgnoggysordgged laigegglmefrogndetinearisinomy, basalowapsdrima, bimphpepithalioma-
: | . o P ol
Const 1t Sk Foh @ Thyrib SRR REHE A R G BEBT Bl B G OB ks o o0ve

of t hemtedmparst ihelcasinbynawaihgiitomdrphis,caromatonl] bnendos)atdul elemano paratdicdnes have
a non-pglymeric nmatrix. In s nbodi nent.s,. the nanoparticles conprise a
cor o SRR Sl onliiets ot ORGeBRTR TS iou s D r EP R s R AT s (sucn
as polpumsiagy bradismX )In s¢fd SfbddimssehcrhoghiniesTtsalivaiNela6OPpess ti on conpri ses
al bumin in both nangparticle and non- nanoparticle portions of the
conposPYgosriderniioit @rginoa prederoid syt CHrPoBRe of 50% 60% 70% 80% 90%

95% qp153% Ofrnd RECRLRI TR Pof Re R BLEONRAR nlay BB af b&ulMuMO) 2 BAROPAMIidrCd
portion of the conp03|t|08aﬂ&§%95]ln sonme éenbodi ments, the weight ratio of
. ristage

al bumistage $ trpragiageuned 1 sl B (Bh&0, M0)), a stage II tumor (stage IIA (T1, N1,
MO) and stage 1IB (T2, N1, M0)), a stage IIIA tumor (T1, N2, MO, T2, N2, MO, T3, N1, MO, or T3,

N2, M0), a stage I1IB tumor (Any T, N3, MO orT4, any N, MO0), or a stage IV tumor (Any T, any N,
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paclitaxel in the nanoparticle conposition is about 18:1 or |ess, such as
about 15:1 or less, for exanple about 10:1 or less. In sone enbodi nents,

t he wei ghworatvia3ws al bum n (such as hunman serum al bum mTarsdopasd2ng axel in
the conposition falls within the range of any one of about 1:1 to about
18:1, out 2:1 to about 15: aboyt 3:1 t out 1 bout 1 to about
15 1" BP° st bR iunsany 2o Rethediet GulEa i SCL RS ReY HEE 1 ot Lo of
al bumns@nd ﬂ@aﬁiﬂldt&s@aaeleom ?ﬁnﬂ@iNS@L@la@lkrﬁhce@NtSCQE Qicamyh@w@mmm@n is
about any one of 1: 4, 1:5, 1.6, 1.7, 1:8, 1. 10, 1:11, 1:12,
1: 13, metasaueNS(F.C, é\‘SqIé‘sgl reMSIOBrAS FeHBHI N TGS In porae %b@wve%tﬂﬂeoN%@L@ he

al bum191&§1%9ré%@ctmér%bah%@L%%éét%%?éﬁggcgﬁl%()ll/ 030209 serum al bum n) and

paclitaxel 1 n the conposition is any one of the follow ng: about 1:1 to
about [0836], albbumethods providisblrtrein Bray be phrotitedlin in adjuednosattinig? Imsonmbout 1: 1 to

:ggﬂt Q]Pl f%limekr)lps tﬂt Ine_ILhodtlg) g%?t?ctehén inéoa@%%%ntt iélt_ul_l L 2 %1 %?etﬂ?%inay lg: c%%J ef OTEL

about béfdke thalpiutaryldetinitiveaboapy. Bi sbmeatiotlindents, the naddoxdtis @ed fo o¢atabout 1: 1 to

about .1:.1. I n so nmbodi nts, e nan ticle co tion
conpr 11 SUgHa g o B RGTy PR (60 Sl HE PP S0y BF PO HERGATE of es

descr ikedwhfhedMind®iiuRey iy @S @bt pre Aol yeén il IabdinerisddeicRs tem@hed iszed
conposition) or suspended in a bioconpatible nmedium Suitable bioconpatible

medi a Yspbisutiést lblt?tth%rﬂéy Abtonq gppkodinens, thgapedhod ipygedas éée%za@r@% derplli a,

sal i nqo1pHT f efednRhiidBim ARl ARALE e RIUIHLBL ElcRht AN QhopBOLien act dS,
optlona y bu ered solutions proteins, optionally buffered solutions of
sugaryommpﬁhgnakmyﬁbhﬁﬁameuﬂgnknmﬁnﬂgn®anMbmamﬂﬂsha@bmhmnahhyabuﬁméred

sol uti gns .of | i i,ning emil sions Lhe like.
[ ono) RS e LR PRATE S b L Eaf RO P 3 B Qb

conpri as/emgdnpuracﬂe sleds ummahhmmnclet-lmrh@c@ﬁ;msruioa lidonengroaté ) abost ZOOhmghhg/h as

sol ubl.e gl obul ar in of 5K and consists o ds HSA i s
the oSt B ad08 shecaran ﬁ%ﬁ‘gmﬁ?tés‘ﬁﬁc%ﬁﬁ’s’él@%ﬂﬁ%“f NP ATuBEh e or 1

col | oi (@ pASERI®)CINO S HbBdiefend WRB BorRpREIMR is thE @Ja&?ama@a; (/%r&ﬁ(ﬂb@ﬁ ¢@sdthe HSA
contains a total of 17 disul phide bridges, one free thiol (Cys 34 and a

si ngl eMhogineashhs nemmﬂgkwmppﬁtl?@mbﬁglaw -Brseqiagens Brvgtsy BiLinGce lrskon

|nd|ch§g % gctbe prevention and treatnent of hypovolunm c shock (see, e.g.,
237, 355-360, 460-463, (1977)) and Houser et al., Surgery,

Gynecdﬂbyﬁ ath@b@némﬁﬂagmnbﬁﬂsa&@kmSKE)Dmgemwﬁnamﬁnhnmemﬁiumﬂﬁ$dmNAMtr1

exgh?‘n ent f anscilgrsllggp@nlts tr; %r;[sscr:]r?ptt %?Fg@egs?cglmeﬂtg‘)[l}%ﬁlgsgu& Base égéﬂ%%bcla é)gia?n €

( 1980)c)sp1aﬁhh@roxa]hﬂﬂum hisscdfese nthoid inedip, &ie@ﬂhtmamcms@lsagbmus aebqﬂﬂtmmﬁobmm n. Use

of such n nhuna s coul d be opriate, for exanple, in the context
of us&¥P WW@?e&EQEﬁB@Wtagﬁfgpﬁlﬁﬂﬁzﬁﬁhan manmal s, such as the veterinary

(i ncl ydinyg dOﬂpﬁhkﬁmﬂ%hﬁnﬁ&dm@gﬂkﬁukbﬁk@%uﬁﬂﬂhﬁ%&%mh&@&ﬁ&hﬁM@&ﬁn Fdis

albunln (HSA) has nultlgue hydrog?oblc binding sites (a total of elght for

fatty QBPHsNg arclisrabenbudbymiganeetyeenabayt 4ra abays d25 medn’ e bsevese pbayf 50

t axan ., ne m@3 pga 2 G d npounds

(Goo dQ§ﬁhﬁ§@%fb@h#ﬁggpﬁgr colrggglcal%g\é]g%h¥1 Pq%%§r§€2ﬁ¥|2n9® (H$gd,

MG awdieftive anemniveitke 1@13_@9@) pased wnhls@ht\wﬁﬁ rut WUSi=Rdp plpus AMLES-0Hage been

pr opo i St I e..hi e ngated

hydroﬁ§€%|%f%§§%g?§h§nt Orﬁar g ﬁ%?%%Fgﬁ%mggaﬁ%?%%mPgégﬁnég%gar t he

s u r f aaﬁmﬁﬁmbn &Edﬂﬂi}ﬁislrigmaﬂ@aﬁtcﬂ@(ﬁbﬁﬁ?fiimg)pdcﬂltaielfemﬂ tpadltsumih ns@anndmfsteﬁtzlw@esly( see,
Bi ochem. Ph

: 687- 2 8a

I\/bd ﬁﬁ‘ﬁhh e?@étw%ﬂ?@?“gb"“ "‘9@19‘)‘““@(3%?5 h@@ﬁmlrwae R)ée& aﬁf%Wee}és fﬂﬁ‘ime 131 40
( 1990)e:mlﬂdfnﬁe)ﬁtse€he%ffeetlvuaﬁnoulﬁtdf Uﬁ:tcon@bﬁhon comprRdbndRofadiR98)compHgh® et al.
Pr ot ei n. (g 12, 439-46 (1999), et al., Nature, 358, 209-15 (1996),
and Carelpxepndhe albpayn is prginsiered @ﬁ@%{ andglge efi@@ﬂ%@l{ﬂi9@@)3)platlpalethaﬁealxe| has
been M3s :chhlmsfégedh%ki B8onfR-cthbodifals, G efkctive BHbuncdf (I BFREMion 268(7) ,
2187-91 (200a)) WO 20 1/123395PCT/U82011/030209 [ 0200] The al bum n (such
as hurmempseing naraipbmmemommsmga)acbtmgnd thoplbyenesdkiwees ebang §0 gsabauiciBdr i er
for LA BBl CucctdABALPUTLL abDE PATRASLLL B ASER PRELLLHEL mor e

readi I'y>suspen e I'n-an aqueous i'um or S mal nt e suspension
as con@ﬁ@eﬁunmomnNﬁdsﬁhmnmsumaimmeamﬂysﬁﬂgwamsahBMﬁemnhimm&neam:aﬁmuﬁ:the
use of toxic solvents (or surfactants) for solubilizing paclitaxel, and
t hereby can reduce one or nore side effects of adm nistration of paclitaxel

into an individual (such 2



as a human). Thus, in sone enbodi ments, the conposition described herein is
substantially free (such as free) of surfactants, such as Crenophor

(i ncl udi fyoGoampdssr EL(r) (BASF)). In sonme enbodi ment s pCThus2manapasticl e
conposition is substantially free (such as free) of surfactants. A

conposi tion substantlall free of .Crenophor |aJI free of
oyl o A TRTE SRt AT PR A AR AR e i Al A Ol

not sWefvdeh@bbut 40 (£ HbSE1 BB/ a0MInSst& ARy afattﬁeéffécﬂvaﬁtnbemheual when
t he nanopartlcle conposition is admnistered to the individual. In sone

enmbodi ke basebagsais atvestatoue AHE 53 e 1hont ADRESiABINisered yrgkly-dBsRIEE any one
of Zo%n%éfﬁiengso%é e?fecr%l@: aélé‘ﬁnt%f %@coﬁfpoéﬂ/&{)&gﬂﬂisﬁl Stlghéﬁﬁmcle@, rco§1Hf1§1§§t ant.
[ 0201] The anpunt of albumn in the conp05|t|on gescrlbed herein Will vary
dependianlfax awt the plbooarpis nkeitd 00 metieadoumiporsidtweskly ang thewhfecterbodunteriths, t he
co rrposﬂl&dn%ﬁl (S’QEF 1 eﬁ 83 a@(ﬂlt %‘d&“ %I a@ln{nﬂstglgd %HP&%& P%E vdegkssﬂtr sfohl%le%tbﬁlth%
st abi I'i ze é& I'n an aqueous suspensi on, Potntof
a stabheaﬁmhkmmdahnsﬂ&pemayunmmsnnmnasgamﬁmahbbsaump&n@umthﬁﬂanddm
nanoparticle nbod umn is moun
eaun albinin bR RO st avebp ekt e ot S 08 e PR e For
parti clgentGoaiodi AUNG4 <5caﬂﬁﬁxssttﬂe@ Bfice dvB§ (RI¥DWRtksOfn sohie calbbdimctsalhs effeieipends on
the si ze and, density of nanoparticles of paclitaxe]. LOZOZ ] Pacl i taxel is

" st abidnosage! ttl%C%ﬁ*POé’éfG’é6?I§Pféﬁlt§?|o‘eaﬁ§1i’96‘ﬁdt¢5fCOFftP“lS’é‘Hr@t‘%a’@ AWehadBunig igpPoueous
medi UrBo(RYRP a@SinidrBPWEKYY ﬁlth@eﬂPébﬁ% Rh&dk bPMe BlaisGHIIRAL ?&ﬂt @sngboflpr an
extended period of tinme, such as for at |east about an 2, 0.25,
0.5, AUG-3 admigistesed @ice gyergthre, weels. 1 3omd gmbaljmerss the4f££ echw, armunwf thour s.
The s A r
T SASRISAN| G ARISHA iy Bty AR TBERERE e LSRR Bl o
suspem@mmngmsdgeddyahdQm@ﬁanwnamomﬁaéﬁeaﬂmhmwl@maiuﬁnedmamtALderage

tenper tur.e roontt eratuyre or. ref rated
cona crbrE e S8 T SO BRI e D Bl e o b FRE L6 age
t enperpidaug-based ztgeeoqh bdihingstddal introeabbsat. 0 sor enpydirh@ilte tRgAtIaR at ion
visible to the naked eye or when viewed under the optical m croscope at
1000 tHapeRartcls composition prq Bg Rlapnpmbased een arqpdapaisigre dHrayenquly: suspensi on.

St abi ljpigoicanilenr PdoaMdiniairaty YNEemeaRAE IR & sﬁ1§1§&d 15?1%%}1&1539@1'&@5 such
as at a tenperature that is higher than about 4 [0 ]I " sone
embodioeeprising paditaxicbandiatbuingn tﬁraégemttelieﬁ wathowlrapb) ﬁterogmaltenteélcetwmfanéfpewhw

st abi | el in an agueous suspension at a certain concentration.
For ef%ﬁ%ﬁg%%mh£§§oncentratlon of paclitaxel in the conposition is about
0 1 t dqoadjut BIO@nwmodlmaml af dnylgf the me&mamﬂieemahgdscfﬁrtlazb inetudd admindstabiout 50

abo t 0.1to %?OUt ggt t o about é¥ gq/nt about 2
ng/ m qf gn 5 Give U an %EBb%Hgl CP’S a&% 8-6A g SERes Sy pifor . I'n sone
enbodigmotiBnentsh e GONGERADFAID £2Bnt 1§/‘Q:V3&1,134ﬁ§b2 mr @&aﬂﬂafb/ t@@@z&@ 9n @(ﬂme
paclltaxel is at | east about any of 1.3 , 1.5 2 [,

4 nyg/ Am ogm’ﬁzwsmhe aBtl-ﬁﬁglﬁgemcpgﬁbtllﬁpevagzwgakmln scgner@m}ﬂdlm% th/e Cthfgmwﬁyltm
20 mJ/ dPbeyRBufiEb 1 betvAQn ABSUTS m o B dPbut 155r}ﬁ|g/§§) IHYME embdiSONE dRdRdiinEnt s,

the albumn is present in an anDunt t hat avoli ds use of surfactants (such as
Cr enopiesiunt ofdgvadivaimab heabosngpo $if O ineadkd, J.5meg/ke.oi0 melkgoamd mefiey free of
surfaqg,gﬁtqngg,as Crenophor). [0204]1n some enbodi ments, the conposition
in liqul fornt conprises fromabout 0.1%to about 50@6(m/v) (e.g. about

0. 5% ([0d42], abbapresH {mtnon pabvades nk@dads wf t\téa,tmgbmﬂttate](ﬁ%e@ w an)mdlahloant(e.g()%
(w'v), about 3096 about out 50% of albumn. In

Com) dnBRs oo enb st M ad PSS kb taidoBiontt "6 5% t o

about C@%’pﬁ%g’ha@f{pa@bféyBibrﬂprlsﬁl%ma:tbibl SR :ﬁﬂmﬂﬁll BRI Sn cffb@ivaaingtidc ofat i o of
al bum n bum n paclitaxel in_the nano?artlcle conposition is

such tofegpid ée & uPEfRFs}: ‘Taﬁﬁt?ﬁ%nt FTVCRRA NroEstes Mphfg ST trepting Prosiate G pdbek ed by,
the C%hclhwd%'(jzg Eﬁﬁaﬂ’)@bﬁpﬁslﬁgadrﬁngfenﬁé Q}Jtm: Hldi\@dtg@g dnl @ BlhveMnldunfiiie to be
optim zed for ifferent album n and paclitaxel nbi nati ons, generally the
wei ghtcommpsiopfongirisinginanopartigles CWBUWWOC@@X@@@& AR alioetmr( wrlcwy) angflgpoigt 0.01: 1

to aba »

about BlephisgregBBtet  frefischel, a3 bR fn S 0HE indpady 4 GeBBPH ualnd
15: 1, ot cBicdr it @n ablpwdual @ g, huakoytomdpribingadalosteridedo the iathoidnals) int 0o about
9:1, or about 9:1. In sone enbodi ments, the albumn to paclitaxel weight
ratio is about any of 18:1 or less, 15:1 or less, 14:1 or less, 13:1 or

| ess, 12:1 or less, 11:1 or |ess, 10 1 or |ess, 9 1 or less, 8:1 or |ess,
7:1 or less, 6:1 or less, 51 or less?4:1 or Iess and 3:1 or less. In
some enbodi ments, the weight ratio of the albumn (such as human serum
aIbuntn) and paclltaxel |n the conp05|t|on is any one of the follow ng:

o oy A A a o oy AN oA o o, a v o o, A A I A oA v I A PN oA



WO 2011/ 123395PCT/ US2011/ 030209 exenpl ary and ot her side effects, or

conbi nation of side effects, associated with paclitaxel can be reduced.

[ 0207] I n worrel1enzbavdi nent s, the nanoparticl e conpositi onPCOMSRI12030209

Abr axane(r) (Nab- paclltaxel) In sonme enbodi nents, the nanoparticle
conposi tion i xane aclitaxel raxan a | ation
of pacelfﬁtefté‘ﬁ?eﬁmoé]f‘%‘bfa"‘i ‘i"?’é’é“ﬁ?}”‘ mél“Bﬁ?ﬂaﬁlcﬂﬁ‘élﬁomﬁﬂfl%%fﬁi?x‘ﬁlé%‘ieé BUFERd in

di r ectdipunkin Bathabh efRbys hiab@gofakieSl Wldl, PrednibR). t SRR GRddiniend, Bdicdiabl e
aqueous nedi um such as 0. 9% sodi um chl or'i de i njection or 5% dext r ose

i nj ectirovidedspngthahel Foptingpiegtalg cancghingandplivighdf-¢.s HEPENSPHATIBAL pacl i t axel .
The ”Q@Hnﬁﬁ£ﬁﬂ£&%h§h&ﬁuﬁ£hﬁQﬁeﬂ&ﬁﬁ@%&hﬁﬁb@§c&ﬁ<%ﬂﬁm%%h&ﬂhﬂ§hm§ﬁ%ﬂ€@§'0” i's
about 130 nanoneters. Since HSA is freely sol u% le in water, Abraxane(r) can
be reconwtibingtectixal andwi dbumam gdictsin @gﬁwagersaztelocﬁﬂy naamrtn@%fmdm dilute (0.1

exanp B E Grlpch o RIRSALAH B o5, TR o PG p AR g B Sl Gy

naklnge@amﬁﬂambmﬁlhnmﬁwwmﬁpdT?Tg 2Fe;ﬁgomme%ﬁ?ﬁhed@f&agﬁgﬁﬁﬁgﬁnggfnx:

o by EuTHae s, BulidaoBiure Shiarlnoed B Mhat bRt rotanape

soni caj‘omgasmm @ﬁtnmrsﬁ@suﬁ@ammgempﬁ@hg O8tetaQ€1 colved hviidk @)bumli) egerehbods are
e

di scl os for exanple, U S. Pat. Nos. 5,916,596; 6,506, 405; 6,749, 868,
6, 537,3591gge %%moffhﬁgwomgsdsm thy agmopastiqle eompsisition s pp Sxgfer haybahogbPams

2006/ Qa%@%ﬁlgﬁ‘flef?é%QVéD ColodP B 4 Gabldan, g%%%ggéylﬁl soh 2O HoBh&fs| bﬁereg§?llolvfd@€f§| i's

di ssol ved in an organi c sol vent, and the solution can be ad 0 an
al bunimetbes] eftticormng Pragatgicsicay ia ainsn@aé?aé ¢eedhunenhcghpipinsssiireiskhondigehd zat i on.

The ory @Ofdﬁal%g L\ﬁ/ éCtl @Qm%&h‘? B#a?b Hg%pa\{ggg Iw?%{rg MAPNAL Qﬂe of' ngﬁ(ﬁ)gﬁ Cﬁg(ﬁp

obtain can urther Tyophilize or a ¢ sol vent 1ncl for
exanphhqnkmpmnéspmegmanmqsa¢9®ms:mamhmmn2m&mmzmdeanﬁﬁmuandnmnmefasolvents
known ? For . exanpl e, the organic solvent can be nethyl ene

chlorfﬁgmg %hP%?%?%?hiethanol (for example with a ratio of 1:9, 1:8, 1:7,

1:6, J0$43]11: 4Alsh: p’Boncled?a,re thethods2strea@nglprodtatd caeedin a8 iddividual coBpdsinor 9: 1) .
O her Conponents in the Nanoparticle Conpagsitions [0210] The nanoparticles

descr i39BYnIHeTRg K heindiyiduplad ¢ ﬁffethe amewéé FONBIFHMLOMPHINE B PHLIRIS

agent som@a@lhg l6RtaXel AU af afRbik ZRI-an %ﬁécu% Bl R of b el I [LASKEhRRLY, 1 Y by
i ncreasin e neg ative zeta potentla of nanopartlcles certaln negatlvely
To

char geﬂl%@mﬁeﬁ@ﬁn@s havyd beondbelpsta@iserrenbayang wngloy rr@hfaqﬂgee@te@étmﬁ@ﬁléﬁtxé
i ncl ugﬁoglgﬂlg C(?I’lrsgtlﬁlgﬁf (F)I am:ﬁo% n%nﬁ 4‘3 81%%&&1%1 szclﬂ (I)feca%%lh OC h ’I (]S C)ng pf

gl yco i Cc acl i‘C aci d eoxyc I C aci aci d,
gIycoahﬁaaﬂamkydhofSEAﬁel@w(hﬁﬂﬂﬁ@hkmddebgyﬁhmwnw)@ﬁhmnuﬂmﬂmﬁmDMﬁdﬁahid,

d hol d hol d d hosph:
el udth chget e Cad ST el ShlsRB PR i BT RATHE! Che
f ol | owlonigripih@ shnisidaink ch ok iimBsduda) zliﬂ ctfﬁ:yh(asl ayunpbs@nglobidyh chioprisie,
paInltoylI|noleoylphosphatldylchol

st ear W PPRAHMIESSOMBAYED Attty Opst .Whté alumip g 138 5P g G Spivart Ayisteriti ne,

st ear qyl a@%his&s}ylvmmm}aadnemhgmka n BOFroShR bt ARiRNARRRatkdy! chol i ne.
Q her g ospho i pi ds WO 2011/ 123395PCT/ US2011/ 030209 i ncludin

L- a- di i:tngs piessqsHiaam gl o1 qopes{RvbG) ad@pﬁr@wn@ﬁ@tfbffaqen lvBsIof ne
(DOPC) iy élyl 3‘?@3%@&%@%&%}’ e%i% S‘FA}Q@ dffé}é(rﬂfa?g‘ég%ﬁ%gﬁoéﬁd(

phosphatl and ot relate at ve y charged
sur f actidiertgiab nlbemin gitdkiee s scmeeendioslun@ltﬂ tlmtel ie pmsndad dlrmelthndsa,f treatgig, presoadé um

chol est {? (Y En e'lsnl'lmgh%t ualaélr(])gnp]trlgll%g acll 1mstclr1[nlg% he n \%HE al ﬁﬂ?ﬂ ec%]fe Y1e an’lounr| of a
COﬂpOSI 1on 1s Sul or~adm ni strFatl on

composition comprising nanoparticles comprising docetaxel and an albumm, wherein the average
size of the nanoparticles in the nanoparticle composition is no greater than about 200 nm, and b) an
effective amount of a steroid (e.g., prednisone), wherein treatment is based upon the prostate cancer
having one or more characteristics selected from the group consisting of (i) adenocarcinoma, (ii)
differential levels of caveolin-1 (CAV1), (ii1) differential levels of SPARC, (iv) differential levels of

gp60, and (v) differential albumin uptake. In some embodiments, there is provided a method of
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sone enbodi nents, the conposition is suitable for adm nistration to a
mammal such as, in the veterinary context, donestic pets and agricultura
ani mal s. Wbhensa/28®5a w de variety of suitable formnul ati @03/uskotiioso209
nanoparticle conp05|t|on (see, e.g.,US Pat Nos. 5,916,596 and

6, 096, 331). The follow n ations apd methods. ar | ary and
or o AN BTE e ngesh SR BRO G A PHBR TSI B B Bheee B P60 san
consi sdmddht &fa)cohip@siih S@hpHsim@HBnokEs@smpAsiff i@ethkveoan®uwith abuntihe
conmpound di ssol ved in diluents, such as water, saline, or orange juice, (b)
capsul¥¥reig Hherueiagomize o hetagopastges @&ﬂwwwlﬁcw@%{o@ﬁ%ﬁ%aﬂ%ﬁbﬂm of the
acti vepnhbfdedhehd b2 e%ﬂéétix@%n%n@éf%%@r&é (e £ Cﬂre&rﬁ&%ﬁ SIHeRM ﬂré!ltrﬁéht apRLQpri ate
liquid, and (d) suitable emulsions. Tablet forms can include one or nore of
| act ogwon pherpnpstasd cancerhaviee ane br, mpigtchiractststics seleckiddrae thy graiplcomsastioglof (1) ose,
acaci a, Ll oxi de, C talc,
ragne el EFWR AR Bl GO v AP PR ERE LR &)

di | uentiffgredyis fosels ngglzﬁ@emtds(v) diffe sheaiatgnageprbls,. Ipsmeembddlmerss thidr@isor i ng

conpr 1Ee RN RS Bt PR R0 Sy By SRS s HEFBRETAE B aci a or

t r agaGaditiaualas avelfdctias apasi ol Nes deeuel, sid1) dhkeea@bliatRuhiNgasdr@dte.&.n an
i nert base, such as gelatin and glycerin, or sucrose and acacja, emnulsions,
gel s, PAFIOR®. Whecein dAmenhs rl?@seduuﬁowa iPFISEHE §2904T RaVIRG PR, g CRARHISICS ych

exci piept@d &SnAhE oolPWhsising Ble( dEnocL&g%glaEﬁﬁqﬁjfe@éltﬁf el dall&lparriers,
exci pients, and diluents incl but are not limted to, |actose,

dext r dSAYV I3 s gifécrensio JsvelppL sw. (b diffeserngiablaeds O@R@e@@éévmlff@am&l um
phosphd%u%m%tgkéwat es, tragacanth, gelatin, calciumsilicate,

m crocrystaltine cel I ul ose, pol yvi nyl pyrrol i done, cellul ose, water, saline
sol ut i[0M4]syr Hnmdaféhh[yin@eé hlsd mmﬂmdsmﬁttfeyﬂing Iansiatpbmmyﬂ hyid prasiydy €4) zelattag,ant al ¢,
magnesi um st ear.at e m ner a The for ations can additi.onally

o uab TR Ry Bt iR s rai sPe T SheY TGS DA SEEN G
agent Sselepe@ H0hMhe Sro@p eéﬁsﬁtmg wa(e)t aﬁ@ﬁd&@roﬂ@)ﬁm (51) @fffe&érﬁ\iﬂé!rd]@of&@%lﬂlﬁ 1

[ 0213] Fornmul ati ons suit arenteral admnistration include aqueous

and ndﬁAé/d&éal)éhfqu%{abﬁrf@S o %Pr/?l% (iVﬁjdéﬁ‘?%lﬁl lewilueh BRY, angiy)chiliergid ont ai n

ant i - oy AaRLPakLWhd gf) dmPAG oI ﬁie‘%mﬁwd@eﬂ Qhu%@j:l%tgc?l) taﬂ AfrediRBIRbuAREa
formul ati on conpatible with the bl ood of the intended recipient, and

aqueommﬂﬁtlmm@qué@u@nm@qs@0@913&;3%@90@%61@16@ elanminysnidug én sﬁ@p@ﬁm ng
agent s, ﬁ | 4G $n 0 | kAl aﬁl%ﬂetﬁp o%%fééﬁh'n&eﬁ% tr@gl% %&&%a% %/a% lyes.
The for mu ons can e presen I'n un ]i ose or nu (% sea

cont aicospsising: L(ahsemuwg’rqauhémdam]dlawng Ipsqstanchncanwheeis ttior postata canckérles pee dr i ed

excei pRBRoT e B S Gt b B wsobi P s el Bistsly | ™

I nj ectlesof chvesk e 1a0AIW ) kil @iffdréniaBRvel EXt SIVORC ang differdntiabletdlonf $B0 Wnidons
and sug%?nm ons can be prep ar@d fromsterile powders, granules, and tablets

of t hdvk{iHgareptial wlogmir yrtekss end (Béedminysjesing hihe indbyidsl dus SHectedrid amellaclys ed.

[ 0214]dhibusosre @ahediisras rlsinlg‘?laﬁﬁﬂﬂil%stcb&pnhﬁg Ii&%fﬁ‘x!él%%@t@d WRh faamuampﬁdr ange
of about 4.5 to about 9.0, including for exanple pH ranges of any of about
5.0 tdl)@béﬁtmte’e@mo&lﬁdﬁ? sgrad.t by Sﬁ@é@tnb?dlsleﬂtﬁn@efﬁbblﬂr?“éedsa methapelireaning. | n

some oA han
Sbout TRORHL BRNGS coth R belf e GR FRAGMS Bl Sprb QUEMLRLE Apt i byt 120
as abcnances)las obka@r wmd@ratcieumas adecad:ckbomehengd@ tamsibiéng d(ﬂt) (adcrm:)cwmmhma,l (opd by

t he ad UI t

Medi mdgféfesre“ laIP rrp%asVF | ongé‘f)gyl %‘rﬁ ECH{}%IE FB%%’@PAﬁ%pg%zCﬁ erentk"‘1 Fakror

medi Cigdpes,ana Qﬂpﬁﬁer‘entﬁmslbmaﬁﬂlmm arﬂQBﬁ@lﬁnﬁl@ﬂ‘eﬂﬁg foahe ing&idual tﬂiﬁysedﬁcteﬂhﬁan

net hods. descri bed herein. {)0216 Kits of the invention inclu or nore
cont aihEFE e EHMHPS %flarFQm;B&%P Q%BP%F“SE‘@N%‘?WWE SamBpars ﬂ%@@%@ﬁ%&%? MyHs (or

uni t deRade tfeQk fdgdisl &thAfdnbpdr8SeOh (RBRMbREHUE EImPRIH0RYSs Ad@efbahinum based
agent, and in sone enbodi nents, further conprise instructions for use in

accor dRAEORingT anghiy) asfelicpeverrmavaie adtsseifi Bewnvemgiofimentiethieras prayidediat her
COMpr i 5&néh &%ﬁ&%ﬁérb Ae lecéle lcﬁrﬁ%ﬁs@% e sél@@[i | Yivigtdl hanh PIQ)Eta% fGfkpent .

| nstructions sup he In ent|on are ty y witten

i nst r wetergm thegmosgatd aameftr h@$ omklageclnan&éqrtsthsese@.ct,edérOpabegroghe@tmﬂngbi(d)ed in
the kit), but machi ne-readable instructions (e.g., instructions carried on
a magnetic or optical storage disk) are al so acceptable. [0217] For exanpl e,
in some enbodi nents, the kit conpri seg8 a) a conposition conprising




nanoparticles conprising paclitaxel and an al bum n (such as human serum
al bumn), b) an effective anount of the platinumbased agent, and c)
i nstruct iwo0fior3a@dm ni stering the nanoparticl e conposi PCOUSand/08(2e9
pl ati num based agents for treat nent of NSCLC. The nanoparticles and the

platin mbased age. res S te.contain or gle
Bont a BT TR G PTG RGBS B o o B e e S S B oy

t wo Ordlﬂ&éﬁlaa)m@%f gp@n&d\/(’ﬂ?dhﬁbfén@&l%llﬁlﬁﬁﬁwﬁhﬁd e @Y aRhinsesinbah@particl es
and one conposition conprises the platinumbased agent. [0218] The kits of

t he i itdimdpghugrselestad BianeHpstyve gaOR G AGOMBRiiaAoRPHaER AdaRgriclke | ude, but is
not | 'db"h{pﬁ%n% QoceVdx@l &ate@%ﬁq'a@o%mlh affRereif h%)&'vgja?e RACKH DYopLides inMd ar or
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bet weem, ARCYUIN A Hacdatd, AR hn Aenfe Rhollc3F A RUmPased agent (e.g.
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i ndi cd0#4d doka@ele@ethméemﬁn@bﬁ@ny 50the gcdioduthelms onmomcmfacwaetllqsmé)z@lstate
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100 ngHEE ST RA Tt BRE o A S e B S PO ST SRR EFed and a
dosagerefiatebmdtr iAkarfze Pbpdiftentilaset ATRN-1( é SmCaitaphaid, te prostate
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t r eat ridhter s qhaggigEzedyslififerenitat levelp af Cﬁé’rw@tgpéﬁslq iecathed eleaes%e of about

75 o/ gi8s b chREl i El@a?fé’c'terﬂ@cﬂ@})@ﬁtefe%ﬁ l&ﬁéﬁpﬁ%h\te'oﬁﬂ 1"(@@01}/ R R8l0L18dr and the
dosage of AUC=4 pl ati num based agent (e.g. carboplatin) adm nistered

once eSPe\rRC tdﬁf@@ltwe@k%ls shendlcandeliffieseniial gbumipaipiakeended treatment. In some
errbodl u

il R A LT L L

pl ati da marbasmblochgem tlieeprgstate aarvopis atsam)ma,dnfummdoermmltunmenmueelycanheree weeks

shoul d_be used for, th nded tre nt. | onme enbodi nent s,
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of betemﬁln?éﬂgughe%ﬁ)sta@e @hoYts 4 e(B3 DstatcRRRUE (ﬁé%u&éﬁﬁ@dl@é@%n&@ i8N0 HARIC
radi ati on by either 3D conforna or i ntensity-nodul at ed t echni ques
concurthepropiyte, it pansherfelt dwibtech vetak exam; prait isHeundueith ohiepsyriiitdadaetbheguse of a
paclit ar t t e.g.
Car borlar T3 el fi SpBRRAls DR RRR, Ghod LT b MERE a0 eRecl

i nst r ues soesl cunddectht prostagtto pacby tianes!). Imasnmparrﬂmmhemsaﬂrppmsttateman@mk sltdge

pl ati Q#B ba ed agent (e.g. carboplatin) are administered intravenously. In
some SaIEAPST the instructions indicate that the plati num based agent
is car[bm]atl Th sonf2220otin GO agThode MRMHo8s, thdy@odtatt cacOMhese adtabel

denot i nc? ., Indicatin ﬁ that the paclitaxel nanoparticle conposition
and t H@ %Fl&ephmﬁ&tﬁsgweeﬁf& ©)- A EMMGINRAHTBINY. Hie ATt FHGET A Re B8N havi ng
one Ordeﬁa{d%ntcﬁ?ésftﬁ%e@ﬂ’céls i s%ﬁle%hbwé%%ssﬁl: ?F&s@&: Jah&!ﬂﬁa@’%e %@dé&r&&r}ﬁrﬁéﬁéﬁg of
(i) squanous cel lul ar carci nong, ferential |évels of caveolin-1

( CAV1)thergpyi. in) soghief dngyod ipdngg, theemsltaée @&C@Inm@e spsntigily fegtaentyi tathotneans| s of

hypoxi, I r

differ gn aﬁ? O?é]ﬂ\/eeel(ﬂ)[godgﬁef 681?%4}?1%1413%&% ragll;lllfn S é‘@% gé gen%lt‘fé Algta

synt hgséynfor)ism @wotialed cmtlhfpemsem caker(ege IRNPCEEIQ{B@ asféuA@MHEQQaS%AMSRéd
protein (Skp2), (ix) differential |oss of heterozygosity (LOH) of

si ngl e-nucl eoti de pol ymorphism (SNP), (x) differential Kras nutations, (xi)
differential nmethylation of pronoter region of tunor-related genes, and
(xii) differential al bumin uptake. W 2011/123395PCT/ US2011/ 030209

[ 0221] The containers may be unit doses, bul k packages (e.g., multi-dose
packages) or sub uni t doses For exarrpl e, klts may. be prow ded t hat cont a| n
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[ 0223] Al so provided are nedi ci nes, conpositions, and unit dosage forns
useful for the nmethods described herein. In some enbodi nents, there is
provi ded woOrediiesi®e (or conposition or a unit dosage foPgi/USer1103@09 N
treating NSCLC in conjunction with the plati num based agent, conpri sing

nanop ' [.S] | i |, and a umn (such as human serum

o bonte PRCRIMS! SR Sulc AT R MG b S ar BoREe OB i on
or a ukhé aflesagewiRprktafcdanstse i n treating NSCLC, conprising nanoparticles
conprising paclitaxel and an al bum n (such as human serum al bum n) and the

pl at i 10MYaseln wiermmbotivegmisl A ryy Ehibpaichedt despizddprin, Refsptrielcareris eubi ng
non- s - r n. i n

Compr 1 S 5Bt (ol AR e e BT IEY YRR oo EREAERRAL: &
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quamst e i PR Bl Uiy, BB ARRE G B P RE S el

i ndi viuoabctahderpr usiesegtaBldm ni stering to the individual a) an effective
anount ac osition canprising nanoparticles conprisin aclitaxel and
an al dﬂﬁﬂﬂ_ sl Yreciambyie PEelcrdgn a8 st S, wherein

t r eat r@HodinfenRa s tddRANs pRAEHNSGH-EndtANfuldght SRBN LY. ¢ MHe EncERANMAGE RN dafitdd Gt .
selected fromthe group consisting of (i) squanous cellul ar carcinoma, (ii)
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NSCLC, i c ter |, St e d fromthe
ar oup e A o P € B U PR {2

| evel ssndodipeenssoifiany of thCawtpds ddstriheddicfefine thervflicali vel apvmhisofdlic SPARG IO v)

di £ er entt3he hevel iRl YRRl A RIS TSy wl b dhd fSRENE AL LRYELS Bl oL umor
acidity, PEVIS M OPRel Ent TEES0 gp%1 , tlw |l) 8I FPerentTac r'évers of
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ki nase-associ at ed otein (Skp2), .(ix) differential. |lqss of heter osity
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and ii) an effective anount of a platinum based ™agent. [02 met hod of

assessiongayshenchide alynmimidiabdud G5 mannt HNSSle@dwink¢ eveeshoedvaeks andghe effastive
amount of a steroid is about 5 mg administered twice daily. In some embodiments, the docetaxel

nanoparticle composition is administered intravenously. In some embodiments, the steroid is
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conprising assessing one or nore characteristics of the NSCLC sel ected from
the group consisting of (a) squanous cellular carcinoma, (b) differential

| evel s ofwoavaol283ss1 (CAV1), (c) differential |evels of PEPARY)11(08()209
differenti aI I evel s of hypoxi a markers, (e) differential |evels of tunor
acidit é 8 ntial |evels of %E tﬁ(g}) differential.|evels.of
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Ki nasetaases bt @6 apudieird SO, ard sequélithil@h@finistred; 0&ufbntieldafifizy@asi ty
(LOH) of single-nucleotide polynorphism (SNP), (j) differential Kras

nut at i GAENUlERIoUSY PABIBHETE| et hyI ation of pronoter region of tumor-rel ated
genes, (1

char ac'? g?ﬁstl )c%@oyr%ﬁﬁﬂllg\l%%lﬁ& [ n %@gt%%? n ?(5/\? aC}H&h Of{He%rdér?nes rggr%%igve to
the t regatemenan ladndlduhlecqrnm&mmdtmmaﬂmg oely myhvszlmaleﬁ)f IECWtren@bamSQ mag/wf toa

conposjy a
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si ngl t phism (SNP), (x) differential Kras mutations, (Xxi)
diffe e&tﬁﬂoﬁ& twgﬁflg%f ?%% ‘of pronoter region of tunor-rel ated genes, and
(xii) [dlSS]er eht doale caltodimdntsugtiak of thf GRBOYY desérivathhmth, boindivddetld ng a
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target audience about the us he conbination therapy for treating the
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group consistin (i) squanous celldlar carcinoma, (ii) differential
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nut at i @ psostalXdahcdiviithen g ap@its RN laabh @andharRloBh@itidnadiangf.g., Taxol®
tunor-rel ated genes, and (xii) differential al bum n uptake. [0231]8 The
nethod“gﬁméﬁﬁ gh@18¥P%Wﬁ%ﬁ#ﬁ§ﬁﬂ§mﬁngl wherein the differential |evels of
hypoxijg154)e diﬂc Jo%{ewﬂoﬁimén%vgl(ﬁveggmGQ{t l%@ Qzlcﬁ fﬂﬁ%@é@i%ﬁiﬁacﬁ@b&ﬁp(ﬂﬁd is
differential levels of LDH (e.g. 9. The any one of
enbodiuyehasspapt-of a combinatiorngerdpy ¢cém@md| ta Ithel a@wntsge@ﬁraﬂm mend forcindiividpalgherapy.
differ td
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effective anount of the conposition conprising nanoparticles conprising
paclitaxel and al bumn is between about 50 ng/n2 and about 125 ng/ n2.
[0234] 11. The nethod of enbodi nent 10, the effective anpbunt of the

conposi tion conprising nanoparticles ébnprising paclitaxel and albunin is
about 50 ng/nk, about 75 ny/nR, or about 100 ny/ nk.



[ 0235] 12. The nethod of any one of enbodi nents 1-11, wherein the
conposi tion conprising nanoparticles conprising paclitaxel and al

bumn is

adm ni st ewvedomeeBioy. WO 2011/ 123395PCT/ US2011/ 030209 [ @23A4jiS2@.1/0342e9 net hod

of any one of enbodinents 1-11, wherein the effective anount of t

he

platinun}baﬁ%d aﬁ%ﬁt és.baﬁmegn.about UC=2 and about UC=6.1%$§%7%%4. The
met hod ST M e Rinchs's agHeduNng ASMaYS SEPPYegnBiRter §P51 & 115 ST based
agent dosinAkedule PG hanaceliticACaBive LOBR&INA 9 a IHBbIARIJAGRLrSfy BAY(he BRoeH!

enbodi nents 1-14, wherein the Blatinun}based agent is admnistere
every SRR wed k¥ indipdag|heapya _ IS e
need ta@ﬁ&@&ﬁnpoﬁﬁ’dﬁ% s P9 i AL D h & B GuihBert é&‘%eﬂit?ﬂﬂré@u%l ol dtatfoR of

amount of a conposition conprising nanoparticl es conprising pacl
al bumimere sidg-e{tyts anoafttdwith e campamd. of pl at i num based agent, whe

effec%bye]anDEH%F%%ﬁ§££¥§ﬁ%ggg%%%%gbggg@ﬁ%ﬁ%ﬁggn%aggg*ﬁ%ﬁJ%ﬁ?ﬁﬁgp

pacl i tax an mnrs y ‘an e“e

d once

PfepBBlcothe picedti syl Rseret qf phaimaradicd!dual i n

Hhegtive
t axel and

rein the
ri sing
ffective

anmountpugiostsh ellgiaing pudehase dyap®enis of roftdE<bnad rdehiysik @f@dessing ef prostay t hr ee
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al bum n; an effective anount of a platinumbased agent,
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t horacic
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adm ni steréd weekly, the effective anount of a platinum based age
AUC=2 recimicniseigresthiowsakéry, and the thoracic radiation is 33 fract

ei t her, 3D %ﬁﬁf f i nt i ty- %P . ? % . gyes concurrentl

[ 0241]11 e %ﬁ%f@(dz%é\s@ﬂ@ggﬂg%@ |a?}ttéc‘rs\i gﬁ;%ﬁ g?tl,w \%/ner ein paclita

nanopgdM3al es Aitheughohit egttinh fdrusds lou midthods of treating NSCLC using nanoparticle
compositions comprising paclitaxel, it is to be understood that the description also applies to
treatment of other cancers described herein, for example treatment of prostate cancer using

nanoparticles comprising docetaxel.
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[0157] The dose of the paclitaxel nanoparticle compositions administered to an individual (such

as a human) may vary with the particular composition, the mode of administration, and the type of

NSCLC being treated. In some embodiments, the amount of the paclitaxel nanoparticle composition

and/or the amount of the platinum-based agent (e.g. carboplatin) is effective to result in an objective

response (such as a partial response or a complete response). In some embodiments, the amount of

the paclitaxel nanoparticle composition and/or the amount of the platinum-based agent (e.g.

carboplatin) is sufficient to result in a complete response in the individual. In some embodiments,

the amount of the paclitaxel nanoparticle composition and/or the amount of the platinum-based agent

(e.g. carboplatin) is sufficient to result in a partial response in the individual. In some embodiments,

the amount of the paclitaxel nanoparticle composition and the amount of the platinum-based

agent

(e.g. carboplatin) is sufficient to result in a higher objective response (such as a complete response or

a partial response) in the individual compared to a paclitaxel nanoparticle composition alone,

Taxol® alone, a platinum-based agent (e.g. carboplatin) alone, and/or the combination of Taxol®

and platinum-based agent (e.g. carboplatin). Responses of an individual to the treatment of the

methods described herein can be determined, for example, based on RECIST levels.

[0158] In some embodiments, the amount of the paclitaxel nanoparticle composition and/or the

amount of the platinum-based agent (e.g. carboplatin) is sufficient to increase progression-free

survival of the individual. In some embodiments, the amount of the paclitaxel nanoparticle
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[0242]19. The nethod of any one of enbodi nents 1-18, wherein the

nanoparticles in the conposition have an average di aneter of no greater
t han abouwo02001/m8395[ 0243] 20. The net hod of enbodi ments PET/Ush@nmBe202 he
nanoparticles in the conposition have an average di aneter of |ess than

about 200 nm [0244]21. The thod a ne of enb nts 1-20, wherein the
NS C PPy ol s Rt R RS eat Peerhesed CatppHAL 5 SRRl Bagvanced

NSCLC, prbies: xlreYanasﬂly\aM@dtﬂyﬁ%ﬁduﬂ%@sﬁlabmﬁo&ﬁ%, thé\lﬁﬁzl)&t bNthe PAAIRSPN,
recurrent CLC, NSCLC in _an adjuvant settrng, NSCLC i n_a neoadj uvant

setti rﬂjﬂOI[aG?A@SCIOZ@OSfFﬁ@ aprbithp grOBH oA HiF RivBUBFD aé%%ﬁerltrﬁém grhopaiin) igetisicat t he
NSCLC ¢}, $ncfsbb M%gncfrec%tu?\g%d Qr MSSkediviaeh 2GS N%Are(i\'t%%chékéggn _Fhrtfé@c'-c St age

11T A NSCLC, age I 11 B NSCLC, or Stage |V 0246] 23

he met hod of

enbodiavenppsigon alppre exqi®taﬂrelemt@urrsb8@éggent (el(@cmoll@nr) raIOSt: agd/or yieNSCLC. WO

2011/%%ﬁ%%gf&;ét@&%é%%%ggggg?Lg%éz ﬂt@ﬁﬂﬁ?ﬁ%@QB? of any one of enbodi ments
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03181 (%aﬁf! Il)lgt?ri(u% basgc({i ag?eln e.g., Car%oplagn) 1S an amount su 1Cle t to decrease the size o

a tumor, decrease the number of cancer cells, or decrease the growth rate of a tumor by at least about
any of 10%, 20%, 30%, 40%, 50%, 60%, 70%, 80%, 90%, 95% or 100% compared to the
corresponding tumor size, number of NSCLC cells, or tumor growth rate in the same subject at the
time of starting treatment or compared to the corresponding activity in other subjects not receiving
the treatment. In some embodiments, the amount of the paclitaxel nanoparticle composition and the
amount of the platinum-based agent (e.g. carboplatin) is sufficient to decrease the size of a tumor,
decrease the number of cancer cells, or decrease the growth rate of a tumor at the time of starting
treatment by more than at least about any of 10%, 20%, 30%, 40%, 50%, 60%, 70%, 80%, 90%,
95% or 100% compared to a paclitaxel nanoparticle composition alone, Taxol® alone, a platinum-
based agent (e.g. carboplatin) alone, and/or the combination of Taxol® and platinum-based agent
(e.g. carboplatin).Standard methods can be used to measure the magnitude of this effect.

[0160] In some embodiments, the amount of the paclitaxel in the nanoparticle composition is
below the level that induces a toxicological effect (i.e., an effect above a clinically acceptable level
of toxicity) or is at a level where a potential side effect can be controlled or tolerated when the
nanoparticle composition is administered to the individual.

[0161] In some embodiments, the amount of the paclitaxel nanoparticle composition and/or the
amount of the platinum-based agent (e.g. carboplatin) is close to a maximum tolerated dose (MTD)
of the composition following the same dosing regime. In some embodiments, the amount of the
composition is more than about any of 80%, 90%, 95%, or 98% of the MTD.

[0162] In some embodiments, the amount of paclitaxel in the nanoparticle composition is
included in any of the following ranges: about 0.1 mg to about 500 mg, about 0.1 mg to about 2.5
mg, about 0.5 to about 5 mg, about 5 to about 10 mg, about 10 to about 15 mg, about 15 to about 20
mg, about 20 to about 25 mg, about 20 to about 50 mg, about 25 to about 50 mg, about 50 to about
75 mg, about 50 to about 100 mg, about 75 to about 100 mg, about 100 to about 125 mg, about 125
to about 150 mg, about 150 to about 175 mg, about 175 to about 200 mg, about 200 to about 225
mg, about 225 to about 250 mg, about 250 to about 300 mg, about 300 to about 350 mg, about 350
to about 400 mg, about 400 to about 450 mg, or about 450 to about 500 mg. In some embodiments,
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[0249] 26. The net hod of enbodi nent 25, wherein the conposition conprising
nanoparticles conprising paclitaxel and al bum n and pl ati num based agent is
adm ni st ewodoinvis®senousl y. [0250] 27. The net hod of anyPomased1i®adzodi nent s
1- 26, wherein the corrposi tion conprising nanoparticles conprising
paclitaxel and.a m ni st er W t hout st er Oi renedi cation
and/ orP i PHBG ! @C?%fﬁeld? giieaRicamopy 1]“32@“0%%& ‘P’P}%"dlt@f‘gﬁgya gHedypee
enbodi GRS inlthe fangWBEILBLIS fn?@o SEUEPSSY hiz AOCICATIOUSIONGg RABORADING &Sabout
conprising paclitaxel and albumin is adm nistered over 30 m nutes.

[ 0252]9ne fFrdowet R ore- b sumcreinggte fssansrpionl peclitpsbingipnanqparticle
pl ati %H?p@ﬁﬁ@ﬂjls@lﬁﬁﬂat(aﬂoﬁt G 2mRARN AL Lohce hBARBLRR 16@§1gfﬁﬂ%hﬁ{quc91fl o RPY¥x e Of

enbodi nents 1-29, wherein the individual is human 541 Those skilled in
t he aranywf hjout 8.4 @(gmozléSQ matmlsehpat Gl (eshoodihmpng, dqoet bt@sabpml 1&) mg/tohj ahoytRe

scope ﬁ‘é‘/g% %(piblro-httb%/ %Ig/n%lhéb%u{ LRE¥ J%%{;tﬁé‘mfg/ﬂfll or a’BX&%tIthl]l"Y'n' @Q%‘%E’cﬁm‘éﬁ?@ Cd&é bed in

greater tal erence to oW ng "no g exanpl €
f ol | owiongenex@mpdfeaclftane fsex leasttlabmtraayef Q. hengiml éB3tmgml,Hui me/il, kmghsle,% shoul d

Randorh ot | BHd Reped Py rigl i 2ud S bl s PR e

Wi t h Tayell (30)ma@nd, @&ﬁ%}ﬁ;ﬂ)l(ﬁ.b’()ﬂ(gvﬂﬂ as First-line Therapy in Patients with
Advanced Non- Smal | Lung Cancer SNSCLC) [ 0255] The clinjcal study

conparl@¥63i seksenplaysdasey vy oREeligreljn hteianarssyclofonpgsiiop quﬁa%| pl us
car bOer@ﬁdtnln(lé%@ 1Y ab(;[@)éﬁ’}’ & 2%%{4%9@@%%/@#' 4 rﬁ%}ﬂ%{;@ mg/%nzf 19 Iﬁgrn{ﬂ qe

t her apy |n pati en S Wwth_ a vanced he cli Q conpared
t he frregime,rﬁwngffn t BRineg/m0i e@%ﬂt&i@eé%@gﬁg tlﬁ(ém@ﬂﬁAE@ mg@@ré&mglmﬂr?ﬁé)e

St vl P B SO AL Y, SR80 LRTESRAG o (ESRON 09,

pr ot elmg/aﬁJ oengtmd 54D cnkg/mﬁ 764 stgﬁnhelO()(Si%gR@ oarmm@mng ohpﬂchtamélaﬁh variousar ker s
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200 mg/m?, 150 mg/m’, 120 mg/m?, 100 mg/m?, 90 mg/m’, 50 mg/m?, or 30 mg/m” of pachtaxel. In
some embodiments, the amount of paclitaxel per administration is less than about any of 25 mg/m’,
22 mg/m?, 20 mg/m?, 18 mg/m?, 15 mg/m?, 14 mg/m®, 13 mg/m’, 12 mg/m’, 11 mg/m*, 10 mg/m?, 9
mg/m’, 8 mg/m?, 7 mg/m’, 6 mg/m’, 5 mg/m’, 4 mg/m?, 3 mg/m’, 2 mg/m’, or 1 mg/m’. In some
embodiments, the effective amount of paclitaxel in the nanoparticle composition is included in any
of the following ranges: about 1 to about 5 mg/m?, about 5 to about 10 mg/m?, about 10 to about 25
mg/m’, about 25 to about 50 mg/m?, about 50 to about 75 mg/m?, about 75 to about 100 mg/m®,
about 100 to about 125 mg/mz, about 125 to about 150 mg/mz, about 150 to about 175 mg/mz, about
175 to about 200 mg/mz, about 200 to about 225 mg/mz, about 225 to about 250 mg/mz, about 250 to
about 300 mg/m?, about 300 to about 350 mg/m?, or about 350 to about 400 mg/m>. In some
embodiments, the effective amount of paclitaxel in the nanoparticle composition is about 5 to about
300 mg/m?, such as about 20 to about 60 mg/m?, about 100 to about 150 mg/m?, about 120 mg/m’,
about 130 mg/m®, or about 140 mg/m>.
[0164] In some embodiments of any of the above aspects, the effective amount of paclitaxel in
the nanoparticle composition includes at least about any of 1 mg/kg, 2.5 mg/kg, 3.5 mg/kg, 5 mg/kg,
6.5 mg/kg, 7.5 mg/kg, 10 mg/kg, 15 mg/kg, 20 mg/kg, 25 mg/kg, 30 mg/kg, 35 mg/kg, 40 mg/kg, 45
mg/kg, S0 mg/kg, 55 mg/kg, or 60 mg/kg. In various embodiments, the effective amount of
paclitaxel in the nanoparticle composition includes less than about any of 350 mg/kg, 300 mg/kg,
250 mg/kg, 200 mg/kg, 150 mg/kg, 100 mg/kg, S0 mg/kg, 25 mg/kg, 20 mg/kg, 10 mg/kg, 7.5
mg/kg, 6.5 mg/kg, 5 mg/kg, 3.5 mg/kg, 2.5 mg/kg, or 1 mg/kg of paclitaxel.
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[0256] This was a control |l ed, random zed, nulticenter, Phase Il study
designed to evaluate the safety/tolerability and anti-tunor effect of

i nt ravenowel2g11zidsioni st er ed Nab- paclitaxel / carbopl ati n cechiusatiios20her apy
conpared to that of Taxol/car bopl atin conbi nation ther apy as first-line

t hera pat.i ents t.h NSCLC.. Patients. were ra nto one of two
treat ﬁﬁ#ég] Xemmy\%w FsaisgsiEcinr S minT09D6! o 28 ’]taéé LeamoREtd al uat | ons
wer e R%ﬁfpem&c& ih@Qtideablt Rt de BRtiGd tR dﬁi@} BVdF Rfo dyddies! th@b laa}sl E¥ry DRSS s,

eval uati ons were corrpl eted within 28 ‘days of random zation 5y8 The

f ol | owiVAY fEreidays ayere iz day: Mepdy weth@lt@ ohreeQuige! fB‘Hs"éfleFﬁém?erf‘é’F{Yd ®§: a)
medi cale Rl Shal Kk t%lvwé%(m BREGI o frlNOAIH Lt ERGAAALRG R PhcRkar ther apy
and caré:l ac abnor f) serum P-hCG pregnancy test (for wonen of

chi | doeaepania- potnepasitiah lsmdhyl)lstmsl aben doctedtovedds.amat aerpiwicest omkicgérbi | ity
Wi t hi (& hour s h st n ton.of. st | ead ECG
d) col klsoorrllc%?‘pegféw eks (fncgg gZ\;\?ea “ua slo(rjnrf]:en}%o'(‘f enguﬁﬁgpaﬁl om?ar kers; e)
CT scamanartm«a&mpobitme I[s ad&ﬂﬂstalbd(ameﬁst alﬁtdlt amyofdk Jix;, 3stdudbeoxre@qui(ted for
tunmor j megi ng; a nuel ar pne scan were erf.or d. at basel i ne
For arf o Ve acfhs Siefiieal B R GHer BRORGaar YRPBORG nelaCaEe. g) CT
scan afeckBath g@fnet&rajoamMRts ﬂahﬁnt&yﬂpbame&o@yh aamtﬁﬁs@laﬂom& a5¢ dah SbRX bt of; h)
hei ght, wei ght and cal cul ation_of BS A i) pc%lam cal exam nation and ECOG

( Zubr dUNOBBY. Bonapsie & mondy & daysal % days) 14 éme o desint 2 Wars &helavent Cdaxs.Jtavon
(only 'sc7a&a'y9 Bl E@IS%?&’Mtde@ 3%19%551 Qxﬁysb@ﬂ( Pl i@ nRas@lolfentel GieinWhS

recor ded k) “peri pheral neuropathy assessment (physician and patient
assesdwires )eachla)invmlsteatlog iatgrigore tan@Ba@)t agy Hf Ementhi amondnd ppetheHanontisubt s;

and n) h y. el ser t. S nases,
bili runtl)&lJltflSnB ah?'h%moﬁttgé g?g}soéltshmnlguco hﬁo{hﬁ%g%ggésrn@a ‘lggrlﬁl%\e .C%[%}hé sane
node @ﬁhadlamglmnmmbuéﬁtinat thb aﬁﬁlvalrbetvmed efdhradumgdisicetion isenoshord yhan@bhoutrmage
preparation foll owed the specifications provided in the RECI ST gui delines.
[0259]“ﬁ%at ment Phase Eval uations-Patients returned within 7 days of

r andomozed]i onid @nRe@ivddfeydtsethd doding tréliénéll Wan&astRGwoMapd foSot@he thesponse
assessnents were not performed occurred within 2 days of the pl anned visit
dat e. RESpHFFSSIngGs slewisiBeit BVeudines. piELingss istendiBesy cight e sning imgh et ivpgs: dur i ng
the 6tarﬂd\éfc%gn tlrhcfss & Q)%een%&nﬁ@n%sglg dHYRo £:0 deﬁé%’ ﬁ'ohé/e éiley' e d%y&ﬂﬁ?h@e tlﬂl@@t
dose was not to be made up and was to ?ecor ded as a m ssed dose.

[ 0260]1Tlsemé oinbediinaefs.caelitepsd irohs mmmrtlple chopoeibns adjmnts@er@b@iengpmoddﬁ aDay 1
of ea L8y d [ l e or
i b oo g, PG, B0y BERLE Bon SERMARNER oh Ay ol 10605 38

scal e;wlg}ein dicldost quxacluﬁxdbhmdh sdmi]nis&stlcfrns aleowaD QA mighn’ mfabmlIIQéOlnigm about

ol ed TR B Pt s i Gre i e abaf 45 i s st ek Dot i o of

each CaybslthSQﬁg/mftdbmﬁtmmgﬁlktdomoemamgMyoﬂab@ﬁt Bagdme wcdvene Sd hgmi’t al - si gns;
g) adver se event evaluation (each dose); h) CBC, differential, and platelet
count 4016q i yh %Pd@ﬁ@aﬁtl%lﬁéﬁh@aﬁva&dﬁéwpem% GREIPP§LiPhean giekigndsdraygs an

trans ae'%le'ﬂéécﬁ%no@ 'oi? {n'hH Rbfh asaf*réiﬁ‘ LA a RRAFARALABER se¢h 929§ &n s%m@&ﬁlments

creatinine). 61] The follow ng eval uations were péerfornmed weekly (Days 8
and 18he ph@htaﬁgl I@a@mrmwenpow@pmm adgpinisipred oM armictiah of ardadisicapiionsg oéval.dat i on;

b) advse%sgfgt,a?elrbt Vﬁl Ph% 3§dié@ab§8§84%on renti al, and platelet count.

CT scans’ he’ ¢ est i'ver onen an any other studies required
for tUowé8]i madi smgne\mﬂxaddlmm e elbyagb oferekitantliih @ nedvphitie Rtdsaipbsitiod@n be in

2011/% g’ r%?lgepcgr 5/ hJO%Z rr{ QV%‘BI’ZI ?glgven on a 3 week schedule, or 5-250 mg/m® (such as 40-100
mg/m’, 50-125 mg/m?, for example 50-100 mg/m*) when given on a weekly schedule. For example,
the amount of paclitaxel is about 50 to about 125 mg/m” (e.g., about 100 mg/m?) on a weekly
schedule, e.g., weekly without a break.

[0169] Other exemplary dosing schedules for the administration of paclitaxel in the nanoparticle
composition include, but are not limited to, 100 mg/mz, weekly, without break; 75 mg/mz, weekly,

without break; 50 mg/m*, weekly, without break; 100 mg/m* weekly, 3 out of 4 weeks; 75 mg/m*
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[ 0262] End- of - Study Eval uations- An end of study eval uati on was perforned
when treatnment was conpl eted for whatever cause. Laboratory and clinical
eval uati one 20eve3éerf orned to assess adverse events at Phe/uskom/0802eat nent
was ended. Patients who had not devel oped progressive di sease prior to

going off treatnent had tupor imagi t udi es rformed every 6 eks until
Donor BrEbkr e Dbyl AL el b Be3 Pt or &R o3 Meree oiu Sie
i ncl udeghpbfigod @by BVAGIEtedve PiRY Sh&dd o XMt MatiiORscand (RGRRek bomeance st at us
scal e; b) CT scan of chest, liver, and abdonen and any ot her studies

requi rid@IRFErRgRRYFicidRagi ng (only if required per the defined study i maging
sched j1 C) I hads i i dat j.n; . ik bher al
40$70] Iry\ﬁ)'r&%boq’he‘ﬁ%rlﬁ%lﬂ éﬂﬂé a Qp'%gﬂs%é cEMAhHR do@@?f Jg%chta&ﬁ 'uﬁ) CBC,

[
. a
neur opat hy assessnent; vita 1 gns; g) adver se event eva 1 on;

di f f erteqanapartiaride ppmpaesiten adwimistered imetide atd¢asniboal ang loé A mg/npalén

(mninally ingl udi n I umot S idi in, -al kaline>ph at ases,
o1 ucosty i D0 e TR, EBRIRA A8 et SEREP e (BB B ST ones
Any Am@m’sersbmesmaclisese, thyamiul{tEAdpsadtpaditars &t the aatepareidullxe tw@pdssitidne
first .dpse of stud r to, 30 s after the |ast udy dr or, ECS

o crisgareiapi b 1D g ded Y it ob s astd i tRHSHET RS 1 ows:
a) nonenighHs 186Bme i he 1 6othatniicsiap@indym’ waseo iglh’owed for 30 days after
the patient's |ast %ose' of study drug; b) neuropathy was followed until

i mpr oM8kEH:t  t & Idebpdisesass @G,mda‘fld‘il@_gaﬁstfea_@d_rf@_rﬁt%@S‘F%Gu@lnﬁﬁg@tf’ {#He Hoer:

| TPr OVGAEALC, Qf, YRS RN GincObr EAGRALAGILL N i ated any other anticancer

olTo dc) all S

t herapy during up; an Es (regardless of relationship to
st udy [0172)) wehepdcdiaxelmadopanidld congweitiond dmcrifed 265 nRdlovonfugion @V dleuat i ons

i ncl uded. st udi es necessary.to docu t .the resol.utj.on or. persistence of any
iy o dReiE AR RAReR SRR B SR SRR VG s TRy LF B iR P A oo
peL f ormmdg. E&r&khﬁﬁplﬁpiglsfeme bﬂlb@li_nﬁﬂt&ﬁh@ﬁacﬁﬁesltnand)ﬂaﬁt&:ﬂe (a(ﬁrﬁld)si&bﬁlﬁﬁen and any
ot her studies required for t [ ing; c i.ght; congom t ant

medi ca?tdfncbl?'iéteré@&f"%é‘?i%fﬂ?%?erﬁ) a ﬂﬂ%@ﬂgﬁ’ byl P@%%f%%a@sé%ﬁ%%?; OB, Thausy. 3

Si gns;hodds, Aoy afou 38 nkiakd9n0 nafded dbr (BRGinutsfhab@pthdbdimRh@t®e et count,
and clinical chem stry panel. [0266] Post-study Follow up for Patient

Sur vi VaMPOPHeT is AmENEEred oves AR igen Resiopef ekpdf YamEdidsost - st udy by tel ephone
nmont hl r 6 h \ R r . mmnt hs

(vot allOLS O aypofftalsd 80 oY BRC TR, B! SR Bl HEborhnly

[ 0267] b dvd mhowenyPalt ABRES (v tEeH @A BEatot AUE=8tanchIG43 tai @46, Thenfeol | owi ng

occurred: .a rogressi ve di sease;. b), devel opment .of . toxicit hat. was
naccegt e A RER G R bt PSR Fr Rl BRE T SRR B BB b8P REE" o
cont i MIeCENSr APY=3AUCES. 5 falICen AgCEhs, And=FodeC+esluaiCes) AUGE.8 onas a
recurrence_qf G ade, 4 neutropenia, or any ot herthe tologic toxicity that

was G/Ade=3 ogrmplarydosing fregpeqgies sordhe sdmpisshansd thsgrlaagmysadecepifiegss,  at

t he diafoplatifNin@hdd, BE: rONQIHni@aLO dail¥, faeérg (W6 8a RV BNG R AhyC OV Fddl BSYs,
benefit to the patient that outweighed the risk of recurrent toxicity; d)
i niti &VpyAvedapt pery andpraneddy MHBpE pyeak ghreg pu of fogavdeks @8¢q qyatyohres

T ) S PAEETA BTL ShSBhd ha st
agent (e.g. carboplatin) is administered about once every 2 weeks, once every 3 weeks, once every 4
weeks, once every 6 weeks, or once every 8 weeks. In some embodiments, the intervals between
each administration are less than about any of 6 months, 3 months, 1 month, 20 days, 15, days, 14
days, 13 days, 12 days, 11 days, 10 days, 9 days, 8 days, 7 days, 6 days, 5 days, 4 days, 3 days, 2
days, or 1 day. In some embodiments, the intervals between each administration are more than about
any of 1 month, 2 months, 3 months, 4 months, 5 months, 6 months, 8 months, or 12 months. In
some embodiments, there is no break in the dosing schedule. In some embodiments, the interval
between each administration is no more than about a week.

[0174] In some embodiments, the dosage of the platinum-based agent (e.g. carboplatin) can be

between about AUC=2 to about AUC=6 (such as about any of AUC=2, AUC=3, AUC=4.5, or
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A ECS = End of Study. When patient cane off study, the indicated tests were
done. Repeat studies for tunor response only if required per the defined
study i mnewyonregligiebs®dul e. B Reporting of AEs/ SAEs conti nuedTtuseangbo289 days
after the patient discontinued the study drug or EGCS, whichever cane |ater.

Any Al t hat began, duri this wer e owed. If there re no
AL orNans oG e ek eal et AUESH Gy SUbet B St shone 1o
the patijesnt, Aeeki W4 §, o3AUda%s whe®pivkRst a BR&eUObS foueRbdaRhedufe. Rsegnancy
t est reqU|red for women of chil d- bearing potential only. Serum P-hCG

pr egnaregipicede aaent 9k pacdifarelds alpua e Bsabopiahdarg/me (4.4i A810p§ 0P /IR0 72 hour s
of theydekf y%Ehé%in@ E‘%S%éﬁli/ AtnSe aHURY Ao en@og%nﬁéatﬁe H&fag@&tf{ﬁé’ ﬁ{m&?ﬁsel i ne

and at any other stage In the cycle as determned to be cllnlca y
si gni fhasclragesye. gmaéwiagal @n b bgaveph ebdub AUhiF2de abaut ABI(Foepuchras abgit ensodit ai ned
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e 1, prior ﬁlnlste ng stu enot herapy). Al subsequent
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etc), pri.ar adm nistratio study dr F Al ents ha
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(at any time during the 6th week) while on-treatnment, and ECS (only if
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chose rln@&vel?&ﬁellnlrg %rt&‘?al flﬁ T &QWtotnElzﬁqlfﬁa lﬂﬁbﬂaﬁjy omhﬁ‘alﬁg)ﬂsfngg\%@itcultap roughout

study durati on. tai ned scans for response assessnent every 6 weeks
whi | e lotmamuse@iamna tral@h@éﬂl@fgli@rmg(wt uthesylapanteathdeglp tragsniveosbaad ganstl¢ranakb s

visit ﬁ@!)ﬁ{e elﬁlb(gCﬁI%gﬁtg QfsBfld #oﬁlﬁnlgo Irquege f&r}ﬂqﬁtlbmg ﬁacshfar}g\pr%?g% Cttll&l; ess there

was otherw se ear clinica ence o rogr essi o an of head
or br ajompbﬂlomasl/qmehta‘lﬂatmm bafsed;ygept masb@tﬂseﬂ)rlalsmnerema@dlmsmts, thxpstiade]l J A

nucl ear nedi ci ne bone sc d at Base i e.for ny. patient with
1Yt PO Sirgtop S Hhe Bk RerE tedl ecf SRp MRS PR cd on t e
bone Sﬁtazrvca@lsgoﬁﬁsohie%maﬁtﬁdn@s&a,pacvlm;&hnan@pﬁutle@@fﬂpésuﬁjnvaad thehgainbad pl ain
filmX-rays done to verify they were indeed netastases. These confirmng

X-ray bepedciced (Gar@rien] aynh%ﬁédratmﬁa%wﬁ@mww TR BRbadisBenty, dreacliaisdat ed

at subzgguent &9&§m§&§9§ﬂmﬁﬁgﬁm§ﬁﬁﬂ%a%ﬁﬁgmk@H?%h%@m%m%ﬁymﬁ%nﬁﬁﬁﬁs and at
the tine an objectlve response was init |y docunented or initially

conf i ripeaportdlBENsamaeseraleidondras, &g paclited émiomrtlamom@%qmﬁnéﬁé@qIflatm@my wei ght
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same composition (e.g., a composition comprising both the nanoparticles and the platinum-based
agent) or in separate compositions (e.g., the nanoparticles are contained in one composition and the
platinum-based agent (e.g. carboplatin) is contained in another composition).

[0177] In some embodiments, the paclitaxel nanoparticle composition and the platinum-based
agent (e.g. carboplatin) are administered sequentially. Fither the paclitaxel nanoparticle composition
or the platinum-based agent (e.g. carboplatin) may be administered first. The paclitaxel nanoparticle
composition and the platinum-based agent (e.g. carboplatin) are contained in separate compositions,

which may be contained in the same or different packages.
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I ncl usi on/ Exclusion Criteria [0269] A patient was eligible for inclusion in
this study only if all of the following criteria were net: 1)
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to devel oping progressive disease, were followed w thout further treatmnent
until progressive di sease was docunented or until the treating physician
felt additional treatnment was required. Treatnment Arm A

(Nab- paclitaxel /carbopl atin)
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[0275] During the Treatnent Phase, patients random zed to this arm

i ntravenously received Nab-paclitaxel 100 ng/n2 adm ni stered weekly (Days
1, 8 and wb20fr/eadh cycl e) over approximately 30 m nut eCHUSh@u3E@NY
steroid prenedi cati on and without G CSF prophylaxis (unless nodified as
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that A3 e &0@? ot BEQH&rR—rbafeﬁtarggnt (Q é.%a%b%ﬁlaﬁﬁ)qg ¥bout AUC=4.5 once every three weeks.

In some embodiments, the dosage of paclitaxel in nanoparticle composition is about 50 mg/m*
weekly and the dosage of platinum-based agent (e.g. carboplatin) is about AUC=3 once every three
weeks. In some embodiments, the paclitaxel nanoparticle composition and/or the platinum-based
agent (e.g. carboplatin) is administered intravenously. In some embodiments, the paclitaxel
nanoparticle composition and the platinum-based agent (e.g. carboplatin) are administered
intravenously. In some embodiments, the platinum-based agent is carboplatin.

[0182] The doses required for paclitaxel and/or the platinum-based agent (e.g. carboplatin) may
(but not necessarily) be lower than what is normally required when each agent is administered alone.
Thus, in some embodiments, a subtherapeutic amount of the drug in the nanoparticle composition
and/or the platinum-based agent is administered. "Subtherapeutic amount” or "subtherapeutic level”
refer to an amount that is less than the therapeutic amount, that is, less than the amount normally
used when the drug in the nanoparticle composition and/or the platinum-based agent (e.g.
carboplatin) are administered alone. The reduction may be reflected in terms of the amount
administered at a given administration and/or the amount administered over a given period of time

(reduced frequency).
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Nab- pacl i taxel [0281] Each singl e-use 50 nL vial contained 100 ng paclitaxel
and human al bumn (HA) as a stabilizer. Each Nab-paclitaxel vial was
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[ oos5] PLALTA T i Bl e RGP Gl SN BER RIS B BRnTELS, | ¢
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[0186] A combination of the administration configurations described herein can be used. The

combination therapy methods described herein may be performed alone or in conjunction with
another therapy, such as chemotherapy, radiation therapy, surgery, hormone therapy, gene therapy,
immunotherapy, chemoimmunotherapy, hepatic artery-based therapy, cryotherapy, ultrasound
therapy, local ablative therapy, radiofrequency ablation therapy, photodynamic therapy, and the like.
Additionally, a person having a greater risk of developing the NSCLC may receive treatments to
inhibit or and/or delay the development of the disease.

[0187] In some embodiments, the administration of the paclitaxel nanoparticle composition and
the platinum-based agent (e.g. carboplatin) are concurrent with radiation therapy (e.g. thoracic
radiation). In some embodiments, the administration of the paclitaxel nanoparticle composition is
administered concurrent with radiation therapy (e.g. thoracic radiation). 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 or in
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the paraneters established in the eligibility criteria. Hepatic toxicity
fromtaxanes could occur but it was uncommon. Therefore, hepatic
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eval uation to determ ne the cause, including the possibility of progressive

met astati.c di sease and hep t of.oxicit om concurr . redi catl The
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Cccur rérde opglqup K0 U3 'He triakdase ANE be aprizddep ffé?t%ﬂl?ed [csHER- Forawrpie. et h

neutr qgﬁﬁfe@néf@bﬁ{ﬁr@e §§t€0%c%hﬁﬁ/du9f ddREXSf 2QE lIﬁ)séjgéeraﬁng Rﬁ&ﬂl&g(ﬁ%es var
neut r openi a* < 1500 cells/mB) OR Neutropenia <500 cells/'im8 for >1
week widely, and depends on the half-life of the isotope and the strength and type of radiation emitted. In

some embodiments, the radiation may be performed in 25-40 (e.g., about 33) fractions by either 3D
conformal or intensity-modulated techniques. In some embodiments, the dosage of paclitaxel
nanoparticle composition is between about 20 mg/m” to about 60 mg/m” (e.g., 40 mg/m?) weekly,
the dosage of platinum-based agent (e.g. carboplatin) is between about AUC=2 to AUC=6 (e.g.,
AUC=2) weekly, and the dosage of thoracic radiation is between about 25 to about 40 (e.g., about
33) fractions by either 3D conformal or intensity-modulated techniques concurrently.

[0188] 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

211 14

tissue. Suitable radioactive isotopes include, but are not limited to, astatine Carbon 'chromium,

36chlorine, 57iron, 3 Scobalt, COppCI‘67, 152Eu, gallium67, 3hydrogen, iodine!?, iodine®!, indium!"!, 3 %ion,

186 75 99m 9

32phosphorus, rhenium selenium, ° sulphur, technicium™", and/or yttrium 0
Nanoparticle Compositions

[0189] The nanoparticle compositions described herein comprise nanoparticles comprising (in
various embodiments consisting essentially of) paclitaxel (or docetaxel) and an albumin (such as
human serum albumin). Nanoparticles of poorly water soluble drugs (such as paclitaxel) have been
disclosed in, for example, U.S. Pat. Nos. 5,916,596; 6,506,405; 6,749,868, 6,537,579, and 7,820,788
and also in U.S. Pat. Pub. Nos. 2006/0263434, and 2007/0082838; PCT Patent Application
WO08/137148, each of which is incorporated by reference in their entirety. Although the
description below focuses on nanoparticle compositions comprising paclitaxel, the same also applies
to nanoparticle compositions comprising docetaxel.

[0190] In some embodiments, the composition comprises nanoparticles with an average or mean
diameter of no greater than about 1000 nanometers (nm), such as no greater than about any of 900,
800, 700, 600, 500, 400, 300, 200, and 100 nm. In some embodiments, the average or mean
diameters of the nanoparticles is no greater than about 200 nm. In some embodiments, the average or
mean diameters of the nanoparticles is no greater than about 150 nm. In some embodiments, the
average or mean diameters of the nanoparticles is no greater than about 100 nm. In some
embodiments, the average or mean diameter of the nanoparticles is about 20 to about 400 nm. In

some embodiments, the average or mean diameter of the nanoparticles is about 40 to about 200 nm.

In some embodiments, the nanoparticles are sterile-filterable.
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1st Cccurrence Dose reduction to the next |ower |level were required for
subsequent cycles once ANC is > 1500 cells/mB. 21Cccurrence Dose
reduct i orwoaotie3zvext | ower | evel were required for sub®egusat1OyRbes once
ANC is > 1500 cell s/ m8B. Thr onbocyt openia Grade 3 or Grade 4* 1st
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7 day S)nﬁ@gw(%éﬁ%dapé&()[ﬁi@il% 4280,d20,1d 0t 1%5,%(? §O 70, or 60 nm. In some embodiments,
at least about 50% (for example at least about any one of 60%, 70%, 80%, 90%, 95%, or 99%) of the

nanoparticles in the composition have a diameter of no greater than about 200 nm, including for
example no greater than about any one of 190, 180, 170, 160, 150, 140, 130, 120, 110, 100, 90, 80,
70, or 60 nm. In some embodiments, at least about 50% (for example at least any one of 60%, 70%,
80%, 90%, 95%, or 99%) of the nanoparticles in the composition fall within the range of about 20 to
about 400 nm, including for example about 20 to about 200 nm, about 40 to about 200 nm, about 30
to about 180 nm, and any one of about 40 to about 150, about 50 to about 120, and about 60 to about
100 nm.

[0192] In some embodiments, the albumin has sulthydral groups that can form disulfide bonds.
In some embodiments, at least about 5% (including for example at least about any one of 10%, 15%,
20%, 25%, 30%, 40%, 50%, 60%, 70%, 80%, or 90%) of the albumin in the nanoparticle portion of
the composition are crosslinked (for example crosslinked through one or more disulfide bonds).
[0193] In some embodiments, the nanoparticles comprise paclitaxel coated with an albumin
(e.g., human serum albumin). In some embodiments, the composition comprises paclitaxel in both
nanoparticle and non-nanoparticle forms, wherein at least about any one of 50%, 60%, 70%, 80%,
90%, 95%, or 99% of paclitaxel in the composition are in nanoparticle form. In some embodiments,
paclitaxel in the nanoparticles constitutes more than about any one of 50%, 60%, 70%, 80%, 90%,
95%, or 99% of the nanoparticles by weight. In some embodiments, the nanoparticles have a non-
polymeric matrix. In some embodiments, the nanoparticles comprise a core of paclitaxel that is
substantially free of polymeric materials (such as polymeric matrix).

[0194] In some embodiments, the composition comprises albumin in both nanoparticle and non-
nanoparticle portions of the composition, wherein at least about any one of 50%, 60%, 70%, 80%,
90%, 95%, or 99% of the albumin in the composition are in non-nanoparticle portion of the
composition.

[0195] In some embodiments, the weight ratio of albumin (such as human serum albumin) and
paclitaxel in the nanoparticle composition is about 18:1 or less, such as about 15:1 or less, for
example about 10:1 or less. In some embodiments, the weight ratio of albumin (such as human
serum albumin) and paclitaxel in the composition falls within the range of any one of about 1:1 to
about 18:1, about 2:1 to about 15:1, about 3:1 to about 13:1, about 4:1 to about 12:1, or about 5:1 to
about 10:1. In some embodiments, the weight ratio of albumin and paclitaxel in the nanoparticle
portion of the composition is about any one of 1:2, 1:3, 1:4, 1:5, 1:6, 1:7, 1:8, 1:9, 1:10, 1:11, 1:12,

1:13, 1:14, 1:15, or less. In some embodiments, the weight ratio of the albumin (such as human
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include, but are not limited to, water, buffered aqueous media, saline, buffered saline, optionally
buffered solutions of amino acids, optionally buffered solutions of proteins, optionally buffered
solutions of sugars, optionally buffered solutions of vitamins, optionally buffered solutions of
synthetic polymers, lipid-containing emulsions, and the like.

[0198] In some embodiments, the pharmaceutically acceptable carrier comprises human serum
albumin. Human serum albumin (HSA) is a highly soluble globular protein of M, 65K and consists
of 585 amino acids. HSA is the most abundant protein in the plasma and accounts for 70-80 % of the
colloid osmotic pressure of human plasma. The amino acid sequence of HSA contains a total of 17
disulphide bridges, one free thiol (Cys 34), and a single 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 example, in the context of use of these compositions in
non-human mammals, such as the veterinary (including domestic pets and agricultural context).
[0199] Human serum albumin (HSA) has multiple hydrophobic binding sites (a total of eight for
fatty acids, an endogenous ligand of HSA) and binds a diverse set of taxanes, especially neutral and
negatively charged hydrophobic compounds (Goodman et al., The Pharmacological Basis of
Therapeutics, 9" ed, McGraw-Hill New York (1996)). Two high affinity binding sites have been
proposed in subdomains ITA and ITIA of HSA, which are highly elongated hydrophobic pockets with
charged lysine and arginine residues near the surface which function as attachment points for polar
ligand features (see, e.g., Fehske et al., Biochem. Pharmcol., 30, 687-92 (198a), Vorum, Dan. Med.
Bull., 46, 379-99 (1999), Kragh-Hansen, Dan. Med. Bull., 1441, 131-40 (1990), Curry et al., Nat.
Struct. Biol., 5, 827-35 (1998), Sugio et al., Protein. Eng., 12, 439-46 (1999), He et al., Nature, 358,
209-15 (199b), and Carter et al., Adv. Protein. Chem., 45, 153-203 (1994)). Paclitaxel has been
shown to bind HSA (see, e.g., Paal et al., Eur. J. Biochem., 268(7), 2187-91 (200a)).
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CCeurnEoGE O HEe Mk oS ALE e AbSrin) T 2 SoiipSsiton senarally Sebves as a
carrier for paclitaxel, i.e., the albumin in the composition makes paclitaxel more readily suspendable
in an aqueous medium or helps maintain the suspension as compared to compositions not comprising
an albumin. This can avoid the use of toxic solvents (or surfactants) for solubilizing paclitaxel, and
thereby can reduce one or more side effects of administration of paclitaxel 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. In some
embodiments, the nanoparticle composition contains less than about any one of 20%, 15%, 10%,
7.5%, 5%, 2.5%, or 1% organic solvent or surfactant.

[0201] The amount of albumin in the composition described herein will vary depending on other
components in the composition. In some embodiments, the composition comprises an albumin in an
amount that is sufficient to stabilize paclitaxel in an aqueous suspension, for example, in the form of
a stable colloidal suspension (such as a stable suspension of nanoparticles). In some embodiments,
the albumin is in an amount that reduces the sedimentation rate of paclitaxel in an aqueous medium.
For particle-containing compositions, the amount of the albumin also depends on the size and
density of nanoparticles of paclitaxel.

[0202] Paclitaxel is “stabilized” in an aqueous suspension if it remains suspended in an aqueous
medium (such as without visible precipitation or sedimentation) for an extended period of time, such
as for at least about any of 0.1, 0.2, 0.25,0.5, 1,2, 3,4,5,6,7, 8,9, 10, 11, 12, 24, 36, 48, 60, or 72
hours. The suspension is generally, but not necessarily, suitable for administration to an individual
(such as human). Stability of the suspension is generally (but not necessarily) evaluated at a storage
temperature (such as room temperature (such as 20-25 °C) or refrigerated conditions (such as 4 °C)).
For example, a suspension is stable at a storage temperature if it exhibits no flocculation or particle
agglomeration visible to the naked eye or when viewed under the optical microscope at 1000 times,
at about fifteen minutes after preparation of the suspension. Stability can also be evaluated under
accelerated testing conditions, such as at a temperature that is higher than about 40 °C.

[0203] In some embodiments, the albumin is present in an amount that is sufficient to stabilize
paclitaxel in an aqueous suspension at a certain concentration. For example, the concentration of
paclitaxel 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
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[0204] 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 albumin. In some
embodiments, the composition, in liquid form, comprises about 0.5% to about 5% (w/v) of albumin.
[0205] In some embodiments, the weight ratio of albumin, e.g., albumin, to paclitaxel in the
nanoparticle composition is such that a sufficient amount of paclitaxel binds to, or is transported by,
the cell. While the weight ratio of albumin to paclitaxel will have to be optimized for different
albumin and paclitaxel combinations, generally the weight ratio of albumin, e.g., albumin, to
paclitaxel (w/w) is about 0.01:1 to about 100:1, about 0.02:1 to about 50:1, about 0.05:1 to about
20:1, about 0.1:1 to about 20:1, about 1:1 to about 18:1, about 2:1 to about 15:1, about 3:1 to about
12:1, about 4:1 to about 10:1, about 5:1 to about 9:1, or about 9:1. In some embodiments, the
albumin to paclitaxel weight ratio is about any of 18:1 or less, 15:1 or less, 14:1 or less, 13:1 or less,
12:1 or less, 11:1 or less, 10:1 or less, 9:1 or less, 8:1 or less, 7:1 or less, 6:1 or less, 5:1 or less, 4:1
or less, and 3:1 or less. In some embodiments, the weight ratio of the albumin (such as human serum
albumin) and paclitaxel in the composition is any one of the following: about 1:1 to about 18:1,
about 1:1 to about 15:1, about 1:1 to about 12:1, about 1:1 to about 10:1, about 1:1 to about 9:1,
about 1:1 to about 8:1, about 1:1 to about 7:1, about 1:1 to about 6:1, about 1:1 to about 5:1, about
1:1 to about 4:1, about 1:1 to about 3:1, about 1:1 to about 2:1, or about 1:1 to about 1:1.

[0206] In some embodiments, the albumin allows the composition to be administered to an
individual (such as human) without significant side effects. In some embodiments, the albumin (such
as human serum albumin) is in an amount that is effective to reduce one or more side effects of
administration of paclitaxel to a human. The term “reducing one or more side effects of
administration of paclitaxel” refers to reduction, alleviation, elimination, or avoidance of one or
more undesirable effects caused by paclitaxel, as well as side effects caused by delivery vehicles
(such as solvents that render paclitaxel suitable for injection) used to deliver paclitaxel. In some
embodiments, the one or more side effects are adverse side effects (AEs). In some embodiments, the
one or more side effects are serious adverse side effects (SAEs). Such side effects include, for
example, myelosuppression, neurotoxicity, hypersensitivity, inflammation, venous irritation,
phlebitis, pain, skin irritation, peripheral neuropathy, neutropenic fever, anaphylactic reaction,

venous thrombosis, extravasation, and combinations thereof. These side effects, however, are merely
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can then be removed by evaporation. The dispersion obtained can be further lyophilized. Suitable
organic solvent include, for example, ketones, esters, ethers, chlorinated solvents, and other solvents
known in the art. For example, the organic solvent can be methylene chloride or chloroform/ethanol
(for example with a ratio of 1:9, 1:8, 1:7, 1:6, 1:5, 1:4, 1:3, 1:2, 1:1, 2:1, 3:1, 4:1, 5:1, 6:1, 7:1, 8:1,
or9:1).

Other Components in the Nanoparticle Compositions

[0210] The nanoparticles described herein can be present in a composition that includes other
agents, excipients, or stabilizers. For example, to increase stability by increasing the negative zeta
potential of nanoparticles, certain negatively charged components may be added. Such negatively
charged components include, but are not limited to bile salts of bile acids consisting of glycocholic
acid, cholic acid, chenodeoxycholic acid, taurocholic acid, glycochenodeoxycholic acid,
taurochenodeoxycholic acid, litocholic acid, ursodeoxycholic acid, dehydrocholic acid and others;
phospholipids including lecithin (egg yolk) based phospholipids which include the following
phosphatidylcholines: palmitoyloleoylphosphatidylcholine, palmitoyllinoleoylphosphatidylcholine ,
stearoyllinoleoylphosphatidylcholine stearoyloleoylphosphatidylcholine,
stearoylarachidoylphosphatidylcholine, and dipalmitoylphosphatidylcholine. Other phospholipids
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[0213] Formulations suitable for parenteral administration include aqueous and non-aqueous,
isotonic sterile injection solutions, which can contain anti-oxidants, buffers, bacteriostats, and
solutes that render the formulation compatible with the blood of the intended recipient, and aqueous
and non-aqueous sterile suspensions that can include suspending agents, solubilizers, thickening
agents, stabilizers, and preservatives. The formulations can be presented in unit-dose or multi-dose
sealed containers, such as ampules and vials, and can be stored in a freeze-dried (lyophilized)

condition requiring only the addition of the sterile liquid excipient, for example, water, for
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nodi fications to the original RECI ST guidelines. WO ) )

2011/ I'83 /OBPO1RE e%fgi%_ 98061 ARY" QSH?PQ%SQPEK”‘B(%‘_?{E@ ahrenige Pt #Hedic44Ve he
per cenimdht fahd SRGRINDReRadne WA o ARsRRISE hVRInG ARk A nh@spRAREe (conplete
or partial response). Disease control rate (SD for at |east 16 weeks or

conf i raeEdrogiomndply plaiimmn-Ressd pegasyfoedcatmpid op NSrhfy The panepariicleniddhnt was
the p : i i, eV j L; i or
par | Bl B G Enl A B} B EA R SRR TR
Super ikatringyycopfpriNabagdistinct envatosition phopl atiare tenfiakving whelknping cPmpagaison

est abléo?nhelgeswar?@ a%t%?eslag Bile (9)%"%%&8;1 CtIIrileI‘iSQSSt :flz'%iagl r(rjlfbag'%, /eIRT > 1.0. In
addi t iONPEE TRERETS %0 resp&’nse P at'es fp,& P pﬂ] and IS 95. 1% ', the
f ol | ovR8]Wer ehpkigsEliceidvdntion @rah siita® Rt preitigineeSuitBR: pasiaFle@ndidebutayastal |
rate response, and 95% Cl_of the response rate. Treatnent reginen
compar |8 BfViHe Spblis dart-dicslpickagussieda Ny PaiEc Biesh §a%glﬁglkg§9f%may

[ 0307]BabseR 98I CARNBRal BmpbiintEscle YRt d Medphadvelid rohdtign fepidseg: 1)
when determ ni ng conpl ete response or partial reSponse: ((Post value -

Basel iapalicaHpy Bys Bae elovises girlgepf manube ypdvingh igglade waks ésueh as irglegvédpessi ve

di Seas&)itle@ﬁgétﬂé&ﬁhé‘?ack ihd MRhye since treatnment started)/ (Nadir value
since treatnent stafte ¢ 100. fi1£0308] The followi ng definitions were used

t o evdD2Hile r ésponsetibasethtiiogd ke getofltespaohiexd nampahicle compositions and
platinum-based agent (e.g. carboplatin) generally include information as to dosage, dosing schedule,

and route of administration for the intended treatment. In some embodiments, the instructions
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time point after baseline: Conplete Response (CR): D sappearance of all
target lesions. Partial Response (PR): At |east a 30% decrease in the SLD
of targetwbesignsidst aki ng as reference the basel i ne SLDPCStushéig/oB28ease
(SD): Neither sufficient shrinkage of target | esions to qualify for PR nor

suffici increase to i fy for PD ng .as reference.the nadir SLD
o1 oo nfiote (167 FEREe uli Alosn e D 3L A Bt B AT o ComB e

i ncr eame thetokaR betwdeR hbdua NI #T=2l (6 SbAN AU PIhtASMIRERT RBE & e. b N@rttpdiin) SLD
recorded since the treatnment started, or, the presence of one or nore new

| esi ortBoulha plminisere, i spareeenhogyments, {hsppriuctions |1Wa&r9e%<éﬁ$e RetWesa2BPYiRE whi ch
was NQf ;PRAT LK g/n(iyr of\ﬁgélﬁﬂe%oyﬁﬁpﬂs €oth osl?tﬁ)ne\%%k%tdﬁgm&t%g'aﬂ(ga H&sag@ .
inability to determ ne the status of parti cular tunmor for the tine

poi nt herweqtneb«tutMC43t0tahe1t$th§3{€a¢fﬂtb¢tlnbel l@etceagwtr(ed earbaplatinpedmpioisiered and t he
rul es e assigned
For -t FaEe ¢ Ak SRR bR LERP B Re e Uik B sorlg St 12 B

(NA) @ iherkaomgetditasa d;magwﬁraeomtd@ﬁ td/meo @tlithas ebmapartml%abmnmaorvwvedklmo

target |esion tifie cou n be asse d.fo onse.
These WAERUREL 0EF douet Sebdty KR POTERE e ShnedCROT SRR Ry EEENe
wer e nete PRI Mikd¥BkeRE sHobldShetusefop ticfiteiided @ ahiéat. &n §dne dniodBhenkL&ieONS.

[0309] Each non-target |esion was qualitatively evaluated at each tine
poi nt .In{¥sHRdRdicHe adespeq dbomt 7étm%ac AT PACHEXPOTATPatid SERWSERRHYiFth respect

to th%d%ﬁbﬂeﬂ%n&ihéfdk@ge B¥ Rgteﬁ%'o@illa‘{iﬁ&n%ﬁ&%sa%&ﬁ (X"%;Uﬁrtioﬁﬁﬂﬁ%dnhﬁlst@f%@l' r size
of the non-target |esions. The overall non-target [esion response for each

ti me pwchevopadiessssksdgulldetused ipothetinterded tegmenh&n mt‘-ﬁtlehog@ent%éheons for
h E/ ND
that Rﬁ‘gutu Eéﬁs%dl&ttgg d&géé](gf abh&?ﬁlﬂﬁ%ﬁl‘ ég]éa%ﬁtaxél%ﬁh(g{&ﬁ’@esco%p%§ %blfl I\N? gﬁncp

t he non-target response~was progression was I dent
avai | ab¢ éosamftabogeétU(l}e%ofqﬂ&tlnut%elmemmna(sges&rmmatm) umnmlscheéd aedewnsy f ol | ows:

Conp e Re non- t esi on St abl e
i seadbtt 8o Ml bGB s TRe DRSS ERS el eagabu hERk: L BT one. o
mor e rigdicdes gedagt e@oem&nrmebutqoaﬂlg/wtmoﬁmo RBnoOe. PPI0 Mgy essdcliaxdi sease
(PD): The "unequi vocal progression” of existing non-target |esjan(s)

appear@RCRETETC gepostiopadiniiaird weskbn o dpsaga besrisitpar AHCoR 6y AL SO S gease.
It PD foc=bhg phidRin@Hasdt@BedQe. DL attRpRER AN Rk e d vl IRy PRI dRAR .M beQRlegh Y ON

the progression of non-target |esi ong then additional criteria are
requi radeutt2y t@ébfmarl@ (4-4-eabou ?r?))flﬁi?tsonisﬁ tharseis, radipfion byiitger ) canbrmawii ch t he
asses%ﬁ@ﬁ'&?t % é’tﬁg ﬁ@u@g S Bhe RHOATRAEG! thY flsHu@RIE R e tﬁa‘?m
basel i ne (Or 1 t na to the time point In question. PD of

non- taIag]@aXdl eanpal(tlsbe compphiien andéiralmqéatmm rssbasedewhembapheinBisD of the
Iesion eased by 20% or .greater. and the. | esi . ured

o oat o TR MELERRED R AR RSB P Rk B B PRET e of

pr ogr asaomiiticld fonigaeition atidthg @latih@aibasddsiperdi(€g.natbopreh) drbedjubtdidéd at i ve
criteria as described, were . not assesse s havin ressed. For

pl eur dPtf?"leH?‘HFY meeeglbOBgﬁqn&aﬂlaﬂarmef%%%gﬂ tgﬁdﬁedtlhté%“? baPiasl Pect | ons,
progr esfopias assessed in an otherw se stable or responding subject vvhen
the increase in the fluid was estimated to be greater than 500 cc, and was

not atl0?2Wut abl wmeenbodiringy the il peovides datel denoringiiieginsisaiiegltha theUnabl e t o

Eval u fwﬁnﬂ S not

neasu?p%ght(%%é@v}fansd%%ﬁ %gm ggl‘g&}%{\glg?éu@ rgjlhf g t%@zrﬁdlélangb é%tlfin o determ ne

t he stiadivslud$ hivigs onpanr moceidtaractemstoes of NS(HJQeSetelcwe fpoi the gromp qu@sstti'ng) nf (iNot
pllcable non- t re i.den t..pasel | t

e R ad B DR B Fert 1Bl R0 PfafediENiady AatoiBOR Rl fSep RE

non- t atgsatc (8% ﬂﬁfa:is‘entlbl(l&ﬂd])s] &ﬂ}@p@ﬁenﬁﬂmst of) diftkentia BBy dlosf @h6r Mﬁﬁdys(vﬁ))r

confir PR S he samnme manne S e e response.
Pr ogr ?IBWIaﬂ e ﬁ%}%v S‘?@ém@@ %qtétyr%m&ﬁ%w%t r(Tﬁ%FJ@' \}\)a‘é%{f‘&rSh‘t‘fEct ed

once ANALSr PHabEnhSchadcardpyaeh (p2dli(keagRrRAAILRF 'h@t@ro@%% ARAtIOINf @r any
cause) This was equivalent to 735 events which provides 8 i)ovver with a

t wo- siSétede-mygiotide pelygprrdsmoSORY (Kolitiercedal Keanawariees! (Daldéireniat Bewylativm to
Taxol / ot gf&?&éﬁ% iOn B%ﬂ{(])g réiﬁ& ngbRt% §c)1 1} ﬁfffepenﬁgl allhgl%tll %%)TJKZE% was anal yzed

usi ng pl an- MeT er net I ned as e ti romthe day of
random zation to the start of dlsease progression or death (for any cause),
whi chever occurs first, based on the blinded radiol ogical review assessnent
of response. PFS for patients who achi eved an objective confirnmed conplete
or partial response was presented as a neasure of duration of response.
[0313] Patients who did not have di seasé progression or have not died were
censored at the last known tine that the patient was progression free. In
the event that palllatlve radlotherapy or surgery at Ie5|on S|tes occurs,

o o o o, " o, o e



WO 2011/ 123395PCT/ US2011/ 030209 [ 0314] To assess the inpact on PFS of
response assessnents not occurring at the regularly schedul ed assessnent
times, thwof2nagueIsy of these unschedul ed/ of f - schedul ed PETAISIGITOAG289 Was
presented for each treatnment reginen. In addition, a confirmatory

sensitiyity apal ysis was rfarmed re patients with events and .
censorlf’%%@ t hake %%%?éwaggff b SR g8 o Syti-dpiopagkaseti of agp-unit
assessiBat FortRmpleSkits iy R3sedd@nhiRendtsarRient DRa@%F ph@igdbBdsl dYscrsbiedul ed
assessnment rather than the actual off-schedule date. To assess the inpact

of a JicF © mPYdedcuspbrbecn b espgituaplor af ctendgd peréqd; sughep agoliinedsked
di seasgy 5,%3({21 5304 S,Ebﬁa%s! Pﬂ&%@z@flﬁ %g%i@ﬁ%ﬁg 3rv€e%9§?'1§feieﬁ§;%%e%ﬁle,@t\§eelé@§

present e reat nent regi nen. n, two confirnmatory sensitivity
anal yseentie # encntnduniveds, 7 months 8fiangits, ¢ evesihs,iarintope.anal ysi s, these patients

wer e red at the |last visit where the. patient s docu ted to. be
or ogr S82ean 1 FBa ey fsp REEuBhbp CURL B P DRy B PREUIST P anfionCer
consi dadedubaidrave ups agrpeskRdd it quahdtidsisoficieht foh&ofiks selust @spiaRsgcies, for
assessnent.&go3li]The Nab}FacIitaxel/carboplatin to Taxol /carboplatin

T

hazar FXPRPIC fyrmaglgs aid compaundpeRhapIgIcieSEs wer e eval uat ed. The

fol I ovppesial sa1308):6ieNB AL &EintO CoBR¢Ridns 2al WRM oda8OioMBNuschATH Be SI zEe,
nunber and percentage of patients wth di sease progression or death, nedian

PFS, andhedsalssgibpd haseinglnsome ginhpdipegs, tiere iqupyidel Mapdging (argempetiioRs anas
eval u [ i cas:| es were
testeg&ﬁgP%%%Pﬁgﬁ?%égggﬁgggggﬁsaggﬁﬁgn g%ﬁ?é&@%ﬁﬁﬁg§f%?$%gg%%%%F anal ysi s

f or pabimpnting nanvpwaklepasnponguet kdxd aoear7gbtom (pahiae htmarhgdind abdminfhins was
equi val ent _to..735 deat hs whi.c rovi des 85% power with a two-si.ded Type 1
error "Of° 6%2@“168“ dtg‘%ré ¢ Pr.%“ﬁﬁcg"l %S%HHF ())<ré:f)?1£8$g%np?raat i ﬁoéag?ﬁgr&%/f%ra“rs% b%l atin
hazar dreagatd NSCHRA oh)pridfngGafBépartReds icemprisild pdchakelw@ag adlabumad sash dshambh me from
t he day of andonnﬁﬁtion to patient death (for any cause). Patient survival

was anafWydgumy) andtheplagpumbased a2¢ny pPES,  Saf et y/ Tol erability Endpoints

[ 0317] Bsnpiah Ebolitenisabi | ity endpoints were the incidence of
treat nent - energent AEs and SAEs, | aboratory abnormalities, and incidence of

pat i edP324xpel i neihod of ssdingpansmeBicplbvag carrse(NYildpriupr indhdduahindeed

pr emat i i Aol . ; i ing the
0t uy st AR DR Tttt s DR o AR L bRt 29 o
Adver senfprieng sanoPadicleCT@ar)sinesmelitakdl pnd Arcdlbypnimaund by agdiecriepandunngl <t C.
htm ), ere_applicable.. AEs .were not included on the toxicity scale
vere dPERESEPLLREhGRENSCRG R EBe AR oade’s < shvere.
G ade [0225]] i f - A McERUNiB@ingNNTI@ Ad ibdiFidddabipridns adihialsionag e @et er m ned
not to be'possib%%%'probably or definitely related to study'drug'did not
r equi rigdiyidhlie pn eRetivaenet Bt cospasitios cOMBRHNES RGBT IAEHF BAISBES B be

i nt er ri4RtgdibhRlin A hEn BlfediNE aAbeR 08H bRANRH-vhRQ b EFldrdA LR RAL bRl S
requiring tOX|cu%K managenent were assessed and eval uated at | east weekly

as i ndirerthsdV¥yl-¢ hevirgensrdr mproghardseerieiesrelectcdNomaha ¢roopggsaT USP011/ 030209
[ 0319] AGEOGAIPRIL Q| ANl TR AV RIGM CLvater & e¥eRt) Afi@dhdF1evels of
q

| abor at'ory values o
SPARC, (iv) differential levels of hypoxia markers, (v) differential levels of tumor acidity, (vi)
differential levels of gp60, (vii) differential levels of thymidylate synthase (TS), (vii1) differential
levels of S phase kinase-associated protein (Skp2), (ix) differential loss of heterozygosity (1.OH) of
single-nucleotide polymorphism (SNP), (x) differential Kras mutations, (xi) differential methylation
of promoter region of tumor-related genes, and (xi1) differential albumin uptake.
[0226] 3. A method of treating NSCLC in an individual provided that the NSCLC has been
found to have one or more characteristics selected from the group consisting of (a) squamous
cellular carcinoma, (b) differential levels of caveolin-1 (CAV1), (¢) differential levels of SPARC, (d)

differential levels of hypoxia markers, () differential levels of tumor acidity, (f) differential levels of

gp60, (g) differential levels of thymidylate synthase (TS), (h) differential levels of S phase kinase-
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Grade 3 or 4 were described as "severe" or "life-threatening." For exanple,
a neutrophils count <500/ mMm8B woul d neet |aboratory criteria as G ade 4
("Iife-thweanﬂmhagﬁ). Thi s description was not almays syﬂmﬂﬁmnu@3mmih t he
assessnent of the "serious"” criteria of an AE as "life threatening”

D S S S S SR S PR P T 1 udges

as pPoSHeHSIrpiEsm ANP)TRdifRE 4l ks Mlitadet k) iifemiaEmeYgtiords frémastidtiogd, "
not because of the theoretical potenti al for life-threaten ng conseguences.

In t he'l dere-rokicd erpast idghidileeniis alkwpoyupse. hhEcHpeHcamaryes ebpritceagas an

AE of (GiadRqidid0QY} LORRREA adtihne bifa MRHoSAbn BMhATHRL, %}&ﬂ&ﬂaﬁ(ﬂ&&%h@ﬁﬁlﬁg a SAE
unl ess the investigational physician determ ned is represented an

i mredipatiehyel bid en dlbymeiataadiihgn dleshive draeunt higa wamnlenbased;pmt fically,

unco mﬂ)??ﬂt ed 4 % fane ﬁloﬁ of Frgz%tl %WL% Was rlsnt’b% { §psgfegt? nsinc?wl%ucjrzl ha N?gg\]@%

associa wth ver, t1on 4 as a SAE.
[ 0321 ]vihcirdir tlerNﬂaCIt[éhameﬁl oi\la]bfepalaiabteﬁsmb bﬂedthbﬁﬂdmthergraqxbo]iaxmig/ otd@h bopl atin

wer e conpared t he ens el 03 Pat nts i.n the
tr et G DRBOI ST g B LURGER R Dl veih G Gug R opeany Do REQE RN ER A ar ug
i niti aSPARC, (W aﬂg&nhalaequlfyp@hwﬂmefs ?x@dﬁﬁlf&tlalfl'&:%]s (t)ﬂlememlcﬁﬂ‘y tweat ment,
whi chever was | ong atients with clear docunentation that no study

drug whderapiinl Kivsle ef« gtﬁ()c@ui/ diffseengaldpyrdredd gidylpissynthess (b)), pabudierpinl
[ 0323]1?\%@ (Hfrse;{}ﬁge ﬂﬁé&@ %Q@El@%d&h&t&m Q§1§ﬂ§ ((’fxy dﬁfererﬁﬁ'é\lq{}gs o\f’ﬂételr&?é%rsftf @L(ﬁé{) &r ade

according to rade of N changes (

i ncr eayde-oiclapade eelsesl)phlsméN?ﬁ dp) (ti’éftslentaﬂi Ktr#sernetﬁ'il@m ¥y dﬁf@reﬁ@hmthmletlemt ered
and a > r [ ¢ Endpoints
[0324]03§%n%%§%r6r£§nen€tgm8f ;ﬁ{%%%%ac i F‘g%’%\ﬁ%@gl ungi]&%g % ?ﬁeﬂ)o 25, 3.5,
and 24Aadminigesig toithef indivainalehas dselemed painriffectiveranpahi cémtcsmpandmmqumm receive
Nab- pacllt | / carbapl ati.n in a, . Ukrai.ne, ted .St

oty S A A e SN T
maxi mygeqtl asma drug concentration (C), the area under the plasm
concentration _versus tinme curve gAUC and AUC |if the half-life of the

appar d8228ler nf i megindiorf aiessmerHisthes e etvidie] wih WSEEGsvillirppord tofesament 2) |
the t %ﬁlﬁ)rlg Xssgés AR %?m()g-()hara@t@fistkg Bf th@ INS@COJeleg{eﬁtffohpﬂ%% yﬁs)lstln%O?’zS] A

spar se pharnacoki nétic (PK) sanpling nethod coupled wth t corrpa t ment
nmodel df@lsgginouaas!iulgedreinongetbe rltffer@tltalﬁevwofp;avmtle(ﬁéV1TJr(e) dxff@entsalan

| mpor tl&ﬁs[%%g}é?%?@ cﬂlffergﬂt 1e"3¥1§“ lf ?}%0!{ trXarQ rs %?E 1&9%& al FVOY BI“ tu%or N8 olite

present. Ssess onshlp rug exposure and safety,
t he cdfydifatntohleotls nAgH6o, @Naiffwanhalnt(vqmmfanmﬂylaestynmessx ¢h)gliffabsial ut e

A i) RS EaluRted UL o ncarat cgrhel on ARaliSLE M B et o
single-nucleotide polymorphism (SNP), (j) differential Kras mutations, (k) differential methylation
of promoter region of tumor-related genes, and (1) differential albumin uptake, wherein one or more
of the characteristics of the NSCLC indicates the individual will be responsive to the treatment and
the treatment comprises 1) an effective amount of a composition comprising nanoparticles
comprising paclitaxel and an albumin and ii) an effective amount of a platinum-based agent.

[0229] 6. A method of identifying an individual with NSCLC likely to respond to treatment
comprising a) a composition comprising nanoparticles comprising paclitaxel and an albumin and b)
a platinum-based agent comprising: (A) assessing one or more characteristics of NSCLC selected
from the group consisting of (1) squamous cellular carcinoma, (i1) differential levels of caveolin-1
(CAV1), (ii1) differential levels of SPARC, (iv) differential levels of hypoxia markers, (v)
differential levels of tumor acidity, (vi) differential levels of gp60, (vii) differential levels of
thymidylate synthase (TS), (viii) differential levels of S phase kinase-associated protein (Skp2), (ix)
differential loss of heterozygosity (1.OH) of single-nucleotide polymorphism (SNP), (x) differential
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WO 2011/ 123395PCT/ US2011/ 030209 considered if these data were non-normally
distributed. To assess the rel ationship between drug exposure and efficacy,
t he corr evetzoonm2sfsobj ecti ve confirmed response (based @aThiS2eid®sn209

radi ol ogi cal review) vvith PK parameter estinmates was eval uated using a

| ogi st.ic regr.ession ef f ect for%fthe PK rarreter n the
oger Konaguaes b HuRPEME R S BEp el et poet LR TEs bR o

cor r el @fféomiaphlbeAghuppilenBidk BY idhiinBhPRlAMRbLEay RS onfBE ﬁsremgraavﬁétuabﬁd
using a logistic regression analysis with an effect for the PK paraneter in
t he nOWEILE sileasidomun Kisreoum aoRsitiingaf 1) sineawibecliig ciaigomgHlindidistentialilpiglsa

I'i near, 220885 @R VaRaliY Al ferdMiblMe&ls &F reaic fRY aflE r@hAERIESf Hyﬂo;&Qﬁlaﬂ’&%a for
bi omarkers wth a continuous outcones. Laboratory Assessnent

[ 0327](MedrEewhiog yeveksrod e asidity, (vndd&réngal levalhel gpaii(mal dlﬁ@gnf@@é laypls of

nyel o I f . ] .
R N e K I 7
first drfgfﬁhmlad)foss; bigreapyzyaodtyiy. Othet sioglt- nselv@rde pghyatdheptasny tSNID, cil)lmffmgenhhler apy

for each t t ment. testing.of treatnent n differepces were
ber f oG P R e S P BloashE BT bR T e A
hemat Qilﬁgyntmbmeﬁmmptﬁeade 3 or 4 that occurred after the first dose of
st udy dru(g a&resented for each group. Data for patients with Gade 3 or
4 hendP&Wgy teghogddpranirkeiingd COP%’B‘?SP’@:F}HCW& SPMPIHERE P PIPPYEPT and r enal
functig ri¥fR ﬁa&%&%@feb g&ﬂeﬁ&?ﬂ chifigel g@é}ﬁalf)&ﬁm%ha-b f‘?gtm&rﬁ)tb%edg dde 'f(hlb' n
and creati ni he he nunb percent age of patient have ac

gr ade userea Nhanidiadudd yubpepulpat, theanathals gempasifigmiarimengf 4 target angednee of

t her ap \

tr oat noal Pl L IR PRl B RpP LR VL IRl DBp bt AR i R ER P& e
u5| ng thdnmdﬁﬂ&datseﬁ Buch‘Eh@dpnlatldlemm@nematnom%MaMehlstu@'BCNEC&hlemiestbd yrowal ues

hat ccurred er the first. . dose. pof tu drug was
o esedneaon rorsiting b QAR £ salitouts B TR Ll S R ot
val uesoneris, (hi)&mf@&entﬁmwabi sraRE, (Mylaeesdiial BLQsBr kebsia nR329, funor
bi omar ker s were studied to assess prognostic ut|I|ty in

i dent |drl§fffrﬁ1§1a|1 E3pls ﬁ’&@frsor aﬁéltsh oY) idlspraHudee!s A 2poft: VD deligradid lexelagt Mol ecul ar
bi orrartkﬁﬁ@y%rs?n%s%{ﬁﬁ %ﬁﬁdlﬁ%mlan @éveﬁ%‘f @fpﬁm& 1&{{5@@ Qgsaaté&’@otéw 2§, ¥1§§ ue of

patients enteréd into trial Bl ood sanples for the evaluation o

nol eculifiereiyiabnas R@wﬁermg@slfddméﬁ péangbﬁmhqtlﬁottdmomm@lm (9¥P)t &) étf&rqnitlhlg

treat | f

pat i e@ gt}p |gr(1:S|t ESS {‘dlﬁ&%{lé{%%ﬁeﬂﬁ?%ﬁ)}{%h r rracolgégrfgr{ ?f?@gﬁ% a?er? E%Sdalfcﬁ% opt| onal

bi orrardiﬁfrreﬂuiad)@lhumuidpeaktl on, the basel i ne bl ood dr aw for the biomar kers was
erfor at st rior.t 14 rder educ

P el by S R T e i R e g g

col | ecrediffefengagévekamohbbgic PAiydtasé-O(CAD))eE UifffenBhIBRIKETLIHY & 4 ALDHES -
[0330] These bi omarkers will include both RNA and DNA anal ysis perforned

usi ng [B&ERIbas8dl hyursthed efiany enaelsaghodingsts IoRavisrothe dileretiaf lgyds oftumor
het er ozy@QSikd Heekik i 16%15 Sk N@k-gg, wﬁér&mau i%%ds \éﬁiﬁﬂé&/o} al?ﬁ%%PQT £4R2011/ 030209

pol ynor phi sm (SNP), Kras nutation, and hyl ati on of pronoter region of
t uror -dikéérantid:dgarego- VM@@IWMWMSW%MEE@thr ti ssue and bl ood. The
Aol |1 Pk of, b e Gl d 'af%”é‘r{eko b3 931 PRARG e BRI b3 YRS were
assessed Tor expressi speC| i'C ‘epigenetic (pronoter gene

met hyIo@tﬂp@ﬁmorsé(mtpjmntgmaﬁi@aﬁrcmsmempﬁﬁng)patcambcelaind@lbluﬁmc@p»attvh:eh algiucad utility

related to treat t,h Nab-paclitaxel. The objective was to assess
speci fipgmy ﬁ?ﬁg? OPgﬁ;%IBymgenes for up and down regul ation and to identify

speci flogagene | e SKSARANDIRADLERRA @), th%@ﬁ@étfdecanﬁh&r@&moﬁlpmagn EShstgt O
treatment response and di sease outconme. In addléﬂh PE ti saue sections

vere dHpeRaidesicomprivingpiclisielh afbymin phad g gehehP s A IAHCY abei 44 es's
SPARCrﬂxTWﬁlZf or nol ecul ar tunor bi omarker validation. Tissues were coll ected
fromb randomni zed arns of the trial. Tunor tissue that was avail able
from H02PHy wa3 Thsec:thodddiaty omadl em’oo(hﬁd:utsdsl lmwihkremohe benpsitioocnedrifiog t he
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alternative approach to better predict netastatic di sease recurrence,

di sea spon in the disease agenent of |ung cance
pat | onD2301R0 . 13 e tﬂ&g]iqadmg ag¥ ORGS0y lm?aﬁsﬂafls%ﬁram R ELeHRy w%aﬁ%ed to
prow qﬂatﬁqﬂnﬁwécﬂ%ﬂﬁk bM@ktiEboaf Abeodnd aRRE AXIC=4> ML) at baseline and on
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Day.
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t hose asest ere tu tﬁ nBIges frompatients treated on this study were

avai | fné S Pceeé(ﬁ% SCWEYE submitted to a central laboratory for SPARC

anal yq0339]Sanps.es meioe of téntiak INSAB A hQntidiBvitlie af MRA hea%S] Q@hipERhgand to the

response the patient had to treatnment. [0333] The correlation o? SPARC and
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statistics were used to sunmmarize bi omarkers for responders versus
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rel at iadnsiistpreth ohawesnryahjeestelse t unor response and bi omarkers, a logistic

regre ysSi s s.perfo a ffect far blomarker in the
oder 1028 lat Shehr oA eRARET o st Sy et o He L ar manner
To ass@ssnitibend ©liad in@vRLIR) @h eFES vihinBukiod FBsKEsTiondokiPKsih € HirRP&iioRs

anal ysis was used with an_effect for biomarker in the node I n addition,
for SPARCIAAY PalvE] BidoRaipels bipr pifesting pjrow o6y plednuippesedagend vl | zed by

medi anpgESc Hd%oﬁ : \ﬂ%lré’lﬁi 'tH%Qtﬁ%ér(@egh)ouflpJf tﬁ@&ﬁiﬂ%blﬂaﬁ&lﬁﬁﬁnsﬁﬁtrﬁg%ﬂtl&é@ng with

the hazard ratio (including 95% Cl , The Kaplan-Meier curve
2011/ x28B95PCPAUSXON AeHER0Y ISP Opé(b@ehltl edngmigipisil cvekkly, thmfff@a&h

Df o 3Rl . ALLLAL A05E LiibeAUYER, MBI bEaLEd HalNg, the

| og-ra fest”. sel'ine an |sto ogl c aracteristics were
wel |  Hedcaoody mtheltai?emmfmrrat m&nteﬁ)oeyenod\ﬂzemuethmcpks pachir¢rmbyel was h| gher in

t he cli latin v. Taxol/ | atin_ .ar

g R b bl A B sibet R B LT er S BEHBETiAE orge s

super i ¢ cdaeed Wanodibdagnbopl ati n bot h by i ndependent radi ol ogic review (I RR)
(33%vs. 25% P=0.005), a 31%inprovenent, and by investigator review (37%

vs. 309243=0. bddhhe nactpglon! inpp e veve dinsak ly i $#/hpipinthe patopgiclesinghs ed
si gni deﬁ‘l?Bgl i¥n hdR R YUEGa SRR F QL dﬁ%@ oRAG iHaA%E4d: 586 hap! atin vs.

Taxol / Carboplatin in s anous cel | Scar ci noma patients (41%vs. 24%

P<0. 0q0243]RR) 20.d'he Tl%thqdmf @mbndamems dfgwiNatin peolantmx@llds@athsapingbiitonimse as
effecti Ve asec'ﬂaxote{ ss?lpan %azlog Jfonsquanous cell carcinoma patients (ORR
26% Vs aﬁ%r% RB% taxery omlatln was well tolerated, with

si gni fiog4dt | y2i. rmhremdudsm&eh@/ownwddhﬁem@l 200, amttekdifCeme Nyat1 &t is laald;eapget e t he
hi gher currul ative paclitaxel dose delivered é144LgVng)ﬁer vs. 1131

wi t hol¥S{remonimaasiasin NSt PaapNP (LG agnirere B by adyAngsd NS eI/

Car bo%@&étaﬂlc NSCLC, NSCLC in remission, recurrent NSCLC, NSCLC in an adjuvant setting, or
NSCLC in a neoadjuvant setting.
[0245] 22. The method of any one of embodiments 1-21, wherein the NSCLC is Occult NSCLC,
Stage 0 NSCLC, Stage I NSCLC, Stage II NSCLC, Stage IIIA NSCLC, Stage IIIB NSCLC, or Stage
IV NSCLC.
[0246] 23. The method of embodiment 22, wherein the NSCLC is Stage IIIB NSCLC or Stage
IV NSCLC.
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n = 514 Taxol/ Carboplatin n = 524 P-value G >3 Nonhematologic, n (%
Neur opathy 15 (3) 56 (11) <0.001 Myalgia 1 (<1) 10 (2)
WO 2011/123395 PCT/US2011/030209

[0247] 24. The method of any one of embodiments 1-23, wherein the method is first-line
therapy.
[0248] 25. The method of any one of embodiments 1-24, wherein the composition comprising
nanoparticles comprising paclitaxel and albumin and platinum-based agent i1s administered
parenterally.
[0249] 26. The method of embodiment 25, wherein the composition comprising nanoparticles
comprising paclitaxel and albumin and platinum-based agent is administered intravenously.
[0250] 27. The method of any one of embodiments 1-26, wherein the composition comprising
nanoparticles comprising paclitaxel and albumin is administered without any steroid premedication
and/or without G-CSF prophylaxis.
[0251] 28. The method of any one of embodiments 1-27, wherein the composition comprising
nanoparticles comprising paclitaxel and albumin is administered over 30 minutes.
[0252] 29. The method of any one of embodiments 1-28, wherein the platinum-based agent is
carboplatin.
[0253] 30. The method of any one of embodiments 1-29, wherein the individual is human.
[0254] Those skilled in the art will recognize that several embodiments are possible within the
scope and spirit of this invention. The invention will now be described in greater detail by reference
to the following non-limiting examples. The following examples further illustrate the invention but,
of course, should not be construed as in any way limiting its scope.

EXAMPLES
Example 1. A Randomized, Phase III Trial of Nab-paclitaxel and Carboplatin® Compared
with Taxol® and Carboplatin® as First-line Therapy in Patients with Advanced Non-Small
Cell Lung Cancer (NSCLC)
[0255] The clinical study compared disease response (using RECIST guidelines) of Nab-
paclitaxel plus carboplatin (AUC=6) vs. Taxol® and carboplatin (AUC=6) as first-line therapy in
patients with advanced NSCLC. The clinical study also compared the frequency of toxicities grades
using the CTCAE; progression-free survival (PES); patient survival; duration of response in
responding patients; evaluated pharmacokinetic parameters; and evaluated secreted protein acidic
and rich in cysteine (SPARC) and other molecular biomarkers in tumor tissue and peripheral blood
and determine their possible correlation with efficacy outcomes.
Treatment Design
[0256] This was a controlled, randomized, multicenter, Phase I1I study designed to evaluate the
safety/tolerability and anti-tumor effect of intravenously administered Nab-paclitaxel/carboplatin
combination therapy compared to that of Taxol/carboplatin combination therapy as first-line therapy

in patients with NSCLC. Patients were randomized into one of two treatment arms.
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0.011 Arthralgia 0 8 (2) 0.008 G4 Henatologic, n (% Neut r openi a 49
(11) 98 (22) <0.001 Thronbocytopenia 23 (5 5 (1)
WO 2011/123395 PCT/US2011/030209

[0257] Baseline evaluations were performed for all patients to determine study eligibility. These
evaluations were completed within 28 days of randomization

[0258] The following clinical evaluations were performed at baseline including: a) medical
history (including specific information regarding any prior therapy and cardiac abnormality); b)
serum B-hCG pregnancy test (for women of childbearing-potential only) was conducted to determine
patient eligibility within 72 hours of the first administration of study drug; c) 12-lead ECG; d)
collection of blood samples for evaluation of molecular biomarkers; ) CT scan of chest, liver, and
abdomen and any other studies required for tumor imaging; f) a nuclear medicine bone scan were
performed at baseline for any patient with clinical symptoms of possible bone metastases; g) CT
scan of head or brain MRI (if symptomology of brain metastasis exist); h) height, weight, and
calculation of BSA; 1) physical examination and ECOG (Zubrod) performance status scale; j)
concomitant medication evaluation (only medications taken within 30 days before the baseline visit
were recorded); k) peripheral neuropathy assessment (physician and patient assessments); 1) vital
signs; m) CBC, differential, and platelet counts; and n) clinical chemistry panel (minimally including
serum transaminases, bilirubin, alkaline phosphatases, glucose, BUN, and creatinine). The same
mode of imaging was used at baseline and throughout the study. CT image preparation followed the
specifications provided in the RECIST guidelines.

[0259] Treatment Phase Evaluations-Patients returned within 7 days of randomization to begin
Cycle 1 of study drug dosing. Visits where response assessments were not performed occurred
within + 2 days of the planned visit date. Response assessments were performed every 6 weeks, at
any time during the 6th week. If a dose was missed due to toxicity during a cycle, that dose was not
to be made up and was to be recorded as a missed dose.

[0260] The following evaluations were performed prior to dosing or on Day 1 of each cycle
including: a) physical examination (on Day 1 of each cycle or within 1 week prior to Day 1 of each
cycle) and ECOG performance status scale; b) collection of blood samples for evaluation of
molecular biomarkers (Day 1 of Cycles 3, 5, 7, etc); ¢) weight; d) concomitant medications
evaluation; e) peripheral neuropathy assessment (on Day 1 of each cycle or within 1 week prior to
Day 1 of each cycle); f) vital signs; g) adverse event evaluation (each dose); h) CBC, differential,
and platelet counts; and i) clinical chemistry panel (minimally including serum transaminases,
bilirubin, alkaline phosphatases, glucose, BUN, and creatinine).

[0261] The following evaluations were performed weekly (Days 8 and 15) during each cycle
including: a) concomitant medications evaluation; b) adverse event evaluation; and ¢) CBC,
differential, and platelet count. CT scans of the chest, liver, and abdomen and any other studies

required for tumor imaging were done every 6 week while on treatment.
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of medications evaluation; e) peripheral neuropathy assessment; f) vital signs; g) adverse event
evaluation; h) CBC, differential, and platelet counts; and 1) clinical chemistry panel (minimally
including serum transaminases, bilirubin, alkaline phosphatases, glucose, BUN, creatinine).
[0264] Adverse Event (AE) Follow-Up Evaluations- Any AE or serious adverse event (SAE)
whose onset occurred between the first dose of study drug to 30 days after the last study drug or
EOS (whichever is later) was collected. AE follow-up was conducted as follows: a) non-serious
AE:s, other than neuropathy, were followed for 30 days after the patient’s last dose of study drug; b)
neuropathy was followed until improvement to Grade 1 occured, at least 3 months had elapsed
without improvement or worsening, or the patient initiated any other anticancer therapy during
follow-up; and c) all SAEs (regardless of relationship to study drug) were followed until resolution.
[0265] Follow-up evaluations included studies necessary to document the resolution or
persistence of any unresolved AEs and included, for example: a) physical examination and ECOG
performance status scale; b) CT scan of chest, liver, and abdomen and any other studies required for
tumor imaging; c) weight; d) concomitant medications evaluation; e) peripheral neuropathy
assessment; f) vital signs; g) AE event evaluation; and h) CBC, differential, platelet count, and
clinical chemistry panel.
[0266] Post-study Follow-up for Patient Survival- Patient status continued to be evaluated post-
study by telephone monthly for 6 months, and then every 3 months thereafter for 12 months (total of
18 months follow-up), to obtain post-study survival data.
[0267] Withdrawal-Patients withdrew from this study if any of the following occurred: a)
progressive disease; b) development of toxicity that was unacceptable in the opinion of the
investigator; c) patient declined to continue therapy; d) if, following the 2nd dose reduction, there
was a recurrence of Grade 4 neutropenia, or any other hematologic toxicity that was Grade 3 or 4, or
any Grade 3 or 4 nonmyelosuppressive AE, unless, at the discretion of the investigator, there was
evidence of continuing benefit to the patient that outweighed the risk of recurrent toxicity; d)
Initiation of other anticancer therapy; or €) in the investigator’s judgment, it was in the patient’s best

interest to discontinue the study.
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1 (<1) 10 (2) 0.011 Arthralgia 0 8 (2) 0.008 G4 Hematologic, n (%
Neutropenia 49 (11) 98 (22) <0.001 Thronmbocyt openi a
WO 2011/123395 PCT/US2011/030209

A EOS = End of Study. When patient came off study, the indicated tests were done. Repeat studies
for tumor response only if required per the defined study imaging schedule.

B Reporting of AEs/SAEs continued through 30 days after the patient discontinued the study drug or
EOS, whichever came later. Any AEs/SAEs that began during this time were followed. If there were
no AEs or SAEs ongoing at the EOS visit, follow-up was done by telephone to the patient weekly
until 30 days from last dose of treatment.

C Pregnancy test required for women of child-bearing potential only. Serum B-hCG pregnancy test
was performed to assess patient eligibility within 72 hours of the first administration of study drug.
D ECG was performed at baseline and at any other stage in the cycle as determined to be clinically
significant by investigator

E Sample for molecular biomarkers were obtained within 2 weeks prior to first administration of
study drug (including Day 1 of Cycle 1, prior to administering study chemotherapy). All subsequent
samples were collected on Day 1 of odd numbered cycles (Cycles 3, 5, 7, etc), prior to
administration of study drug.

F All patients had radiographically documented measurable tumor(s) by RECIST criteria: CT scan
of the thorax, abdomen, and liver were performed at baseline, every 6 weeks (at any time during the
6th week) while on-treatment, and EOS (only if required per the defined study imaging schedule).
The method of assessment chosen at baseline to follow tumors should remain consistent throughout
study duration.

G Obtained scans for response assessment every 6 weeks while on-treatment.

H Restaging studies were also to be done at the EOS visit only if required per the defined study
imaging schedule, unless there was otherwise clear clinical evidence of progression.

I A CT scan of head or brain MRI was performed if symptoms of brain metastasis existed.

J A nuclear medicine bone scan was performed at Baseline for any patient with clinical symptoms of
possible bone metastases. All areas identified on the bone scan as possible metastases, which were
inconclusive, then had plain film X-rays done to verify they were indeed metastases. These
confirming X-ray studies were only done at Baseline, and did not need to be repeated at subsequent
bone scans. Bone scans were repeated every 12 weeks and at the time an objective response was
initially documented or initially confirmed.

K BSA was calculated at baseline and recalculated if body weight changed by more than 10% from
baseline.

L On Day 1 of each cycle or within 1 week prior to Day 1 of each cycle.

M On Day 1 of each cycle or within 1 week prior to Day 1 of each cycle. The occurrence of

peripheral neuropathy was reported by the investigator per protocol as an AE or SAE.
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[0269] A patient was eligible for inclusion in this study only if all of the following criteria were
met: 1) histologically or cytologically confirmed stage IIIB or IV NSCLC; 2) male or non-pregnant
and non-lactating female, and > 18 years of age (if a female patient is of child-bearing potential, as
evidenced by regular menstrual periods, she must have a negative serum pregnancy test ( hCG)
documented within 72 hours of the first administration of study drug, and if sexually active, the
patient must agree to utilize contraception considered adequate and appropriate by the investigator);
3) no other current active malignancy; 4) radiographically-documented measurable disease (defined
by the presence of at least one radiographically documented measurable lesion); 5) patients must
have received no prior chemotherapy for the treatment of metastatic disease (adjuvant chemotherapy
permitted providing cytotoxic chemotherapy was completed 12 months prior to starting the study);
6) expected survival of > 12 weeks; 7) ECOG performance status O or 1; 8) patient had the following
blood counts at baseline: a) ANC > 1.5 x 10° cells/L; b) platelets > 100 x 10° cells/L; and c) Hgb >9
g/dL; and 9) patient had the following blood chemistry levels at baseline: a) AST (SGOT), ALT
(SGPT) < 2.5x upper limit of normal range (ULN) or < 5.0x ULN if liver metastases; b) total
bilirubin < ULN, and c) creatinine < 1.5 mg/dl..
[0270] A patient was ineligible for inclusion in this study if any of the following criteria applied:
1) evidence of active brain metastases, including leptomeningeal involvement (prior evidence of
brain metastasis permitted only if treated and stable, off therapy, for at least 1 month); 2) the only
evidence of disease was non-measurable; 3) patient had pre-existing peripheral neuropathy of Grade
2,3, or 4 (per CTCAE); 4) patient received radiotherapy in last 4 weeks, except if to a non-target
lesion only (prior radiation to a target lesion was permitted only if there had been clear progression
of the lesion since radiation was completed); 5) patient had a clinically significant concurrent illness;
6) patient had received treatment with any investigational drug within the previous 4 weeks; 7)
patient had a history of allergy or hypersensitivity to any of the study drugs; 8) patient had serious
medical risk factors involving any of the major organ systems such that the investigator considers it
unsafe for the patient to receive an experimental research drug; or 9) patient was enrolled in any
other clinical protocol or investigational trial that involved administration of experimental therapy

and/or therapeutic devices.
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Treatment Design [0341] This Phase | study determ ned the MID and DLT of
Nab- docet axel adm ni stered every 3 weeks. The starting dose of

Nab- docetwiwebivrs3sshosen based upon nonclini cal data an@Crius2edjpsr2oence

wi th sol vent - based docet axel . [0342] Dosi ng escal ati on schedul e
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i nclu "%ﬁaﬁ"é‘d MUpSITatgyy 75 100, 125,150, 175, and 200 mg/nR. [0343] Three
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Treatment Arm A (Nab-paclitaxel/carboplatin)

[0275] During the Treatment Phase, patients randomized to this arm intravenously received
Nab-paclitaxel 100 mg/m” administered weekly (Days 1, 8 and 15 of each cycle) over approximately
30 minutes without any steroid premedication and without G-CSF prophylaxis (unless modified as
described herein) followed by carboplatin at AUC=6 on Day 1 of each cycle, repeated every 3
weeks. Carboplatin was intravenously infused over 30-60 minutes after the Nab-paclitaxel infusion.
[0276] A maximum of two dose reductions were allowed from the original dose: a) 1st dose
reduction: Decreased Nab-paclitaxel to 75 mg/m® and carboplatin to an AUC of 4.5 (25% reduction)
and b) 2nd dose reduction: Decreased to Nab-paclitaxel to 50 mg/m* and carboplatin to an AUC of
3.0 (50% reduction).

[0277] Nab-paclitaxel dosing was not administered at the start of the study or on Day 1 of a
cycle until the absolute neutrophil count returned to >1.5 x 10” cells/L and the platelet count returned
to >100 x 10° cells/L. For each subsequent weekly dose of Nab-paclitaxel, patients had an ANC >
0.5 x 10° cells/L and platelets > 50 x 10 cells/L. If the ANC and platelets were not adequate for that

week’s treatment, the dose was to be held and resumed the following week, provided the ANC was >
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[0280] Taxol® and carboplatin were not administered at the start of each cycle until the absolute
neutrophil count returned to >1.5 x 10 cells/L and the platelet count returned to >100 x 10° cells/L.
Neither drug was administered at the beginning of a cycle if hepatic function parameters were out of
the range that was established for entry into the study.

Nab-paclitaxel
[0281] Each single-use 50 mL vial contained 100 mg paclitaxel and human albumin (HA) as a
stabilizer. Each Nab-paclitaxel vial was reconstituted by using a 50 or 60 cc sterile syringe to inject
20 mL of 0.9% Sodium Chloride Injection or equivalent into each vial over a period of not less than
1 minute (5 mg/mL suspension). The use of in-line filters was generally not necessary; if used, in-
line filters with pore sizes of < 15 microns (15 um) were not used.

Taxol
[0282] See Taxol® package insert (current version of Prescribing Information is provided in the
Study Manual) for description and formulation. Taxol® (paclitaxel) was diluted in 0.9% Sodium
Chloride Injection, USP; 5% Dextrose Injection, USP; 5% Dextrose and 0.9% Sodium Chloride
Injection, USP; or 5% Dextrose in Ringer’s Injection to a final concentration of 0.3 to 1.2 mg/ml..
Taxol® was administered through an in-line filter with a microporous membrane not greater than
(0.22 microns.

Carboplatin
[0283] The chemical name for carboplatin is cis-diammine(cyclobutane-1,1-dicarboxylate-
0O,0")platinum(II). Carboplatin lyophilized powder was reconstituted for IV infusion using the
appropriate diluent and volume as directed in the package insert. Dosing of carboplatin was based on
the Calvert formula: carboplatin dose (mg) = (Target AUC) x (GFR + 25). For the purposes of this

protocol, the GFR is considered to be equivalent to the creatinine clearance (calculated by the
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method of Cockcroft and Gault, 1976). To calculate dose of carboplatin (total mg, not mg/m>): mg
carboplatin = (6) x (CrCI + 25). For obese patients, defined as having a Body Mass Index (BMI) >
30 kg/m?, use lean body weight in kilograms in the above formula to calculate creatinine clearance,
instead of actual body weight.

Dose Modifications (All Arms)
[0284] Rules for Dose Omission-Day 1 dose missed: If the dose held or missed was to be given
on Day 1 of the next cycle, the next cycle was not considered to start until the day the first dose was
actually administered to the patient (i.e., D1-D8-D15, X-D1-D8-D15, etc.). Day 8 dose was missed:
Cycle continued per protocol, with one dose not given (i.e., D1-D8-D15, D1-X-D15, D1-D8-D15,
etc.). Day 15 was administered as per cycle calendar if counts and chemistries permitted. Day 15
dose missed: Cycle continued per protocol, with one dose not given (i.e., D1-D8-D15, D1-D8-X,
D1-D8- D15, etc.). Day 1 was administered as per cycle calendar if counts and chemistries
permitted.
[0285] Hematologic Toxicity-Study drugs were only administered if hepatic function was within
the parameters established in the eligibility criteria. Hepatic toxicity from taxanes could occur but it
was uncommon. Therefore, hepatic dysfunction that occurs while the patient was on study prompted
an evaluation to determine the cause, including the possibility of progressive metastatic disease and
hepatotoxicity from concurrent medications. The table below provided a guideline for implementing
dose reductions and growth factor treatment for hematologic toxicity for both study arms:

Table 2. Use of G-CSF and Dose reductions for Hematologic Toxicity

Adverse Event Occurrence Action to be Taken
ANC < 500 cells/mm’ (nadir 1 Occurrence | Dose reduction to the next lower level
count) with neutropenic fever were required for subsequent cycles
>38°C once ANC is > 1500 cells/mm’.
OR
Delay of next cycle due to 2" Occurrence | Dose reduction to the next lower level
persistent neutropenia®* were required for subsequent cycles
(ANC < 1500 cells/mm”) once ANC is > 1500 cells/mn’.
OR
Neutropenia
< 500 cells/mm3 for
>1 week
Thrombocytopenia 1* Occurrence | Dose reduction to next lower level;
Grade 3 or Grade 4* Initiation of next cycle is delayed until
platelet count was 100,000 cells/mm’.
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2™ Occurrence | Discontinued treatment

* See NCI CTCAE Scale for definition of Grade 3 and Grade 4 events.

** Maximum of 7 days post scheduled Day 1 dose of next cycle.

[0286] Colony Stimulating Factor Administration-Colony stimulating factors could be given
according to institutional guidelines for the treatment of neutropenic fever or infections associated
with neutropenia.

[0287] Hypersensitivity Reactions-Minor symptoms such as flushing, skin reactions, dyspnea,
hypotension, or tachycardia could require temporary interruption of the infusion. However, severe
reactions, such as hypotension requiring treatment, dyspnea requiring bronchodilators, angioedema
or generalized urticaria required immediate discontinuation of study drug administration and
aggressive symptomatic therapy. Patients who develop severe hypersensitivity reactions to any of
the study drugs were not re-challenged with the drug. Treatment with the remaining drug alone
continued.

[0288] Dose Reductions for Non-hematologic Toxicity-Table 3 provided a guideline for dose
reductions for non-hematologic toxicity.

Table 3. Dose Reductions for Non-hematologic Toxicity

Adverse Event Occurrence Action to be Taken

1* Occurrence | Interrupted treatment until toxicity

improved to Grade 0 or 1. When
Grade 2 or 3 cutaneous toxicity 2™ Occurrence | treatment was resumed, reduced by

1 dose level.

3 Occurrence | Discontinued treatment

Grade 4 cutaneous toxicity 1*" Occurrence | Discontinued treatment

1* Occurrence | Interrupted treatment until toxicity

improved to Grade 0 or 1. When
Grade 3 mucositis or diarrhea 2™ Occurrence | treatment was resumed, reduced by

1 dose level.

3 Occurrence | Discontinued treatment

Grade 4 mucositis or diarrhea 1% Occurrence Discontinued treatment

1* Occurrence | Interrupted treatment until toxicity

Any other Grade 3 or 4 non- improved to Grade 0, 1 or 2.* When
hematologic toxicity excluding 2™ Occurrence | treatment was resumed, reduced by
alopecia 1 dose level.

3 Occurrence | Discontinue treatment
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* This decision depended upon the type of non-hematologic toxicity seen and which course was
medically most sound in the judgment of the physician investigator.

[0289] Peripheral Neuropathy-Treatment was withheld in patients who experienced > Grade 3
peripheral neuropathy. Treatment could resume at the next lower dose level (see Dose Reductions
above) in subsequent cycles after the peripheral neuropathy improves to < Grade 1. The time to
resolution to Grade < 1 was the adverse event duration used for adverse event reporting.

[0290] Cutaneous Toxicity-Patients who developed Grade 2 or 3 cutaneous toxicity had their
dose reduced by 1 dose level. If the patient continued to experience these reactions, despite dose
reduction, treatment was discontinued. Patients who develop Grade 4 cutaneous toxicity had
treatment discontinued.

[0291] Gastrointestinal Toxicity-If Grade 3 mucositis or diarrhea occurred, study drug was
withheld until resolution to < Grade 1, then reinstituted at the next lower dose level (see Dose
Reductions). Patients who develop Grade 4 mucositis or diarrhea had treatment discontinued.
[0292] Other Toxicities-If toxicities were < Grade 2, the toxicity was managed symptomatically
if possible, and the patient re-treated without dose reduction. If toxicities were > Grade 3, treatment
was withheld until resolution to Grade 0, 1 or 2, or baseline if baseline was greater than Grade 1,
then reinstituted, if medically appropriate, at the next lower dose level (see Dose Reductions).
Recurrence of a Grade 3 or 4 toxicity following 2 dose reductions necessitated discontinuation of
treatment.

[0293] Dose Delays-Patients whose next treatment was delayed for > 3 weeks due to persistent
toxicity had subsequent doses reduced by 1 dose level.

[0294] Discontinuation from Study-1f an adverse event that required dose reduction recurred
after the dose had been reduced twice, the patient generally had treatment discontinued unless, at the
discretion of the investigator, there was evidence of continuing benefit to the patient that outweighed
the risk of recurrent toxicity.

Efficacy Endpoints

[0295] The primary efficacy endpoint was the percentage of patients who achieve an objective
confirmed complete or partial response based on the blinded radiological review using RECIST
response guidelines. Key secondary efficacy endpoints included a) progression tree survival (PES);
b) patient survival; c) percentage of patients with stable disease for >16 weeks or confirmed
complete or partial response (i.e., disease control rate); d) duration of response in responding
patients; and e) correlation of SPARC and other molecular biomarkers with efficacy outcomes.
[0296] Tumors were assessed in the study by imaging studies every 6 weeks during therapy (at
any time during the 6th week). For patients who have not progressed by end-of-treatment, repeat

imaging was performed every 6 weeks until tumor progression 1s documented. Secondary analyses
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included progression-free survival, duration of response in responding patients, disease control rate
and patient survival. Safety and tolerability were monitored through reporting of adverse events and
serious adverse events, laboratory abnormalities, and incidence of patients experiencing dose
modifications, dose interruptions, and/or premature discontinuation of study drug. Patients were
considered responders if they achieved an objective complete or partial response according to
RECIST guidelines. Patients who discontinue early from the study or who are randomized but do not
receive treatment were not replaced.

Measurable and Non-measurable Lesion
[0297] The definition of a measurable lesion at baseline was dependent on the technical factors
of the imaging studies that were used to evaluate the patient. The recommendations for the imaging
parameters were based on the American College of Radiology (ACR) Practice Guidelines and
Technical Standards. The proposal for modifying the size of measurable lesions at baseline to two
(2) times the reconstruction interval of the baseline/screening studies was consistent with the
RECIST definition for a measurable lesion. Lesions that could be accurately measured in at least one
(1) dimension with the longest diameter (I.D) > twenty (20) mm with conventional techniques when
the conventional scans were performed with a reconstruction interval of ten (10) mm or less were
measurable lesions. Lesions that could be accurately measured in at least one (1) dimension with the
longest diameter (I.D) being two (2) times the reconstruction interval (RI) of the spiral CT scan. The
minimum size of a measurable lesion is ten (10) mm. The definition for target disease did not change
and was determined on the basis of the baseline scan.
[0298] All other lesions that did not meet the criteria for measurable disease as described above
as well as other truly non-measurable lesions, were considered non-measurable.

Target and Non-target Lesion Response
[0299] Response at each time point was assessed as a combination of the target and non-target
responses as well as the presence of new lesions.
[0300] Up to ten (10) target lesions, a maximum of five (5) per organ, were chosen for
measurement over the course of the study. The distribution of these target lesions was representative
of the subject’s overall disease. Target lesions were not chosen from a previously irradiated area
unless lesions in those areas had documented progression. Target lesions were measurable at
baseline. For any target lesion at any time point, measurements were taken and recorded
unidimensionally. The longest dimension of each target lesion was measured and recorded. The
longest dimension of the target lesions was summed to obtain the Sum of the Longest Diameters
(SLD). The baseline SI.D was used as reference to further characterize the objective tumor response
of the target lesions. For the consideration of progressive disease, the nadir of the SLD for the target

lesions was used as reference.

75



L1111 111 1l Each Cycle

WO 2011/123395 PCT/US2011/030209

[0301] For cases where there was no target lesion identified, tumor assessment for progression
was done based on non-target lesion assessments or the development of new lesions. Response (PR
or CR) and SD was not assessed in subjects where target lesions were not identified at baseline.
[0302] The following conventions were applied in selecting target lesions in patients who have
received prior radiation therapy: a) prior axillary radiation (i.e., prior radiation history including the
term “axilla”, “axillary” or other related term(s)) did not preclude the selection of measurable lesions
in the chest wall or thorax as target lesions); b) prior breast (i.e., prior radiation history including the
term “breast”) or chest wall radiation (i.e., prior radiation history including the term “chest wall” or
other related term(s)) precluded the selection of chest wall lesions as target disease for chest wall
lesions ipsilateral to the site of the chest wall radiation; ¢) prior bone radiation (e.g., vertebral, rib,
pelvis, femur, etc.) did not preclude the selection of measurable lesions in adjacent structures unless
signs of radiation injury were evident (e.g., scarring); and d) prior soft tissue radiation (e.g.,
supraclavicular radiation, radiation of internal mammary lymph nodes, etc.) precluded the selection
of measurable disease in the site of radiation unless the lesions were new since radiation was
completed.
[0303] All of the sites of disease present at baseline not classified as target lesions were
classified as non-target lesions. Non-target lesions were qualitatively assessed at each subsequent
time point. Examples of non-target lesions included: a) all bone lesions, irrespective of the modality
used to assess them; b) leptomeningeal disease; ¢) lymphangitis of the skin or lung; d) cystic lesions;
e) irradiated lesions that have not shown progression; f) measurable lesions beyond the maximum
number of 10; g) groups of lesions that are small and numerous; and h) pleural effusion/pericardial
effusion/ascites.
[0304] Unequivocal new lesions were those that were not present at baseline. At each time
point, the presence of new lesions was determined. New multi-focal or miliary disease of any size
were considered a new lesion. Lesions that were encountered (subsequent to the baseline) in
anatomic locations that were not scanned at baseline were considered new lesions and represented
progressive disease. Lesions that were present, which subsequently resolved and then recurred, were
considered new lesions and represented progressive disease.

Response
[0305] Response was determined according to Response Evaluation Criteria in Solid Tumors
(RECIST) guidelines. Therasse P. et al. J Natl Cancer Inst. 2000, 92:205-216. The study employed
RECIST guidelines with adjustments based on current practices of the medical community. The
charter of the blinded radiological review which was conducted by Icon Medical Imaging outlines

the modifications to the original RECIST guidelines.
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[0306] Antitumor response was defined as the percent of patients who achieved an objective
confirmed response (complete or partial response). Disease control rate (SD for at least 16 weeks or
confirmed CR or PR) also was reported. The primary efficacy endpoint was the percentage of
patients who achieve an objective confirmed complete or partial response based on a blinded
radiological assessment of response. Superiority of Nab-paclitaxel /carboplatin to Taxol/carboplatin
was established when the lower bound of the 95.1% CI of pA / pT > 1.0. In addition to the ratio of
response rates (pA / pT) and it’s 95.1% CI, the following were presented for each treatment regimen:
sample size, overall rate response, and 95% CI of the response rate. Treatment regimen comparison
of response rates were tested using the chi-square test.

[0307] Percentage change in SLD was evaluated by the following formulae: 1) when
determining complete response or partial response: ((Post value — Baseline value)/Baseline value) x
100 and 2) when determining progressive disease: (Post value — Nadir value since treatment started)/
(Nadir value since treatment started) x 100.

[0308] The following definitions were used to evaluate response based on target lesions at each
time point after baseline: Complete Response (CR): Disappearance of all target lesions. Partial
Response (PR): At least a 30% decrease in the SLD of target lesions, taking as reference the baseline
SLD. Stable Disease (SD): Neither sufficient shrinkage of target lesions to qualify for PR, nor
sufficient increase to qualify for PD, taking as reference the nadir SLD since the treatment started.
Progressive Disease (PD): At least a 20% increase in the SLD of target lesions, taking as reference
the nadir SLLD recorded since the treatment started, or, the presence of one or more new lesions.
Unable to Evaluate (UE): A target lesion present at baseline which was not measured or which was
unable to be evaluated leading to an inability to determine the status of that particular tumor for the
time point in question. If the SLLD cannot be determined at a time point, and the rules for PD do not
apply, a response of CR, PR or SD could not be assigned for that time point and the time point
response was UE. Not Applicable (NA): No target lesions were identified at baseline. Patients with
no target lesions identified at baseline could not be assessed for response. These patients were
assessed for progression only. Not Done (ND): Scans were not performed at this time point to
evaluate the target lesions.

[0309] Each non-target lesion was qualitatively evaluated at each time point. Response of each
lesion at each time point was assessed with respect to the baseline status. Progression was assessed
with respect to nadir size of the non-target lesions. The overall non-target lesion response for each
time point was assessed as the worst case for the non-target lesions for that particular time point. If a
non-target lesion was classified as UE/ND, the non-target response was UE/ND unless progression
was identified in the available non-target lesions. Response assessments were defined as follows:

Complete Response (CR): Disappearance of all non-target lesions. Stable Disease (SD): The
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persistence of one or more non-target lesions not qualifying for CR or PD. Progressive Disease (PD):
The “unequivocal progression” of existing non-target lesion(s) or appearance of one or more new
lesion(s) was considered progressive disease. If PD for the subject was to be assessed for a time
point based solely on the progression of non-target lesion(s), then additional criteria are required to
be fulfilled. In this instance, the lesion(s) upon which the assessment of PD was being made must be
retrospectively assessed from baseline (or the nadir) and compared to the time point in question. PD
of non-target lesion(s) in this instance was assessed when the SL.D of the lesion(s) had increased by
20% or greater and the lesion(s) measured greater than or equal to 10 mm in longest dimension (L.D)
at the time of progression. If the nontarget lesion(s) did not meet the quantitative criteria as
described, they were not assessed as having progressed. For pleural fluid, ascites, pericardial
effusions and other fluid collections, progression was assessed in an otherwise stable or responding
subject when the increase in the fluid was estimated to be greater than 500 cc, and was not
attributable to a benign cause identified radiographically. Unable to Evaluate (UE): Any non-target
lesion present at baseline which was not measured or was unable to be evaluated leading to an
inability to determine the status of that particular tumor for the time point in question. Not
Applicable (NA): No non-target lesions were identified at baseline. Not Done (ND): Scans were not
performed at this time point to evaluate the non-target lesions.
[0310] Disease control rate (SD for >16 weeks or confirmed CR or PR) was analyzed in the
same manner as objective response.

Progression-free Survival
[0311] The final analysis for PFS was conducted once 70% of patients had an event of disease
progression or death (for any cause). This was equivalent to 735 events which provides 85% power
with a two-sided Type 1 error of 0.049 to detect a Nab-paclitaxel/carboplatin to Taxol/carboplatin
hazard ratio (HRA/T) of 0.80.
[0312] PES was analyzed using Kaplan-Meier methods. PFS was defined as the time from the
day of randomization to the start of disease progression or death (for any cause), whichever occurs
first, based on the blinded radiological review assessment of response. PFS for patients who
achieved an objective confirmed complete or partial response was presented as a measure of duration
of response.
[0313] Patients who did not have disease progression or have not died were censored at the last
known time that the patient was progression free. In the event that palliative radiotherapy or surgery
at lesion sites occurs, the patient was censored at the last assessment without documented
progression prior to the date of radiotherapy or surgery. In follow-up, patients who began new anti-
cancer therapy (other than radiotherapy) prior to documented progression were censored at the last

assessment where the patient was documented as progression free.

78



1

11 | Ara Il 11 GI. GI.

WO 2011/123395 PCT/US2011/030209

[0314] To assess the impact on PES of response assessments not occurring at the regularly
scheduled assessment times, the frequency of these unscheduled/off-scheduled assessments was
presented for each treatment regimen. In addition, a confirmatory sensitivity analysis was performed
where patients with events and censorings that occur at a time other than the regularly scheduled
assessment, had PFS time based on the date of the next regularly scheduled assessment rather than
the actual off-schedule date. To assess the impact of a single missed response assessment prior to a
visit with documented disease progression, the frequency of missed response assessments was
presented by treatment regimen. In addition, two confirmatory sensitivity analyses were conducted.
In the first sensitivity analysis, these patients were censored at the last visit where the patient was
documented to be progression free. In the second sensitivity analysis, these patients were considered
to have progressed at the time of the missed response assessment.
[0315] The Nab-paclitaxel/carboplatin to Taxol/carboplatin hazard ratio (HRA/T) and it’s
95.1% CI for PES were evaluated. The following also were evaluated for each treatment regimen:
sample size, number and percentage of patients with disease progression or death, median PES, and a
95% CI for the median PFS. The Kaplan-Meier curve for PES was evaluated for each treatment
regimen and differences in the curves were tested using the log-rank test.

Patient Survival
[0316] The final analysis for patient survival was conducted once 70% of patients had died. This
was equivalent to 735 deaths which provides 85% power with a two-sided Type 1 error of 0.049 to
detect a Nab-paclitaxel/carboplatin to Taxol/carboplatin hazard ratio (HRA/T) of 0.80. Patient
survival was defined as the time from the day of randomization to patient death (for any cause).
Patient survival was analyzed in a similar manner to PFS.
Safety/Tolerability Endpoints
[0317] The safety/tolerability endpoints were the incidence of treatment-emergent AEs and
SAEs, laboratory abnormalities, and incidence of patients experiencing dose modifications, dose
interruptions, and/or premature discontinuation of study drug.
[0318] AFEs occurring during the study were graded according to the NCI Common
Terminology Criteria for Adverse Events v3.0 (CTCAE) (see http://ctep.cancer.gov/reporting/ctc.
html), where applicable. AEs that were not included on the toxicity scale were designated as Grade 1
= mild, Grade 2 = moderate, Grade 3 = severe, Grade 4 = life-threatening, and Grade 5 = death. AEs
that were determined not to be possibly, probably, or definitely related to study drug did not require
further evaluation but were recorded. Study medications could be interrupted for an AE at the
discretion of the investigator. Patients requiring toxicity management were assessed and evaluated at

least weekly as indicated by the severity of the event.
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[0319] According to the NCI CTCAE system of adverse event grading, laboratory values of
Grade 3 or 4 were described as “severe” or “life-threatening.” For example, a neutrophils count
<500/mm3 would meet laboratory criteria as Grade 4 (“life-threatening”). This description was not
always synonymous with the assessment of the “serious” criteria of an AE as “life threatening”.
Definition of AE and SAE are provided herein.

[0320] In order for AEs to be considered serious by “life-threatening” criteria, it was medically
judged as possessing “an immediate risk of death from the event as it occurred,” not because of the
theoretical potential for life-threatening consequences. In the case of a neutrophil count <500/mm’,
the AE would be captured as an AE of Grade 4 neutropenia, but it was not automatically considered
a SAE unless the investigational physician determined this represented an immediately life-
threatening event for the patient. Specifically, uncomplicated Grade 4 neutropenia was not reported
as a SAE. Neutropenia associated with fever, infection, or hospitalization was reported as a SAE.
[0321] Difference between Nab-paclitaxel/carboplatin and Taxol/carboplatin were compared
using the Cochran-Mantel-Haenszel test.

[0322] Patients in the treated population were followed for the development of AEs from study
drug initiation through the end of study or 30 days after the end of treatment, whichever was longer.
Only patients with clear documentation that no study drug was administered could be excluded from
the treated population.

[0323] Peripheral neuropathy (PN) (sensory or motor) was reported by grade according to the
NCI CTCAE. When the grade of the PN changes (i.e., increases or decreases), the stop date on the
existing AE should be entered and a new AE started, reflecting the new grade.

Pharmacokinetic Endpoints

[0324] PK measurements of Nab-paclitaxel were taken around the 0.25, 3.5, and 24 hr post-
infusion-end time points for patients randomized to receive Nab-paclitaxel/carboplatin in Russia,
Ukraine, the United States, and Canada (approximately 100 patients).The pharmacokinetic
parameters were the maximum plasma drug concentration (Cy.y), the area under the plasma
concentration versus time curve (AUC and AUCys), the half-life of the apparent terminal portion of
the concentration versus time curve (T1y), the total body clearance (CL), and the volume of
distribution (V).

[0325] A sparse pharmacokinetic (PK) sampling method coupled with three-compartment model
analysis was used to determine the PK parameters. The AUC is an important indicator of drug
availability or the total amount of metabolite present.

[0326] To assess the relationship between drug exposure and safety, the correlation of nadir
ANC with PK parameter estimates (e.g. absolute AUCinf) was evaluated using a linear regression

analysis with an effect for PK parameter in the model. Transformation of nadir ANC data was
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considered if these data were non-normally distributed. To assess the relationship between drug
exposure and efficacy, the correlation of objective confirmed response (based on blinded
radiological review) with PK parameter estimates was evaluated using a logistic regression analysis
with an effect for the PK parameter in the model. To assess the relationship between drug exposure
and biomarkers, the correlation of each biomarker with PK parameter estimates was evaluated using
a logistic regression analysis with an effect for the PK parameter in the model for biomarkers with
binary outcomes and was evaluated using a linear regression analysis with an effect for PK
parameter in the model for biomarkers with a continuous outcomes.

Laboratory Assessments

[0327] Hematology parameters-To investigate the maximal degree of myelosuppression, the
CTCAE grade for WBC, ANC, platelet count, and hemoglobin concentration were summarized by
the most severe grade for the first cycle of therapy and by the most severe grade anytime during
therapy for each treatment regimen; testing of treatment regimen differences were performed using
the CMH test. The incidence of patients with CTCAE hematology values of Grade 3 or 4 that
occurred after the first dose of study drug was presented for each group. Data for patients with Grade
3 or 4 hematology values were listed.

[0328] Clinical chemistry-Liver and renal functions were summarized using the CTCAE for
ALT, AST, total bilirubin, and creatinine. The number and percentage of patients who have each
CTCAE grade were summarized by the most severe grade for the first cycle of therapy and by the
most severe grade anytime during therapy for each treatment regimen; testing of treatment regimen
differences was performed using the CMH test. The incidence of patients with CTCAE chemistry
values of Grade 3 or 4 that occurred after the first dose of study drug was presented for each group.
Data for patients with Grade 3 or 4 chemistry values were listed.

Evaluation of Molecular Biomarkers

[0329] Tumor biomarkers (nRNA and DNA) were studied to assess prognostic utility in
identifying responders and non-responders in both treatment arms. Molecular biomarkers were
assessed on archival paraffin-embedded (PE) tumor tissue of patients entered into the trial. Blood
samples for the evaluation of molecular biomarkers were collected within two weeks prior to starting
treatment, and then every other cycle (Day 1 of Cycles 3, 5, 7, etc.). If patients participated in both
the pharmacokinetic sampling and the optional biomarker blood collection, the baseline blood draw
for the biomarkers was performed at least 2 days prior to Day 1 in order to reduce the amount of
blood drawn with each venipuncture. Approximately 25 mL of blood was collected at each sampling
point for molecular biomarker evaluations.

[0330] These biomarkers will include both RNA and DNA analysis performed using PCR based
quantitative assays. For DNA biomarkers, loss of heterozygosity (LOH) of single-nucleotide
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polymorphism (SNP), Kras mutation, and methylation of promoter region of tumor-related genes
were examined for both tumor tissue and blood. The expression of molecular biomarkers such as
SPARC in PE tumor tissues were assessed for mRNA expression and specific epigenetic (promoter
gene methylation) status to determine its potential clinicopathological utility related to treatment
with Nab-paclitaxel. The objective was to assess specific tumor-related genes for up and down
regulation and to identify specific gene expression patterns or specific biomarkers that relate to
treatment response and disease outcome. In addition, PE tissue sections were obtained from tumor
biopsy for immunohistochemistry (IHC) to assess SPARC and for molecular tumor biomarker
validation. Tissues were collected from both randomized arms of the trial. Tumor tissue that was
available from biopsy was used. Additional procedures will not be performed for the purpose of
obtaining tumor tissue for molecular biomarker analyses.

[0331] In addition, blood biomarkers that have shown prognostic utility in monitoring patients
during treatment [circulating tumor cells (CTC) and circulating DNA (cDNA)] were assayed. These
assays may provide an alternative approach to better predict metastatic disease recurrence, disease
response, and aid in the disease management of lung cancer patients. For the testing of these
biomarkers, patients were requested to provide an additional volume of blood (approx. 25 mL.) at
baseline and on Day 1 of every other cycle thereafter, at the time of routine sampling for blood
counts and chemistries (see schedule of events).

[0332] Tumor samples were collected from patients treated on this study to obtain preliminary
data on a potential correlation between SPARC expression and response to combined therapy with
Nab-paclitaxel/Carboplatin or Taxol/Carboplatin. In those cases where tumor samples from patients
treated on this study were available, tumor samples were submitted to a central laboratory for
SPARC analysis. Samples were run blinded to the treatment assignment and to the response the
patient had to treatment.

[0333] The correlation of SPARC and other molecular biomarkers with efficacy outcomes was
analyzed. The following analyses were performed for each treatment regimen. Descriptive statistics
were used to summarize biomarkers for responders versus non-responders. Continuous measures
were summarized by sample size, mean, median, S.D., minimum, and maximum values. Categorical
measures were summarized by number and percentage of patients in each category. To assess
relationship between objective tumor response and biomarkers, a logistic regression analysis was
performed with an effect for biomarker in the model. Relationship with disease control was analyzed
in a similar manner. To assess the relationship of PFS with biomarkers, a Cox regression analysis
was used with an effect for biomarker in the model. In addition, for SPARC and other biomarkers
with binary measures, PFS was summarized by median PES time (including 95% CI) for each

biomarker category along with the hazard ratio (including 95% CI). The Kaplan-Meier curve for
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PES was presented graphically for each biomarker category and differences in the curves were tested
using the log-rank test.

Results

[0334] Baseline and histologic characteristics were well balanced in the two arms. Dose
intensity of paclitaxel was higher in the Nab-paclitaxel/Carboplatin v. Taxol/Carboplatin arm (82 vs.
65 mg/m*/wk). Nab-paclitaxel/Carboplatin overall response rate (ORR) was superior to
Taxol/Carboplatin both by independent radiologic review (IRR) (33% vs. 25%, P=0.005), a 31%
improvement, and by investigator review (37% vs. 30%, P=0.008), a 26% improvement. Analysis by
histology revealed significantly improved ORR for Nab-paclitaxel/Carboplatin vs.
Taxol/Carboplatin in squamous cell carcinoma patients (41% vs. 24%, P<0.001, IRR), a 67%
improvement, and Nab-paclitaxel/Carboplatin was as effective as Taxol/Carboplatin in nonsquamous
cell carcinoma patients (ORR 26% vs. 25%). Nab-paclitaxel/Carboplatin was well tolerated, with
significantly improved safety profile vs. Taxol/Carboplatin despite the higher cumulative paclitaxel

dose delivered (1442 mg/m” vs. 1131 mg/m*) without premedication:

Statistically significant events Nab-paclitaxel/ Taxol/ P-value
Carboplatin Carboplatin
n=>514 n =524
G =3 Nonhematologic, n (%)
Neuropathy 15(3) 56 (11) <0.001
Myalgia 1 (<1) 10 (2) 0.011
Arthralgia 0 8(2) 0.008
G 4 Hematologic, n (%)
Neutropenia 49 (11) 98 (22) <0.001
Thrombocytopenia 23 (5) 5(1) 0.001
Anemia 21 (5) 4 (1) 0.001

[0335] Nab-paclitaxel/Carboplatin significantly improved ORR and safety profile vs.
Taxol/Carboplatin as first-line therapy for advanced NSCLC. Nab-paclitaxel/Carboplatin was
especially active in the difficult to treat squamous cell carcinoma subset, which may in part be
attributed to increased intratumoral Nab-paclitaxel/Carboplatin delivered via the gp60-CAV1
pathway in squamous carcinoma cells (Yoo et al. Lung Cancer. 2003 42:195-202) with aberrant

CAV1 overexpression.
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Example 2. Treatment of lung cancer

[0336] This example provides results from a phase 3 trial which studied the efficacy of
Abraxane® (Nab-paclitaxel or nab-P) vs Taxol® (P) in combination with carboplatin (nab-PC v.
PC) in advanced non-small cell lung cancer (NSCLC) of all histologic types.

[0337] Methods: First-line Stage IIIB or IV NSCLC pts (ECOG 0/1) were randomized to C
AUC6 q3w and either nab-P 100 mg/m* weekly without premedication (n = 521) or P 200 mg/m*
once every three weeks with premedication (n = 531). Primary endpoint: ORR by independent
radiologic review (IRR).

[0338] Results: Baseline and histologic characteristics were well balanced. Dose intensity of
paclitaxel was higher in nab-PC vs PC (82 vs 65 mg/m?/wk). nab-PC was superior to PC both by
IRR (33% vs 25%, P=0.005), a 31% improvement (1.313 response ratio (RR), 95% CI: 1.082,
1.593), and by investigator review (37% vs 30%, P=0.008), a 26% improvement (1.259 RR, CI:
1.060, 1.496). Histologic analysis showed significantly improved ORR for nab-PC vs PC in
squamous cell carcinoma (SQC) pts (41% vs 24%, P<0.001, IRR), a 67% improvement (1.669 RR,
CI: 1.262, 2.208). nab-PC was as effective as PC in non-SQC pts (ORR 26% vs 25%). nab-PC was
well tolerated, with significantly improved safety profile vs PC despite higher paclitaxel dose

delivered (1338 vs 1100 mg/m?).

Statistically significant events nab-PC PC P-value
n =514 n=>524

G =3 Nonhematologic, n (%)
Neuropathy 15(3) 56 (11) <0.001
Myalgia 1(<1) 10 (2) 0.011
Arthralgia 0 8(2) 0.008

G 4 Hematologic, n (%)
Neutropenia 49 (11) 98 (22) <0.001
Thrombocytopenia 23 (5) 5(1) 0.001
Anemia 21 (5) 4 (1) 0.001

[0339] Conclusions: nab-PC significantly improved ORR and safety profile vs PC as first-line
therapy for advanced NSCLC. nab-PC was especially active in the SQC subset, which may in part be
attributed to the aberrant CAV1 overexpression in squamous carcinoma cells (Yoo 2003) and the
high intratumoral accumulation of nab-P via the gp60-CAV1 pathway.

Example 3. A Phase I/II Trial of Nab-docetaxel in Patients with Hormone-refractory Prostate
Cancer

[0340] The clinical study determined the maximum tolerated dose (MTD) and dose-limiting
toxicities (DL Ts) of Nab-docetaxel given every 3 weeks; characterized the toxicities of Nab-

docetaxel; and determined the pharmacokinetic parameters for Nab-docetaxel when given on an
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every-3-week schedule. The study also evaluated the efficacy of Nab-docetaxel in this patient
population.

Treatment Design

[0341] This Phase I study determined the MTD and DLT of Nab-docetaxel administered every 3
weeks. The starting dose of Nab-docetaxel was chosen based upon nonclinical data and the
experience with solvent-based docetaxel.

[0342] Dosing escalation schedule (Nab-docetaxel administered on Day 1 of an every-3-week
cycle): the dosages included were 30, 45, 60, 75, 100, 125,150, 175, and 200 mg/m”.

[0343] Three patients were enrolled at each dose level, starting at dose level 1. If no DLT was
observed, 3 patients were enrolled at the next dose level. If 1 DT was observed, the dose level was
expanded to up to 6 patients. If 2 DLTs were observed at a given dose level, the MTD had been
exceeded. The dose level below was expanded to a total of 6 patients, and if < 1 out of 6 patients
experience a DLT at this dose level, this was defined as the MTD. All patients at a given dose level
completed one cycle of therapy before patients were enrolled at the next dose level. In the Phase I1
portion of the study, up to an additional 35 patients were enrolled at the MTD, for a maximum of 41
patients at that dose level (including 6 patients from the Phase I portion of the study). The maximum
total number of patients treated in this study was 77 patients.

[0344] The Phase II MTD had established at 75 mg/m?.

[0345] Patients continued on treatment until they experience progressive disease or
unacceptable toxicity, withdraw consent, or their physician feels it was no longer in their best
Interest to continue on treatment. Each cohort received 1 cycle of treatment prior to dose escalation.
[0346] A DLT was defined in this study as any Grade 3 or 4 treatment-related non-
hematological toxicity using the National Cancer Institute Common Terminology Criteria for
Adverse Events (NCI CTCAE) (excluding nausea and vomiting); Grade 3 or 4 nausea or vomiting
that occurs despite treatment; Grade 4 thrombocytopenia or anemia of any duration and Grade 4
uncomplicated neutropenia (i.e. without fever or infection) lasting > 7 days. Neutropenia associated
with fever or infection was considered to be a DLT, regardless of duration, or any Grade 3
hematologic toxicity requiring treatment delay beyond 3 weeks. DL Ts were determined in Cycle 1
for the purposes of dose escalation and determining MTD.

[0347] The study consisted of the following phases (See Time and Events Schedule):

[0348] * Baseline evaluations (imaging scans were performed within 28 days of the initiation of
study drug dosing).

[0349] * Treatment: Therapy continued in the absence of disease progression (based on PSA

evaluation, tumor response, and radionuclide bone scans) and unacceptable toxicity.
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[0350] * PSA Evaluations: Patients had PSA evaluations done on Day 1 of each cycle. Caveolin-
1 levels was measured on Day 1 of each cycle.

[0351] * Tumor Response Assessments: Patients were evaluated for complete response (CR),
partial response (PR), stable disease (SD), or progressive disease (PD) every 12 weeks or at the time
of PSA progression or the development of new symptoms, until disease progression. Tumor
response was evaluated using RECIST Criteria.

[0352] * Pharmacokinetic Sampling —Cycle 1 of Phase I only. Parameters determined included
volume of distribution, terminal half-life, Cpax, tmax, AUCipns, and plasma clearance.

[0353] * End-of-Study (EOS) Evaluation: At the time patients were removed from study,
laboratory and clinical evaluations to assess AEs were performed. Radiologic studies for antitumor
response were repeated if they have not been done within the previous 28 days.

[0354] * Adverse Event Collection and Follow-up — Any AE whose onset occurred between the
first administration of study drug to 30 days after the last dose of study drug, whichever was later,
were collected.

[0355] * Disease Progression Follow-up: Patients who have not had progressive disease by the
EOS evaluation continued to have PSA evaluations taken every 3 weeks and tumor response
assessments conducted every 12 weeks until progressive disease (based on PSA evaluation or tumor
response) was documented.

[03560] Table 4 provides a summary.
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[0357] A EOS = End-of-Study. When patient comes off study the indicated tests were done.
Repeat studies for tumor response only if not done within the previous 28 days.

[0358] B Follow-up for AEs and SAEs continued through 30 days after the patient
discontinued the study drug. Any AEs/SAEs that begin during this time were followed until stable
and no longer improving or until they have resolved. If there are no AEs or SAEs ongoing at the
EOS visit, follow up may be by telephone to the patient weekly until 30 days from last dose of
treatment.

[0359] C CT or MRI scan of the abdomen, and pelvis were performed at Baseline and every
12 weeks or at the time of PSA progression or the development of new symptoms, until disease
progression. Whichever method was chosen at baseline to follow tumors remained consistent
throughout study duration.

[0360] D Restaging studies were also to be done at the EOS visit if not done in the preceding
28 days, unless there was otherwise clear clinical evidence of progression.

[0361] E A CT scan of head could be performed if symptomology of brain metastasis existed
(only if clinically indicated).

[0362] F If Baseline labs, physical exam, weight, Zubrod, and peripheral neuropathy
assessment (physician and patient), PSA and Caveolin-1 had been completed within 72 hours prior
to treatment, these assessments did not need to be repeated on Cycle 1, Day 1.

[0363] G PSA evaluations were collected every 3 week until disease progression.

[0364] H BSA calculated at Baseline and recalculated only if body weight changes by more
than 10%.

[0365] I Pre and post Nab-docetaxel infusion.

[0366] I Completed prior to the first dose of each cycle.

[0367] K Study drug must not be administered at the start of a cycle until the ANC has
returned to > 1.5 x 10°/1, and platelets have returned to > 100 x 10°/1, or any other toxicity resolves
to Grade 1.

[0368] L. Nab-docetaxel on Day 1 of each cycle, plus prednisone 5 mg orally twice daily
(morning and evening).

[0369] M Prior to Cycle 2 only.

[0370] N Required within 10 days prior to the first dose of study drug.

Inclusion/Exclusion Criteria

[0371] A patient was eligible for inclusion in this study only if all of the following criteria were
met: 1) patients must have had histologically or cytologically confirmed adenocarcinoma of the
prostate that is clinically refractory to hormone therapy, 2) Zubrod Performance Status 0-1, 3) at the

time of enrollment, patients must have had evidence of progressive metastatic disease, either: a)
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Conpl eted prior to the firs dose of each cycle.
age > 18 years of age, 9) four weeks since major surgery, 10) the following restrictions on prior

therapy for metastatic disease apply: a) no prior chemotherapy regimen for metastatic disease, b) no
more than one prior course of palliative radiotherapy, c) up to one prior treatment with a non-
chemotherapeutic agent (e.g., kinase inhibitors, immunotherapeutic agents, etc) was permitted as
treatment for metastatic disease, d) no prior radioisotope therapy with Strontium-89, Samarium or
similar agents, and e) one prior neo-adjuvant or adjuvant chemotherapy regimen was permitted if
given over 3 years ago, 11) no limitation on prior hormonal therapy, 12) patients were off all therapy
for at least 4 weeks prior to study drug administration, 13) life expectancy was > 3 months, 14)
patients signed an informed consent document stating that they understood the investigational nature
of the proposed treatment, 15) required Initial Laboratory Data: a) WBC > 3,000/ul, b) ANC >
1,500/ul, c) platelet count > 100,000/ul, d) creatinine < 1.5 x upper limits of normal, e) total
Bilirubin < upper limit of normal (exceptions will be made for patients with Gilbert’s Disease), f)
SGOT (AST) < 1.5 x upper limits of normal, and ) SGPT (ALT) < 1.5 x upper limits of normal, 16)
taxanes are considered to be teratogenic (For this reason men whose sexual partners were of child-
bearing age agreed to use adequate contraception (hormonal or barrier method of birth control) for
the duration of study participation.), and 17) if obese (weight > 20% of ideal body weight) patient
must be treated with doses calculated using adjusted body surface area (BSA) (based on calculated
adjusted weight) or actual BSA.

[0372] Progressive disease in the inclusion criteria was defined as any one of the following
(measurable disease, bone scan, or PSA progression): 1) measurable Disease Progression (Objective
evidence of increase >20% in the sum of the longest diameters (LLD) of target lesions from the time
of maximal regression or the appearance of one or more new lesions.), 2) bone scan progression
(Appearance of either of the following constituted progression: (a) two or more new lesions on bone

scan attributable to prostate cancer; or (b) one new lesion on bone scan attributable to prostate cancer
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di sease, 'b) no nore than one prior course of palliative radiotherapy, c) up

to onecafﬂm@?wﬂ%r disere mclyfingroagsrne beretaiuie (e dorkcemgentsogiation Clags Iﬁé’é e
i nhi b'I[V? ra%tlvé z{ﬂgﬁﬂ%ﬂ@flﬁ&eﬂééén@m§9@aﬂ&1§b1nﬁ]§c@1))n Y@ehil? BeMhd %%nﬁﬁ% %Eﬁ%&@fﬁ&gd for
nmetastati c disease, d) no priof radioisotope therapy with Strontium8
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c) pl atel et count >100, 000/ p d). creatinine < 1.5 x ugger limts of

nor malHngsy/sqc! situagppy thatmrwteé CQPBEANCE WthS UGy To(RTRBEN(E € PEN LAY W nade
for pahigRt aemlédg@etéoﬁﬁﬁcr&s& ﬁ&aﬁ%aﬁafe&@@ wﬁ&SJe)ateﬁ vaﬁm%rr&p@@g rdskigt t s of
normal , and ALT) < 1.5 x upper limts of normal, 16) taxanes are
consi dberagy. {18 5@81f1é¢ aétt@g@ g1 ViRRptonbiifagion an{s EoRBH tbwi@yéwg@wéudeé &otmée s

wer e I traception (hornmonal or
barri ceg'frtudﬁg) %a%gee iﬁl?ltg %rgﬁ,%(?&(; tltc?ot%ﬁt&hoglggﬁtygl%?%%ggf study participation.),
and 17l)osugesodadsleln(tmgkan > 20% of ideal body weight) patient nust be
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the i rwhuﬁmeﬂadewryer\veakg/\@ﬁs pleddingd 5ase @auy mmferetdheuéeoiahpvm@gm(gmaasur abl e
di sease, bone scan, or PSA progression rabl e Di sease Progression

( Obj ecVFRiae e@P]éf?éﬁ@é3@Ftlfi“|‘Fcﬁaé]é§e§el¥%b6/% .7% 1t09e1255u ﬂﬁQaf”% Ae’(UongEs Vabi amet er s

(LD Qfocdi@tc@8s a | 880:ARKsiHR OTaDE off kiR Qfle @Fhe@@k THe Y6KSTIND- R eth D€ was
appearance of one or nore new |l esions.), 2) bone scan progression

( Appeasenitied gperdinher thetoxidiey prefilp Qweﬁ@de@wgmrqvmuea pHodcekyi.on: (a) two or
nore new | esions on bone scan attributable to prostate cancer; or (b) one
new | esi on on bone scan attributable to prostate cancer WO

2011/ 123395PCT/ US2011/ 030209 in conjunction with a rising PSA.), or 3) PSA
Progression (In the presence of radiographic evidence of disease, an

el evated PSA (>5 ng/nL) which has risen serially from baseline on two
occasi ons each at | east one week apart. If the confirmatory PSA val ue was

| ess than screening PSA value, then af’additional test for rising PSA was
required to docunent progression.).



[0373] A patient was ineligible for inclusion in this study if any of the
followng criteria applied: 1) patients could not be receiving any ot her

i nvesti gawoandl12339ént s, 2) patients could continue on aPdaitusSg011/030209

Mul ti-Vitamn, |ow dose (< 400 IU qd) Vitamin D, Calcitrol (< 0.5 ntg qd),
and c%j um %8’] enents, but all other herbal, alternative and food

suppl ﬁ‘f@’{s'i. "Spc. Spes, Saw Pal metto, St John Wort, etc.) nust be

di sconparsied g phiasedidacPéndpbRalviB centile PRbdRAL SvhORcHb ARl odfsRsl Of
bi sphosphonat es, who devel op subsequent tunor prg?re55|on could continue
C

on t hiRsoserrReatlicomtigrHBRAY Esponsarheint’s Avesnensforasaiclissien citheriiv/ i at e

bi sPhaRARANALe SMEEAOYTERAERNIRLDOR! Seiftg P NG Gy 1Y RERAUSE
starting bl sphosphonates cou potentially confound the interpretation of
adver sehaeypnngry)disedde patticatad svithiradiotkerapynoidy andhPretadiasdl: nepaticax sthuded
fromthis,clinical fri a t.h of d l.qpe rRAr IV

neur ooy BB Ree Bl orarteliRs M@t 8T REY S AR PIRAFERS ogi ¢ and
ot her dfluetr e dvendedn PS) vaht ibenrtHArdi phi-stamyntddr Bddcersgive evabatitngom $east

attributed to sql vent-based cet axel (Taxotere) .were nat eligible for the
st udy,” %ﬁeq‘b apare m“% PR R0 ﬁg iVélf‘;fﬁtW 4 Hﬁ%ﬁ“&%‘%ﬂ%‘ ar eﬂ%‘%@g‘gé S"i"‘ﬁ%ﬁﬁl&ﬁf?ﬁ :
congeq03¥6 hesedonfiai bifcaey Mapo@nkcridear at)_pé&&_ﬂﬁ%ea&ﬂp@ﬁeng RS mkhdur®le V),
active angina pectoris or recent nmyocardial infarction (within the last 6
nmont hsbisegeershasaebicyigiaiobiqytivp senfamed copplpte o1 partiplravatallyuges esponsessEEnd

ma! | ONanEns0 108 ladoR AR KBl A MARBrS DI GARGRES, YPhific RABSA ProBfstibhlcst er ed.
(Patients were not consi ered to have a "currently active I gnancy if

t hey quogtsioadracherapy bandomenwr nopersonsing BEEIS{ Oyiteriaei r physician) to be
at lowri SkPSIAOEvarueJn%QS& ), 8) uncontrolled intercurrent illness including,
but not limted 0, ongoing or active infection, synptomatic congestive
heart [D377]ur eln praGib@lek gk tay P sieinar ths progAdstit signidicfifty ohpdsd the@dpy Risylaai at ri ¢

illness/socjal situations that limted conpliance with s y requirenents,
or 9) lﬁgggut%mp Sxih gﬁ@?werﬁﬁﬁu%@%%?@?r% is gork ﬁﬁﬁé&@&nﬁuﬁ &10uBf

| et halprbpfs&rint @R wkEsiddlRed B thWiukdo MRk Q¥ P PHA @BSig¥ intaR@fo@B¥ independent

H V- positive patients receivi nglgcontn nati on anti-retroviral therapy were

excl udbwgase: Eally WK etraldyClhe@aipsd 98%:1 b695Pbl-e phar macoki netic interactions

W th axe ﬁﬁgg- Adm St j I i eat ed
W th ﬂigmoce% %Qeglg ?t mﬁﬁ%? S%n% 320: %@%ﬁ%ﬁg;@%ﬁﬁﬂ%@%@% VJea\léier y 3
weeks tpaigd wthgddipthenpy bnlpgndPah ypdadndbhd ot patedistwhodaveabad a/prostaeetpmyg, fand
eveni ES).Cthé)é\;aza% Satgeggti4enée% gaa(r:th received 60, 75, 100, 125, 150, 175 or
200 nff g RADAoEe a1 &8 a M=o nf usi on on Day 1 of each cycle of Phase
| . Theqogrge oPsMNaldcldeeefirodels a\Wascas ¢abPsi ealudeperndnnGgod prd heuhexifei X y
profile observed in the previous 3-patient cohort. WO

2011/ FLSORCIAYSIUT £ 5at Joerelst snaatle ERdiseimsnsPY osEs YAR Bttt 3 i cacy
endpoi ek VBSoRalL@ M BdepPf patients who achieved a confirned
prostate-specific antigen (PSA) response where PSA response was defined as
ei t herl0B8 noPbdIproeatssion delined aPg diecifiPhé. inPrse et the atiicon oferegidesidmed as
PSA < /1.0 far i s whose primary di sease was treated with

radi ot(Fliee'f%%%eorﬂr?fey&é:ﬁgﬁ{gbigﬁhdet ectable for patients who have had a

pr ost g038t]onyIn panicnt whu teesshiceedyalbogtdeolire iaPSAepopredsimeeksdcipat by: 1PSA
decline .was define a _decreasge i SA val ue > 50% from pre-treat nent
for 2 EteRse e Dy luaroeh SRl ) i et Sa By i bRE of  Gabffent  poa
val ue anagcreBasiiPSd iht Fﬁe&eétmwepssx Bl StcantimM@ioh B¢hagynd LOBLaliSecondary
ef ficacy endpoints_included: a) percentage of patients wth nmeasurable

di seadBgHP Ml Vasks@Bitect i ve confirned conplete or partial overall

t unor ONS ) M A WRESPAS Rasm A ALER by 538 frfrkRionQbds e ATy S 1 {REC! ST)
Cri ter[ibg@b) lﬁlll%“% to“@SA Pr oga}sess?on, C y%%)%q?’eﬂsrg%ronloﬁsiées gurvi \;I:ﬂl)( ased on
t unor inaspomsBSAby A REQISThEr the prertacatiRAlcRylapuhe nohr POSEFEI (Whphevdr sus  wor k

G e e e e I S LA

NCl cawnsenstiie rgimUus ApiadpeskdetRiapiral | ow ng gui delines for the use of
post -t herapy PSA changes in androgen-i ndependent disease. Kelly WK et al. J
Cin Oncol. 1993;11:607-615. [0378] PSA normalization defined as PSA < 1.0
ng/mM for patients whose primary di sease was treated with radi ot herapy only
and PSA undetectable for patients who have had a prostatectony, for 2
successi ve eval uations at |east 4 weeks apart.
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[ 0379] PSA decline defined as a decrease in PSA value by > 50% from
pre-treatnment for 2 successive evaluations at | east 4 weeks apart. The
pre-treatwonniiA3s9gal ue was neasured within 2 weeks bef ece/tst@anioserg9

t herapy. [0380] PSA progression defined as the date of PSA increase neeting

the cr a p ssi.on not thedte of confirmation). [0381]1In
pat i er{pégﬂh ﬁljﬁt?effa?gﬁ‘ie IR, n&%ﬂ@@%%ﬂ Befise erﬁé&é\entﬁ?gﬁarﬁé&% %H-%&@Ldefi ned
by: 1)th@Bhpyl ﬂa%@ gﬁe‘hd iR sb PPN PRAY&sbRansAHE Pat@ﬁﬂw&)coﬂﬂd&r@@f(ﬂ%@ in PSA
by a m ni num of nmL, or an increase in PSA to the pretreatnment PSA

val ue coaﬁ@neg)PSébprpgqeﬁsaqq on by a second consecutive rising PSA at |east 2
weeks aparth\é 82] I n patients whose PSA has not decreased by > 50%

progr essi on s defined by: 1) an increase in PSA by 25% above either the
pr e- t r[8384tent Al baseline, omdr hesiama dicre da&gmhmzlals fc(llmimscﬁteaserab]eslelslowe®at)coalntd362) an

increase in PSA b of 5 and 3). confi r by a.second
Consecuflllr\a/tglyrnlnesais%léd Bsazlleaftnl]l-leas{m% C\B dlamet to %ecord 2’}0 m Sith

2011/ 1233956l /tddﬁﬁ@ﬂe]s/(ﬁ 39200 n[0 338 ]sﬁl@a‘.l (E)T dcﬁn)(b@ AbhhEmiliiaoe (M/B(&hﬂd&suﬁbs erved
because the i)ent beg new ang i -canﬁfr%%hergeﬁy follow ng the initial

observaﬂum #lolgrigns; %estgwgﬁtetﬁ QUERHLGHRIARS ¥ & 19408 YEBht i r med

PSA pr?gm@pg@ﬁ} anaemehggﬁﬂg ﬁgloggsel ine, tunor |esions were categori zed
as follows: neasurable iﬂg;eSI ons that could be accurately neasured in at

| east [938f1mendillaneapurablgdesiongippivet mpximgmsd Srlesdensdetipreasand H0esionsp tatel,
CO”VE’}EﬂF] Q&Q{at&@m M HYSY dOJ A%, werd ?c}e i dsMars ft 1L @ns QId ¢8R4 Aa IHQ%?E%W abl e
(all esi ons, 1ncl éigng snma esi ons”[ | ongest | anet er

convertasadmal Targat lasiogsiwsreorleeted On thmbasis bi boir piad (UFe sadnhe langest dimhyter) and

nonmeasur ahl esi ons 0385] Al | nmeasu | e l.esi.on to a maxijum of 5
Ptiaiic Sel e RS i A s R N S R G T S
or ganSsumeﬁ“l’tl& lofi@nt dilineer fasall argelesiopswen salaidtcd atdfegetedan thamadihedmat
basel i ne. @’g‘i‘g‘ff ﬁiem 0 s were sel ected on the basis_of thei rg:il ze (those

with tifReep pbase gte)sualdan&eﬁtét@mf‘éﬂ.waéw?ffct P hg Ksferece Oy M@ peat ed

nmeasur@mpkszd @t bhesiveYurhsrasdposset echni ques or clinically). A sumof the
| ongest di aneter for all target | esi ons were cal cul ated and reported as the

basel i[A38&um Adrges fesiging frssises. of Hiseasp hwerkiigratiberhes nongesst legioahet er was used
as t he[()é@f ]er egﬁgtu%r %vatp VJlﬁ) bg Q@ahﬁtcfédqh IpZtt?entshgltﬁ)l%k%ﬁfab%%n%ﬂ&nnﬁe%?ﬂ%g e.

lesions according to RECIST guidelines.

[0388] The following definitions were used to evaluate response based on target lesions at each
time point after baseline: Complete Response (CR): The disappearance of all known disease and no
new sites or disease related symptoms confirmed at least 4 weeks after initial documentation. All
sites were assessed, including non-measurable sites, such as effusions, or markers. Partial Response
(PR): At least a 30% decrease in the sum of the longest diameters of target lesions, taking as a
reference the baseline sum of the longest diameters confirmed at least 4 weeks after initial
documentation. PR was also recorded when all measurable disease has completely disappeared, but a
non-measurable component (i.e., ascites) was still present but not progressing. Stable Disease (SD):
Neither sufficient shrinkage to qualify for partial response nor sufficient increase to qualify for
progressive disease. Progressive Disease (PD): At least a 20% increase in the sum of the longest
diameters of target lesions, taking as reference the smallest sum of the longest diameters recorded
since the treatment started; or the appearance of one or more new lesions; or the unequivocal
progression of a non-target lesion.

[0389] Response assessments of Non Target lesions were defined as follows: Complete
Response (CR): Disappearance of all non-target lesions and the normalization of tumor marker level

confirmed at least 4 weeks after initial documentation. Stable Disease (SD): Persistence of one or
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[0386] All other lesions (or sites of disease) were identified as nontarget
| esions. [0387] Antitunor activity will be evaluated in patients with
measur ablwoand/s39nonneasur abl e | esi ons accordi ng t o REBCHFUSQuildsi2ones.

[ 0388] The following definitions were used to eval uate response based on
target |esions at each tjnme point after baseline: | et e Response (CR):
The di 8o BTl BR AP R B ooRee T et el 6] SRS B i SUABR T ol i edl
Synpt aBereRNkilisEack @D)! BieSdppdariiRe kS ol dréfort Rbr-iadder ROGHIRIW A uh&uivothll  Si tes
wer e assessed, including non-neasurable sites, such as effusions, or

mar kerf§0LresioncA pXipingdwadareepryons A nablgigrtivalugigod e d¥erpsetagest lefien@um of t he

| ongesfo GhafEl 8 Bis@he [ @LGLL ubfStANBredaki ng as a reference the baseline sum
of the longest dianeters confirmed at |east 4 weeks after initial

docunent at ilame (PRSAVBrgadssionr ecor ded when al | neasurabl e di sease has

conpl di d, but.a pon-nmeasuyrabl e conrponen . e . asgites) was
s TR TR ET S e PR MR AR SHRORER nhitufs MBS ERATT Y o
shri nikageedsongualdefinedfad thepand frad fire sipengetudo drupub thecianit ASACFre@saidno

qualify for praqgressiv i sease. Progressi Di sease (PD): At l.east a.20%
Mor edbuerhvPhdREh Ror T angia SR p bl oBri Sg et Abhs STEDHITRY as
ref er gpg@SAhealan@inl est sum of the | ongest dianeters recorded since the
treatnment started; or the'ap%earance of one or nore new | esions; or the
unequi vocal’7peissiasEie nuervah Bawdon dret Resgeissn. [ 0389] Response assessnent s
of No get pl SRS e hGvidaN 164 il d capHRMLRE BeREELP LER) -

Di sapgggﬁnce é) gﬁ@nron-tg?gevg Ie??%ﬁs ar?gi\é?%ag norﬁa{ﬁgat?énﬂ%ﬁstlumr

mar kerfrdeeveiivat gaf dafmed asthe Haadtondfinneddss obftedr driigiat the btad of diseast progessiost abl e
Di Seasg Qse'?.l)[ :dea%)he asi Sgtues,ecehigﬁevorn(%cgrg fiV\s@ I%QI%H/S\]J'V g’ %19d5 nl:())glgétvlg isof:%'s]é/pgc:))’ 92505190 pr e
non-taré’ett1 esi o (‘%f and) OF the el nt enance Of tunor marker 1ever>above the
nor malhaké fdttdsed vRiro genessil weth®iasela®en (fil9) that Thepaaippeedsgpneeession Gize. Or nor e

non-t et | esions. and/.or unequivocal progression of existing non-target

| esi o%’?gtﬁﬁﬁgf‘@’é}%Eﬁ "Wste (UE): No non-target |esion(s) docunented at

Basel 11089210 $hOF8mbhdyatkiiRAlpShEw s ermibidhd MITPSMAIRNON GNGIHAUDERRIY Ti me
to PSA progression was summari zed usi ng Kapl an- Mei er net hods. Tine PSA

pr ogr EFn iR SIRGET e seegndane saltygolerabilf gelpeing srcdudsithasingidgncd ofigeatpertne
start eﬂieéfﬁﬁﬁa&%gg OGR! ks SRl B0 Saa0: defs '@:?A]tz ﬂ\éﬁorthét Rdahdies 4y & the

end of OW up were censored at the tine o elrr PSA eval uati on.
Pr ogr ewdir ohmFelesipBresudvdurinBasely dorg dbamer angsponisge ¢iGROdIIPrxpgriesgigaiesd r ee

survival ;. . su r.ized usin apl an- Mei.er t hods. Progressi on- free

S vt VB 0B IR AR ARl W PRl AR lop LR R RISEIRUE™, T T he o1 art
of di 40393 pr agk essindip durinpalid sty vieapidébdaryordiigse Jheilah@masn occurs first.
Pati ents wh ion or have not died were

censor WM Rgh TG oK AR FAICT 8T e BHE/ B ¥ Bgos ST  e
Saf et Wuhp! Rr&bbpiilcXbIENARAhittvierd AR ILdIdd8 oR khBEiYitP fhRWere AdRALRE a¥BFade 1
determ ning the MID and DLTs of Nab-docetaxel in
= mild, Grade 2 = moderate, Grade 3 = severe, Grade 4 = life-threatening, and Grade 5 = death.
Non-serious AEs that were determined not to be possibly, probably, or definitely related to study
drug did not require further evaluation but were recorded. Study medications could be interrupted for
an AE at the discretion of the investigator. Patients requiring toxicity management were assessed and
evaluated at least weekly as indicated by the severity of the event.
[0394] According to the NCI CTCAE system of adverse event grading, laboratory values of
Grade 3 or 4 were described as “severe” or “life-threatening.” For example, a neutrophils count
<500/mm3 would meet laboratory criteria as Grade 4 (“life-threatening”). This description was not
always synonymous with the assessment of the “serious” criteria of an AE as “life threatening”.
Definition of AE and SAE are provided herein.

[0395] In order for AEs to be considered serious by “life-threatening” criteria, it was medically

judged as possessing “an immediate risk of death from the event as it occurred,” not because of the
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patients with HRPC. O her secondary safety/tolerability endpoints include
the incidence of treatnent energent adverse events (AEs) and serious
adverse ewondsl/I2B8Es), | aboratory abnormalities and nadiPCTafS2011/030209

nyel osuppressi on during study drug dosing, and percentage of patients

experienci ng dose nodi.fications, dose interruptions, and/.or pre ure

G Do SRl E kR sB02 Ho et poRos) RS Srtte PRGN TRl S TS, oy
were ghafedyetCey dbfiged R ah M NradOMmaitropediaiba ok Q@Y nderabilofatidal fy@bnAebted se
Events v3.0 (CTCAE) (see http://ctep.cancer.gov/reporting/ctc. htm), where
appl i capMeunipsshe Wygstigioaakdysipie efgeinghihisterressaicd pp ymaedirelydids-e

desig rlﬁiregtgniﬂg e@;’n@ﬂﬁ the patiéad! gc@’c%ﬂg g&oﬁﬂﬁ@ﬁ@& atfle 4@6@%@)6%2@&12@ %gﬁreﬁ@rte@ ade 4

I
= life-threatening, and G ade eath.” Non-serious AEs that were
det er rispedi\Hadicutrepebr apwsidd| with foyasbiafsicon, or hepeftalivatien yaytepertedds e 6Adt udy
drug dj ot (e further |l uat i 0 t re I .
redcdPalle. cEatE el noRh o3 SRRl Y5 ok e GERRHEH of R suay
i nvestdrgain@ifatiofPairiwehttse ¢nelgilistudngr 300days hftyr theeralges edatinense viichswe saethnasrd

eval u d at | east weekly as indicated by the severity of the even
0804  NELBR I Tt RO RReAC L i Gt R SFuE iy Dot thanrgact from

Iaborah@fryaté@dpaﬁﬁ@l{, Grade 3 or 4 were described as "severe" or
"life-threatening."” For exanple, a neutrophils count <500/ m8 woul d neet
| abor dtheripacakinese Egdpainisy ade 4 ("life-threatening”). This description was

not a'[W?éi)";ﬁ]esy‘i‘R@%ﬁE’ﬁcoﬁn%ﬁ&#l@oﬂl&%ﬁéﬁ&Eﬁﬂ& el%ingﬂ?&l r'é&ecroh&édﬁ,"elﬁgié%%hihﬁlf-_Of an

AE as " t hreat eni ng”. rnition of AE and SAE are provi erein.
[ 0395]life the ddwmé of digtEbutican (Ve), thomsixdewre glaswn dmgsohgentrhtidngd Ch.a), at-ethic pgga

criter] it was nedical.ly judged as 2ssing "an nediate risk of death
71 om tigersbE B TRELERULY RIS BRI CE Py e
2011/ U3¢ AsLéSHa¢ 030209 t heoretical potential for |ife-threatening

conseo[ es. I n the case of ﬁ neutro%h'l co.un} <500/.ymB, the AE ul d be
capt ur @%s affeRgolasy epiiess-he ipvedisaty e mggima ?e%§fWIOéEHP6??éIPP£? ly
consi derear ar230FkWBeS AN Blalety 8sink, 38l honadloMAYSich@iod Slet! FinfRditdbs

represented an immedi ately life-threatening event for the patient.
Speci fthempstypevernhgaapior ey tep@mat ayckiand by et pRysTongRderaaydme derings a SAE.

Neut 1 . . : : an, . . .

repor ? g§%£ Tgé %%Igeg({egggé\d]l%ggt‘?léﬁyntézeﬁﬁq{eﬁ%{%k%gavtaeES g@%@?@?:‘%ﬁ %&guﬁgﬁ owed

f or t hdtedidw dirsy dneentl sofly Afig Was prassittertiipr deahgroupi Pr@tforgrtietis wihlradeed @rdd of

st udy ,ar 39 de% aft sk Qe end of treatnent, whichever was |onger. Only
h[egna Q (%gﬁ/ Cf isted.

patien “€ar“docient ati on that no study drug was adm ni stered could

be exdbsgegd f Comcth@einlsoadeet: papiehatfu@ionPheak FaGIKH ARt usheEIQDC AESor
03971 TP SORLTASSKLRS! Ly SrpoLnhe gL Lhe el m gt on, (e cqnstant
d_r ug C@f@&ﬂ%fa@é 'vx@ﬂ: dufpmlarizdd by thBehodf e @F&@é fdrhig MASOR of %@@@tah@-bif (Ha Versus
time curve (AUC Iif), and plasma cl earance.

most severe grade anytime during therapy for each treatment regimen; testing of treatment regimen

differences was performed using the CMH test. The incidence of patients with CTCAE chemistry

values of Grade 3 or 4 that occurred after the first dose of study drug was presented for each group.

Data for patients with Grade 3 or 4 chemistry values were listed.

Evaluation of Molecular Biomarkers

[0400] Expression levels of Caveolin-1 (Cavl) were evaluated.

Results

[0401] PSA (prostate specific antigen) response rate was measured in patients in 42 patients

treated with a nanoparticle composition comprising albumin and docetaxel, namely, Nab -docetaxel

(at a dose of 75mg/m* q3wk) or a combination of Nab-docetaxel and prednisone. In 13 patients

treated with nab-docetaxel alone, a confirmed PSA response occurred in 3/13 (23%). In 29 patients

treated with nab-docetaxel plus prednisone, a confirmed PSA response occurred in 13/29 (45%),
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Laboratory Assessnents [0398] Hemat ol ogy paraneters-To investigate the

maxi mal degree of nyel osuppression, the CTCAE grade for WBC, ANC, platelet

count, amiohlzenmwigBIsi N concentrati on were sunmari zed by POE/USREGI/03EVET €

grade for the first treatnent cycle and by the nost severe grade anytine
tolo val tjes of

during.therapy. ,The i ncj dence of tients with \E he
& mae i a5 mil Ben Db 85T B Piner ThE M duer 5 e iy 6 s T

8sent ed

for eagha@t@Ufect BAjraddi®he PAPIBAlecabdr lunkdrade 3 or 4 hematol ogy val ues were
listed. [0399]Cinical chem stry-Liver and renal functions were summarized

usi ng ¥t dalPhase Iijtedy ofSYab-paglisaxehpith (asbeplatim and Thakaci Radiatigfeinnyunper

and pqsé;ﬁﬁgsq,gglgf)cd%t&ﬁ,gh&dvmﬂ@ve each CTCAE grade were summari zed by the
nost severe grade tor the first cycle of therapy and by the nost severe

gr ade [A482]i e Ode thinlgf phigmespyitf BB CbE@hestmtertnerdlized gnrregviabteaBscasey of
treatrent. reginen differen erfar i N h t _Th

ot dan e g T LG R R T AR B SR ned o
occur rsad/iadl ber 14 henthd. IAsphastobigialokasshitidyd dsing weady Yok pediited] ok cadgplatgr oup.
Data for patients with Gade 3 or .4 chenmstry v re |listed.

Pval udi g RORUL DB o Rer ooty R R et syssan. 1
(Cavi )romebgitgval uated. Results [0401] PSA (prostate specific antigen)
response rate was neasured in patients in géa&atients treated with a

nanopdP#9Y| e Beiggbsstith isapccdippiass R an BURA dP@d eanshddiV 1 mERRMY entpgadh
-d . . of anhi i . - I
oc Ete@éa%tm glgseacloﬂ&%sem% mdBRE 718 c&%yggf &{ll{—ﬁacﬁlg%?f VO@etld}PBe%Q né.:ligﬁ é@qlgg@&axe

and prednis . In 13 patients trea docet’axe
conf i rawddncRSAIng &% B0 némomcymerd, inigoBbhBLEEHAY carbepl 2@ (AAIG DrweskiyrfenT ed with

nab- docet axe |.us edni so a firmed PSA nesponse oceyrred in 13/29
(4505 e St abaRE BT tone 58 Doutclt e S s oERPART R BELRTGi ¢

nab- das@tubxel tediniiues. Phtitiss Nadivdissedied ef congslydadbn thoepy axdlfulatibsowaib or
enhanced.effect of predni sone on prqostate ca t unors. anpl e 4. A Phase
o LAy G ReTEy T R S A G A OF ARt oA G IS

Pat i ert1g. MdBL TRt livnidhd\ansied pNRdC b fikd 2l e ohdlirfedt dbmPBAlia86A perfddt h NSCLC
present with |ocalized, unresectable disease. Concurrent chenoradi ot her apy

wi t h vkesudsy paclitaxel (Taxol) and carboplatin has with nedian survival of

-14 myghég- AEgb?ﬁ adends Weft] cf@ifed! ’Fé.nté?ﬁEﬁg\x}él%i tféqteﬂrpa%hb/se'}%ﬁ%%%l axel wth

carbopl ati'n an racic radiation therapy 1n patients wth unresectabl e
st age plablitaN$S@0Ang/m’ depasicnts herdgdirag/;’ &hphticols e Oabiphtidny sigi@408icRatidghtrs i t h

i nopervg‘i%ld%\ews.t6a & wl:rle Itr'%:‘atgcﬁ atI 410' rr@g/%sgv‘it%’ nol:f)c‘fjp_41pts \%Qr% tr%aE[\e/d :clt't 0>0(3 I(r)lg/mmwiglrg Bf‘?d
of radiation dermatitis and esophagitis. Grade 2-3 toxicities during concurrent treatment included:
neutropenia, neutropenic fever, anemia, thrombocytopenia, fatigue, esophagitis, mucositis, nausea,
dermatitis, hypoxia, and dehydration. No grade 4 toxicities were seen during concurrent treatment.
Ten patients were evaluable for response with 9 partial response and 1 stable disease. Seven patients
progressed 3, 5, 6, 7, and 8, 16 and 20 months after enrollment, and 3 patients remained stable at 2,
4, and 28 months. The recommended Phase II dose of weekly Nab-paclitaxel is 40mg/m’.

[0405] Weekly Nab-paclitaxel was safe and well tolerated at 40mg/m? when used in
combination with weekly carboplatin and thoracic radiation.

[0406] Although the foregoing invention has been described in some detail by way of
illustration and example for purposes of clarity of understanding, it is apparent to those skilled in the
art that certain minor changes and modifications will be practiced. Therefore, the description and

examples should not be construed as limiting the scope of the invention.
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escal ati ng dose cohorts in a nodified 3+3 design of Nab-paclitaxel weekly,
begi nning at 40 ng/n2 and increasing by 20 ng/nR2 increnments, in conbination
wi t h car bwpl2atin3z9AUC 2) weekly for 7 weeks and concurr @af/ushan&si2e9
radiation in 33 fractions by either 3D conformal or intensity-nodul ated
techni ques. Patients received 2 cyc!; 2 ag consolidation therapy with full
dose Nabpaclitaxel (100 ng/n2 weekl 3 weeks) and carboplatin (AUC 6 on
day ongnafis @aeledeycl e) every 21d. The DLT (dose limting toxicity) period
is defined as the concurrent chenoradiation period. Results [0404]El even

pati ents weh 8CBRASK reting TY TS atnj ag Andi vigea! ompaspeylnypiserigy Kethe @giduabp) Nab-
pacl | taXeketivEAniRANH a(BnPalili @I odprRiNg ndfbpaBIIR b ﬁﬁﬁg fc{&hé\)gel AMgn pati ent

si gned consent and then wthdrew. 6 pts vveretrea /m2 with no
DLT. 4lpmynaed &) anretlatied aatoueoofragﬂmum -hasedPagon T Wberemetthaamnbm haeqdnmpn thes and

esophagyty s ha\% & ftrd é%'tetrfs&& sgfééﬂe@ﬁo.ﬁﬂﬂg oﬁgpénsfsﬁ g&f@%ualn@&}s“ded
neut r openi a, ropeni c ever anem a ronboc enl at'l

esoph agllmlalsqarmmmes |(111)| dBiferoting k:aels décavasdlin-1 8CAVYP OX) diffeandal d@zhy;djf aPABK., No
grade 4

icit esweeseen urin ncur rent t gat men tients were
Oval udth et LERa RS artin mytist [ drfPatbRLes ahfme S0k G BEAET Soven
pati eﬂé&lﬁff%@ﬁ@%ﬁl@dhﬁererﬁlal ﬁ:,Velz of @@ﬂnc&laté‘-@n&ﬁ@e A6) nent dgteadntiel le N @S nment,
and 3 patl ents renai ne nont hs. The_recomrended
Phase Hhpseddasc-gisogiasg ng%bﬂwéb |<1|X% élﬁfefenpel l% ﬁéh%@rwm&l@sqh%mfymg e
Nab- pe}fﬁ'c]ee@d%eﬂolﬁ%pﬁ% esrpd (%Ilf{fer&ﬁia?f(ﬁ{s %tﬁfonéféﬁgﬁﬂ%réﬁhﬁr}n&ﬁﬁgldﬂbf
conbi nation wit'h weekly carboplatin and thoracic radiation. [0406] Al t hough
t he f dregeienggionwemasnclpgd g@@erﬂndé@@rdnflﬁewtiahalbw upekai | by way of
il lusty atiop, f IS
appar ent to thos e&f@q}%}llﬁ& ‘l%\ert éﬂéé@@tﬁo«ﬁg?&%gs%% Stélyer(fB{lﬁ ﬁg%ﬁﬁﬁ%ﬁ%@gf&m&a&n
nodi f ibastd arescharaclerikiess pelactd tad theTgmu;edomslet;ngt dié1) dgsmroup t¢llmar amdinerangol) es

shoul d,.not b rued. a imti.n Re of e

2051/ 130GepRkT s b Fesn5ueM Bl RS FIRE gt kAR DY Rk SRty

t r eat |1rygo>hk$@la&em(\amffdﬂdm1 Hu@i ofoQnpF dlcﬁ(llt'yg(va)iﬁffélﬂeﬁlﬁa&ﬂdvﬂg ot gpddheviiyndi vi dual
a) an effective amunt nposi tion_ copprising nanoparticles conpr.ising
pacl i tBkernughisvely OBThBS{}NﬁYF?t%Wd‘ﬂB)"’e e )i g fepatighipViht olof PIRSeTIBRe Rsic s ded
agent , prdRRI(Skp) L (8 A TBMiial BsPAFIRA PRI h@oﬁ?%éj@ﬁwaﬁ@aeo@ﬁmms%

char act eristics selected fromthe group consisting (i) squanous cel lul ar
car ci HONR), (i difffergntia irasripytagions v |dsffec§¢nt@hmeféwliahor10f(mtyr regijop jof tumor-

differ, I .ferential levels of hypoxia narkers,
(v) di ?@%hgh?%s S (§1\)ecflff§E¢tﬁfﬁ:ﬁlr?g‘len)aég ‘'ty, (vi) differential |evels of gp6o0,
(vii) difféertemdtadd dfeleahd, whertinyhd ayatraere ishastchesibe NBS).C Heuigi sqamipusf er ent i al
| evel S, ﬁularca?qlc?se ki nase-associ ated protein (Skp2), (ix) differential |oss
of heterozygo (f "(LOH) of single-nucleotide pol ynorphism (SNP), (x)

di fferential heﬁe&ﬁodfﬂﬂc&ﬁMQﬂ@heréDﬁitl)e whatrhett easal omiaé MSICAO Haningfa diff@emiaer
regio %urmr rel ated genes, and (xii) differential album n uptake. 2.
The nef¥o8! BIPO¥Rai m 1, wherein the method conpri ses sel ecting the

i ndi vigdual frermdkadrRnh 4b@z§&€m(me AIERANATSI biHyb68a &l Bt 1981 dthe group

consisting of (i) squanous cellular carcinoma, (i1i) differential |evels of
caveo|qarh0m10(aelw<¢198€ ACA-D) icrchideremital level| by I (ees RE, (iv) d| fferenti al

| evel I (vi)
di ffer entl a I(Re(é\}e drs@ 0 gBGWﬁé/r%glﬁtll% tfr%i@%ﬁetlrl%nats %Cg i\c}fe?{egéng?iq % %hﬁtoat e

synt hasgli¢TS), (viii) differential levels of S phase ki nase- assom at ed
g |r gzgfleﬁnfjg Iklgicz)%r?ecsﬁ Og%lcgdrlr%f S}rﬁ'ﬁer%m?%ﬁ\éﬁére?t llecY% effatﬁ%% C}lttyyrgals_sg%l% ations, (xi)
di ff erdéfieremlal reetlhyfIFHT 10Na diffepnoaaé et oﬁIéIjL:tm ooh difiemnnalrleslreabmiffgleﬂmed and
(xii) differentjal album g The met hod of claim1, wherein the
t r eat RS- SRMEAY IGHPIYsRE Iﬁggﬁ_ghﬁ]:e?rjr squarmous cel lul ar carcinoma. 4. The

met hods, of citRinBtHod oﬂ@mﬁxﬁllnwhé}emttn@@tdmm am@nbaﬁtﬁac@ﬂpdshﬁmws&b&lﬂgaw ng a
differential |evel of hypOXI a. he nmet hod of claim 4, rein the

di f f er"@APRAACIGSCOBPTigng HWFIaanﬂelb&Hw s phgut ﬁ%mﬁn o‘fndcaéP‘Hdﬁﬁ @ng/m”.
anhydrgase- 9ry.Ghxdd @ la’?mq' hetanhd @m r#é)@lylgh C&Baﬂgjﬁg r(aﬁo ticldsQidnmplising 6-  The

met hod of claim1, Wnerelnthetreat 1S b he diff ren?lal | evel
of t urmarlitaxsl did glbumin is administered weekly.
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7. The nethod of claim6, wherein the differential |evel of tunor acidity
is based on a differential |level of H F-1a, a differential |evel of H F-2a,
or a di ffwopentiyaBidsevel of differentiated enbryo-chrondPotiiseoieopressed
gene 1 (DEC-1). 8. The nmethod of claim1, wherein the effective anount of

t he conposi.tion ¢ g_phanop cl.es co in ac xel and al bum n
< betben M5t aO g e o nB e E s RBo! (o PRRET et abeno e et 1
V\hereiatboﬁthzeuggmmmupmuggaprl si ng nanoparticles conprising paclitaxel and
al bumin is adm nistered weekly. WD 2011/ 123395PCT/ US2011/ 030209 10. The

met hod lof ~ cihgimRthod qijskvmgilnwhtigindhg Bagnupesbashs agnnt RINHESHPAPIEETBAREY agent
I's betyeegn about AUC=2 and about AUC=6. 11. The nmethod of claim1, wherein
the platinum based agent is adm nistered once every three weeks. 12. The
met hod2of cltaimmtiod alisériilnwhéreinghd décliveanerount the fomprsiton mesiirtingm

conpri |

adm nlnskl g‘%ét%%\%ge@lphhﬁ%g&h a%fp (saa!:dtalgl\}lg%grgg%?ﬁ% ?dah[%ﬂm?ek ;{ﬁeg ase fgg(glgent IS
AUC=6 aarwnrhmmhceplemumnbaeév@nylstﬁﬂﬂ@:% mhmkrstered]dﬂce deey uhmahmntéks)f claim1l,

wherel itaxel,i.n . th artlc S coat with a The
e hod o ittt i RTER T B ¥ P kel a1 @H%ve an
aver age. dl alrlﬁtr@dth@ifofrmngneah@elnttﬁea;ﬁhnap@uéleszlaehermnpogaﬁon fihe aamthegt of claim

1, wherein the NSCLC is Stage I11B NSCLC or Stage IV NSCLC. 16. The met hod
of cl gligfnefer e ket theg a%ﬁ%@%m on conprising nanoparticles conprising

pacl i t@xel ﬂﬁ%&ﬁwc&nﬁridwhé?}@m%eaNS@H@‘i?@tﬁgéjH@ﬁQ@L@ro?Sé@é‘l\m!\@t@tﬁd
parenteral | 17. The nmethod of claim 16, Wherein the conposition

conpr i 1§ ng Tanepkaddieclas 1cwhwlin§hm@rrm@ltlpn axeprisyreonaappaiagles condrisine
plati rb%gﬁtg 'aaﬁid ﬁgﬁﬂ% a‘ﬁfl ﬁle%qmnﬂhizlgagéﬁ?%eh%é QYR Eéc%qaren%e@all The net hod of

cl ai erein t atirnum ent 1Is car Y 19. The net hod
of clai’m1, ThMmaﬂaddmftctwmlmwhﬂrduahe qomphsjmncommﬁmg'ﬁaeopmmatomprmhg| m1,

wherein the rises the ad t on of thoraC|c

ro st 3 Ml o SRR AR o g ST L Rafi 6 arrount of the
conposiligt i OnTHéQimlﬁchdfl’ctgnrﬂaDQBétéﬁnltﬁd Blatfapises hitgt Raaibbplanel and al bumn is
bet vveen about ng/ n2 to about 60 ngy/pR adm ni stered weekly, the effective
amountof aThﬁF%ﬁﬂilqﬁﬂ% BasedVagenths sIBetdeAUaNbut AUC=2 to about AUC=6

adm nigt er echeweekddof B 1t BRebNAnESEGOd ARieL dddbrisSs (RELWMBBRUARAWS tRadi®
about 40 fractions by either 3D conformal or intensity-nodul ated techniques

concurrAEpEqny

21. The method of claim 20, wherein the effective amount of the composition comprising
nanoparticles comprising paclitaxel and albumin is between about 20 mg/m” to about 60 mg/m’
administered weekly, the effective amount of a platinum-based agent is between about AUC=2 to
about AUC=6 administered weekly, and the thoracic radiation is between about 25 to about 40
fractions by either 3D conformal or intensity-modulated techniques concurrently.

22. A method of assessing whether an individual with NSCLC will respond to treatment
comprising assessing one or more characteristics of the NSCLC selected from the group consisting
of (a) squamous cellular carcinoma, (b) differential levels of caveolin-1 (CAV1), (c) differential
levels of SPARC, (d) differential levels of hypoxia markers, (e) differential levels of tumor acidity,
(f) differential levels of gp60, (g) differential levels of thymidylate synthase (TS), (h) differential
levels of S phase kinase-associated protein (Skp2), (1) differential loss of heterozygosity (LOH) of
single-nucleotide polymorphism (SNP), (j) differential Kras mutations, (k) differential methylation
of promoter region of tumor-related genes, and (1) differential albumin uptake, wherein one or more
of the characteristics of the NSCLC indicates the individual will be responsive to the treatment and
the treatment comprises 1) an effective amount of a composition comprising nanoparticles

comprising paclitaxel and an albumin and ii) an effective amount of a platinum-based agent.

97



22. A nethod of assessing whether an individual with NSCLC wll respond to
treatnment conprising assessing one or nore characteristics of the NSCLC

sel ect ed woam839§r oup consi sting of (a) squanous cel | BCamiseanmsezona, (b)
differential levels of caveolin-1 (CAVl1), (c) differential |evels of SPARC,

d) differepti vels. of h X di ffer ntial |evels of
{utor 2t di gretopp R s et G TG I B Frrang RSl | evel s of
t hym Q)éhl%h@m Mm EAgRs{ibSLom lhs)m efnf)ﬁd’rﬁ‘él&d @mprigine psciRfxeBarfdN@Sbumin and b)
ki nase- aSSOC|ated protein ( 1) dlfferentlal | oss of heterozygosity
(LOH) ol at&“ﬁg‘P%%%&?Pb%ﬁRﬂ’émﬁo‘l%WW%%C(OSNWG chapactegiptigsf Br¥L4] selee g

nut at 'Mthe%&‘dup@o%&fn%%ff b% IRV il aP BarChols QAL h 84 18R cAWBR-11 el at ed
genes, and (1) differéntial al bum n uptake, wherein one or nore of the

char adfté 1t (iipslifédrentiableNSCO IR & deflar¢nsial ladily plduabxinintarkepe (Yesponsi ve to
the t rcﬁﬁérgﬁ{bﬁ 1809 of ok a&atgsg § d&@fmﬁ.&ﬁ&m&f gﬁ&) S& 3%9 Y& a?ﬂ?%i%f of a
conposition conprising nan es conpri si axel al bum n
and i It)lyralldyh’ifefsgnlﬂlasee{Tﬁhmml dlfféreatlaﬂ laklsmti S}phméﬂhaatgeﬂbmat\i@rotem (Skp2), (ix)

2011/ 1 395P 11/ 030209 A.met hod .of de i.n iV du wth
NocL C e s PaRBa e g o ReEE St Rod wbin atias 8 BF ittt 1" ng
nanopaliat Sluesiof) (R difitigtiaghhylanelof pdchodd? rédidiien idmandldld @nd, atd @ym based
agent caonprising:. (A assezébg%pone or nore characteristics_ of NSCLC

sel ectddererihilbpmingninks: @y Hyingfthq inlividyalipging oBe T wptsrchaiaseiisishal (i)

d ffer [ C%é(ﬁh (] @\M)E‘&B 1511 amo 1yd1 (V] S
SLARCP@?Pg?Lé%fferégﬁfa Ievg%gj%#ﬁ%?éﬁilaﬁﬁg?mggg&£ﬁ6ﬁgéi?hg%gﬁﬁ?gpgéeveIs

of t urdrcaweliailt(GAV(Ii(i) differentiehleyels o s (b dgmtlal(lweil% ofdiypas evatkess
i nasar P RKENRYcR T pTNLORRE () dtrrontll el LoD RO et R e Bty
(LOH) tbfmisyag senuhauel (€61, (dB) iteremial phickmf © PhiRe, ku(axe) -agbdifited protdim(Skig2 n&ix)

mut at i fferentlal n .of ter

tunor <Pt e fl SRR PR BB SR R TR Pt R, Ghirppui

i dent iKpb m@tatibes, (pdiftbdu@d] niasildtgn 0N rodfotddE gorCtanact-elislt deass, aid (NHCLC
selected fromthe group consisting of (i) squanobus cellular carcinoma, (ii)
di f f er@ihgreaial ployBInUR#caveol in-1 (CAV1), (iii) differential |evels of
SPARC, (iv) differential |evels of hypoxia markers, (v) differential |evels
of tunor acidity, (vi) differential |evels of gp60, (vii) differential

| evel s of thym dyl ate synthase (TS), (viii) differential |evels of S phase
ki nase-associ ated protein (Skp2), (ix) differential |oss of heterozygosity
(LOH) of single-nucleotide polynorphism (SNP), (x) differential Kras
nmutations, (xi) differential nethylation of pronoter region of

tunor-rel ated genes, and (xii) differential album n uptake.

98



