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[0002] The present invention relates to methods and compositions for the

treatment of pancreatic cancer in an individual by administering compositions
comprising nanoparticles that comprise a taxane and an albumin as a second-line

therapy.

BACKGROUND

[0003] Pancreatic cancer has one of the highest mortality rates among all
cancers and is the fourth most common cause of adult cancer death in the United States
with an estimated 42,470 cases per year. See Nieto et al., The Oncologist, 13:562-576
(2008); and Cancer Facts and Figures, American Cancer Society (2009). It accounts for
about 3% of all newly diagnosed cancers in the United States each year. However,
almost double that number cancer patients, about 6%, die from pancreatic cancer. See
Cancer Facts and Figures, American Cancer Society (2009). The high mortality rate
from pancreatic cancer is a result of the high incidence of metastatic disease at the time
of diagnosis. As aresult, only 5%-15% of patients are candidates present with tumors

are amenable to resection. See Nieto et al, The Oncologist, 13:562-576 (2008).

[0004] The standard first-line treatment for treating pancreatic cancer is
gemcitabine (e.g., GEMZAR®), which was approved by the Food and Drug
Administration (“FDA”) in 1996. In a clinical study with 126 patients with locally
advanced pancreatic cancer (63 treated with gemcitabine), gemcitabine was shown to
be superior to 5-fluororuracil (5-FU) in terms of median overall survival (5.7 months

for gemcitabine versus 4.2 months for 5-FU), median time to disease progression (2.1



gentitabine (e.g., GEMZARE)), which was approved by the Food and Drug
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[0007] Taxanes have been investigated as a second-line treatment in
gemcitabine-resistant pancreatic cancer patients. In a small study, weekly paclitaxel
treatment in 18 patients with recurrent disease produced a response rate of 6% and a
median overall survival of 17.5 weeks. Almhanna et al., Oncology, 22:10 (2008). In
two small studies using a combination of docetaxel and gefitinib, the median overall
survival was about 12 weeks. Capecitabine was also combined with docetaxel, with

response rates ranging from 1% to 12% and a median overall survival of 13 weeks. In



gentitabine was found to be well tolerated in advanced pancreatic cancer in
a Phase I/1l study and showed evi dence of antitunor activity. See, for
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enbodi nent s prior therapy conprises t mnistration of gencitabine
and erIoﬂWmﬂb40(ﬁX§mnE enbodlnents the prior therapy conprises the

adm ni strati on of gentitabine and capecitabine In sone enbodi nents, the
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i ndi vi dual has progressed on the prior therapy

BRIEF SUMMARY OF THE INVENTION

[0010] The present invention in some embodiments provides a method of
treating pancreatic cancer (such as advanced pancreatic cancer) in an individual in need
thereof, comprising (or consisting of or consisting essentially of) administering to the
individual an effective amount of a composition comprising nanoparticles comprising a
taxane and an albumin (hereinafter also referred to as “the nanoparticle composition” or
“taxane nanoparticle composition”), wherein the individual has been previously treated

for pancreatic cancer (hereinafter also referred to “the prior therapy”).

[0011] In some embodiments, the prior therapy comprises administration of
gemcitabine (“a gemcitabine-based therapy”). In some embodiments, the prior therapy
is gemcitabine monotherapy. In some embodiments, the prior therapy comprises the
administration of gemcitabine and erlotinib. In some embodiments, the prior therapy
comprises the administration of gemcitabine and capecitabine. In some embodiments,
the prior therapy comprises the administration of gemcitabine and 5-FU. In some
embodiments, the prior therapy comprises the administration of gemcitabine, erlotinib,

capecitabine, and/or 5-FU. In some embodiments, the prior therapy is adjuvant



at the time of treatnent. For exanple, the individual has progressed within
any of about 1, 2, 3, 4, 5, 6, 7, 8 9, 10, 11, or 12 nonths upon treat nent
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adm ni stration of a conposifion conprising nanoparticles conprising albumn
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used i nt aighangeably with the term " ABRAXANE(r)")). In sonme enbodi nents,
the conposition is Nab-paclitaxel (ABRAXANECLl). [0015]1n sone enbodi nents,
t here is[ﬁ@fvided a _nmethod of treating pancreatic cancer in an individual

in need tH&Hor, cotpfi igisRgeamfeRiTEs i Perevided haclid gafrealnees f ect i ve
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i ndi vidual in need thereof, conprising adm nistering to the individual an
effective anmount of a conposition conprising nanoparticles conprising a
taxane and an al bum n, wherein the taxane is coated with the al bum n,
wherein the average particle size of t'he nanoparticles in the nanoparticle
conposition is no greater than about 200 nm (such as | ess than about

200nm, wherein the individual has progressed on gentitabi ne-based therapy.
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I n sone enbodi nents, the conposition is admnistered intraarterially. In
sone enbodi nents, the conposition is adm nistered intraperitoneally.
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taxane i s docet axel I n sone enbodi nents, the albumn is human serum

al bumi n. nAlERE. Whesst the Hkane iscaatad olhdhs Abre&. Adispin the ipdiKidualhasl  coat ed
with alb ge}essle&'oﬁg ?tﬂ%ﬁ%gjly Sa’s a Ogaﬁlcﬂé(ﬁhégsseewra ?I&kcﬁﬁ of the
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progressed on gemcitabine-based therapy. In some embodiments, there is provided a
method of treating pancreatic cancer in an individual in need thereof, comprising
administering to the individual an effective amount of a composition comprising
nanoparticles comprising a taxane and an albumin, wherein the taxane is coated with
the albumin, wherein the average particle size of the nanoparticles in the nanoparticle
composition is no greater than about 200 nm (such as less than about 200nm), wherein
the individual has progressed on gemcitabine-based therapy. In some embodiments,
there is provided a method of treating pancreatic cancer in an individual in need
thereof, comprising administering to the individual an effective amount of a

composition comprising Nab-paclitaxel, wherein the individual has progressed on



[0021] I n sone enbodi nents of any of the above enbodinments related to

conbi nation therapy, the other agent is an antinetabolite agent, a tyrosine
ki nase i rWpkzt1erss010e. g., an EGFR inhibitor), a matrix meCalusoposabNase

i nhi bitor, a topoisonerase inhibitor, a proteasone inhibitor, a

pl ati num based .agents,, a t herapeuti nti body, a farnesyltransferase
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conposi tion conprising nanoparticles_ conprising taxane and al bum n; and (b)
an ef f ectOVWspaiRnIgRtgH of HhingitieF obhe hiedgares sigaalerR ey @ilaeshes
referred jhQpasyHt he "VEGFR EGFR inhibitor®). [0024] I n some embodi nents,
there is provided a nethod of treating pancreatic cancer in an individual
in need thereof, conprising admnistering to the individual (a) an

ef fecti vd0@Hdunt oflnaomerpbeiinents, temonipositign neatopaisterel ingavamoepslysi ng

t axane and al bum, n;. an b) an effective appunt of vapdetanib. In sone
erboa mersom RPN eoftbeSHgf Sl BRR B MLl el Fer  pancr eat i ¢
cancer . lditaiBeRe Rt JiUsRiontifedhitittdilapflasndigign previously treated for
pancreatic cancer. In sonme enobodi ments the individual has failed

gencti t abi ne- bhased t her apy. [0‘0251 Pancreatic cancers that can be treated
wi th et H80K 1descr ilpsempepdpdiments, levels of serum CA19-9 (carbohydrate antigen

19-9) in the individual administered with the composition comprising nanoparticles
comprising a taxane and an albumin are decreased by at least about 50% (such as at
least about any of 60%, 70%, 80%, 90%, 95%) in comparison to the levels of serum
CA19-9 prior to the treatment.

[0018] In some embodiments, there is provided a method of treating an
individual having locally advanced, unresectable, or metastatic pancreatic ductal
carcinoma, wherein the individual has progressed within 6 months (such as within any
of about 5, 4, 3, 2, 1 month) of gemcitabine-based therapy, comprising administering
(such as administering intravenously) to the individual an effective amount of a
composition comprising nanoparticles comprising albumin and a taxane (such as
nanoparticles comprising albumin and paclitaxel, for example ABRAXANE®). In
some embodiments, the nanoparticle composition is administered weekly at the dose of
100 mg/m>. In some embodiments, the administration is carried out three out of four

weeks.

[0019] Also provided are combination therapy methods for treating pancreatic
cancer. Thus, for example, in some embodiments, there is provided a method of

treating pancreatic cancer in an individual in need thereof, comprising administering to



i nclude, but are not limted to, exocrine pancreatic cancers and endocri ne
pancreati c cancers. Exocrine pancreatic cancers include, but are not
limted twp 20desd@ar ci nonas, aci nar cell carci nonas, ad@odaBaEosBE62
carcinomas, colloid carcinonmas, undifferentiated carcinomas wth

ost eocl as like ? ng he atol.d carci.nomas, |ntraductal

papt 11 ar e igth s ¢ RbHSSRpEN T Seainsisirgnoparficles

pancr eat Q%hﬂﬁifs §xan§eﬁ@%uﬁwtaﬁé%mecﬁregﬂﬁ@uﬂtbpgn&ﬁérlageﬁr%@&ﬁ@s solid
and pseuodpapil I'ary tunors, pancreatic ductal carcinonmas, and

undi f f er embogireents aheindinds!] hasrprggmeseé wbadirive ftesapyt(Fe eagoplei meglpand reatic

6] E
"ol ude. HBE 5 a6 Ptk r e 2SR Bin RRGSh ZhARGHAE BBl Yoo
some enbaghibvahénts, tREpRANBERR is GehRNfBhe-bSsed Mery, eﬂdiﬂuﬁbibhﬁagl&h@ﬁﬁﬁr eatic

cancer, non-netast atic pancr eatic cancer, prinmary ﬁancr eatic cancer,
r esect ed PandYdarqdtheranseln soarmﬁarrmdeneahéhewoearea d‘@anoﬁlﬁé&Ian@'ﬂTﬁdvanced

pancr eat | dther AEitare MhiaRtald ﬁnﬁﬁgﬁzéfo%?l& or sttty 4H 81%@%}1}%95%1&%”8{eeat 'c
| , e UI‘I‘EI’?/'[ pancr ea

cancer, pancr C cancer rnrems I'C canc

pancr eat imanoptde compavitiatindhabtheeigannge admipstecdedhé @rendNC & sdnie a

neoadj uvant settin In sone enbodi nents, the pancreatic cancer is locally
advanced Soediments. dhetananeris paglitaet cingme’ emhodients. che axanss desetanel-ast at i ¢

pancr eat iff (e bt oMt T lin SO MEN SR MRS, Ih&RAOAESRIfsCancer is

resistant to the gentitabi ne-based therapy. In sone embodi nents, the
pancr eat itbe canperticles compriscpastitaxtiocdated vgenzibtmbi. ria-sbmsedlbbﬂememw the[ 0028] The
met hods descri bed ere can be used. f&‘S an or nore af the follow ng

on
pur poses: VB DHEEICHYS éheo?anﬁB?re‘C@fr TANCIRRRTECARR B del ayi ng

progr essitRih MouP2NFEhRaTH Sorf@BEB6dimShis (K BBpOANEK EthpiSses BHAG@urhiANOr Si ze,
di srupting (such as destroying) pancreatic cancer stroma, inhibiting

pancr eat i tabeléaed @pnepantinie @qrmwlahlon pf Dﬁcdm@ieh@VCdHE&CéltﬂxelsﬁﬁBﬁ&XlANE@Bl dngi ng
di sease-free s rvr val prol o er di sease
pr ogr essi ‘S HRSYERTIh OHéP&g 6a’ﬁ%‘§letg’fel %Egﬁg@ﬁﬁﬁﬁb met ast asi s,

reduci ng (such as eradl ating) preexi sting pancreatic cancer tunor

net ast asi[8020]educi g sbine ieddodiEnddts dfungien tefabpreaxbsdimegtspaaetieat i ¢ cancer
tunor netastasis, preventing recurrence of pancreatic cancer, and/or

i npr ovi ngcoerbrrrﬁtlearh%@refhetot ageiHds e%ttaee%tameerln Rz LI T dkrr ded are

conposi tiPRs aesHG &S Etﬁ{dﬁﬁﬁ hlagale QShbbOA&A or il and
unit dosages ag ? 11 o[Ff %lé gscrﬂ&%ﬂ% her e? f E%[%i]Pr)ogliqd her ein are
met hods admbodeatrits ghEpmﬂthDédbesmca aomerisd alnainistration of an inhibitor of the

hedgehog signaling pathway (a hedgehog inhibitor).

[0021] In some embodiments of any of the above embodiments related to
combination therapy, the other agent is an antimetabolite agent, a tyrosine kinase
inhibitors (e.g., an EGFR inhibitor), a matrix metalloproteinase inhibitor, a
topoisomerase inhibitor, a proteasome inhibitor, a platinum-based agents, a therapeutic
antibody, a farnesyltransferase inhibitor, an anti-angiogenic agent, and a macrolide. In
some embodiments, the other agent is vandetanib, 5-fluororuracil, erlotinib, gefitnib,
marimastat, irinotecan, tipifarnib, pemetrexed, exatecan, capecitabine, raltitrexed,

cetuximab, bevacizumab, bortezomib, rapamycin, or gemcitabine.

[0022] In some embodiments, there is provided a method of treating pancreatic
cancer in an individual in need thereof, comprising administering to the individual (a)

an effective amount of a composition comprising nanoparticles comprising taxane and



i ndi vidual in need thereof, conprising admnistering to the individual an
effective anount of a conposition conprising nanoparticles conprising a

t axane armioan1ialshunmi n, wherein the individual has progr@Tas2en/ 037462
genti t abi ne- based therapy. In sone enbodi nents, the progression is within

| ess than about 1 nths.. In sone enbadinents, the gencitabine-based

et apy FURTRGT GO SRS aF RoERR & PR LonBe B UaTHENNE T

genti t abigigsBAsEdn lBRALAMInd-BaskB ALK, apy. [0031] Provi ded herein are methods
of treating resistant or refractory pancreatic cancer in an individual in
need thereof, conprising adm nistering to the individual an effective
amount of[082Honposilniseme covwpdinsingsy theanic paetided amedotef isitig pancigrtéhe and an
al bumn. | enbadi , ' ner apy. t ed fOrF east 6
mont s wiafedt i EERAGEERR o o 806 b HhE R AR B RRG B0 ST ve
anmount ofan&ffeofifaoshéun®bf & 0SMPoOSiictOconINAN idnoh8ticle0d@npisdingtadaiedat@ne and an
al bumn. I n sone enbodi nents, the priar thehggﬁgés a genti t abi ne- based

t her apy. AbPmighandeibnarpifeqttve amoyat fednhibKes ER2 e ESHR fur t her

conpri se L Ni «d j : sgencti t abi ne-based therapy is
nDnotherggéﬁh?ggggFE$g3?gggﬁhere|n g?%kﬁgPﬁggggbf treating recurrent

pancreatic cancer in an individual in need thereof, conprising
adni ni st 40024 t o t He somdicuibddiatenss thefd is prowdedaampatiiod of traatogmmostictiion

conprisigg nanogﬁrticle .conar'si a taxane, and an algyninuﬁgp me
enbodi merftBe 41 B (g Ig LIRS b el e Rt i e igto it ey
initiating ot shéddk PR cbBpbdiGord ShpHssibalanBpardiBleStdBplidiNEaRARUMI Of a

conposition conprising nanoparticles conprising a taxane and an al bumn. In
some enbodbureint and (bhen pifeaive mmopapst viagdefagbnlpispaisiendodamands. theer apy. 1 n sone
enbodi nent s, .t h entitabi ne-hased therapy further c rises erlaotinib. In
Como. erpaiviht TR ZRbnF bR B L) PRl A TR EREpglneie

[ 0033] Pr au¢ ek ithed Bhdbeh Hréedzodseadd fof patdréigic Ramei it dtnecancer in an

i ndi vidual in need thereof, conprising admnistering to the individual (a)
an ef f ectgmebodipsnkt theindivideghhas failed gemsiiprineshasgd Higiar ti cl es conpri si ng

taxane and al bum n; and (b) an effective anmount of another agent, wherein

the i ndi vipgssyl has 1Bh00ESSALeQMABIPLL ADIAPY RRSRAIASEAMed hikesO™

enbodi ments, 't he nanoparticle conposition and the other agent are
adm ni st enddds ibrtdrt anelbmbd/too exaeine @atdredticycandans sehendeatodparercise t he

nanoparticle conposition and the ot her ent are admi ni stered.concurrently.
' some EABGH nEFRCEe PRE T KEPISESOREe L Rl IR BL S FHESAEI Bnsi st i ng
of 5- 1 URIAF KIB&rtinoBhd, AldMsBuangRl ich RIMIMABEJIIBREEALinohid, NOt ecan,
tipifarnib, penetrexed, exatecan, capecitabine, raltitrexed, cetuximab,

bevaci zumaldiffdsentiaeedaardinomaspaitly estegclastrhie giani ¢llantpgertiarcibpmas,
[0034]Prov@Qﬁp Zerebn are.nethod%]of treating ﬁancr tic cancer in an

i ndi vi duadl" T HeReBP Y HEr BN JIFRP P e JUEEIRR SR 48>t he i ndi vi dual (a)
an ef f ectjaereadblon@k, s@r&@ﬂgﬂﬁiehbﬁﬁs,@igﬁ@fﬂiﬁ:g‘é@ldﬁ@dﬁ@cﬂﬁﬁsﬁ kéllegmdconpri sing a
taxane and an al bum n, and (b) an effective anobunt of vandetanib. In sone
enbodi merfssuodpppillpriBmars paicecatis dyesl ¢argnomay andandifpeatiapgd pargingmas.

admi ni st eIB%Qm@ ie%lohl%{&:%?su aleye 8§rhr§ee}gaﬂ§%5{ma!:4 er ils @a&c Qg%lcedﬁ@&g!: irlu)l%la. the
nanoparticl e conposition and the wvandet ani b are adm ni ster e concurrently.
[0035] I n any of the enbodi nents disclosed herein, the pancreatic cancer is

[0026] Endocrine pancreatic cancers include, but are not limited to, insulinomas

and glucagonomas.

[0027] In some embodiments, the pancreatic cancer is any of early stage
pancreatic cancer, non-metastatic pancreatic cancer, primary pancreatic cancer,
resected pancreatic cancer, advanced pancreatic cancer, locally advanced pancreatic
cancer, metastatic pancreatic cancer, unresectable pancreatic cancer, pancreatic cancer
in remission, recurrent pancreatic cancer, pancreatic cancer in an adjuvant setting, or

pancreatic cancer in a neoadjuvant setting. In some embodiments, the pancreatic



exocrine pancreatic cancer or endocrine pancreatic cancer. In any of the
enbodi nents di scl osed herein" the exocrine pancreatic cancer is pancreatic
duct al cawoi2oos301bn any of the enbodi nents di scl osed h@C®ius201i11087462
pancreatic cancer is locally advanced pancreatic cancer, unresectable
pancreatic cancer, or. net staticgpancreatic dgg}al carci noma. In any of the
embodi merfPECi S OFY et VARG E MNCIERY BRE o R eI SR RS e n e & 8har ti cl es
conpr i si Neth@X@NSndfdt@HRUAN dArdifordd MinRb il RhA I RASRN RS fihkXatid fardBlYisOf the
enbodi nents di scl osed herein, the conposition conprising nanoparticles
conpri si nmgsistantdn eheageahcatabinaibasddsherdpy . ninstogreenbiodiments iausdngreatic
intraarterially. .ln am¥ gf t he %”b_diW§&ES di scl osed herein, the taxane is
paclitaxé?p“?ﬁlgﬁﬁc8pl He® EHB PSS LS EPYs ed herei n, the nanoparticles
in the conposition have an average di aneter of no greater than about 200

nm | n arfg028] t he erdeadétheditdesditedhostticdieteaisad fétmymasopaiotd ¢ ths in the
conposition have an average di aneter of |ess than about 200 nm In any of
t he enbodPHRNINE PYIRSED SBEVIMETZLRNS, OF t1Ue § HRBHQES| ) PRIMAECHIGITAPET 144Y8%E ar e

coated w ' ' : ' ., the

i ndi vi du&#g?gésqu’.anﬁaﬁ%ng%’ %lﬂglkg‘@%gi%%gﬁ‘% gang{“:tg}“ggg e@rgﬁhg | evel s of
ser um CA (18:h%s (destrdyddyy gadreatantangastrbSa Ainhibitirtgh@ncirediiv cahed tuaoe decr eased
by at | east ?Pou 50% i n éfgﬁarison to.th Ievg%s of . serum CA19-9 prior to
the treat§ieWth Py grMEs YVak Retongingdiscaseiige SYYRAL RFISNGPE HRE present
i nventi onoWhhdre RRCANRr ARRRIENS orb QIR bf&eﬁﬂ%ﬁ%ﬁ@ing%h@eh@gcﬂl@&c” ption and
t he appended clains. It is to %e under st ood that "one, sone, or all of the

pr oper t i ésmof mehetaviaredusngshddiseadistins pereiztidg haereeaticrragceh éumeenbi ned t o
form ot her enbodi nents .of. .t he gée ent inveq;ion. BR%EF DE%?RIPTION OF
FI GURES THOSTT R Gl B8 INLAGINE CEEYINS" PERISEHEWS Ringals GUCe WaI%n of t he

basel i ne thayghsiQpebvahdigy redurddteh 86 p&crdafie tafyr, Wnllfdr afipdl igrlinicat abi | i zed
nanoparticle formul ati on of paclitaxel (i.e., Nab-paclitaxel). [0038]Figure

2 is a Kdsnefi-aimaeeredigraanetl Cur ves showi ng progression-free surviva
(Figure 2A) and overall survival (Figure 2B) after treatnments with

Nab it in St i i " 39] Fi
3 eoa OB on R BishdedREeOnn ARG Bk s PR REkI BiuicoRYZ9] I 0ur e
medicine, kits, and unit dosages useful for methods described herein.

[0030] Provided herein are methods of treating pancreatic cancer in an
individual in need thereof, comprising administering to the individual an effective
amount of a composition comprising nanoparticles comprising a taxane and an
albumin, wherein the individual has progressed on a gemcitabine-based therapy. In
some embodiments, the progression is within less than about 12 months. In some
embodiments, the gemcitabine-based therapy further comprises erlotinib. In some

embodiments, the gemcitabine-based therapy is monotherapy.

[0031] Provided herein are methods of treating resistant or refractory pancreatic
cancer in an individual in need thereof, comprising administering to the individual an
effective amount of a composition comprising nanoparticles comprising a taxane and
an albumin. In some embodiments, a prior therapy has stopped for at least 6 months
when initiating administration to the individual of an effective amount of a composition
comprising nanoparticles comprising a taxane and an albumin. In some embodiments,

the prior therapy is a gemcitabine-based therapy. In some embodiments, the



Cysteine) |IHC (I nmmunohi stochensitry) and PFS (Progression-Free Survival).
SD. Stable Disease; PR Partial Response. WD 2011/ 153010PCT/ US2011/ 037462
[ 0040] Fi gaipeot/i53018 SPARC i mrunohi st ochem stry of two dipCTarSemt/opaezr eat i ¢
cancer patients. DETAI LED DESCRI PTI ON OF THE | NVENTI ON [ 0041] The present

I nventi on provi.de t hods and conpositions.for treating.pancreatic cancer
(such ae esrrbbEpamraay BN ber Ry ene S aln oab M L RSB0 | § ne
therapy (Rnfitabia@bhdiNdrpials nhiRaagypeen previously treated for pancreatic
cancer) by adm nistering a@ conposition conprising nanoparticles conprising

a taxane and an al bum n. The method can either be a nonotherapy or a
conbi nat i[8832lher apyProyidedirdrein age prethods pf treating|requarest pansisatie caiseoi avat | ent s

wi th |ocally; advanced the}gf%rf,ec%%lga%% | eag%nigt%}ifg% anﬁﬁle £ ARG SALES Ayct al

carci noma Who progressed on genti tabl nebas therapy, we have found that an
al bumi n  sin@daint bzecbrmipgsaar dontprBinfalafdaati¢leNcodhiprpad 4 fagxed andranel vy,

Nab- paclitaxel, provided clinical benefit_ (partial response or disease

st abi | i zaA WY iThsYBOEMbaAdinCBts. PREPEALAPY hasattenped Aprht HssiLt Motk o¥heBat i ent s

remai ned ; f@iﬁ%ﬂ%ﬁ(ﬁﬁi}ﬁisftﬁ{i%@{oatkgﬁﬁfigg}} : ?tclﬁ'v%ffeémf% ahfRYift ?S]f aoéon%s*{fgncp‘lg' 9 vere

al so foun ecrease by out oin patients who had stable di sease or
parti al reespoisg nanogotigies ¢odgprising atagarte ah8%nddomeaska somepatbodivhentsy t h
progressive dis ase..[004%}IQ.o e %Fgect, t here i% Rrovidﬁp a net hod of
treating tb%.%?rég?r?lﬁy Bahgeapcitabine-based therapy. In some embodiments, the

gemcitabine-based therapy further comprises erlotinib. In some embodiments, the

gemcitabine-based therapy is monotherapy.

[0033] Provided herein are methods of treating pancreatic cancer in an
individual in need thereof, comprising administering to the individual (a) an effective
amount of a composition comprising nanoparticles comprising taxane and albumin; and
(b) an effective amount of another agent, wherein the individual has progressed on
gemcitabine-based therapy. In some embodiments, the nanoparticle composition and
the other agent are administered simultaneously or sequentially. In some embodiments,
the nanoparticle composition and the other agent are administered concurrently. In
some embodiments, the other agent is selected from the group consisting of 5-
fluororuracil, erlotinib, gefitnib, marimastat, irinotecan, tipifarnib, pemetrexed,
exatecan, capecitabine, raltitrexed, cetuximab, bevacizumab, bortezomib, rapamycin,

vandetanib and gemcitabine.

[0034] Provided herein are methods of treating pancreatic cancer in an
individual in need thereof, comprising administering to the individual (a) an effective
amount of a composition comprising nanoparticles comprising a taxane and an
albumin, and (b) an effective amount of vandetanib. In some embodiments, the
nanoparticle composition and the vandetanib are administered simultaneously or
sequentially. In some embodiments, the nanoparticle composition and the vandetanib

are administered concurrently.

[0035] In any of the embodiments disclosed herein, the pancreatic cancer is

exocrine pancreatic cancer or endocrine pancreatic cancer. In any of the embodiments
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(such as advanced pancreatic cancer) in an individual in need thereof,
conprising adm nistering to the individual an effective anmount of a
conposi t iwA 200580181 Nng nanoparti cl es conpri sing a taxan@Can$2@n/oat4bum n,
wherein the individual has been previously treated for pancreatic cancer.
[0044] I n anoth aspect, there is provided a nmethoq of treating pancreatic
ancel  ( <URP a8 heubribb e sARE e BieGAPEEry PR CARE MHAR\AREUST i HeEG
thereof , FoRPEHBddIGeAE M sPloséERdrd, the phit@ediftbaNéd dedocd18) adRAn&lf ect i ve anpunt
of a conposition conprising nanoparticles conprising taxane and al bum n;

and (b) anefdtecednge, amesastablsf panrwatiecangge ot metghietie panaréagicidudiali dual has

been previously treated for ncreati c, cancer.. [ 0045]1n.anot her . aspect,
Cheret o BRHan el AR RLE g o SaNE R, hE e R By anced
pancr eat ian6@RGEEY cdriprasing taginé add albuinfin REREhihReF&Dparent&@NPY IS

adm nistering to the individual (a) an effective anmount of a conposition
conpri si rife erahedments disstosed hgeins thegompeaien sprapasing RiNePadistes(b) an

ef fective ' Lb. . Ln. ' . I.ndivi has
been pre&?oﬂsgg&ggggggﬂgg%r Bﬁﬁé@ﬁg19§E€2ﬁ3§@5g$ﬂ§§%ﬁ%gﬁﬁ%%§¥h£ﬂ , the
I ndi vi dualf theeambhatimbete disploesd lisihytht teahet faolitapelndii e@f ofctheancer .

[ 0046] Al so provided are conpositions (such as pharmaceutical conpositions),
medi ci ne,eodimengpdisgipsad hegrdndag nFoRpiticles o therr@mMpebiHEY 82 HVEREa her ei n.

Defi ni t ﬁ%&g@%ﬁd&geﬁ%ﬁ B P00 i BRLTTE e QhbodifAl idNGlost$n@Bin@PPT 0ach
the nanoparticles in the composition have an average diameter of less than about 200
nm. In any of the embodiments disclosed herein, the taxane in the nanoparticles are
coated with albumin. In any of the embodiments disclosed herein, the individual is
human. In any of the embodiments disclosed herein, levels of serum CA19-9

(carbohydrate antigen 19-9) in the individual are decreased by at least about 50% in

comparison to the levels of serum CA19-9 prior to the treatment.

[0036] These and other aspects and advantages of the present invention will
become apparent from the subsequent detailed description and the appended claims. It
is to be understood that one, some, or all of the properties of the various embodiments

described herein may be combined to form other embodiments of the present invention.

BRIEF DESCRIPTION OF FIGURES

[0037] Figure 1 shows early response in a target lesion of the baseline level and
after 2 cycles of therapy with an albumin stabilized nanoparticle formulation of

paclitaxel (i.e., Nab-paclitaxel).

[0038] Figure 2 is a Kaplan-Meier Survival Curves showing progression-free
survival (Figure 2A) and overall survival (Figure 2B) after treatments with Nab-

paclitaxel in Stages III and IV pancreatic cancer patients.

[0039] Figure 3 is a correlation between SPARC (Secreted Protein Rich in
Cysteine) IHC (Immunohistochemsitry) and PES (Progression-Free Survival). SD:
Stable Disease; PR: Partial Response.
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beneficial or desired results including clinical results. For purposes of
this invention, beneficial or desired clinical results include, but are not
limted twp20ne1serionore of the followi ng: alleviating oRETAIS20M08746Y NPt ONE
resulting fromthe disease, dimnishing the extent of the disease,

stabilizi he di sease (.e. Q.. eventin r del ayin e worseni ng of the
it sease) 0fHBuent | GoaF s SpaR fetagn dadenity ¥ e bl at RegRe e

di sease, Qh&yatiédg or del aying the recurrence of the disease, delay or

sl owi ng the progression of the disease, aneliorating the disease state,
providing a rem ssion (partial or total) of the disease, decreasing the
dose of one or nore other nedications required to treat the disease,

del ayi ng t he progr esSQBAREDR RESERIBEKIN OFEHEINVENTON npr ovi ng t he
quality of life, increasing weight gain, and/or prolonging survival. Al so
enconpas y "tr v : 0y Lic: nce of
pancr eat HEA cer | e SR e B B £ o “ror e
of t hese mspeaticscantert(pehtayadtancE P4 ddtie chuarem thiandndividuall 45 arse¢@rdsliteo a
mammal an incIudes,.But if o% limted.to, huma " bovi ne, horse, feline,
cani ne, rBYaRY (&-Hrainfividual WF@ ﬁsglj’eeplplr%vﬂo‘is%'ir%‘ifp of SR TFLICEARCT Eer s to a
therapeu%wﬁnﬁﬁghﬁgakbﬁﬁoﬁﬁo@&&ﬂﬁﬁﬁﬁgniﬁ@ﬂ%@ﬁgc&@ﬁﬁhﬁéﬁké&h@gup&iOr to the
nmet hods of admi nisStering the nanoparticle conpositions. The prior therapy
gener al | yalbusain. Ade megeslssareithgr, bedomgnetherapnend sanbihaticadhenpgt r at i on of t he
t axane nanoparticle conposition. It is to be understood that the prior

t her apy j.nvol ve _sanpe t he sane .t her apeuti.c nt(s). wth.the nethods
descri be ﬁ%&ein. lﬁﬁﬁﬁﬁff 316B&ﬁﬂ@ggﬂ%%?ggyﬁg%%ﬁSEQ%f'Vmﬁfgﬁ herein, an
"at ri sk"unrd¥ditubld wametStadib phideaticdiyiatal ¥drOinbmaathd préfreSed @@ \cemofatife-

pancreatic cancer. An individual "at risk” may or may not have detectable
di sease, bamdl hesapprverbdrerfaundihpeanplbynipyséabilired dapepsyteclelfaambasiopof or to t he
t reat nent d oG lbed herei AL et sk iyndi vi dual
has. one. Grarg Gptag R PEHIREE Ehrviad Al bork BDRRER Bba e L O02

t hat cor rsedbdlizationXin alemel7Gpofepiticots tpareds adtaboutcHlve ef patithisahmaimed dascri bed

her ei n. i ndivi dual havi ne or re of ese risk factors has a higher
pr obabi | ﬁﬂvamf %Oaéeﬁﬁw R %ﬁletfﬂarﬁ?%ﬂmrﬁm—% 0ATe HiR ot @ _ﬁ%ré%éS?i sk
fact or (S)yy 80EHG% AfpaeaRtwiRERdd Rible GGERE Sr bAtiA E5IRCH! conffatibditol N whi ch

i ?X
an individual has
about 18% decrease in patients with progressive disease.

[0043] In one aspect, there is provided a method of treating pancreatic cancer
(such as advanced pancreatic cancer) in an individual in need thereof, comprising
administering to the individual an effective amount of a composition comprising
nanoparticles comprising a taxane and an albumin, wherein the individual has been

previously treated for pancreatic cancer.

[0044] In another aspect, there is provided a method of treating pancreatic
cancer (such as advanced pancreatic cancer) in an individual in need thereof,
comprising administering to the individual (a) an effective amount of a composition
comprising nanoparticles comprising taxane and albumin; and (b) an effective amount
of another agent, wherein the individual has been previously treated for pancreatic

cancer.

[0045] In another aspect, there is provided a method of treating pancreatic

cancer (such as advanced pancreatic cancer) in an individual in need thereof,
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had a history of pancreatic cancer, and generally (but not necessarily)
been responsive to therapy, which includes, but is not limted to, surgery
(e.g., suwoenry/rseEecti on), radiotherapy, and chenot her apgT/UdownaParsps2 because
of their history of pancreatic cancer, these individuals are considered at

ri sk of devel opnent .aof the disease. Treat t .or admni.stratiaon in the
"l wyan BB AT EHBE hE FER B S AV PO AEHPPOTI deqr ce of
risk (e. g:omp\ﬂi@ﬁlglrﬁﬁoﬂaméwé sty lmeadh WiRRlin SRl b dffectOnamegsed as

“high risk" "or "lowTisk") depends upon several factors, nost usually the
ext ent ofofdiardedarab.whetonfe anghodiments.aghie infd0adGR] hiebesd jpravaguslystetatddigt refers to

a clinical setting in.which the.nmeth is.carried t before the
o Crmrys depfigd Gfeihir el et e b A PR n R rlBleRigRs B ared
devel opmedt palcrdaapesat.i ¢ cancer neans to defer, hinder, slow, retard,

stabilize, and/or postpone devel opnent of the disease. This delay can be of
varying | engths of tinme, depending on the history of the disease and/or

i ndi vi dudP0di ng t rdlse BEPVideE FrECUNPQSEIS (BIC Ae PREMRFBHICRFONHOSIEFRS), g
sufficie - Signi fiicant [ t prevention, in

t hat thenl%l% %1\1}?’3%21 i gglgt dr?gf?ée eve 1E)]ff))r'tt eﬁﬁﬁg%a%egs{%g%ﬁ%d t hat "del ays"
devel opnent of pancreatic cancer is a nethod that reduces probability of

di sease devel oprment in a given time frame and/or reduces the extent of the
di sease ilpefaeitgonsen tinme franme, when conpared to not using the nethod. Such
conparisons are typically based on clinical studies, using a statistically

signific unber pf subjects  Pancreat]c cancer devel opnent .can be
detect abilT o s S AR Roal B R i ARSI RIRER AR Conput e
t onogr aphyenéficialse absired. r@sults idlidiag clsmitdlatsultd. BeprposendDGG:ORléntidh! r asound
(EUS), endoscopic retrograde chol angi opancreat ography (ERCP), aﬁar oscopy,

|
or bi opsypepefigial orgasiragy @@h@swwaﬂede,@iub@@ywbhmwp@, RBREN @%ﬁgﬁit &tion).

Devel op . r ef ' 4 : ' ; may be
ot ¢1 a1 oo, SR ELRE of RPANAGH: fERREHoPEBH IR BhinliineTey °h
" conbi natthoexttitesf alpydisdase, vebiliziigtht dxedser(8f., acgephtitpeoraidmyiigsther ed i n
conjunction w.th a ot her a%ent. "ln njunction with" refers to

adm ni st rAEPSHNBe! GRdsEREh: ﬁ%vmltl%eraffefwna C 3BT (o PERATOREANS r eat ment

modal i ty,q; 46N pRS e AGHD cﬂj(ﬁlaﬁ/iﬂgéttﬁgr&hn@n&%%i%éa%&,%eﬁgr@@wm thedescri bed

herein in addition to adm ration of the other agént to the sane

i ndi vi duglrogréssiguatihe disense.ompalivcttingrihenvlis¢dse sefeg povidinga nanmsgom giartgh of one
treat ment nodal i ef or durin or after delivery of. the other .treatnent
rodal | Ty o et e drr bttt ofie famor BRreBRESUR: 58 her e n
refers tqoaRa@R®UREasef dedaydMMPE PRchr&dsicnOTRRSditdaRe) iSdtbdsife @Nplsvihg @at a

specified disorder, condition or disease such as aneliorate, palliate,
| essen, adliarofdiée. aycreasengoweighl gainfanidfos projensinensuvival. ridfeeroeowassgd

pancreati,c .cancer ...an eff [ nt. c rises an nt suffjcient to
Cavse a tmrarseL AR LR oY SRRl AR AR BRI TE Pl

(such as rh@hsdiresisvEntonrcogtedldt} afy oficloheé@ilithed¢ aget@yf athéfentinvant ed
cell proliferation in pancreatic cancer. In some enbodi ments, an effective

amount is amount_sufficient tqg delay devel opnent of pancreatic cancer.
'n sorre dABARIT mont sThedpmainditdupl afrsuie MamaR! SOBARISLPR Einght t o prevent

or_del ay |l & Hiffan, FOvRETIRAL] 1finB Rk, GABD6: eI stered in one or more
adm ni strations. In the case of pancreatic cancer, the effective anount of
the drug or conposition may: (i) reduce the nunber of pancreatic cancer

cells; (il0§4%educe ‘Puwothesipye psed herdin irgfhisksd v therateatid regghovhat & sone ext ent

o an ! RN Rl BB LRR L GRO T Bbob ib 5os LG GBS o
met ast asi®mpoVitiohd) Ty ﬂridrlﬂlﬁﬁ?ﬁpﬂgéh\éiaﬁl?rz Kueinbt ReceV@Aty, @besdfdk aob@aHE r ence
|

and/or recurrence of tunor; (vii) relieve to sone extent one or nore of the
synpt ons adgdeisirtaacihe ixperanepariiele campeyitionnlyisoe bewinderptogd skatghei ng (such

as destr 0}%‘1.0? %’}erﬂ)%crlf ﬁ%bﬁ/e GENEGF th%tsgu%g?herapeutic agent(s) with the methods

described herein.
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[ 0056] The term "sinmul taneous adm ni stration,” as used herein, neans that a
first therapy and second therapy in a conbination therapy are adm ni stered
with a tiweespEsEdi on of no nore than about 15 m nut esPCIMSR1A®ITIE2 NOTr €

t han about any of 10, 5, or 1 minutes. Wen the first and second therapies

are adm ni red sipultaneously, the, first and secon her api es y be
cont i ned T e oMEREBREBLT EoR 1 vk g SEETOR Sday PG bt h a
first andieseeping phhGEARYanSd:. A iHERANAL €t GRRPARY bl RS nol 8av8 deteBtabler St

t herapy in one conposition and a second therapy is contained in another

conposi t idsepse, pOOBAY As mag exdt haviealiyplayeH deteetable"dwqisepriarad thedrdatmentr at i on”
nmeans that th irst therapy, and,second. therapy.in conbi nati on therapy
e aan b eq AR R S PESAE T By R B PR S Ll es S ucn
as nore tdaaed akofittod) Whdh 260 medfirate palafhetc®OthaOforfalit€ withldt @5pmbttdiier t he
first therapy or the second ther_gé?/ may be adm nistered first. The first
and secorfdn¢iRaicggines, which@ghdescrby haeis e paripdividuahhyiig enss MARPEL may be

contai neqlQ rfsp?ac%ﬁ?ﬁg%rrtn h%hé{1%?%Eli@%%%ﬁe@égiﬁ%gh{c&?tha& 919?}1%}1@?% sed herei n,

the term™concurre ration e admni's ion of the
first theridmnt dree titlafacof(sp second therapy in a conbination therapy overl ap
with each other. [0059] As used herein, by "pharmaceutically acceptable" or

"phar nac jcally coppatible" is nmeant a naterial that is no [ ol ogically
or ot her \(/)d)g lundesi yant getting” refigrs togqlingcaf seteine IBéV}ilglEH}B’GFVé%‘@Eh?%tO a

phar maceu,h aaliste M Pand AR AHMNARE géh@ﬁllg Qb nBphd R VariW) bRQHesSadRELNg any
significant undesirable biological effects or interacting in a deleterious
manner witp theaigpy, shichhecloddsebutge npidimeiedstoofurgdre (€ gapogetyireseciion)whi ch it is
cont ai ned, d.P ar maceut i cal acc%g)t able.carri eé% or . Exci gi ent s .have
or of er abl J e PR EMPRE Y BAFaE B s L Br B by R RSN act ur i ng
testing anféQ thadedndiRfdui Qe @hstderdlanask biv@vephRdi Sfithe B4tsle. prepared by
the U.S. Food and Drug adm nistration.

Treatment or administration in the “adjuvant setting” refers to a subsequent mode of

treatment. The degree of risk (e.g., when an individual in the adjuvant setting is

considered as “high risk” or “low risk”) depends upon several factors, most usually the

extent of disease when first treated.

[0052] “Neoadjuvant setting” refers to a clinical setting in which the method is

carried out before the primary/definitive therapy.

[0053] As used herein, “delaying” the development of pancreatic cancer 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 pancreatic cancer 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. Pancreatic cancer development can be detectable using
standard methods, including, but not limited to, computed tomography (CT Scan, e.g.,
helical spiral CT scan), endoscopic ultrasound (EUS), endoscopic retrograde

cholangiopancreatography (ERCP), laparoscopy, or biopsy (e.g., percutaneous needle
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[0060] It is understood that aspect and enbodi nents of the invention

descri bed herein include "consisting" and/or "consisting essentially of"
aspect s awo2enfissiinrent s. [ 0061] Ref erence to "about" a va&Cuaseriifparsanet er
herein includes (and describes) variations that are directed to that val ue

or paraneter per. se. For exanpl description referring to."about X"

el udes RSERT BOF SRl SeReno gt FRETSEEH B frie RGNS it B ended
claims, theeSifeitha mhPbdhitialy undectablRRdd TddiRles kalbge. pl ural referents
unl ess the context clearly dicCtates otherw se. [0063] Where aspects or

enbodi ments_of the invention are described in terms of a Markush group or
ot her grd0934g of aAtesedaeioedy “combippéeeierapyyisrneashthahe Gmpaggwdenot only
the entir : l.i 10| a ! eagh of.th roup

 ndi vi oudere S iRl e M ST AL IRERGn Bl BB D) 56 e

mai N gr owanakis@ntionaTne tre Mdict Mbdilite ilgiddigorm@ninetter trdditer @6 ity,i nvent i on
al so envisages the explicit exclusion of one or nore of,ana,qf the group
member s iSHCR peadipigistaton phareadtickiceRpasition descaled hgjeipdnafdsen o cancer

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.

[0055] 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 pancreatic cancer, an effective amount comprises an amount sufficient to
cause a tumor to shrink and/or to decrease the growth rate of the tumor (such as to
suppress tumor growth) or to prevent or delay other unwanted cell proliferation in
pancreatic cancer. In some embodiments, an effective amount is an amount sufficient
to delay development of pancreatic cancer. In some embodiments, an effective amount
is an amount sufficient to prevent or delay recurrence. An effective amount can be
administered in one or more administrations. In the case of pancreatic cancer, the
effective amount of the drug or composition may: (i) reduce the number of pancreatic
cancer cells; (ii) reduce tumor size; (iii) inhibit, retard, slow to some extent and
preferably stop pancreatic cancer cell infiltration into peripheral organs; (iv) inhibit
(i.e., slow to some extent and preferably stop) tumor metastasis; (v) inhibit tumor
growth; (vi) prevent or delay occurrence and/or recurrence of tumor; (vii) relieve to
some extent one or more of the symptoms associated with pancreatic cancer; and/or

(viil) disrupting (such as destroying) pancreatic cancer stroma.

[0056] The term “simultaneous administration,” as used herein, means that a
first therapy and second therapy in a combination therapy are administered with a time
separation of no more than about 15 minutes, such as no more than about any of 10, 5,
or 1 minutes. When the first and second therapies are administered simultaneously, the
first and second therapies may be contained in the same composition (e.g., a

composition comprising both a first and second therapy) or in separate compositions
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[ 0064] The i nvention provides nethods of treating pancreatic cancer (such as
advanced pancreatic cancer) in an individual (such as human) conpri sing
adm ni st ewDr2g1¥153G1he i ndi vi dual an effective anount of &CTarspP@iosi4on

conpri sing nanoparticles conprising a taxane and an al bumi n, wherein the

i ndi vi dual hasf. betﬁn Fr evi ously treat egl for Haﬁlcr eatic cancer "é?a%go referred
to as t hd®Sprilypt PHa %B&/@I)e.cof"é’ﬁé%lf‘rﬁﬁ PrESBRSIRYEA CPYANEY EbA BT des

net hods Qbnipo§i@bh)d pancreatic cancer (such as advanced pancreatic cancer)
in an individual (such as human) conprising adm nistering to the individual
a) an effective amount of a conposition conprising nanoparticles conprising
a taxane [88%lan al bised haieén. ithe tarm escquentia) admingiirationt mganstthatrthafesht |
wherein t i ndi vi h een i.ously treat r_pancreatic cancer
[0066] 1t PSP URLPRR PFE P PR B al LG bR PRF 4l 0as o1
treati ng spparati@ndf horeanaedbonel Ditdinfese XedMls afgte 8@ dbbatanky bif Q00K 0] pti on
applies %ggally to and i ncl udes net hods of treatin% pancreati c cancer using
conbi nat i ¥ OPHEMYG mimies Haither fhe firstgrraphar hesesanstthgaPh@rYRe descri bes

i ndi vi du : i 4 a
gentitab?ﬁ%yﬁggg§q¥.%?gggygzéﬁgﬁgﬁgﬁgﬁéﬁ%%%%zﬁﬁgﬁ¥g%§%%QF§§understood t hat
t he descrdoptposinohe méiich mhybe eqphinedbinttbe samkt vi diffatest pdekagrser kési st ant  or
refractory to the prior therapy, individuals who are unsuitable to continue
with the iqar ther or .exanpl e..due to failure to,respond and/ or due to
oxt i 1008815 vi‘a o8 Selibgieim e it ottt Bifrioh iSRS o er 1 e
prior theakistratihi ofitkialse thalPy AhE (HAO B £5RBAS tNeBaplyQn b REmPIHafbn HREARPY

i ndi vidual s who exhibit a | ess desirabl e degree of responsiveness and/ or

i ndi vi duaivsrlgimwitbeh¢lbdtherenhanced responsi veness. As used herei n,

responsi veness can be determ ned by |levels of CA 19-9, RECI ST, CT scan,

bi opsy, i ohi sto ] d |1 0ds.. i rein

i ncl ude Jpﬁﬁgecondf$$%%h§%%Hﬁ%?egﬁ$§?c%$§%¥g%%e ah%rggﬂg%ﬁ§%%@§$%1 hat

i nvol ve tdoenpadbiieNisshéat b @imtafal that BmMeo bidlognliGaipiieswidzg undssapblef 4.¢. es
conprising al bumn and a taxane, The nethods . descrjbed herein al so include
al |t hi r db¢ Materinh@ay e dorrorated B # RBUPRARHIaL ¥nRosHio8dminsiered i 8] ve t he

adm ni strati - it 00 ISl i - LSk al bum n
and a1 ala T B B S e S on

t he pri ordetdt@raapynaanert Wgh tnynef thé otheeedmpmientsfed thesocampisgiontimevhiahdt isi dual has
progressed within any of  ahout 1 , 3, 4, 5,.6, 7. 8 9 , 11, or 12
mont hs u;ﬁeﬁwga H@ﬁﬁ%’awwﬂy ﬁ&ceﬁfﬁbﬁﬁcaﬁm Spy*CiFiFnt Bive RplsERTHERL Gt ne

i ndi vi dugbglifeds@sldalda BF (Ricol ¢ Gh@Mint@ctiNRg RiiRE atdd6 #P¥ncllded Qe

enbodi nents, the individual i's unsuitable to continue with the prior

t her apy (thohaettenpigeedeme Guelefraepanedcebyt de LbS piored aadd)rog admanisteativnxi city). In
sonme enbodi ments, the individual has failed to respond to the prior

t her apy. one e dj_nen he_individual.. 1S NON-T € ive t. he prior
t her apy. [Pﬁmgorre errwigfc%dllnr@rqgrrsi{o?? ﬂ% tgsﬁeﬁd?n\?le uadlrflgntspgf‘ihf:gﬁ‘%@/g?%}s{%sgﬁgﬁ/e to the
prior thefegfy inclullesoomsi®ingo dhdrentcdnsittiey dsoditidil ol aspadis Mid Emibodi@sists.

desi rabl e degree of responsiveness. In sone enbodi nents, the individual
exhibits 8 gﬁnced responsi veness, In sonme enbodjnents, the individual has
recurrentl ﬁ cr eat i RefEERAEP, apoud. @ ValHe of PRIPFGLATeINSNFIHGgS (314 y responsi ve
to the ! IReROLydhalifnd (i BE URELOEI AN LR pAEKRIARS: RANGE BRLDfeCancer
after about any of about 2, 3, 4, 5, 6, 7, 8, 9, 10, 11, 12, 24, or 36

nont hs uplescriptioncefssatg toralpfut XHeng@undesdesdmgtiappf "X0068] | n sone enbodi nent s,
the prior therapy has stopped (for exanple for at

" "o "

[0062] As used herein and in the appended claims, the singular forms "a," "or,

and "the" include plural referents unless the context clearly dictates otherwise.

[0063] Where aspects or embodiments of the invention are described in terms
of a Markush group or other grouping of alternatives, the present invention

encompasses not only the entire group listed as a whole, but each member of the group

16



least 1, 2, 3, 4, 5 6, 7, 8 9, or 10 nonths) when initiating the nethods
of the present invention. In sone enbodi nents, the prior therapy has not

st opped wNOrroimissilal i ng t he nmet hods of the present inveRCIrars20108862 | n sone
enbodi nents, the nmethod further conprises a step of selecting patients for

treat ment.. .Fo xample, in.so enmbodi. nents, there | s provided a net hod of
1 oati oo indienaly RPN poss I SRR TP aa ST . el DaBe M ouE v h
prior theibhady ont BEmbRL dTQke g&ﬂﬁ lePABRES. Phe (4RI VB G ARRINRAgdshRe | Ndi vi dual
has progressed on the prior therapy (such as gentitabi ne-based therapy),

and b) adwphéisextisin efronefol sviré vkammsuhe grofip mesthepoigithe daingadnpr i si ng
nanoparthIe% conprising albumn and a taxane to the individual. In sone
embodi nent& ™ Phere is provi ded a nmethod of treating pancreatic cancer in an
i ndi vi dual who has been treated with a prior therapy, the nethod
conprising: a) selecting the individual who is not responsive to the prior
t her apy (Metbdesf Deating BhidreatinSenkdrher apy), and b) admi ni stering an

ef fective anmount of a conposition conprising nanoparticles conprising

al bum n taxang t.o the indiyidual.. In sone enbodi.nents, there is

o1 ovi ded 08k hod o PR B rEaRod L AREGRe FHOFAUT RIICEH U oo has
been 1t r ealygshdd hin@e e cAhcdrNEr MARNiCRMET sBch a&%ah?@érﬁ?@ﬁ§§9drﬁiﬂ%&éﬂl\g) , the
nmet hod conprising adm nistering an effective anount of a conposition

conpr i si rig theaindpyadual ol effectivapmsity agobpesitiomndmariting ampadicidse i ndi vi dual ,
wherein said jndi%idual IS SﬁJecte for tregtqﬁp} bqfed on.thlet

det er mi naLTBRSPRA TS APAAM JIPHIET LIPS PAvAlE! bk BeRL PV Y atEpy. 1 n
sone enbayi pERkdtic LhREL(l® Bfedél €egh e MBlidlatleapy'hr €ati ng pancreatic cancer
in an individual who has been treated wth a prior therapy (such as
gencti t abi ne- based t herapy),. the nethod conprising adm nistering an

ef fecti vd086Adunt of The RBWRCEVENton dwrispPYidengethadopfdraating BaNCERWST i si ng

al bum n i.ndi:vi e I iLdriondi vidual is sel ected
on the baared ShRHARS Rk FuldRalitL Bl iy NN AT LRI 701 T soms
enbodi mendomprisingradmisistpriny todthe iralivigbdl ad aw bffeatiwa tanognpaficroagiostioaancer i n an
i ndi vi dual who. has been treated with a prior therapy (such_as.

genti t abi REPESEE TARAAYSITS COLHHEBH’&an@ﬂalt?(f\’ilﬂrafl?ih?’@‘?mg%/ndd%@éreﬁq%ﬁ?‘f?g whet her
the indi viudual of shodtté hak SyfQEinGRMuRKEA! Bﬁse&teﬂ‘g%idﬁsiﬂréa% ffi or therapy
(for exanple due to | ack of responsiveness and/or toxicity); and b)

adm ni st ganagatancaeférect i ve anount of a conposition conprising nanoparticles
conprising albumin and a taxane to the individual. In sone enbodi nents,

ompr i si ng al buni taxane 10 | _ e embodi ments,
who has HIR: car duMneRSid et P aR BORF R Rutrot BEREIoUE oA DE, ™

t her apy) ,pahbieatieddneel L sl ckeM@laag Mdihat @i ddgerdtionfabpledsi eqaaidnouint of a
conposi tion conprising nanoparticles conprising albumin and a taxane to the
i ndi vi dudnsludgsepethedssitigatimgipaictratis cansesing eerabipaiiadtheiapy-hBughater mi nat i on
that the jndiwi LS I o] S I j t e prior

t her apy (a;ltggh%‘lxﬁa{?fgkséﬁ%ggﬁtﬁ %ibfvgéékﬁ%ﬁfe 9?1@@%@%@?&@%%{5@%@% géred}tlggm r|E(£t}y). An

i ndi vi duaherapyn(satls os bgemiciabideaiakal therapgpart dxem@thry e@dddimrhtswitih t he pri or
therapy if the individual exhibits a |less than_ desirable responsiveness or
exhi bi t s WABKSIOA Akt dhesSapiRiing hescdn alsa aBRIGR'? A HEUZ)T VEP A& ABYL O 0071] I n
sonme enbqg NI theta . idBRIAWIBL RO Bftathe RALAGuPARAKRAN: cancer
in an ingggggﬁgﬁodkgﬁﬁas ba n t#eated W t aspr?or t Sra%y, tﬁgﬂiethod
conpri si nperapy (fde¢ampladugtovihidirh ér respend andioridde & toxgity g $ndividnals eho
refractory to the prior therap such as genti t.ahi ne-based therapy); and b)
i i 5t 4P gL RRBEE R AT dRe B OL-CRON G AT hanspar 1 ¢l o
conpri si nﬂsp%hgumdﬁth@@ﬁoﬁth%%?,mﬁdivm@mvwgah\ﬂbidy flss ddsirapleMRg@ARBPdi ment s,
there is provided a nethod of treating pancreatic cancer in an individual
who has bewmensivereseehdiptindiaidyaisorha drdetipsnhanded rawohgdensenmphs siedg _

. ~. ereir, respoisiveness can be determined, by 1évels o -0, , can, S
compri oi AT BEoR A s A S FRIF T AP RREPEl X CS i vi dual
i s sel ectigshshaip@tu@hidibidieteu6r i nad Jiley) THrahethb& dadétibdddieadin ifgludesilist ant or
refractory to the prior therapy (such as gentitabi ne-based therapy). In
some enbo@fensnling thempichfariatinppancrrstic cenasrs et IRWH hihstdminigimtion o4
i nhi bitor - ' ' ol - i nhi bi
[0072] 1 n < ipetE BEARRNRE Bl BRRIOIRRABHMB IS AR EHRE B TThALEARY: 1 o
genti t abi ne ("gentitabi ne-based therapy"). In sone enbodi nents, the prior
therapy i s gentitabi ne nonotherapy. |In_sone enbodi nents, the prior therapy
conprises the adm ni stration of gentiﬂébine and erlotinib. In sone
enbodi ments, the prior therapy conprises the adm nistration of gentitabine
and capecitabine. In sone enbodiments, the prior therapy conprises the

o e



[0073] I n sone enbodi nents, the nethod descri bed herein conprises

adm ni stering taxane nanoparticle conposition in conjunction with one or
nore of tWwe 8ams3@Egent (s) used in the prior therapy. |nPSormS2@tiosdsents,
t he met hod descri bed herein conprises adm nistering taxane nanoparticle

conpositipn in conjunction wth t agent(s). that. is not used in the prior
Cherapy. CORHTRRLONES WrbikiHe L Ting HErAs gt CmpPreas A e el ng 1 0
the i ndi vheyiad aRAdRidiSEdonramBHpbsiabn ao&ﬁmgghaﬂo@an&mam?ﬁﬁg _
nanoparticles conprising a taxane and an al bunm n, wherein the %axane in the
nanopar t iathsinjagdedataed wi t h t he al bunmi n, wherein the individual has
progressed on a prior therapy (for exanple progressed after any of about 3,
6, 9, or nt hs inktiation,.of. ft.he i.or r | n.
erpodi med8 T he ol B Me RbidrE” g iV BB AR o BER R e it By
erl oti ni ut fasade bhesaapynt. Bor Bxdnvplbahethdixieuapys propres@aByigiibagy oent s, the
nmet hod does not conprise adm ni stering glem:i tabine. In _sone enbodi nents,

4]

the met hdoebohpr Psbs: GdhidnPstled Iy IgeReithaprandqatmen nyitinee PoA" RiFtRY+ he
nanopar t iygle6,,c gﬁl%%ﬁﬁén?é? the!iRdiS RITEL 's?éEPsQﬂlt%EFEfﬁa tok 'R tﬂ‘g%n&dﬁgﬁ@?. ot .
conprise the admnistration of a p]l at 1 num asea agent (such as-carboplatin
or ci spl abhe)embodisan® tienindoidmhissinstitebld @xangnieswitatheipriax Eeraplyr{faone

enbodi nent s, {h al ?u inis hugand/serum al bumon. In so{r;g S:,rrbodi nts, the
nanopar t i ¢FEE _ ?'%Qr"p@crle?ﬁoﬁ apdopdycly tﬁi‘lfﬁy)a!l‘&ﬁ‘ﬁ‘?lﬁ? f lgl?ﬁ'@_’ odi nent s,
the aver aggvRRLEAKIFS1e 8 @es%n& Rﬁh@?ﬂ@ﬁ@ék??.‘ BSsdntk dhSodiABARARL 1 Cl e

conposition is no nore than about 200 nm (such as | ess than about 200 nn).
| n sone endigdiupkennen-respensiontodhé piiartheappr Insoset dnebaglibents, thes indbiiduat ed

nanoparti.cle formul ation of paclitaxel, (Nab-pacl.itaxel (Al EC1)). In
Sone. enbduPEATS b Rl she R N R PP A RANEEE) - 11 sone
enmbodi Mendk§ibitk Aeds AiibIL@grdeasT rePondTREnRsd. ahi seme afboedhdnts, @@ncer. I n some
enbodi nents, the individual has primary pancreatic cancer. [0075]1In some
enbodi merpdividupleexhihiti sghansap raspensivanisnils seng agbodiments, thadpdividual haan
effective f i.ti.on r{si. o 1.Gl ri.sing a
Caxane andtanopyitsde EHRR Ty R inSRARAL BB ATRSARTo R FATREL® 02, 8o
Wi t h the wikbtheiphior eiechpwhieutieelbpepdnogthtic clibr dfter aBSitahADT attout g3, riact ory to
a prior therapy. |In sonme enbodi ments, the prior therapy is

genti t abihé& baks 21 ¢ Har k74 @i Jomnprthp ik bg cetsatiqpyf the prigt theyaBysed t her apy.
In sone enbodi nents, the nethod does not conprise adm nistering

genci t abifpgeg)! N SONR &L HLEBIHSts, d@?&?&bﬁﬁ%{dgﬁﬁ(f&d&aﬁiﬁéﬁwg
gentitabine i'n conjunction wth the nanoparti'cle cohposition. In sone
enbodi meresst 11 h8, 4el.100d@, 8 Gesr Hbmoghwpwhaeinitheing dhrei methodatfi theypeherd

| ati .based t h,. bopl at i [ ti In.
AR T e G S AL R
human seryemadsuithdpreldht EREBIGTDOdI nents, the nanoparticles conprise

paclitaxel coated wth albumn. In sone enbodi nents, the average particle
size of the nanoparticles in the nanoparticle conposition is no nore than

about 20d99681( such Tagome smbpgigienih Bgtmetbod fgher comprine a swbOipeleHing, t he

conpositi ri h N L o) t.] . far { on of
pact 't axef e REER seaftRerk B oAU AR e Rl SAIOREHL flobideTa il
conposi t iddnrehtsndNodmpaatic taxcet in(aABRAANEGI o hisbesn meatedbadthi an@idrsheripie

i ndi vidual has non-netastatjc pancreatic cancer. |In sone enbodi nents, the

i ndi vi dudh® RES1OBCPRRFY NBaH AR N ANEEPT (p GtrefivH Ned MO SERSATBAt s, the
met hod COIRE HRERAY hrHs'}%ﬁfcitﬁ‘lﬂné—ﬁasteﬁ?hér%%’)Yérﬂulﬂladﬁ%iﬁf:fiﬁgﬁﬂ Ygeiypunt of a
conposition co i'sing nmanoparticles conprising a taxane and an al bum n,
wher ei n taneunaxéneompositiva cvapopagtnacdmsticles cmgiresthgMlbiminieadal thxemeno and
wherein the.individual has fajiled tp respon 0 a prjor therapy. l.n sone
enbod merbindialy Moori antepymPs B s By e §atafd fareafige Phereat

erl oti ni kuhagesat HRNAMYAL wiib Has bhénased Wilieh RYr theRp$ QRE nRARAdI ment's, the
met hod does not conprise adm nistering gencitabine.  In some enbodi nents,

t he met hoowmpoivingl desslegting thedndividngl weansinoalsispensive te o1 prive tthayapynisedh t he
nanoparticle ¢ osjtion. In.sone. . enbodi nents he et hod does not conprise
Che nam i eePSenne bl iy s STRETHERRK St CEnBIRs B2 o

ci spl at i iompbokitisA EBMPAHIA himphsicldskempaxiapalbuminasd h taxed to the some

enbodi nents, the albumn is human serum album n. In some enbodi ments, the
nanoparticles conprise paclitaxel coated wth albumn. In sonme enbodi nents,
the average particle size of the nanoparticles in the nanoparticle
conposition is no nore than about 200 Him (such as | ess than about 200 nm.
In sonme enbodi nents, the conposition conprises the album n stabilized
nanoparticle fornulation of paclitaxel (Nab-paclitaxel (ABRAXANEC1)). In
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[0077] I n sone enbodi nents, the nethod conprises adm nistering to the

i ndi vidual an effective anobunt of a conposition conprising nanoparticles
conpri si yoaotiansame and an al bum n, wherein the taxane PATIUSROMABTPArti cl es
is coated with the al bum n, and wherein the individual exhibits a |ess
desirabl e degree of responsiveness to a prior therapy. In sone enbodi nents,
the pri or"IKBIAD,RisamE PP gt e DE5e Ba e s Cappethar PETFHITE IBASEA™S her apy. of
5- FU- basednddhes aPdividuad AH8 HarBadi d@bidaswith B erifEhBRGy dQRE af gt mEieibitl se

adm ni stering gencitabine. In some enbodi nents, the method conprises

adni ni st éapgrthgapy), thelbhetbod poropiyingadminrstasingtantefiectivempeunt o€k e conpositi on.
In sone enbodLgents t.he nethog.foes not.coHprLse(%h§ adﬂjﬁﬁtration of a
pl at i numBIFEH ]G ERTPYER AP S B SBIMRE P RE StOUEHE APAE PRI 1o S orre

enbodi menhgividube wheaneid fdpaghdl iPeicted!fBr GO IHAOEH SreME Sleteimmatbbuni n i s
human serum al bum n. I n sone enbodi nents, the nanoparticles conprise

pacl i t axdhatdbamdiyidial Raspragiepssd ongheprigy therapyi eems embiodiagrdy. dgse ar ti cl e
size of t . ti.cl i f i1l i re than
bout 200 o Ln Rk G ERatik b€ P REE iy inDIRARAAS B o8 REFR' ©, L0
conposi t iwith £ piipr the@py (dueh ab pemeitmbaiestziséd thechppgop@ethbd cemposingll at i on of
paclitaxel (Nab-paclitaxel (ABRAXANEC1)).. In sone enbodi nents, the

conposi t iR MECNAD AL HVAREIOUNINERORRNIEESIPN CPRIPE S NaRI iGNt s, t he

| ndi vi dualonasingolibuiih 3l 8l GnPRIGE 5 i8uAAREEEN LI ERRIATRCIIRAL S, Lhe

i ndi vidual has primary pancreatic cancer. WO 2011/ 153010PCT/ US2011/ 037462
[ 0078] | n she basibofcthereon-sgspoimsevemesshtothecpnprtheesy. adnmi ni stering to the

i ndi vidual an effective anobunt of a conposition conprising nanoparticles
conpri si taxane _and an.al.bum n. wherein the taxane in.the nanoparticles
o oat edUh Y he ar B e el s Gmo i oF i BefBRGn,

pancr eat i @n&2 A€ 8 indfvalu 8 %AIHa8 bednhtEeakdac vh ﬁlgﬁbr @L@I\agy QRZh @@g@rﬁa@dﬂi&- cancer
after about any of about 2, 3, 4, 5, 6, 7, 8, 9, 10, 11, 12, 24, or 36

mont hs ugwfed therapps Swtmefhodeorapipiingra) deferaiping whashes shaeindivibad itent s, t he
prior ther I i t.abi pe- 1Nl h- her apy, or

BT U bas ol s s RO e ARGt B AR e ol s BB R0 08T e

adm ni st gedpogsiganss habomexiclty); sadre) aibadiengtas effebevemidi@dotonpri ses

adm ni stering gentitahine in conjunction wth the nanoparticle conposition.
In some &PBBRPIHERCIMPYIHBS ABIMRBHICHS CEMPHFINg SHYMIB &nd p&X3BdoNSt rati on of a
pl ati num; ; i I bR im0l

Embod mon e oAb B P el B O B ine PRI i 1
human s eroaneea it anvindividiunl ssdwehae biendirenenlt with & pgonnpsatuch lae gernarmbines e
paclitaxel cpated with albumn. . I.n some. enpodi ts, the average particle
size of t ée%‘gﬁ@ﬁé)k f}}ecrfl%tgoﬁ'fﬁorflﬂ%“%ﬁgﬁﬁ}sﬁr@lg@nc? NSERR ng‘ no nore than
about ZOQOH{poéiaHﬁboﬁﬁn&iﬁgﬁaﬁdpaﬂic@é@%;ng%%gran@umih And QWRafERAME MENt S, the

conposi tion conprises the al bum n stabilized nanoparticle fornulation of
pacl i t axahdi¢Mabl pdetein satéind{viBRAXANIECKE)basddorsthadeterhimdiioetasthet he

ition | b- i taxel (AB NEC1). nbodi ments, th
nar v dudrawiahS A RRBLl R R ST EaRe b b P TheE B s TR RuP e, ¢ he
i ndi vi duab 1R f Béspbmi Yene S iHdRR b6 ci6B N Y ind ivRIAPE ISR ilesdlé fent s, the

met hod conprises adm nistering to the individual an effective anount of a
conposi t iORtIBEEPraaYNeY vilifbp arien gy dohp ridsvidepl sxhibitamtesatdnan al buni n,

wherein the ' ' ' ' t l.buni.n, and
tier o n SRR RERNCHER OORBRCRL A SyRh SRR B, o0
5, 6, 7, tBeraPy. or 10 nonths) when initiating the adm nistration of the
ef fective anount of the conposition conprising nanoparticles conprising a

t axane a albumin to the individual . In sone odi nents, the prior
t her apy ﬂgﬂ'gﬂmzi t abl ieTBEERAHE afiFre BPr ottt %msieng&?frﬁ%wﬁgﬁ}lcrsﬁﬂf
5- FU-based s aPhdiif-d U8 1RBAd fBRdSwidt ApriBRhERgy dREmeARi compri se

adm ni stering gentitabine. In sone enbodi nents, the nethod conprises
adni ni st exompgisgenw) detdsinmeng whedny tacndividugliis bestskrat paredpetotyi ©lthe poerposi ti on.

| di t th t hod t i. t h dpinistrati f
o SBT3 S RLISL, 0SS, 1L PRI S5, IR gt o @

enbodi mendfs, cohlpsition et ptising A&ddphAXRls comprisiABRIHRKRA dhdE Rixdne ote al bum n is
human serum al bum n. I n sone enbodinments, the nanoparticles conprise

paclitaxel coated with album n. In sone enbodi nents, the average particle
size of the nanoparticles in the nanoparticle conposition is no nore than
about 200 nm (such as | ess than about 200 nn). In sone enbodi nents, the
conposition conprises the al bum n stabflized nanoparticle formul ati on of
paclitaxel (Nab-paclitaxel (ABRAXANECI)). In sone enbodi nents, the
conposition is Nab-paclitaxel (ABRAXANECLl). In some enbodi nents, the
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i ndi vidual an effective anount of a conposition conprising nanoparticles
conprising a taxane and an al bum n, wherein the taxane is coated with the
al bum n, wbhepa/ms3dihe i ndi vi dual has progressed on a pri @CTiUSRIIAPF7465uch as
genti t abi ne- based therapy). In some enbodi nents, there is provided a nethod

of treati.n ncreatic cancer in _an individual in. need thereof, .conmprisin
admi ni st dRTERD PREME SEPORERERS drerPeetierts mebarer BruntdBRpsess i on
conpri si NGgnARRORAIHdLGHES “ql%rﬂag b@énr‘tgea?e_dt\f?‘i)ﬂﬁﬁ?%ri@ﬁt%eﬁlﬁy,athg’ﬁ{&}fbd wherein the

average particle size of the nanoparticles in the nanoparticle conposition
i's no greamgrisingadmabsating @effentivs agiouaisof] aecosnpohigion gbw@tisin@Onm) , wher ei n

t he individual .has progressed on enci t ahi nes.base her a In sone
enbod e e HURE e GoR B T Rttt of MG RREE sREERY ¢ cancer in an
i ndi vi duahdiviiiuaiiedeltdted Bakd of @gdddtshiightdethatitsd @ividhal B ehigtahtnigi vi dual  an
effective anmount of a conposition conprising nanoparticles conprising a

t axane arf@frag{oRy| e MiorWreERRY (Suehas geaiciakingbaregddherapyii thsehe al bumi n,
wherein t icle si . il es, anoparticle
compost t | AR LERITEREbE B & Babril B ARARRN T inbol JENE ST 00
nm, whertedgehoasignathy pabahy telsedpelagriabibaadr)on genci t abi ne- based therapy. In
sone enbodi nents, there is provided a nethod of treating pancreatic cancer
in an indiyidual in need thereof, conprising admnjstering to th

i ndi vi duibﬁ?ﬁ ef f ecti*¥8C SROGHM DS the dBios Y TSHET 1SRRG UREY! Plact i t axel ,
wher ei n thgddcthy ((deakidRte BIRITRSSRE).Of SRTdn A& avEsHdNREAPYis | N sone
enbodi nents, there1s provided a nethod of treating pancreatic cancer in an
i ndi vi dugdenicitainee chonhdewef., Items ¢rsbertgmanityi the ptier thagpy compesdsled vi dual an
ef fective amount. of Nab-paclitaxel,. ein the individual . has progressed
on genc! eYETHeCHisBes SEReRAY MR Elesimll chisie rfted ik, g b hor
conpri se Repriéssthe hilmfthi GREBH baBéMe tablid @ FBp@NEide. "B ote doitodimEmod
conprises adm nistering genctitabine in conjunction with the nanoparticle
conposi t itenpriprtheispe cenpows tardminishatioreefigsamnciaige aed Sdbhpisemet he

adm ni str at,i ti b . t r I L

ot spl a1 iUl T et i B0 Bt b S B R BERA, iBlnie,

admi ni st ra@apédnabiat, d/drhiFb] Tiosoned erhbelimeageihe grist Geabl Rgadpatdanay ( a
hedgehog inhibitor). In_sone enbodi nents, the individual has non-netastatic
pancr eat i&meiakias therapys dpsoaapBirdiErns, thepaior Higrapy duBoRBYaMr i mary

pancreati : 8 dﬁﬁgﬁ i . i ses

adni ni st P%ggﬁgégﬁgﬁghﬁg%ﬁgﬁa: an e gé@? J%wgﬁg ngﬁg tgsgﬁﬁgﬁéition
conpri sing nanoparticles conprising a taxane and an al bumi n, wherein the

t axane i 408THt ed wilhomhembbbumdnts, thendethbddesicnbedteeréindomipdsesl i s resi st ant
or refractory ta azﬁrior t herapy (such as genni%abin - based theg&gy). In
sone enb (FENE {3¥BPEINOPHHGY GBI ONURR Iho iU GICUPP S4 4T OpAMPEY BRYFC” cancer
in an i n@hﬁb@ga{tgsl) Qsdd8R dhd Hiedr@Rdrap e OMRbS ictbodHRdnM, $heehbiRed Heschibed

i ndi vidual an effective anobunt of "a conposition conprising nanoparticles
conpri si Agran cempnges afainsieranHanine napppa ¢l compositier menpactioevehsi ze of

t he nanoﬁﬁétiéﬂéﬁﬂh&ﬁstthQQQE %rtjchF §onposition is no greater than about
200 nm (suchras ™ ess {'Rah“abou pfﬁbnﬁfpymherein the individual is resistant
or refractory to a prior therapy (such as gentitabine-based therapy). In
sonme enbdddTnt s, tlheomeiembpdidmnee cheanstkbhosmmiiset adatningimaoakeat i ¢ cancer
in an individual in_need thereqf, conprising adm nistering to the

i ndi vi dudndiyisuak nedfsciye anguHer droRpeyipd PP EHIE ARSPRECIEy CARAENEE fi cl es
CoNpr i i ngy e LAY NGILARE, Aheddih B xandhif iR Mnb P iLIBXRNBakd wi@Ahed Wi th the
al bum n, wherein the average particle size of the nanoparticles in the
nanopar t iathemicowpeasint the mdigdwd hgy pagessedivarn @bouber2O0(fonex@spéh as | ess t han
about 200 nm, rein the individu i s resistant . or fractory to a prior
her apy  (SUERES U BPos DL TharSiggtponin D el B N ACRFEPY Y hor & | <
prOV'ded]ﬁsHﬁEBﬁﬂo@&x&h?ﬁkﬁﬁ%rB&ﬂ&@6§?&ﬁdﬁﬁmﬁﬁﬁmk@ﬂﬁﬁq&ﬂgkﬁhﬂyﬁ&wﬂn need

t hereof , conprising adm nistering to the individual an effective anmount of
a conposith¢repy. ©o agri-Hised therbpyp ol somgxaibodihentsithe mptdod deiésviot gampiise

resi stant or. refractory.to prior thera such, as _genti t abi ne- based

{hor apy) S GHRE EHBEAOME i RO b R ErboFE R PRI ABFNER OF (reat: ng
pancr eat i @nfigikedhg E&n@ifhﬂiﬂﬂih\ébﬂjuﬁ&tidnﬁviﬂ@ﬂfé fahep£edle c6MPWiiSH. M@ some

adm nistering to the individual an effective anbunt of Nab-paclitaxel
wherein the individual is resistant or refractory to a prior therapy (such
as genctitabi ne-based therapy). In sone enbodi nents, the nethod does not
conpri se adm ni stering gentitabine. | A some enbodi nents, the nethod
conprises adm nistering gentitabine in conjunction with the nanoparticle
conposition. In sone enbodi nents, the nmethod does not conprise the
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cisplatin). In sonme enbodi nents, the nmethod does not conprise

adm ni stration of an inhibitor of the hedgehog signaling pathway (a
hedgehog wohkttser). | n sone enbodi nents, the indivi dualPChas2010/03T482 ast ati c
pancreatic cancer In sonme enbodi ments, the indivi duaI has pri rrary

pancreatic ncer . %008@& n.Some enbodrgg é t he. ne gﬂ

admi ni steern? irpefnts, he mAted dgeiiot SRMBFY AgEinistation b P “(E‘B‘i?p |0n
conpri si %eﬁﬁmadstchfﬂo?ﬁtlﬁ%ﬁﬁfsplﬁhﬁ'ﬂ 18 sba%3RMoatknd) 1Rl (R By a‘Mﬁ@arx_@L_n the
taxane is coated with bum n, and ererntherndrvrduﬁ) exhibits a
| ess desilnabine cobgdiseents the@élpmmgrwblrrectsseu”@rnadlpmmr It $remeapybddmentsas a

of tr oat i A RaRey sit ce bt MR LG RRAO! HEl . o AGhE cibePLb B 151 g

adm ni st efvefge borticReidendithd gihdpartiblee i @6 hhvEpaafBIESmSsiteonGORP@ré | ON
conpri sing nanoparticl es corrprr sing a taxane and an al bum n, wherein the

aver age phi3honb2Q) o (yichiandesh g paprei 00eun) dn sprae aahedatentsethe composi tion
is no greg 0 ( wherein
the i nal wedpar9g roBPREd ¢RI el B IO R BRI £ R0l "TE" 2
prior theiapypalsticdl (ABRa YRNER) abinnenteaseobdiraraplye) conhp’bsﬁ@lmi‘s Aabodi nent s,
there is provi ded a nethod of treating pancreati¢ cancer in an indivi dual

in need tHeN@st, (ABGPIASETRY- duith SPEPYRE othe iy iRl\IFg aar M sEiCect i ve

amount  ofp, . CHPOREL 9 s&ﬁ%&b%ﬂ&n&a&‘e9§Jlkfd9£1%s EHHBH Fidigeaflc baxcape and an
al bum n, V\/nerern the taxane Is coated with the al bum n, wherein the average

particle size of the nanoparticles in the nanoparticle conposition is no

gr eat er t[A@FFlabout IB(SOrnnnnfosdicrlrﬁnaSstheesghommmmgadmﬁ@stMgtovthmrei n the

i ndi vi dual ,exhibits.a.less Si.r .responsi.veness ta a prior

t her apy (E?H‘Ef‘r#‘q‘& a“aesf&rSH%‘? rfasrlﬁ@fsgg@aorﬁ%r 806913“51%“ %“18]%688‘?1%?%{1%3 there
I's provi deghnd aR®hh albuliin, WiRadih B tRAMEN L el an6FHIGEEs isoMBd wAd thé dual i n need
t her eof corrprl sing adm nistering to the individual an effective anount of
a conposidbwhincyidovhapinghamgivpdusl istraxannt eipeliactery tpa pripgiheiagiial lnexhi bits a
| ess desirabl \ I as a

genti t abi ngll%bgnsbe%gg?%n% ?ﬁe r%%%)é}g %%gfﬁrl% ﬁnéﬁb? ehﬂ{eﬁ}gjryéeﬁé{ymé %\H“&;Qed a net hod
of treatithgappne SEH':U-Ibﬁseﬁame[by i I sameleftbodimkhad, thdln&ﬁ@didbélﬁfo@@rf)mpﬁmprl si ng
admnistering to the individual an effective amount of Nab- pacl it axel,

wher ei n taﬁlanrnﬁ@rlog aeraritabiag g semg embedinfats, fiepnethebeBRIIST r esponsi veness
to a priclnifisfARY bintt RoBRMLdARich BrehRREth -G L aARYdsitdd) RY

enbodi nment s, %‘g [ﬁ EA%J%:IH n corrpriltseea gl%ll st errgr% Sétém:r tagﬁlﬁe In
sone errbcnmbmmmts ttllIEBmBﬁlbﬂddeSCImtrpD]insHSB tadraﬂmlmsttmrtuon@f gphtintmbbased i n

conj unction th the.n artjcle canpositi In s enbodi nents, the
met hod dc?égnt\r% Ch@ér‘iﬁ?bioag Fnéﬂsa}aﬂ%olwan 0 aneéltSpq%EttP’fﬂﬁlﬁ}l nglifxﬁbent
(such as 15abReRhAbLHMEEs, gresa%@ﬁlma hurhfh §90R ARAH W% erhb&limeARod does
not conprise adm nistration of an inhibitor of the hedgehog signaling

pat hway (the hawgetticlysicomplibe pfrC)ltaXblrpoetn&eVlénﬁbdmn‘e nhsome lggmbodidiantsdthel has
non-netastatic ncreati.c, cancer enbodi ne t he individual has
i mary PRG RETE e i EOBa R LoRE B ad Her e TP R compri ses
admi ni st thuﬂzﬂaohﬁ2@mﬁnl(§ldﬂh\éls i3 khadb8hf ®Otinye [ARBMB tmBbditeaMRSI ti on

conprising nanoparticles conprising a taxane and an al bum n, wherein the
taxane | SompasiEAN @pMArisasdhedlbuminstabikerdeaprarticle Frrmuiiopicfpaslitivesd r ecur r ent

pancreatr t e iC cancer
after abo f 8%%‘39/1%(%71‘(&5% &W&E{))) ﬂ% h%%hwoqggénég%q b Sﬁ%g% %B or

nont hs  upeolitake (ABRYEXANE®| Ia s@ﬁérembedlmaﬁtsbﬂnse@khhldeﬂamyhon hietseite

enbodi nents, there is provided a nethod of treating pancreatic cancer in an
i ndi vi dudianfIsatifeeaicehdp sepe CRSRBAICE [Sncdriy R eE PREANOPINEfIAEMPHuUal an
effective anount of a conposition conprising nanoparticles conprising a
taxane angofg) al bu%@Om%%gﬂl%én&et}ﬁ%ﬁétﬁ&?ccﬁﬁﬁﬁéeg h&nﬁh&@mfgf tolche
nanoparticles in the nanoparticle conposition is no greater than about 200
nm ( such iagivldegkan ditegtiahanouR @ nn))mpnmeoleccrmpmng movaldiubb chmgrisisgar r ent

pancreatic cancer t he i ndivi dual ve ancreatic cancer
DT or CabdtERAYS op BBBYE SHerei g g g apSpaglifiyEs BB RR 65" 5, 35

nont hs UQmﬁn&hemﬁE@§§&th:ﬁhu&h&@ﬁ&i&ﬁ&iﬁﬁegﬁﬁﬁ@ah@ﬁbﬁ@%ﬁ@yH@s@ﬁﬁe

enbodi ments, there is provi ded a nmethod of treating pancreatic cancer in an
i ndi vidual in need thereof, conprising adm nistering to the individual an
effective anount of a conposition conpri sing nanoparticles conprising a

t axane and an al bum n, wherein the taxane is coated with the al bum n,
wherein the average particle size of £he nanoparticles in the nanoparticle
conposition is no greater than about 200 nm (such as | ess than about 200
nm, wherein the individual has recurrent pancreatic cancer (for exanple
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i ndi vidual an effective anount of a conposition conprising nanoparticles
conprising a taxane and an al bum n, wherein the taxane is coated with the
al bum n, wWoRIWEssELn a prior therapy (such as a gentit albcCmarshb@asmszsbher apy)
hastﬁtopaﬁd (fortexanple fordat Ieasttl 2, f3th4 ?f 6, 7, 8, 9, torfltoh
e R L T R
the i ndi \jrdual-batdll (ROABy. PR TN RmENE tBe in%thBH‘ﬂ\széjﬁ(ﬁ cBmpRtdod of treating
pancreatic cancer in an individual in need t her eof conprising

adni ni st exdimigisteong Bemeitabing. doabmaemébierntsy Gieanehed cashprases onposi ti on
conprisin nano articl conpris a t e and erein the
cverage JapLTREaRE pyge G TR aR T T Faoiedh shoBeTit B 8fposi ¢ on
i's no greadihéay tabeuihod A0edivt (csmphs@a‘ae lh@Sniftheion aPaplatid0RRsed Wher ei n a
prior therapy (such as a genctitabi ne-based therapy) has stopped (for

exanpl e, A8eRt (aych asgasboplatip or gisplating Ingomy empodignengy thegarasatihaclifgreh

conpr ; si i *SiiE AR PLL 0 0 6] LS B IOl ey oS! €1 on

i ndi vi duahe n;im)psmmS entnpdsermhaa,xet d‘tﬁted wigh gibomirded sameetibodinadntd, feat i ng
pancreatic cancer. in. an individual in need thereof, conprising

admi ni st VPG PRrtickeizeriitls pARPArtAles {1F B MANRPARHAIYFRMRASIONIS AR IS i on

conpri si N, NARAPSHG hrﬁ'(ﬁﬁch%@ﬁ'&%& RhNBoft 200XANE 1R86mABMBbAMENR, taherein the
taxane is coated with the albumn, wherein the average particle size of the
nanopartumhq&mﬁnnthmpnanmpaﬂbmmhendnmnﬁswnommudsﬂnnu@nemmépadhanﬂabout 200

nm (such | ess t wherein a |or thera y ch as a

Gone: ¢ abi (Al wESRa e nAPRAyTANED s  Hhspe Sor D e oy 888 172" 3,
4, 5, 6, phclixelIABRAXANFE N8 Job eRbbdideha! B IndibRuAdAL AbS fcddstAi0 of the
effectlve anount of the conposition conprising nanoparticles conprising a

t axane armdnematyd ¢anedin In sompembadimeintiutiie indinidyalhas gnbody panstestic chrees i s

provi ded a nmethod of treating pancreatic cancer in an individual in need

t her eof risin I ] tive anount of
a conposi Qf‘ﬁ corrpglnggllri?e %@%&pﬂg@ Eh% I}l%lﬁoélxg&h‘%ﬁs(%y %m |l%€m{gn§rdé (such as a
gentltabhﬁﬁwhﬁﬁbﬁl&ﬂﬁﬁﬁ@Mﬁoﬂ&%fahO@@eﬁuéﬁﬁmnﬁmﬁmphﬁmmﬁ@mkﬁkom@ﬁﬁhgi 2, 3,
4, 5, 6, 7, or 10 nmonths) when initiating the adm nistration of the

ef f ect i véa%eﬁt a%ﬁlbtlﬁ’é“ cgepas the @rne dngie I’s‘i‘lﬁl@afﬂ%l%péf’ﬁtieé Méd tBenprising a
taxane ang,ghindh é}eﬁﬁhé fRiviadh Yol ate'sttde%ﬁgac%gegbﬁ%@%& ief&e 1S
provi ded a netho treating pancreatic cancer In an iIn 5 I'n need

t her eof , toeqmmrﬂwu@yadmsmnsembomgwhm ﬁh@npndmumguagmnmubﬁkdneuve anount of

hbb-pacll axel ior t uch as a ennltablne ased

t her apy) ‘Ag&P %FHBB@%%F‘E@‘ES?BWIﬁ ‘;@ggﬁ‘zﬁttﬁ?@%tfﬁs"ﬂ% emgpodymens. tge 7 - g g,
or 10 monh&ifidd WMot Bdrhprlel AehidibRriAg ghﬁ!:l%{b'i&t i8R0k etnhedletefnecmeve amount  of
the conposition conprising nanoparticles conprising a taxane and an al bumin
to the i rrdcrth@djemnprlseﬁ admimastenmgogtinmatabige in penjwtioo oviddbs namtpattmtmrl se
adntnlsterln tablne (ﬁp soe enbgﬁ)&fntst the ne Fg rlses

admi ni st € g“ Shc ‘t%%tleneén'i’ %18‘?115 dheme OFhIY ﬁ&“t?&ﬁ%ﬁﬁ ere %t?ﬁpom tion.
I'n some ejrhqlidiRRl-Based hgenTedudRds B2BSpIAGE oCANADE It féndembadiflendl dhen of a
pl ati num based agent (such as carbop atin or cisplatin). In sone

embodi neresne iheackiab dngews crbodisesmgs fhealbimings Bupan scwmaeibuamng Bhi bi t or of
t he hedg i I nbodi nent s,
g S e e e i
the i ndi woghéaimHbodimdts, mes yepp parrld dzcathehanopaidte lim tieameogiriadi ment s,

| evel s of serum CA 19-9 in the individual adm nistered with the conposition

of the proSWRFIUPRIEH MEFF GRtiReas e0LPHAFIhcahes j1am o0 ehb dBisABAL s, the
level s Ofe&ﬂdﬂ%@tﬂ@@%ﬂd&&oﬁ%t@%& (Y Eou AL ﬁE&f@%bﬁérh@let he conposi tion
corrprl Si ng nanopartl C conprisirng a t axane an a mn are decreased
by at | edstmabiowrt of20%bifakeldMabipaglithorl (ABRANANER)). elasomatembtodamgntof 20%

30% 40% . 50% 52% 5% % .70% 80% ..90% 95% or 100%
h ConpatISEHIES s NaaRehareldSBERA TANGS 16501 SPBSHREn, B¢ ent . 1
sone enbqdiiTRMbBhashBE-h@Y @R RhcSeEUINEA. 1R 38mb BmbB&inidAf Wedhdlidual
administered with the composition conprising nanoparticles conprising a

t axane ardsarimahbpanicreatie eangesr eased by at | east about 50%in conparison to
the levels of serum CA 19-9 prior to the treatnent. WO

2011/ 153010PCT/ US2011/ 037462 [0087] I n sone enbodi nents, the nethod is for
treating an individual having |locally advanced, unresectable or netastatic
pancreatic ductal carcinoma, wherein he individual has progressed within 6
nont hs (such as within any of about 5, 4, 3, 2, 1 nonth) of

gentltablne based therapy, conprlslng adnlnlsterlng (such as adntnlsterlng
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i nsul i nomas and gl ucagonomas. [0090]In sone enbodi nents, the pancreatic
cancer is early stage pancreatic cancer, non-netastatic pancreatic cancer,
primary psoceosatsB@ocancer, advanced pancreatic cancer, [Pogalskyr1asmanced
pancreatic cancer, netastatic pancreatic cancer, unresectabl e pancreatic
cancer, ﬁg eatic cancer in rems on%h?i recurrentagancreat c cancer. In

sone enb nts, tAEOPSAEPedmats corBRLiep gAmHusy hereatic
cancer, Hﬁ&%ﬁﬁﬁﬁﬁhﬁﬁxﬂ%@%ﬁ@@hk@a%@ﬂ@@&ﬁo@&mﬁﬁ&ﬁﬁgﬁ%ﬁ@a@@ﬂﬁ%@ﬁbhﬁn Hcta
carcinoma. I n sone enbodi nents, the pancreatic cancer is resistant to the
genti t abitasnbagédn alhemapywhergin stmexaénbmdlenenopartltlhelspamd eathitbe cancer is

oner ont b PR ACARTART AR e OGE AR SR R0k TP Mt Ypg | 2

pancreati

portion ahdivhRaP@RElopaparicaiia tasder 8AE dbust anjeyf aBsutit 3t Nt 6at,180ws1d, or

conpl ete sur ical renoval), or locally advanced (unresectable) (|. ., the

| ocal i zed 1t dif Oh%@mpeth@npe@té@tcatﬂaeorbeﬁan@@ therapye dn sQiee s@podiggsintigement or

aceor ai ng B SkEr by bR R EERARATRTA gy, U BIEERN BRI cat ons,

a stage Gh@upprhﬁhhecmﬂnﬂnnMESmmmmenmddbankheom@paiaymnaammgpancreat|c duct
cells and has not i|nvaded deeper tjssues, and it has not spread outside of

the pancrisg¥itling. In jomecgrabpdiacrisies PHRedicAmerises agdminisisEipg gepeitabine

i ntraepi tihebh ﬁhctfb%%'tl@ﬁfe%ahéaﬂa}md@c&hﬁ&‘?ndrﬁ Th4oRE eﬁlth&rﬁéﬁEEDEhe' metG@Af i ned to
t he pancreas an Is less cmin size, and it has not spread to nearby
| ynph nodiss oot apigrise dte sintigisratica aftaggainub-based agdrt lt@ich usroarbpglagonf i ned to

t he pancreas and is |larger .than cmin size, and it has t s ad to

near by | o Hoa oo GRS e andis gedfixdtl o o ehacRBiBe <

grow ng Qﬂﬁtﬁm@l@s hitBaPRREHABRNAH! INYmd ShBodiREHS, the AAbpiRRRGIcompaRd it has
not spread to nearby |ynmph nodes or distant sites), stage JIB (the tunor is
ei t her ccmf?htned coated nethrﬁébmleaén @trmgrmhpdigleotst@pdeemgreppanlerseasvf thet not
intO nearb ﬁ{%sm Il OaI'1C£ CcO o) IIIO IlOer\éees a nlfo ?(2 ead to
nearbyly RPROAES T "HEP St mpg 8%5) Eta‘@tt‘ u(tR |h|s gr ow ng
out si de t1b8 thandoaa300 Mhy IMeamd)nibadditeny, @i&bdﬁﬁﬁ)‘éﬁ’ﬂoﬁ cOfmpiB¢sahe Nerves, and
it may or may not have spread to nearby |ynph nodes. It has not spread to

di st ant <ilkwsin sgbilized ganqperticigigrmptagian @aﬂ%célraﬂ@a@’@pﬁaéhﬁ“?]o di stant sites).

[ 0091] The 4! vid heat di vidual (e.qg.
human) mﬁb@ﬁgggﬂﬁgﬁiz,gbﬁggnﬁﬁ ‘@ﬁggg%gfggﬁﬁ%“%gH%é?@ ngqﬁgg progressed on
a prior t(ASRPYANE®). Ingeme einhbdinenbadedndieiduoitliasinba-hasethticoancreatic

5-fl uorouracil - based therapy) In sonme enbodi nents, the individual is

resi st antCapesTt MesmReRb thlmﬁat%cttlea‘tftledtea&%ewﬂmyrpa@et%rt SCfe- based t her apy
(e.g., gentitabine nonotherapy or gentitabine conbination therapy) and has
progressqdoﬁ]ter trrﬁ%ne@tnb()emgems IREnRBOEEGRDEs G@NGRleMASORREN
refractory). In sone enmbodinents, the individual is initially responsive to
t r eat nentindividvahay dfective amaewof wcompgehem cabpmanpeanedatiks aplylp(leng a
gencrtablne npngthe%agﬁ%Onge Hablne nblnat n therp&x& gt has

pr ogr essettAF ¢BF 4 PORTRA TR TSRS “r?BﬂlBaélC he PRETVIRUET i s human.

In some enhieglin@id Wherbil@ privdlicheraitasiseoppéd (fBRSanBR Yor AMasof, 239, 4,35, 40,

45, 50, 55, 60, 65, 70, 75, 80, or 85 years old. In sone embodi ments, the

i ndi vi dudl: 7h&J. arithqnghsnwb%wﬂ%sxngp%ma,drelatsrrétleant:@r effectyye ampunf efast 2
first-de r currul ati on
of ot her “RecenfusRidn gl i op il PARLSALL G RRER bt BTG

has one Qﬁdmmuel nﬁrseﬁeembydlpwmr &&tﬂrmrﬁ&m@rls gymditadimsbased dettgiyng, but not
limted to, ion, famli at ypi cal nultﬂgle nol e nel anoma

(FAMW) , f‘ﬁ]@ﬂt“i’ taé%eﬁgapgywcﬁrgwé?asa%ewere&r toaps cIpheramens; the &1ethad sone

enbodi menj3 n&th:%nlé)?f;e X&hﬂ eﬁr@ %%Iﬂc@éaﬁlhb”ﬁl &ﬁb(((ﬁmgnt dPhLeHJan 10, 15,

or 20 years | nt s e patient has adult-onset diabetes. In
SOne enbautmmraessa,drmhfsterrmg |gvindim1ind @ canjmation with slermmnepdytdie rempssitivdhe

individugl is a I.n so nbodi nents, the individual has early stage
of  pancr dtPRe EERETho B RAAE SR AobEr B e S IRIAIOb ) HBRSRncy eat |
cancer, nRs&CiRd RAALLCAH IplIARAYr  spladitl ANCBFheRANMURARLIS teBgSleis | ocal |y
advanced pancreatic cancer, metastatic pancreatic cancer, unresectable
pancr eat ipcktandedn sqranembadlmneatﬂie albuirin isgmvingazi serum etbumers ukrsente pancreatic
cancer. In sone enbodi nents, the individual has Stage 0, IA TB, Il1A 1IB,
11, or 1V pancreatic cancer according to AJCC (Anerican Joint Conm ssion
on Cancer) TNM staging criteria. In sone enbodi nents, the individual has
ECOE WHQ Zubr od score of 0 (asynptona@?c), 1 (synptonmatic but conpletely
anbul atory), 2 (synptomatic, <50%in bed during the day), 3 (synptonmatic,
>50% i n bed, but not bedbound) or 4 (bedbound) In sone enbodi nent s, the
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I n sone enbodi nents, the nmethod is practiced in a neoadjuvant setting,
i.e., the nethod may be carried out before the primary/definitive therapy.
[ 0094] Thewoebhiodsoldescri bed herein are useful for vari oR€TASPEAWN37461
pancreatic cancer treatment. In some enbodi ments, there is provided a

met hod of le biti ancr{e}a]:el C cancer eII on (such as

pancreatlém%’HE@P&t OBHOWER TR EPAC @F@ﬁ%ﬁ@ﬁvw ‘Ppgﬁﬂﬁsﬂﬂﬁlnlsterlng

to the ingipddgHalts, aRe ﬁfeteﬁ'g%tpai«tm@ﬂp@mth@ha@pﬁﬂfmsh tHeQfinsQFREIL ST NQ
nanoparti cl es corrprl sing a taxane and an al bum n, wherein the individual

has prograeswesition 1Sg@mpteabamebdma§%nmr{emdaw less thasoweueifodndntssmeat | east

b 10% (,i | b ) of 20 30% 40% 60%
200 sovcnusingit Mosthn oo fifhes GF Ribn AP WPty PlagBitfibesons 4070 0%

enbodi mertbmulhtiéh @fapgan@xﬂs(zvaaqiatﬁtamI(ABRD\)@A)NE@nbm@bﬁ@r&rsoodhh@ti axane in
the nanoparticle in the conposition is adm nistered i ntravenous
adni ni st rthe FYRPOSIEEIS Maf-pashexd NSRAEANE® ) A peme §mb?@mea@dtha nmet hod of

| nhi bi ti ’lﬂd&ﬁﬂgf ﬁat%tn'oﬁ el L}}aﬁ&%ﬁu a}u@éﬁ 4R s Smk @m%pdlh{%ﬂls"lh%‘iﬁ‘&lmdﬁgﬁpr' sing

adm nisterin i ndivi an e ctive anoun osIt
conpr|5|ngspaﬁmpapamﬁhﬁ8cmmeprlS|ng a taxane and an al bum n, wherein the

i ndi vi dual has progressed on gennitabine based therapy. In sone

enbodi e st abou 096 Iud ng for . exanpl e at t about any
of 20% %630140% HF™M GHCO ’é‘@/%n L C?%@B“%PE@%‘%?%“& tgaﬁfhhl bited. In

some embqdiiTRMhBan &fXBIOMoR oA ngllpbélﬂgn Bﬁhﬁstl@ha'ﬁlobﬁ’rtl@fé@ cOhpARREal yPh
nodes is provided. In sone enbodinents, the taxane is paclitaxel. In sone

enbodi mertsinetahé an albamen,iwherdie theatnopraris ¢aital with theellpompowheremrthe s

admi ni ster i ntravenous admn stratio nts,

Py e D S e e 3 R PRy 2B an R Ao e R Ty ot ot asi
in an i ndioe@adodih@M lihezé Reprodiedh fe@iddtd tlettitdigancrediiy tsheat inan ef fective
anount of a CON@FISI tion conpri sl ng nanopartl cl es CoerI’I SI n?féa t axane and an

al bunmi n, iadididypleingiepd theeeof rr@mprigingladmaniptesng toathe inskividefl pgetfgetivet o a

enn'tab ut 10%
(ol ud g aPSEE RS RRY el R AT RRaR FE R i e GRS B Woog 7096 sov%
90% or lRinnwhasinaké avdrsgd pnhdubé tsleelof tlhl namrmdltmmnspamcﬁet hod of

inhibiting netastasis to one or nodes_is prOV|ded | n sone
enmbodi rrerﬂoglpoﬁlﬁénﬂsaf%’agféathsthﬁ%é'I’?Ltt&Q‘é |nm ﬁswlbafr}%SSé%b@Oer%R(&lm t WBeEH ane in

the nanopg( hfd‘r‘xh&ta‘(l) g%s; ﬂi’kl%ﬁfe%&%' %ﬂ&léaﬁm@%é&' REEPE dInbs\énier%ﬁlg‘)YlﬁH&H§

adm ni stration sone e ments, there 1s prov a net’hod of
i nhi bi ti nhepangoestd e noaingkosf ttaating paetasit @sncer imarsindivivtlial/incheatl, conpri si ng

adm ni ste to the i vidual an effecti unt of a conposition
conprisiﬁbmﬁ 838???E$%£nE$WﬁF$§P igd Pﬁiﬁ @1gﬁnﬂgﬁagpﬁﬂﬂiﬁ» and wherein

the indi Vdomp%lsmhﬁl%oﬁ@h&lﬁgna&paﬁﬁsme ﬁsﬁ g&m&aﬁa E.'@al%ﬁﬁﬁij &Ha%l@mé In
sone enbodi ments, at | east about 10% (i nc ud| ng for exanpl e at |east about

fmy of ZO%anﬁmﬁoa@%1ﬂBO%a:]lﬂm%1d fﬁb@tfllngb%vemgemm@e sie¢ afstha sagopagtidleshi b: ted.h
nsorree odl nent met 0 I NNI DI tasis,to,on or nore ynp
nodes i s providaacss ke in Sacane b AR IR B T some
enbodi menbsut 200ennh A¥ABR:H chetiﬂftﬁwaamqm@pidgeés@ed & % @8R Akdd BBrab$.

adm ni stered by intravenous adm nistration. 8] I n some enbodi nent s,

t here i s Ipsewe gedodingmatsh gWron premdast 3 magiod of treatlng pancreatic cancer in an

individual in need thereof, comprising administering to the individual an effective
amount of a composition comprising Nab-paclitaxel, wherein the individual has
progressed on gemcitabine-based therapy. In some embodiments, there is provided a
method of treating pancreatic cancer in an individual in need thereof, comprising
administering to the individual an effective amount of Nab-paclitaxel, wherein the
individual has progressed on gemcitabine-based therapy. In some embodiments, the
method does not comprise administering gemcitabine. In some embodiments, the

method comprises administering gemcitabine in conjunction with the nanoparticle
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pancreatic cancer tunor nmetastasis in an individual, conprising

adm nistering to the individual an effective anmount of a conposition
conpri si yoranasandi cl es conpri sing a taxane and an al begirAIS2@N®3WhEr ei n
the individual exhibits a | ess desirable degree of responsiveness to a

encti t abi ne-based thera sone, enbqdi n at | east out 10%
O L R RE o s dimbodleR S A ety TR Begpmeos e gd BHeioR0, 805
90% or 14Q%atRhA64a8 hfedt $suchAl Qarbelslauﬂaamlﬁm%rﬂ@aﬁ‘é@dlaeﬁatdﬁ@d of

inhibiting metastasis to one or nore | ynph nodes is provided. In sone
enbodi mermethod éeestnak eorepiiis adaghistratical of ahntbiter of throhidgehmessigtahiegt axane in

t he nanop ticle.in the on is.adm ni stered. by intravenous

ni i ot ARG, & poaer AEERET ehdie sRem IS E R Bl Medhe et hod o

i nhi bi ti N@ethaNEy RAticati€ aieer. ThubBE efbbamicasd, thel 1ﬂd1amumehs\ﬁrﬂm§, conpri si ng
adm nistering to the individual an ef fective anount of a conposi tion

conpri si MNEEAEPENEFe] es conprising a taxane and an al bunin, and wherein

t he individual has recurrent pancreatic cancer (for exanple, the individual
devel ops reati 6, 7, 8, 9,
10, 11, fga§§4 orqggaﬁggt gﬁﬁﬁ%ﬁapﬁghgggﬁgﬁﬁ%ﬁgg?&gﬁg%%gﬁf%gﬁze based
therapy)1nmnumannuﬁﬁhndtmﬁnmﬁofamom@asnombmnpnﬂ@@hﬁk@ﬁhﬂﬁﬁngmpnmngxanple at

| east about an 0%, % .40% 60%. 70%  809% @6 or 1009 astasi s
i s inhi bi ?’8’6‘6 a a‘% aﬁanam@mr%me faxane i el Yﬁ’fth?h‘ﬂﬁ %}Wmnﬁl%?%glpéé‘? s to one
or nore |iyaRuA0d 8Sidtsht BF Eb‘ffa@t%@'y td P ﬁ&@eﬁﬁ@@%ﬁ@@ée’i’nm@aﬂﬁehﬁ%‘éﬁne is

paclitaxel. In sonme enbodi nents, the taxane 1 n the nanoparticle in the
conposi t itherapy. ddrome snbodichehts, ﬂmﬁwmvenmu@iauﬂhndsfuaﬁn@mmn@G&GO]|n somnme
enbodi nments, there is By vi d t hod. of hibitin ancr.ea cancer
Cunor mecagieadt €0 e A< rdnde ot tolhgitis iMatierinede BRNAESRbA e

I ndi vi duaiffedfiveirh @6 byecaﬂp@mﬁorpéor@p bpmﬁaegasmpﬂlﬁng]gtmmmt icles
conprising a taxane and an al bumin, and wherein a gentitabi ne-based therapy
has st oppadiipmen. whersisl the ayesageanarticdasige of the nagopagicles inghe mnogartigle or 10
mont hs.) %%0'81'&0}1 15%3 %Igatglh faf 91?8 t:266 LRt (s (Inlg&l z%flegsr&?a eetbo%? ﬁ(b()ﬁ anﬁ%’l@f of the
conposi tion conp nano 4 taxane and an albumin to
t he i ndi Vchdhﬁliwdﬂzﬂl 1§1@§E§taﬁﬁﬂi&dﬂrﬂ&d§1{y&o a@hof &ﬁﬁdp Qb.ﬁ:hfas Qﬁir(tab‘lﬁ‘d beeang for
exanpl e at | east about any of 20% 30% .40% 0@6 80% 90% or 100%
met ast asitBEIRRY); AR pPNE eEbO 1H16§6nﬁle@ﬁ66mVF@ﬁtasmet§°%rﬁf HeAINgPAPFHRES t i ng

et ast asi cndd? O ALFViERH f hotBRACPOIESn i Y Rfh HRferireNo BUTRASTERQALENE S, L he
taxane i s paclitaxe I'n sone enbod e taxafe in the nanopartlcle

i n the caoffeosvd amount of adompostiar ﬁdnﬂuysmgﬂanapmfnolas cmipmsnnga taxtnomd [ 0101] I n

sone enbodi nents, there is provided, a. hod of uci such
eradi ati r?é‘)aT%’r“él e‘%f‘%fﬁnﬁbe E'égl&f‘r is5Ppted Wéﬁ%‘? alg “??& &%@1 grags Bi":fﬂd&
et ast asigetd? dhdganbyimablenasiek nhﬁb;aﬂldwg’drﬂpdﬂsuﬁinqs 66 FR%lS kNG BER JPost ering to

t he individual an e?fectlve amount of a conposition conprising
nanopart ingh ésswhemss thium gbut LA ame, wldteiarthaindimdual isakegstentroriréfeadterdityi dual

has progresse i t abi ne-based therapy. sone n at | east
mbout . 100 R ROt G SRR AR e Rt B EAY: ot ok TRbrOBER B 00, B056
70% 80% r&a%d aneﬂl@@%)f Bl BSpansicatit Sarc@dMGAdndil IusReedRoreNnt s, et hod
of redu0|ng metastasis to | ynph node is provided. In sone enbodlnents t he
taxane i sopweisingadernistering e bydnatantesiect eeamaeppanka Femperdtiaanoparti cl e

in the co J n n ti [0102] I n
some enbadr e Vit BRL WHERhEfhe ok AL RERHR: BERNALSH B il

er adi at i nggrapy Suelhsgdnngtapmpdaeal therappndekoint lafmbomaieasst artesis (psaiddiedas

netastasis to the | ynph node) in an indiyvidual, HBFISIn g admnistering to
t he i ndi A ®@ethrd aﬁtr%%tmé@@nveatm?ﬁr ipfn indivil 4 fl?fzsint 6Rh FPEPHYNE

nanopar U hiisCAPH bR Aab@ARECANE ot BN Apa ANSkNBIELA dhe

i ndi vidual s reststant or ref ractory to a gennlpa i ne-based erapy. In
sone enbaddivelubkis resisting as tefambouy tol:0pbidr tharhpydisngh fogensoimhipedasdd | east about
any of 2096 %V 40% 60% 70%  80% aOW or 100% tastasis i s reduced.
' sorme. AR NEHOSE SHRUECEY. BoBELRAdoRRIotSPRRE PP Enode | 5

provi dEd Chﬁltﬁ&ﬁ@ pdoae é}ﬁﬁﬁd@meﬁtbe{hé AXARR cbmpR3&G ddhAi8lering ?erﬁ@i%ine

enbodi nmen the taxane in the nanoparticle |n the conposition is

admi ni st elnednjbyctlmtwdvélnmsom@mlnc@npmtmn In some embodiments, the method
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[0103] I n sone enbodi nents, there is provided a nethod of reducing (such as

eradi ating) pre-existing pancreatic cancer tunor netastasis (such as

net ast asiwot011138010ynph node) in an individual, conpri siPAE/UsAdNMLOBEGEri Nng to
the individual an effective anbunt of a conposition conprising

nanoparti ¢l es conprising a.taxane gnd.an al pum n, and erein the

[ ndi vi dudiochBe A TG PRSI § P gEmEr PasT Ak agih ot REPERIT PR some

embodi e tihatfh. [IEatte @RVHiMAAY0hE RRlHsdidRes AdticopatPhdnRliscaB88sbr #bout any
of 20% 30% 40% 60% 70% 80% 90% or 100% netastasis is reduced. In

sone enbadhibier of therbedgobiopsignadidg pathgvayss hsdgebpg inhdbitoyhph spwde is provi ded.

I i . . ' | . . .. mbodi , th
taane | eena Rt p b ELE AN uBRat Sl SuBRl RSPl By

i nt r avenausboddhedii, $he atlivadual b4 pamereatRdageirnent s, there is provided a
met hod of reducing (such as eradiating) pre-existing pancreatic cancer
tunor netastasis (such as netastasis to the | ynph node) in an individual,

conpri si A808dni ni stlBpPmg cbodinents, hevnefhied cURdrEres adninEerfitigrike of a
conposi ti; | S Il : | Sk E : um n,
and wher i FRIPH SO CARBREE L e B SAERLhith Sl 1SR BhAL

r esponsi wexems and an albgeing ivilaidin éheltasend it beataiyith the dlomeinearhiodhareinttse  at

| east abaut. 10% (includi ng for exanple at | east about. any of 20% 30% 40%
60% 70%111%@%%@@% aidsd 19 ¢rpgn Lo %%SPQH%%‘@}élﬁahmgé%edet 88 nent s,
met hod ofy, kERHChbEdiTRnAS {8 B pr/illedPReMd®f tréatRlePhiheiesic ddhcSAH RN _
enbodi nents, the taxane is paclitaxel. In sone enbodi nents, the taxane in
t he nanopadividuhkinineed thereobmpowirisingrndingnistdring tosthe iratividyalianteflaoterous

adm nistrati og. I n SOne. enbodi nent s att.l east about 10% (i racl udi ng for
exanpl e A9UB5R% SHBRS AR OBIP L B, T BYRA I 60O HIS ST BT 0% or 1009
et ast asiFoursinf RHSERCAhe hVbr8Q IO Gide BRI handPthaeh i@fthd RM6EaMGlIeNEL ast asi s

to lynph node is provided. 1n sone enbodi nents, the taxane is paclitaxel.
I n some E9PWEbiHERisnO giReter tiraakot 209 Ran (atiosdedsithancationt ZHMPowpesint i on i s

adm ni st iR neus 1N str.at] . I n 2 e i ments,
there i s%fﬁggl\ﬁ%%l ggsﬁ%ﬁ ﬁcgg) rg’%go ?ggﬁ?:&)ﬁlg} ,(hgfl}l@ H[(%icggl% §8IP§%|[BE%E)6[%§§ exi sting
pancr eat itheragy)C @i séri@embodihRatsatie it ptisideds: methas bastRingPahdieatleymph node)
in an individyal, conprising adm nistering to the jndividual an effective
amount ofC3BCEE HRPHEIN Vi HbpesHitBsTRef. FRIAREARE rdMiBlstegse the iRgiViduabdthne and an
al bum n, . i Wale [BY2 . cﬂﬁ]?‘:‘f" i r (for
exanpl e, ?ﬁgtlywnﬁﬁﬁrgag%%ﬁég&e%l%%@@%cr alga?lgﬂ %:rglﬁlgge(r: a tgen%’a% ag‘ﬁi‘f@%{#ya of about
2, 3, 4, dnalymin, wBerei, thd Gixadelis ch@ed 24th the alB6mim mtheseinufheravege pasiskat | on of

: . : 0
(i Pol ud REPer RapREclst T b SEosBatie YOOI oa00gHo S0 BoMb804070% - 80%
90% or 1PPWuchB! RS @ah abdit 200 HHG EPhertiR BOMRIBARPHAIRNES 0 BRIAG f
reducing netastasis to | h nodé is provided. In sone enbodi nents, the
t axane i rivadicrapyxelich asigegwitabinerbasdid earapy). Theomagambediinantshtbenganoparticl e

R R g
eradi at i %hlp@i@?ﬁ%&hﬁﬁikt@ﬁn@ﬁﬂﬁé Qi vidus AN eeecti W @iouiebAS t@EpSitduch as

metastasis to the | ynph node) in an individual, conprising adm nistering to
t he i ndi oawaisingrVadr paskitaxgle whstsimthe andizided e &dited do resporst oy pitpr

nanoparti | Sl N a ] e -

ooyt b iRy SREPH RlfliBiot BB 1 SR ThApa AR IR Bedbiqea , 5

5, 6, 7, @Bmellod of trdfingpahhsltiocda@teriiniai iralividgal il fecdldheao S tomptising of t he

effective anount, of the conpaosition conprisi n& nangparticles conprising a

t axane arfdDURSEIIBY A the drdividraliaggffgrtinsamoun ok Fakpactitalnihran thy | east

about 10% ;i j . -af . 2Q0 9 0% 60%
1?1&918%5%5 R%41d4Qb - @ﬁrcploea @IIQI' tﬁé’ﬁ%}h gsggpasl %erﬁ)[mﬁfnng%ﬁ%eéﬁrﬂré%{)g). 9 9

70% 80% % or 100% netastasis Is re sonme enbodi met hod
of reducilngometabbdmients, thelperhdd daxdanot somppringi adednistering gemciaabibedilnent s, t he

taxane is paclitaxel. |In sone enbodi nents, the taxane.in the nanoparticle
i n the coRPEEMORHNSLS B RiNGe SPBRMISY iR BEn BRI 1S EPRP PO

with the nanoparticle composition. In some embodiments, the method does not

comprise the administration of a platinum-based agent (such as carboplatin or
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[0107] I n sonme enbodi nents, there is provided a nethod of reducing incidence
or burden of preexisting pancreatic cancer tunor netastasis (such as

net ast asiwot011138010ynph node) in an individual, conpri siPAE/UsAdNMLOBEGEri Nng to
the individual an effective anbunt of a conposition conprising

nanoparti cl es. conprisin .taxane an n,al bum n, wherein the ipdividual
nas. pr ogr GUTH ol wesH Bl HER babe Feirgriapy P AT B LHIOUEHEAPED | he
taxane i snpBRbi dfaK€hedgbRos QBRAIREDANWIENE BeddehBg IAXARS). ITR sbRg nanoparticle
in the conposition is admnistered by intravenous adm nistration. [0108]In
sone enbcdibediments,ttheindividnaphavicetietastatet prygreafic cawaci mgomeci dence or

burden of rgexi tkn .ﬁaqﬁrg tic.cancer t%nnr nmet astasi s (such as

net ast asi€ 10" S’H@%S VAo ?a%g{l%ar’{yipﬁ%‘ir% ](fucélfl(,:er'conpri sing admnistering to
the individual an effective anbunt of a conposition conprising

nanopar t i[0083 conprihsoMg embobaxmes, drtn@&hodtdiprides admthiwheigionhd he
individual is resistant or refractory to a gentitabi ne-based therapy. In
sone enbdBfiriakan effestiveamaentiol 259@PPsidYeFOMPpiisiahhanopnisls FRRPLSINg Ae t axane

in the nanopanhi %%%Bﬁﬁ,%e?&ﬂﬁ%%%%n%@s L &Pﬂlﬂ‘i‘ HRLAE RN nd Dh&GEYGROUS

adm ni stration. n sone enbodi nents, there is provided a nethod of
r educi ng ihdicidiehoditors adeysdiesirale gegeexofatipogsipeanss @ad prdoraheragy (stichray
metastasis (such as netastasis to the | ynph node). i n an | ndiyi dual,
Corpr | o1 HERH A TarHGSEE X N STHAFFPOUATE i (6 et S ABEo Bl o
CO”DOS'tHﬂﬁﬁﬁ%ﬁﬂﬁkéﬁ@Qaﬂﬁﬁﬁﬂﬁﬁhﬂﬁhﬁél&HﬁﬁﬂH&hﬂgﬁﬁmhﬁﬁﬁﬁﬁnﬁﬂﬁméﬁngMpUm n
and wherein the individual has failed to respond to a gentitabi ne-based

t her apy. thainslonduadpbetfesrentagiounhel a cgmeitios cpapkisingxehopatticlesone

enbodi nents, the taxane in the nanoparticle in thq. onposition is

admi ni st §PBIPTB{EAIEFAG ARG AL AN T AP BV efa5E PaTHC Sgg"’n’?stJ Bbodi nent s,
there is mneyirtaes @ thehhPpadicld @MpekiioniiNgs SeACLHah aboui2e0 naf (spereaxi sti ng
pancreatic cancer tunor netastasis (such as netastasis to the | ynph node)
in an i ndessitirsaboue s wheredhe Hidstidwdl gghibis & frss derdiabledigarcegh ef f ecti ve
amount of osition.c risin a 1icles 1.S§ axane and an
albunin,]% éﬁﬁﬁgF%%%) Igﬂﬁﬁ?ﬁbfﬁﬂg}Qg£§?@§%§ﬁgﬁﬁg§§¢ gg?*ggfgnlegree of

r esponsi aitegliménms, ahage iprd vided £ nlasddfitheadapyanctaatis omeeitmdhd®iual t he
taxane is paclitaxel. In some enbodi nents, the taxane in the nanoparticle
in the cdhpsd thesalicempenngrdmat gering o the sl an sHestivesroant off  [0111] I n

sone enb %irl[ﬁggli‘ﬁ.%n c&llﬂgﬁ%g% ﬁaﬂgﬁﬁicﬂe‘% céof‘hg?@i:ng QLQa)&fne 'éﬁ(‘ij HE Lll'%gmﬁrﬂ % G EheOr

burden of preexistin creati c canc nor nmetastasis (such as
nmet ast asitsxane it dratddywnipt the adi@dmin nwbdreinrtbié v edaggl particderpize of thg nawbparticddser i ng t o

the individual an effective anpunt of a conposifion conprisi

nanopar t i'BES"WERBHFISICREIPES Hak Bl S TR A El%inhg _

i ndi vi dualhohesor K WheRtin @@Wi%w%xﬁﬁm%r1es((§]td@§ira%&ta<re%!re%oft he i ndi vi dual
u

devel ops pancreatic cancer after about any abo , 3, 4, 5, 6, 7, 8, 9,
10, 11, Iespopdiyengss @6 proorttherapyponch #ea gasdtbingrbaséd hegewti nabinne- based

Lt )l ga, SRR RV Rl AR R i R

admi ni st ah @dedthefebt, COMPAGUE aathiiftbiShd @tth@Mdividual an effective amount of a
composition comprising Nab-paclitaxel, wherein the individual exhibits a less desirable
degree of responsiveness to a prior therapy (such as a gemcitabine-based therapy). In
some embodiments, there is provided a method of treating pancreatic cancer in an
individual in need thereof, comprising administering to the individual an effective
amount of Nab-paclitaxel, wherein the individual exhibits a less desirable degree of
responsiveness to a prior therapy (such as a gemcitabine-based therapy). In some
embodiments, the method does not comprise administering gemcitabine. In some
embodiments, the method comprises administering gemcitabine in conjunction with the

nanoparticle composition. In some embodiments, the method does not comprise the
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[0112] I n sonme enbodi nents, there is provided a nethod of reducing incidence
or burden of preexisting pancreatic cancer tunor netastasis (such as

net ast asiwot011138010ynph node) in an individual, conpri siPAE/UsAdNMLOBEGEri Nng to
the individual an effective anbunt of a conposition conprising

nanoparticl es. conprising.a taxane and anp al bum n, and erein a

Gonol ¢ abiHET NS U Gia Ay B et apaRahar cuRanpin o foftagy: 1Badre 1, 2, 3,
4, 5, 6, efabdiméhts, Me HOMEBALASo\WHRPribdAdnhidtstAGord SreanddRibibssr@é i on of the
ef fective anmount of the conposition conprising nanoparticles conprising a

t axane argdaehogistamaling pshwhe(a edigehaguiahibitpr). dosmeneerhbellimentssthet he t axane in
the nanoparticle in the c osition is adm nistered by |ntravenou

admi i ot ravishares Do SRR rsdl srbsfis T Owdr EmPeaiialy e a €V o0 of
reduci ng HAaPEHRAE pahcfANE incktiNOr si ze in an individual, conprising

adm nistering to the individual an effective anount of a conposition

conpri sing nanoparticles conprising a taxane and an al bum n, wherein the

i ndi vi due{ﬁ()%ls pr odP &9¥e §MbAJGHES: %Wﬁho%mqehé@aﬁwem% ©dhs

enbodi ment, s, ; Sl i : . : J .uding for
exanpl o apivichdt Bt e Bk M) ot PO O e BB R 100y
I n sone eatxmdiangnh slbutiie vilexdn éhe texgnads cdazodewith e dlomeineahiodhareinttse t he
taxane in the nanoparticle in the conposition is admnistered by

intr avenda@wg&?fl?ﬁsg?ﬁua&epbwnq%ﬂg ek ghe lpﬁlﬂalffuﬁﬁ%lw Al has
noﬂ'”Eta%hﬁ&%&kﬂﬁ@ﬁ&%ﬁkkQmﬁﬁﬂﬁﬁéfmkﬂt§9ﬁﬁ,iW@QQSﬂ%ﬁb?lLﬁb?&LBQBH'dU?' has
primary pancreatic cancer. [0114]1n sone enbodi nments, there is provided a

met hod ofmembuepanghe agssatemt df@ gearwdebine-based théragy)i hn somé enibedichgats,

conpri si adm ni stering t he .i ndi vi dual an effectiv nount of a
Composi t 1 BFECORRY et AGarEpArer s B ceitiber iR a pabifel TAn "l Bur n,
and wher ghétebt)€ormpadiig Sdtainidt&ingas itlkd pblvidial Lieéff@eitamolift of a .
genti t abi ne- based therapy. In some enbodi ments, the tunor size is reduced
at | east @PWEsitie0IRPHENE BAtRpaftisiessRappbag attatanggnd apalbumihyvhsreindw, 30%
40% 60%, 709 % . 90% 9., e ' Sip & X i's
pact i oo R SR BB i T TR SIRRI S A F b REARE | B

conposi t ithih aHuaddd Mngtiehed 143y thantabamed0us ) adlierein $hd @atlividual has sonme
enbodi ments, the individual has non-netastatic pancreatic cancer. In sone
enmbodi merESTanhBANCHAtG cares (fRagxamnledhs/inghidiab deYetons RAREFALN9E] | n some

embodi ey addiehfy bSadRPY. H1ads 3 B MRdoOf) 9L NG RRAGGAbL reCancer tumor

size in an In al, conprising adm'nistéring 'to t ual an

ef f ecti veessatiombdf oferacicbinpesistd terapg)phi sshregmisdoparty, iticdre s provided si ng a

t axane and ﬁn gébumin, and wherein the indiyidual asijailed.to respond to
a genci t 4B BLEHNE RARGIFRIC ARCeE dhan HdhotaEhiced thefeoh EoMBPINSe i s reduced

at | east a’ﬂﬁﬁhﬁ%teﬂigg/Qd {hBGhdHGiang anfePfoc@XARb it 8F a LEAPSsi AR mARInO! 20% 30%
40% 60% 70% 80% 90% or 100% . In sone enbodi nents, the taxane is

pacl i t axelanopartigdeneoreprizotj aanes andre akweinewhereinttbe Ranopiacoited withn t he
s adm,ni stered b Veno adm nistrati

enbod; mertfe P ERELHGh Hlscienie PRBRE A n popRe Sl PE natalRTE ) o some
enbodi mendognpobilien igish piestepdhah aborR ROOBAY(sRESH1ER thah AHBVERTO nm), wherein

the individual has recurrent pancreatic cancer (for example, the individual develops

pancreatic cancer after about any of about 2, 3,4, 5,6, 7, 8,9, 10, 11, 12, 24, or 36

months upon the cessation of a gemcitabine-based therapy). In some embodiments,

there is provided a method of treating pancreatic cancer in an individual in need

thereof, comprising administering to the individual an effective amount of a

composition comprising Nab-paclitaxel, wherein the individual has recurrent pancreatic

cancer (for example, the individual develops pancreatic cancer after about any of about

2,3,4,5,6,7,8,9, 10, 11, 12, 24, or 36 months upon the cessation of a gemcitabine-

based therapy). In some embodiments, there is provided a method of treating
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[0116] I n sone enbodi nents, there is provided a nethod of reducing
pancreatic cancer tunor size in an individual, conprising admnistering to
t he i ndi wouall/ssoief f ecti ve anmount of a conposition conpCirAiSpgL1/037462
nanoparticles conprising a taxane and an al bumi n and wherein the individual

exhibits a | ess desir.abl e % ele of Ip siveness to.a gentit b| ne- based
t her apy. PRACSRHECBRYIAR Hé‘Hﬁ%l UHe ng FC§F£8mP§51P%6 Stg?na t@é & about 10%
(i ncl udi ngdify RiuaBAATRICBvAAmbEADE NADPAEL@RY, Rherd e ﬁ{aﬁldéa@%as ROYArenf0% 80%

90% or 100% . In sone enbodi nents, the taxane is paclitaxel. In sone
enbodi merntagereatiecanasd fre qxnrnphethnambplalualn dgivelopnparisecatio npssi aftyrabput

i vi dudl' RASSHBR: wot debat R piihd o P By AT IR LT e s, ¢ ne

i ndi vi dU?enﬁﬁ&blﬁémeyh@a@}Qr e@torfe 6@BSEMen{sOthd Adtbds@mpraspodi nents, there
is provided a nmethod of reducing pancreatic cancer tunor size in an

i ndi vi dusidmigisiepng SPgitaking 1ﬁ|¢§t1Jélfl?tH§1 vish theenapepfirysle gampestiest. flaspmge anount
of a CO”pe Ot V{ﬁé@hé%@@h&bﬁg ézﬁnblﬁgé &8 2GR %1oH%f§‘ %@ﬁ&%a@é‘(ﬂ an
hd wher i n e a at cPéa

al bum n, I IRY as recurren IC cancer (for
exanpl e, atghﬁat (sumﬂuamcdﬂﬂbladﬁ\oebmplatlp)arlﬁrsembiemboamms &fetrﬁéthedbdmﬁs nany of about
2, 3, 4, 5 6, 7, 8, 9, 10 , or 36 npnths upon the cessation of
a a gem:.Cpamnﬁ%afiiia%%raflﬁ%%ﬁwhlwwr %% hedgshag sgnpling RNBVRLAGII8 | s

reduced ahpiheaSt AQMM erﬁ@o&&kﬁ@'tﬁ@'iﬂﬁ%ﬁ% hEX ARh R aatib ﬁ%&&ea%‘%%!ﬁce@“y of
20% 30% 40% '60% /0% 80% 90% or 100% . In sonme enhbodi nents, the

t axane i sInpambwtrﬂoméﬂmentmtIs:on@veimbkimsmmasy partvecatiaxamer.i n t he nanoparticle
in the conposition is adm nistered by intravenous adm nistration. In sone

enbodi ne the i d| vi dual has no atic reati c ca In sone
enbodi menPESlt ne | daisurEboniienfy Medryh s @il e BYa] 1 " sone
enbodi Menh&ividuBRireefed iR MbERGTa cBRPOAHoREoh BN Moﬁ%@fe@@bﬂnﬁnﬁﬁ@ﬁer t umor
size in an individual, conprising admnistering to the individual an

ef f ect i veaxareand apalbymin mhsssin thertaxameps Fatesyw it hspdbumia) e wmfpmuasu ng a

t t d
(ForoxarioR heirdfliha it pighic B A% 33 OGHPERRS JBHRRYNES f cbPe
initiatingast he2,3da) NicsTr &1, onl®iohhe) whdd @aaivig tlﬁ'rmﬁmsoﬁudm ta®nposi ti on

conpri sing nanoparticles conprising a taxane and an albumn to the
i ndi vi duditfectiye apepnt ehhsgomprsidon fmplflﬂ%fla%qpémeé cPEgrieiag adixangaad about

10% (i nc'dﬁ%ﬁlﬂn&‘% t}%xlﬂﬁ'ﬂ@ |RiaPtm sS%,%tenf’bQHﬁﬁe A ¥hepd 1sr?$9<f91dé’&3a/ B 60% 70%

80% 90% or 1009 I'n some enb ment s e taxane I s pa Itaxel. In sone
enbodi ne rtt@ting pancteiarendenirt dreindavivbpdint need éhdrepf! dvenmoieosintinstering to

adm ni stere intravenous admnistration. In sonme enbodi nents, the
i ndi vi dudh® H]élé‘y?l}&ln e f‘é‘ét’cvﬁtaf‘l?uﬁ'a?ltj&‘é’é’?ﬁoélt’@gr‘f(?g‘rpn“lnﬁ BRI Bodi ment s, the

i ndi vi dualonfpaRingla (iRdn¢ aRAAR LRAKIS, WIRAGR the 1@k hAicROTR: &MRodi nents, there
is provided a méthod of prolonging time to di Sease progression of

pancr eat iranegargees inghgnanopriigrestsiponition eene giegtey tiah abent2R0inndisvédasal |

Compos: {151 BORTFR LA HahBpsPct erad uBhp ral ner & eelke AR e %Ry Bum n

wher ei n tH&@sdoﬁﬁéd/Qf&L@danﬁb&ﬁfcﬁra@gsl’a@tslsﬁd?)aﬂ596”13|St alirne-haaed vitear apy. | n sone
enbodi nment s met hod prolongs the time to di sease progression by at

| east anyn@atlgg thp adgnmg_tratg;n of thereffegtivgamaent of the cppppsidieg comprisiage
enbodi mery g?patlrhcg ﬁ%&@ﬂ%lﬂ PLARSNG it HRin kO ol iREIRRPIRYbHRS! ON by at

| east any
embodiments, there is provided a method of treating pancreatic cancer in an individual

in need thereof, comprising administering to the individual an effective amount of a
composition comprising nanoparticles comprising a taxane and an albumin, wherein the
taxane is coated with the albumin, wherein the average particle size of the nanoparticles
in the nanoparticle composition is no greater than about 200 nm (such as less than
about 200 nm), wherein a prior therapy (such as a gemcitabine-based therapy) has

stopped (for example, for at least 1, 2, 3, 4,5, 6,7, 8,9, or 10 months) when initiating

29



.4, 2.

, , 4, 5.6,
2011/153010 PCT/US2011/037462
the administration of the effective amount of the composition comprising nanoparticles
comprising a taxane and an albumin to the individual. In some embodiments, there is
provided a method of treating pancreatic cancer in an individual in need thereof,
comprising administering to the individual an effective amount of a composition
comprising Nab-paclitaxel, wherein a prior therapy (such as a gemcitabine-based
therapy) has stopped (for example, for at least 1, 2, 3, 4,5, 6,7, 8, 9, or 10 months)
when initiating the administration of the effective amount of the composition
comprising nanoparticles comprising a taxane and an albumin to the individual. In
some embodiments, there is provided a method of treating pancreatic cancer in an
individual in need thereof, comprising administering to the individual an effective
amount of Nab-paclitaxel, wherein a prior therapy (such as a gemcitabine-based
therapy) has stopped (for example, for at least 1, 2, 3, 4,5, 6,7, 8, 9, or 10 months)
when initiating the administration of the effective amount of the composition
comprising nanoparticles comprising a taxane and an albumin to the individual. In
some embodiments, the method does not comprise administering gemcitabine. In some
embodiments, the method comprises administering gemcitabine in conjunction with the
nanoparticle composition. In some embodiments, the method does not comprise the
administration of a platinum-based agent (such as carboplatin or cisplatin). In some
embodiments, the method does not comprise administration of an inhibitor of the
hedgehog signaling pathway (a hedgehog inhibitor). In some embodiments, the
individual has non-metastatic pancreatic cancer. In some embodiments, the individual

has primary pancreatic cancer.

[0086] In some embodiments, levels of serum CA 19-9 in the individual
administered with the composition of the present invention decrease significantly. In
some embodiments, the levels of serum CA 19-9 in the individual administered with
the composition comprising nanoparticles comprising a taxane and an albumin are
decreased by at least about 20% (including for example at least about any of 20%, 30%,
40%, 50%, 52%, 53%, 55%, 57%, 59%, 60%, 10%, 80%, 90%, 95%, or 100%) in
comparison to the levels of serum CA 19-9 prior to the treatment. In some
embodiments, the levels of serum CA 19-9 in the individual administered with the
composition comprising nanoparticles comprising a taxane and an albumin are
decreased by at least about 50% in comparison to the levels of serum CA 19-9 prior to

the treatment.
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5.8, 6.0,
8.8, 9.0

6.2, 6.4, 6.6, 6.8, 7.0, 7.2, 7.4, 7.6, 7.8, 8.0, 8.2, 8.4,
9.2, 9.4, 9.6, 9.8, 10.0, 10.2, 10.4,
WO 2011/153010 PCT/US2011/037462
[0087] In some embodiments, the method is for treating an individual having

locally advanced, unresectable, or metastatic pancreatic ductal carcinoma, wherein the
individual has progressed within 6 months (such as within any of about 5, 4, 3,2, 1
month) of gemcitabine-based therapy, comprising administering (such as administering
intravenously) to the individual an effective amount of a composition comprising
nanoparticles comprising albumin and a taxane (such as nanoparticles comprising
albumin and paclitaxel, for example ABRAXANE®). In some embodiments, the
nanoparticle composition is administered weekly at the dose of 100 mg/m”. In some

embodiments, the administration is carried out three out of four weeks.

[0088] In some embodiments, the pancreatic cancer is exocrine pancreatic
cancer or endocrine pancreatic cancer. The exocrine pancreatic cancer includes, but is
not limited to, adenocarcinomas, acinar cell carcinomas, adenosquamous carcinomas,
colloid carcinomas, undifferentiated carcinomas with osteoclast-like giant cells,
hepatoid carcinomas, intraductal papillary-mucinous neoplasms, mucinous cystic
neoplasms, pancreatoblastomas, serous cystadenomas, signet ring cell carcinomas, solid
and pseuodpapillary tumors, pancreatic ductal carcinomas, and undifferentiated
carcinomas. In some embodiments, the exocrine pancreatic cancer is pancreatic ductal

carcinoma.

[0089] The endocrine pancreatic cancer includes, but is not limited to,

insulinomas and glucagonomas.

[0090] In some embodiments, the pancreatic cancer is early stage pancreatic
cancer, non-metastatic pancreatic cancer, primary pancreatic cancer, advanced
pancreatic cancer, locally advanced pancreatic cancer, metastatic pancreatic cancer,
unresectable pancreatic cancer, pancreatic cancer in remission, or recurrent pancreatic
cancer. In some embodiments, the pancreatic cancer is locally advanced pancreatic
cancer, unresectable pancreatic cancer, or metastatic pancreatic ductal carcinoma. In
some embodiments, the pancreatic cancer is resistant to the gemcitabine-based therapy.
In some embodiments, the pancreatic cancer is refractory to the gemcitabine-based
therapy. In some embodiments, the pancreatic cancer is resectable (i.e., tumors that are
confined to a portion of the pancreas or has spread just beyond it that allows for
complete surgical removal), or locally advanced (unresectable) (i.e., the localized

tumors may be unresectable because of local vessel impingement or invasion by
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10.6, 10.8, 11.0, 11.2, 11.4, 11.6, 11.8, 12.0, 13, 14, 15, 16, 17, 18, 19,
20, 21, 22, 23, 24, 30, 36, 42, 48, 54, 60, 66, or 72 nonths. In sone
enbodi merwe,20tks3aiaxane i s paclitaxel. In some enbodi meRCI/USLII@/08B%ANE | N
t he nanoparticle in the conposition is adm nistered by intravenous
adm ni strati 6n. LOIZOIL[1 n,Some nbodi nents, there i S gr oxi ded a met hod of
pr ol ongi rﬂij erhé pme embo 1ments, the pancreatic cancer 1S, according to American Joint

Committee on Cancer (AJCC) TNM classifications, a stage O tumor (the tumor is

confined to the top layers of pancreatic duct cells and has not invaded deeper tissues,

and it has not spread outside of the pancreas (e.g., pancreatic carcinoma in situ or

pancreatic intraepithelial neoplasia II1), a stage IA tumor (the tumor is confined to the

pancreas and is less than 2 cm in size, and it has not spread to nearby lymph nodes or

distinct sites), a stage IB tumor (the tumor is confined to the pancreas and is larger than

2 cm in size, and it has not spread to nearby lymph nodes or distant sites), a stage 1IA

tumor (the tumor is growing outside the pancreas but not into large blood vessels, and it

has not spread to nearby lymph nodes or distant sites), stage IIB (the tumor is either

confined to the pancreas or growing outside the pancreas but not into nearby large

blood vessels or major nerves, and it has spread to nearby lymph nodes but not distant

sites), stage III (the tumor is growing outside the pancreas into nearby large blood

vessels or major nerves, and it may or may not have spread to nearby lymph nodes. It

has not spread to distant sites) or stage IV tumor (the cancer has spread to distant sites).

[0091] The methods provided herein can be used to treat an individual (e.g.,
human) who has been diagnosed with pancreatic cancer and has progressed on a prior
therapy (e.g., gemcitabine-based, erlotinib-based, or 5-fluorouracil-based therapy). In
some embodiments, the individual is resistant to treatment of pancreatic cancer with
gemcitabine-based therapy (e.g., gemcitabine monotherapy or gemcitabine combination
therapy) and has progressed after treatment (e.g., the pancreatic cancer has been
refractory). In some embodiments, the individual is initially responsive to treatment of
pancreatic cancer with gemcitabine-based therapy (e.g., gemcitabine monotherapy or
gemcitabine combination therapy) but has progressed after treatment. In some
embodiments, the individual is human. In some embodiments, the individual is at least
about any of 30, 35, 40, 45, 50, 55, 60, 65, 70, 75, 80, or 85 years old. In some
embodiments, the individual has a family history of pancreatic cancer (e.g., at least 2
first-degree relatives affected with pancreatic cancer without accumulation of other
cancers or familial diseases). In some embodiments, the individual has one or more
hereditary pancreatic cancer syndromes, including, but not limited to, BRCA2
mutation, familial atypical multiple mole melanoma (FAMMM), peutz-jeghers
syndrome, and hereditary pancreatitis. In some embodiments, the individual is a long-

time smoker (e.g., more than 10, 15, or 20 years). In some embodiments, the patient
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early stage of pancreatic cancer, non-metastatic pancreatic cancer, primary pancreatic
cancer, resected pancreatic cancer, advanced pancreatic cancer, locally advanced
pancreatic cancer, metastatic pancreatic cancer, unresectable pancreatic cancer,
pancreatic cancer in remission, or recurrent pancreatic cancer. In some embodiments,
the individual has Stage 0, IA, 1B, IIA, IIB, 1I1, or IV pancreatic cancer according to
AJCC (American Joint Commission on Cancer) TNM staging criteria. In some
embodiments, the individual has ECOG/WHO/Zubrod score of 0 (asymptomatic), 1
(symptomatic but completely ambulatory), 2 (symptomatic, <50% in bed during the
day), 3 (symptomatic, >50% in bed, but not bedbound), or 4 (bedbound). In some
embodiments, the individual has a single lesion at presentation. In some embodiments,

the individual has multiple lesions at presentation.

[0092] In some embodiments, the individual is a human who exhibits one or
more symptoms associated with pancreatic cancer. In some embodiments, the
individual is at an early stage of pancreatic cancer. In some embodiments, the
individual is at an advanced stage of pancreatic cancer. In some embodiments, the
individual has non-metastatic pancreatic cancer. In some embodiments, the individual
has primary pancreatic cancer. In some of embodiments, the individual is genetically
or otherwise predisposed (e.g., having a risk factor) to developing pancreatic cancer.
These risk factors include, but are not limited to, age, sex, race, diet, history of previous
pancreatic cancer, presence of hereditary pancreatic cancer syndrome (e.g., BRCA2
mutation, familial atypical multiple mole melanoma, Peutz-Jeghers Syndrome,
hereditary pancreatitis), genetic (e.g., familial pancreatic cancer) considerations, and
environmental exposure. In some embodiments, the individuals at risk for pancreatic
cancer include, e.g., those having at least 2 first-degree relatives who have experienced
pancreatic cancer without accumulation of other cancers or familial diseases, and those
whose risk is determined by analysis of genetic or biochemical markers (e.g., BRCA2,
pl6, STK11/LKBI, or PRSS1 gene). In some embodiments, the individual is positive
for SPARC expression (for example based on IHC standard). In some embodiments,

the individual is negative for SPARC expression.
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7.0, 7.2, 7.4, 7.6, 7.8, 8.0, 8.2, 8.4, 8.6, 8.8, 9.0, 9.2, 9.4, 9.6,
10.0, 10.2, 10.4,
WO 2011/153010 PCT/US2011/037462

[0093] The methods provided herein may be practiced in an adjuvant setting.
In some embodiments, the method is practiced in a neoadjuvant setting, i.e., the method

may be carried out before the primary/definitive therapy.

[0094] The methods described herein are useful for various aspects of
pancreatic cancer treatment. In some embodiments, there is provided a method of
inhibiting pancreatic cancer cell proliferation (such as pancreatic cancer tumor growth)
in an individual, comprising administering to the individual an effective amount of a
composition comprising nanoparticles comprising a taxane and an albumin, wherein the
individual has progressed on gemcitabine-based therapy. In some embodiments, at
least about 10% (including for example at least about any of 20%, 30%, 40%, 60%,
70%, 80%, 90%, or 100%) cell proliferation is inhibited. In some embodiments, the
taxane is paclitaxel. In some embodiments, the taxane in the nanoparticle in the

composition is administered by intravenous administration.

[0095] In some embodiments, there is provided a method of inhibiting
pancreatic cancer tumor metastasis in an individual, comprising administering to the
individual an effective amount of a composition comprising nanoparticles comprising a
taxane and an albumin, wherein the individual has progressed on gemcitabine-based
therapy. In some embodiments, at least about 10% (including for example at least
about any of 20%, 30%, 40%, 60%, 70%, 80%, 90%, or 100%) metastasis is inhibited.
In some embodiments, a method of inhibiting metastasis to one or more lymph nodes is
provided. In some embodiments, the taxane is paclitaxel. In some embodiments, the
taxane in the nanoparticle in the composition is administered by intravenous

administration.

[0096] In some embodiments, there is provided a method of inhibiting
pancreatic cancer tumor metastasis in an individual, comprising administering to the
individual an effective amount of a composition comprising nanoparticles comprising a
taxane and an albumin, and wherein the individual is resistant or refractory to a
gemcitabine-based therapy. In some embodiments, at least about 10% (including for
example at least about any of 20%, 30%, 40%, 60%, 70%, 80%, 90%, or 100%)
metastasis is inhibited. In some embodiments, a method of inhibiting metastasis to one

or more lymph nodes is provided. In some embodiments, the taxane is paclitaxel. In
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some embodiments, the taxane in the nanoparticle in the composition is administered

by intravenous administration.

[0097] In some embodiments, there is provided a method of inhibiting
pancreatic cancer tumor metastasis in an individual, comprising administering to the
individual an effective amount of a composition comprising nanoparticles comprising a
taxane and an albumin, and wherein the individual has failed to respond to a
gemcitabine-based therapy. In some embodiments, at least about 10% (including for
example at least about any of 20%, 30%, 40%, 60%, 70%, 80%, 90%, or 100%)
metastasis is inhibited. In some embodiments, a method of inhibiting metastasis to one
or more lymph nodes is provided. In some embodiments, the taxane is paclitaxel. In
some embodiments, the taxane in the nanoparticle in the composition is administered

by intravenous administration.

[0098] In some embodiments, there is provided a method of inhibiting
pancreatic cancer tumor metastasis in an individual, comprising administering to the
individual an effective amount of a composition comprising nanoparticles comprising a
taxane and an albumin, and wherein the individual exhibits a less desirable degree of
responsiveness to a gemcitabine-based therapy. In some embodiments, at least about
10% (including for example at least about any of 20%, 30%, 40%, 60%, 70%, 80%,
90%, or 100%) metastasis is inhibited. In some embodiments, a method of inhibiting
metastasis to one or more lymph nodes is provided. In some embodiments, the taxane
is paclitaxel. In some embodiments, the taxane in the nanoparticle in the composition

is administered by intravenous administration.

[0099] In some embodiments, there is provided a method of inhibiting
pancreatic cancer tumor metastasis in an individual, comprising administering to the
individual an effective amount of a composition comprising nanoparticles comprising a
taxane and an albumin, and wherein the individual has recurrent pancreatic cancer (for
example, the individual develops pancreatic cancer after about any of about 2, 3, 4, 5,
6,7,8,9,10, 11, 12, 24, or 36 months upon the cessation of a gemcitabine-based
therapy). In some embodiments, at least about 10% (including for example at least
about any of 20%, 30%, 40%, 60%, 70%, 80%, 90%, or 100%) metastasis is inhibited.
In some embodiments, a method of inhibiting metastasis to one or more lymph nodes is

provided. In some embodiments, the taxane is paclitaxel. In some embodiments, the
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In some embodiments, method of reducing metastasis to lymph node is provided. In
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[0105] In some embodiments, there is provided a method of reducing (such as
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lymph node) in an individual, comprising administering to the individual an effective

amount of a composition comprising nanoparticles comprising a taxane and an
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conpr i si ngbuNBRAXANEQdiViduahelreiomnd diebRARRAXANE(da)t dbvuath?h (insluaingdomeekl y or
weekly for three out of r weeks at a dose rang&;g from about 80 ng/nR to

f
about 15(?Xﬁ§1P]r?Qﬁtéﬁfaéfrab@%%i%ﬂ?i,2057%89%’f@%)’ Re7orY) PabitfontEr ST PR i ndi vi dual
hi b ob ; _ b e based
exhi bi ts g.h&3%s 468/cad! & s%ﬁ&reﬁxﬁoeo%;%%é%?%/@g&g%ﬁﬁm@ta%%w @gﬂﬂe ase

t herapy. In sonme enbodi nents, ni stered
i nt r avenawsle &dpronidsd.r bt doare. enhbodsmenss,ehdbadamen psclitited Inndimei dual has

non-metastati.c pancreati c .cancer. In So enbodi ment s, . t.he indi vidual has
primary FFQ??FPF‘H% 1t ﬂ&%ﬁé*é@ﬁ“%%&%i@é%ﬁéﬂ%%@&ﬁ Haingtred by

intravenous administration.

[0107] In some embodiments, there is provided a method of reducing incidence
or burden of preexisting pancreatic cancer tumor metastasis (such as metastasis to the
lymph node) in an individual, comprising administering to the individual an effective
amount of a composition comprising nanoparticles comprising a taxane and an
albumin, wherein the individual has progressed on gemcitabine-based therapy. In some
embodiments, the taxane is paclitaxel. In some embodiments, the taxane in the

nanoparticle in the composition is administered by intravenous administration.

[0108] In some embodiments, there is provided a method of reducing incidence
or burden of preexisting pancreatic cancer tumor metastasis (such as metastasis to the
lymph node) in an individual, comprising administering to the individual an effective

amount of a composition comprising nanoparticles comprising a taxane and an
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[0133] I n sone enbodi nents, there is provided a nethod of treating
pancreatic cancer in an individual conprising admnistering to the

i ndi vi duaWoan11esB@Eet i ve anount of a conposition conpri SiPAE/UABRAMAMEL I ) ,
wherein the ABRAXANE(r) is adm nistered weekly or weekly for three out of
four weeks at. a dose r.anging.from abaut 80 ng/n2 to about 150 ng/n2 (for
exampl o, AREHE- FEOVRGHAGTE BHEIGHICHPH taRcP Aot (3 SRES IR B

pancr eat i (eI CRI soffe@intNARRIE thd BadeNdp¥iIfBRl. Heval-aRtRAR&eakd C cancer
after about any of about 2, 3, 4, 5, 6, 7, 8 9, 10, 11, 12, 24, or 36

nont hs upgexane e theawgeparale of tha cgepesitiemisrmdnbaisterbditiydnapyenoud n sone
enbodinents..th%.ABRAXANE(r) is adm ni stered by intravenous adm nistration.
In some éﬁﬁgﬁ§ﬁ%ﬁ¥%, t he individual has non-netastatic pancreatic cancer.

I n sone enbodi nents, the individual has primary pancreatic cancer. [0134]In
sonme enbd@iemnt s, tlhsomeiembpdidente thede RBEdVadedd metheaof Rglupiap Gliceddnice cancer
in an individual conprising admnistering to the individual an effective

amount  ofor RPUESHRS BTacKSHNE BHASFGAEI S 8N CRBRROANERR SIS ethed srnetARASABRABANE(r) i s

adm ni st l; Y, - Y : r; t e rangi ng
from abogg ﬁgB%ng‘%sﬁ%aﬁ“dﬁgﬁl’ Clofgg{ nr%‘%rnﬁﬁ? ?fcg){rerl?elg:Etgrrpléél,l aggglta%ﬁ%c nge/SmZ) and
wher ei n angemt of addimigesitamednipnBingmunbEstideoametlisiigor tagxmengideanf or at | east

1, 2, 3, 4, 5 6, .7, 8 9, or. 10 nt hs) when initiating.the adm nistration
of the errnaidpainn & nghid o RBosiled breSoRis SR RIIOGREL ) Lo { he

i ndi vi dugherapy! 18 QbRe SABOGHERRL fre chiBe ABRANANE( M) sbfie BABbMLRLA! 84 DY

i ntravenous adm ni stration. |In sone enbodi nents, the individual has

non- met asteane ¢n fremenepiriide oathe epmppsitigoisedemodioddnytisirateheus ndi vi dual has
primary p%gﬁreaaic cancer. [0135]1n sone enbodi ments, there is provided a
met hod” of *“fHRSYTHRY- pancreatic cancer in an individual conprising

adm nistering to the individual an effective amount of a conposition

conpr i si Mg1 ABRAXANEG spme Bhdbeintentd) eheleid ipydvddad a Mathop 00 eHdRGIHE dndence
gencti t abi ne- based t herapy and wherein the ABRAXANE(r) is adm nistered once
every t hra&duigsa|ed PERCXistid BICFHE CARCT PRI ABSRtasIOOus?sripetegasibiodhe 300 ny/ ne
(for exa . . SO, : £ I .1 r) is
i i ot oragn B33 th o BT Sonnc RGO P AL T B e )

i ndi vi duamduasofieemisitiinadonpripmganeaparicleacunerisidgn aeae adaadi mrents, the

i ndi vi dual, has prjmary pancreati c cancer 136].I| n sone_enbodi nents, there
i's provi &é@r@nn&fﬂq\ﬁ%ﬁrw the @&t\’.lﬁiﬂjf Ega@%%&eﬁ%&‘égﬁ &legiRe ghrespRiIspieatHl

conpri sing aag@mcnab%@t)as%g theady18n LH YhobtameRR, @E taahd M%a@l‘i@%ﬂ mof a
conpositionconprising AB NE(r), wherein the ABRAXANE(r) is admi nistered
once everspnelmdwdurais thxt tazangas ¢her mmngpartcle no heaboybsiB00 isagimRistecedabout 300
ng/ n2 (f r.egaggje,(ﬁgou% 360 ng/ n2) and wherein the individual is

resi st ant>YdPPEP RIS 8 Y  genti t abi ne- based therapy. In sone

enbodi ments, the ABRAXANE(r) is adm nistered by intravenous adm nistration.

In some qubpdi ment 9n sbie ehibdilimicshtia theh@is ph@RddE: @sthal o€ rddabiak e@diddéhceancer .

In some enbodi nents, the individual has primary pancreatic cancer
or burden of preexisting pancreatic cancer tumor metastasis (such as metastasis to the

lymph node) in an individual, comprising administering to the individual an effective
amount of a composition comprising nanoparticles comprising a taxane and an
albumin, and wherein the individual has recurrent pancreatic cancer (for example, the
individual develops pancreatic cancer after about any of about 2, 3, 4,5, 6,7, 8, 9, 10,
11, 12, 24, or 36 months upon the cessation of a gemcitabine-based therapy). In some
embodiments, the taxane is paclitaxel. In some embodiments, the taxane in the

nanoparticle in the composition is administered by intravenous administration.

[0112] In some embodiments, there is provided a method of reducing incidence

or burden of preexisting pancreatic cancer tumor metastasis (such as metastasis to the
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[0137] I n sone enbodi nents, there is provided a nethod of treating
pancreatic cancer in an individual conprising admnistering to the

i ndi vi duaWoan11esB@Eet i ve anount of a conposition conpri SiPAE/UABRAMAMEL I ) ,
wherein the ABRAXANE(r) is adm nistered once every three weeks at a dose

rangi ng from about. 200 ng/ to about 3Q0. no/n® (for exanple,. . about 260
o ) 0 PGS 5 S AT A8 fo e SR SRRy e tte
genti t abipgsypasescdisdsaRd: cohlprR A aRERRG 1 BEM Sprisiite: ABRMYELT ) 1S

adm ni stered by intravenous administration. In sone enbodi nents, the
i ndi vi dualburaig, arshwheeiast genicetabagbreedttherapuhasetopped (oo asareptbddi atent s, t he

i ndi vi dugl_ has, pri, nar cregtic cancer.. [0138]1n sone, enbodi pents, there
o br ovi S Tt fou o7 Pest 1 pERCTEG il R PRSP e

conpri si ngfea@ve &hsie bt g dompbkigioh Betnpiidb@harpagiciegebinpdsiapauiianetin@

conposi tion conprising ABRAXANE(r), wherein the ABRAXANE(r) is adm nistered
once everap dHpga tQehsigdiyidugl. g Bswnegpbadimentsihe gate inghe pyopprticls isbout 300
ng/ m2 (f | . . ! R ] i.n_the individual exhibits a
| ess desﬁﬁ%gmhetgdrnelgg%gh}%%ggﬁgilvenggﬁﬁggﬂgﬁétg%&nt abi ne-based therapy. In
sonme enbodi nents, the ABRAXANE(r) is adm nistered by intravenous

adm ni st r[@11Xn. | n Iacome enbodinmany therd Rerovidiidvd thatlod loé sednoing patasitat i C
pancreatic cancer. .In sone,enbodi nents, the indjvidual. has prinmary

pancr eat i @CAAYBPL Slfeoli}%]lﬁlw@%c%%%‘il gistqriig,ta t esmﬁlf’&ﬂ}‘?{i% a met hod of

treating &ﬁ@&&&ﬁh&ﬁlt6?9@@&p6ﬂti@lﬂcc§rﬂ;§ﬁsﬂ§%b £A01e¢ E&hﬁ&%i@ﬁ‘h&h% gfd ng to the
i ndi vidual an effective anbunt of a conposi {)I on conpri sing ABRAXANE(T),
wher ei n tanellABRAXANEEM)the ;dadduadihst progeesdom guwitgbinprbesedwbeakiy.aln a dose

i f t 200 n2 to about 30 / for . Dl bout 260
a1 o) et GHARBH IR (AT e AR SElsrr e it BT BE Cncor (1 o
exanpl e, exxaﬁgieru;neais@hb@ht F200s 3pHNA0LALO %, CARBCEI% (% oralou). &y of about

2, 3, 4, 5, , 8, 9, 10, 11, 12, 24, or 36 nonths upon the cessation of
a genti tsapierrabipdgnents, e tapgne. is paclistek Brivayiomthedinenth sheBRIORANLS ) i s

.adm. niste aﬁﬁ%al%clle rl]I} {h%\ég%g 1ti8‘1gi s aralnﬁltlirs?}éd%n g inlrgve%g n?a(ﬁnnB%grla%ﬂ? g«? SOI%I? €

i ndi vi dua S hon- netastati c pancreatic cancer. hSone énbodi nents, the

i ndi vi duadmbvdsméits, MRy dpadial Ratiod-raenaetic pdrliedff tmcson® semeodi ments, there
is provided a nethod of treating pancreatic cancer in an individual

conpri si gadinents s indlyidigl baseTi Iy PRRIEIICHANETf ect | ve amount of a

conposi tion conprising ABRAXANE(r), wherein the ABRAXANE(r) is adm nistered

once everpgyid]r ee WaRKSmalnodRsid AR RAPrdi@n a{?‘&@ﬂ%d%@?e_dﬁgi/ng%aﬁ&eﬁféom 300
ng/ m2 (for exanple, about 260 ng/n2) and wherein a gentitabine-based

t her apy hascestoppedze hon iedkantphlecdropriang ddmisisteringo tR individsal & 7, 8, 9, or
10 nmont hs)..when initiating the admnistrati on.of the effective anpunt of
t he conpoe)éfeﬁ%%afﬁ%%f)fiéf PRERHGAER 1 B P REUE G FUT RS aiaﬁa‘%%

enmbodi menihSibdniie, MRMANE(h indsi@Msnestenesd Yaddly taY RAURaATbALSE I at i on.
In sonme enbodi nents, the individual has non-netastatic pancreatic cancer.

In sonme dh¢yapl.nerfoge enhedimelityitiiuimon aige py iedegeyd ap keastrabant % bineleding] 0141] I n
some embadi TN S 2 1BRE Foduk Ry SVAGE S TR WL 0k, {85, BI7PENFIRAL 15
some embodiments, the taxane is paclitaxel. In some embodiments, the taxane in the
nanoparticle in the composition is administered by intravenous administration. In some
embodiments, the individual has non-metastatic pancreatic cancer. In some

embodiments, the individual has primary pancreatic cancer.

[0115] In some embodiments, there is provided a method of reducing pancreatic
cancer tumor size in an individual, comprising administering to the individual an
effective amount of a composition comprising nanoparticles comprising a taxane and
an albumin, and wherein the individual has failed to respond to a gemcitabine-based

therapy. In some embodiments, the tumor size is reduced at least about 10% (including
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cancer in an individual conprising adm nistering to the individual an

ef fective anount of a conposition conprising ABRAXANE(r), wherein the

i ndi vi duaWwohas/38@@r essed on genti t abi ne-based t herapy &Qa/ush@n®sTic2 he
ABRAXANE(r) is adm nistered weekly or weekly for three out of four weeks at

a dose of, about 15 [m2. In odi b h B NE i

i i 5t SPLTRPIS i) B8 B e Ve st acitsh OuF 70 eOGmB0ar HEHI: The

i ndi vi duabonfaasntdanindmkl, ad @kdde iPpRdHARL B ©aRE@IbodlMeRQMR: ARARIL MRNtS, the

i ndividual has primary pancreatic cancer. [0142]1n sonme enbodi nments, there
i's provi dadoparngt rodhe sbmppgition rpdpanistcesatiycingavenens admiaistratieli. i dora¢

conpri sing .adm ni steri .1o.the individual an effective amunt of a
conos: t 1 DI UBHBIS SR iy i bl PR Sr Rt BRRRePRR S admini stered
weekl y orenygichyntd, @ic inBiveé@iaDbds Hmir9 panstefkcaatera dose of about 150

nmg/ n2and wherein the individual is resistant or refractory to a

genti t abi ne- hased therapy. I n sone enbodi nents, the ABRAXANE(r) is,

adni ni st dPEWlpy i ntlpao@ssmdodinants theraisipsividadn wethed ohtssldring ppacretice

i ndi vi du = - At a ey ! ol . e jments, the
i ndi vi duﬁanﬁﬁiufg%&%ﬁ‘yﬁgéﬁ%@% BehE RS SRRSO (RO R HLIE 1 1T bahez
[ 0143] | n efenéveearhadit o€ atsmpoddidsrecansprpim@mateparéicleetdropridhg & raaabd agl
pancreatic cancer in_an.individual c ri sing adnministering to the

i ndi vi dud" aiwf@f“faéét“ﬂ%% dR v _alfxgg’?ﬁﬁ&:‘ﬁsid&ﬂf 6 6lg ABRAXANE( )
wher ei n t8e ABRAKANE(L %erfuﬁtaﬁﬂl@ltﬁ!s&i tﬁéﬁgy.%%ﬁ% eBfbodeRkky te@timbhtiggjsout of
four weeks ‘at a dose of about 150 ng/nmand wherein the individual has

fail ed t cedwsgonidattabautdOfciindbding {dyasenipternt taptabonnanyafe0éni36ti, ment s, t he

ABRAXANE i L NSt e by. 1 ntraveno dmi ni stration. .ln
erbod: mericye PrE Dsiiaoie. ARG, HePSe EaPPlbaR, e el ome
enbodi nemnhsomt kboaghentsdHR! taXtds i fHeMARYpREIE [iEdk c6mBaNEaSH is difhldidtda some

enbodi ments, there is provided a nmethod of treating pancreatic cancer in an
i ndi vi dudly inaaysnpys aniashntens e porg embodinenisndie yadividhaldas app-setastaéicanount

of a compQsit. i S NE( R o: rei AB NE(E) i

adm i ot S0 RREsS I SR BRA: bl ind DRLR R hRGEERRHR sl o
about 150 ng/ nRand wherein the individual exhibits a | ess desirabl e degree
of respor8iVAness tla samgembbiiabinne tHease graiésdapmethbd of codeciagipankreminct s, t he
ABRAXANE(r) is adm. nistered by intravenous adm nistration, In sone

erbodi me rfRBCCr {HBOT ieh Rpiagdadividael. fRPTERS %ﬁ&er%ﬁeﬂ&a}fl&wl%ﬂ%r. In sone
enbodi m%&cti&@ﬁnbﬂﬂbi’h@é’ﬁboﬂ% EIrh PR M@E&ﬁé‘lﬁs& EorpiiGfd a tdxddéald n sone
enbodi nents, there is provided a net hoc? of treating pancreatic cancer in an
i ndi vi dualn aftompinj midngheadimithe sidenduad hacoreturesnit panoréatigahneen (fof euiple.e anount
of a conppsition npri si ng ABRAXANE( r wher ei n. t he ry 4s

i ot Ahetaliel PRI Rl f R rne bt B o8 PP hbokd. a0 4. Bobe of
about 150100y{ N2, anchrWReRAItHs dpbR thdeisVitMaf ahagniRebihe BRtedRRAGp Pt C cancer
(for exanple, the individual devel ops pancreatic cancer after ‘about any of
about 2, sgmegmbpdingentsz thegtumgr sizg is reduced 2t lepst abeut 960 ppelvdiagdpion t he
cessation_of nci tabj ne- er I o] di , +f he
Aprrone el SRR RIS MEDRE hISuBRY bas, o Ter A P O e

enbodi menbe entt@diméity itfiiakaneds piditaxebt BSbatel entodiféRa theCtak@rAthe | N sone

enbodi nents, the individual has primary pancreatic cancer. .
nanoparticle in the composition is administered by intravenous administration. In some

embodiments, the individual has non-metastatic pancreatic cancer. In some

embodiments, the individual has primary pancreatic cancer.

[0118] In some embodiments, there is provided a method of reducing pancreatic
cancer tumor size in an individual, comprising administering to the individual an
effective amount of a composition comprising nanoparticles comprising a taxane and
an albumin, and wherein a gemcitabine-based therapy has stopped (for example for at

least 1,2, 3,4, 5,6,7, 8,9, or 10 months) when initiating the administration of the
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[0146] I n sone enbodi nents, there is provided a nethod of treating
pancreatic cancer in an individual conprising admnistering to the

i ndi vi duaWoan11esB@Eet i ve anount of a conposition conpri SiPAE/UABRAMAMEL I ) ,
wherein the ABRAXANE(r) is adm nistered weekly or vveekly for three out of
f our weekz at a dose ?f about .150 g;g/mz and V\,her«f gem:i t abi ne- based
t her apy HASCUYSHPI Of Hie cORURpfian FaPPLTing papapartiples gompfisipg agaxage apd g =g

or 10 nonthsguniies tehdivRiuhNI I e AGRbIHiSER R hOAingdr stAegs Fehﬁ@erdtdt\r@astanvunt of
the conposition conprising ABRAXANE(r) to the individual. In some

enbodi merabsut 11¥e (IneRAXANEI( ¢Xamipde adeha@tueaIQdOﬂJ%D% Ao 68%adfmi st rat i on.
In some j nt i ndi vi S non net.astati c ncreati ¢ cancer.
n some SlesHBER: Too o aienitiimiRS B AR RS BA L RNRbES ey TOTavi 1
some enmbaeghysRhénts, thetaRareSin BicOnndpaltiale R tHeQdnpositibe af AddginRaRed Bat i ¢ cancer

in an individual conprising adm nistering to the individual an effective
anount ofinavesayrorinipisHatQhdt sanhempmimrasethe yndivides] diah neeetastifigi dual has

progress e a @Ag(ﬁ

adm ni st rggeg%t%ccge%g%/re?h Qflﬁgglzl%\g\del %{Sa&%aﬁtgggﬁﬁ%ggg P’? 5@% il E%(C %n sone
enbodi nents, the ABRAXANE(r) is adm ni stered by intravenous adm ni stration.
In sone e[ﬂi)tﬂji nment dn sbine eimbddinecahtrathehais pnovidaded msthatl iof ppaogieatime tcancer .

In some odi nents, the indiyvidual has pri rra ancreat@f ¢ cancer. [0148]In

some errb TeARIOS P T PROCISARSG FHCE - rﬂ%fas NSV NGD phdkr eati ¢ cancer

in an i ndhyivRtal, c&ﬁ?ﬁsﬁhﬁ h&ﬁm@s@éﬂﬂ@ 8 &Y inBgidud1 hherrddl indUad ofan effective
amount of a conposition conprising ABRAXANE(r), wherein the ABRAXANE(r) is

adni ni st eepositior cemprising haepanets soalprising adexaot aadow tlbasn, vgrendin ged

wherein the i vi dual is,resist. nt r refracto to a i t abj ne-based
ther apy. TvisBRE R b pE B s P 1Y s A BRTRshpy®

| Nt r avenau&hedplolingt il e to difeaSOpgrittiod bianlast ahper i mizvk i@l 7has

non- net astatic pancreatic cancer. In some enbodi nents, the individual has

primary &aﬂ@r@atlﬂdve@hswd@rson{e@m}hmﬁ@%ﬂte raathed Praserss (he fiae & flisease ovi ded a
met hod of g{gé%ﬁdél”@hﬂ%‘a%{ E@iéﬁaﬁ”ﬁr Iin gy bidbvi dyal chgpg bSIAG 4

admi ni st & i ndi erfective anount a conpositi’on

conpri si rag6, SERAANE v, 43&1618650 5!2535 AB%\WE{(D%I%@@[B BiISUE Q. pAce every
three weeks at a dose of about wherein the indivi dual has

failed td% Js%@rﬂi 8% 84> §émB e %Qp %8 fggs%é %%elroa{bﬂwl» h0-doHkOeisodilfent s, the
ABRAXANE(1)> 11§ sagiTsn| £ 3&3? 1?3/14 6! f/ §HOUS 13088, Bl S33 a1 ON 30! 5k SO

enbodi ment's, the indivi as non- et astati c pancreatic¢ cancer. 1'n sone
enbodi rrerﬁ4560 td6eof TRimonhdinaln é.rcmseepnbmhmyntp,ahetaaanexs paelitexl. I &O] I n sone
enbodi ment there | Erow ed a f treat.i ng.p creatldc

embodiments, the taxane in t enanopartlc eln ecomposmo is administered by

intravenous administration.

[0120] In some embodiments, there is provided a method of prolonging overall
survival of an individual having pancreatic cancer, comprising administering to the
individual an effective amount of a composition comprising nanoparticles comprising a
taxane and an albumin, wherein the individual has progressed on gemcitabine-based
therapy. In some embodiments, the method prolongs the survival of the individual by
at leastany of 1.0, 1.2, 1.4, 1.6, 1.8, 2.0,2.2,2.4,2.6,2.8, 3.0,3.2,3.4, 3.6, 3.8, 4.0,
42,44,4.6,4.8,50,52,54,5.6,58,6.0,62,64,6.6,6.8,7.0,7.2,7.4,7.6,7.8, 8.0,
8.2,8.4,8.6,838,9.0,9.2,94,9.6,938, 10.0, 10.2, 10.4, 10.6, 10.8, 11.0, 11.2, 11.4,
11.6,11.8, 12.0, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 30, 36, 42, 48, 54, 60, 66,

or 72 months. In some embodiments, the taxane is paclitaxel. In some embodiments,
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cancer in an individual conprising adm nistering to the individual an

ef fective anount of a conposition conprising ABRAXANE(r), wherein the
ABRAXANE(WY 2081/1880M0ni st ered once every three weeks at aprdodgs2afi/oaaout 260
nmg/ 2 and wherein the individual exhibits a | ess desirable degree of

responsi veness t.orﬂ? &em:i t.aPi.ne- based ther.ag%iw.i ln scfge enbodi nents, the
ABRAXANE(PS @xancigipqfianogpidigledy e tamppsiiivgds DHEEES Y ISRV NS sone

enbodi Mmerfgginikigidondi vi dual has non-netastatic pancreatic cancer. In sone
enbodi ments, the individual has primary pancreatic cancer. [0151]In sone
enbodi nents, there is provided a nethod of treating pancreatic cancer in an
i ndi vi dud012dnpri silpgomdeimbiodineanis gheroistpievidedd wicthgd lof disrusting étuchas anount

of a compps).ti. C I Si L), whenein t (r) is

admi ni st e({r)egtcri(g %ﬁ@é) agglg%tﬁ/c %ﬁ%?%@gﬁ%ﬁég I7‘?T£31tlﬁda{w ggleh%gﬁgé%gﬁéﬁg%ﬁ%l n2 and

wher ei n tdaenpridihig\aiddhinigibte HAG td e uidi eithal paRefetate Gn@MO6LA cdrhpssitopanpl e, the

i ndi vi dual devel ops pancreatic. cancer after about. any of about 2, 3, 4, 5,
6, 7, 8, @mprigingpanopasticleiconyisyry Hignnesing 8 flRuman cwhergin;thsindfvidual

genti t abijpe R@&Qe& &?%&H&Qabiﬂe— S el Oﬂi ﬁl{fk% Smbddifedt , (Lakicl S

adm ni stere i ntravenous adm nistration sone e I nts, the
i ndi vi duaandrastromnindit@ptedtor depayed baht leat abaerl 0% indodieg éorteadinpientts, t he

i ndi vi dual has prina eatjc ca r..[0 ]In enbodi ments, there
O R LB P SR EL o OAREL b AT R b et

conpri si NGRS R (aRheli® phdiBareNdinvdotiéadmRiREH € Ghd MRaRRW Of a
conposi tion conpri sing ABRA&ANE(r), wherein the ABRAXANE(r) 1s adninistered

once evernanpparede wethk sopipositido serdofiniatemdtby26GaveponPacdimidiswheerei In same
gencti t abi ne- based ther h stopped (for exanple for at least 1, 2, 3, 4,
Lo o g 1 TR s oA Pon TR ek PPt o of € he

ef f ecti vendauéntQfthd MEiv@APRS fridiy pandEdtil AgcABRAXANE(T) to the

i ndi vidual. In sonme enbodi nents, the ABRAXANE(r) is adm ni stered by
intravenous_adm nistration. In some enbodi nents, the individual has

non- net adPkd3lc pandpeamp embadisents. fherais pEodadesormadnd of dispwtingdsughdtial  has
primary i - | ¢ A ; the

enbodi ne%g&%g@%)rq% Bgﬁgt?%éatnﬁ%%aggl&o}fgh§%dgg]lq§£1'§l %91?1%35@%%28 I r?llalg%ré provi ded in
t he sect icompiiviighddsnistricg tdtha addividudl herépytive dnosunespapdrepositivns onme

enbodi nents, there is provided a method of alleviating one of nore synptons
in an i ndOIPGTEE MARARYCIFHIRRIRIFNEA @xincand ag Ghnmia; 3g WhetTAI%E ering to the

i ndi vi duglgivRhafil r&f it bl YeraB iRy i a Qémé}taﬁﬁféﬁ%é& tih%p OfPidnd NG
nanoparticles conprising taxane and an al bumn, and b) an effective anount

of anot hemtagendnts, thehpmeieati¢ hacet $trmanig @mrupted modesgeyrsd tyadsilenst aboloer ei n t he
i ndi vi dua| s .pr.ogressed on gentitabi ne- caiagh a& ein the
nanopar t ?]&(%gaﬂ‘blﬁ%%gif?ri ed(ﬁmﬁ%datgff?gﬂoﬁ ?nya‘b@t% 0 02@%«{0#%2 %)\flj\@(g%ncur rently.

90%, or 100%). In some embodiments, the taxane is paclitaxel. In some embodiments,

the taxane in the nanoparticle in the composition is administered by intravenous

administration. In some embodiments, the individual has non-metastatic pancreatic

cancer. In some embodiments, the individual has primary pancreatic cancer.

[0123] In some embodiments, there is provided a method of disrupting (such as
destroying) pancreatic cancer stroma of an individual having pancreatic cancer,
comprising administering to the individual an effective amount of a composition
comprising nanoparticles comprising a taxane and an albumin, and wherein the
individual has failed to respond to a gemcitabine-based therapy. In some embodiments,
the pancreatic cancer stroma is disrupted or destroyed by at least about 10% (including
for example at least about any of 20%, 30%, 40%, 60%, 70%, 80%, 90%, or 100%). In

some embodiments, the taxane is paclitaxel. In some embodiments, the taxane in the
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Met hods of Conbi nati on Therapy [0154] The nmet hods of adm nistering the
conposition conprising nanoparticles conprising a taxane and an al bumn in
sonme enmbodpDreetS3@Pe carried out in conjunction with theCadiseeissrari on of
anot her agent in an individual. In sonme enbodi nents, the individual has not
been previously treated fon.gancreatic cancer. In sope enbodi nents, the

i ndi vi dud*"HRfg 1‘888}1&;31‘389?8%}& B 15 4dgupislgrad Y IBURYTIaYT fLmIpSHAR PR The

met hods Qi RATh&H:S (R B8/ idREh&ARORE G SARRALS bR aRABAkt | Cl es _
conprising a taxane and an al bumn in sonme enbodi nents are carried out in
conj unct icorbogirménts, e mdiviidviabhasgurinomy phnapaictranceagent ; for exanple, in an

i ndi vi dual who has been previously treated for pancreatic cancer. [0156]1In
sonme enbqgdiypnts, t [ i de ; ti \ncreali ¢ cancer
T an P uar  dteds <R el PR P A G R

i ndi vi dualestt@in@rpaaéleaid ¢aneerammatof ah iddi¢idagdsiing@an&eaqy dasitdrg
nanoparticles conprising taxane and al bum n; and (b) an effective anmount of
anot her QEWIisingrRdmaniperipgtq haindiydud! ap s&fegt Smaawsal HEPBPYHIBY t her apy

(for exar&k‘gﬁ]@ig{n%g{aﬁéﬁa?gclgs{]%?ﬁég% ; qotfaxﬁgoalﬁh anval ’mig,’ angrwﬂ%eim hs upon

initiation e prior t n sone enbodi nents, the prior therapy is
genti t abiindvhiagkegkhitieradpys,deeirdbdd dapree dfasgeontihereapio, a gam&Gtabldebasad t her apy.
In some epbodi nents, the nanoparticles conprise aclitax?eﬁl coated with

al buni n. P2RbnE SCRSSHR PR ’?ﬂPFeP'*’é‘G@PS@&a SF tyoChae's dispuptest o drgtroyed

nanopart ilfyl £ Feasboll€1®9 'Z‘R@ﬁlhﬁﬂg%r &?an{ﬁ?e_: S 18k §bouk Bﬁlﬁofi@w} 302P Qo (such as
| ess than about 200 nn). In sone enbodi nents, the conposition conprises

Nab- pac! i@04x&10%, ABRASBREQL)00% n Iscnme embodinmmty, ghe tikmmecopgrbisixel.dn i s t he

Nab- pacl it axel BRAXANEC1) . |.n sone e di.nments, the nanopart]j cl

Composi t 1B H-ERBGY Nar kil MRavEoByHar f B BneprBes ToRTE PRlidhg

pancr eat it i@ ERbus ddmisRIRtISDRdLARRhbodikatEhdBaRAl h&aal ti zes the
pancreatic cancer cells to the treatnent with the nanoparticle conposition.

I n some endfaditirernsicatiqeancadilnisamacnbadinis thetiadivstupchaspmeraeat i ¢ cancer.
In sone e Ik the individual has primary pancreatic cancer. WO
2011/ 153(?%3%%%“%8?1/ 037462 [0157] I n sone enbodi nents, there is provided a
met hod of treating pancreatic cancer in an individual in need thereof,
conpri si M@12]m ni stlersoing etmbotineents) dievd id padvidal) a mathed o€ disiupeing tmuchtas of a

conposition conprising. nanoparticles coppr,ising taxane and al bum n; and (b)
an of f ectleTEORMBHECERIGHEE efrogget an Iy dypldiaging PARFRMIELAPFdual i s

resi st anFcoﬁ{pﬁrsﬁl&raﬁﬁﬁﬁﬁt)ériﬁgt@thE"iﬂd%idﬁzﬁ%%%etjdeﬂan%&iﬁ?o?ﬂ@&ﬂfaé@%ﬁ, the prior
therapy is gentitabi ne-based therapy, erlotinib-based therapy, or

5- FU- bas edntphiemgpanopantid enengnbog merdrs, antllae attamuop aandi weheesin ¢loarpr i se
paclitaxel .coated with al bumn,. In so enbodi nent s, .1 he average particle
Cr%e of aRUVREAGH: FCrBs PR e CRsRIeg Treme: Deboyibal e fRin about 200
nm (such RsclefSScdnbahr@PMtut PoMNBout 218, 3058, enPoglilgENL, 92, 2@ g@nmposi ti on
conprises Nab-paclitaxel (ABRAXANECl). In sonme enbodi ments, the conposition

i s t he NapoghtwpandReFessABRAXANEQL)tabipgrbgseadhespmiodilegmeembe@meaiioparti cl e
conposition and the other .agent have, synerqistic effec treatin
pancr eat iEnaRt e e P R R YA O S S o R BRE P, 1,

pancr eat ixafprCe leaElbost iy dflP0%, 36ed, 1%, 60t N0% 80 AP adrtlinohs. eonposi ti on.
In sone enbodi nents, the individual has non-netastatic pancreatic cancer.
In some ERBEEHROAtECNts. the Rraievs BirditaxshsIngomegmbodipeite dig @xangre dic

nanoparticle in the composition is administered by intravenous administration. In some
embodiments, the individual has non-metastatic pancreatic cancer. In some

embodiments, the individual has primary pancreatic cancer.

[0126] In some embodiments, there is provided a method of disrupting (such as
destroying) pancreatic cancer stroma of an individual having pancreatic cancer,
comprising administering to the individual an effective amount of a composition

comprising nanoparticles comprising a taxane and an albumin, and wherein a

44



[0158] I n sone enbodi nents, there is provided a nethod of treating
pancreatic cancer in an individual in need thereof, conprising

adm ni st ewDreg1¥153G1he i ndi vi dual (a) an effective anount POT/US2@0past ti on
conpri sing nanoparticles conprising taxane and al bum n; and (b) an
effective anpunt of anot her agent, d wherei.n the indiyi dya s.failed to
Fespond (BTG DTAREg b o (GHBORTHEATS! el pr vk St e 3% |5

genti t abigiqobaskEk) tWRh dRYatif hehiRifsRASE &f HRQTRBYve fhout bbkeased t her apy.

I n sone enbodi nents, the nanoparticles conprise paclitaxel coated with

al bum n. dompositien eppdsing nappartivées pempagiog paatane laed gi albumin tothe

nanoparti.cl.es in the co si.tion 1,s no greater than about 0O nm (such as
less t har LT 208 Sy Padigsal: Rwalrais iy sHomg R SEPES conpr | ses
Nab- pacl idestx@ed HABRRSANEGL) 10% (inslRa g FobOdnPENitSeast MsHue ANPOSI0% BD%.S t he

Nab- pacl i t axel (ABRAXANEC1l). In sone enbodi nents, the nanoparticle
conposi t ‘9. HR- /A&, §P e PO%gent 007l dn s91He eEibedimentst thedaxang it pasHtaxply

pancr eat iy 6AGRoal ik ST GIROY) HEMH:Sond i A A LoABEN o PRSI AZER! Ne

pancreatic cancer ce treatne noparti cle conposition.
I n some dayhagaveantsadniinBtraich. Vinduale ebft®dimaantsyelictiatiaidual panoheat i ¢ cancer .
In sone enbodi nents, the individual has primry pancreatic cancer. WO
2011/ 15300¢REatIUBPEEDEeR Ingene pMbodipipate Msdatidashasiigay i s provi ded a
met hod of .t reatd hgcpancreatic cancer in an individual in need thereof,
conpri si npg admnistering to the individual (a) an effective anmount of a
conposi tion conprising nanoparticles conprising taxane and al bum n; and (b)
an ef f ect[D¥27]anountinebmaroibhéimeatse thtere ianpdo vtk @inpthof ef impliovinguwak oexhi bits a

| ess desirabl e degree.of .responsiveness to a prior therapy. In sone

erbodi merPe TisTEhenERsionap HVitual GaoR padiruleisabics szl

er | oti ni hribasiedrih&F @PYndiiludl-ahiiRagRMrb AR 8PY corhPossiTEconifdignent s, the
nanoparticles conprise paclitaxel coated with al bumin. In sone enbodi nents,
t he aver d§eoprati¢lpceanmyisme praxpnpeandanpamiincyvbeeinthe Helividiapbsi ti on is no
greater t . | ess. t U I n sone

enbodi merP? (gé} egggg}é§rgrlp%glstzlﬁ)tq}|léo§%§§Fr}%?a}pgé?ﬁé%?gg%?% %ﬁ%ﬁgs(’ ﬁlé R’ECl) . I'n sone
enbodi menirmited b eingRoRRib el teOqualidy dihgfe NatproaalbetaxgimitABRAXANEEL) . I n sone
enbodi ments, the nanoparticle conposition and the other agent. have

syner gi stRACIERYGCEANCH ARG iBgiented Waslirsaly i 18 se@s cabodinenio the et iRt s, t he
ot her ag it . o C : atgjpent with
Che nanopaPl el G L R S o I AT has

non- met asbateietnbpdimeneg thectag@rd e paclitaxes o oertradiodandss, thdhwxamedn vhedual has
primary pancreatic cancer. .{.0160 | n sone enbodi nents, there is provided a
met hod of3PPRAHSIA N (s sempatifien pAfeupisieredhy nEAYPPAMNKIAURY ¢ her eof |
conprising adm nistering to the individual (a) an effective anount of a
conposi t ijgm&oNPr i JhREmB3RMBAidnE, BRrCRPPEVISNImb A BE al\Gatdlgin@ion; and (b)
an effective anount of another agent, and wherein the indivi gua‘l has

r ecur r entmgrigmetemiscin @gaedvidpildavimgarpereatiq ¢racernennyprehiizg adieipsiasing to

pancr eat itﬁeC Pv(i 15 la}clteﬁéctla\‘ftf):%moural‘?gf aOfon?‘bo%l ! nzcbmsrisﬁ'l 51’10 6arti és 8 9, 10, 11,
12, 24, or font AS upon the CeSsatlon o a plpl or gtnﬁlerpapy‘:). In sone

enbodi merdogprising athkme ahlah ayiniis, vIengih tiadindieasehastfregragyd ogr | ot i ni b- based
t herapy, or 5-FU based therapy. In sonme enbodi nents, the nangparticles
conpri se SsE¥ItRbigSERseddbgrary- wintsemg|eutheriments thedtasans ip Higi BAPYticle iiethgyer age
particle si ; : I j . € ition is no greater than
about 200&%%31%1&%5}@@?%%2@% al(rfllkrgﬁ%fgps 5‘%@1“%83@8% sonme enbodi nents, the
conposition conprises Nab-paclitaxel (ABRAXANECl). In sone enbodi nents, the
conposi ti[6129]s t he INabmpaoibotianeaks, (WBRAXANEGL) a method ofreeainigquinorentis, t he

nanoparti cl e conposition and.the other agent. have. ergi.stic effect on
{reat | ng PATEIEAT iRl 6PMPHANG fhMEEGt Rt BANHE 5% AT UHE BN REnsi i zes
t he pancrgatdompe@n6s tomptiding NBRARANEER RN Wd iRditRiaNRRGREgkised 8n
conposition. In sone enbodi nents, the individual has

gemcitabine-based therapy and wherein the ABRAXANE® is administered weekly or

weekly for three out of four weeks at a dose ranging from about 80 mg/m? to about 150

mg/m” (for example, about 100 mg/m®). In some embodiments, the ABRAXANE® is
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non- net astati c pancreatic cancer. In sone enbodi nents, the individual has
primary pancreatic cancer. [0161]1n sonme enbodi nents, there is provided a
met hod ofwoOnrentise@opancreati c cancer in an individual i RCRASALLIET4EDT
conprising adm nistering to the individual (a) an effective amunt of a

conp05|t|on co risi.ng nano icles c ri sing taxane and a n, and (b)
an ef f ectig R AT R R G e R
st opped (fRIm&¥aR I?ant:fératlé-éaﬂc@laslh séme%mb%dlrﬁenté thBindi{idu@l had.pridarg:0 mont hs)
when admi ni stering the effective anount of the conposition conprising

nanopar t ipghesateoeapeersi ng t axane and al buni n and the effective anmount of the
anot her agent to the individual. In sone enbodi nents, the prior therapy is

gemcl  abl fefased. YRS AR SEl L 0NR PRSEA AT ABYoa RS | B3 AREGid her apy.

In sone i ments e nanopar onmpri se paclitaxe i th

al bumi n. dafices @iren Bﬂbﬁdhd%ﬂﬁlpmsm@@drﬁﬂﬂﬂ’tagg toand indlvedsil e efdéctivB@mount
nanoparti cI es in the conposition is no greater than about 200 nm (such as
| ess t harPfa56MPOSIHON AAYPIITAS SHRABADER-esran therdBRAMONE®I SN conpri ses

Nab- pacl i t he
Nab- Bacl i Fgéﬁ%te%éﬁ%%%ew frr(:)r ?ggimg(%oﬁhrrwé%%g at g {l;tgs ng‘{%@;rr{)#%{ﬁo{us
conposi t i8mg/nd to heowtlFe mgige (for bemnepls,pbentgi (E)tmg/rréi ﬁrﬁi:Whﬁamtthe ating

pancreati.c cer. I n sone _enbodi nents, he ot sensitizes the
pancr eat i Bd¥ &%E]ells IRSEIRNE Of FIRRETY okt Wetbr?s?‘ﬁ‘éerﬁ‘ Koghi¥®cl e conposi ti on.

In some eERAiNERS the ABRA)@&’NE@H@%mﬂﬁ&e@Q'B NRtARh&td LnRARGARAL 1§ cancer .
I n some enbodi nent’s, the individual has pri mary pancreatic cancer. [0162]In

somne enbcsdmmm@dlmmtelthﬁ ioflivebralinas@aniget@stite panereiandcanicduain sauwi ni st er ed
with the ﬂﬁ’@Far“% e. ﬁom(?oiiﬁtl on and the ot her agent of the present

i nvent i orf "SSP RS AN THRL TS RIIMATY PASHE 5B ent s, the | evel s of serum
CA 19-9 are decreased by at |east about 20% (i ncluding for exanple at | east

about anyopd1]about 13Q8me 30MpdkHs, 8% isP204id&aBYmeBodoof &éUingGAMere®Ys 70%
80% 90% or 100% in conparison to the levels of serum CA 19-9 prior to

t he t her &)ceriham Bivideah sampasing admipgsteringeodhemdividushpicaffadive agyoanidecr eased
by at | o f 19-9 t
y at |eagt C%Frg%g?{? r{%&@ﬁﬁ%ﬂfﬁﬁ%@ R{lﬁerélﬁ ﬁBﬁA;é HEGA prior to

t he therapy. e ot her agen I'S not gentitabine.
I n sonme esdhodistesatweekiyna woddidy foagend outof fiodr veeeRh atd dosoriiasedfragebbut such as

carbopl atj n Ci tin Ln sone di nent e hod does not
conpri se Sokneln’sp @Q&tﬁﬁoa%g/@ @ﬁﬁ%ﬁlﬁ%ra% gt ltoﬁem%(ga %frfgﬁﬁ%%ﬁg?. ng pat hway

(a hedgehgg|dhi I*Pistfﬁie)d to [r&%@ffd ldh Wtaﬁfﬁ@%‘sé@t‘ﬂ&ﬁpytIH%o&EQﬁ{boéﬂl%ﬁKs is an
anti nmet abol i te agent

the ABRAXANE® is admlmstered by intravenous administration. In some
embodiments, the individual has non-metastatic pancreatic cancer. In some

embodiments, the individual has primary pancreatic cancer.

[0132] In some embodiments, there is provided a method of treating pancreatic
cancer in an individual comprising administering to the individual an effective amount
of a composition comprising ABRAXANE®, wherein the ABRAXANE® is
administered weekly or weekly for three out of four weeks at a dose ranging from about
80 mg/m” to about 150 mg/m* (for example, about 100 mg/m?) and wherein the
individual exhibits a less desirable degree of responsiveness to a gemcitabine-based
therapy. In some embodiments, the ABRAXANE® is administered by intravenous
administration. In some embodiments, the individual has non-metastatic pancreatic

cancer. In some embodiments, the individual has primary pancreatic cancer.
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tyrosine kinase inhibitor (e.g., an EGFR inhibitor), a matrix

net al | oprotei nase inhibitor, a topoisonerase inhibitor, a proteasone

i nhi bi t oryvoaopl/asiinum based agent, a therapeutic anti bo®¢T/U#2011/037462
farnesyl transferase inhibitor, an anti-angi ogenic agent, and a nacroli de.

0165] I n enbodi nent s e chenot her apeuytj c age an and in
oo L RS 10 TRRe Simppdiecbe Tore b prngiied SreRetsf R u i r e i o fhe
group congh&lriingn fldiMandebaphifing ﬁdrﬁlmst&%ﬂggvﬁelﬂmlw&ai hy O QYE adolnd €. 9.

CARAC(r) or EFUDEXC), erlotinib (e.g O, gefitinib (1 RESSAC),
mar i mast atf a comppbision nomplasﬁlbg)ﬁleiAzﬁANf@ rpirein |th1: ABRM@%ME@ns(e g.,

CAMTOSARC pifarn RA TI NO) ,
venet r excliminsBred Yoy ity S IRESI Fhur PRt e @k JurteFiediromabett
AVASTI ké)mb%%%; B ) e o T s
enbodi neﬂtl@wldﬂlﬁ]ehaéﬁ%&enw@b@@tl? eanggiier pampk therindizidnal develaws enbodi nent s
of oot udraaC SOl SOIR ALl 2 AR e o 1L R % R 36 Tarcvady
gefitini bncﬁﬂtﬁEﬁﬁ)%G)le cmmdmaﬁftaagemcntalmnaiba@anhc(rapg In CAME EitﬁB«Rﬁ)nenfsi tiefarni b 1
(e.g., ZARNESTRATmM.,. penetrexed (e.g., ALIMIAC),. exat ecan%IEP%Fecitabi ne

(e.qg., XEMEPASANER)|is pdpidisered By @travmmé%e)wtwé@pu}m PRIBC Peper ) )
bevaci zurgbi{iei@al hésVﬁ%Tﬁl%@smngﬁﬁc?@aﬁ%Qn&? B som@E R nt rﬂ@a”yc' n, or
gentitabine. [0166]In sonme enbodi nents, the other chenot herapeutl C agent IS
an ant i nmehdibalunk s pgenty pArcreatt icamteabol i ¢ agent is an agent which is
structurally simlar to a nmet abolite, but cannot be used by the body in a

roducti v nner . n i net abol.ite. ag S, i nt roducti on of
Puoter ¢ AB1HE " Fnia AR Ao MBS s PRI Bt 26 et haBfRRE
nucl eosi denaftah agmdwwm cbﬂﬂﬁhﬁﬂgﬁdmﬁhﬁteﬂtﬁg tBQIle IndVidiRd ah Sffedervk lalduar ur aci |
(e.g., CARAC(r) or EFUDEXC), em:|tab| ne GEI\/ZARC}3 perretrexed (e.qg.,
ALI MTAC) of pgopipppiige gomarigng A Vémel@élﬁefé RABIAMEE@ds g. , XELODAQ)) .
Thus, in %ﬁﬁﬁst%PJ%Odé @n& we tk\i}?tr ?tl}rge c%t \flf(g e%kggt£1 &)éjse%n 1111 ef?‘&!nr}l%out
pancreat| C cancer In n i ncf (?ua e tf rgi Sgi

admi ni st e30i mgni’ao bbeut 150 ehg/ind at e}(aih)plambelfltf mc)tmg/m ammuwheleﬂ‘n za conposi tion
conpri sing nangparticles conpri si ng{t axane and al bum n; and

b) an
ef f ect i vescRIrHaRine-bpseditheiapy hastsianprd (for sxpamnle fopbleaitnl. 2hd 4 ﬁdf(” 7) dudl has
pr ogress SRS/ i tfﬁ?gst% t he
i ndi vi dug{;l lﬁg% non&n}%?a@'?gtl C g;%@g{égﬁlgnggh%%r@ﬁceﬁgg@g% od| ments, the
i ndi vi duaontpasitipn mrapysmgM}WAcNE@m:the individsadnin semeaahitrosithents, ttie

ot et SOELAS, 4B LR OMTRELL o RETELL St R WS RETRLEDI ne o

genti t abiReindi Q&I hhinGRRBESARO PATRILE cal e B dotndinMddHiRch@ et hod of
treating pancreatic cancer in an individual in need thereof, conprising

admi ni st endimggluplohas peimany pariceeadic cgroer.an ef fecti ve anount of a conposition
conpri sing nanoparticles conprisi ng t axane and aI bum n; and (b) an
effectiv unt of an _ant i net ab t e agent. n.the individual is
rest st antObh of r adt apyeueAE R beks RO PalDIRr b opd il

enbodi menfagcertien inddiidial yampheag amﬁmﬁméraﬁgttatth@mﬁan@faeaﬁ tffecti@b@giount N sone
enbodi rrents t he i .ndi vi dual haslf mar pancreatl c. cancer. In sone

embodi merfif € COPMEsiSAR FABPHEYRE PERAY the indivisbirbhasgeaiessedpPi t r exed,
gent! ! abl M QinE BRGAHARL NG L5 @%@k RieSis aliRiGni@luREARRL| t e agent
is not g ﬁ}Ctlallnne FCS&% )nn s‘!g)né legg §| mant‘g]%I l(graeglﬁls1 reo%de%%&rret hod
of treat ithgepaeky ﬁaatdo@e &mlgﬁ%ffr(bm ahoutlzﬁdlnvg/nhﬁai abomt B%ﬂlgirh?eﬁfeloéx,ampdﬁrprl si ng

admi ni sterin |V|du an effect unt .of a np05|t|on
conpri si f§° g%é? g ?;| OB TRSR 0§§tﬂ%p &g, é%ﬁgwgﬁ% Hmnaﬁareé

ef fecti ve,aRubls Qfmlﬁﬂtr%ﬂ NRtaRelehibS dRYAER, theaRdiviar l?c{srhohhﬁethﬂglcv' dual has
recurrent pancreatic cancer (for exanple, the individual devel ops

pancr eat ieneEacesangéit dn saibo ambadiyneofs, tisoudividlualdias prinyy pancikgatigcarger.10, 11,
12, 24, or 36 nonths upon the cessati on of a gentitabi ne-based therapy) In
sone enbgg' nts, tIhe i ndi g’ﬁ% ¢ non- et a tat#h p?grcrteatl ¢c.gancer.

some enb nts, tA8IRd T e“‘pﬁpﬁ%vr‘é A T sorre
enbodi merdagerifien AatyidEt aaabnilﬁg b&mbristéripoo OkK id@ividuap envetféie dmount
raltitrexed, genctitabine, or capecitabine. In some enbodinents, the

antinetabolite agent is not gentitabine.
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[0169] I n sone enbodi nents, there is provided a nethod of treating
pancreatic cancer in an individual in need thereof, conprising

adm ni st ewDreg1¥153G1he i ndi vi dual (a) an effective anount POT/US2@0past ti on
conpri sing nanoparticles conprising taxane and al bum n; and (b) an

ef fective .anount .of an ant.i i nt,. and r.ej )

omer 1 a2 BB ton e aRh ina s E ek AN A e S BRASALE R et 1 2 3 4,
5, 6, 7, Bmifisterddond® VRIS wiBEMt adBL AR IfRE bt 200 BefhVR Avpunt of

t he conposition _conprising nanoparticles conprising taxane and al bum n and

the ef f ec00veg/mdionexahpleraboan2ethmpabokid wherginthe inslividealiintisisiagued . | n sone
enmbodi nent t he i ndividual , has non-net ast ati ancreati [l N some
embodi nert AR I ERIATPRES B inary SauR Dt R BRAXAIE®

enbodi nent sdminigeradbi; iREa BRI usta@miissistbatfohn U 0 Ssth@emboediRRAB! theXHvidhal titrexed,
genti tabi ne, or capecitabine. In sone enbodi nents, the antinetabolite agent
i s not gdienPEBIeRSAtCPIIOTIE WBeE. dnbuae ahedmeptiethginiyidefidapt her apeuti ¢

agent is a. i i (e.g., EGFR) inhibitor. Suitable tyrosine kinase
i nhi bi tor@é%&ﬁ%%?atéfgﬁ%?é not limted to, vandetanib (e.g., ZactimTn,

erlotinib (e.g., TARCEVAC) and gefitinib (I RESSAC)). Thus, in sone

enbodi ner0$37]t her e Insope ewibdeaheatyratehod podvidedeatethgd péneateatjaaceaticer i n an
i ndi vidual in.need thereof, congrﬁilsi nsg adm ni'js.t ar i, to %he. i ndi vi dual (a)
an ef f ect{0ET B MANdFual COBRBYEs I BINYG S PLTGINAEH AR £ifeqtiys AT i si ng
taxane aﬂﬁa%%%iﬁbn@&ﬁpﬁghg AR X RNH@ Sviian e RBRAXANP®IBe ki nase

i nhi bitor, wherein the 1ndividual has progressed on gentitabi ne-based

t her apy. admisisteredamoodvarg thrse wedles at ndioss @oging fizesn alowt 390 sgfmt foabpaincr eat i ¢

o 2 di ment s, i ndixi dual. h i eat :
h some oRBIRP Rt cxya, Jrab AmRi B e o8 bTR b DERGREE op, "'
erl otini respohd @8h kérfikdbine Ehbéd tHefhp§ OB of¥RcH JaAé s, thABR AXSANE@visded a

met hod of treati ngwpancreati c cancer in an individual in need thereof,
conpri si rignaaiftersd

Si Styelniragnees adieinistation. diigpmegmbedindts chq weividvelis of a
composi {100 GATRLE %a’ﬁ?w@&??ﬂ%{a}.'Iﬁ'sgﬁle%‘f}{%%ﬁhﬁé 09 ot AN %fv‘\ﬁasaﬂrfi’ﬁ’a'}‘ n; and (b)
an effective am)unct OT a tyrosine Kinase In Inbl tor, an&l erern }/he

i ndi vi duglantigaticesdnsérant or refractory to a gencitabi ne-based therapy. In
sonme enbodi nents, the individual has non-netastatic pancreatic cancer. In

sone enbadi pents, the individual has prinar ancreati.c cancer. In sone
enbodi np(r)[géi?fﬁt he t)}Pé%‘i‘lﬁéﬂl\E’P&%@tﬁ’ ﬁﬁ?&stpé?vég%faem%lﬁg@f HRHIE APPSR b, or
gefitini Qandddf 24 |G QNE c&%ﬁghgﬁ&h&dsté%}ﬁg; t|% théinﬁfv@dﬂa@@ﬁeﬁed?ﬁ% Q%uﬁtf )

treating pancreatic cancer In an indivi I n need thereof, conprising
adm ni st exfiangmpositihe comgiisingl AddR ARANGIP , ef Hee b itheeABRAMMNB® ia conposi ti on

conprising nanoparticles conprising taxane and al bum . . and { an
o foct 1 veRIOaRagmeg e gy B8R a R o e A BREGT St aPRPER. BAbPhdi vi dual
has r ecurjpenhe/RAN: @RArhFle CARGELON B/m e XA Rreih AR ih8Widthddidibiclavedops
pancreatic cancer after about any of about 2, 3, 4, 5, 6, 7, 8, 9, 10, 11,
12, 24, olesizgble degree of responsiveness to a gemcitabine-based therapy. In some

embodiments, the ABRAXANE® is administered by intravenous administration. In

some embodiments, the individual has non-metastatic pancreatic cancer. In some

embodiments, the individual has primary pancreatic cancer.

[0139] In some embodiments, there is provided a method of treating pancreatic
cancer in an individual comprising administering to the individual an effective amount
of a composition comprising ABRAXANE®, wherein the ABRAXANE® is
administered once every three weeks at a dose ranging from about 200 mg/m” to about
300 mg/m* (for example, about 260 mg/m?) and wherein the individual has recurrent
pancreatic cancer (for example, the individual develops pancreatic cancer after about

any of about 2, 3,4,5,6,7,8,9, 10, 11, 12, 24, or 36 months upon the cessation of a
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nont hs upon the cessation of a gentitabine-based therapy). In sone

enbodi nents, the individual has non-netastatic pancreatic cancer. In sone
enbodi merwe®,20tihs3q1ndi vi dual has primary pancreati c canc@cTI/USRpoi13osE62
enbodi nents, the tyrosine kinase inhibitors are vandetani b, erlotinib, or
gefitinib. [0173]ln so e diments., there s ' .met hod of
treating gﬁ&%&%@&%ilbésegéﬂ‘%@ﬂg?gn g %P?Alﬁﬁﬁﬁs’ 'ihﬁ %%@& , conprising
adm ni st efghfifisteRdtdenirivtnbhddahin(sBhi@n BfbafldMR AN thOhdRiRAMRASI tion
conprising nanoparticles conprising taxane and al bumin; and (b) an

ef f ect i venoarmetastatef paacreptiosinger. kinppame eimblilimandsy; theandividvel kisprianary

genti t abi ngérbgt§cedant herapy has stopped (for exanple for at least 1, 2, 3, 4,
5 6, 7, BMM™MY" nont hs) when adm nistering the effective anount of the
conposition conprising nanoparticles conprising taxane and al bum n and the
ef fecti vgoojunt ofintsb@e eyibogintedtd tHeasi praiddd 4 @ethba of beatingdavit@biad . 1 n
some enbodi nents, the individual has non-netastat i‘(g&fancrea‘ti c cancer. In
sone enbddneRé 8n indhddyahgpmapatiag admuisieringteyhndbidm pe effegtive amoppt some
enbodi ne , 1. i ki I AR : Eh,:.erlotinib, or
gefitini erf Sd[%ﬁ)g]ﬂpﬁﬁ gg&&@%ﬁ%@%’ﬁ?g@ﬁ@%ﬂ% %ﬁg%g%%gjragﬁéuti C agent is a
mat ri x meidalihis@eredtaica asey ithhé bietlorat a Sosd mbgieg fwnr abourdd@highpt etabonase

i nhibitors include, but are no imted to, marimastat, Thus, .in sone
enbodi rrerﬁ%sz?H‘eg’g)r%alﬁPl&ﬁ%&BHé%d mg%%ﬁan%@ﬁe@a% gﬂaﬂ&%ﬂ]@rt@éﬁ @e@aicer in an
i ndi vi duaiag kidpp&Edort BEHHRT for GOIRR 1152, 4264, 7 §1E G 1Q nfRtsh§nbmdi vi dual  (a)
an effective amount of a conposition conprising nanoparticles conprising

t axane anditiafibgitheradmamekr{tivn cdtheefifestvé ymomrmd the ainpmsi@n cppprising

met al | opr [ i.nhi_ bi.t or rein the i.ndivi dua| ressed on

Gorci t abi SBEAKRTER0R uyhaivio B TE Sar baPediFL. A HARANIEF hac

non- et asddatihisteRANS/ i8ahVcfo6AE ihistrhilors OB ofikRAtHoaBM s, thdiadivivdiavhgual has
primary pancreatic cancer. |In sone enbodi nents, the matrix

met al | opronenefagetiq pavctsatioeancer. faspmgsmbodinants; §le indigidval kastivdnarent s, there
IS provi : of treating pancreatic cancer in an individual in need
t her eof , %%g?%%?tg‘%aﬁggradm nistering to the individual (a) an effective anount
of a conposition conprising nanoparticles conprising taxane and al bum n;
and (b) d014¥]f ecti Ve samoenibodimemtyyiterd ix pnwtiddd Dpehibe ion asgingjanbictitis
wherein the individual is resistant or refractory . to a ncj t abi ne- based

t her apy. PRS0 &%Vd@i%ﬂ@gr,w%édrflweﬁtwr&fa|th%@é¥vh%wl Pedtne AEOHBNhCr eat i c
cancer. |dF ;39 osiﬁ@@%ﬁﬁﬂﬁ?AB‘ﬂ]&ANﬁ@!'v@{@ém RRSIn@V TR Nas E&Ribg cancer.
In sone enbodi ments, the matrix nmetal |l oproteinase inhibitor Ts nmarinmastat.

[ 0176] | n sowakkinbbdiedendtrspy drtvewkereia the ABRASIA NE®ets adohimwfteted eetekhygpr
pancreatic ncer. in an..ndividual in need t eof ,»cC ri sing

D i ot SFSRGY 6 ka0 RGO VRS iy A3 OBt 450 Bt R 0BE & corposi ¢ on
conpri si NehANAEAS, thC ABR ASOARE®SHs REmiA%aRE b3 kA lcRoUY ddmifRdatid) AN
effective anount of a matrix netall oproteinase inhibitor, wherein the

i ndi vi dusioniggsnbhodunents the ipdiveduabhasropanetastat{c panceptgrpinser. tlhesoingdi vi dual
devel ops BAncreahl G EANRE RISl ARO Y, ABYQhpaRout 2. 3, 4, S 6 7, 8 9,
10, 11, 1272476y %66 mont Bs upon ¢ he*tessation of a gencti t abi ne- based

t herapy). In sone enbodi nents, the individual has non-netastatic pancreatic
cancer. I[[0142]me entdadomierhbodintatd, teievis ghuidli ddiasmpthod®r yrefangqradatehiic cancer .
In some enbodiments, the matrix nmetalloproteinase. inhibitor is nmarimnastat.

cancer in an individual comprising administering to the individual an effective amount
of a composition comprising ABRAXANE®, wherein the ABRAXANE® is
administered weekly or weekly for three out of four weeks at a dose of about 150
mg/m” and wherein the individual is resistant or refractory to a gemcitabine-based
therapy. In some embodiments, the ABRAXANE® is administered by intravenous

administration. In some embodiments, the individual has non-metastatic pancreatic

cancer. In some embodiments, the individual has primary pancreatic cancer.
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[0177] I n sone enbodi nents, there is provided a nethod of treating
pancreatic cancer in an individual in need thereof, conprising

adm ni st ewDreg1¥153G1he i ndi vi dual (a) an effective anount POT/US2@0past ti on
conpri sing nanoparticles conprising taxane and al bum n; and (b) an
effectiv unt of a matrix netall oproteinase inhi

Gen: ¢ abi AL B s e HGPRRS AL TG B B RO hrBoR oF TRiReEediTs 3 4

5, 6, 7, &ncRin ¥ mh%ﬂmkmn%gadﬁﬁf@téﬁ@t%rth@gldimam 8GLdiNe apfBRHNt of the
conmposi tion conprising nanoparticles conprising taxane and albumin and the

ef f ecti veofarmomposigpn comprising B RreX ANESprvdieedin 8xeABRAMOANE® is o t he

i ndi vi dual t he i.ndi.vi dual has,no t ti
ey eat iR TP RN 1 ahlCou Mk Sl BERa R Y FRS AT SR

pancr eat ifig/a#RBE kvheteln ekl eidbadiaseiled to tdiporthiora genmta&hbxbageﬁttﬁdarap;s e

i nhi bi tor |s marimastat. [0178]1In sone enbodi nents, the other
chenot herlasene ﬁmba@l@mntﬁ, theaABR AN IRBrinadmingiiregd PpINtASEIqUsh| e t opoi somer ase

i nhi bi t Ora%n{lfﬁg Iy ng)% Ig%rpgr &Ibﬁ(? Enelnlsnlhteqﬁld&guéll Ha's 'ﬁ8{1 Oegt% pgmrew GBARC) .

Thus, in sone e rovi treating
pancr eat icanaantesomdlerabodimenty) el aidlvldual ehadpmﬂnefyq@frlcrea@cnwnlcsn ng
adm nistering to the individual (a) an effective amunt of a conposition

conpri si nopartlcles c ri sing taxane d al and (b) an

ef fecti vrew%%@unt ofIN FOE 5B} gglr‘ﬂﬁn &eff‘nlﬁipﬁ‘?‘tl @Pg] EtrF%lguH?BFr\??%al has
pr ogr essednQn 9 NRidt A ‘é‘o&lﬁﬁﬁﬁ Eu*l}ﬁﬁﬁd%’mgl t8 tﬁ*@ﬁ‘iﬁw@cﬁﬂ%@gﬁ BROYS e alldBnt

i ndi vi dual has non-netastatic pancreatlc cancer. In sone enbodi nents, the

|nd|V|duaﬁahagmpmmnmpympamngé@ﬂ%&Xéa&ﬁﬁnwwhnn@UﬂﬁBBﬁﬁbﬁNE®nss t he

t opoi sonerase jin r is_irinotecan 179 there is
e bvi dod SE kR ieB oty BENEraR, o MRS RS E R aruNaar  n need

t her eof , H@MILhE Whereatlife nﬁcﬁvﬁﬁalr‘e&hmstah@sld@ﬁfa%leddegkee(cﬁ)res@anmé@gst fo\se anmount
of a conposli tion corrprl S ng nanopartl cles conpri si ?{%‘ taxane and al bum n,

and (b) a¢meithliseboseddhesapy: losorac empedigsnisr s ARMMXBINIY is admeinisiaicd he
| ndi vi d“%& 1h§a\{e%8hsf{]a5}ﬁ‘hls§5u£n ﬁl%‘c‘s{l]ngre}élb&iuﬁe s e @8&5&%{ ﬁ’%sn% therapy. In

sonme enbo Vi dual non- ne ancreati c cancer. In
some enbagditaRimicspantieati¢ echicki. duadbmbambptintaksy thedndiv Rkl lkasgaingey . | n sone
enbodi ments, the topoi sonerase inhibitor is irinotecan. [0180]In sone
enbodlnedP§mEﬁm&ﬁ4§“WS provi ded a nmethod of treating pancreatic cancer in an
i ndividual in need thereof, conprising admnistering to the individual (a)

an eff eCt[DlQPS]a”DUMIn%m@ eﬁfBGHi%én%s‘ %recf%g%dlééd‘agm@@@@B@ErEétﬁJg%n&%Hﬂ% i sing
taxane and al’bumin; and (b) an effectiv nount of a topoi sonerase

i nhi bi t orcangslném e mdbhéual nainpiislog hdhagstereuortenindpadict eatifectivanoeon( f or

exanpl e, the indi.vidual devel atic.canc E@%ﬁ bout any of about
2, 3, 4, (galﬁnm?MJgnC@npﬁﬁngf%ﬁaﬁggﬂgé§VﬁF“?%%ﬁbggﬁg' F®%e cessation of
a genti t aphhifsAsBkdkiesapskly fod t1EedButTRO WERRE &6 a dde of H&bdfllgola' has

non- et astatic pancreatic cancer. In some enbodinents, the individual has

pri mary pag{mr étad\xdle@arn&@rmdlmugldwé reqyygal praAtestic eanser (rﬁ?fcﬂxﬁmk’r thee i nhi bitor

is |r|note $ In SQ enbodi t her.e pL Oy i od of
treating pa 1Cdru%a ev S paricreatic ¢ancer after atbout any of abmﬁ 2, If3 ZY Sd%\,d7,%, g?fd}

11, 12, 24, or 36 months upon the cessation of a gemcitabine-based therapy). In some
embodiments, the ABRAXANE® is administered by intravenous administration. In
some embodiments, the individual has non-metastatic pancreatic cancer. In some

embodiments, the individual has primary pancreatic cancer.

[0146] In some embodiments, there is provided a method of treating pancreatic
cancer in an individual comprising administering to the individual an effective amount
of a composition comprising ABRAXANE®, wherein the ABRAXANE® is
administered weekly or weekly for three out of four weeks at a dose of about 150

mg/m” and wherein a gemcitabine-based therapy has stopped (for example for at least
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cancer in an individual in need thereof, conprising admnistering to the

i ndividual (a) an effective anmount of a conposition conprising

nanopar t iwbes11¢iapni si ng taxane and al bum n; and (b) anPefTfuseetiwar4azrount of

a topoi sonerase inhibitor, wherein a gentitabine-based therapy has stopped

(for exanple,for at_least 1, 2, 3, 4, .5 6, 7, 8 .9, or #g nont hs) when

Sl i ot oh Py 4 Hebok Beduary madtdtsh etz B adiimisrenpHeat g e

nanopar t i hfs SOMP ebﬁwgﬁ&@&ﬁﬂ&@yABkm'tMEm thdmdpfidiegth yemamount of the
n

t opoi sonerase inhibitor to the individual. In sone enbodi nents, the

i ndi vi duaimbedsnensn thetBR X ANESain edmatistered dygetravenonssemanisirigodi. fent s, t he

i ndi vi dual__has ,pr,i nmar ancreatic cancer. In sone enbodi ts, the

t opoi somePAEETTRAIRTc N B FRbFas R ey SoR i Falo sseT B8t 1/ 037462

[ 0182] | n ssymRimemQdhdRaisdual he pidhey pahesmichanapeuti ¢ agent is a proteasone
i nhi bitor. Suitable proteasone Iiﬁinhi Z|Pt ors include, but are not limted to,
bortezom b 4e. g., VELCADEC). Thus, in sone enbodinents, there is provided a
met hod ofM148at i ng 1panwe sBOPLIneatic B1erq 1 Pavidlatn prdadiof rRatHGINEIRAY R Of |
compr i si ng, a4 i RRHINY bApfillfe b ln\fétgﬂ%lrto(tﬂg il EF LIy BRAR, O 2
conposition conpri sing nanoBart%c es co I sing taxane and al bumn; and (b)
an ef f ectafwaeoaposinibn odmpriHng ASRYOXNANE® iwtiet@n thewhédivelual hdseprogrdssed dnal has

P di'vi dudieras AR EChSRt 1 Haraneat RBRArEBIED PAdSeHECEREbe fert's, «h

i ndi vi du E . S, e
e S R G SR e A
provi ded inadreinfssetedby inteatiavy ageinstezionclncameembodiments, ki ndduddal has need

t hereof, conprising adm nisteri to the individual .(a n effective anount
of o congBorRr e ORI S ah A e cn st Bisat Phg Ml Bt pam
and (b) ananekh@ctdnvg. amount of a proteasone inhibitor, wherein the
individual is resistant or refractory to a gentitabine-based therapy. In
sonme enbodi ments, the individual has non-netastatic pancreatic cancer. In
sone enbd8148nt s, tIRsoMagMpPdiRIINts isreis iPrarJedyamethed Of BeyHIRIEACIeptC some
enbodi ne . . i i bi C r ; j. .

embod mentacer gy BoR T SO pl AL Bk e WG SR AN B W AP SEBR or 11 an
i ndi vi dualf aicompeeidot bemnpafing ABRAX ANER,adrerdin sticeA BRG XANE®ds i ndi vi dual (a)

an effective anobunt of a conposition co i, Si ng nanoparticles conprising
taxane artfHIBGHGPICERETY ﬂ)rg‘gwe@ﬁaéetdp%ngéﬁ#ﬁ%%od%@%ﬁw ®i nhi bi tor,
wherei n tihevidadi ¢ irdi@dne B??effafé‘% {EDeRARBIR L& RRAGE i {He exanpl e, the
i ndi vi dual devel ops pancreatic cancer after about any of about 2, 3, 4, 5,

6, 7, 8, exmbotimertd, thel ABRAKANERGS admmtitered pynntrdvengesslatinismatafn. dn

genti t abi ne- based. t her ) .. L nme enbodi nents, the individual has

o et asPaFE AL L e iyl T Be BT SEePh e HAFYi dual has
primary Rafsodaaédts tkamaRidual Hasgﬁfmar?lﬁbﬁ%}hifﬁsrﬁa_ﬁeerl he proteasone inhibitor is
bortezom b. [0185]1In sone enbodi nents, there is provided a nethod of

treating Bancr eatic cancer in an individual in need thereof, conprising
admi ni st P14 t o t He spmaieyibadiarentsaihesmis rovdded a/@ehing ohfreyinePaBeiRpdsi t i on
conpri si ; t . Sing. & \A‘}ﬂ i n: )

ci 1 oot 1 v narel AP RRIrhh AT SGRBRAI A o A BRI By AR e o

t her apy hds shpppieidn coHaprianaMBRA X ANER, wieash tHe, ABRAXAME®Ss 6, 7, 8, 9, or
10 nont hs
a)dministered once every three weeks at a dose of about 260 mg/m” and wherein the
individual has failed to respond to a gemcitabine-based therapy. In some embodiments,
the ABRAXANE® is administered by intravenous administration. In some
embodiments, the individual has non-metastatic pancreatic cancer. In some

embodiments, the individual has primary pancreatic cancer.

[0150] In some embodiments, there is provided a method of treating pancreatic

cancer in an individual comprising administering to the individual an effective amount
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when adm nistering the effective anmount of the conposition conprising
nanoparticles conprising taxane and al bum n and the effective anobunt of the
pr ot easorOi20t/158¢10r to the individual. In sone enbodi meaTAIS201h@374a2li vi dual
has non- rret astatic pancreatic cancer. In sone enbodi nents, the individual
has pri mary pancr .eatic cancer e n at easone

i bi t oro AR Bk Hb 08 BB Ar S S A BRAPENEBS

chenot hera@ﬁﬁhﬁ”sﬂeﬁédﬁﬂl@@%vér? te® WALH M mdomoammg/ﬁw atna%em% el num based
agents include, but are not [imted to carboplatin, cisplatin, oxaliplatin
(e.q. ELln)XATﬂIUP\B)&hﬁaﬁdl lssstdesipabae d¢gre€r¢fu98pqnﬁvsrmﬁetoe¢mmltabm§3a8¢d1er eis
provided net hod of t t|n nce in an individual in need
Phereor . CoftTeroiEe sbfaeds g S ERKIFRTT H Byt Rl | Ve anount
of a ConpEsiiki@aicHoHEbSE BEbBERRAR theGhESidaOITRAL msn%tasa@cﬁgﬁn@edloal bum n;
and (b) an effective amount of a platinum based agent wherein the

i ndi vi dusianepis Iipsospg ee%hmewsgéﬁmdmsw@amrs@ammﬁr&w cangess o e

enbodi ments, the individual has non-netastatic pancreatic cancer. In sone
embodi menpgs gyt e | el dudoolATaRl IR X RARGLERL 08 P EKine fun SR

enbodi rrem)s, ]t he pl ats¥num as na(j]ent ]¥£ %gr agllon c?sbga}ﬂﬂ ©

oxal i pl atdangerdn ars aidizvagdadtomprising sdmmmmhrg:horrmmmwddmearpbﬁeatwamrioaﬁted agent

i s not carboplatln ci spl.ati oxal ipl atin r.s [0187] I n sone
enmbodi nerft §C°PW8F1€°P§°IB.B’6§}P%IB@R$}§é 5 WrﬁngﬁgﬁB%k!dﬁl c cancer in an
i ndi vi dU@dmlfﬁsﬂéﬁe%q)nké‘@&&?ﬁhre&@@a{s'a'i'a'@lgs@&k’ﬂbehtsi&f hPehRdtRdiRdlevi dual  (a)
an effective amount of a” conposition conprising nanoparticles conprising

t axane anuddialdvahlias;recamgn( mncmatlef:zhecm (foreexamplmtheohdiyidulabddvelops based agent,

and wher ej thelnd|V|du s re st t,qr.r ra y, &

ot s bR S bo AL LD T 2 8 30) ot Hhas

non- met ash@ithCupmneé e@,tsatfoncc&rmt‘gemcuhmn%a&danmpy)rr&m&ne tMBodif@hisi Geal has
primary pancreatic cancer. In some enbodi nents, the platinum based agent is

car bopl atARRASANERS hdmm%frrﬁfbbmntwvel@ﬂus@émraﬁraétonn In semeeodmenidi ment s,
the plati H&iﬁdﬁ’@é@%ﬁ&?&} me?ast’& E&rré’at?k?'chﬁdr?? Incéo?rfé e%%o% Oﬁié"the‘" atin, or

satraplatin sone e provi a net hod of

treating 1ﬁfﬂi1ﬂﬁih@ﬂlﬁas(pn@1ﬁilﬂy2pdindrdfhtlamaﬂld&dl vidual in need t hereof , conpri sing
adm nistering to the individual (a) an effecti ve anount of a conposition

conpri si nopartlcles C isin axane al and (b) an
ef fecti vggéﬁﬁu nt oflNgOHF SW%HH’IW g“tﬁ‘realé @ﬁ‘?“ mﬁ)%@?@? et Haﬁﬂﬁe%‘d ual has
recurrent.,RaNGK 8IS iGN ESHh 1(1§19§ a@rﬁ%‘i@é&l gt bhike inﬁﬁlld‘da@ H@Eff@@%@ |aﬁ1%§nt

pancreatic cancer after about any of abou 8, 9, 10, 11,
12, 24, of a3®mporitihs cumpnsmgéBdb"sXANE@ vdferangm’rIEBRABiAi‘éE®ased t her apy) . In
sone enbodi nents,. t he individual s non t as tlc tlc cancer. In
cone enbc)agf’}]r%]ﬁ'ie‘éed PR ATAS B PRy P Ear BOQTREEs 2 some

enbodi nerdegncithbiBe Bhadi (R PRE&.E PEE (Yor | b;?angﬁé Rk Petastnb 2CB &plsaslm 9,
oxal iplatin, or satraplatin. In sone enb nments, the platinum based agent

i s not cagrﬂ@mnmthsa wl@nslprlatmgqthe estaligsragion of tl@refﬁ';atlveagnemt af the0189] I n sone
enbodi nencto%'ipotsﬂgtrl %OI!HIS)I‘I \/—\ﬁif&lxgl\fﬁ% po t(ljle (i)IIdl\tflrdg Eit fn \9nRAR %1antlf|:n s, the

ABRAXANE® is administered by intravenous administration. In some embodiments,
the individual has non-metastatic pancreatic cancer. In some embodiments, the

individual has primary pancreatic cancer.

[0153] It is understood that any of the embodiments described in this section
apply to the embodiments provided in the section “methods of combination therapy.”
For example, in some embodiments, there is provided a method of alleviating one of
more symptoms in an individual having pancreatic cancer, comprising administering to
the individual: a) an effective amount of a composition comprising nanoparticles

comprising taxane and an albumin, and b) an effective amount of another agent,
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cancer in an individual in need thereof, conprising admnistering to the

i ndividual (a) an effective anmount of a conposition conprising
nanopar t iwbes11¢iapni si ng taxane and al bum n; and (b) anPefTfuseetiwar4azrount of
a platinum based agent, and wherein a gentitabi ne-based therapy has stopped
(for exanple for at least. 1, 2, 3 4, 5 6, 7,.8, .9, or 10 nonths) when
adni ni st &7 iRGHeCBITAERT | BOBHRAARLIBF Wh%?@&%@gi‘???%gé%%ﬁeéﬁeﬂ@n

nanopar t '%h%&aﬁﬁ%ﬁéeﬂ'tﬁ&a%ﬁ&ﬁ@%gh@f&% &b%f%@n@a@cérﬁgosaiJneth@o@apunt ~of the
pl ati numbased agent to t | . In some enbodi nents, the individual

e individual.
has non- mgtaistratdmingdered eendugentincer. I n sonme enbodi nents, the individual
has primry pancreatic cancer. In sone enbodi nents, the plati num based
agent is carboplatin, cisplatin, oxaliplatin, or satraplatin. In sone
enbodi ne ' agent is not carboplatin, cisplatin,

oxal i pl apélgfhogggé‘gélﬁéégpgﬁ 2%’?’%{90] I n sone enbodi nents, the other

chenot herapeutic agent is a therapeutic antibody. Suitable therapeutic

ant i bodi §8154ic| ude, THeuhethods afatimlinistetieg the@ompositioVEGRpasitg badypaltslesh as
bevaci Zum?}p&}?{ .,. AVASTI NC) and anti-HER2 anti body. (such as cetuxi mab
(orq. . ERBMAUNNERXantand an Aluaiieh SIS bASPENt FREAEIOW My ded a net hod
of treatidg;Ref& &fh ke £RNRRIratidh &Mhnbiid} é(%e‘ﬂ%‘ﬁﬂ arl iRdRRRAL T eSS . conprising
adm nistering to the individual (a) an effective anmount of a conposition
conpri si rgnbvdimogus, theindvidrahhasi mit hepnt prraineslatrdatad burmiangreatrdcafbdr. dm

effective anmount .of her apeut | nti bod erei.n the individual has

ot ogr essat b erine D e AREH! FadPah ge s BORaRY ot HstA e

i ndi vi dual has non-netastatic pancreatic cancer. In sonme enbodi nents, the

i ndi vi dug01$ss pri Mefe)n@Rod Eatlingnis@ntethe compdsitien espaiing tiropaitides

t herapeutic anti body is bevaci zunmab or cetuxi mab. [0191]in_sone

enbodi nerfogPrisHERdaxage g gn dbyman Hetomserpodimpents pisEap:; #tic cancer in an
| ndi vi duglon)AcAGEHich B £dfinis CATH dr3nBANERIFS SLbi kPad A Yiual (a)

an effective amobunt of a conposition conprising nanoparticles conprising

t axane arids badnbpmavionslgadated forganakhtéctanve. anount of a therapeutic anti body,
wherein the individual is resistant or refractory to a gentitabi ne-based

t her apy. ome enbodi nents,. the individual has non-netastati c pancreatic
cancer” ITSe: entBaPHERTEOtiRy HHrS i du Lo mpORgY T AR BSERE cancer
In some eRhQFiNENinRlivid e it RRUARGH Gorﬁﬂ%éi;ﬁ%ﬁ’dfnih?sté%&‘g% kHUABRiRAl @St uxi mab.

[0192] In sonme enbodi ments, there is provided a nmethod of treating
pancr eat ian effgades ammeungnt f polinpediier canpriverghanhpartioles coopmpying fapgne and

adm nistering to i ndi vi dual an.effective amunt .of. a conposition
conpr 1 ot i Rinodd &7 ot BR LR iFout Rl PRushasSh o Bt o B B

ef f ecti veragrestell ofh priot HRFDYEEIrick adplel prOLysseMafé€ing of BBoutBdo VW, duap has
recurrent pancreatic cancer (for exanple, the individual devel ops .

pancr eat iTeothheran igftatipn ghhaprighihespy abluome enbodiments, thge pror tgeragy is10, 11,
12, 24, q 1 -essat | Yaee]] i pe-has erapy). In
some enbaiiLAnDe vrpd (At HeiRBR Ak ey 3 h A MEBEERRT S |
sonme enbaaibodithants, thendnogdirticidyabmpias paclitarelycopederigadlbunmansesmel n sonme
enbodi nents, the therapeutic anti-bodty i s bevacizumab or cetuxinmab. [0193]1n
sone embHRUAHPES. {federass PRFELS HetodhaRipartistosth BXORYONSRRIEH i ¢ cancer
in an i ndidlfliftn 18bSGFh HRGIAQL 1os¢ AL SNDORMY. Th SHEE LABolithchethe

i ndi vidual (a) an effective anount of a conposition conprising

nanopar t icohgesitiompomgiisey Nabx@paebtaaeld AAJRAKANE®n dn (bine ambefiivents, the anmount  of

a therapeutic .antibod wher ei engi i.nebased t her.a has stopped (for
el o fomAgstpp e Warhelyixe] RBRERANERY" To855] caBSiBkY o anen

adm ni st afahBghrtidle c8hb&GhidY P Yiter Adent Hﬁ{e(‘s%’&gﬁﬁ& eBctEANRALSE NY
nanoparticles conprising taxane and al bumin and the effective anpbunt of the
t her apeutfaocraaiid ¢rodst; In sompembadimentiuthie othet agenveersitiyss theemanercatihe

I ndi vidual, 0as O HeLAR LA i P ARG Gel S ADG S s JR3gine QdEAL S,
i ndi vi dual’"Has primary pancr‘ga e TCANEEYS FAMBOE e B SNt S T e

t her apeutth€indntid R0 dys héh-DeraatiZ pifieadit ca@ietXin®@he embodiments, the

he

individual has primary pancreatic cancer.
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[0194] I n sonme enbodi nents, the other chenotherapeutic agent is a
farnesyltransferase inhibitor. Suitable farnesyltransferase inhibitors

i ncl ude, WOoRoHvVis3@0t limted to, tipifarnib (e.g., ZARNESTRATOML/O037E6AS, in
sone enbodi nents, there is provided a nmethod of treating pancreatic cancer

in an indiyidual i need t hereof onprisin dmnistering to the.
S 1) o I P P A A A e I LS AL O
nanopar t i Gh&s i€ MG HRN it RecANBerddYd chPiTh ﬁdrﬁiﬁlﬁté@g t@FheelBHi%ﬁuiaI/@) amount  of

a farnesyltransferase inhibitor, wherein the individual has progressed on
genti t abianefisaedameunt apy compossioerecamdytsdi grsmpparticlhe complii gl pahnehans!

non- net ast.ati.c pa eati.c cancer. |In sone_enbodinents, .the.individual has
o rmry e Ba PR ER e R A S SR BET HER R0 TN S P or ase

i nhi bi t orredigtaiti Piréfadcdrd) o b Bli8Bghkaps O MEsRmDaHbIERMESs, thb BFier therapy @vi ded a

met hod of treating pancreatic cancer in an individual 1 n need thereof,
conpri si rE§Meipbing-Saseditheyapy, eflpenibriased therapy.(ca P -Hi-basaddberapye Bnogist of a
conposi ti i S i IS nd (al in; and (b)
an o T ot pse Bl ThOPrdBRRRE Lhip 2 FOTREL YNNG, IFARHE, 1L

i ndi vi duadmbcglih@ss, shanterae pagfciadiosfithé aampgeiidstiadienentpasieidn i apy. | n
sone enbodi nents, the_individual has non-netastatic pancreatic cancer. In

some embdFHETRY 2RME2Vhe sl 1918 shaprabRar AP Ogume TR 0 Te CERALEINS Hsone
embodi mentyg,,okik6n tah ﬁ@gwdbg_ﬁa%m&asmw&xm\m@). 1§ sbinPefBbflinfned BL96] 1 n some
enbodi nents, there 1S provided a nmethod of treating pancreatic cancer in an
i ndi vi dualonipesitierds thh dluégfaclitapetg ABRAYANER )nils s@né agbodintehs, thadi vi dual (a)
an effective amgunt of .a conqﬁsibkon cogyrisin .nanﬁgarticles conpri sing
taxane arft"8PBUHE AOMBNHIULINERC 8MPERITY BUSORESF CHO T QP HEENS r anst erase

i nhi bi t orpan¥agtiEtddcdan kbielk ¥inBbdimeNAs the et b8t sBRANEAE tlel fansRfeer (for
exanpl e, the individual devel ops pancreatic cancer after about any of about

2, 3, 4, ®ncegcelps toghe geatpgnt with thenanopprtigde cadpesdierhsingpor enthedgesnéat i on of

a genctitapi ne-bas t hera ...1n so enbodi pent s, the.individual has

mon et adbs Pl i ap AT QBkut Par s SHRE B R s @RI Y1 auar has
primary padieideathag peiaeepanckdntis @feeeodi nents, the farnesyl transferase
inhibitor is tipifarnib. [0197] 1 n sone enbodi ments, there is provided a

met hod of treating pancreatic cancer in an individual in need thereof,
conpri si d812&ni ni stlBsPmg embotments hels g papvided) 2 mathed PEEENAS RASEALC of a
conposi ti [, Sit i i RLd SAG kA ; i.n; and (b)
g L R S B R R R

genti t abianeffeasedarhdrient apy chraposti@p@edpr(sirgy naaxparptles t@npading easie dnd 2, 3, 4,
5 6, 7, 8, 9, or 10 nont hs) when adm ni stering.the effecti.ve unt of the
conposi i & RoeReRBpareee) %‘&ne@ﬁwgegf,ﬁ fltwgseaﬁ%thgﬁ %k %ﬁaﬁ and the
ef fecti ve,admntspehd (€ pfigr Meayy.t AR EIARRIhakE Rhd ot Berhpgist ndi vi dual . In
some enbodi nents, the individual has non-netastatic pancreatic cancer. In
sone enbatimeeabige-baded therapyw ied aanibasedohenany.yor Jalfid besed theropnchrsomen sone

ermbodi Ment g0 4f Ml HNEIVpLLATLERASE JOflRL Bheeh Svib BbIARM R some

embodiments, the average particle size of the nanoparticles in the composition is no
greater than about 200 nm (such as less than about 200 nm). In some embodiments, the
composition comprises Nab-paclitaxel (ABRAXANE®). In some embodiments, the
composition is the Nab-paclitaxel (ABRAXANE®). In some embodiments, the
nanoparticle composition and the other agent have synergistic effect on treating
pancreatic cancer. In some embodiments, the other agent sensitizes the pancreatic
cancer cells to the treatment with the nanoparticle composition. In some embodiments,
the individual has non-metastatic pancreatic cancer. In some embodiments, the

individual has primary pancreatic cancer.
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WO 2011/ 153010PCT/ US2011/ 037462 [0198] I n sone enbodi nents, the other

chenot herapeutic agent is an inhibitor of the hedgehog signaling pathway (a
hedgehog wohkttser). Suit abl e hedgehog i nhi bitors i ncl u#€T/usat11asa6not
limted to, visnodegi b and cycl opam de. Thus, in sone enbodi nents, there is
provi ded t hod aof treatln ancreath cancer |n gn i ndi vi dual in need
Pher cof , WEMDr i si ng™ SOMF AMLORIISIG- 576 SOk BEded CL e PEEmi e anpunt
of a COMQRdi®hn GRS hr{‘ﬁleeﬂéﬂ%}@&f Eérﬁ%@s’ing&ﬁﬂﬁﬁs’%rﬁ@ tb McARGivANRE @) bum n;

and (b) an effective anount of a hedgehog i nhibitor, wherein the i ndi vi dual
has pr ograastkedtionameunt of abvaOS@@@e@nanannopartlslomoremm tasmresandt he

i ndi vi dual,, has. no anc he, can n_SOpeE .e dients, the
i vi duat g BRIGERY STk aaRace Fobe- S0 i bR TR e Peagenog
i nhi bi torexhﬂntwasm@@egra&ble ddgr&wf&es@abgdémtbs& pridiehdigsigan@emenhi bitor is
cycl opam de. [0199]In sone enbodi nents, there is provided a nethod of

treat i ng ghodieents. cheprinidherppy wrgemeaunethased itherapye arlotnib-based thesapY-i si ng

adm ni ste | t i f osition
conpri oi 1 o e BE' IR e @Uiflh® AERHobHRRRLIho e ARNE0
effect|v&oamﬂuﬁﬂlﬂBmﬁnMddg@@@gnba&mhmﬁoﬂwzmhﬁgepmmtheummdejdual is
resistant or refractory to a. gentitabine-based therapy. SO

enbodi merfR8oPartiges Wdh%%ﬁ?ﬂtr%s A8 SLGHAr Aaanabort 200nm such és E’éh@é? In sone

enbodi Menf,gy¢ éd@)%rfd‘%‘ébﬂ%hlbbéﬁleﬂw El%fc)én{f)%ﬁh%ﬁ@&ﬁlﬁn&%?\%f aclifhixS0Te
enbodi ment's, the hedgehog Inhibitor I's visnodegib. In so enbodi nents, the

hedgehog(ﬁﬂﬂL&Kﬂ@Hﬂ@Blnycmopmhvﬁﬁwn@OQﬁabhmosunmmﬁhbﬁ@bﬂnnmsxdthere IS
provi ded reatln ncrea c cancer. in an.individual in need
Pher eof . QUTEARENE dis e dpPRGEnD: et o GanproTn Rt Bet Ve ampunt
of a CO"%@%httHaQé\ sERAAL SRS Bﬁﬂ@ﬁﬁ{ t agb@8ti COMPEL ThR8mE @BBENRAEL, febum n;
and (b) an effective amount of a he gehog i nhibitor, wherein the |nd|V|duaI

has recu rqthﬂitaggarsemsetaztes checranerentiq ¢a§1|cere©©é1ﬁm e tehlendng mtmthmaanoa@\tﬂeleops
pancreatlc can fter ou , 10, 11,
Do sPnRNgh AL APl BB PR B oS her apy) i
some enbczﬂhcf@nhssorﬁél@mbcstﬁm\ém@uﬁb 1ﬂlﬁﬁdﬁbﬂlhaﬂpﬁ1@§ﬁyqiah6re@@@@d’neéﬂl c cancer. In
some enbodi ments, the individual has primary pancreatic cancer. In sone
enbodi ments, the hedgehog inhibitor is visnodegib. In sone enbodi nents, the
hedgehog 0Fbi t or Ingomg Embpdimas: tl{ew@m‘ﬂd%do%@e@ﬁﬁ@érrﬁ%tm@an%é% is

provi ded g, iR thogiRlvilfea! S REDS EhbENiSRRRRid (e 'tﬁ'éqhéﬁ'v?}ﬁ% J)n need

ﬂ#f’sn?%
t hereof, conprising admnistering to the indivi (a) an e ec i ve anmount
of a commaﬂtemve aoopit bf & ngmparidpacdnwise woopaiisien gorhpangtaame andl buni n;

and (b) effect] unt of a hed eho i nhi bi t erei.n a

Gonc ¢ abi uBEstd e Py SB B Eanorer cesthnph o esin B¢ R, 3 4
5, 6, 7, Beurnt PAnclAribRMids ?foi"@k@a‘fhﬁéj %é‘inﬁﬁv‘ﬂda@gexfehﬁ)s%Eﬁ&@éticvcﬁné’é@unt of the
conposi tion conprising nanoparticles conprising taxane and al bumin and the

ef f ecti verfanshmut aey of feuhadyéhdd, 7n&|9b|1£)o]r1 tla 2419r Bodionthdwabn then sone
enbodlnentgmntheflndl duaH Hasononﬁﬁe %Epatlc gan&& I n some
enbodi mertSUPRE"  REPY heraay- s BEF Hbeg c SRy ety
enbodi merdased thbRphedwahdobdseditRidp9! of SFULREL@GIDy. IMsEMBnBshRhRENt S, the
hedgehog |nh|b|tor i s cycl opam de.

the nanoparticles comprise paclitaxel coated with albumin. In some embodiments, the

average particle size of the nanoparticles in the composition is no greater than about

200 nm (such as less than about 200 nm). In some embodiments, the composition

comprises Nab-paclitaxel (ABRAXANE®). In some embodiments, the composition is

the Nab-paclitaxel (ABRAXANE®). In some embodiments, the nanoparticle

composition and the other agent have synergistic effect on treating pancreatic cancer.

In some embodiments, the other agent sensitizes the pancreatic cancer cells to the

treatment with the nanoparticle composition. In some embodiments, the individual has
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[0202] I n sone enbodi nents, the other chenotherapeutic agent is an anti -

angi ogeni ¢ agent. The anti-angi ogeni c agent can be naturally occurring or
non- nat urvdipI2g116s8LIor i ng. | n sone enbodi ments, the chenoPh@sp@Eudaeagent is
a synthetic antiangi ogenic peptide. In sone enbodi nents, the anti angi ogenic

agent is other than an anti-VEGE antibo such as bevacjzumab (e.g.,
AVASTI NG FHARA pTGiSaEC SOt HORTS CTTREPaETys Uiriagriadl G rrevot o
treating panei@dtdneercancer in an individual in need thereof, conprising
adm nistering to the individual (a) an effective anmount of a conposition
conpri si ng nanoparticles conpri si ngwt axane and al bum n; and (b) an

ef fecti vdUldunt oflngamagmbodingsingg eereis agended avmethefl of tratingrmdnetiedical has
progresse . itabine- - / i St

v duat g4 TR PR S h AT LAY LB RIS PR b B . ¢ e

i ndi vi dualn distiy Ay opabeHpadifich &amnnting 103pdlitles sanprignpodamenids, there
is provided a nethod of treating pancreatic cancer in an individual in need
t her eof , PN} FHE) 3y pifeRtye aponpt Afnpther rgral-whd wdereiny PHAT BeRRE¥DAYVe anount
of a co b )gﬂﬂ;" opattj Gl o} i§ and al bum n;
and (b) rr%géﬂé)%?gé{?ve a{%rgdtf%tgléc%%nlé%’ %néit’?ig’?gi%bégr’g{rﬁilg rﬁ%é%?@v%ﬁer ein the

i ndi vi duadniisisteeisg gteatifecive ampduraof treycotnpositige nempakinpeartvpasedidsher apy. I n
sonme enbodi nents, the iag#vidual ﬁas non-netast&%%c Ea creatic cancer. In
some emb@IRERIE AR apdalbymiaid the SR VegmPuphalche a89tRer agRdP e 0204] I n

sone enbqdiiFRMLS In {AMEE Emb&iRER] t@l@ﬂri@r ﬂﬂ_@ﬁa@?@'s g’gmc_titra_ﬁﬁéjb@_gadﬁﬁ&%?at ic cancer
in an individual in need thereof, conprising admnistering to the

i ndi vi duarlofinib-tasedkfhesplyi ared-Ehfhastd dieragy c dnpuosd ¢mbedimentsrthei ng

nanoparticles ¢ rising taxane and. al bum n;. and (b ffective anmount of
o ot - ARGPOBEHF L e oA R SR AT Gripo B sl e PBedibpER b ancr eat i
cancer (fQera@¥ AR sidesE thiinbpatuidles ALt lompoNantisart dréaGanseiboat t er about
any of about 2, 3, 4, 6, 9, 10, 11, 12, 24, or 36 nonths upon the

5, 7, 8,
cessat i or208fny (syelres leatinpe abras 800 nmer Epsome qmbaghientathd e9heesitéion t he

i ndi vi dual__ha: tast.atj i : ' , th
i vi duger iSRS FRORSLEIA SR RADGIER. i SREGTo MR SIRRRAIRILS Lo e

i's provi deeNabpetliiact] OABRASGANR®) panssneadhBodi@Bee) the Rarpaitietd vi dual in need
t hereof, conprising adm nistering to the individual (a) an effective anount
of a conpO8IPCPIEAN aBtBIEithei ges Aspatietaiis edisRiAn SFatige PaRARicHIaCHl buni n;
and (b) L t I = i 1.Co: Lh a

ot 4bi e Ba e e o o S R DRl c R 7 0 5, 4
5, 6, 7, tBatBentovithlBe momiphgicladoapoadionnilis t@ne axgbodimentsf the indiedaxthant of t he
conposition conprising nanoparticles conprising taxane and al bum n and the
ef f ect i v ArBeIAT ST PAREIUNRE “&ﬁbi%@@‘ﬁ’?é%@%@%%ﬂ%ﬁ’d‘? BPAY 0 some
embodi MeYaferehdtecdnBéli vi dual has non-netastatic pancreatic cancer. In sone
enbodi ments, the individual has prinmary pancreatic cancer. [0206]In sone

enbodi nents, the other chenotherapeutic agent is a nmacrolide
[0162] In some embodiments, levels of serum CA 19-9 in the individual

administered with the nanoparticle composition and the other agent of the present
invention decrease significantly. In some embodiments, the levels of serum CA 19-9
are decreased by at least about 20% (including for example at least about any of about
20%, 30%, 40%, 50%, 52%, 53%, 55%, 57%, 59%, 60%, 70%, 80%, 90%, or 100%) in
comparison to the levels of serum CA 19-9 prior to the therapy. In some embodiments,
the levels of serum CA 19-9 are decreased by at least about 50% in comparison to the

levels of serum CA 19-9 prior to the therapy.

[0163] In some embodiments, the other agent is not gemcitabine. In some

embodiments, the other agent is not a platinum-based agent (such as carboplatin or
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such as rapanycin. Thus, in sone enbodinents, there is provided a nmethod of
treating pancreatic cancer in an individual in need thereof, conprising
adm ni st ewDreg1¥153G1he i ndi vi dual (a) an effective anount POT/US2@0past ti on
conpri sing nanoparti cles corrpri si ng taxane and al bum n and (b) an

effective. a t.of a olide, wherein the individu has .progressed on
emert oy TR 1 pth RS E e TR ok e omptsd MminR B OPATS

non- met ashgibitér FAREh&RELS: gmﬁgpaih ngqgﬁe@gm@gimio% the individual has
primary pancreatic cancer. some enbodi ments, the macrolide is rapamycin.

[ 0207] I n sone enbodi nents, there is provided a nethod of treating
pancr eat il@1e@Hncer iln seme ierdiodineruss. therpthrsadentienreaftimesehapits agent a

adm ni st qr %etk?nats mhlﬂﬂ&')' Xé gqbé‘ﬂ EGRR i fﬁbﬁ&f ecﬁl ik %@H@ﬁmé& n&‘é‘? %%ﬂiﬂ?t%%' tion

conpr|5|n§ nanopar S|ng

effectivex taﬁ@lskﬁlhelﬁie iahivior, al pr@ieasom&ﬁlﬁbﬂoﬁ, h@latlmdilbdébkahgdnS arth&hpdudiat  or
refractory to a enti t abi ne- based therapy. In sone enbodi nents, the

i ndi vi duaintihedy. ﬁgﬁ‘nﬁ%@%ﬁ%w ifHpiéoTedt fti-angiogenic agent ankka sEidReNt s, t he

individual has prinary pancreatic cancer. In some enbodi ments, the

macr ol i dgojgs)r aPamyfisBme E%@ﬁﬂrﬂéﬁtéﬁﬁ%b@ﬁ@@ﬁf%@{ﬂﬁéa ehhfsraﬁy bB(RuGY! ded a

nmet hod of treatl ng pancreatic cancer in an I ndi VI i n" need thereof,
conpri si rsgrrad:mbwdﬂn@m sedecteasl firdre thengloup d@r&istl@gpﬂesnleekﬂémﬂeymnt of a

conposition conprisin oparticl rising al bum n; and
(b) an efTPBYLHRECTIRB i‘ng g %‘fer?’ét R éﬂ %&%ﬁ&%% has
recurrentg t v, | ops

pancreati cﬁzlgﬁx@ ég%t@?pgb%ufgggg of 4 g%%lﬁlg?u%ﬁﬁf ®g%"?a!gn§1a.e7¥a‘?8 9, 10, 11,
12, 24, aispdhinfeabbsatipamriplain; asfoaddane.2f CAMEOSAR®), npifhamad.of,her apy) . In

some enbodi nents, the | ndi vi dual has non-netastatic pancreatic cancer. In
some enbo@ARERESIRAME omimlmm@a,wmmw@r)ypmw%@igz, &hﬂﬂ@A@)l n sone

s pr ovi d88CETERBIHORe (5 ot Fha LIHor b JONN R PAGFOREUH | n need
ther eof . (ERBITUSIOInAAN N £ kDA O HIRGD ) ggftegoﬂﬂ@g] L2VERR et [ ve amount

of a corrp05|t|on conprisin artic risi ‘taxane and’al buni n;
and (b) aapzeﬁioemtotr\gema]mmm Infsomermﬂabdinncdms thmftelemiotheeapgemmageamsmeybased

t herapy has stopped (for. exanple for at least 1, 2 7, 8, 9, or
10 nont hs‘)% (3HER sapicmbet BReel et dd B &g gf@“%ﬁ%ﬁ’rﬁm%f’btsﬁfgc%ﬁ’i?&?hﬁ on

conpri si 1?}53&91@1%{15# 6t 89116 ah?ké(}?v § %%?%F@'ﬂﬁé@@ngog_ﬁﬂnﬁoﬂgge”e“' ve

anount of e nacrofide to I'n some e ment's; 'th

i ndi vi duafrAR@E V@), gefi@sb QJRE‘SSMXIhﬁt&ﬁrﬂa@ta@,&ﬁﬁ@éeaﬂ(agsQ]?H\/IQ’[HS(MR@’EH'[ s, the
i ndi vi dual has pri mari/i ancr eatic cancer. I n sone enbodi nents, the
macr ol i délplf@rmhﬁagryZA HEXRAT THemstiseed @gem EIMEA®) trét:char ei n can be the

phar macedtPeath e ke ostanionebv alee R Eab TOMUREKS el &iReo0i Soner .
enant i OQSERBITE%B' BeJEl:fihH{aﬁ aﬁ‘ifﬁf&*f'ﬁl\f@)kﬁort&gﬁu@géf VRIEADE®D), agent s as

describ can be adm ni st ere a pharmac ica corrp05| tion
cont ai ni ngpanheim@egeihsitagbindier ei n t he pharmaceuti cal conposition conprises a
pharmaceutically acceptable carrier vehicle, or the like.

[0166] In some embodiments, the other chemotherapeutic agent is an
antimetabolite agent. An antimetabolic agent is an agent which is structurally similar to
a metabolite, but cannot be used by the body in a productive manner. Many
antimetabolite agents interfere with production of nucleic acids, RNA and DNA. For
example, the antimetabolite can be a nucleoside analog, which includes, but is not
limited to, 5-fluororuracil (e.g., CARAC® or EFUDEX®), gemcitabine (GEMZAR®),
pemetrexed (e.g., ALIMTA®), raltitrexed (e.g., TOMUDEX®), and capecitabine (e.g.,
XELODA®). Thus, in some embodiments, there is provided a method of treating

pancreatic cancer in an individual in need thereof, comprising administering to the
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[0211] I n sonme enbodi nents, two or nore chenot herapeutic agents are
admnistered in addition to the taxane in the nanoparticle conposition.
These twoworonmrsaoi6henot her apeuti ¢ agents may (but not mETASENI0BIH2 bel ong
to different classes of chenotherapeutic agents. Exanples of these

conbi nati.ons. are ovi.ded herein.. O her conbi nati.ons are also contenpl at ed.
[0212] Thd&dw’fdﬂa)’?l @E feetive AmOYed é‘rFBBH%Oﬁ’EHP@mPH%lP%nF%OPﬁFt ded a net hod of

treating JaeiRdtihne aﬂ@ 8lbuinn; afd (Ndnredle akOMRbE 8t RgiAARBIHISh&htNg to
the individual a) an effective amount of a conposition conprising

nanopar t mlllee@n(ﬂmmdwsduaghaﬁ Hragrawedan@emnltdnmjhasqd thst)farafnhefdr@ectl ve anount of
5-f|uorour q g? %»an e | ve anpun " wherein the

i ndi vi dueﬁ SUIHEY day aggé}?& PEB RS %aél&e& 't ﬁ%l’rcﬁbyn PHCsome

embodi merdnshodidiéntt, Mt Mupi@lal haspriiedy FRi@edtRtdaficRaME 5Ad eBbSAMERSS; then sone
enbodi nents, the individual has primry Pancreatlc cancer. In sone

embodi mernsmeabeliterie P uerraragils peragiesed il tisiexed feemeitalye. 0 canesitaing -

t her apy. Ih@oﬁggﬁlbﬁm&h A Inz;tlmte 81&%5&%'3& %ﬁ?&ltﬁﬁ‘ﬁ ”e“t pancreatic

cancer (for exa vel ops pancreatic cancer after about
any of about 2, 3 4, 5, 6, 7, 8, 9, 10, 11 12, 24, or 36 nonths upon the
cessat i orf0b67]t he prI'n(somb Iembaﬁiyr)entsl, mesa)imr@»ﬁdmtﬁ metmbd of trhatingrpaacrettier apy has
stopped (for exanple for t , 2,.3, 4,5 6, 7, 8,.9,.0r 10 nonths)
when i ni t59889 Ay err%lt%a%ee&ft ‘éfl BHBRIERS RTRIBHGEg O [‘lﬁ‘z‘ﬁgﬂVfﬁ’%éﬁe
e”bOd'”EﬂkﬁfﬁkpﬁiﬁnbﬁuBf9¥bﬁﬁﬁbﬁbﬂ%ﬂﬁﬁﬁ&§?né&ﬁ@%&@gc&ﬁﬂ&ﬁﬁ?&k%&ﬁﬁﬂcer in an
i ndividual in need thereof, conprising admnistering to the individual (a)

an effectalbﬂenlanmﬁ(fo)@meﬁeqtryﬁpwuni drncotipeiabphg agartopad wiheteastheonpri si ng a
t axane (such. as paclit n albu n and b) an effective anmount of
L eeer R B O i Alory, Rl Bt s Ao b8k Rep i vo Joa

met hod ofenioRahédig tRaaTve@dial BasGRMCAEtadtht dcfbdtn\z’bﬂié@i IntoReed t her eof
conpr|5|ng adm nistering to the individual (a) an effective anount of a

conposi t icorbadingits. shanigdividuspbastiranasy peosipaticsianerr alntseRgreenbodimeentaghe
pacl It aXElnllm%&%rTg{% d? B l%"lj.\[%}(purftl% Eerglgt}ex%a r% t{sre g&i V%mt%ﬂgogﬂé fo?f r ea{%&tﬁﬁéﬁm b.

[0215] I n sonEe € rovi
pancr eat il& some embodiments, the antimetabolite agent is not gemcitabine.,

[0168] In some embodiments, there is provided a method of treating pancreatic
cancer in an individual in need thereof, comprising administering to the individual (a)
an effective amount of a composition comprising nanoparticles comprising taxane and
albumin; and (b) an effective amount of an antimetabolite agent, and wherein the
individual has recurrent pancreatic cancer (for example, the individual develops
pancreatic cancer after about any of about 2, 3,4, 5,6, 7, 8,9, 10, 11, 12, 24, or 36
months upon the cessation of a gemcitabine-based therapy). In some embodiments, the
individual has non-metastatic pancreatic cancer. In some embodiments, the individual
has primary pancreatic cancer. In some embodiments, the antimetabolite is 5-
fluorouracil, pemetrexed, raltitrexed, gemcitabine, or capecitabine. In some

embodiments, the antimetabolite agent is not gemcitabine.

[0169] In some embodiments, there is provided a method of treating pancreatic
cancer in an individual in need thereof, comprising administering to the individual (a)
an effective amount of a composition comprising nanoparticles comprising taxane and
albumin; and (b) an effective amount of an antimetabolite agent, and wherein a

gemcitabine-based therapy has stopped (for example for at least 1, 2, 3,4,5,6,7,8, 9,
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cancer in an individual in need thereof, conprising admnistering to the

i ndividual (a) an effective anmount of a conposition conprising

nanopart iwDes11¢e8qPi si ng a taxane (such as paclitaxel) eoaUSdomiosH6al bum n,
and (b) an effective anbunt of a VEGFR/ EFGR i nhibitor. [0216]1n sone

enbodi nment t he i.s provi.ded a nmethod of treafin ancr.eati c cancer in an
i vi dudt IPAIER W RN BRI STg AR CDbE RGTPB IHe e O iual ()

an ef f ectjuepARENEorfri st LARRRSINHaMUnfiR AR R AL ARNARAI: bEIRS conprising a
taxane (such as paclitaxel) coated with al bum n, and (b) an effective

amount ofantigetidphtgiagent]to 2e7ipdividiehelnesatie dimbodingents, e iedividugt singed a et hod
of treati n% atncreati ¢ _cancer. in an i ncaji Vi ug}l .i(r11 ??%e t hereof , conpri sing
adni ni st P ﬁ%a{Copat“ﬁreea?%&%‘\%rdJ&POIPS)CH‘QH e VETERSTh S F K Lonposi ti on
conpri si N@nAARPEtEC o M ddenags ahé axan@aide R Rgu@aehti axel ) coat ed
wi th al bum n, and (léz)%r an effective amount of a VEGFR/ EFGR inhibitor;

pial ;)

wher ei n tAsEeHERSh ledseeppcitahine cyispeditabing. asenapmbodmspes. @Eanet er of no
greater ta{ﬁﬁ&eﬁ?ﬁﬁfea%gﬁigﬁbt%ﬂ-%ﬂaﬁﬁel ess than about 200 nm). [0218]In sone
S, ere rs e

enbodi nmen pr ovi a nethod of treating pancreatic cancer in an
i ndi vidual in need thereof, conprising admnistering to the individual (a)
an ef f ect[DV&)]anountinedma eabopiosintd, dre ctlonrehéemothgrapeutapaeht is hegrosinapri si ng a

t h i taxel. ted with albumin, and. ffecti
amount 1 IGARSE BRCBR) RHEPIAT SEHE R RS EPErdRh SR A MSABUGHE Fbin have an

average qtrﬁ‘i@é%f ﬁ%rva‘?lfdeéaﬁibg(%%g?%&iﬁlﬁfﬂﬂ, «?—Egi;‘%b &P, T‘A‘Rtgf‘a%d't %Ziginwa” about

200 nm. [0219]1n sone nents, IS provi a ne of treating
pancr eat i(TRE$SSKE®). Thusin $oneH athbhdahments, theeds ploeidedt metlstpsf tedatigg

adm nistering to the individual (a) an effective amunt of ABRAXANE(r), and
(b) an effPBEFRNECHAYUARN #rdigidual in need thereof, comprising administering to the

individual (a) an effective amount of a composition comprising nanoparticles
comprising taxane and albumin; and (b) an effective amount of a tyrosine kinase
inhibitor, wherein the individual has progressed on gemcitabine-based therapy. In
some embodiments, the individual has non-metastatic pancreatic cancer. In some
embodiments, the individual has primary pancreatic cancer. In some embodiments, the

tyrosine kinase inhibitors are vandetanib, erlotinib, or gefitinib.

[0171] In some embodiments, there is provided a method of treating pancreatic
cancer in an individual in need thereof, comprising administering to the individual (a)
an effective amount of a composition comprising nanoparticles comprising taxane and
albumin; and (b) an effective amount of a tyrosine kinase inhibitor, and wherein the
individual is resistant or refractory to a gemcitabine-based therapy. In some
embodiments, the individual has non-metastatic pancreatic cancer. In some
embodiments, the individual has primary pancreatic cancer. In some embodiments, the

tyrosine kinase inhibitors are vandetanib, erlotinib, or gefitinib.

[0172] In some embodiments, there is provided a method of treating pancreatic
cancer in an individual in need thereof, comprising administering to the individual (a)
an effective amount of a composition comprising nanoparticles comprising taxane and
albumin; and (b) an effective amount of a tyrosine kinase inhibitor, and wherein the
individual has recurrent pancreatic cancer (for example, the individual develops

pancreatic cancer after about any of about 2, 3,4, 5,6, 7, 8,9, 10, 11, 12, 24, or 36
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VEGFR/ EFGR i nhibitor. In some enbodi ments, there is provided a nethod of
treating pancreatic cancer in an individual in need thereof, conprising (a)
i nt ravenoli®l2g11zKd8d10i stering to the individual an effectiPCE/imawn0s7461
ABRAXANE(r), and (b) orally administering to the individual an effective
amount of a VEGFR/ EFGR i nhi hitor. L Zz%lgﬁ odi ments, there is

provi ded "BOHET WRRY 1BF CTUL A S5aISLPYEE PRsegd %IPY) AT HY ?ﬁlﬁﬁaﬁs i need

t her eof , ﬁ&%ﬁpmz@gloadﬂatggtﬁfcqfahagaﬁ@catnla@r iTRdbyik gﬂﬁbdlﬁ@ltsaﬂleQIldleﬁﬁJhlve amount
of ABRAXANE(r), and (b) an effective anmobunt of vandetani b. In sone

enbodi nenrtas prltrhe)r paniceeape osticde dn some eimbedigfentsy éigttymeing kmeseiahibetorseaneer i n an
i ndi vi dual ed, t.her eof nprising (a) inravenously admnistering to

t he indi V|a8f11 flm er]é)%]flg’cf)f%éef Hﬁ%unt of ABRAXANE(r), and (b) orally

adm ni stering an effective anmount of vandetanib. [0221]1n some enbodi nents,
there is [p178]i ded dnreibethbolinidheathendispacnddaid inethode atating faRciendld vi dual
in need thereof, comprising admnistering to the individual (a). an

ef f ect i ve&2BERSihEN BIdivABRAMGed theigofy gympgising adipinisiaingip tha individygh@et ani b;

wherein t ER@%‘ kly for

t hree outarlllotff[é our weer{g) héoag&égés%&?ﬁa& %ln% rgﬁaa%%)g?%ﬁ%}a ner\%ﬁab)cl)ut 150
ng/ n2 (fmibmmanmide(bah)maﬁfeclﬁ'@ amphn@gf aatmbsmdmmm irthiitei tor sandetiaeneib ai s

adm ni stered, al I

(such as %BYif 1% a )tﬁefgl%s E%%gong’ gfafrom fésﬁlgg &o‘krSd&? §3§~et hod of

treating d?al@%(ﬁﬁlltlé)(‘w}féﬁ'ﬁﬁﬁﬁmkt@rlﬁ’%th'e@@ec\!ﬁ@%llodn'ﬂof‘@EQOﬁlB@ilﬁQﬁ coiPiRid si ng (a)
intravenously admnistering to the individual an effective anpunt™ of

ABRAXANE, nagpphriiddys amaprisyngaidrangi agtl @tiungn tand theeetiendve/irderait ohthedfosioti ve
amount of, .vandet wherel e ered (for exanple
ookl o BERTYARs HiELSiet IRt Prtbied e FAUBT LGNS 1+ om about
80 ng/ N2 h&aaR@UbandRatiTBANIEr. (ﬁ@bm@éﬁfﬁ@hﬁn@&ou{elﬁ@iﬁ)ldﬁm W )priatgy Wher ei n t he
vandetanib is adm nistered daily at a dose ranging fromabout 100 ng to

about 30(apgfetsueARCe s Inapnis e imgts, thoproginakisswenkibiodiarmermdstariRere i s
provi ded eating pancreatic cancer in an individual in need

t her eof , e%lg[‘ﬁtb 8p%e%lng5m nistering to the individual (a) an effective anount
of ABRAXANE(r) and (b) an effective anobunt of vandetanib; wherein the
ABRAXANE [0$74dmi ni dheomd efribodinena e tidrcheudesipelticegemeielisyatdat a dose of

about 200 n2 to abo t .300 for ex rrple about . 260 ng/ nR) and
wher ei n tRgANMRtEINgH Hhib }étoéd%”%ubgféé% ra%{? r%lsﬁmaseoraé@ltp%ga %’Pbm about

100 ng t 0, @RAUEM B o MBakihQbta©XBHR) if sBRE Ub3 A die) thekéﬁs?%@déﬂg)ﬁgih%nt S,
there is provided a nethod of treating pancreati ¢ cancer in an indivi dual

in need tdfelreemig panorgatic sanrgr {nadn individavkeinowesd theaxii congiriemigragntioisteting

i ndi vi du fftect) nt of A NE(r and (b) orall dm ni stering
to the i o arardEh(alfr BRI TRute, DI D AmB S G P RTRITE ABRAANE
i's adm nighiiemh (tﬁ;&he@?i&ﬁ]lbhﬁuﬁ)%ﬁ@(@Va%re)ffekmeeﬁné!ﬁﬁléﬁhn?a"tm@ dose of about 200
ng/nm2 to about § mg/ n2 (for exanpl e about 260 ng/nR) and wherein the

vandet amrbetialéom@tmnﬁ%mbxbetar d@hera}n the iadigiskiel haémgwgssw omeebeitabiko0 ng to
about 30 for ex I n sane rrbodl nts, t he
nanoparth)gfe (i:lorTB%s Slghe %r?l %&&%&iﬁ—’ﬁ% %1“061 Eﬁncrs Yandet ani b)

are adm rnjagéees ﬁdscﬁhmhbc&nmemslthe Qidivieel @ad pambiy. pahGreS@d’TEaneﬁﬂ)CIdlsmﬁet s, the
nanoparticle conposition and the VEGFR EG-R i nhi bitor (such as vandet ani b)
are admi rinthodiaents shicmpirisinstyllonrptegrieinBibigrisra#igastdt | east one (i ncl udi ng
for exanple 2, 3, 4, 5, 6, or nore) treatnent cycles of the treatnent

conpri segg adm i i.t] -and the
VEGFR! E Riﬁ]hl bi t gﬁ%ﬁ%@%@xﬁlﬁggﬂﬁgﬁgg’rmﬁluh%h%f FOARRYht e

cancer in an 1nd1v1dua1 in need thereof, comprlsing administering to the individual (a)

an effective amount of a composition comprising nanoparticles comprising taxane and
albumin; and (b) an effective amount of a matrix metalloproteinase inhibitor, wherein

the individual is resistant or refractory to a gemcitabine-based therapy. In some

embodiments, the individual has non-metastatic pancreatic cancer. In some
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[ 0224] The conbi nati on therapy nmethods with the nanoparticle conposition and
the VEGFR/ EGFR are useful for treating individuals having pancreatic
cancer, iwol2odvrsgoiondi vi dual s who have been previously PCEASe 1/089T462
pancreatic cancer and individuals who have not been previously treated for
pancreatic cancer. In sor odi ments, the individual h ot previously
Doon &1 e MEIBE AP BRI, R Ry PatcrE B tiodh Hahe SToRPBe T dus

has previpmsk IndQeprét@aladnibas: Raneheatic cancer. In some enmbodi nents, the
i ndi vi dual has progressed on a prior therapy (such as a gentitabi ne-based
therapy). |In sonme enbodinents, the individual is resistant or refractory to
t he pri orl01Hdr apy. InsomegmbedieratsyEiersis projadednalingthed #f tieatingaaficatid e t o
continue W . . pEI.Or ot I to failure. pond

and/ or duc\é%%eg "ﬁ %)%ll@iwtl(%%l E‘rﬁéeg?r{r%gefgﬁ%[ﬁﬁ %eq% gdrg]tﬂ Séer} ﬁcf?\t/llle Ballvs(ﬁlél{s&jecur rent

pancr eat ian effes@es@nadrt ©f a thBpEditi@! cdrgisapynanbparficle® cenpiodhfrerhig, aridne

i ndividual is non-responsive to the prior therapy.. In sonme enbodinents, the
i ndi vi duzilPwiif; Hid @) an pidedivgaaopania magxaeetehonrsipasrsinhidies svhesif he pri or

t her apy. SIRTE, ' indivi i bits

responsi&gﬂggg t5§g%%%%§?%&%?%%gggfgg%%égﬁ?&F@ggﬁ?%§?%§gagpg%%ﬂ§rnaceutica

conposi t ipansreatdn@ancai afigr atsovo pay of aloas2.CoAps.iGiITng A 10akiane, Zndr aéd al bum n

(such as hunpn serum al bumn) for . use in any of the methods of treating
pancr eat ireorgﬂwan tﬁ‘égwww&r}ﬁe&ﬂe}cm 1per%9%f?|t§erﬁgy>uﬁ%?r§?% Sifspal of the
met hods QBmkkﬁﬁhk@%oﬁﬁﬂﬁ&ﬁﬁkﬁﬁn&%ﬁ%ﬁﬁm9&$QH%&ﬁ@eHﬁB&hﬁn&?H@ﬁn@?ﬁﬁQ@VG
section "Methods of Treating pancreatic cancer") apply to and include

descri pt ilan pofmagopdicreatit oancehelmaspimesmblodinsente teevbatdixmeettldoprateinasser anount
of each ph%%gaceuticalkx active compound is used as part of a conbination
t her apy cBMBEYEd MO MR anbunt general |y used for individual therapy. In
sone enbodi nents, the sane or greater therapeutic benefit is achieved using

a conbi ngo1or t her dpyoibambbylintis) theddny pabviddiea mBdhod iod taktingpapowaEs al one.
In sone enbodinments, the sane or greater therapeutic benefit is achieved
usi ng a <RBfArdR aniRdirdual én peed therpeineempradeg migistesing te thedndividugbey ng

schedul e) . I . | -%ﬁgg . 1hi I her apy

t han thezgﬁ%%nl‘g@ﬁ@?ﬁ??%kﬁgggﬁ?@f&#%ﬁFb| ugp&%ﬁ@?%gyﬁﬁﬁgé£g§§%%¥§; t he use
of a snualdibwanmynid @) apbienie avfonaad i ymacikinaalbapipeinast imaipitve sihetein n a

reduction in the nunber, severity, frequency, or duration of an r nore

Si de- of { G HREBEREOUETIRY S HRIPES HBEEHIPf E 2y jen Sond Ae%p@dﬁ,ﬁe?it s of the
met hod Ofor%)fné}ﬁhsg%eﬁgﬁﬂl%is&ﬁﬁg fRetheciRf ant bl MY cBABELIBST EmGaREEr 1 n an
i ndi vidual in need thereof conprises adm nistering to the individual an

ef f ect i venaaopuintle ofonsproorg@sartei aod abompn iasd Ay af@noyaaowit estheomgrik si ng a

t axane and al bum n, wherein the .indiyidual has.progressed .qn

gono! t abimHeapgeg et LEr s GG ERTodi T STPBePRGF SLTIGH NS wi ¢ hi n
| ess t hamoabfethstdide paRBERGe cdrites ARBoRBRAMIRINSS, tHi@dIRME] hahrmenpased

t herapy further conprises erlotinib. In some enbodi ments, the

gencti t abipraciBatieehnetre lapyme smhpdiotchtsy tigynatrix metalloproteinase inhibitor is

marimastat.

[0178] In some embodiments, the other chemotherapeutic agent is a
topoisomerase inhibitor. Suitable topoisomerase inhibitors include, but are not limited
to, irinotecan (e.g., CAMTOSAR®). Thus, in some embodiments, there is provided a
method of treating pancreatic cancer in an individual in need thereof, comprising
administering to the individual (a) an effective amount of a composition comprising
nanoparticles comprising taxane and albumin; and (b) an effective amount of a
topoisomerase inhibitor, wherein the individual has progressed on gemcitabine-based

therapy. In some embodiments, the individual has non-metastatic pancreatic cancer. In
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[0228] I n sone enbodi nents of the nethod of any of the above, the nethod of
treating pancreatic cancer in an individual in need thereof conprises

adm ni st ewDreg1¥153G1he i ndi vi dual (a) an effective anount POT/US2@0past ti on
conpri sing nanoparticles conprising taxane and al bum n; and (b) an

effective anmount of another. agent, wherein the individual has progressed on
Geroi t abiREFGIReATRFEr 405 GO RERBAPHRHFRIC P HOBE 1 ol e

conposi t i fbARNHedtf eholobsioRBaN inhkoPs iAHSkAInSt ered simul taneously or
sequentially. In sonme enbodi nents, the nanoparticle conposition and the

other agent are adm nistered concurrently. In sone enbodi nents, the other
agent is [9T%Yct ed flpopme kmbgdivugnts est istorerddask a mathad & HedingPaptigatior ur aci | |
erlotinib f11tni Ak mst & - 1 pifarni nenef r d,
excat ccan, BT ER IR Bhercht LOBDRTAT bRl D BB B o o,
rapanyci ran efifedti geamoundbt feompssisSanE e MBbpSticleh ornpiigiis agamd ands
vandet ani b and the individual has not received previous treatnent for
pancr eat i¥PwaiRcwld (0) g oldgqtiye SBIRENERATIaPHERE 2t InfibiorshsEdn e any of the

above, the;RRAGH i@%s}i&arﬁ%f'&?fag{g?y W%{ﬂé&&%)ﬁ%%@&?&liﬁ&gﬁa{ﬂ%gﬁleor endocri ne

pancreatic cancer. In sone enbodl nme exocrine’ pancreatic cancer is
pancr eat ieentebdohalts, clar midividmal hdsmomenetagatdiophinesatis cartche Inanareat i ¢ cancer s
| ocal | y adva i ancer, unresectable ncreati c. cancer

ced ncreatic a , or
net ast at ie@bﬁgﬁﬁ%g?@f‘clﬁ% ugf ﬁ%gaHfE’il% RANCTEH SN @éﬁ@ee?m&i%ﬁ% o the
met hod ofoadl¥ordradeNBhiBROVE iriddi&afONMPOSI ti On conpri sing nanoparticles
conprising taxane and albumn is adm nistered parenterally. In sone

enbodi nents, the conposition conprising nanoparticles conprising taxane and
al bumi n i[918MHni ni stlesede embpdieamen Sieye i§providedammedod o rypatiMeRBeEAHC Some

enmbodi nents of the et hod of t he.above,. t he. t axane i,S. pa L'taxel. I n
oo in A alEANE th Sleaftedt et AN Sl e Tl MplRiaE | 248

di anet er apfeffeoti@f @ad8i of HadmpbNidn Ebriviig ddhopAtEleS BRAGY IR taSand 41l
nanoparticles in the conposition have an average dianmeter of |ess than

about 20CGURHAIN] #nds@iran eHersP #EIRLEL ofifepeisxaeiasy HNIDHEr. NISEPRFC cl es s
coat ed Wihﬁivﬁ%\gfﬂgg E%ﬁuh%ﬁ?%nh%ﬁﬁg%cgm&déﬁﬁ{ﬁé R infidfIRENRROT any of the

above, the indivi
pancreatic cancer after about any of about 2, 3,4, 5,6, 7, 8,9, 10, 11, 12, 24, or 36

months upon the cessation of a gemcitabine-based therapy). In some embodiments, the
individual has non-metastatic pancreatic cancer. In some embodiments, the individual
has primary pancreatic cancer. In some embodiments, the topoisomerase inhibitor is

irinotecan.

[0181] In some embodiments, there is provided a method of treating pancreatic
cancer in an individual in need thereof, comprising administering to the individual (a)
an effective amount of a composition comprising nanoparticles comprising taxane and
albumin; and (b) an effective amount of a topoisomerase inhibitor, wherein a
gemcitabine-based therapy has stopped (for example for at least 1, 2, 3,4,5,6,7,8, 9,
or 10 months) when administering the effective amount of the composition comprising
nanoparticles comprising taxane and albumin and the effective amount of the
topoisomerase inhibitor to the individual. In some embodiments, the individual has
non-metastatic pancreatic cancer. In some embodiments, the individual has primary

pancreatic cancer. In some embodiments, the topoisomerase inhibitor is irinotecan.
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WO 2011/ 153010PCT/ US2011/ 037462 [0233] I n sone enbodi nents of the nethod of
any of the above, the levels of serum CA19-9 (carbohydrate antigen 19-9) in
t he i ndi wouall/#seodecr eased by at | east about 50% i n c@gcpaSR&Gl031462 t he

| evel s of serum CA19-9 prior to the treatnment. [0234] The dosing regi nens
for the ds described herein are further provided below Dosing and

Met hod of ni st SPiSAGS CAROIEN S A e AhE C&‘Hﬁ@?ﬁ@?ﬁﬁsagfﬁtféémgasﬂ e of the

taxane napRBAGL | Kili@bRPIRLSkIcQRRIbAGKI M $dcL b@Chré ﬁoﬁﬁnitéﬂb%éﬁé@bmﬁ@ uch as a
human) may vary with the particul ar conposition, the node of

adm ni st r(atgi, MELGARE®Rhe Thypen edmpeambodatents, dharede prdyadedg hetbad el. | n sone

enbodi nents,. the anpunt of .t he positio is ffectlve toresult in an
obj ect i véreraE%Bm“éean GePFeRLn ap lﬁgertrl?“élfmr% %P%Hfﬁﬁ}ge%démP’é?HBﬁé% or

stabl e d%ﬁ@ﬁﬁﬁhmuﬂ?ﬂ%ﬁ%ﬁé&%ﬂQﬂhﬂﬁ@bﬁacé&$b§@&Hﬁhqﬁﬁn&hﬁl bparaaes nanoparticle
conposition is sufficient to result in a conplete response in the

|nd|V|duaDHEWﬁHSGWEmeﬁmb@bn@mtQndﬂWGmaﬁﬁnhw3@ﬁmuhefﬁaxaﬂﬁomem@pbmmncIe

conp03|t| i.s suffic to result in a. art response in the

oar v duarerif D b ab SRy b BB PR BREERAAE shllropar i ol e
conposi t ieibddim&i#f, ih<Cin@RiddaPhasafonlhethitad pilcRatt s8RSE Thisofe, Pancreatic
cancer) in the i ndividual. In sone enbodinents, the amount of the taxane

nanopar t iegibedinetbsha ingividuahhan piress pandreticenness| @ spmsremhodiment dheed al one)

ffi |1 t f th bout f
259 - 3000 T 5B PAHER RS RYERCE 005 Gook 5096 60% 8556 or 7096 among @

popul ation of individuals treated with the taxane nanoparticle conposition.
Responsed0t83]an i ndnwgotit@ambbdinidnes, theeaits pesmidal a inhéhodef treaimg(mﬁcnehtﬁxed her ei n
can be det erm ned,

or exanple, based on . REC ST.I evel s. 36 one
enmbodi merfRBCET {ihan a&%wa? ?@ﬂéh%%smrﬂ%% M gringjte the 1?@ duaf@
progr ess-Jyle@R W dthd ofh cbiBodific (\/dn%ﬁaslmg ﬂdﬂoﬁﬁﬂﬂe?@g}ﬁﬁ'ﬁ@{ﬁanéﬂﬁ anount

of the conmposition is sufficient to prolong overall survival of
|nd|V|duaﬂmHMm,@mhb)@mbﬁdnwemnwunhﬁéqanwaﬂmuumhmMQrdepnsﬂmuomvah@} exanpl e

when adm.ni st d al.on i s sufficient rodyce clinic nefits of nore
than abodt "Shgbpr SE9 At S5kt Gag bt B8 Sube LBNERmaR B0, ° 600,
65% or mafpvﬁﬁemasaloﬁqmﬁsﬁticqﬁnafeaﬂm@unwd Ualssmé eRdb&ichettst thetih@vidaxiane
nanoparticl e conposition.

has primary pancreatic cancer. In some embodiments, the proteasome inhibitor is

bortezomib.

[0184] In some embodiments, there is provided a method of treating pancreatic
cancer in an individual in need thereof, comprising administering to the individual (a)
an effective amount of a composition comprising nanoparticles comprising taxane and
albumin; and (b) an effective amount of a proteasome inhibitor, wherein the individual
has recurrent pancreatic cancer (for example, the individual develops pancreatic cancer
after about any of about 2, 3,4, 5,6, 7, 8,9, 10, 11, 12, 24, or 36 months upon the
cessation of a gemcitabine-based therapy). In some embodiments, the individual has
non-metastatic pancreatic cancer. In some embodiments, the individual has primary

pancreatic cancer. In some embodiments, the proteasome inhibitor is bortezomib.

[0185] In some embodiments, there is provided a method of treating pancreatic
cancer in an individual in need thereof, comprising administering to the individual (a)
an effective amount of a composition comprising nanoparticles comprising taxane and
albumin; and (b) an effective amount of a proteasome inhibitor, wherein a gemcitabine-

based therapy has stopped (for example for at least 1, 2, 3,4, 5, 6, 7, 8, 9, or 10 months)
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WO 2011/ 153010PCT/ US2011/ 037462 [0237] I n sone enbodi nents, the anount of
the conposition, first therapy, second therapy, or conbination therapy is
an armountweubfl/sBEnt to decrease the size of a tunor, decTams@1lBE6NUNber
of cancer cells, or decrease the growh rate of a tunor by at |east about
any of 10% 20%. 30% 40%,..50% 60% % 80%..90% 95% or 100% conpared to
the corr eBOATHE ETRBMeSEEM SRBaY of heisg B LR EORRRUES NIRRT ¢ urmor
growt h 1 aloghprRink M8k H3ARd SWRINGE hndothb effediRelahRALNEMNhe BFot&RHMA 1R HbitR tb he
corresponding activity in other subjects not receiving the treatnent.

St andar d theindodduadain fsmagebbdimente.dbe malividen! hragmin-udastofic paicseagitf ect, such
as in vitro assays wt urified.enz cel.l -based assays ni mal nodel s,
or human PBeE TGOy itebin e sRlad Rl Simin s R APer FE Reane
(e.g., pagiiddax&lty, thdproh@sapadifor drbdrez&eibow the | evel that induces a

t oxi col ogi cal effect (i.e., an effect above a clinically acceptable |evel

of toxi citﬁﬁor is at a level where a potential side effect can be
control | 4818 t ol erlasede sdRdINKAt: HIppRsTcheRotherapeticiigshies @ dlatipuihe

i ndi vi duglyged %%l?ftg ] glﬁ'taPl% a%tgzgn‘ggés@& ?%%3 itng%%d?,rmlltl Afe Rk 1ihiRd ¢ ?%P?ﬂl&ﬂnp nis

close to a maxinumtol e ose he conposition ow ng t he
sane dosidigpldtagbx@ipldtin (8 QUELODATIN®Ntadd shtiepl a0 Ultius Oh sbie conposition is
nore than about any of 80% 90% 95% or 98% of the MID. [0240]1n sone
embodi nerfinbodipents desipis Ripvided anethod(of tgating paeraatiqguIcyT Nt iRdViddabosi ti on
is inclu i i e 1.0 00 nyg,
about 0. ?ﬁ%ﬁé({kggl%f)S%m%ngn%gh&gr@%%?n%éggig%dé‘ggﬁ#t@odrtﬁjgﬁ 1%g%oeuat 'lt"j E))f gbout 10
ny, aboutcolfpotitioabompridibg mmopahrids chmptising baxane 201 symaband (W@Ant 0 about 25

ng, about 20 to about 50 ng, about 25 to ,about 50 ngy,. abqut 50 to about 75
mg, aboutTsetiYrRpEG et iet@gﬁﬁw%%%g% apd, wAssi the drrrigualdys Brogitgseed o about
125 g, afoiinckdBint Ba8RQHErady OB meabitidhintalds, (iR @B/ ual = 9. about 175 to

about 200 ny, about 200 to about 225 ng, about 225 to about 250 ng, about
250 to abuoetast@@0pangreaaboancei300 some gnbotin356, thy, indibolwal BB@rinmrabout 400 ny,

about 400 to about 45 or out 0 to abqut 500 ng. In me

enbodi merPbSeRict gt m “hie haiSs 15 bRt e PRRRE £ ect i ve
anount ofcidpRinC eXMPHtinl ONsati@piin. B oM criR@entt A& platiBurhbabdiageange of
about 5 ng to about 500 ng, such as about 30 ng to about 300 ng or about 50
my to abowt caboplain, cisplasignexadiptadiai etesatreplaibe concentrati on of the taxane
(e.g., paclitaxel) in the conposition is dilute (about 0.1 ng/m) or

concentr (about I j . . of ..0.1 to
about 50 RS Th *" abaut e T Stukperk gt b Bl EHARRY B B paRdBthe
about 2 nghedr i on Aldowduad imoded] theradfocdmgriding administdinggd e, individuab@ad 5 ng/ m .
I n some enbadi nents, th? concentration of the taxane (e.qg., paclitaxel) is
at | east %4 tiyrameyint 9 & comgpenitiomcompyising nanepagtighss pemprasing fagpne adyy/ nj - 4
ng/m, 5 arl'ig.(n'i'iin’ arﬁi @émffeczivggﬁmuntgf ar@étmum—%aé’églagént, %Qimr%1thel5 ng/ i, 20
mg/m, 25 mg/m, 30 nmg/m, 40 nmg/m, ‘or 50 ng/m:

individual is resistant or refractory to a gemcitabine-based therapy. In some

embodiments, the individual has non-metastatic pancreatic cancer. In some
embodiments, the individual has primary pancreatic cancer. In some embodiments, the
platinum-based agent is carboplatin, cisplatin, oxaliplatin, or satraplatin. In some
embodiments, the platinum-based agent is not carboplatin, cisplatin, oxaliplatin, or

satraplatin.

[0188] In some embodiments, there is provided a method of treating pancreatic
cancer in an individual in need thereof, comprising administering to the individual (a)
an effective amount of a composition comprising nanoparticles comprising taxane and
albumin; and (b) an effective amount of a platinum-based agent, and wherein the

individual has recurrent pancreatic cancer (for example, the individual develops
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[ 0241] Exenpl ary effective anounts of a taxane (e.g. , paclitaxel) in the
nanoparticle conposition include, but are not limted to, at |east about
any of 25wAgon153@0 ng/ n2, 50 ng/nR2, 60 ng/n2, 75 ng/ nR2PCBUSAY108746D0

ng/ n2, 100 ny/nR2, 120 ny/ nk, 125 ng/ n2, 150 ny/nR, 160 ny/nR, 175 ny/nk,
180 ng/ n2, 200.ng/ nm2, 210 0 0 / , 300
ol B GOAEAA SBOH e Bad G e Detduy 00 Mg/ e,
or 1080 nEARs @fonfthé @é%@zﬁtﬁ)n(& aCemcRaAbihé baeal thera Iﬁasrohfélb‘%nt%mﬁédtﬁﬁ@ s, the
conposition includes | ess than about any of 3 nmg/ n2, 300 ny/ n?, 250

my/ n2, zoodlwgiluabhasrso mrgastaztlc pm@ren@d eracer] 00 some pRbodimnerty tt@ln@mdngl/ ne, or
30 ng/nQ of a taxan .1 n some, enbodi ne t he anDunt of
the taxarte pamyy PRSErfr Suice R TSR bt P PR EUREREET i fhout any of
25 ng/ n2,catdpin1&splkh, A atinl Sr @ fapfatinl In S@hEBmbAdint¥@tsihe pladini®.- 2, 12
nmg/ n2, 11 ng/n2, 10 ng/n2, 9 ng/ne, ng/ n2, 7 ng/n2, 6 ng/nQ 5 ng/nQ 4
my/ N2, 3 bagichazentis mey wbomtmlcwgtaﬁe oNaHPEEAEOTEABRRIMIent s, the ef fective
anount of a taxane (e.g., paclitaxel) in the conposition is included |n any

of the f ng r ;

o o, adoiP10% o Tangn cBEBHmchy’ oo thoda T Aol P batha BBt M50 <o
about 75 canderRy ambdisidudd i needbbertof] Odin piyim® ad rainoitktrink Q6 tlteana]lmhmal &25 ng/ nk,
about 125 tq_about 150 /nQ about 150.to about. 175 ng/n2, about 175 to
about 200*"fyERBYe 60%0%‘15%‘E0%§”h"g‘mﬁpar3618hf°r§ Sl%taé%‘tﬁﬁnd%o

g/ ne, abd@wm@%m} apeytcta@gntmtmf, a 301 800dluQe bRl RBATD/ M2, or about
350 to about 400 ny . I'n sone enbodi nents, the effectlve anount of a

t axane ( egegicitalpiacbpsedxbdripy lrraStsnmpc@ﬁfposxatrmpiﬂerat hzbsi:ult 253.t% Sabold, 300 ng/ n2,

such as ab t 1 0.tq abqut .150 ng/ about 1 out 130.ng/ n2, or
about - 1atg Ry el e s Pl fratig Pt PP ERe IRE bt i ane
(e.g. paahblsaaﬁakg cdniprisitgy @RARASH taldithih Sn@ R Wfed G MBS of H A=A inuh-Some
embodi nent s of any of the above aspects, the effective amount of a taxane

(e.g., pdesedageatp thaindhadusbrdosome smbpdigicntsetheandividnakhas peurmesasiatist 1

%; tg’ Zd)sang'?étlf Cangg Iﬁr?étﬁg B%lg H%ﬁ‘ég t}%éédl%gl%aﬁéhﬁla?gg&%ag Wekga 15

ng/ kg, 58n @gﬂnk @mb@dm&!ﬁtm‘ﬂ{e@atldum baset agéent endaoishpiai, sisplatie, cﬁtfaflplatm\/cﬁ anmount

of a taxane paclltaxel in the conposition includes | ess than about

any of S%tfﬁﬁj?‘tk‘g  Inzgpesghedimensy thegplpinumgasedgerty is 8eamgpidin. 100 ng/ kg, 50
ng/ kg, 2 g /kg, 7.5 ng/kg, 6.5 ng/kg, 5 ng/kg, 3.5

ny/ kg, 2?n§m£#?0X£gmﬂ%lggs]%BM?Ha taxane (e.g., paclitaxel). [0243]1n sone
enbodi nent s, the effective anount of paclitaxel in the conposition is at

| east abc[0190iny of 18 some legibo@intentsy fhegpthe? cliemythkgpeBicagekigis a@hﬁaptgﬁkg, 7.5

/ k d le. |
Tt R T M S R R G O T RE S B AR aicicl e
about 2. 7, RB5&0sBAMNeS &L GHaPR. AN O ALTIN®) PO ohdl-19PRA aRG SR sikhGse- [N

sonme enbodi nerits, the conposition is admnistered I ntravenously over 30

m nut es. c[eﬁ&ﬂﬂélEée@mEIaByT[dﬁ@)hthfulsemuenmeaﬂ)oﬂnnemshdleaﬂmpnomlescazt| on of the
nanopartlcle compositions include, but are not limted to, daily, every two
days, evdP§thediplisealing pancicaticranesyin apipdividyad iy need thergefy COMBRIERG ~ si x  days,
weekl y wahﬁﬁﬁtttehhg%t he i ERufth) B crf@Hle M6l of ARG pEUREN el &s@ngﬂeeks once
every two weeks two out three weeks. I n sone enbodlne t he
conposi t |Imnopast1adtn¢mnpﬂmgtdxat¢cmﬂ athnipen gandr(y) & elbekise amnog @\aer y 3 weeks,

once ever 4 weeks ce.every 6 weeks, or once ever e In sone
enbod: morbiPeti STEpE MFE the el SeSPigrated e duBRE A of *1x. 2x,
3X, 4X, SHerafy: Intomen{bodfnentd dhd MUivAdMABRAS nonnS@RIEPRRHANE Birer. L IRE
intervals between each adm nistration are |l ess than about any of 6 nonths,

3 nont hs,somerpprhodimegs, d@wlgdlvzi)lahb'c}ﬁ@rml@y paagreaticiangtayls son® days, 12 days,

11 days a a ays.. 5. days, 4 days, 3 days, 2
days, eflq’(?g rXeqts %éeo%érage Eil ¥1%b(tly 18% %ac’lzuntag)ravéa:fsmxbné% Wween each
adninlstratlon are nore than about any of 1 nonth, 2 nonths, 3 nonths, 4
mont hs, F0mHt hs, GnReMEBmbodinteant tere 0 rprdeddﬂmi’lﬁlbﬁlod bitreag panbegtisrent s,
there is no break in.the d05|n§ schedul e.. In_some enbodi nents, the interva
bet ween <ARFELARIAR Hidssdupl inheeddheigotneprapiisinmadpiginerng te de indivihsl @y some

enbodi menfSerel i ARGIMREE E&AP& MG éo?nﬁﬁﬁf‘g Iﬁl‘ﬁ%ﬁéﬁl&l\é@c&ﬁyﬁmﬁg{axane and
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one tinme, two tinmes, three tinmes, four tines, five times, six tinmes, seven
tinmes, eight tinmes, nine tines, ten tines, and eleven tines. In sone

enbodi merwe,20ths3@osi ng frequency is once every two day®CTars20119a746t mes. | n
sone enbodi nents, the taxane (e.g., paclitaxel) is admnistered over a

eriod of _at | eas en days, wherei he i nterval . bet ween _each .
ot o se i Rl ) SRef Rk ahoTnEeh har et B SHErar HEIEVBTe of the

taxane (§s ghsistdd@6t tehi@X@ly todf o @RGAbAEFadsthE@dpy O dothcaBHdiHeds D/ N2 to
about 250 nyg/nR, about 0.25 ng/n2 to about 150 ngy/nk, about 0.25 ny/nR to

about 75 ingjvrdRal kg mhn-agetadtasict padeizBtiqepnne. tln sabo ambodinreyfspthe individbalut 25

nmg/ n2 to ,about 50 [nR. [0246] 1 n so nbodi ts, the taxane (e.g.,

pact 1t axdy BB RiPRFs 0 R S PG meg R e B Sap B DBV 7o wner e n
t he dose whadiheniraeaix(gaty. , paclitaxel) at each admi nistration is about
100 ng/ n2, 125 ng/nR2, 150 ng/nR, 175 ng/n2, or 200 ng/n2. In sone

enbodi nents, the taxane (e.g., paclitaxel) is adm nistered intravenously

over 30 MHRles on laagwe gmbgdimants. thsreyiy pOVIdedmmipeipd 06 treqifigrRansreatie dose of
t he taxa - : Ml 1 i strat j : / n2,
125 my) 8RR B e e SEERATMPAGRARAR b St o) ™0 e
t axane | sainpdfekiiteaxmdunt pO2 4athporeti @dennmprsingaianoparaéles bempiivipotixdneoandcan be

ext ended ogver. an extended period of_ tjinme, such as from about th up to
about se\fitﬁl%é? &(’5 ﬁngfg?FéfgéﬁB’&&Ph%fﬁt‘b?raP%“&&HE%@”f‘i i ge E‘ﬁi’% er ed

over a pefyk %uﬁ%n?anb@%é calQUForaNYmBfe, the iRdivituadevBlopd parfreaBc cdfber 11, 12,
18, 24, 30, 36, 48, 60, 72, or 84 nonths. [0248]In sone enbodi nents, the

, [
dosage ofaftar alovapey ¢abyut 2,006l §.taxes,)9,ilf, B, Adnbhar 86 oloathsawpodict i on can be
in the range.of 5-400 .my/ wh iven on a 3 ek schedul.e. . or, 5-250 ng/ n2
(Such® as B048b o Frip EPuF et Dby S on® A e g g BBl ookl 3
schedul e.ndnQhetgxadiipcrehiie et Mh seme@nibad ity ehelindivRRGl hdspxharyi S about
60 to about 300 ng/n2 (e.g., about 260 ng/n2) on a four week schedul e.

[ 0249] O Hapciextémgangety Ingwaiainkadivaeifp dbe therapewec adibpdy stheaagigimaton he
nanopartk%h§hﬁayposition (e.g., paclitaxel/album n nanoparticle
on

conposi ti I'nclude, but are not limted to, 100 ng/n2, weekly, w thout

break; 75 mg/nm2 weekly, 3 out of 4 weeks; 100 ng/n2, weekly, 3 out of 4
weeks; 148198)/ n2, veskiny enmboditienad, therans ekeviddbmatpoddf trasigl panci2atdtit of 3
weeks; 130 ng/nR, weekly, w thout break; 175 ng/nR2, once ever weeks; 260
my/ ne, orfGRCR YRR NNk &1 nezécsh?fﬁ?fﬁeem%w SRy oyingde ndBithai my/ ne,
every tNIGEaeKSimAln b7 2 cobeBrion EihiingfdnlPtic R Eatkpridhl dRGmHaTe twi ce
a week; and 150-250 ng/n2 tw ce a week. e dosing frequency of the
conposi t iadummyarse(badi eff¢atie auennt ¢fe theapseicahtibody, wheeime gembigabeee-on t he
J udgment b%fse t?leera?)'}g Epasnsltglgp%ﬁl(Po‘cll eggﬁglle%(l)raﬂ'least 1,2,3,4,5,6,7,8,9, or 10 months)

when administering the effective amount of the composition comprising nanoparticles

comprising taxane and albumin and the effective amount of the therapeutic antibody, to

the individual. In some embodiments, the individual has non-metastatic pancreatic

cancer. In some embodiments, the individual has primary pancreatic cancer. In some

embodiments, the therapeutic antibody is bevacizumab or cetuximab.

[0194] In some embodiments, the other chemotherapeutic agent is a
farnesyltransferase inhibitor. Suitable farnesyltransferase inhibitors include, but are not
limited to, tipifarnib (e.g., ZARNESTRA™), Thus, in some embodiments, there is
provided a method of treating pancreatic cancer in an individual in need thereof,
comprising administering to the individual (a) an effective amount of a composition
comprising nanoparticles comprising taxane and albumin; and (b) an effective amount

of a farnesyltransferase inhibitor, wherein the individual has progressed on
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[0250] I n sonme enbodi nents, the individual is treated for at |east about any
of one, two, three, four, five, six, seven, eight, nine, or ten treatnent
cycles. WO20155@83010PCT/ US2011/ 037462 [ 0251] The conp@s€iritiseens/odaszri bed
herein allow i nfusion of the conmposition to an individual over an infusion

time that is.shorter .than about 24 hours. For exanpl in some enbodi nents,
he: comentiGar b Al R dbme sabodiens ohs BN HRR bt B Pae hhan About
any of 24,;00uho cahée A kSme 8mBOYiHentsOtHRGRi Sidusl ﬂﬁ@!ﬂﬁﬁlar@pzﬂféﬁgaﬁc canddpur, 30

mnutes, 20 mnutes, or 10 mnutes. in some enbodinent’s, the conposition is
admi ni st dnedmegmbodiments, thei fameppdirinsterate inbibiter BOipiumilt.es. [ 0252] O her
exenpl ary dose of the taxane (in sone enbodi nents paclitaxel) in the

nanopart i conposition | i | m o] ny.of 50
mar e oM. 7o sos s Btk Bl  FelBH ol fraiidheles Y60
mg/ N2, 17ancainRn ind®Qduny imnBeed A0&te o) Eodpri?ROadiihiering@0 thehaiRidvand) 300

ng/ n2. For exanple, the dosage of paclitaxel in _a nanoparticle conposition
can be i iNtehECH ¥YROWK ohHERMPABAN CRIRPTHYISHANGPEHClS GRRPBTING 232

schedul e, ab - / ' ; - [ 0253] The
nanopar t iaéﬂmlgb%p%(g??? %ﬁ%tfggr?gﬁ)g a mt%#l\é?%lgg%@g&gﬁﬁﬁlbﬁaﬁ\% %ﬂégl:l ﬁl(g such as
human) viiadivalnbid sesisparit s reftanohyith ngemditabinexangl terappt frasoamous,
intra-arterial, intraperitoneal, intrapul monary, oral, inhalation,

intr avesieéf&hogi’f{le‘}t%tﬂ?ea‘r‘ilg%fi}’lag as ‘}%ffP%tF?tgt& feaéﬁﬁ?ﬂ??’én]é‘éﬁgl,e i ntraocul ar,

i ntr at hec@lbodihHis THCRARduaPRS ﬁr{rﬁ‘ﬁa%ﬁ&@dtic dafces OB oRIFRAHARAL R, (RSt ai ned
continuous release fornul ati on of the conposition my be used. I'n sone

enbodi nerfasesltranstragsasiibitonis itipifamhih. ni st ered i ntravenously. In sone
enbodi ments, the conposition is adm nistered intraarterially. In sone

erbod: ey gyt Ne, CARESEELAl AT R85k PhEARSLHLASR fakerches of
cancer in an individual in need thereof, comprising administering to the individual (a)
an effective amount of a composition comprising nanoparticles comprising taxane and
albumin; and (b) an effective amount of a farnesyltransferase inhibitor, wherein the
individual has recurrent pancreatic cancer (for example, the individual develops
pancreatic cancer after about any of about 2, 3,4, 5,6, 7, 8,9, 10, 11, 12, 24, or 36
months upon the cessation of a gemcitabine-based therapy). In some embodiments, the
individual has non-metastatic pancreatic cancer. In some embodiments, the individual

has primary pancreatic cancer. In some embodiments, the farnesyltransferase inhibitor

is tipifarnib.

[0197] In some embodiments, there is provided a method of treating pancreatic
cancer in an individual in need thereof, comprising administering to the individual (a)
an effective amount of a composition comprising nanoparticles comprising taxane and
albumin; and (b) an effective amount of a farnesyltransferase inhibitor, wherein a
gemcitabine-based therapy has stopped (for example for at least 1, 2, 3,4,5,6,7,8, 9,
or 10 months) when administering the effective amount of the composition comprising
nanoparticles comprising taxane and albumin and the effective amount of the
farnesyltransferase inhibitor to the individual. In some embodiments, the individual
has non-metastatic pancreatic cancer. In some embodiments, the individual has
primary pancreatic cancer. In some embodiments, the farnesyltransferase inhibitor is

tipifarnib.
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[ 0254] The dosing regi nens described in the section above apply to both
nonot her apy and conbi nati on therapy settings. The nodes of adm nistration
for conbiweatoonmsshier apy nmet hods are further described beCows2010238p2 n sone
enbodi nents, the nanoparticle conposition and the other agent (including

t he specifj£..chenot her apeuti c. agents descri bed herein) are adm.nistered
si'mul ¢ andBEE “VindA SPRE CHPReT R tR b B D8 Or T ESRES At Re dr ug i n
t he nanopgfifd KdagshadordaiBg PhitGhay 2B e ABY inRfbiGPN IRt hb&gethlag_ same
conposition (e.g., a conposition conprising both the nanoparficles and the
ot her agéenhipitors inqludse patraae aot lguigbio vismndegile agd ¢yddpamidamobast ingoes ar e

cont ai ned i,n .one .c ositio nd t.,h t her agent (.S contai ned,in, anot her
Compasi ¢ 1N AREuE AR R bl fR kit At linHitieais o B AR B on "and
t he ot herinag&niheRbE cohiptibing hemadstsiestienhé aldivdudtld)harefebevaanamact hcl e

conposition or the other agent may be adm nistered first. The nanoparticle
conposi t iSOMPRNEOR seMBKiHBE NapPaKticlis SORPHFIAR fdng Anddpamyy an¢ gh@dsi ti ons,

whi ch may .CO i i ; rdif: . e 71.I n sone
embodi ezt fr Sl BEs bR Rl T PR B el O T e

ot her ageapinciteinebagdrthienpy. In s@ne etbediagnisnihs individos haehooeheafstatine

nanoparticle conposition and that of the other agent overlap with each
ot her. | PABERRUGTAREH: B Aeae cRadinghbp et PN EURIJD S5 M b PRNCECALE FHESt er ed

for at |gasbmeRRbLGYDISL E}theaga{éﬁ'iﬁnb%r ik $RRlodeAY. B some SnbQlimEn€YC! €s)

prior to the admnistration o e other agent.” I n sone enbodi nents, the
ot her ageht heédgehaminhitstoerseyclopamate. | east any of one, two, three, or four
weeks. I n some enbodi ments, the admnistrations of the nanoparticle

conposi ti nd the other nt are initiated at about the sane tinme (for
e IR hnyin ShaespDREen Ry fejd g8 s AR L bl TRl

embodi merdaficer i gn NN i Aded ARG e X c@rﬁﬁriﬁi‘@g\&ﬁﬁiﬁﬁsit&ir% t6 eIagividuan(agnd t he
ot her agent are term nated at about the same tine (for exanple, wthin any

one of 1,anzffegtiveqamagint gf a gpmposdiagisgomprisinggipuopsrtelds ermpssing Heane and

adm ni stration. n nues .(f. X | e.f .about. any one

of 1 2, Gl Gl 7o Bl B ERhe GANMIIMED bRl NAERE e thartlalt s DOV, O

of the adsiisthstoraéfrarorgto h gembidabipabdstd tiRragPosinid @ibodime®otRe enbodi nent s,

the adm nistratjon of the other agent is initiated after (for exanple after

about anyn@Nilugkhag nop-megastatic pancrgaticyeanger. gn sqe empodigientie thedpdinisipak he

initiati . ! i 1 Lti.on. In sone
His %gﬁgﬁ%ﬂl@f@aﬂ& SAdcRf. B%Qge e%)ﬂ)gdl RARD R ﬁe‘&?@ho@é{mﬁ%ﬁb} is

enbodi nment s, mnistrations o nanoparti c nposition and the
ot her agent¢madtegib. Mhtspat echbadohdney; tertgtigchogtinlaboartis thdogande.t i me. I n sone
enbodi nents, the adm ni strations of the nanoparticle conposition and the

ot her a re ini.tiated at about .the sane tjne an he adm ni stration of
Che ot norto2ed e Lo isRnEE BRIk st pP it ey of G enesadg ' 3" 2
6, 7, 8, Bncel@h adihdiQdual Zn ARAtRGoRESBPridiNead Bt t8 thedthdivitRial (a)

adm ni strati on of the nanoparticle conposition. In some enbodinents, the
adm ni st reatefigati vt amewt eha 6pAPeYiEIrecarpo nanepartialds corapwtinetaxaifednd st op at

aDout S80S LdTB) A0St ML 3 AL AR eHhnbS:, ShOREn ATl iaBal 1 T at ed
has recurrent pancreatic cancer (for example, the individual develops pancreatic cancer
after about any of about 2, 3,4, 5,6, 7, 8,9, 10, 11, 12, 24, or 36 months upon the
cessation of a gemcitabine-based therapy). In some embodiments, the individual has
non-metastatic pancreatic cancer. In some embodiments, the individual has primary

pancreatic cancer. In some embodiments, the hedgehog inhibitor is vismodegib. In

some embodiments, the hedgehog inhibitor is cyclopamide.

[0201] In some embodiments, there is provided a method of treating pancreatic
cancer in an individual in need thereof, comprising administering to the individual (a)

an effective amount of a composition comprising nanoparticles comprising taxane and
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about any one of 1, 2, 3, 4, 5, 6, 7, 8, 9, 10, 11, or we nonths) the
initiation of the adm nistration of the nanoparticle conposition. [0258]1In
sonme enbodpDreenyS3010he adm ni strati on of the nanoparti cl @Ctarspagiosisen and
the other agent are non-concurrent. For exanple, in sone enbodinments, the

adm ni strati on of noparticle ¢ ition,is term. nated before the
Smer sqaiinia: i on e PARERR et e e irie S LSr MR e RelPL on' of ¢ he

ot her agafted tﬁeltagy ﬁh@s’%&ﬁ&d@ﬁi‘r@&%nfﬂ'@%mm&ﬁﬁ[ tz gl & £ @MPas bt 401 hsnths)
admi ni stered. The time period between these two non-concurrent

admi ni st r\alnqncﬂdmlmawrmaﬁgeeffemm %tb@lutt of ths coopebitfhn comeksing suwipadiscleabout f our
weeks. [0259 The dosin uenc e drug-containi ng nan icle

o osi | oM FaTE A p BT R e bR A EOh BN Eo L RRARRN K ©: P

t r eat mentthe hABLEL0. r[ntshﬁlejeud@frﬁﬂiﬁntpthetlh@waﬂm HisSofrhétghtttyfiincicatic  \When

adm ni st ered separ at el t he drug- contalnlng nanoparticl e conposition and

t he ot hercaBgfsnin sme ﬁé%/%fhmﬁﬁ‘isstil@ pedvigal dng piemanyt PaeRsRigCaERiG B SeRe or
intervals, f%fm&ﬁ?%’é %ﬁkﬁb‘f‘gaﬁ %%010 %&h&ﬂegﬁ TRIGREL ﬁl'bSJhﬁE:ﬁ% @si tion can be

admi ni stere ther ape c ag ent can be admi ni st er ed
nore or Heﬁgdﬁ@&ﬂMBﬂ@ﬂmrydumaﬂnma enbodlnents sustalned conti nuous rel ease
formul ati on of the drug-contai ning nanoparticle and/ or chenot her apeutic
agent naﬁpg&%used Vari ous f8rnulat|ons and devi ces. for achieving sustained

rel ease nown ilA SPRE cabPdimentsy Hs; AihgricBRMBheaRaUticARCRG S £R ARtion
confi gur aatn §n1g%%&ft' hed ﬁ't@'éﬁgla &GN &hs & rﬂfﬁﬁgﬂ B&%ﬁ@ﬂ T&%dﬁanOpart' cle

conp05|t|on and the other agent can be adnlnlstered u3|ng t he sanme route of
admi ni st rmaturglty orcuditfg dnenme egpdinants, thtrrhainsthespeati: agent sarsgnéatiodi ment s

(for both |nultaneou d s tla tratlons t he t axane in t he
hanopar ¢ HETERHBHERaE R 18A85F A By fisr B fler aredbesh feeut i puls™ PR

predeter anEle@EGFtahﬁbod:yQ"su&P(a%'H%folzdnﬁhbS(@rge AVRSTNB®M Fhud, Resdid 1 0 by wei ght
of the taxane in the nanoparticle conposition and the other agent is about

1 to 1. |emwdireersritate memosided henettmidgtittrepang panceeptib eartyet ns@nndivolwal 0. 001 to
about 1 and apout 1000 t.o. abqut .1, .or, bhetween.a t 1.to about .1 and 100
o about 1 fefb Bt camptrRantuieu pift BREJAR e Peovtatthedi A" he
nanOpart | ©hoSiBBR esin Bhﬂﬁg ﬁﬂfbphhm@tcbﬁf n@ﬁ@@éxahé ah€HBuhAAn@AYuh any of
100:1, 50:1, 30:1, 10:1, 9:1, 8: f 5:1, 4:1, 3:1, 2:1, and 1:1 In

sonme enbodieaéya amoursef ara@ritbalngmmcgmenb Wh@fﬁén thesiadiwidupl hah erogaesophen i cl e

t h f 1, 3:1,
Z?T’OE! 1Ig%g1c]|_t§'9g %as%g(%ﬁé}g@ al%esgﬁef%lbggfrﬁen‘igg% %leﬁurg}laﬂé/s o I%%t%%at%c
cont enpl glaackeatiOZndrTNe solas embodignentsethefiadividagl Hagpararppdicedatit bancet.her
agent may (but not

[0203] In some embodiments, there is provided a method of treating pancreatic
cancer in an individual in need thereof, comprising administering to the individual (a)
an effective amount of a composition comprising nanoparticles comprising taxane and
albumin; and (b) an effective amount of an anti-angiogenic agent, wherein the
individual is resistant or refractory to a gemcitabine-based therapy. In some
embodiments, the individual has non-metastatic pancreatic cancer. In some

embodiments, the individual has primary pancreatic cancer.

[0204] In some embodiments, there is provided a method of treating pancreatic
cancer in an individual in need thereof, comprising administering to the individual (a)
an effective amount of a composition comprising nanoparticles comprising taxane and
albumin; and (b) an effective amount of an anti-angiogenic agent, wherein the
individual has recurrent pancreatic cancer (for example, the individual develops

pancreatic cancer after about any of about 2, 3,4, 5,6, 7, 8,9, 10, 11, 12, 24, or 36
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necessarily) be lower than what is normally required when each agent is
adm ni stered al one. Thus, in sone enbodi nents, a subtherapeutic anount of

t he drug wo 2ohspanoparticl e conposition and/ or the ot h@CTASe/ 085162

adm ni stered. "Subtherapeutic amount” or "subtherapeutic level" refer to an

amount that js less than.th therageut{bc %ngunt, t?at 's%rﬂé)%gs t han t he
amount ndPYYM PP ‘Elc%ﬁ?etﬁ)_nt & SMeYDIAC PR IAAHENAT t e e PESn and/ or
the ot herphagRiNid@ BaPsbH-Rbat@iePaRtQRe cadle eduftdntbdimynidend ef | ected in
terns of the ampunt administered at a given adm nistration and/or the
anount adndimideielras grioneey pancegdatiesapeer.i od of tine (reduced frequency).

[0262] I n sone enbodi nents, enough chenot herapeutic agent is adm ni stered so
as to all educt i f nor o} of. .t he [ n ticle
conposi t i[g%bsr’r]equi r elg @?%eg gg]{ﬁ%tnﬁsgths? gené%a%vd(riee(ga rgfq/ {ht% gé)gp rer}étﬂfg %@C%F t%Tr east
about anyaffer d¥an HAWid20 % n3d YherbEYeorb¥ing &¥minB80%ng 0 the iadividaE() | N sone

enbodi nents, enough drug in the nanoparticle conposition. is admnistered so
as to al 19wieadNrcImHt 8f 2 coaPPdfieRtoRISENGIANPPEtiBIeheeMpddng taxafAded t o

effect t ; a,ggg V. At : t .of 5% 10% 20%
30% 50%%%%&?? % 53;88}?&55%/&%?}}8@ pn%rag.anﬁoafg%%%lcg 8rrg Véﬁ%%lgiodrrents, t he dose
of bot h tdeencitabiacrdased thdrepniEscpaptd toe exammieo éartak trastalnd, 3.he S06.He8, dgent are
reduced as @0 red to the .cor.reéﬂgggfdi ng nor mal _.dose of .each when

admi ni st éfdd Whep adginistetibp RESV 3Rt Phile CORRAEt PHCQMRRIIsing
nanopart '&h@pa@@&?@é‘drﬁ;&&ﬂfﬂa afeh@id Aidhetin 288 e AfebiROMhAIR bEMRGna! a

subt herapeutic, i.e., reduced, level. In sone enbodi nents, the dose of the

nanopar t iaog®gennpesittd the iadididonl. ttheowe ambodigents, ihe isdibslualitasabhy | ess t han
t he established maxi mumtoxic dose . For,_ex e,. the. dose of the
nanopar ¢ IR BB SHRSIoE SR/ BT B Riserk i R B R Bbout 5006

40% 30%pag&¥atiosand&y of the MID. [0264] A conbination of the admi nistration
configurations described herein can be used. The conbi nati on therapy

met hods descri bed herein may be performed alone or in conjunction with

anot her tlA&py, sderoms cevedmames Hisyother shemetherpewicr gyt is Wpaserlide hor none
th , , i . . i i C
er apy sqsﬁ'&s}ﬁ %g@}{ Thgég‘tﬁg%rﬂeeéﬁw i %H&%&%ﬂ?ﬁ@}i&%@ﬁﬁ%@ﬁ&éaﬁng

artery-based t cr erapy, ultrasoun

t r anspl antaatieativ; cdno@rdh aaldtidud ih hesdathyieof, adinpfisiag aémaystad gioitber t her apy,
phot odynam c. t her apy, ..and the like. Additionally, a person having a greater
ri sk of dBUiW é@gf{ FiECHAR AMEKRY aégﬁ@@ﬁltlﬁayomeﬁgfl%égﬁqpé&%%eém s to inhibit

or and/ Orcog‘?ri@ﬂl ttEB@ang%M@Blgﬁﬂi%ﬂtangtb)ta}ﬁeeff&ﬁ@é‘ﬁﬁ@m{tg?—@ﬁlalﬂﬁid@,t\bﬁéreiﬁgent _
descri bed h I‘EII§ can be admnistered to an individual (such as human) via

various rtbeindsvidsdibhs pregpased mnegeaicitybing-hededdhargpy. it seveambsedimientsy thar t er i al |
i ntraperi.t oneal .. i ntrapul nonar oral, inhalation, intravesi.cul ar

|t r aus AUTRRE] i Pgh PR Phess Ao S SO EPRGUAIr: DR X HeCal | or
transder rpk F)rihﬂr}sﬁﬁmreﬁff@ esHRE NS sorh @B IR @B IR nakfolidd M Rpsh{ahed

i ntravenously. I'n sone enbodi nents, the nanoparticle conposition is

adm ni stered orally. [ 0266]bTh‘e dosi ng frequency of the other agent can be
t he same [8207i f f er dasome embodiments, there is provided a method of treating pancreatic

cancer in an individual in need thereof, comprising administering to the individual (a)

an effective amount of a composition comprising nanoparticles comprising taxane and

albumin; and (b) an effective amount of a macrolide, wherein the individual is resistant

or refractory to a gemcitabine-based therapy. In some embodiments, the individual has

non-metastatic pancreatic cancer. In some embodiments, the individual has primary

pancreatic cancer. In some embodiments, the macrolide is rapamycin.

[0208] In some embodiments, there is provided a method of treating pancreatic
cancer in an individual in need thereof, comprising administering to the individual (a)

an effective amount of a composition comprising nanoparticles comprising taxane and
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fromthat of the nanoparticle conposition. Exenplary frequencies are
provi ded above. As further exanple, the other agent can be adm ni stered
three tinee a11daggeiotwo tinmes a day, daily, 6 tinmes a we@kI/Us2qelilieB6a week
4 tinmes a week, 3 tines a week, two tinmes a week, weekly. In sone

enbodi nents, the er ent is admi nistered tw ce _dail.y. or, three tines
ca s Tl S 6 R it T maaide Rt e Mgtiadlo s T e
to, any qbcdh@c palctQnt @Qndfgﬁgﬁééanﬁﬁ&uﬁe Rdridifl Mé)s%aﬁgeatm%eﬁ to about

10 ng, about 10 to about ng, about 15 to about ng, about 20 to about
25 ng, abdtet alz@t py ebahout B3, dy). @HBoditY. 28, tlo 1dbktior 36 megthsatpouthe50 t o about

75 ng, abaut .50 to abaut.100 about 75 to about 10 ._aboyt 100 to
about. 12358 088hT e HSk by basEhmeBRg iy St SuPoTHin (o Pty g about
175 to abputmdQatidpanaRaué calr. tia safenbddimdnis, taliauilvididbhdsprameyt 250 ng,
about 250 to about 300 ny, about 300 to about 350 ng, about 350 to about
400 ny, 4BBEEAUQENEY. Hbwrie gnpdigentythypggolids s repanayséit 500 ng. For
exanpl e, the other agent can be adm nistered at a dose of about 1 ng/kg to

about 20 kg (ingl.udi ' . 19/ kg,
Sbout 20 102910, §' RS Bl e IRkl Aed MBlHE of 8- ARG HhneRa®’ 2001
60 nmy/ kg cancealout inB0viduy kgneedhinrtofSCompyisige sdmiabboaringk6 Cherigdivigluablaput 100
nmg/ kg to abqut .120 ng/ kg, about .120 ng/ kg to abqut 140 ngy/ kg, about 140
my/ kg t o_%&%ﬁtlmﬁl‘%‘ 9851 _.COIPB%tﬂq ?P‘g%hsé’%e‘?ﬁ%ﬂ‘?rﬂg]ﬁf §°rflP1rgsq%% %é?n“a"d_ént is
vandet anidipunifl; $RN®) SO HVR Adunt &8 BIdEE4d, ‘é\%gfb'ﬁpb'gém&ftabﬁ(&ﬂ%é@m b about

100 ngy, about 100 ng to about 200 ny, about ng, about 200 ng to about
300 ny, dhoapy BOGtapped (or sxareple fdyadiazent. €, 314 &, ¢.ahde?.anilp menthdmhenst er ed

orally. Ig»sane.e odi ﬁtsé th ﬁﬁﬁdetanL IS adninistereg.&%ily. In sone
embodi merfNPHENg a%{gg 1D fP%‘"E& iSTEPEGOUEPTY Y BF "HIPEE Weeks of a 28
day cycl eonl#ide@]thns QRE IBTRATLAERE SffedthR aBiduachf e natRIidE tOfhet axane in the

nanoparticle conposition is between about 45 ng/n2 to about 350 ng/n2 and
t he ef f edpdliysluahdnneme embraingnkre thegpdifidupkhas entmerassafickiignegatidhentee200 ny/ kg

(1 ncl udi [ ] a 1. ; , t 20 mg/kg to
about 40qﬁﬁ;%8Fggﬁg@%%gbB%é&%ﬁ“ﬁghgg5%@“%88%%?%%F%%%%gtI %#b/kg to about
80 ny/ kg,ensoditherfi€) theyhkgolide Rlrapimyt@) noy/ kg, about 100 ng/ kg to about 120
ng/ kg, about 120 ngy/ kg to about 140 ng/kg, about 140 ng/kg to about 200
nanopar t /1078 compost i GhTi-e¢ e sEhe Cot a0 bhgFrECHs HBBGIE380 g/ e and
the eff ecihMEaRUBMMY Lfepidife Qb eHerAFeMd JrarnfRUticalyBl&aiOeqliout 200 ny/ kg
(including for exanple about 1 ng/kg to ‘about 20 nYy/ kg, about 20 ng/kg to
about 40 thgediyas ablbas std@omginky, emnabmeats, BOemy kixturahaod tiedikey/Thg t o about

80 ny/ kg, ,about 80 / k 0 gabout 100 /. about 100 /[ kg to, about 120
ke Qo o g Rl S BEa Y b R e 35k a0 p R BuleBhant 200
my/ kg) . kﬁnﬁ@ﬁﬁoﬁ@&ﬂﬂhﬂ&ﬂbéa éﬁ@x@hkﬁﬁﬁHﬁﬁﬂ@ﬂﬁ&ﬂhﬁ&ﬂcé@%ﬁ%ﬁbﬂn t he
nanoparticle conposition is %etmeen about 80 ng/n2 to about 300 ng/n2 and

t he ef f ecompeisempphrma¢eutinalyoroseptaklgenicl sehagloar the likg. kg t o about 200 ng/ kg
(including for exanple about 1 ng/kg to about 20 ny/ kg, about 20 ng/kg to

about 40 g, ab / . kg to about
80 ng/kg}ﬁgggut 80qﬁé?égeﬁgog%g%%’@gggigﬁgagggégﬁ¥ﬁ%ﬁ%;ﬁ%ﬁﬁgyéo about 120
ng/ kg, ah@utinieedighlditibo taihewixahd th thghkgopastdeitompg3ition/ Kitheteotwabmut 200

ng/ kg). I n sone enbodi nents, the effective appunt of taxane in the

nanopar t i'8P8 CEERPBSTPFYIF 28N SAWNLER! 18 HEECSIBBY Ry NS o JitieRfcl285% g/ n2 and
the eff ?Q:th‘al)ﬁ%t}@@gﬁ'ttic @en%sh%xgﬁﬁ%@s oRBRY cdrmbiRhfs a?regﬂg(/ilﬂgd hore AP OHker200 MO/ kg
(i ncluding for exanpl e about 1 ng/kg to about 20 /'kg, about 20 ng/kg to
about 40 awglbagtioabawtalsé@Conghipiptedd about 60 ny/ kg, about 60 ng/ kg to about
80 ny/ kg, about 80 ngy/kg to about 100 ng/ kg, about 100 ng/ kg to about 120

ng/ kg, a 120 Kk 0 abouyt .140 ny/ . about 140 ny/. to about 200
s M2 e R R a SO BB herop radht e RpR gt
nanopar t itfdafin€ PARASIHIE icitek $h EMIREIaRROHIiSH g ABMRstk@n2dAHE inkdddi/ N2 and
the effective anmount of the other agent is about 1 ng/kg to about 200 ng/kg

(i ncl udi rig 3 GffeRRapIANBRIGLEOTIPATHRGOMPriAEURN B HRIP keI A BEaNTY/ kg t o
bout 40 / 0 [ Ik b gt
TN e i T T

ng/ kg, about 120 ng/ kg to about 140 ng/ kg, about 140 ngy/ kg to about 200

ng/ kg). I n sone enbodi nents, the effective anbunt of taxane (e.g.,
paclitaxel) in the nanoparticle conposition is about 100 ng/n2. In sone
enbodi ments, the effective anount of thxane in the nanoparticl e conposition
i s between about 170 ng/n2 to about 200 ny/n2 and the effective anmount of
the other agent is about 1 ng/kg to about 200 ng/kg (including for exanple

I T v I - I v I



the other agent is about 100 to about 5000 ng/nR2, wherein the nanoparticle
conposition and the other agent are both adm nistered at a frequency of

| ess t harwaeekl/ys3aio t he i ndi vi dual who has been previ ouCy/use@asgdet or
pancreatic cancer. In some enbodi ments, the nanoparticle conposition is
about 30 to .about 300 ny/ and the effective anmpunt of the other agent is
About 106" RURELSHETCE0NE THTHEN MRS HHORRETEre BEBESIT | on and ¢ he
ot her age@eanfbodfhiht@ e RS RIERs Tl AMBAKUSPICRYBE ceM AULSS ON days 1,
8, and 15 on a 28-day cycle to the individual who has been previously
treated feorbodamonsdhd mdvadhebhas(ingary pahaedtivdiapiatudn sahoehbedipentgridssed on

i tabi.ne-based th . [.027 mbodi . i
doses of BUNERACH st SHEBE R REL T ol BrE0L 1l FERA IR FRAT R ci' i cal
t her api esnaWeiel ihstré@rehhgincrRgentakeL(fatdkaftipsd, tetiddiaidiardakldpd conbi nation

wi th other agents. Nanoparticle Conpositions g0271]The nanggarticle

conposi t iRIASCHESENLHitehabait gny ehahous e hinddart $:1-49. todprisiondé (i n vari ous
enbodi e |.Stl enti al . t itaxel) and an
ol bar - (o BRhE B SRR ek (ko 1EENPCAPUERR, BERH S0 )

sol ubl e dhetgpy haswtdppas (foaxadeyle fiavae 1dasel 208 sE1506 €4 81 9, orf lIOrmexhpiten U. S.
Pat. Nos. 5,916,596; 6,506, 405; 6,749,868, and 6,537,579; 7,820,788, and US
Pat. Pub.iniglng thsapesherses Arpresenlinyeeion082838; PCT Pat ent Appl i cation
W)08/ 137148, each of which is incorporated by reference in their entirety.
[0272] I n [gory enmbodi REAE Smbbien TR isipPdliGQIPHESSE of BBARRA JanblegSc W th an
average or nean dianeter of no greater than about 1000 nanoneters (nn),
such as mengreéatemdishduml aboeed thargofofordpisin@a@dninikGFnga0 G i50B]duad@) 300,

200, and 102 nm In s ng enbodi.pents, the aver%ﬁﬁ>or nmean di?neters of the
nanopar t i € €L %{80‘538 f PP AT HSIRT I WP RS SHBP B A et s, the
aver age QkudiBahaélitare} Sidanofibdhie, ARN®Pah LifedtRS ahuRtofd YBGER/EIMGR about 150
nm I n sone enbodi nents, the average or nean di aneters of the nanoparticles
i s no greakibiot han about 100 nm In sone enbodi nents, the average or mean
di aneter of the nanoparticles is about 20 to about 400 nm In sone

enbodi ne t he aver, di tcl i.s.:.about 40
o about DGHInm 1 Sos kel HEPh Bhofied Do ARAPREALE fifclcfc

steril e- fdahteei@bh mdiWia? O Adel SBOARPEIN WS Ad i3 o [ t0 2eIhdividsahe)

enbodi nents, the nanoparticles . in the conposition descrihed herein have an
aver age dNFHECEYC YROHE O ESPBYSIUHLTPREIRS PHOPHHFICH FUPRIHTIFG? A% xanpl e no

greater tham a@%‘ﬁwga G%alfrzllm% aﬁ'l!c)urﬁi%(,)an rTgan & 0otive BhoukOSh vahdQanit 30, 120, 110,

100, 90, 80, 7 r n sone enbodi nents, at |east about 50% (for

exanpl e at | east about any one of 60% 70% 80% 90% 95% or 99% of the
nanopart i[62E9 i n t He seamsobpdingmtsh theee ia pid adest emedbd 06 trgatagtpanciehtéan about

200 nm i ncl udi ng. f.or. .exanpl 0 eat er .t han about any ane. 0 , 180,
170, 160, e 1 B 5eRia B BT et Gttt R ARG nedP R TRlnf 22 e
enbodi NeninSffedtivd £a&int 3D UbmPpOFbidif @m@xaigMopartitieasémpiin®n exahe 60% 70%
80% 90% 95% or 999% of the nanoparticles in the conposition fall within

t he rangdswh asipaciitapd) ¢agteslypith albomim gnd (han eéfesdy e Brouk ahdl e about 20 to

about 20 ﬁ@”ﬁﬁﬁ%ﬁ 1o about 200 nm about 30 to about 180 nm and any
one of ag\éu to 5 gtﬁlto(%lSO, about 50 to about 120, and about 60 to about

100 nm
[0216] In some embodiments, there is provided a method of treating pancreatic

cancer in an individual in need thereof, comprising administering to the individual (a)
an effective amount of a composition comprising nanoparticles comprising a taxane

(such as paclitaxel) coated with albumin, and (b) an effective amount of vandetanib.

[0217] In some embodiments, there is provided a method of treating pancreatic
cancer in an individual in need thereof, comprising administering to the individual (a)
an effective amount of a composition comprising nanoparticles comprising a taxane

(such as paclitaxel) coated with albumin, and (b) an effective amount of a
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[0274] I n sone enbodi nents, the al bum n has sul fhydral groups that can form
di sul fide bonds. In sone enbodi nents, at |east about 5% (i ncluding for
exanpl e avoleusts3@bout any one of 10% 15% 20% 25% 30¢a/USQ041/03062 60%
70% 80% or 90% of the albumin in the nanoparticle portion of the

conposi ti ssli.nked (for exanple crosslinked through one or nore

di sul 11 do BIRBEFCHR STei{d Vg B BOMPHBITICS O e HRODEP PP W5 GEIRr | e t he
taxane (slighe@SoMRCd ke @hi abRRLEOINM GichaR 18 RH dbol€2@ nmftunan serum

al bumn). In sonme enbodi nents, the conposition conprises taxane in both

nanoparticle and non-nanoparticle forns, wherein at |east about any one of
50% 60%[0218% 80%Ingous cohoglinmtsy duyois provadedaxaadiof of tatingdMpershti¢ on ar e

i n nanoparticl rm. ln. i 4 . in, the. articles
const ¢ bt al feliald uT0E GUBRELIRRLTn bolful B0 B bAGHBATGES ' or 506
of the namapRtlivecirtsundyf Weodpbsitidmcdopriiadparaaes cohpésin@negand i cl es have
a non-polyneric matrix. In sone enbodi nents, the nanoparticles conprise a

core of t(&EyAMe Perlixglcaatadovighrlbumin, apd gy agretiselivemeunt phy BdPanid; (such as
pol ymer i i 4 i ts, il ri ses
B bur 1 1 pgr S ans APl e B CEmRINAGh HESL Sk e SRRRS ok ndr EREP
conposi t ithan abwine?2@) mmatucheaddss dhauboatrRPOame). of 50% 60% 70% 80% 90%
95% or 99% of the albumn in the conposition are in non-nanoparticle

portion e conposition 2011/ 153010PCT/ US2011/ 037462 [ 0277]l1 n sone
embodi e baldif e wdnghte FH@P&PH&P%@?I&WS ﬁ%ﬂ@i&%ﬂlﬁ@ogﬁ’aﬂﬁﬁa@& SM%umi n) and
taxane i neah&1@ iNaNRRAN &L EncaRASHt EQprisn @RAKhislBink 9hd iB8FidualGh as about
15:1 or less, for exanple about 10:1 or |less. In sone enbodi nents, the

wei ght r anieffeotiveadrpenmt of ABRASKRANE ®hand b)sarafifecaydoundunt ohad t axane in the

conpositi Lt hi.n t r ange.,of. an ne of about 1:1 to.abqut 18:1
prpos) t EGFRIE A b 1 DRGSR ARG Rpi SRR s discholiOpBOOM, 1501

about 5: IpahéreadOttincd:Qh hn iddivid0aen @skdEBf) emptikiag (®iitdvenatidp of al bum n
and taxane in the nanoparticle portion of the conposition is about any one
of 1:2, wdminigtening o the indiyigual pnpéfectyre qrpaugt of ABRAEANESb anddEntosallst he wei ght

rati o of : \ . : NS, 'qPﬁ, t-he. ane in the
conpositf%ﬂﬁ?gkgﬁgkgﬁé16#9@ﬁ%%P%::omfﬁgﬁﬂg%gt?vﬁa %ﬁggdﬂﬁm&gﬁl, about 1:1
to about 15:1, about 1:1 to about 12:1, about 1:1 to about 10:1, about 1:1
t o about [0220] aboutlnkorhe tmbathimntsthkre alpoeridedt dmethodlod tutatifiglpanaleatit 1: 1 to
about 6:1, about 1:1.to about, 5:1, about .1:1 to.about 4:1, .abou 1 to
about 3: LB dyvigigl b gt SHBRISIAZ A IGIsER gt ficiina¥Beb n - some
e”bOd'”Eﬂh§f&%@ﬁaQﬁ&ﬁﬁ@fh&ﬁ&@xﬁﬁ@@@%h&UQQmQQﬁEﬁ%§ﬁﬁmﬁﬁ%fO&KQB&QLQB t he

above characteristics.
some embodiments, there is provided a method of treating pancreatic cancer in an

individual in need thereof, comprising (a) inravenously administering to the individual
an effective amount of ABRAXANE®, and (b) orally administering an effective

amount of vandetanib.

[0221] In some embodiments, there is provided a method of treating pancreatic
cancer in an individual in need thereof, comprising administering to the individual (a)
an effective amount of ABRAXANE, and (b) an effective amount of vandetanib;
wherein the ABRAXANE® is administered (for example weekly or weekly for three
out of four weeks) at a dose ranging from about 80 mg/m” to about 150 mg/m> (for
example about 100 mg/m?) and wherein the vandetanib is administered daily at a dose
ranging from about 100 mg to about 300 mg (such as about 300 mg). In some
embodiments, there is provided a method of treating pancreatic cancer in an individual

in need thereof, comprising (a) intravenously administering to the individual an
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[ 0279] The nanoparticl es described herein may be present in a dry
formul ati on (such as |yophilized conposition) or suspended in a

bi oconpatwbl2e1vmssiltom Sui t abl e bi oconpati bl e nedi a i ncl RAE/USkt1/03T462 not
limted to, water, buffered aqueous nedia, saline, buffered saline,

optional | buf fered sol i f am,no i ds,. opt.i onal.l uffered sol utions
P oot ettt i P R AR AN B B DB SBg B tng el ot or e
sol uti onserRE(iVd 1AM Sf vaRictaa R WHErdd fHe X BRI A KA NKE QS i s8ed (X8t | € pol yners,

| i pid-containing enulsions, and the like. [0280]1n sonme enbodi ments, the
phar maceusxpmalel weekbcepredid efor dire¢ eut of doprwesks) diardese Ko g fednb abdut 80 Human

consi st PB4 A 100ty FL PR T BOERURD ARy s Whdl2thE D) s

and accoynhémindieré@d&0y YoaQfost herghifpl fréth dbO&MODinbs @rHEELFD rﬁ% (fugrag pl asma.
The ami no acid sequence of HSA contains a total of 17 disul phide bridges,
one free aRMI00EY)s 34), and a single tryptophan (Trp 214). Intravenous use
of HSA solution has been indicated for the prevention and treatnent of
hypovol um hock ( : [ ; : - : - . (1977))
and tousdv 2o (3me Srboginidts e A Ehg et oP w009 Tos0))
and i n canpemét aoindwiddal éxodedn@edft emsprissn @administdramgtto datindividuaf (apeonat al

hyperbi |l i ruhinem a (see - a , _Sem nars in Thronposis and
Herr_ostasiaél,e? ctigEAm It of @é%‘)?f{*%éﬁztr%arﬁ?%‘gﬂwén%%P ¥95Eal; such as
bovi ne seppuRialRUABRAXRREGS acﬁﬁﬁlﬁbt&%(fﬁy%%ﬁé &&U@&ér_yctﬁfée%ééﬁs)aa%r opriate,
for exanple, in the context of use of these conpositions in_non-human

mammal s, dosehf awut P metneT toraoyt 00meg/odi(fry esampls abeutéd sngimd) @glr i cul t ur al

cites (VTR tt RERE Pt R Pty SR i g Bt Y4B M sh) "and

binds a dibver 300 HetfoPbxdngNaarsit 306 RS 8 Lond@HboEIne AR AR GapiovRIel achar ged
; g B Ql .

hydr ophobi ¢ conpounds (Goodnman et al., The Pharnmacol ogi cal Basis of

Ther apeutheBod of tieatig PRBATRAiL-dan¢dr iNawinddyidual 100@\thergeip compiisiag () ni t y

bi ndi Ng SLES en(r)]%\f a Oxgef‘l'i]s Wil 8%l§edinldﬂfic§u%?919 gf%% rt]iieI }n'g‘ul?tnq Aéﬁﬁ‘X%N ,A’ V\’h' ch
are hi ghl'y el ongate hy rophobic pockets W T cﬁargedolym ne and ar gi ni ne
resi dues andab) éroky sdihfnatainghb e ihdivediabin efectitvt asloomidf vandetdsbf or pol ar

| i gand features (see, e.ﬁ. ,. Fehske et al., Biochem Pharntol., 30, 687-92
(198a), VBheis tsan BROANBs pdminisgeredtfor ganmpiogane evRIVAGFEPEGTEDRt 2Dan.  Med.
Bull., 1 - ) r 2, t i 0.2 , 827-35
(1998), é%? 811%%10“21?‘?‘?3%?@?8?%&3?83@/ %12,@051?8{3%%@ %%92)69%@11& angll ., Nature,
358, 209-viterih dbyandemaibGCandremistredtaily ddwlos®ramgaigrirortibont,108mg tH53- 203
(1994)). lﬁacl@t?axel and pr.opof ol gav been shown to bind HSA (see, e.g.,
Paal et dPout #Qme gfor gragupiegpout 38 (“ﬁs 2187-91 (200a), Purcell et al.,

Bi ochi m Bi ophys. Acta, 1478(a), 61-8 (2000), Altmyer et al.,

Ar znei m tipga3jor schuAgomd embd@dRmes, (hkIRRdparfEld c6RMPpoiGon fld @k ., Rev. Esp.
Anestestiol. Reanim, 41, 308-12 (1994)). In addition, docetaxel has been
shown t o YEGHRIEGHR) mbifsir 4sneh ap v andstansb) (aseedmigisgered sipuitanesuslglor . | nvest .
New Drugs Jdchh, BAT8L(A998)) 1.02RZ] The Alhuma ( ,siGh as human serum
al bum n) TA L he %orrp05| tion genera 6fy SBiVes REPR ' Ca f'er “for the taxane,
i.e., thevBGBRIMGER mHhibitor¢Qrpas ivhndemnit k@sSadnigistaxdoscinely. dadbmy
suspendabl e i n an aqueous nedium or hel ps nmaintain the suspension as

conpar ed e odERgIlS ok leéﬁsonﬁéiﬁl%‘éjf%rfprs?’??@lpé%za}lﬂyﬁi@.OYW%) tEahneoi d t he use
of toxic %i?feé’%f‘{h% tl(eQ{me?l't'E%gﬁ% ?tﬂ?e) adfnﬁpisgrgtliéfpéﬂﬂo%ﬂ {13 ntaﬂggaht?rﬁ@”& and ther eby

can reduce one or nore Si ects o mnistration e taxane into an
i ndi vi duadon{pssicibn asd theWIBERR/EGHRImhibitor $aick aewiradtamdnt s, t he conposition
described herein is substantially free (such as free) of surfactants, such

as Creno (incluydin cenpphor EL(r B . In so enbodj.nments, the
manopar t IBE1S onposthie (ORGSO Bt s nEPy 1B SgBTRTE FPagy b

sur f act anfng thAVEGIRISGER Qe hseful ?Mbt%aﬁﬂ% i@l Mud1§ BEviRd pidcesBB R cer,Or
"substantially free of surfactant” if The anount of IE:rem)phor or surfactant

in the congodingimhvidsalpphodard besinaneviow! e aepted ton@aereatisraangirdad ef f ect (s) in
an indi vi.dclILald \Ap%ﬂjet he nanoparticl e ctorgl[g%sgti on i S. adm ni ftered to the

i ndi vi dudlVI SIS TiYh 88 PRERPLVIRRE RaitShisr PR e s Sasti It ¥ %ont ai ns 1 ess
t han abowmtaymens 1ef indB¥dual b%not BPéviohsBéeed Ueatdd EpadEredide @mg@niie sol vent
or surfactant. [0283] The anmount of albumn in the conposition described

herein will vary
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dependi ng on ot her conponents in the conposition. In some enbodi nents, the
conposition conprises an albumn in an anobunt that is sufficient to

st abi | i zewvOhe11tB3@ne i n an aqueous suspensi on, for exanmpC&USRM1OBEG6E or m of
a stable colloidal suspension (such as a stable suspension of
nanoparticles). In sonme enqhodi ts, the albumin is in an anount that
reduces tRECSRROHERTL: i%%%’é(ﬂ@ggﬁastﬂﬁ%“?‘é%h%eni tFrated oL RANS R IR EYI S For
parti cl e-GaRtaldEeftd MROSUIVIRRAhast f162R8RHBh aPiot HRrAlyRWENKsal SO depends on
the size and density of nanoparticles of the taxane. ﬁ0284]A taxane is

"st abi | i zedicitapinghasedukaapy)s s pans tmhodifnents, the mdividugus ppsisthatioi n an aqueous
medi um (such as w.t hout visi bl recipitationor. sedj nentati. for an

ext enced ARG S dfin §oBpgEhRou Pl oiaif AR R A §°5 %0 o5
0.5, 1, Zon8auewitlthebriof theBapydforkRampll, dukdo fidthre @GespbBd ab@or @lie t62 hour s.

The suspension is generally, but not necessarily, suitable for

adni ni st rtaxicey- t1s seme embpdiments thedndividyal hag pegyyrentqranpiepti¢ gisese afier

suspensi i I i val L . rage

tempor at el TREREEE Ingoht Rl PR TRe Bl atda YR SL B UPEEDS,
condi t i onBergpyici samednibollimdémy, tiexiadplidual exisbisqelesd dmirhlsde de@bé of at a st or age
tenperature if it exhibits no flocculation or particle aggl oneration

vi si bl e t'/BSROREVEKREL B BrigE thGRaY: I WReribRiBPenthdhe fidddyal frRiPES cope at
1000 tinqghmﬁkdg@@gﬁﬁ$&ﬁgﬁﬁqmg@ﬂﬂq§éﬂﬁ§ter preparation of the suspension
Stability can al sO be eval uated under "accel erated testing conditions, such
as at a tenperature that is higher than about 40 C. [0285]In sone

enbodi nedP25]t he aldlaorprovidedpregemna¢autiaal campasitionshetmpresinguf fi ci ent to
stabilize the taxane in.an Fgueou SUﬁfension at.a certain1 onc§?tration.
For exanpl28oPA et Eiua i Tt PO AR AN R AR RS PREAE SBBst P BI {4 about
0.1 to ah@uin &B0ofTH¢ MetholN6F Wehiting phidreicATRES daffibed haRat 0.1 to about 50
ng/ M, about 0.1 to about 20 ny/m, about 1 to about 10 ng/m, about 2
ng/m to about 8 ng/m , about 4 to about 6 nmg/ml, about 5 ng /mM. In sone
ermbodi merP326lt he cdhteridpiataodthaspny pethe sjof trgptingpigereaboeAncany of 1.3

ng/ m y 1 ¥ 13 b 9 7 m y 8

oy mi | o et ngi O o Tiklion 1Mo 195 B TRy B0 "y it

and 50 ngbrhd idchudearecrpiibo df c@nbisatidteapiesnimsdnse gmesiments m laweanount t hat

avoi ds use of surfactants (such as Crenophor), so that_the conposition is

free or P ?aaﬁuabarma@_%utwﬁg G‘Ft%V_écPP_H‘rPP“‘(‘&?dﬁe & RAEPRIIIYN2286] I n some

enbodi MeNh&apy Fﬁ?ﬁa‘?@&)%sthé h&@gnt%%n%ﬂﬁ&' LSkl BF MdiG@eHp tHepspy . fih @fmabout 0. 1% to
0

about 50% (w'V) (e.g. about O. V), about 5% (w'v), about 10% (w V),
about 15%nfhadudents tisasanR0%gfeutar)theraprutic b8t (wiahjsved boing a40ftb{natiod , or

about 50% (w v f albumn,.Iln so enbodi nts, the co si,tion, in

o df obrby e By 48R 48k B s e B RO B 0 I Sr S B 267) | n
some enbafé SRR & grédier MBlapélticRheM 19hctadRdMisihg a8&nthiler AhBUTI(Bg., hoowdie t axane
in the nanoparticle conposition is such that a sufficient anount of taxane

bi nds t o,dose of &lesy Hpgysor desengosghedule) of @lpharmygsiepigcalljactied epmepauadiiova of  al bumi n
to taxane wi.l-| .have to be timzed for, different .al in a t axane

conbi nat o egaR A R 8 P eonply Yitd B SRR P8, 2R

t axane (Véxabnpiesthrleebf §sdll AmbontaPHarndButicallaacrise Qnipdudd by a&autin 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, abdurdystipnip thegwrberseverityfarguency] of guratiiuef ong.of mogp sige-chfeqtst o about
10: 1, abqgg Dredd & 8n tnodukd. OF about 9:1. In sone enbodi nents, the

al bum n to(¥éxan% mg?b tIggt?o is about any of 18:1 or less, 15:1 or |ess,
14:1 or less, 13:1 or less, 12:1 or less, 11:1 or less, 10:1 or less, 9:1
or |ess, [8227]or | eds somgtmbpdingsss, ofdhd methodes sny &f the abovee e, methdd off | ess,

and 3:1 or l.ess. In _sone enbodi qhél.the g§iﬁgt ratio of .the al bumn (

such as HHWH’PIS BUITRRHSICBRAT ) araing vighal ingiesd Lher tCH@PBBWEIE}”ElF@Hn% © any one
of the fahé iViGial aRetbctibe hnldRnB&Ronddsition@BRIpkisthg hahpaddR@sst 15:1, about
1:1 to about 12:1, about 1:1 to about 10:1, about %:1 to about 9:1, about

1:1 to alvoutpriging a taxamgtand an atbymaiovhergin the iadiyiduall has pregragsedion6: 1, about 1: 1

to about 5:1. about 1:1 to about 4: about 1:1 to about 3.1, ahout 1:1 to
about 2: ﬁenlé:ﬁ)t%ﬁfle'&fl??%tt “About’ SME S ]Hﬁilg%ﬁnllé% ﬂéeo‘?‘}@grgﬁ%%%sr%lﬁtl% fesg %@nal bumi n
al | ows t h®oGoIP@shths.Omh dohel@nbodiments, the gemcitabine-based therapy further
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adm nistered to an individual (such as human) w thout significant side
effects. In sone enbodi nents, the albumn ( such as human serum al bumn) is
i n an anowoRotasows effective to reduce one or nore si @ETASE@A037461

adm nistration of the taxane to a human. The term "reduci ng one or nore

side effects of a ration. of.the taxane" ref reduction,
1 evt at (omPriar Gt oh SO SUBHEREICs tredraabine e GHASSRT abi 6 ef  ect s
caused bymbhigndraane, as well as side effects caused by delivery vehicles

(such as solvents that render the taxanes suitable for inj ection) used to

deliver the taxane. Such side effects include, for exanp

nyel osupdP2&¥i on, rBupoE embeilinentigigbe sethsdiof eny 9f the r&bq)‘@nﬁ@tm@h()d 9lenous
irritati qpeatlﬁgbg&réatlg CEIIEC%I n 1‘ﬁdﬂfldua! tr% h?fpe’rec}%%{){n%n%s%dnﬁ&gteﬂgg thy’
neut ropeni C er, anapny ac 1 C reaction, ve 1S, ravasati on,

and conbithatridonsud (Braaeffectiiresgomit dea ecﬁrﬁp@sﬁtson domeisaig naabgartieieel y exenpl ary

and ot her side effects, or conbi natl on of side effects, associated with
t axanes CRMPEEINEdHIaeand plpmay:iand Sorme efiestivs #raoHns of anpsherAgeavhsieine

conpositi QNRg E,lgﬁggﬁ ) i ments,
t he nanoptg‘?%nlc&c l'e déggss tron i sg%%ﬁg?ﬁ% %%E@l plgcs%)?lte%)%{egﬁ ) R’% NE(T)
is a fornhe Mnopmtmfe qoaglositiax @ehd ﬂteahhdrlageld chy bbadminisaéid mnmltdﬁébuslmirch can

be di spersed |n directly i ectable hysi ol ogi cal sol utign. \Wen di spersed
in a sui t%SBYEI4 %’u@ tl#ﬁl}fg?}% ﬂéf‘s Og%tlg cﬁOH}ﬂoélﬂP%PP%&l EA8TBn or 5%

dextrose dfh@hini@red CRRAKANES rh bR BtRdtha, ercthd il is ssishanghan of
paclitaxel . The nean particle size of the nanoparti cI es in the coll oi dal
suspensi che guplgonristh@®f rvamtﬁmuleﬁsﬂucspmaclll—l@ﬁotlmb fgeéaiﬂy myingitd, i n wat er,
ABRAXANE(.r.) can e re onstl t ut centrations ranging

oo | o e, B mh Bl oele . ShC kPt be S8 R LT meer) |
i ncl udi Nthel, AiZ@%BTBbRe ABAV raganiifllant @eMbRAHiInG INGoHe enfd@ithents, Ry M .

[ 0290] Met hods of maki ng nanoparticle conpositions are known in the art. For
exanpl e, qﬂem@s@nttm vandstapbrangithe Wgividued hessnqt sereiyed Proyaeusitreatadnt faind al bumi n
( such as 1C‘§a% 4m al bum n) can be prepared under conditions of high
shear forcesrg?t Soni cation, high pressure honogeni zation, or the |ike).
These net hods are di scl osed in, for exanple, U S. Pat. Nos. 5,916, 596;

6, 506, 409028)]749, 848 ;soe 83ibp8inGnts/ofAROMEBD ofingly af tho abovelthS.paRatatidPub. Nos.
2007/ 0082838, .2006/.0263434and PCT A%{)I i cation W)08/137148. [0291] Briefly,

t he taxarf@n%f‘éawoagnepa@crfta&ﬁéw)cer gr dQ%%‘P%%a&leeﬁtl‘éﬁaIEFbaﬁ%SE@ol vent, and the
sol ution e@%dﬁﬁerﬁ@@ﬁ@e%@nﬁ@ AcRURE Rarkel H%aﬁ&eat?ch&c‘iﬂl%&ﬂéh%rﬂas Iﬁ'é@;h@c'f ed to
hi gh pressure honogeni zat | on The organi ¢ solvent can then be renoved by
evapor at ieprhodithents) |t1$ipmnsre@t1c olotcai mé@taﬂamdwcmlpaﬂwﬂ'atlb yapler,lunzesdctal8ai t abl e
organi ¢ sol vent includ etones, esters, ethers, chlorinated

|
sol vent s,PAARE Yt HEF s 8 @8@?@“‘&?}%&%&& d{lﬁél GWFHORY: “exanpl e, the organic

sol vent can be nethyl ene chloride or chlorofornfethanol (for exanple with a

ratio of [0280] 1: 8, Idisdme bifbodikidats df the mbthdd of aky oflthd abavelthe3: 1, 4:1, 5:1,
6:1, 7:1, 8:1, or 9:1. O her Conponents in the Nanogartlcle Corrp03|t|ons

[ 0292] ThECRWNGIHAR CPBPESNY BARIPRBISE S KOPSTIAINE 43X ape apst elbwmin is gdainigpisdsi t i on

that parenterally. In some embodiments, the composition comprising nanoparticles

comprising taxane and albumin is administered intravenously or intraarterially.

[0231] In some embodiments of the method of any of the above, the taxane is
paclitaxel. In some embodiments, the nanoparticles in the composition have an average
diameter of no greater than about 200 nm. In some embodiments, the nanoparticles in
the composition have an average diameter of less than about 200 nm. In some

embodiments, the taxane in the nanoparticles is coated with albumin.

[0232] In some embodiments of the method of any of the above, the individual

is human.
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i ncl ude ot her agents, excipients, or stabilizers. For exanple, to increase
stability by increasing the negative zeta potential of nanoparticles,
certai n nEgavivesBopochar ged conponents nay be added. SuckrCmaranitwaisg2 char ged
conponents include, but are not limted to bile salts of bile acids

consi sti |l ycqchol i c Cld chaljc a chenodeo ch lic aci

Caur oenolllESc L o © gi R raouisR s Betete ST GERBGESERTr ¢ aci d,
l'i tochol Isenammu; @%%ﬁwﬁéa%hge@@ -9) mc{ﬁémﬂm@m hf&de@faagkdadwdt@éa@@r S;
phosphol i pi ds_including 1eci based phospholi pi ds whi ch

gg yo
i ncl ude tabeutf ¥1% oveangpasios pshihie ﬂ@ylscﬁf@tnurregAw -9 prior to the treatment.
palnitoyloleoylphosphatidylcholine pal m toyl i nol eoyl phosphati dyl chol i ne
stearoyll eoylp tl | 0 chol i ne,
st ear oyl raéﬂldoylp %ng ﬁﬁﬁ c??%]58% y&% ﬁﬁ%yﬁg?ﬁﬁggihﬁ%{dylchollne
Q her phqspliatd ploks. |nclud|ng L- ad|nyrlstoylphosphatldylchol|ne (DVPC)
di ol eoyl phosphati dyl chol i ne (DOPC), di stearyol phosphati dyl choline (DSPC),
hydr ogenat ed soy phosphati dyl chol i ne (HSPCD and ot her rel ated compounds.
Negatively c¢har su nts or ifiers are alsp suitable as
addi tive osais’gmgf &m#ﬁa@rlemm e N gt oS, [0293] I'n sone
enbodinents the conposition is suitable for admnistration to a human. In
some enbqgpsmnts, tHR @&REBPGEkd-@Re henopHitichdnfoRitions RMinkidrad tPdh to a
manmal such as, in the veterinary context, donestic pets and agricul tural
ani mal s. iMisidsabisecheasig ldJénana\maeft\garxowﬂh thet pastieulfrmompositivatbe arode hE
nanoparti Ie .conposi t 5.916, 5 96, 331;
7526 7edymHRENREY MR SR it S MeiudRd: 47O BRs BRSO iaRuRor ary and
are in thM@Mohﬂt@f&hd’t@mﬂB@ih@ﬁh@éﬂf@ﬁSe sdteb@lbineanf dbjectif @kespeiieMbwhragati on can
consist of (a) liquid solutions, such as an effective anpbunt of the
conpound Rartid ggsparse; feamplgiiewonsg onstabledisease). Brnyamsembadigenihdhe j ui ce, (b)
capsul es, nﬁﬂlg}pgittﬁe ‘Pa[xaﬁé‘f?% hgl’tlcﬁac%ﬁl %9’81%?}'1§“§d?§1c1@m|% edghh Aepgglgmount of the
active ingredient, as solids or gr suspensi ons I n an appropriate
| i qui d, anogpoast)inghi indblidunadnid ssmo:enesmbo'ﬂadném thoamsumaf thentakande one or nore of
Iactose manni t, corn.starc otato starch, mcrocrystallin el I ul ose,

acaci a, d@rlaw%rﬁﬁe EOMPETIERA] 1SSPITiCEEH (et te? PEHYEshORs hgRomdiisudhn  al c,
magnesi uny sbsakabBdintin®afHeanfinfof @B thxahdfind ‘Eaﬁfcfé' &ﬂ{rp%sm%ﬁ horantisne

di luents, buffering agents, noistening agent preservatives, flavoring
agents, an@wphammgbbkbgaﬁahbypm@m@&tw@heﬂbx¢hpméh@hmlLmzenge forms can
conpri se t actlv n t in a flavaor, usua r.ose acaci a or
e agacancmbodliiy it SR pF feaattod mapdhiirne sl AR B T an

i nert ba%&am%%bh@%dﬁﬁh@kkd&l 2@(51(13)94 MEBEibMLto 9fod%@@£@§@er§lnfks§&ﬁ@ ir@e ofMul si ons,
gels and the |ike contalnln%@ in addition to the active 1 ngredient, such

exci pi entrgoraéhaalraéwkhwpfﬂﬁ%, Tea PP, ?WQ&?@&%J B 19%40 TabD%. 6% i er s,
exci pi ent n I ents U are

dextrose, 6%8"7 U%r g(s)g 1018 d ?o(ﬂu 109 of n%d'j Yldual% tre Q%d tﬂ"tl{ije rﬁcziuézttne nanggar ?510 L um
phosphat eonglogitioat Raspoﬁlﬁe%gﬁ@ﬁnﬁdivldgﬂ|ta'thel”trea&ﬁérﬁlolﬂ fhe&hd:th@dist@,scrlbed
nlcrocrystalllne cel lul ose, ponvkﬂélp rrolldone cel lul ose, water, saline
sol ut i on,hesjh G berdaterpin. fonezamplenbrsdrn RE(ISBesls- hydr oxybenzoat es, tal c,
magnesi um stearate, and mineral oil. The fornulatlons can additionally

| ncl ude 1 yhsgicati ngnageBbibolfidnt theabifthP ot ﬁwbapwelé}ag%ﬁﬁléaﬁa@nd' ng
agents, preserV|ng agents, sweetening agents or avoring agents

[ 0295] Forproloag pmgsessmebabﬂvevaﬂ of thpamchmdealalln adne ﬂmbbdlatelntsnthermMOuldeOfaqueous
and non-agueous, .1 saton erile in ion.s i can contain
ot o ddn g Sasiags Stegient € nroBraPLaah i uat ot e SRket o ke ne

formul at le%bo@lﬁﬁé}ﬁ& it Smd¥ddc bf iR oRIpegdoR fol Beanmpé mde ddmaidi@be Along AR
aqueous and non-aqueous sterile suspensions that can include suspendlng

agent s, soffiéntite produce dingded henedit ermrs; thzsntaézl@m aIWeqf§5‘7«ar$6%pr3@%e65%s| ves.

The f d | ed
coﬁta?gggkﬁl39%§3§2n32%6ﬁ§§%ﬁ%2%®?%$ gﬁé c%%“%éa§¥@ri Og%?asffegze dried

(I'yophi | I1ﬁ@1di)du@l§fi!téhﬁeﬂ@ﬂt}ftﬁé]wxﬁhé’l@a@phmﬁcle%nqﬁ@lubhOn of the sterile liquid
exci pient, for exanple, water, for injections, immediately prior to use.

Ext enpor aneous i njection solutlons and suspensi ons can be prepared from
sterile powders, granules, and tablets of the kind previously described.

I njectable formul ations are preferred. [0296] 1 n sone enbodi nents, the
conposition is formul ated to have a pH range of about 4.5 to about 9.0,

i ncludi ng for exanple pH ranges of an of about 5.0 to about 8.0, about 6.5
to about 7.5, and about 6.5 to about In sonme enbodi nents, the pH of

t he conposition is fornulated to no Iess t han about 6, including for
exanple no Iess than about any of 6 5, 7, or 8 (such as about 8). The
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Kits, Medicines, and Conpositions [0297] The invention al so provides kits,
nmedi ci nes, conpositions, and unit dosage fornms for use in any of the

nmet hods dwecpilssoiber ei n. [ 0298] Kits of the invention i RCITA$R010/087462 nor e
cont ai ners conpri sing taxane- containing nanoparticle conpositions (or unit

dosage f and/ or. articl es of manufacture)_ and/or .another, agent (such as
Cpeag o DTBa ! O e Eimbpaitieal T ot ShbE AP manion Fi R hormor | <o
i nstruct i@hsnd RErap BrcBmBLEAGHARED YW hDaBYnc Qbrriche PRALRYS Gestkidpad

herein. The kit may further conpriSe a description of selection an
i ndi vi dughmsuideeiohse the numbertofeancer ealkst pudscicepsths gpphthegteioh atirmokbyt & of t he

invention_ are typic it i nstructiQps a e insert
(oo apabarod Mgt | o e P e pOR0 o MEe S 30T 0P

i nstruct i @Rpafed.tf the dodbpdieiingdimot fiké i RehbRNoPpdiB@AeE tancer cedid] drd@most Or age
di sk) are also acceptable. [0299] For exangle, in sone enbodi nents, the kit
conpr i seseraythyakedpplissiamesnbieshipsiar$p HeatAAbpaRommarassto dngsiespiging t axane and
an al bum n..(: I ] ' '

i ni st dieDY o AHEER oD e Bt Bhenc A Sl CREAUE LA el 0
cancer i rméisuienhk wiaghialdewlchibhafedoemoh ps Bwiodakytyt withpadfiédensyarcednt i C
cancer (e.g., who has Pro ressed on prior therapy). In sone enbodi nents,
the kit daprassas. apimal medely arhpean (sHpg si ng nanoparticl es conprising a
taxane and an al bumn (such as human serum al bunin), and b) instructions
for adm npsigri ng tlhgoMRRRAMBAINMLE tHeIRASL b @R (fx@he Eeﬁ%?ﬁd&’ﬁ&%e}?fin gancreatic
cancer in an’individual who has progressed on gentitabine-based therapy
(e.g., gewpipositioné brdow thedewg) yhat indyeecd toalrogiabeafieat sitd. cmm dffest pyewi t h
gentitabine. and erlotinib nci.t abi ne and capecitabine, .or gentitabine and
2R - BT afispiblrdnd P ERE T B Eanpi s L ERES LA B Ebhpr | ot ng
nanopar t iyl a6 tSlleftedBw heXRB @ommPekiash BlaamifefcdUs hedfdiviaian Serum

al bumn), b) an effective anount of another agent, and c) instructions for
adm ni stering the nanoparticle conmposition and the other agents for

t r eat mentl0%39pancr daspre cabedimants, s ImeInG PidtiacomASs HABISIEESA (DR evi ousl y
treated for. . C i (e. . r o) iar. t herapy).
in some CpIARREERREIGRIEIIE B o AT OB RS Sl Bhick
nanopar t ilalsese empdinsinmg the dnsouanef the doaposliduizinmoré tismciboasanyof@0%s er um

al bum n), n effective ampunt of another agent, and c) instructions for
adninisté*g%égﬁhérﬁgﬁﬁﬁék?Vﬁﬁ% conposition and the other agents for
treatment of pancreatic cancer in an individual who has progressed on
genti t abifpg4o1based 1hRemaRMbLOEInnts, BRMGAPHNELRBROLRE! BRYILRED ISR t abi ne
conbi nation therapy with genctitabine and erlotinib, gentitabine and

capeci t alsionwositipn greimeliutiedinrray ah theSoHoly inglrangeenaboghBd dngrtertbout 3Wempyr i or

ner apy”yoooods? R Bt 21 8 ke PSR Moot SunRRl [T Blecierr

separ at e 1908 LBONESMElabbik B (5iaBEE20GARBORET0 toR®buEsAHB] Mout FRtoki t mMay
conpri se one di stinct conposition or two Oor nore conpositlons wher ei n one

conposi t iaAUCEhPR| eyt Hnlecbart I mesabartdGiveabeshposigt dhoyt e trtioses0inot her
agent. [ [ ' i it on
conprisi3§£%§§@5§ﬁgﬁgﬁgggk5@%9&§FH§B§°F%ﬁ%ﬁggﬁﬁﬁ3@%“3?%3%@%%Pgﬁ%ﬁgas human
serum al kiboin)50 tbhbaut 166 g abme 1afww aoud R0@ MgEad¥ Bt aboht D23 @g, (such as
vandet ani b), and cé i nstructjons for adninisterin? t he nanoparticle

conposi t iBAMrd P RBOWESRIRIEEPRN 2R (0 rRBK 30 Mg BRIT J8Y Erctbonf £)0 M8r t he

treat nent I i i L ndi i and the
VEcer kBl PRGEAA BOTAN 66w 400 A0 LN B br abAEU SPROBEE S0 B8

cont ai nerls someiembadisiengy, hecomivai ofx taxfer (eex graplitexel) methk effeativg acwopr i se one
di stinct conposition or two or, nbre c osi tions rein one co ition
o 1 ot G RnOE ot Aoinfio Wte GoR HRRRiTE T i PO S R (b A a0t ant D)
[ 03(121] _Th%gﬂ,ishé;h &f adoe3n &\gQBtab&ﬂ 3a0 @ng' & Bt ﬁbﬁng t@ﬁ@dﬂﬁgb@ﬁlg. SHisb@Ab! e

packagi ng

embodiments, the concentration of the taxane (e.g., paclitaxel) in the composition is

dilute (about 0.1 mg/ml) or concentrated (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
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include, but is not limted to, vials, bottles, jars, flexible packaging
(e.g., sealed Mylar or plastic bags), and the like. Kits may optionally
provi de awOizpiicnsalioconponents such as buffers and i nter PCEUBRONO37462
information. The present application thus also provides articles of

manuf acture, ich,include vials (such as sealed vials), bottles, jars,
T ext bl o Tgakatiorb2 miat POk @bt Tra P uefoHaoPe! SEERE-L o ¢ he
use of thg sPRARCRMLEINtNE, BRMAS HlaABS o O@Be1Aht Yo 4 NEdutRel) i ANERE hucas to
dosage, dosing schedul e, and route of adm nistration for the intended

tr eat mentany PAB. Sooaiel harae/méyl berelml. © mgads: mgtnk dpeglitigema(e. 6. o
That  contaP Rt et Snve BaLRhtl PO TRl 23 m@Flfend e S0l 3 o scl osed

herei n t an@hoVvidggahlf 6€50 me/hr eat nent of an individual for an extended
period, such as any of a week, 8 days, 9 days, 10 days, 11 days, 12 days,
13 days, 2 _weeks, 3 weeks, 4 weeks, 6 weeks, 8 weeks, 3 nonths, 4 nonths, 5
mont hs, A0t hs, &Exeamay effocthsmnpuntsad afprnRde 21 PaRMArHEIN e nont hs, or

more. Ki trﬁn@hi&é %%E@ﬁdi&gﬁcﬁ% (b Miihi@ﬁ?@%t RhstlaBGud %@ES m’,
C ackaged in

phar maceut | conpoSitions and 1 nstructions for use an

quant i ti ¥ mg/hfli 50 etmi, 60 nsd/or afemg/md’, 86 eng/m’, PHangraci H¥), m/or’, E3anpl e,
hospi tal phar j es, an onpoundj ng ,pharmaci es.. [ 0303 0 ovided are
medi ci nesheEbn Brgnds0 5}.&"@%3?@ L e @éﬁ%ﬁ%@ A _néf(hods
descri bednfgarrerin mb/in’S OEmSIRO IR S?, 3008 Em” S3PrRYhEeshrmpRt shae (or

conposition)zfor use in treating pancreatic cancer in an in i vidual who has
pr ogr esseug/on, FE¥hmitnabi Hemghsed00hegapy or ¢03hmigsn nef atarmpsde.i.cl es

conprisin t axape and an. al.bum n.(such as hu serum albumn). .l n sone
enboat merdtstiaidlr B8R S9pauReR neb R ot HERRES R PR p et
treating 3mansg/adl 300 GANCEDS0 MgAR, po@@gmﬂqlsow&mei ROtA@m° NEiVh gl 1 s
resistant or refractory to gﬁgegtltablne-base ‘therapy conprising

nanopar t i ¥ Bg/nE odPrigdnngr 30 meanef atmdanm(c aaiitax¢ls ubtsoms dmbegdimets.um

al bum n). | ent s re i vi.ded a j
conpositﬁ%%?mﬁﬁﬂ%ﬁggngﬁh&r%%fPﬁgn%gﬁ@%%gﬁégn%gﬁggﬁsg%g%%agﬁﬁﬁgﬁ%agl wher ei n
t he i ndi visdugim’h2s meaatroend/mparscmeat’ ¢5 eanagr4hgm’ekamping’, 12 hgymAdi vi dual

devel ops pancreatic cancer after about any of about 2, 3, 4, 5 6, 7, 8 09,
10, 11, 14 mgm’, §) megn Q@ (B Mhd BEEE b MEAMoH BE/FEn: MBI re- based

t her apy) rﬁglﬁpréag@gz,%?@% FP1 Gh&SmE QMMOLURANG, helRtRie ANSLARBE Qgﬁﬁﬁ@ n (such

as human serum mn). Tn sone enbodi nents, there Is provided a nedici ne
(or conpdsigt,ipacijtafedy inuBecompdsiteat is g lykddn eat ofcthe &iosving ranges: abalit i dual

wherein a nci t abj ne- based therapy has stopped (for. _examle for_at |east
1, 2, 3, tﬁ%g@,t S@gﬂ’@o%gt%?b%mﬁ?ﬁv%)a%% O APPIL IH%/‘T’? hg)OPF é%lforrent Wi th

the medi GipBg: KPRPMAS hittht BAROPRIUE 76 hRFmE QBB Bl BAbSu BYINEmANboaNI G bum n
(such as human serun19lbun1n). In sone enbodi ments, there is prqvided a

medi ci ne t¢ @bowdaposg/mi .cipout 128 taabeutdd8agmf cabayt Xk towbeuti I75t&ex’i ng
pancreati¢ c er in jJuncki Qn w anot her. agent ,i n i ndi vigdual who
has progﬁ%gg% &ﬂaé@ﬁ?@p5%$ﬁbﬁﬁﬁgﬁgkﬂﬂéggﬁgg5 i oK éﬁé@g??gﬁles
conpri si nfg/th’t @eANLSRRGLBNE FOHHINT, {50 BORH IDeTBFHSAEMIT at dHait BY0 tol N sone
embodi ments, there i,s provided a nedicine (or conposition or a unit dosage
form forabasetQ0rmg/meatln mmpambedment. dastieetierimaynf ofetaksif (@ig-h anot her
agent 1n A%Pnéang}ﬂ tgé'@{%mﬁﬁs%&i R obO% 4 Ha%ééﬁtdjbﬁ'mé/ﬁl”s‘?l%h 38 AYue o f£T ractory to
a genctit dbl ne-based therapy conprising nanoparficles conprising a taxane
and an aldboni I50(Egelt, asubUP®mmgset, ubnallBOmgn?, drabsane0end/edi eswings there is
provi ded a nedicine (or conpositign or a unit dpsage form for. use in
treati ng Shediaents.cheeffrclve pmopy Rt atetang he-w PIFlsHED B thefgamositiqn i

i ndi vi dualy whajosh®nithe individual has recurrent pancreatic cancer (for
exanpl e, tﬁe |£§?€P§Ual devel ops pancreatic cancer after about any of about
2, 3, 4, 5, 6, 7, 8, 9, 10, 11, 12, 24, or 36 nonths upon the cessation of
a genti t d0244- basedntsher apppdiowmpy dfsinpgf theribpag tipettesthe offpativsianguat t axane

d | i h . h | bum | nbodi t th
ot ovi ded 4 AHRETETHE: oY B4R SoB<Bog eaes abLagabo SRy F St in
treat | ng DIRGNRABISmERACT g, 6GHUNEL St NOMIKESIS AOREI20 MghY

i ndi vi dual wherei n a gentitabi ne-based therapy has stopped (for exanple for
at least 1, 2, 3, 4, 5, 6, 7, 8, 9, or 10 nonths) when initiating the
treatment with the nedicine conprising nanoparticles conprising a taxane
and an al bum n (such as human serum albumn). In sonme enbodi nents, there is
provi ded a nedi ci ne (or comnposition or?a unit dosage form) for use in
treating pancreatic cancer, conprising nanoparticles conprising a taxane
and an al bum n (such as human serum al bum n) and another agent. In sone
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[ 0305] The exanpl es, which are intended to be purely exenplary of the
i nvention and should therefore not be considered to limt the invention in
any way, WbD=011ds3@pi be and detail aspects and enbodi mnenP€TAfS201h@®3746% ent i on
di scussed above. The foregoi ng exanples and detail ed description are

of fered way of . illustration and not _b y..of limtatjon. I

publ | cat I IED ket e int et 4081/ nts R0 ekeds Ak @ heci 11 cat i on
are hereifloAPCH PRIRL 8RbBYIntRfeIRRER @R drhodR6ha taRdhd/iedlglacRtaREl Gat | On,

pat ent app%l cation, or patent were specifically and individually indicated

t o be i nabe ponpasitbnopclnddsdessrtban abiont pay ofi 350Irag/ke.a300 melbii 2D8tmghs, 20t ed

dosor 1 b HgRae ek oG ek eRED Bsthinal KBS o mellaut EREINEG ne “be.
used i n ENRROL, Mingks,IB.3 FR/HNY Sthé/RP, orAl th/ckggJﬂ atth@né o4 €gpidighxer)vent i on has

been described in sone detail by way of illustration and exanple for

purposes of clarity of understanding, it will be readily apparent to those
of ordi ndP#AYki 11 il spme cabediments, gitelisetivarmews ohPagiesst e s i nventi on

t hat certaj - £ ' idHout
departin g"%w) 5 %ﬁt@ ﬁ gsea;t 6%??%@? b@c%?eﬁlg%%t %23{%%%% %%g&l{%? ?rﬁsg ke \%h

2011/ 15301 9RE;T7. VBRI b0 BT Atp2k d=xXIRIsEeSed dxdayplle 8. landA SRinas28-Hay dycleal Inof
Nab- pacl i taxel .in. Patients w.th Advanced Pancreatic Cancer. Wo e

Pr ogr essé&m&‘fn@aﬁ"t‘%it%qfﬁé%%lal?ﬂ‘é‘}té%ya‘flﬁé’@g}“ﬁ%?§°@£8§+B‘_P%ls\£§%@ rates
t hat Nab'r?\%k!g 'a&ﬁi&ﬁéteﬂé’é%n\ﬁ%é 1,10h &Y 2% 64 a_@@Qiazrc?Mb.dﬁgs&ﬂlé SheRimbeRahtt in
patients o0 had progressed on gentitabi ne-baSed therapy. Materials and

Met hods [@B@Ppitinn ihwinBhaeecd intropmnuilgbeer 30 majufespat i ents with local ly
advanced, unresectable or netastatic pancreatic ductal carcinoma (ECOG PS

0-2) who G50 °5Se G ihig 8 PALIR O ISR LARKASLRASShaE NEfARvqece! ved

€
nab- pacl i at ' venousTy over m nut es on (?L 8 and

15 on a ZBnfpayitioyCineluddtaie pRtrice ibenes, &lady, dvedsivolByy.eaes tfeeaggs, Wi t h good
organ function. The contrast CT (Conputed Tomograph % was eval uat ed at
basel i ne YAt fevedaysevepeiivsdayrreyepy sigpys é’ﬁﬁlﬁﬁi"ﬁthoﬁg regk. ise Ruicifer al |

survi val | Ot o) r T

(Res ponsefg@?:e&%{]ﬁlgg%g}%? 121%?3}% ngoglé%i %e%{r“%r‘é] &g’r(lﬂtscglro iogl,E 8%?%6555%% |§on-f ree
survi val Ta0RkS} enballietiontadd doalpesigibi lid ddminatted dxucodcy epegfd weeksIhreeCA 19- 9
| evel s were asyred at baseline and every 2 cycles. SPARC

i munohi SVEEheNFEEr PIGIFVaV A VEBIeO 5P &Y PR St st Ot A FY S P Ect skmrsas al so

per f or "edome embodiments, the composition is administered at least about any of Ix, 2x, 3x, 4x,
5x, 6x, or 7x (i.e., daily) a week. In some embodiments, the intervals between each
administration are less than about any of 6 months, 3 months, 1 month, 28 days, 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.

[0245] In some embodiments, the dosing frequency is once every two days for
one time, two times, three times, four times, five times, six times, seven times, eight
times, nine times, ten times, and eleven times. In some embodiments, the dosing
frequency is once every two days for five times. In some embodiments, the taxane
(e.g., paclitaxel) is administered over a period of at least ten days, wherein the interval

between each administration is no more than about two days, and wherein the dose of
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Results [0308] Qut of 20 patients accrued, 1 patient never received study

t herapy and was excluded from anal ysis. The nedi an age was 61 years, 9
(47% werworzal1els3@8 (95% had stage |V disease, and 15 @Z¥MS201a838602 ECOG PS
(Perfornance Status) of 0- 1. The 6 nonth OS (overall survival) was 58%
(95% Cl % - 76% ( 5% Cl 13.3). The
ot an PRAS (BRSSO a Cr P U RS 1Sty os AL pokuRteRt 56 3 4
One pati gf s%nﬁ%oat@gmﬂgr/ﬁ% M0t 1 59 mtgmgmﬁo(z@@lg/ﬁﬁ% ﬁb&lﬁa%ngaﬁ@l stabl e

di sease ( as their est2 response. The renai ning 12 patients 553% had
progr essusueh g dhwoate.2f PR/ motp gdroubad o1zént, loe about £6 mglep tmskous§Q eément . Fi ve
patients were alive with a nmedian followup of 12.7 nonths (range 9.6 -

16.3), i ing o Af es, the
rodi an AP P oy af st SpBRRIboEY FlsTamte e PRORBS Bl &8 or Ver sus
an 18% drdaps il /8,tahe 15 IOﬁTaIBFﬂa@/ dyt:ltehwl?aemaﬁé dedeadfithetagdnedegs paclitax SPARC
expression are also perfor tological toxicities,were generally

mid witFagh aféj@lnistr@lezlSr?é?egte@O rag/a% ek?riamgm pd2AMeEdhi- 4 7ame/WorAr20fg
occurril ngrn%/ﬂlZG:ft{%orﬁg e/ﬁlbg’(ﬁﬁ)eﬁ@dthg @z}?’aﬂé gﬁ?a a%ﬂta%ellr) ?ssﬁﬁ'ﬁhgge?}&/ G ade 3 or 4

neut r openi neutropeni c fever occurred 1 n 11% of patients,
r espect i vietryvendindy evasseninotes as elsy0f, SgnadieS 8n a28Glapeyclopalhdryin tHaddses 1- 6
provi des

etai l ed experi e aand resul t Tabl e 1: tient
Char act erq(%élﬁ‘? t8§altel\(le=g i’éﬁhta’ﬁé)eat(eﬁ ?cgymwgap%ls( tglé)? it 135mgf

150 mg/m , 175 mg/m , or 200 mg/m . In some embodiments, the taxane is paclitaxel.

[0247] The administration of the composition can be extended over an extended
period of time, such as from about a month up to about seven years. In some
embodiments, the composition is administered over a period of at least about any of 2,

3,4,5,6,7,8,9,10, 11, 12, 18, 24, 30, 36, 48, 60, 72, or 84 months.

[0248] In some embodiments, the dosage of a taxane (e.g., paclitaxel) in a
nanoparticle composition can be in the range of 5-400 mg/m* when given on a 3 week
schedule, or 5-250 mg/m* (such as 80-150 mg/m?, for example 100-120 mg/m*) when
given on a weekly schedule. For example, the amount of a taxane (e.g., paclitaxel) is

about 60 to about 300 mg/m* (e.g., about 260 mg/m*) on a four week schedule.

[0249] Other exemplary dosing schedules for the administration of the
nanoparticle composition (e.g., paclitaxel/albumin nanoparticle composition) include,
but are not limited to, 100 mg/mz, weekly, without break; 75 mg/m2 weekly, 3 out of 4
weeks; 100 mg/mz,weekly, 3 out of 4 weeks; 125 mg/mz, weekly, 3 out of 4 weeks; 125
mg/mz, weekly, 2 out of 3 weeks; 130 mg/mz, weekly, without break; 175 mg/mz, once
every 2 weeks; 260 mg/m’, once every 2 weeks; 260 mg/m?, once every 3 weeks; 180-
300 mg/mz, every three weeks; 60-175 mg/mz, weekly, without break; 20-150

mg/m” twice a week; and 150-250 mg/m” twice a week. The dosing frequency of the
composition may be adjusted over the course of the treatment based on the judgment of

the administering physician.

[0250] In some embodiments, the individual is treated for at least about any of

one, two, three, four, five, six, seven, eight, nine, or ten treatment cycles.
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[0251] The compositions described herein allow infusion of the composition to
an individual over an infusion time that is shorter than about 24 hours. For example, in
some embodiments, the composition is administered over an infusion period of less
than about any of 24 hours, 12 hours, 8 hours, 5 hours, 3 hours, 2 hours, 1 hour, 30
minutes, 20 minutes, or 10 minutes. In some embodiments, the composition is

administered over an infusion period of about 30 minutes.

[0252] Other exemplary dose of the taxane (in some embodiments paclitaxel) in
the nanoparticle composition include, but is not limited to, about any of 50 mg/m”, 60
mg/m?, 75 mg/m?>, 80 mg/m?, 90 mg/m?, 100 mg/m?, 120 mg/m?, 160 mg/m?, 175
mg/m’, 200 mg/m?, 210 mg/m?, 220 mg/m*, 260 mg/m?, and 300 mg/m*. For example,
the dosage of paclitaxel in a nanoparticle composition can be in the range of about 100-
400 mg/m” when given on a 3 week schedule, or about 50-250 mg/m” when given on a

weekly schedule.

[0253] The nanoparticle compositions can be administered to an individual
(such as human) via various routes, including, for example, intravenous, intra-arterial,
intraperitoneal, intrapulmonary, oral, inhalation, intravesicular, intramuscular, intra-
tracheal, subcutaneous, intraocular, intrathecal, transmucosal, and transdermal. In
some embodiments, sustained continuous release formulation of the composition may
be used. In some embodiments, the composition is administered intravenously. In
some embodiments, the composition is administered intraarterially. In some

embodiments, the composition is administered intraperitoneally.

Modes of Administration of Combination Therapies

[0254] The dosing regimens described in the section above apply to both
monotherapy and combination therapy settings. The modes of administration for

combination therapy methods are further described below.

[0255] In some embodiments, the nanoparticle composition and the other agent
(including the specific chemotherapeutic agents described herein) are administered
simultaneously. When the drugs are administered simultaneously, the drug in the
nanoparticles and the other agent may be contained in the same composition (e.g., a

composition comprising both the nanoparticles and the other agent) or in separate
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compositions (e.g., the nanoparticles are contained in one composition and the other

agent is contained in another composition).

[0256] In some embodiments, the nanoparticle composition and the other agent
are administered sequentially. Either the nanoparticle composition or the other agent
may be administered first. The nanoparticle composition and the other agent are
contained in separate compositions, which may be contained in the same or different

packages.

[0257] In some embodiments, the administration of the nanoparticle
composition and the other agent are concurrent, i.e., the administration period of the
nanoparticle composition and that of the other agent overlap with each other. In some
embodiments, the nanoparticle composition is administered for at least one cycle (for
example, at least any of 2, 3, or 4 cycles) prior to the administration of the other agent.
In some embodiments, the other agent is administered for at least any of one, two,
three, or four weeks. In some embodiments, the administrations of the nanoparticle
composition and the other agent are initiated at about the same time (for example,
within any one of 1, 2, 3, 4, 5, 6, or 7 days). In some embodiments, the administrations
of the nanoparticle composition and the other agent are terminated at about the same
time (for example, within any one of 1, 2, 3, 4, 5, 6, or 7 days). In some embodiments,
the administration of the other agent continues (for example for about any one of 1, 2,
3,4,5,6,7,8,9, 10, 11, or 12 months) after the termination of the administration of the
nanoparticle composition. In some embodiments, the administration of the other agent
is initiated after (for example after about anyone of 1, 2,3,4,5,6,7, 8,9, 10, 11, or we
months) the initiation of the administration of the nanoparticle composition. In some
embodiments, the administrations of the nanoparticle composition and the other agent
are initiated and terminated at about the same time. In some embodiments, the
administrations of the nanoparticle composition and the other agent are initiated at
about the same time and the administration of the other agent continues (for example
for about anyone of 1, 2, 3,4, 5,6,7, 8,9, 10, 11, or 12 months) after the termination
of the administration of the nanoparticle composition. In some embodiments, the
administration of the nanoparticle composition and the other agent stop at about the

same time and the administration of the other agent is initiated after (for example after
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about any one of 1, 2, 3,4, 5,6,7, 8,9, 10, 11, or we months) the initiation of the

administration of the nanoparticle composition.

[0258] In some embodiments, the administration of the nanoparticle
composition and the other agent are non-concurrent. For example, in some
embodiments, the administration of the nanoparticle composition is terminated before
the other agent is administered. In some embodiments, the administration of the other
agent is terminated before the nanoparticle composition is administered. The time
period between these two non-concurrent administrations can range from about two to

eight weeks, such as about four weeks.

[0259] The dosing frequency of the drug-containing nanoparticle composition
and the other agent may be adjusted over the course of the treatment, based on the
judgment of the administering physician. When administered separately, the drug-
containing nanoparticle composition and the other agent can be administered at
different dosing frequency or intervals. For example, the drug-containing nanoparticle
composition can be administered weekly, while a chemotherapeutic agent can be
administered more or less frequently. In some embodiments, sustained continuous
release formulation of the drug-containing nanoparticle and/or chemotherapeutic agent
may be used. Various formulations and devices for achieving sustained release are
known in the art. A combination of the administration configurations described herein

can also be used.

[0260] The nanoparticle composition and the other agent can be administered
using the same route of administration or different routes of administration. In some
embodiments (for both simultaneous and sequential administrations), the taxane in the
nanoparticle composition and the other agent are administered at a predetermined ratio.
For example, in some embodiments, the ratio by weight of the taxane in the
nanoparticle composition and the other agent is about 1 to 1. In some embodiments,
the weight ratio may be between about 0.001 to about 1 and about 1000 to about 1, or
between about 0.01 to about 1 and 100 to about 1. In some embodiments, the ratio by
weight of the taxane in the nanoparticle composition and the other agent is less than
about any of 100:1, 50:1, 30:1, 10:1, 9:1, 8:1, 7:1, 6:1, 5:1, 4:1, 3:1, 2:1, and 1:1 In

some embodiments, the ratio by weight of the taxane in the nanoparticle composition
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and the other agent is more than about any of 1:1, 2:1, 3:1, 4:1, 5:1, 6:1, 7:1, 8:1, 9:1,
30:1, 50:1, 100:1. Other ratios are contemplated.

[0261] The doses required for the taxane and/or the other agent 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 other 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 other agent 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).

[0262] In some embodiments, enough chemotherapeutic agent is administered
so as to allow reduction of the normal dose of the drug in the nanoparticle composition
required to effect the same degree of treatment by at least about any of 5%, 10%, 20%,
30%, 50%, 60%, 70%, 80%, 90%, or more. In some embodiments, enough drug in the
nanoparticle composition is administered so as to allow reduction of the normal dose of
the other agent required to effect the same degree of treatment by at least about any of

5%, 10%, 20%, 30%, 50%, 60%, 70%, 80%, 90%, or more.

[0263] In some embodiments, the dose of both the taxane in the nanoparticle
composition and the other agent are reduced as compared to the corresponding normal
dose of each when administered alone. In some embodiments, both the taxane in the
nanoparticle composition and the other agent are administered at a subtherapeutic, i.e.,
reduced, level. In some embodiments, the dose of the nanoparticle composition and/or
the other agent is substantially less than the established maximum toxic dose (MTD).
For example, the dose of the nanoparticle composition and/or the other agent is less

than about 50%, 40%, 30%, 20%, or 10% of the MTD.

[0264] 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, liver transplantation,
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local ablative therapy, radiofrequency ablation therapy, photodynamic therapy, and the
like. Additionally, a person having a greater risk of developing the pancreatic cancer

may receive treatments to inhibit or and/or delay the development of the disease.

[0265] The other agent described herein can be administered to an individual
(such as human) via various routes, such as parenterally, including intravenous, intra-
arterial, intraperitoneal, intrapulmonary, oral, inhalation, intravesicular, intramuscular,
intra-tracheal, subcutaneous, intraocular, intrathecal, or transdermal. In some
embodiments, the other agent is administrated intravenously. In some embodiments, the

nanoparticle composition is administered orally.

[0266] The dosing frequency of the other agent can be the same or different
from that of the nanoparticle composition. Exemplary frequencies are provided above.
As further example, the other agent can be administered three times a day, two times a
day, daily, 6 times a week, 5 times a week, 4 times a week, 3 times a week, two times a
week, weekly. In some embodiments, the other agent is administered twice daily or
three times daily. Exemplary amounts of the other agent include, but are not limited to,
any of the following ranges: 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.
For example, the other agent can be administered at a dose of about 1 mg/kg to about
200 mg/kg (including for example about 1 mg/kg to about 20 mg/kg, about 20 mg/kg to
about 40 mg/kg, about 40 mg/kg to about 60 mg/kg, about 60 mg/kg to about 80 mg/kg,
about 80 mg/kg to about 100 mg/kg, about 100 mg/kg to about 120 mg/kg, about 120
mg/kg to about 140 mg/kg, about 140 mg/kg to about 200 mg/kg).

[0267] In some embodiments the other agent is vandetanib. In some
embodiments, the effective amount of vandetanib about 100 mg, about 100 mg to about
200 mg, about 200 mg, about 200 mg to about 300 mg, about 300 mg. In some

embodiments, the vandetanib is administered orally. In some embodiments, the
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vandetanib is administered daily. In some embodiments, the vandetanib is

administered daily for three weeks of a 28 day cycle.

[0268] In some embodiments, the effective amount of taxane in the nanoparticle
composition is between about 45 mg/m” to about 350 mg/m” and the effective amount
of the other agent is about 1 mg/kg to about 200 mg/kg (including for example about 1
mg/kg to about 20 mg/kg, about 20 mg/kg to about 40 mg/kg, about 40 mg/kg to about
60 mg/kg, about 60 mg/kg to about 80 mg/kg, about 80 mg/kg to about 100 mg/kg,
about 100 mg/kg to about 120 mg/kg, about 120 mg/kg to about 140 mg/kg, about 140
mg/kg to about 200 mg/kg). In some embodiments, the effective amount of taxane in
the nanoparticle composition is between about 80 mg/m> to about 350 mg/m? and the
effective amount of the other agent is about 1 mg/kg to about 200 mg/kg (including for
example about 1 mg/kg to about 20 mg/kg, about 20 mg/kg to about 40 mg/kg, about
40 mg/kg to about 60 mg/kg, about 60 mg/kg to about 80 mg/kg, about 80 mg/kg to
about 100 mg/kg, about 100 mg/kg to about 120 mg/kg, about 120 mg/kg to about 140
mg/kg, about 140 mg/kg to about 200 mg/kg). In some embodiments, the effective
amount of taxane in the nanoparticle composition is between about 80 mg/m” to about
300 mg/m” and the effective amount of the other agent is about 1 mg/kg to about 200
mg/kg (including for example about 1 mg/kg to about 20 mg/kg, about 20 mg/kg to
about 40 mg/kg, about 40 mg/kg to about 60 mg/kg, about 60 mg/kg to about 80 mg/kg,
about 80 mg/kg to about 100 mg/kg, about 100 mg/kg to about 120 mg/kg, about 120
mg/kg to about 140 mg/kg, about 140 mg/kg to about 200 mg/kg). In some
embodiments, the effective amount of taxane in the nanoparticle composition is
between about 150 mg/m” to about 350 mg/m” and the effective amount of the other
agent is about 1 mg/kg to about 200 mg/kg (including for example about 1 mg/kg to
about 20 mg/kg, about 20 mg/kg to about 40 mg/kg, about 40 mg/kg to about 60 mg/kg,
about 60 mg/kg to about 80 mg/kg, about 80 mg/kg to about 100 mg/kg, about 100
mg/kg to about 120 mg/kg, about 120 mg/kg to about 140 mg/kg, about 140 mg/kg to
about 200 mg/kg). In some embodiments, the effective amount of taxane in the
nanoparticle composition is between about 80 mg/m” to about 150 mg/m® and the
effective amount of the other agent is about 1 mg/kg to about 200 mg/kg (including for
example about 1 mg/kg to about 20 mg/kg, about 20 mg/kg to about 40 mg/kg, about
40 mg/kg to about 60 mg/kg, about 60 mg/kg to about 80 mg/kg, about 80 mg/kg to
about 100 mg/kg, about 100 mg/kg to about 120 mg/kg, about 120 mg/kg to about 140
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mg/kg, about 140 mg/kg to about 200 mg/kg). In some embodiments, the effective
amount of taxane (e.g., paclitaxel) in the nanoparticle composition is about 100 mg/m”.
In some embodiments, the effective amount of taxane in the nanoparticle composition
is between about 170 mg/m* to about 200 mg/m* and the effective amount of the other
agent is about 1 mg/kg to about 200 mg/kg (including for example about 1 mg/kg to
about 20 mg/kg, about 20 mg/kg to about 40 mg/kg, about 40 mg/kg to about 60 mg/kg,
about 60 mg/kg to about 80 mg/kg, about 80 mg/kg to about 100 mg/kg, about 100
mg/kg to about 120 mg/kg, about 120 mg/kg to about 140 mg/kg, about 140 mg/kg to
about 200 mg/kg). In some embodiments, the effective amount of taxane in the
nanoparticle composition is between about 200 mg/m” to about 350 mg/m” and the
effective amount of the other agent is about 1 mg/kg to about 200 mg/kg (including for
example about 1 mg/kg to about 20 mg/kg, about 20 mg/kg to about 40 mg/kg, about
40 mg/kg to about 60 mg/kg, about 60 mg/kg to about 80 mg/kg, about 80 mg/kg to
about 100 mg/kg, about 100 mg/kg to about 120 mg/kg, about 120 mg/kg to about 140
mg/kg, about 140 mg/kg to about 200 mg/kg). In some embodiments, the effective
amount of taxane (e.g., paclitaxel) in the nanoparticle composition is about 260 mg/m”.
In some embodiments of any of the above methods, the effective amount of the other
agent is about 20-30 mg/kg, about 30-40 mg/kg, about 40-50 mg/kg, about 50-60
mg/kg, about 60-70 mg/kg, about 70-80 mg/kg, about 80-100 mg/kg, or about 100-120
mg/kg.

[0269] In some embodiments, the effective amount of taxane (e.g., paclitaxel)
in the nanoparticle composition is between about 30 to about 300 mg/m” and the
effective amount of the other agent is between about 100 to about 5000 mg/m>. In
some embodiments, the effective amount of taxane (e.g., paclitaxel) in the nanoparticle
composition is about any of 30, 50, 75, 100, 125, 150, 175, 200, 225, 250, 275, or 300
mg/m2 and the effective amount of the other agent is about any of 100, 200, 300, 400,
500, 600, 700, 800, 900, 1000, 1250, 1500, 1750, 2000, 2250, 2500, 2750, 3000, 3250,
3500, 3750, 4000, 4250, 4500, 4750, or 5000 mg/mz. In some embodiments, the
nanoparticle composition is about 30 to about 300 mg/m” and the effective amount of
the other agent is about 100 to about 5000 mg/m?, wherein the nanoparticle
composition and the other agent are both administered weekly to the individual who
has been previously treated for pancreatic cancer. In some embodiments, the

nanoparticle composition is about 30 to about 300 mg/m” and the effective amount of
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the other agent is about 100 to about 5000 mg/m?, wherein the nanoparticle
composition and the other agent are both administered at a frequency of less than
weekly to the individual who has been previously treated for pancreatic cancer. In
some embodiments, the nanoparticle composition is about 30 to about 300 mg/m* and
the effective amount of the other agent is about 100 to about 5000 mg/m?, wherein the
nanoparticle composition and the other agent are both administered intravenously over
30 minutes on days 1, 8, and 15 on a 28-day cycle to the individual who has been
previously treated for pancreatic cancer (e.g., the individual who has progressed on

gemcitabine-based therapy).

[0270] In some embodiments, the appropriate doses of other agents are
approximately those already employed in clinical therapies wherein the other agent are

administered alone or in combination with other agents.

Nanoparticle Compositions

[0271] The nanoparticle compositions described herein comprise nanoparticles
comprising (in various embodiments consisting essentially of) a taxane (such as
paclitaxel) and an albumin (such as human serum albumin). Nanoparticles of poorly
water soluble drugs (such as taxane) have been disclosed in, for example, U.S. Pat.
Nos. 5,916,596; 6,506,405; 6,749,868, and 6,537,579; 7,820,788, and US Pat. Pub.
Nos., 2006/0263434, and 2007/0082838; PCT Patent Application WO08/137148, each

of which is incorporated by reference in their entirety.

[0272] 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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[0273] In some embodiments, the nanoparticles in the composition described
herein have an average 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 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.

[0274] 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).

[0275] In some embodiments, the nanoparticles comprise the taxane (such as
paclitaxel) coated with an albumin (e.g., human serum albumin). In some embodiments,
the composition comprises taxane in both nanoparticle and non-nanoparticle forms,
wherein at least about any one of 50%, 60%, 70%, 80%, 90%, 95%, or 99% of the
taxane in the composition are in nanoparticle form. In some embodiments, the taxane 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 taxane that is substantially free of polymeric materials (such as polymeric matrix).

[0276] 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.
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[0277] In some embodiments, the weight ratio of albumin ( such as human
serum albumin) and taxane 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 taxane 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, about 5:1 to about 10:1. In some
embodiments, the weight ratio of albumin and taxane in the nanoparticle portion of the
composition is about any one of 1:2, 1:3, 1:4, 1:5, 1:10, 1:15, or less. In some
embodiments, the weight ratio of the albumin ( such as human serum albumin) and the
taxane 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, about
1:1 to about 1:1.

[0278] In some embodiments, the nanoparticle composition comprises one or

more of the above characteristics.

[0279] The nanoparticles described herein may be present in a dry formulation
(such as lyophilized composition) or suspended in a biocompatible medium. Suitable
biocompatible media 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.

[0280] 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
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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).

[0281] 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, gth ed, McGraw-Hill New York
(1996)). Two high affinity binding sites have been proposed in subdomains ITA and
IITA 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 and propofol have been shown to bind HSA (see, e.g.,
Paal et al., Fur. J. Biochem., 268(7), 2187-91 (200a), Purcell et al., Biochim. Biophys.
Acta, 1478(a), 61-8 (2000), Altmayer et al., Arzneimittelforschung, 45, 1053-6 (1995),
and Garrido et al., Rev. Esp. Anestestiol. Reanim., 41, 308-12 (1994)). In addition,
docetaxel has been shown to bind to human plasma proteins (see, €.g., Urien et al.,

Invest. New Drugs, 14(b), 147-51 (1996)).

[0282] The albumin ( such as human serum albumin) in the composition
generally serves as a carrier for the taxane, i.e., the albumin in the composition makes
the taxane 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 the taxane, and thereby can
reduce one or more side effects of administration of the taxane into an individual (such
as a human). Thus, in some embodiments, the composition described herein is
substantially free (such as free) of surfactants, such as Cremophor (including

Cremophor EL® (BASF)). In some embodiments, the nanoparticle composition is
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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.

[0283] 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 the taxane
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 the taxane in an aqueous medium. For
particle-containing compositions, the amount of the albumin also depends on the size

and density of nanoparticles of the taxane.

[0284] A taxane 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.

[0285] In some embodiments, the albumin is present in an amount that is
sufficient to stabilize the taxane in an aqueous suspension at a certain concentration.
For example, the concentration of the taxane in the composition is about 0.1 to about
100 mg/ml, including for example any of about 0.1 to about 50 mg/ml, about 0.1 to
about 20 mg/ml, about 1 to about 10 mg/ml, about 2 mg/ml to about 8§ mg/ml, about 4

to about 6 mg/ml, about 5 mg /ml. In some embodiments, the concentration of the
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taxane is at least about any of 1.3 mg/ml, 1.5 mg/ml, 2 mg/ml, 3 mg/ml, 4 mg/ml, 5
mg/ml, 6 mg/ml, 7 mg/ml, 8 mg/ml, 9 mg/ml, 10 mg/ml, 15 mg/ml, 20 mg/ml, 25
mg/ml, 30 mg/ml, 40 mg/ml, and 50 mg/ml. In some embodiments, the albumin is
present in an amount that avoids use of surfactants (such as Cremophor), so that the

composition is free or substantially free of surfactant (such as Cremophor).

[0286] 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.

[0287] In some embodiments, the weight ratio of albumin, e.g., albumin, to the
taxane in the nanoparticle composition is such that a sufficient amount of taxane binds
to, or is transported by, the cell. While the weight ratio of albumin to taxane will have
to be optimized for different albumin and taxane combinations, generally the weight
ratio of albumin, e.g., albumin, to taxane (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 taxane
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 the taxane 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, about 1:1 to about 1:1.

[0288] 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 the taxane to a human.
The term “reducing one or more side effects of administration of the taxane” refers to

reduction, alleviation, elimination, or avoidance of one or more undesirable effects
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caused by the taxane, as well as side effects caused by delivery vehicles (such as
solvents that render the taxanes suitable for injection) used to deliver the taxane. 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 exemplary and other

side effects, or combination of side effects, associated with taxanes can be reduced.

[0289] In some embodiments, the nanoparticle composition comprises
ABRAXANE® (Nab-paclitaxel). In some embodiments, the nanoparticle composition
is ABRAXANE® (Nab-paclitaxel). ABRAXANE® is a formulation of paclitaxel
stabilized by human albumin USP, which can be dispersed in directly injectable
physiological solution. When dispersed in a suitable aqueous medium such as 0.9%
sodium chloride injection or 5% dextrose injection, ABRAXANE® forms a stable
colloidal suspension of paclitaxel. The mean particle size of the nanoparticles in the
colloidal suspension is about 130 nanometers. Since HSA is freely soluble in water,
ABRAXANE?® can be reconstituted in a wide range of concentrations ranging from
dilute (0.1 mg/ml paclitaxel) to concentrated (20 mg/ml paclitaxel), including for

example about 2 mg/ml to about 8 mg/ml, about 5 mg/ml.

[0290] Methods of making nanoparticle compositions are known in the art. For
example, nanoparticles containing taxanes (such as paclitaxel) and albumin ( such as
human serum albumin) can be prepared under conditions of high shear forces (e.g.,
sonication, high pressure homogenization, or the like). These methods are disclosed in,
for example, U.S. Pat. Nos. 5,916,596; 6,506,405; 6,749,868; 6,537,579. 7,820,788,
and also in U.S. Pat. Pub. Nos. 2007/0082838, 2006/0263434and PCT Application
WO08/137148.

[0291] Briefly, the taxane (such as paclitaxel) is dissolved in an organic solvent,
and the solution can be added to an albumin solution. The mixture is subjected to high
pressure homogenization. The organic solvent 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
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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, or 9:1.

Other Components in the Nanoparticle Compositions

[0292] The nanoparticles described herein can be present in a composition that
include 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 including L-a-
dimyristoylphosphatidylcholine (DMPC), dioleoylphosphatidylcholine (DOPC),
distearyolphosphatidylcholine (DSPC), hydrogenated soy phosphatidylcholine (HSPC),
and other related compounds. Negatively charged surfactants or emulsifiers are also

suitable as additives, e.g., sodium cholesteryl sulfate and the like.

[0293] In some embodiments, the composition is suitable for administration to a
human. In some embodiments, the composition is suitable for administration to a
mammal such as, in the veterinary context, domestic pets and agricultural animals.
There are a wide variety of suitable formulations of the nanoparticle composition (see,
e.g., U.S. Pat. Nos. 5,916,596; 6,096,331; 7,820,788). The following formulations and
methods are merely exemplary and are in no way limiting. Formulations suitable for
oral administration can consist of (a) liquid solutions, such as an effective amount of
the compound dissolved in diluents, such as water, saline, or orange juice, (b) capsules,
sachets or tablets, each containing a predetermined amount of the active ingredient, as
solids or granules, (c) suspensions in an appropriate liquid, and (d) suitable emulsions.
Tablet forms can include one or more of lactose, mannitol, corn starch, potato starch,

microcrystalline cellulose, acacia, gelatin, colloidal silicon dioxide, croscarmellose
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sodium, talc, magnesium stearate, stearic acid, and other excipients, colorants, diluents,
buffering agents, moistening agents, preservatives, flavoring agents, and
pharmacologically compatible excipients. Lozenge forms can comprise the active
ingredient in a flavor, usually sucrose and acacia or tragacanth, as well as pastilles
comprising the active ingredient in an inert base, such as gelatin and glycerin, or
sucrose and acacia, emulsions, gels, and the like containing, in addition to the active

ingredient, such excipients as are known in the art.

[0294] Examples of suitable carriers, excipients, and diluents include, but are
not limited to, lactose, dextrose, sucrose, sorbitol, mannitol, starches, gum acacia,
calcium phosphate, alginates, tragacanth, gelatin, calcium silicate, microcrystalline
cellulose, polyvinylpyrrolidone, cellulose, water, saline solution, syrup,
methylcellulose, methyl- and propylhydroxybenzoates, talc, magnesium stearate, and
mineral oil. The formulations can additionally include lubricating agents, wetting
agents, emulsifying and suspending agents, preserving agents, sweetening agents or

flavoring agents.

[0295] 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 injections, immediately prior to use. Extemporaneous injection solutions and
suspensions can be prepared from sterile powders, granules, and tablets of the kind

previously described. Injectable formulations are preferred.

[0296] In some embodiments, the composition is formulated to have a pH range
of about 4.5 to about 9.0, including for example pH ranges of any of about 5.0 to about
8.0, about 6.5 to about 7.5, and about 6.5 to about 7.0. In some embodiments, the pH
of the composition is formulated to no less than about 6, including for example no less
than about any of 6.5, 7, or 8 (such as about §). The composition can also be made to

be isotonic with blood by the addition of a suitable tonicity modifier, such as glycerol.
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Kits, Medicines, and Compositions

[0297] The invention also provides kits, medicines, compositions, and unit

dosage forms for use in any of the methods described herein.

[0298] Kits of the invention include one or more containers comprising taxane-
containing nanoparticle compositions (or unit dosage forms and/or articles of
manufacture) and/or another agent (such as the agents described herein), and in some
embodiments, further comprise instructions for use in accordance with any of the
methods described herein. The kit may further comprise a description of selection an
individual suitable or treatment. Instructions supplied in the kits of the invention are
typically written instructions on a label or package insert (e.g., a paper sheet included in
the kit), but machine-readable instructions (e.g., instructions carried on a magnetic or

optical storage disk) are also acceptable.

[0299] For example, in some embodiments, the kit comprises a) a composition
comprising nanoparticles comprising a taxane and an albumin (such as human serum
albumin), and b) instructions for administering the nanoparticle composition for
treatment of pancreatic cancer in an individual who has been previously treated for
pancreatic cancer (e.g., who has progressed on prior therapy). In some embodiments,
the kit comprises a) a composition comprising nanoparticles comprising a taxane and
an albumin (such as human serum albumin), and b) instructions for administering the
nanoparticle composition for treatment of pancreatic cancer in an individual who has
progressed on gemcitabine-based therapy (e.g., gemcitabine monotherapy or
gemcitabine combination therapy with gemcitabine and erlotinib, gemcitabine and
capecitabine, or gemcitabine and 5-FU). In some embodiments, the kit comprises a) a
composition comprising nanoparticles comprising a taxane and an albumin (such as
human serum albumin), b) an effective amount of another agent, and c) instructions for
administering the nanoparticle composition and the other agents for treatment of
pancreatic cancer in an individual who has been previously treated for pancreatic
cancer (e.g., who has progressed on prior therapy). In some embodiments, the kit
comprises a) a composition comprising nanoparticles comprising a taxane and an
albumin ( such as human serum albumin), b) an effective amount of another agent, and
¢) instructions for administering the nanoparticle composition and the other agents for

treatment of pancreatic cancer in an individual who has progressed on gemcitabine-
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based therapy (e.g., gemcitabine monotherapy or gemcitabine combination therapy with
gemcitabine and erlotinib, gemcitabine and capecitabine, or gemcitabine and 5-FU). In
some embodiments, the prior therapy comprises administration of gemcitabine (‘“‘a
gemcitabine-based therapy”). The nanoparticles and the other agents can be present in
separate containers or in a single container. For example, the kit may comprise one
distinct composition or two or more compositions wherein one composition comprises

nanoparticles and one composition comprises another agent.

[0300] In some embodiments, the kit comprises a) a composition comprising
nanoparticles comprising a taxane and an albumin (such as human serum albumin), b)
an effective amount of a VEGFR/EGEFR inhibitor (such as vandetanib), and c)
instructions for administering the nanoparticle composition and the VEGFR/EGFR
inhibitor (such as vandetanib) for the treatment of pancreatic cancer in an individual.
The nanoparticles and the VEGFR/EGEFR inhibitor (such as vandetanib) are present in
separate containers or in a single container. For example, the kit may comprise one
distinct composition or two or more compositions wherein one composition comprises

nanoparticles and the VEGFR/EGFR inhibitor (such as vandetanib).

[0301] The kits of the invention are in suitable packaging. Suitable packaging
include, but is not limited to, vials, bottles, jars, flexible packaging (e.g., sealed Mylar
or plastic bags), and the like. Kits may optionally provide additional components such
as buffers and interpretative information. The present application thus also provides
articles of manufacture, which include vials (such as sealed vials), bottles, jars, flexible

packaging, and the like.

[0302] The instructions relating to the use of the nanoparticle compositions
generally include information as to dosage, dosing schedule, and route of
administration for the intended treatment. The containers may be unit doses, bulk
packages (e.g., multi-dose packages) or sub-unit doses. For example, kits may be
provided that contain sufficient dosages of the taxane (such as taxane) as disclosed
herein to provide effective treatment of an individual for an extended period, such as
any of a week, 8 days, 9 days, 10 days, 11 days, 12 days, 13 days, 2 weeks, 3 weeks, 4
weeks, 6 weeks, 8 weeks, 3 months, 4 months, 5 months, 7 months, 8 months, 9
months, 10 months, 11 months, 12 months, or more. Kits may also include multiple

unit doses of the taxane and pharmaceutical compositions and instructions for use and
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taxane and an albumin (such as human serum albumin). In some embodiments, there is
provided a medicine (or composition) for use in treating pancreatic cancer in an
individual wherein a gemcitabine-based therapy has stopped (for example for at least 1,
2,3,4,5,6,7,8,9, or 10 months) when initiating the treatment with the medicine
comprising nanoparticles comprising a taxane and an albumin (such as human serum
albumin). In some embodiments, there is provided a medicine (or composition or a
unit dosage form) for use in treating pancreatic cancer in conjunction with another
agent in an individual who has progressed on gemcitabine-based therapy, comprising
nanoparticles comprising a taxane and an albumin (such as human serum albumin). In
some embodiments, there is provided a medicine (or composition or a unit dosage
form) for use in treating pancreatic cancer in conjunction with another agent in an
individual wherein the individual is resistant or refractory to a gemcitabine-based
therapy comprising nanoparticles comprising a taxane and an albumin (such as human
serum albumin). In some embodiments, there is provided a medicine (or composition or
a unit dosage form) for use in treating pancreatic cancer in conjunction with another
agent in an individual wherein the individual has recurrent pancreatic cancer (for
example, the individual develops pancreatic cancer after about any of about 2, 3, 4, 5,

6,7,8,9,10, 11, 12, 24, or 36 months upon the cessation of a gemcitabine-based
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[0304] In some embodiments, there is provided a medicine (or composition or a
unit dosage form) for use in treating pancreatic cancer, comprising nanoparticles
comprising a taxane and an albumin (such as human serum albumin) and a

VEGFR/EGFR inhibitor (such as vandetanib).

[0305] The examples, which are intended to be purely exemplary of the
invention and should therefore not be considered to limit the invention in any way, also
describe and detail aspects and embodiments of the invention discussed above. The
foregoing examples and detailed description are offered by way of illustration and not
by way of limitation. All publications, patent applications, and patents cited in this
specification are herein incorporated by reference as if each individual publication,
patent application, or patent were specifically and individually indicated to be
incorporated by reference. In particular, all publications cited herein are expressly
incorporated herein by reference for the purpose of describing and disclosing
compositions and methodologies which might be used in connection with the invention.
Although the foregoing invention has been described in some detail by way of
illustration and example for purposes of clarity of understanding, it will be readily
apparent to those of ordinary skill in the art in light of the teachings of this invention
that certain changes and modifications may be made thereto without departing from the

spirit or scope of the appended claims.
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EXAMPLES

Example 1. A Phase II Trial of Nab-paclitaxel in Patients with Advanced

Pancreatic Cancer Who Have Progressed on Gemcitabine-Based Therapy

[0306] This example demonstrates that Nab-paclitaxel was well tolerated and

provided clinical benefit in patients who had progressed on gemcitabine-based therapy.

Materials and Methods

[0307] In the Phase II open-label trial, patients with locally advanced,
unresectable or metastatic pancreatic ductal carcinoma (ECOG PS 0-2) who progressed
within 6 months of gemcitabine-based therapy received nab-paclitaxel at 100mg/m*
intravenously over 30 minutes on days 1, 8 and 15 on a 28-day cycle. The patients
were at least 18 years of age with good organ function. The contrast CT (Computed
Tomography) was evaluated at baseline and every 2 cycles. The primary endpoint was
6-month overall survival (OS). The secondary endpoints were response rate by
RECIST (Response Evaluation Criteria In Solid Tumors) criteria, progression-free
survival (PES), safety and tolerability, and toxicity profile. The CA19-9 levels were
measured at baseline and every 2 cycles. SPARC immunohistochemistry on available

pre-treatment tumor specimens was also performed.

Results

[0308] Out of 20 patients accrued, 1 patient never received study therapy and
was excluded from analysis. The median age was 61 years, 9 (47%) were male, 18
(95%) had stage IV disease, and 15 (79%) had an ECOG PS (Performance Status) of 0-
1. The 6-month OS (overall survival) was 58% (95% C1 33% - 76%) and the median
OS was 7.3 months (95% CI 2.8 -13.3). The median PFS (Progression-free survival)
was 1.6 months (95% CI 1.5 — 3.4). One patient had a confirmed partial response (PR)
and 6 (32%) had stable disease (SD) as their best response. The remaining 12 patients
(63%) had progressive disease (PD) on or before the first response assessment. Five
patients were alive with a median follow-up of 12.7 months (range 9.6 — 16.3),
including one with SD on cycle 15 of therapy. After 2 cycles, the median CA 19-9
levels decreased by 52% in patients who had SD or PR, versus an 18% drop in the
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patients with PD. Correlative studies with SPARC expression are also performed.
Non-hematological toxicities were generally mild with grade 1 or 2 nausea, anorexia,
hypocalcemia and vomiting occurring in 63%, 47%, 37% and 26% of patients
respectively. Grade 3 or 4 neutropenia, neutropenic fever and anemia occurred in 32%,
11% of patients, respectively. There were no cases of grade 3 or 5 neuropathy. Tables

1-6 provides detailed experimental data and results.

Table 1: Patient Characteristics (N = 19)
N Y%

Age (years)

Median (Range) 61 (24-80)
Sex

Female 10 52.6

Male 9 474
Stage

III 1 5.3

v 18 94.7
Performance Status

0 3 15.8

1 12 63.2

2 4 21.1
Other therapies

Prior adjuvant chemoradiation 5 26.3

Any post-study chemotherapy 11 57.9
Status at the time of report

Deceased 15 78.9

Active, on study 1 5.3

Alive, off study 3 15.8
Table 2: Best response by RECIST criteria (N =19)

N (%) 95% CI

Partial response (PR) 1(5.3) 0.1-26
Stable disease (SD) 6 (31.6) 12.6-56.6
Clinical benefit (PR + SD) 7 (36.8) 16.3-61.6
Progressive disease (PD) 12 (63.2) 38.4-83.7

| Table 3: Survival (N =19, Events = 17, Deaths = 11)
Time point Progression-free Survival Overall Survival
(months) 93% CI) 93% CI)
3 31.6% (12.9 - 52.2) 73.7% (47.9-88.1)
6 15.8% (3.9 - 34.9) 57.9% (33.2-76.3)
9 5.3% (04 -21.4) 47 4% (24 .4-67.3)
12 53(04-214) 36.8% (16.5-57.5)
Median 1.6 months (1.5 to 3.4) 7.3 months (2.8 to 15.8)

Table 4: Correlation between CA19-9 after 2 cycles and response (N = 19)

No. of pts with > 50% decrease in CA19-9%*
4 (57.1%)
2 (16.6%)

PR + SF
PD
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Table 5: Correlation between CA19-9 after 2 cycles and survival (N = 1_9_1

N PFS (95% CI) 0S 95% CI)
< 50% decrease 13 1.6 months (9.5-1.9) 6.9 months (1.9 — 13.3)
> 50% decrease 6 2.7 months (1.4 — NA) 13.8 months (2.8 — NA)
p value 0.244

Table 6: Adverse events (N =19, Cycles = 72)
Grade 1-2, N(%) Grade 3-4, N (%)
Hematological
Neutropenia 8 (42.1) 5(26.3)
Anemia 11 (57.9) 2 (10.5)
Thrombocytopenia 1(5.2) 0
Neutropenic fever 0 2 (10.5)
Non-hematological
Fatigue 12 (63.1) 0
Nausea 12 (63.1) 0
Aloplecia 12 (63.1) 0
Anorexia 9 (47.4) 0
Hypocalcemia 7 (36.8) (152
Vomiting 5(26.3) 0
Neuropathy 3 (15.8) 0
Conclusion
[0309] Nab-paclitaxel was well tolerated in patients with advanced pancreatic

cancer who had progressed on gemcitabine-based therapy. 37% of patients treated in
this phase II trial derived clinical benefit (partial response or disease stabilization) and
21% remained on therapy for at least 6 months suggesting that Nab-paclitaxel has
antitumor activity in this setting. There was a trend towards CA19-9 being a predictor
of clinical benefit, PFS and OS, but this did not reach statistical significance. Other
studies have suggested that SPARC expression is associated with a higher response rate
to Nab-paclitaxel (Von Hoff et al., J. Clin. Oncol. 27(155):4525 (2009)). The
correlation of SPARC expression with response or survival is under further

examination.

Example 2. A Phase I Study of Two Different Schedules of Nab-Paclitaxel with
Ascending Doses of Vandetanib with Expansion in Patients with Pancreatic

Cancer

[0310] This Example reports a Phase I study of two different schedules of Nab-
paclitaxel with ascending doses of vandetanib with expansion in patients with

pancreatic cancer. A primary objective was to determine the maximum tolerated dose
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Materials and Methods

[0311] Patients were randomized to one of two cohorts. Doses of Nab-
paclitaxel for Cohort A were fixed at 100 mg/m* Nab-paclitaxel intravenously weekly
for three weeks on a 28 day cycle. Doses of Nab-paclitaxel for Cohort B were fixed at
260 mg/m” Nab-paclitaxel intravenously on a three week schedule. Vandetanib was
administered to patients at doses of 100 mg, 200 mg, or 300 mg by mouth daily for
each cohort. A 343 design was used. Expansion at the maximum tolerated dose
(MTD) to 15 patients was planned for both cohorts. Cohort A expansion was restricted
to pancreatic cancer patients who failed gemcitabine-based therapy. Two single
nucleotide polymorphisms, SPARC rs1059829 and SPARC rs3210714, were evaluated
by PCR-RFLP in twenty five patients.

Results

[0312] One indication of dose limiting toxicity (DLT) was reported at each dose
level in cohort A including grade 3 rashes in two patients and grade 4 neutropenia in
one patient (Table 7). No indications of DLTs were recorded for patients in cohort B.
The MTD was 100 mg/m? for Nab-paclitaxel administered intravenously weekly for
three out of four weeks combined with 300 mg vandetanib administered daily (cohort
A). The MTD was 260 mg/m” for Nab-paclitaxel administered intravenously every
three weeks in combination with 300 mg vandetanib administered daily (cohort B).
Twenty-nine patients with pancreatic cancer were treated: nine from cohort A (dose
escalation), fifteen from cohort A (dose expansion) and five from cohort B. The
median age of patients was 62. There were sixteen males, and thirteen females. The
median number of prior treatments for Cohort A was two (range 1-4). Twenty-two
patients with pancreatic cancer were evaluable for response: six (27.5%) of these
patients were partial responders (PR), ten (45%) showed stable disease (SD) and six
showed (27.5%) disease progression. The median progression free survival (PES) was
5.3 months (95% CI: 3.7-7.3) and the median overall survival (OS) was 8.2 month
(95% CI: 6.2 -11.5). No statistically significant association was found between SNPs
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CLAIMS What is clainmed is: 1. A method of treating pancreatic cancer in an
i ndividual in need thereof, conprising adm nistering to the individual an
ef fecti vewarountsaab a conposition conprising nanoparti CPES/USMIPBEIVNY a
taxane and an al bum n, wherein the indi vi dual has progressed on a

rogr easi ﬁﬁl’@ﬁﬂfﬁa}wwﬁgw?wsn TR T e bt e Rt | et i ng

resi stant,dQérsk fdndCt ory pancreatic cancer in an individual in need thereof,
conprising adm nistering to the individual an effective anount of a
conposition conprising nanoparticles conprising a taxane and an al bum n.

4. A nethod of treakdbly/.r @@varsesmenisancr eati c cancer in an individual in
need thereof, conprising adm nistering to the i ndi vi dual an effective

amount of a conposi IO, 0y 3 i,shNg a taxane and an
al bumn. 5. The ne %ﬁdégdgﬁ;d%&g Rgﬁjt\f% Er?hgﬂﬁ lfc:)r t herapy has
stopped for at | easiNeuthapeiass when in3tiating adﬁn nistration to the
i ndi vi dual of an efteetive—-arpunt—ofagconrpost-tH-onr—conrprsi ng nanoparticl es
conprising a taxane DA al buni n. ' “The nefhdd of claim 5, wherein the
prior therapy is a gepmidpaRhne-based fdierapy. |[{g The nefhod of claims 1 or
6, wherein the genctitabine-based thefapy further conprises erlotinib. 8.
The nmethod of cl ai nsAtngford Ragher ei n| the genti { &bi ne- based therapy is
nonot her apy. Fatigue 10 1

Hypertension 5 12

Prolonged QTC 5 8

Thombosis 8 4

Joint Pain 5 4

Muscle Pain 5 4

Anorexia 5 0

Dyspnea 5 0

Nausea 5 0

Pruritus 5 0

Conclusion
[0313] Both schedules of Nab-paclitaxel with vandetanib are safe and well

tolerated. The MTD for both cohorts is the maximum planned dose.

[0314] 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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9. A nmethod of treating pancreatic cancer in an individual in need thereof,
conprising admnistering to the individual (a) an effective anmount of a
conposi t WA 200M580181 Ng nanoparti cl es conpri si ng taxane &Ad/GskbamBTp2 and (b)
an effective anount of another agent, wherein the individual has progressed
on genti t abi ne-based therapy. WO 2011/ 010PCT/ US2011/ 037462 10. The

met hod of claim9, wherein the nanoéééﬁgl e conposition and the other agent
are adm ni stered sinmultaneously or sequentially. 11. The nethod of claim
9, wherein theyvaa9plaghdd &l € conposition and the other agent are

adm ni stered concurrently. 12. The nethod of claim9, wherein the other
agent is selected fromthe group consisting of 5-fluororuracil, erlotinib,
gefit ni b,1 mar i4visthad ofjticptieg pangreatie cyiceainmAngndiyidvat ingieedthegseht ecan,

capeci t abj Jal bk cet uxj. EAunBl, ' rapanycin,
vandet an%%&fngg%lﬁélg%ﬁﬁ FO tﬁ%?ﬁ.ﬂ lgﬁprraeltaﬁ?“ﬁgtlti‘zet reati §§£ %%ﬁnlg%gotnl C cancer in
an i ndi viuglising naeeghriidiey @ofpristptak sierugd ad nibuinsih ewhdrgintthe tndévidundi vi dual
(a) an effective appunt of a, conposition conprising nanoparticles

conpri si ﬂlj‘sﬁrocgé%é‘?fgg%ﬁaer&ﬂtaz’FlﬁulPﬁs Tthsi@Y(b) an effective anount of
vandetanib. 14. The nethod of claim 13, wherein the nanoparticle

conposi tinn anghetHanyaocahian %@r&n%&%&%ﬁé@ﬂ wikihdsangqusby; or
sequentially. 15. The nmethod of claim 13, wherein the nanoparticle

conposi t i l@mentlis.t he vandet ani b are admi ni stered concurrently. 16. The

met hod of any one of clains 1-15, wherein the pancreatic cancer is exocrine
bancreatie canger o SnAeGId NG AANSTEALIGANERTG cdler TG ARLAGY 7 cl ai m
16, wherel'n the exocrine pa%crea 1 & cancer B8 pancrea?i C ductal carci nona.
18. The mrthadreiycodijrisily Rhahik®rihg 1o/the W vidua ahlefep@vci@lnt of gancer is

| ocal | y advanced pancreatic cancer, unresectable pancreatic cancer, or

net ast at | ©NPRFEPR §OMPriging panoparictss semRrising a taxane and an albumin.

4. A method of treating recurrent pancreatic cancer in an individual in need

thereof, comprising administering to the individual an effective amount of a

composition comprising nanoparticles comprising a taxane and an albumin.

5. The method of claims 3 or 4, wherein a prior therapy has stopped for at least 6
months when initiating administration to the individual of an effective amount of a

composition comprising nanoparticles comprising a taxane and an albumin.

6. The method of claim 5, wherein the prior therapy is a gemcitabine-based
therapy.
7. The method of claims 1 or 6, wherein the gemcitabine-based therapy further

comprises erlotinib.

8. The method of claims 1 or 6, wherein the gemcitabine-based therapy is
monotherapy.
9. A method of treating pancreatic cancer in an individual in need thereof,

comprising administering to the individual (a) an effective amount of a composition
comprising nanoparticles comprising taxane and albumin; and (b) an effective amount

of another agent, wherein the individual has progressed on gemcitabine-based therapy.
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19. The nethod of any one of clains 1-18, wherein the conposition
conpri sing nanoparticles conprising taxane and al bum n is adm ni stered
par ent er aWDy011/38010The net hod of claim 19, wherein the ®ORABA011I08TI62
conpri sing nanoparticles conprising taxane and al bumn is adm ni stered

intravenously Qr intraarterially. W) 2011/ 153010PCT/.US2011/037462 21. The
et hod of Dany Dranghogfhiiien & el UrAP e CaREREPE o el . 22,
The net hodefar@ R¥mPNCered siehAafSoultyt seqR@lifily? the nanoparticles in the
conpositi on have an average di ameter of no dgreater than about 200 nm  23.

The method of claim 22, wherein the nanoparticles in the conposition have
an aver agd. di athstraethed of daisn 9.Hyahereib g napoparfigle composifipe apkthi@thesf any one

of clainsg 1- rein e ne in the nanoparticles are coated with
al bum n. ag%%t%%ﬁ'ﬁ%mﬁ%s? rg%&g)l}cugggf}?%ne of clainms 1-24, wherein the individual

I's human. 26. The nethod of any one clains 1-25, wherein |levels of serum
CA19- 9 ( clar bohperméthodiof ¢lgien9, Mohedginitie dther dgedl iv seleabd from tHegroapsed by at
| east about 50%in ﬁonpari son to the levels of serum CA19-9 prior to the
t r eat mentconsisting of S-fluororuracil, erlotinib, gefitnib, marimastat, irinotecan, tipifarnib,
pemetrexed, exatecan, capecitabine, raltitrexed, cetuximab, bevacizumab, bortezomib,

rapamycin, vandetanib and gemcitabine.

13. A method of treating pancreatic cancer in an individual in need thereof,
comprising administering to the individual (a) an effective amount of a composition
comprising nanoparticles comprising a taxane and an albumin, and (b) an effective

amount of vandetanib.

14. The method of claim 13, wherein the nanoparticle composition and the

vandetanib are administered simultaneously or sequentially.

15. The method of claim 13, wherein the nanoparticle composition and the

vandetanib are administered concurrently.

16. The method of any one of claims 1-15, wherein the pancreatic cancer is

exocrine pancreatic cancer or endocrine pancreatic cancer.

17. The method of claim 16, wherein the exocrine pancreatic cancer is pancreatic

ductal carcinoma.

18. The method any one of claims 1-17, wherein the pancreatic cancer is locally
advanced pancreatic cancer, unresectable pancreatic cancer, or metastatic pancreatic

ductal carcinoma.

19. The method of any one of claims 1-18, wherein the composition comprising

nanoparticles comprising taxane and albumin is administered parenterally.

20. The method of claim 19, wherein the composition comprising nanoparticles

comprising taxane and albumin is administered intravenously or intraarterially.
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21. The method of any one of claims 1-20, wherein the taxane is paclitaxel.

22. The method of any one of claims 1-21, wherein the nanoparticles in the

composition have an average diameter of no greater than about 200 nm.

23. The method of claim 22, wherein the nanoparticles in the composition have an

average diameter of less than about 200 nm.

24. The method of any one of claims 1-23, wherein the taxane in the nanoparticles

are coated with albumin.

25. The method of any one of claims 1-24, wherein the individual is human.

26. The method of any one claims 1-25, wherein levels of serum CA19-9
(carbohydrate antigen 19-9) in the individual are decreased by at least about 50% in

comparison to the levels of serum CA19-9 prior to the treatment.
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