METHODS OF USI NG CORTI COTROPI N- RELEASI NG FACTOR FOR
THE TREATMENT OF CANCER 1. PRIORITY [0001] This
wa@ppbiizabé on cl ai ms the benefit of United StatB&I/US2009/002645
Provi sional Application No. 61/049, 292, filed on Apri I
30, 2008 and Uni ted St at es Pr ow Si onal Agpl i cation
ME S USIN G ORTICOTRY - : FACEFOR FOR THE

[ 0002] Provided w&mﬂ use of

corticotropin-releasing factor (CRF) for the treatnent
of cancer. 3. BACKGROUND [ 0003] There are many
donpoRRI@RET¥Xnown in the art for the treatnent of

cancer. 4. SUMVARY THE .DI pl i an .S
100011 202 s apBlicatoges Hops e pe g BRSO PCringr R ign No.
61/049%@61‘11&'&' Aﬁﬁlfﬁp@obsvand Uﬁﬁws&tesqfrohgmam ﬁidaﬁbn WS

CRF include a study exam ning the use olf) CRF as an
61/09433(ﬂﬁ6uﬁb|dtont$ﬁpmlm1rétﬂ ne to reduce brain edema. The

study concluded that "[c]orticorelin acetate treatnent

was asﬁslﬁﬁt ed with reduced exposure to dexanet hasone

and i mprovenent in steroid-related side effects in
[0002] pat Pexvidedherdih areeihiodsrforalse eflesrticStrdpureélchsing fhctal{CRF) for

11t h nual Meeting of the Society For Neuro-Oncol ogy
the treqt@cp) ol§aPCiido, Flori da, Novenber 15-19, 2006 and

Mechtler et al. 43rd Annual Meeting of the Anmerican

oci etgaekEROURD! Oncol ogy (ASCO), Chicago,

[I'linoTs, June I-5, 2007). Unlike the prior uses of
[0003] CRFThemgaroymeny eempesitiensekrioninia thvagt farthe eemeng afcancer.

prevent the devel opnent or growth of a tunor and may

ven SV ' In particular,

q‘ c:;l'n‘l‘r'ré"b'l'ﬂ?i B DISCLUTURE eated with CRF al one
[0004] n ot Appllganllsahavteaietaenhlnadrthat GRE elonbgan sirpasiaglyi lsive @deneficial

uctlo n Si z of bra and .exhi bi t ed
effect %f gF%}H&é‘ ok, oprior ‘ESS§°P ‘ABEHW%% sy SX4rpiing thegise of CRF
as an aBfavhRtth YeXdrhéth AN %S Aldube braPERMME MEhelilidyl CohcRIded that
responsive to treatment with CRF. [0005] "Thus, in a

“[c]orticpredin aastp@ctreatrpﬁm\mﬁe@smted withrredyeed ﬁﬁn@sm’@o dqxemtethagone and

. a_.h
lmpfOV%lsﬁE” - GERGT iar SrRtT e W R Pt B 7 Mechiter
et al., NEPPInAGAN Méettngramhé 86¢iktyi Fug Ndumbamgwm@r) rmmnaol Floflda,
romh of cells. Non-limting exa es include those
Noven%sh 2119, 06cadectter ekl 13 hymuhbegtingrAGthe dympr.can Society of

Chnlcal ‘5?1'38 éRQ@Wégﬁﬁé? qnmoﬁem 1. 5“’%0"7? n@nﬂ?é BIS;C J)&lé)r uses of CRF,

nant “an i'gnant “cancer” cel'l s
the Appllcants have found that CRF alone can prevent the development or growth of a tumor

and may even reduce the size of a tumor. In particular, Applicants found that patients treated
with CRF alone not only maintained tumor size, but also exhibited reduction in size of brain
tumors, and exhibited prolonged survival rates. Applicants also found that patients with
metastatic tumors were particularly responsive to treatment with CRF.

[0005] Thus, in a first aspect, provided herein are methods for treating or managing
cancer by administering CRF to a human subject. As used herein, the term “cancer” refers to
a neoplasm or tumor resulting from abnormal uncontrolled growth of cells. Non-limiting
examples include those cancers described in Section 4, infra. The term “cancer”
encompasses a disease involving both pre-malignant and malignant cancer cells. In some

embodiments, cancer refers to a localized overgrowth of cells that has not spread to other



enbodi nents, cancer refers to a |ocalized overgrowh

of cells that has not spread to otherparts of a
W(mmp/em% e.g., a benign or malignant tunor. ARCTIESIH09/002645

herein "subject” is a human, such as a patient. In

ot her enbodi nents, cancer refers to a mal i gnant tunor

parts ofym pehticHag 2 AbaEER oa maligaanttemery Hepgddiereingsuiiens” is a human,
such ai& {J@H&W r lt%h tﬁé}%nﬁ%’dﬁﬁgrgg{ q.agb&:rr@%tri t%' tlﬁﬁl&gﬁ%ﬁ r ea(%q wh1 ?s

invadedraaddédmdlyed heigheorig ttqdyca‘truatweuiarﬂcsbread @¢® didtdnt Sifesl SAs used
. reduced or at least partially inproved or ane|ior

herein, thg{fegms {'eat s dieating | Qv itrepingsit of megynthabthe seveaiy P’éé@éble"t s
condiibfliHdh&AT of Mt ar P Ao A HoREON BEE BAe leviaton,
mitigatidmommase mrat dend! are dalical symptolrteismch'xgvettmddor thére is an
e or | ness.. sed herein

inhibicgpRE Feleh MifcOgEsion ShECEeRIToRANYE fe bbe pppesession of
dlseaseﬂfrq}‘lﬁéys' AG UsBE h&RfUIdan&s %ﬁhe‘?@f‘se Fi’ﬁ’(fl&dt&d‘ R tefth SBRDEgiAk”

di sorder in a patient who had suffered fromit,
encompaspest firevantigg tthesrecimencs qidhd mﬁlcwl,hztxhlmae sudiserderiinfa patient who

had sulghfg o - Paflbetind e g AR Sl g R o i LR o

disorder @éehigink aiirenflssi6ry, Qéddc)‘n@n&loﬁéﬂ@t&d@t@@ Gf th% PRtISMERING/Br maintaining a
associated with the disease or condition being

reductigp imnspyerity] @ouejdapse af @ syraptem assordeted withdhedispasg or gpndition
jsclosure can be used to prevent tunor
being Jﬁ%}g} fge33| on. As used herein and unl ess ot herw se
[0006]i ndlrcatedated hipect, eienmethodoof the digcksaicanh beusaehpaasemt tumor
conti pued tumpr gr ase in tunmor size or

0 n i.ncr
Progresfiiy rfes usgAdierFin aRd P84 Rl iR g eaRd e (ot (B RiseEsspion”
encompddSestidhBfige Llubifr W <§\§th' Bl AdaSdin t'ilﬁl%r tsﬁﬁ%} VBl eQﬁd/Gtgformatlon

unor progressi o any granmatical equival énts
of metaskeses oAs nearherdintand Iuelemmhcrvgs@ucﬂtcatal theterdn tpredyenting tumor

proere b AT Gk PGS L A B ESaBEan UG FrpTAmo N i
inhibit@H dichbONa1 reVBisa® R Re Sike b CollMEWT Y tBnfof FéRsiné theGhR@lor
parts of the bod The term further may al so include

decreases, andéar th@n@t atdémqmgl mitastaseseofithatunzor geg fosmed whothpmparts of the

body. Tt LG RphPPRE s TR R shoh S iy Bhche who had

suffereWdfoie BititfloOfenim)ifRéaEsdasRaueihg thoMality fabe df wifor patients,
and/ or maintaining a reduction In severity or

preventing thearerseing af & yyppPiom assegiated vath the twmer and/gngaintaining a
reduc‘aL)lq %)zelvehﬁ' &nﬁloﬁﬁﬁgé bf a %{ #f b&egs&%tﬁa %ﬂrl]lsth€§/ﬁ51h0d for

vent nmor progr on 1n
[0007] ad mMmorst aspeastgproardedmleanm senmtthod dordayeentiag earnposiopression in a

conpri sing. at a tot aily dose no | ess .tha
humanghy, mli“%ﬁ;“nc%gr o han t E‘ieﬁ ALS é&OWPPFImBP BHPERNNE ?ﬂlﬁ/at a total
daily dB&Ad@sd @En taI::k'S'i'er mg N3RS di &i w1tﬁr09¥>bféﬁqalrf5€f1§\hﬁg the

I's a method f vent | ng tu progression in a
tumor. Hmrmnthebysmdt;rpmvsd@rhemgnﬁm rnedroei fohmvtrlttn@etud@y progaession in a

sition
humang G RetRiysscHhs B Piors B8 (GRF et G SOPB R AR SPTPLitig CRF, wherein
CRF isRidafh8fesddodt.a ddde effBetiiRto hiaBi @HA6k progression, to a human diagnosed
with or potentially having the tumor. As used herein and unless otherwise indicated the term
“a human diagnosed with a tumor” refers to a human in which a neoplastic growth of a tissue

which may be either benign or malignant exists and/or has been detected. In some



with or potentially having the tunor. As used herein
and unl ess otherw se indicated the term"a human
waelcaghdsed with a tunor” refers to a human i n RET/UR2089/002645
neopl astic growth of a tissue which may be either
beni gn or mal i gnant exists and/or has been detected.
embodipentse edapn &R RS ie 3 Cangss Patienh Asfused herginpandapdess otherwise
(13 d
indicar @b b -SSR FEN SIS DD REEY B b

symptohrf3 o abhioraial sibsusi grgwetythipt awassmmaaém@mira fturhiosS $1u mogara)hudian the
that are associ at ed th a_ tunor, |nscha

tumor myFveheyn Heigeted 06 A PA¥TIERR Bas EﬁaS%paB}?y‘gq ief that H*séumor exists
tdef that the tunor exists based on

based 05%?1%?%2 eg?lggtent ation. [0008] In another aspect, the

[0008] i nViarsniother hgery ﬂmnaentmnrfeatumfs apmethed b pryventing tumor progression

) rogre SLonlnahurran adnmi.ni s a ¢co oSiti .

in 2 b By A erRE § SOBPRONGN CHEBHGE FRTHO e RS B eRstati

disease! Qﬁkﬁh&%{s @&{)@e tinvenfi6n FNMERS A %tﬁﬁaaﬂﬁrsﬁlﬁamhwgr&tmng the
prophylactically preventing the devel opnent

developme¢rd of awitastasis in aHhuman byyadministaringer qqmg)caltmmmrtsmngRF toa

conprising CRF to a human. [0009] Further, provided

Mherein is a treatnent reginen for prevention of tunor

[0009] PI OBMir€i&es) (tBvided BefRiR A, trddymed Feglheh €6t fgvéionBIitémbhan
three days a conposition conprising CRF, to a human

progrespmlen eilamap, huedmyisterang {orsrore S thiseiders, i@rgmpgsision comprising
CRF, Kp"fl ﬁer W 8%?}% | ca{wﬁgﬁgﬁgmtoér rrﬁasfﬁn(glﬁl ?Bgl ngS‘Pé’r gmsgﬁﬁ i the

human "B ieetbhérbiatandamidie otleedist indiedted, thewerth remwnitgringit keferaio
increase in tunor size or volune, and/or, fornmatjon of

methodgéhat e be ysedriRlstermineyaor EEHAR; FLICTRaRT Hgumor size or volume,
and/or fogﬁnl%g&é 8ﬁfn%§as{ gé:sj uﬂie@?n?éﬁﬁ)\ds 'E:@ﬁjl ﬁﬁ%él?gnfe%mﬂ?§és 1n|c1:lud1ng X-

magnetic r esona ce |
ray radib@iaphiy] mpiteﬂommrdphy sandanagsyic pesmnmnhmamglr@'(M&I’)ythe

o e (g et son o ST S oo
in the arf) Wh?@lsrﬁaﬂf Be LisEb dRicf i tuidk BRFvth 2 inefeal OB BizO br

met ast ases. [0010] In anot her aspect the invention
volumef aadl/ur fsmatioebhodtabtases r eat i ng mal i gnant tunors in

ootoy RS GOTRLA) 0 SO EEL RS, U5 A by smors

human:?éorﬁﬁﬁfslﬁ’g RiAMifetin2CRIF\sutlY tHaf tHeltBolbpidRI adtivay offeie thfor is
altered Tn accordance with the invention include, but

altered aEgamptes of thict dlogisal asivity od thy omes thas mayshe aligres inggcesfance
with th&;ﬁl ﬁlg %% ud&I Cqu{'E?é n& 19%&1 ton.ﬁf)l%?c%q{e p?o cttlo %ti’fnulatlon of

i ‘mrunogeént Ci

angiogérisn| tuaes grdwihd meabativ laaiv@n cywkine rpaxbduhnoﬁi immunogenicity,
extracel lular matrix, includjing cartile rate of

stimulagiag loqaligeds fluid acppmpigtion.altertionof; excacgHitas fpagax, including
cartilege) 108 84t dTPIsRAY bfotuc@itflo@bkint @h BtheP by BRAR ABledules, and

alteration of apoptosis.

human

[0011] In accordance with any of the methods provided herein, CRF can be administered
over a period of time that exceeds three days, such as for five days or more, for seven to
fourteen days or more, for two or three weeks or more, or for a year or more.

[0012] In accordance with the disclosure, CRF can be administered continuously over

that time or may be administered intermittently over that time. The administered dose of



[0011] In accordance with any of the nmethods provided
herein, CRF can be adm nistered over a period of tine

wao bav/1eseeeds t hree days, such as for five dayRCDUS2009/002645
nore, for seven to fourteen days or nore, for two or

three weeks or nore, or for a year or nore. [0012] In
CRF cancheclelizpied agptsingltdosgi (61, Gssingde baimr injegiiope or intermittently by
multlplggxme% n%z)g I §>18 §e Ir"rQnH n‘%’ﬁlg the a&rﬁﬁjst%ﬂe?tao% O%KF t?sedellvered

overa@imdmfsﬁﬁ@cg Q@ﬁﬁnﬁé@%ﬁﬁcsﬁm)be del i vered as a single
.,.a single bqglus injection)
[0013] ntéflm“tlftéﬁﬂolny)f ayibs cenmeé&r.r@pf@te@ruqtmwaéwgt experiences
stable (ﬂﬁtag g?’ eSli%n, SR A 'tl?ﬁteer)ﬁgn %?dggasg’??o réssion or
ivered over a perio g., uous
unacceptabl3oxioity. [ 0013] Adm nistration of CRF nay be
cong.jnued repeated.until the i ent experi.en
100141 &7 o RE G 58 i ered i BEL pehuaBe Sl TRy i one

embodiBidRE CIER ?seailnqihfs?éé& 1rﬁfa99ﬁcﬁ§l§1' g8 sBne %ﬁ%@ﬁﬁérﬁ@m is
toxicity. [0014] CRF can be "admi ni stered either

administeted by dnteanesbys mfusion ata/matooefd).§1 ug/ﬂﬁgﬂm ¢o doripgldighon0.05 ng/ke/hr

F.is adm.nistered intravenous S
1030 ughgdi; hHEsLReR ToaRbbR LOaREnY s, | T ERETe apts nerer to 10
ug/kg/lh-n fH StHRP eAbodinichtsS CHF 13- adminbrelkd/ Hyr subButdfediB/ikj@étidn. The

05 ng/ kg/hr to 30 mg/ kg/ hr; 1.0 ng/kg/ hr to 20

amountr@‘/(j?(]gF m] jected mgy RghhrIntagrtam qq@qugmnmts,ghq amoppy WP IRF adgginistered

/ h
vl S8 e 0 5 pF IR B o T 208 B PEsAo
ug/kg/ﬂfﬁﬁ 500%/1(%"1& ¢@r i@k ghemzol g/kg/br; Zﬁ@kgﬁ@mﬁmﬂg@ﬁr 5

adm ni stered subcut aneously or |ntravenouslégyay be in

rg/kg/hrie 108wgkedr; 1 we/kedr 130 ug/@sg@ﬁg%%gg/kg e P

wereido 30 Ry 20 eyl B0, nl0 R TRAT R g 1n

certain ]:ﬁlbﬁdﬁkfg'{td) ithd &mdﬁﬁ df@lkfgédmmxsiﬂeahgﬁbcgtdneousby 1ntravenously,

topicallyo g dsgpall; Hansdiaa RGN 0 ARu HgRG) i ol WE/ke. 2
ug/kgag‘j{?‘/% Agéﬁ@é’%' RERE S6 péRe, FIRYRE, ﬁugﬁg ﬁﬂﬁé/ﬁgsﬁﬁﬁﬁ/ﬂg, 40 pg/ke,

ously,” I At ravenously, to
50 pgﬂiggtsﬂaxgdcgramwg/kg, B&nwdkg, ﬁalugﬂ(g,ulﬁo ugﬂegsa 0 yg/kgr 300 ng/ke, 400

uerce, R REVRSRERREE 1O HfkéczooiudRe By iegfB i gre Y O °

[0015] ”g/ *SRF éﬂ R YethdnmiiRisfBé K Gia sGBcuTRHelOs, 1Ht9a\léﬁblksg top3€hl, intradermal,
mg/ kg, 90 no/ kg, 100 ng/ kg, 200 ng/ kg, 300 nmg/ Kg, 400

transdemgﬁkgltra@@@ﬂmj/\k@puleﬁmawg/r%ges 700 g/ kg, 800 my/ kg, 900

[0016] ﬁ#ﬁ? g%%ge]ddgéy k?%l%m%d%@% p%hgr% cﬁ%gnoged with

cutaneous i nt'raveno al

exceed| l@Urrﬁ\gi eln'Gime érﬁl&ftﬁﬂl@ﬁﬁﬁﬂhe total daﬁl?&liﬁé of GRF\/is i ﬂi&lrﬁiﬁgbadﬂo 1 mg
routes. [0016] The total daily dose_ of
to 20 rrwdrimpme@pwdtraergs ghe rasqldagly éléﬁf‘o%%‘aR%li w tae fangsof hays to 20

mg. In%gtgﬁlo égqlggts,: tﬁe gpc}agﬁgg)g% ?ngf is MYEeE%%%' ofciaﬁ }n\é to 10 mg.

In cert#in ambe&immﬂlltsmm total dhidy dodendf GRIF isymdbsmngé omrng m ]lOrmg

the ra
[0017] Ina spec1fo 1c er%bodxment 81e tumor is a brain tumor. The brain tumor may be a

a tumor may

glioblastoma, glioma, ependymoma, astrocytoma, medulloblastoma, neuroglioma,
oligodendroglioma or meningioma. Alternatively, the brain tumor may be a secondary brain

tumor or a brain metastasis.



ng. In certain enbodi nents, the total daily dose of
CRFis inthe range of 2.5 ng to 10 ng. In certain
wepdods4asent s, the total daily dose of CRF is iPCT/082009/002645
range of 4 ng to 10 ng. [0017] In a specific
nbodi nent, the tunor is a brain tunor. The brain
[0018] t unthessgndses andgnmers that eanebe tegatesrin aceqsdansgmpathe methods
L

prov1d%qsllﬁé§<g ?ﬁe{%cjp%eg lbﬁg%g n8? thgtﬁa g&rﬁlad@eer% %Je’r e elilc)?,r’ cteﬁvelcal cancer,
colon daneédr ifincludirig dayrebal @arﬁ:en()p&’sdphagebl@maert gzmmic cdancar, ihead #nd neck

net astasi s.[0018] O her cancer s and t that can be
cancer,ter@aewer,Aurs&;%aélﬁ%raﬁbe@ smalhcel h@w@r&lﬁw@%wﬂé@yﬂom
neurobla@fblrrﬁd Bvarkdi caRtt Eégltr?réa'n@]cﬁ % ﬁp}ggbt@%gﬁéer%ﬁgl ancd £ ma

ancer, cerV|ca cer ancer (1ncluding
(mcludorg cmtmambma)a skardance{ophajeniquaaoos ccll grasinoing),séoanh, cancer,

neck cancer, |li.ver cancer, an th
testiculg oSt QPO A H AT, T AEIRASIT b B gpetiods
encomPaY (e RS EhagMedol ) paAttesy, brddd!) ﬁfe@&hél@orﬁ@%@fanglocarcmoma
prostate cancer, renal cancer, sarcoma (including
lelomyowm@rlxpomstom@,kndammraSC(phacmgdaﬂngetgqmi@guse ®¥ptian, renal,
ticul ar cancer, thyroid

h
salivarg 3o S ce1 O RF Pt 3R SEhle SR shE e So oo L Y

[0019] et hpﬁﬁneeé}ﬁm%ﬁtstth@ Ml dthelsAesdFiiRd Gleftdn ﬁfawﬁblude treating a
pancreas, breast mesot hel i ong, chol angi ocar ci nona,

metastasis gpy) 5B& Froanladdar SeRGEF RSt canserseical ARrESH ealoprigBegr,

u a l4i R
(neludfig{oRERFEGEy, RYRARMY cafdPheqeRY pUOE Xorler Hoer QBB une
cancer Slsutke sald Oéﬂll aidhén-sinbi cait), hettmodas myeloath, hemebrasmsma ovarian

include treating a netasta5|s resul ting fnlbladder
cancer,RReisAlic gANCET Prostale eqncen &sRAl chebéﬁf&éma (sl ysting esteqsarcoma),

skin caﬁ&egc( g.lgi ﬁgh&%ﬁf tal ceﬁ&%ﬁﬁfa?, stcxﬁ‘é?:ﬂr&@ﬂ@e?l tet ‘Pa‘?rcan&? at?iyrmd
nec ancer Iver cancer, lung cancer
cancer a&élhnea:mﬂceromesothd:liomaa Ichplangetanmoma, h?;(ahmsarcoma hposarcoma
neuroagl ast onm, ri an cancer, ancreati c ,cancer

nasophgyaeal caneeR BroCRRRTHle ERRTepVarlin aRseE TehalaRichrlivary gland
cancer, S A0RAN G BancesS bt BpiRARCRI chicidntfll NscidIaRBsEnfRALs! the
carC|nona) stonach cancer, testicular cancer, thyr0|d
methodsah@@rbed lheeqm may gm{g@q treatmg@t rngtmtgmbraln tumor resultlng from
Qcarc

bladdef RsBn HeAEAait et R yigh U ARG BlRer b ARRRE #8MMRectal capoen)

esophaBédl ¢&icer,1RA& knd Adtkedanc&alivetaadcdd) ang caRe @lioth st@ll kell and non-
cell Iung cancer, Indle cell carcinoma . In sone
small cglih grfilanomtas myejpan WW@@S@@% OV GREEY} PanesgAtic fangegeprostate
cancer, IJFI?% é:hﬁ]&r asafg%)%s(gx?élﬁcﬁ 'bgt'e@sa}égm d&r l cepﬁnél{u(l} Hg Sﬂuamous cell
er cancer FEAST cancer, tvica cer

carcinohid) C2omé¢nednoe, tegtlaﬂhmaﬁeérathyc@d@ander, waeiphageal, mesothelioma,
cancer, head and neck gancer, liver cancer, |ung
cholangigrarenom3olePrayRsRIcop) liposaEroimsnHarnh hagynieey! capgiraptipendocrine

cancer, 'B(z%h%@anc@le YERRLAREP @ﬁhvé}}f g[dnﬁrbaﬁé"é? Cdthall &"l‘ﬂﬁfnlg 84rer, or spindle

ancer, prostate carcer cancer, sarco
cell caltlmmaudl ng ost eosarcorm) skin cancer (including

100201 3 RERASR oA BB et SrPRR L e ent ekt Fofine from

bladder cancer, breast cancer, cervical cancer, colon cancer (including colorectal cancer),

esophageal cancer, head and neck cancer, liver cancer, lung cancer (both small cell and non-
small cell), melanoma, myeloma, neuroblastoma, ovarian cancer, pancreatic cancer, prostate

cancer, renal cancer, sarcoma (including osteosarcoma), skin cancer (including squamous cell



chol angi ocar ci noma, | ei onyosarcoma, |iposarcons,
nasopharyngeal cancer, neuroendocrine cancer, ovarian
W@ 2000284396 enal cancer, salivary gland cancer, BCEIUE2009/002645
cell lung cancer, or spindle cell carcinoma . [0020]
Met hods al so |nclude prophyl actic nethods to prevent
carcinom®) s8¢l Canesy tastipglar eangeis thideidrcanegsicetering eangst, mesothelioma,
e ce 0 C
cholm%lgpa%§fé18 ga erérﬁ fc%ﬁr !)18% géeoa C%Eg@{ﬁééggé%ﬁ%g Hee%rgendocrrne

cancer, C‘cﬁﬁaﬁ&rﬂ carlde, &énaﬂ amr,, salrW&Q g¢z&ﬂl€<ﬁhcc{rbﬁhdﬂl séthlung @ehder 2otGpindle
onsmal | ceII , el oma, neur obl ast oma

cell cargipgPian rM@@ﬁé%also mﬁ&eem@phylacéwmthowear@te@t pigHskasis of a brain
C
umor 508 S8 3 60T CLAELD ) 000 Ayt
colorectal maﬁclfer) esspthiagedl aan@a,riread and hwlortacdlcaahaarqam:rtrehmg eancer (both
, hes thﬁ||0 , chol a gloca

rc : .
small of  pptpaaima t&ll): melenoma, ar%? P& JGPIRR FoblasHRs 35y O VKR gancer,
pancreﬁ%aﬂ@él‘dﬁﬁ)rsia&ecdie&c #dnal Qéiﬁéf @&cﬁﬁ‘rﬁ?ﬁklud‘i@@éte&%@ﬁfa) skin
sal | vary g and cancer, ng cancer,
cancer srpclmding sqearhoumedh cmxrmomw)etstww@h &hwr,l tastiouthe cancer thyr01d

ﬁ%} Iactlc ne ds %ﬁ @Bevent neta tasis of a
cancer (YFERE SREeh Fero e O 5h A HEI CRSRBE [ BEQE 4T, JpSsdicoma,
nasoph&®mgef an&eR) rrfe%roena@ér%b SRABGE bvAridddateirN@naIdaE &S saivary gland
cancer), esophageal cancer, head and neck cancer,
cancer,| s;n\aélrcebldnnmancbwg smadl@@ell(cawmp@aml | cell and
non; ano ;
[0021] ov a},r} ecearﬂ ocir)nen{re % r?rlgrz: org%aglgée)r:'{g bS ?%s egﬁrgggealg d or recurred.

The terfreMr@lapseitcs I“rec%ﬂé&’ofﬁier(s ité & lsitghition wisdre patentOWho haﬁck]he[di a
cancer (i ncluding squanous cell carcinoma), stomach

remissign € pncer alier thefrRy haareturnigb garsie cellncer, uterine

[0022] € anﬁrergther'@ﬁ%dqﬁle*r@ MR 1GRG F1AhOGIH Bk BRI hlas become refractory or
I oSarcoma posarcomm, nasopharyngeal cance

resistarite he eado‘aefraaoqa’rmé‘rcmm’r teders t@a crcumstanad whera tpmne,nts, even

saljvary gla ang small cell 1 ung cancer, or
after infgpsiyg|teapaent nlaaape?ﬁa canegpsals iptheibbYenbodi ment s,

[0023] ¢ herd &:rr‘%En é’rﬁb&cﬁﬂﬁﬁf tﬁ@ﬁﬂ@@lOM &&EﬁgeJ‘ﬁ&efn%%pé e adrmnrstermg

recurr e term apsed” or "recurre ers
CRF C(InJBgatQChtOI a)bropdsiemr pabioeompatitho pblywer.hAd used hem:mstlmrtemﬁ “CRF

conjug%tgg%%rs% S{Iﬂ; pgl ﬁ%ﬁﬁf ?}E%thgs 'E)et L nﬂﬂ%ﬁfﬁg inc %%grlpl)fegf %18‘[ results
in an ithpR3EE ﬁhai}ﬁﬁc&ﬁﬁ@tmi‘prbﬁid ACdoMpardd tohroei e CRFN T h §mProvement

refractory resistant" refers to a mrcurrstance
in the phiagneacokineitie mr@ﬁle awayrbeadhiserveil ag eminprovementtimeone or mgyeof the

followrgﬁ%gga%ﬁé%%rsagggﬁﬁcf %taﬁ)ﬁ Jg d‘é@ cieg Zlaed%uer\rzée 91%? %culﬂln%gl{atltallfne Ina

specifi@éiiibodiaiear, ICRF SRonjigajedgapelettylehgbicop@BGEr  Or
bloconpat|ble pol yner. As used herein, the term"CRF
f

FTpoI e t|de t hat has been
‘éL§ﬂ@ﬁﬁﬁgﬂggﬂi§s in an

[0024] n‘ppmefi slﬁﬂw Hﬁﬁlﬁﬂf-‘l\@&&r‘ SarPivef ddrfesast mﬁﬁ ®hik Bumor-bearing
unnodi fied CRF.” The i nprovenent in the pharnacokinetic

mice, thatofdre eitharyefd gntntﬂ;t@d ((etdl) a5 ware ddministesekd8 mgke GOESrlow) or 1
mg/kg EBE% horéh)tcﬂe?(amethasone subcutaneously (s.c.) twice daily or were treated with 30

ng/kg (hCRF low) or 100 pg/kg (hCRF high) cortecoreline acetate subcutaneously twice
daily.



foll owm ng paraneters: potency, stability, area under

the curve and circulating half life. In a specific
werods4sent, CRF is conjugated to pol yet hyl engPgrUE2009/002645

(PEG) 5. BRI EF DESCRI PTI ON OF THE DRAW NGS [ 0024]

1 shows Kapl an- Mei er survival curves of U7 Fl ue .
[0025] br aFIGt HpkewpkaplprrdVlsiprairvivakbeurygsref (8% lag braip fumor-bearing

mice, tﬁﬁ&\ie‘?@%ﬁ er(l(g} %&?le ﬁf eg}gﬁee [@glos{n)eerg’d f@ﬁ@ké Effustine
(B1CN§91 bedo ﬁfgﬂCth&hmzl()B)nﬁdé (TMIZ mtfh@ehtpneallw\& deyst/wee:kt ed with

CRF 100 / k hCRF hj
[0026] ¢ cor ng‘éo? éh(lcr\megrae%% 8 rhosmeniHAB A 8 hiyg farém tumors in mice, that
were sl SRS RS S OO Ll Ry S anly
(treatment, panat 8B drt e«ztnpz(tisoh)o photohamisseoreofdddii Riustbeaiedu@Ors in mice,

stl ne or 40 ng/ kg tenozol om de
that wep G| A B R AN Bl o woek [ 0026] FIG 3
[0027) ShOREG 94 SIRESs @fapm;ﬂﬁt&ﬂérﬁﬁbleﬁ 0P U8FGTudbriddn ﬁhﬁirﬁ in mice, that

tunors in mce, that were adm ni stered 100
were adroinissered épmgé(gamteamh(lh Math i(lgBRF é@wbmb&n@cws% twire daily

e A 55 BSOS b T DD B 0 g e
thatwdr@feﬁ“ttﬂﬂieﬁ%ﬁt(e&ltfcﬂ%ﬂném,ﬁ) panel 3A). [0027] FIG 4
graphs of photon eni ssion of U87 Flue brain

[0028]t unBIG $ showeeraphnef phasereeraigpipnod Usy ddugbrajfugaprs in mice, that
|
were 85521 4PRe B R CACTOE My RCHLAIRBH St i

(treatmemi psﬂuﬂ 15B)fin téipdrisoa tbphotontemizsion ofilU &7 Eluc biriattunersan mice,
untre ted ontr panel 4A). [0028] FIG 5
that Weé‘h B%s(c%‘?t Eg@n ssion of U87 Flue brain

[0029]t u”Pi@ Qh(mrsc B@%Wﬁerﬂﬂ%ﬂbﬁﬁﬁ@uébﬂm Kl‘ihors in mice, that

exarret asone subcut aneously (s.c.) twce
were adtairigtered 20angfkg carnpatiet (BENUintrepgratonsdly X dayshoteli{treatment,

ssi on of U87 ue hrain t hat
panel GEfif Soriprdaands Phetserarsiopah T Ape B SGiore pimiqt it were len
untreate QW8] PBAG 6f). phot on eni ssion of UB7 Fl ue bral n
tunors in mce, that were adm nistered 20 ng/

[0030] car 6t 7 ﬁl@owm@m) of photepemission 41Uy Bueibspis (woeigs in mice, that
were a%rfm\jg?rméQb m n?em Jlorhﬂie‘(‘i*%%&é’ékﬁt?ne@ﬁ? %oc{glgg/Wegﬁ (t%]cltment

['ue unor's

panel 7B)tih ealtngdrl{(ﬁﬂmph@ion epdif@dn 6AU87[H0SBlait-tumoryd irshdoks that were left
graphs of photon em ssion of U887 Flue brain tunors in
untreatﬁql B@Htrphé’@n%ﬁr/%) adni ni stered 40 ny/ kg t enozol oni de

[oosll(TN%iG' @gmﬂ g;agﬂ%@'tﬁ écéimé &K bﬁah ﬁ%gé}%ge as hred by

7B) t on e m Sion
MRI i mﬁm&nca p‘ﬁtleﬁt,s rédmtmg\e meg/taf ¢1 mgtdnmﬁamnte (dadn) asfdluman CRF

anel 7A).
subcutaneously fm) at least 3-6 months.

[0032] FIG. 9 shows a graph of the percent change in brain tumor size as measured by
MRI in brain cancer patients receiving 2 mg/day (1 mg dose, twice daily) of human CRF
subcutaneously for at least 3-6 months.

[0033] FIG. 10 shows a graph of the percent change in brain tumor size as measured by
MRI in metastatic patients receiving 2 mg/day (1 mg dose, twice daily) of human CRF

subcutaneously for at least 3-6 months.



[0031] FIG 8 shows a graph of the percent change in
brain tunor size as neasured by MR in brain cancer
WE2100as3%6 r ecei ving 2 ng/day ( 1 ng dose, tw CECTHHE1099/002645
of human CRF subcut aneously for at |east 3-6 nonths.
[0032] FIG 9 shows a graph of the percent change in
1 ai n LEID/DE d by MRl in brain cancer
at] emp L EORERGTROMNMEL EASINGSoECTOR 0 0ol Y)
of hu = nont hs.
[0034] [ 0oeayuclétrannamelemﬁmtgr(@w)ds an bredogenausi1 amiangteid peptide

first iduitied b A0 LaginG oot Boriane teSaomy gl £ sifplasion of the
pitui fad%max%@?al%uw: Udrmegbishoe 1188 184-131995 119@%\ § IDddram 6.

TAI LED CRI PTI ON 6. 1 CORTI COTROPI N- RELEASI NG
embodim@’rmc{ GBEerméaStqrmdoy@bmﬁheR&rmﬁtwgs phthednstatdclgsyre are

an qus am.no _aci d | de fi.r
synthedigh R TR e Sy GRS BERSI SRS srotklush Bl by iter
sourced & thé UKFJﬂ)é}itlld@ Aredfeadiftawiilablettaithe @dﬁﬁﬁw sldlédartival. €The terms
W, et al, Science 213:1394-1397 (1981)). In certain

"corticeipeninreteanng facter’ o (bt ikrpvdseepyes piodogisaliypstive CRF
equlvaleﬁ{snl'I ggg)r%?tgﬂfes %:lfférﬂ&#l?%l%?}? aogé 5%{%13{:’2'&{{ (Zs grtﬁ% ﬁ‘yé}%lf; 1eRideekid
sequenb@ﬁshweku ae s.lbstrhmenelt deletldn&ﬂ iasartioed and ntddeﬁe’d:&ni}ne ptidderiants of

[ adi |y avail able to the ordlnar| ski.l | ) )
CRF whidhisshsfantiglly Te @i e bioJpgicRlAcHy Y Rofeal a@??@atﬁ(iw@rme intact
CRF p e’ CRF" likew se cover biologically active CRF
qU|vaIents e.g., peptides differing in one or nore
[0035] ami 6RFamnde dbtrinddframenairh] sanraes, expratsaegoembimanidy oz (produced
na etional,. insert.ional .an
Syntheﬂ’r‘iﬁ‘&‘uyf Ré# g“”é’&*‘b‘“&%\ F‘I%ﬁf %0%‘F5‘E?§(f£ilskh'r%ﬁasmg flormone (CRH),
corticofi &S, 2BFticAkdIM dnl@ERIL4 hadNisel Berefif theaeirhy I'doytidtF g@i fe¥easing
associated with the intact CRF peptl de. [0035] can
factor"hCRbt, dtoréidotropthlinaclaasing keymangs,, T, eegygigoliberin”, "corticorelin",

"CRF—ilﬁ'gq%ﬁ%o :}nﬁ%{éﬁg&i elqplvgpengsdtﬁgr% nt h E:t%}lah %{eﬁrg’ﬁgn d %fec'roco

rop easl| ng

peptiddsGHHibh sIRE bhe ol mbRS dfithe bidlddica Ta@hhﬁeﬁ@ﬂh@ﬁ&@el 1ntéa CRF
used herein, the terns "corticotropin releasin

peptide. §@@1®blologwaﬂamtIVWI@%m@h@éx fop gxamyple- he By Hgstwﬁﬁﬁsﬁb@ release of
ACTH  §bilit; t}/ ‘Ecp{rﬁﬁbqpédeﬁﬁ ihWivo anihd ?l‘ﬁﬁgf{ 'lﬁn to CRF rélé'ﬁpt&g including
gr anmma ve na

equi val ent's thereo unctlo
CRF Réedpitari T armhCREReceptor 2 tanhemthejﬁmmmts is haereledne derote the 41
activit the natjve

t he bi ol ogi cal [
amino ol emape. S&ptE EPERAY HS’if%‘PBg%“gaFo hsopiesRiopiaseleasing factor

peptldésré?lh‘{qg? pé;ﬁfde? Y3 ter hBRnAN, WHethel BofliddEHbA Bt Fsource
rel ease of ACTH, the ability to inhibit edema In vivo

extractwmchndhmrléhaﬂlwlt, yronoraspmdpintant GRFculare gtstanss or syothedizedjusing
peptidg gﬁ@%&ﬁgﬁp%a’ﬁg?ss tggggaﬁ'g Q{s tﬁﬁ%’?ﬁg Igier?(f)te toaleer %l?ﬁxreelated
peptides which share one or more of the biological activities of the native CRF peptides such
as urocortin (Vaughan, J., et al., Nature 378:287-292 (1995), Donaldson, C. J., et al.,
Endocrinology 137(5):2167-2170 (1996) and Turnbull, A. V., et al., Eur. J. Pharm. 303:213-
216 (1996)), urotensin I (Lederis, K., et al., Science 218:162-164 (1982)) and sauvagine
(Montecucchi, P. C., et al., Int. J. Pep. Prot. Res. 16:191-199 (1980)).

[0036] CRF has been shown to have a peripheral,_non-endocrine function mediated

biological activity as a potent inhibitor of edema and inflammation (Wei, E. T. et al., Ciba



am no acid human, rat, ovine, sheep, goat, porcine,

and fish corticotropin releasing factor peptides and
WERBpRELE des from ot her manmal s, whet her i sol BEBEUSI0DM2645

natural source extraction and purification, from

reconbi nant cell culture systens or synthe3|zed usin

FoundagieptSydwosiymt WéBsZSsB 27e€c«ﬁﬁ83))g Jhistae deen @mfm&den alserdes o
t i
expermgﬁ%\;s Y \glggﬁ enl% a%gﬁmtsﬁ%tl%Rgff %13# @%? geé%[ o' qu él)ﬁmgﬁ Qﬁscular

leakagdtﬁtplmmﬁsﬁﬁ@h!s Aa8 asdociatalstissn® OwElling il Map@isaro 1nJu1;y or
etal, Nature 378:287-292 (1995), Donal dsg % %
inflamrggtory mAdiakors AWFb gy 1645 um?nz’l%f”(ar% $0:83cp7 (1987), Serda, S.

M. et al, %igc%% lRes A6:85-91 99§k EWel, T ?9[ %ﬁ%&éﬁﬁe— (24633:93-104

, urotensi nce
0991»218 162-164 (1982)) and sauvaglne (Mont ecucchi ,

et al.Jn| Res 91-199 9
10037] { ooheirerierbaiBins og e beds doerae o pNEr é%)ls Synthetlc cg
cortlcofaéﬂﬂ -8 OGRC Th RErtdiH RefboAimdR indd €RF Qis@& RAERECEPTI™MI 1y cé%ﬁun

otent inhibitor of ederma and inflammation (Wi,
embodﬂhenﬁt ofithe mettids aPsuibed hewin, SpripdiviesAnalogs 268 comjegates of CRF

can be (o Ak aEaReDReds 6 ERFIS Bl Tordeddtd GRFJFREREG)

describBdfn URREU SREWN fpbichiidt Hirial Was 601931, 786 dike@poritedobypfef@ence
constituents an associ ated tissue swelling in

herein.r esponse to injury or inflammatory nediators (Wi, E.

[0038] Ser@ltso?rlg n@? rd%?l%% tﬂﬁjﬁ,g{rlﬁ po até's%ge g%ng)ist%r%g g(g} hum uman subject as

a metth?d)f tr@tmE or Qia&hgmB@:@lh’de&i OCRF Repjuiakes hdd: aﬁﬁfn‘;ﬂéved
19912 0037] In certain epbodi nents_of .the nethaods
pharmagakiag{ibaee %@qmqﬁ%d tormmadigedt-Rét i(RE gonjugates may show an

mprovEEh 2SS hlcr B BRRRGL BRAMS g gL
Cmax, cieetanoel sCId)ehallfmfe,chnHe:ﬁcﬁivaﬂabjhm asabmpesd tarmahmagtﬁwlnﬁlRF
con* ugat es of F ca

100391 ¢ onfn e e besimen s, BRETE BT BIAETEA TURE TpaRe! pphgrmaceutical
_ acceptaggéglﬂ bedydeR neRid 85k wiIadsStnde idichien, (8 tdra “;ﬂﬁrmac]eutlcally

31,7786, incorporated by reference herein.
acceptable satfen@ndesdbutss net limied @Rb'altﬁmfjagglm @sbaam@roups that can be

presentii i PR OP R AR EdR LPEer corm BiTE sanLui, e sgmpound

can forhdPWakehriRBR6 MRS ki thelarioup (ol gdnec /8 Grgamiaaeids  The acids that can
unnodi fi ed CRF. CRF conjugates may show an i nprovenent

be used 1o mmar@ pharsraseysinalyaceapiably salts of pudy basicoiomnounds are those that

| I I
form szﬂ{g njrp%fsmgrb%a%g% a@éﬁﬁ agd\'gﬁﬁ?‘t))/lg gﬁﬁ@%%ﬁfﬁ%%m not limited to,
acetateUménésuﬁ’dn@%enk&ﬁéiﬂﬂxcdrbbrm&f bithmraesybaghide dasciuirddetase,
adm ni stered in the form phar ut.i cal
camsyla@e@qab@mt% chlgride, ka@rrué%docﬂé? SRy BT EaTds, RdfHplesedisylate,
! Rt Bt@e TWELHtt hitsRAdk Vel igtesal t”
esmlat‘%’%g*lg%é& 'Ps r‘}m‘ © p%[ ??g sal tgs?%(?@g%l e or
hexylrésasﬁmtgﬂgdpﬁ»anﬁm h;zdmsznmaphthoate 1seth10nate lactate, lactobionate, malate,
maleate, mandelate, mesylate, methylsulfate, muscate, napsylate, nitrate, panthothenate,
phosphate/diphosphate, polygalacturonate, salicylate, stearate, succinate, sulfate, tannate,
tartrate, teoclate, triethiodide and pamoate. Under certain basic conditions, the compound

can form base salts with various pharmacologically acceptable cations. Non-limiting

examples of such salts include alkali metal or alkaline earth metal salts and, particularly,



present in the conmpounds provided herein. Under
certain acidic conditions, the conpound can forma
wowae/ 14396 ety of salts with various inorgani c BCMUS2009/002645
organi c acids. The acids that can be used to prepare
. pharmaceutical ly acceptable salts of such basic
calciung gHERGHYE, spdiumh Ydumhaincs potassisia ard iEompalissilg specific
embodi?tt;'é’?{t 'RE 8&18%&@\!&#@5% Q&%g&%?ebgaﬁ oF % dotf oyghngcetak?éj.t not
imted to, acetate, benzenesulfonate, benzoate,
[0040] bi chr dxetait embddiinghis) GRE, conjupaied éncledd CREwiddat atraodified amino
. cansyl ate,.  carbonate, c¢hloride, braomde,  iodide
acid sequencey NCTRINRAG S SHTE lr@s(xjtg.}es éEFe‘f(a’talé"Pﬂlé (g)pgr%l ‘g)(}g),lyethylene glycol.
b i Bfie£HY bV g & I$eol 3hBugh
CR A9 ke LB bATRAR ol 40kl B0 g cn o
more ofiitsi# blasnimmecidhindhuebnyg dphnbtdanited todptine, dnsiidene, heginiaeespartic
acid, g acto |ke)1|g n?&%{e@, erl?irsldgla g’f @%g%pg{@ggﬁotaqtng,{(‘e-rtrgrrsr}frllaqtcgr’boxylate
groups RRMbRENAERF cBHRr%Qfé?_ta%%@ﬁ‘&s@@?éiﬁe added variants of CRF, where

pol ygal acturonat€, salicylate, stearate, succinate,
one or BgFe epseging eesidieehavedreen anserted gde oae ef the/GRI Amindi apéd seaences,

o ssERREF AL B R oL G s 5 ST, e

term “cy6@fietaddt & vaddrt @ CRINGBferd 18 CRP ¢h hadBée@smEdifisd 6} the insertion
salts include alkali nmetal or al kaline earth netal

of one SBMmPLe gﬁ&ipeprgpi@p@qﬁng} ﬂyt@g}qgipfmﬁ CRH geusngenor §}@ﬁj$qh)ﬁﬁ.itu.ti0n of
one or hCUHEL ofiflf i EREARR SENATCRE PERpIMS o dhef, REFFh®

residues s Thocbnjagited cysteine hdderl vdridfd@jf GRF,dacltids GRF sequences with
enbodi nents, CRF._conj ugat gs i nclude CRF wi th_ an

cysteing eidHes ipddeca tho Naeraia e felsrmie: ibethyihe Nferpipys and C-
. u of
min S ST BRI RO AL YR bR Ll o
linear qrdiryrehbg.| €he CREYRBG coojugatrmahbodgiveomantaverougdyofr its
1 no._aci.ds including, but not limted to |ysine,
HeeSHgni ne, aspartic acid, glutamic acid,

[0041] SET Th&re afSa Wemberst dnARgBlof ORI IdwrPaht &9, &S Patent No.
C-term nal carboxyl ate groups of the protein. F

4,415,558njseepsl Mevembas 15 nt983d diselpsesctha ey ntberdsiof sheem RS, analogs, and
) . CRE,.. wh ne or re,cyst.ei ne resjdues..hav n
isolatiqr gy BERF P oo TP PPEEiE R it FHTY QARE Wag found to

lower Blob®pickdir€d for one or nore residues of one of the CRF

sequences. As used herein, the term"cystei ne added )
[0042] y ar Asgenersdly crlanneptife, spevaghie, taadescaibod sriMelrbdnrri and Negri,
CA ot ; epr.esi g .
Actiof e LiSakie Bh P et IS B0IEP kAL BbE° REFflY Pebid 2113
(1981) 08euwagines @ 40fantihe acidi peptide artl hazhedn esported thRaveRitological

. . polypepti de sequence, for cysteine residues. The
actmtyc@r%pwaa{l%gloeaﬂ%ﬁ% 1 RAsemals ARG sy m&%‘re, seCrtiop9é AGP and
B-endo lences Wi th cysteine residues added at the
termnus, the Ctermnus, or both the N-term nus and

[0043] Ct eUiS. MagenoNoo#AS2841 89 hisswediJnly 3di985 .saguéScBatent No. 4,533,654,

. Pol yet h . col | ymer ynits can, he |i r or
issued P o 4P S5t loke Prpddes St P i) St Tep KRGt anatoes
thereof, Mid RV BUS Wit suSkeP GHE 3APASHeNsid répbdtives) {o0imulate ACTH and

to lower blood sugar.

subcutz:'ﬂeéilﬁgzv

[0044] Ling et al., “Isolation and characterization of caprine corticotropin-releasing

factor,” Biochem Biophys Res Commun. 122:1218-1224 (1984), disclose the structure of

10



[0041] There are a nunber of anal ogs of CRF known to

the art. U S. Patent No. 4,415,558, issued Novenber
wa2009198% di scl oses the synthesis of sheep CRFCT/US2009/002645

anal ogs, and isolation of the oCRF from ovine

R% pot hal ami ¢ extracts. The synthetic OCRF was found to
goat CRBywhichlinthe spimegs that for heap{RE. disale e,y Isplationand

charactﬁg%t O(él of Aﬁ?ﬂg&igé E?% %gmgcecsocf{l&pt 1ﬂ pelM%k 2000F, b 500 &1

ron o auvadl ne on e nesenteri c ’vasc

Blophy*QERiasGIIonﬁlh&n diog; 899%141&84)) yhsE’Rx@é tidssrudtule dﬁbdvl&ﬁ@RF Wthh
vagine is a 40 am no acid peptide and has be

differs fr@abmeéa apé epzhfeRIbPBIYIY ensl aniap iagidirgsidye (nmter ﬁa %hlabeﬁ
asparaé& Sathefthah t et 3§%?8%§12%£%h&] %g{egﬁltlﬂi)lg .rf%trélH@C@fF has been

H and b- endor phi n
1solated1a15c2&1a189¢rlzedsl1ye&htthyley ab, “1488%on amichniof acidaequinchlof

corticopRRpFIeEng R rqrom A rstilene Bivs NbAGulSRnes S ap 762

8766 (F%%) f PHﬂ&izhet@RP sMdtked 8 c%ﬁﬁranﬁﬂg a&arsngneé @@&Hﬁes 1 39) with
resp ectlve&qto stinmul ate ACTH and to | ower
s

rat/hunmmngRF ahdd s frionythese enly in podigen 4Q anshd hnE,emdue 40 can be either

act ri.zati pr rt.icotropin-rel easi ng
asparagite pERORLLAE HE Fesfius B bR TR 4E L 1 b T T a0
[0045] ( 19B4)‘CRAS8 hizast Kd?&n&ﬁérﬁﬁlbliélﬁc&flg&?dplﬁmeas\iﬁg fabtor Sincluding
the same as that for sheep CRF. Esch et al

that lsolatgldr: émratdw%h SPWCERAti Bigt Qroheasr. Anloginf GRF include sauvagine,

carp ur Yegg 5/ c&ﬂgﬁ&%“ehglﬁtfélg 8%8'51 Slot%@? %8%41)38‘1(&%%& om &@Webrates)

and thost syttheticepepitidd @ttucftere(aiaﬁlogou@to ORFfaad disctosed 5hE) Patetdt Nos.
0, acjd resi nber. 33,

oat CRF only_ by one
4,415,398, 44804 6&%%?%%%@96‘? e tH‘ﬁﬂrPPF?éeqLiﬁ?fB‘é‘rL{’YS@ feggiciene
of goat and sheep CRF). Porcine CRF has been isol ated
and cie? act@ﬁéﬁ&é&ﬁﬂﬂﬂﬂﬁ@l sol ati on and
am i cat b B b &l j t .
[0046] i Ofr:}npm?ecé ﬁ'fé tgfal gﬁ’ig)é H%tc{f Q%?agqagfgiaﬁﬁgfxgggdg@ 6a%§at1ent to
treat ox&ﬁﬁ&g@t@ﬁ&) or faopnewem "@RBr pﬂmgressnoa caoramga frmm hegacild0 mg; 2 pg

S BTN Y e L

mg to ﬂ%r%' CiH @ndfeFeRbifinhi MR dRe B@@{F &ﬁlté?ﬁed i%‘}ih%Hﬁédéﬁtlé‘d]d
residue 4 1 is phenylal ani ne-am de. [0 F' is

forrnulmmanhenge fromelnpgtia Hhm@o dnicextain @mbndmnémlner@sb @é C&E can

hat | bI fr
range f505 0-GipBdh a0f. S0 B8 aTmbr oo bR Ry s BREHgCRF can
be abolt’ (3 &S hmutwn@uaﬂkﬁﬁ 1Uh @061 N5 had, labedt 4ag & abaUeS mg. In

been isolated fromlower vertebrates), and those

certaingphodiments, s total dlagy dase of GREsan by duse tool (me. degexample, the
ot af ESOBEER Tl B Chl, W0 g W62 o, A3y, st

mg, aboef emgnatsbut 8 .n2g, BEGAED M ALRIIM Ninfg] RATEMbout 17 mg, or about 20 mg

. In one embodiments, CRF is administered by subcutaneous injection in an amount of 0.1

pg/kg to 1000 pg/kg. CRF can be administered subcutaneously, intravenously, topically,
intradermally, transdermally, intranasally, or via pulmonary in an amount of 1 pg/kg to 500
ng/kg, 2 png/kg to 100 ug/kg, 2 pg/kg to 80 ng/kg, 4 pg/kg to 40 pg/kg, or 5 pg/kg to 20
pg/kg. For example, CRF can be administered in 3 pg/kg, 10 pg/kg, 30 pg/kg, 60 pg/kg, 100
pg/kg and 300 pg/kg doses. In another embodiment, CRF is administered by intravenous
infusion at a rate of 0.1 pg/kg/h to 100 pg/kg/h. For example, CRF can be administered
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[0046] In one enbodi nent, the total daily dose of CRF
that is adm nistered to a patient to treat or manage

W@2000@84306 t O prevent tunpor progressi on can r aPgEUS20091002645
1 ng to 100 ng, 2ng to 50 nyg; 5ngto 25 ng; 10 ng to

20 ;50 to 10 ng; 100 to 5 ng; 500 ng to 3 ny;
mtravellouﬁgv 2l Izten@f 1 pgikedhdo HEP mﬂ&u iomdriug/kg/heo 8o pe/'kefh, oRE ng/kg/h

to 50 WIS B AL MUPRTITRERYE: EF S BRI LR oo or crr

[0047] canTh@adRinist@8d dose FACRP chn b delBrerdd & d¥ngle ddse1@. g. Iarslngle
certai n enbodi ments, the dose of CRF can be about

bolus ipjgetign) o6 over. a24rHo urgssigd ( 4.8 §ONtHBOYS infusjongverdyng pr QWH;J@d bolus
doses oYer %gr%qg)ea{e@ enﬁ@i by &t@f{?&ﬁgﬂ&@%? stg)B(fgedl eg.ts@!t)%lggllelsé’ion, or

until the tphﬂd:nt(é&pér}lend%dhs%e ﬁRFgrmmnm uabmeptabldtgxlcapo ffor &xamiple,

stable ﬁg%gqt fog s%gg%%gggéqsa% me at otflg pﬁ@ngq%ﬁﬁb Hlagﬁ(gcg?of peasurable
lesions 'ﬁgs n& inBRAY b%ozsfw or mofe §0f BERREHEENSmertRSed Sg., Response

adm ni st ered subcut aneous i nj ection in an armunt of
EvaluaﬁoriCmgdriegntS@hddOmlmg(B’(@CISjF}FGmddlm, Lodorrialiof ther Marional Cancer

sttt $ROYAPEOHP (o] KB RGHRE o 1nctOieteBi Y degermped by, methods

known W{Hé%ﬁméh a8 eadluﬁmtfftpaﬁfentlsyﬂﬁy’tdﬁﬁs § 5@&1 eﬁ(ﬁﬁl‘ﬁ%tloﬁ visualization

to 100 / kg to 80 ng/ k to 40
of the tn@pk&at bas l'&engmnged 0 Koagh KA TRBE L oMARl carcrge ether dogmonly
3 mg/ kg, 10 ng/ kg, 30 ng/kg, 60 no/kg,
accepte Pua {2& ?fo ng/ kg doses. I n another enbodi nent,

[0048] CRFIn aha%mbtjcﬁmeme ACRY i$ adrhiastered én camhbiaatioh with andstaéledrug
. of 0.1 nmy/kg/h to 100 ng/kg/h. For exanple, CRF can be
(“secongpeting gg@}t@mrﬁppﬁwéﬂv@c@mmreaémgaqrénaﬂagmgrﬁgmeg/ [pegend active

agents fn%ggg% ?1ﬁ9ﬁl ad}pl/%%rg?l%&tﬂggg&@‘.ér%({]‘?shﬁ{doz%mggéx%g/, Qxamples

of whidhdrk gtdwdleml litfeingdskgélhas §t@fi4ells diheord dhiod Q\ﬂethedb «boﬁmrzqﬁes that

can be %ﬁl}g%gm gr@%?‘)g :ﬁ%/lﬁ‘)ot?lga élllr%g?a{én ﬁ’g &S&s g]tcg%lag a@e notqlmlted to,
surgeny} ?rﬁHuﬁHﬂ’l'é?ap&nlngﬁig%l edpyt HRatRn tﬁérupﬁsﬁh QL‘BEM%rﬂ@ﬁl%Soased
ver time) and is repeatéd until the patient
therapxm(peserwelwaesd Bt tadit or thapegeseanoer. r\éygrass slosing regimgns far the
ri ences d|s se ression

adminiipsic 6 R Bope AfRs it CopmiruPaiffEsy afHiRussridinn: 1 or
[0049) SO Tﬂe tefiB F So-a @RI st dtionRAD SintdoatbihdtRnRAEPEREiua kRS

di aneter of neasurable | esions has not increased by

adminigtearionrofryp herapsawtic lagents ffor prample.<ARE@nd gaether gjti-cancer agent or

second%%glﬁg Pﬁlﬁeergﬁﬂ‘glg%l?ehg y,c%oh{)%%n'\}gl dt sg' eI gafri;%l (e,?trhsho(sggﬁlf §-Dme limits.
In one &Ab3Jimeaf) 'boﬂﬂzfgeﬁ&%@breséiit&b ke déﬂl&ﬁ&ﬁ ¢hegpaticat kKbédiedtehd same

is detern ned t hods kpown in the art such as
time oreaxgrt{hgiy Blﬁlct&qca&) 8t Tbéfﬁpeg??rﬁfif%ﬁ‘rét thespmie tme. dparesabodiment, the

two th%élﬁeldﬁl: é%f}é Qféégfthet Jzﬁl\/R osftf?)"ﬁto haft cggz?i% f‘oﬂﬁg?ﬁjaﬁkﬁhé}g

can and ot her ommon
embodamm,rrhe twe terapeiitio agemslareiin semraté Gﬁlzﬂlﬁ§>311wnmrhmnt dosage forms.
[0050] Zgg :rperg}tuaad gr@%ﬂa?mgc%mlgél%%r%rpggubgs (Ce gnbsmgalg Iu?ur% dosagrcl, forms)
that can be used in methods disclosed herein. Particular pharmaceutical compositions
comprise CRF and a second active agent.
[0051] In one embodiment, CRF conjugates can be used to treat cancer by administering

to a patient in need thereof a therapeutically acceptable amount of a CRF conjugate.
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("second active agent") or another therapy for
treating or managi ng cancer. Second active agents
w0 pwbasisIsmal | nol ecul es and | arge nol ecul es (BCYUS2009/002645
proteins and antibodi es), exanples of which are
provi ded herein, as well as stemcells or cord bl oad.
[0052] it Fparotherembadimpitea methog of tkating cwéawrnprémﬂmm@ﬁng toa

st R BT RS S T g Bl Sl i
with pélgethpleyie ghyad] arid ophdrhacapicaly decaaptable dihrent radjglvhﬁt&ﬂ'd:arrier.

t her api esently ysed to treat or ge canc
[0053] /5y Aéugseibgrﬁ theg m@a@m&wg@ Yp<ieP bl v Uspin reference to
the forﬁllupd't‘i%ng BFI{h‘E L{)rééénP&igabﬁﬁ'E 'd@ﬁbtémﬁﬁzpf'orﬁ‘ﬁlﬁatgh%g§ ﬁ@tqesult in an
her ei n. he terms "co-adm ni stration” in
unacceptatls lnath crf nrrmudn inithe bubject tté evhaontha iferimdaticonis (aﬂmumstered by any

knowntélﬁm tz%ttéqlgf reg et gtg:rgggﬁ@tgglalg H{l:%:%gpt?iﬂlg I,lgl\pe?t()¥J 1er¥itation will be

readilySdefHnli bEObH ﬂwse 6PBIiiare BkillYin Mie SEAMERII kb YntWlabdoudPerythema
specific time |imts. In one enbodi nment, both agents

and escha fosmatienes welltas shedqgreel qdematrssqsiatedwith admduigtration of the

formulghe same time or exert their biological or therapeutic

‘r‘ ect at the same tine. In one embodinent, the two

therap6e ti ?J) %iﬁkfnﬁrremﬁmb e same conposition or unit

dosage™f or m—+r—ohRothet ENSodi ment, the two

[0054]t helrp@gust the aBeVe deseriled rﬁet&@@ﬁmcﬁﬂjﬁmﬁmmisw?&d Oifice a day or
unit dosage forms. [0Q050] Al sq ovi ded are
multlmsﬁavm@aﬁ |Fé>a|exelaﬁlﬁe§1€t40@?g,65(0é (%F candjerpgimiinisteared enesy jeur,

r 0 rein.
ey Bl UG 0 S0 TR EEOR P RO, Dl o,
every Eritbuas Glemmd 24bburée Adgemitive[y) CRE cahrbeaﬂmlﬁlrs’eeﬂl oRlevery two,

CRF conj ugates can be us d to treat capcer
three, fouTifive O 1 oy s+ glcderb':éq epedimentsdeRE car %6¢mgustered once a week,

once e@&ﬁ 0. S Ede R Ebr \9&&%% dRté&a ARENt of a CRF

ugat e. [ 0052] Tn anot her "enbodi ment, a nethod of
[0055]t r eAKildrtg)nahyLdéRF beseansshewadoba wmllem]ereged when pdihimstered over

f . tical . (g
lone pest o vy CIRFETeeRP AL Ty RSP RTELSRIF R IDbF b pleskon
dosmggl(:jgiﬁféh Vﬂ'ﬁ%lﬁ tIRGHRBERUbivERlel o/, REGRREIAPARLAE bi&Hn extended period
uvant or carrier. [0053] As used herein, the term

of time: n&pﬁ@@@mboclanws dbe ppicad Ic@n regpize adn@eustrailonebéﬁgﬁc@er a

the fornul onsg of .t ent .di sc re denot
period pfa 55 Hoalh SEPRT kel ARSI eer e Bk u SR Tt other
embodlr@s$ a Phtidnt chi Rickive CRF bhi& aSpiiodf 1txﬂomh01rhioh&1s 3 months, 4
formul ation i s adm ni stered by any known’

monthg; §rimenths, GanpPRhs PEBIORE NN SAME ingtaness the patisnkean receive CRF over a
perlodgg?gggpgrq§+% level of irritation will be readily

rm na by those of ordinary skill in the art and
[0056]wi | In drekembodimens farimly of itlyd iethbdsdescaibethatiovieptheasdtabdaily dose

O Pl S 5 En ST 3L B
daily d%&ooriﬁ}ﬂ’ RoftBhefin hﬂﬁnﬁ@&i’tﬁ:aﬂﬁﬁ‘&ﬁla‘ﬁ%ﬂ AREMRE FrontTgG810 mg. In

e adm ni stered ohce a day or
certain embodiments, the dose of CRF can range from 0.1 mg to 5 mg, or 0.3 mg to 2 mg. In

certain embodiments, the dose of the CRF can be about 0.3 mg, about 0.5 mg, about 1 mg,

about 2 mg, about 4 mg or about 5 mg. In certain embodiments, the total daily dose of CRF
can be 4 mg to 10 mg. For example, the total daily dose of CRF can be about 1 mg, about 2
mg, about 2.5, about 3 mg, about 4 mg, about 6 mg, about 8 mg, about 10 mg, about 12 mg,
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multiple tinmes a day. For exanple, the dosages of CRF
can be adm ni stered every hour, every two hours, every
WO broea343oar s, every four hours, every six hourBCT/ES®0%/002645
ei ght hours, every 12 hours or every 24 hours.
Al ternati vel CRF can be adm ni stered once every two,
15 mg, @hptel 7 meer, abont,20 me .sCRFrap de aministered; ance gisgiomenple times
[ t
a day uﬁﬁfthé%ng?lp &‘?@‘cﬂ) éé?grﬁ% olggeea%ggdno (?rke'xa%&g%vrﬁé%r IVUng of CRF

can be éaidirtlstaraalzl titne%yhtasacbﬁeél asdraldilyaddse om |nhg 0102 ergad faCRF.
adm ni stered qver_ | ong per.iods of

en
Altem&ﬁ’Y@’rYepérfég o | Png hCRKH be adeinistessdet élaleé:mflazf dhaghieve a total
daﬂyd?%%g?%gg%rgrgggfegFreg|nen wherein the patient

corticorelin acetate over an extended
[0057] per Iroekriain érh\mhmlentsp@RFas adrairisteliedewice,day hén patdie atmbodiments,

receive .ad |stra s, of F over a period of 3
CRF IS@Q%HIS%M&&S}%E &y 1&3;}9 1?9@%?@60? &ks, 3 weeks, or 4

[0058] e KR FQ¥an ARb%e aldﬁnﬁffsielréd i?itcl&ﬁ_f un%ﬂ@x? Wlﬂﬁeaﬂtaﬁdﬁloﬁﬁi ahﬁfléancer
can receive CRF over a period of nth, 2 nonth 3

therapyno‘?mthganc‘q:r troatinients iBcluden tmqthﬁapnrqhhmodteram’g ghotpcﬁyrgmng therapy,

nces th t C recei ve F.over a.per.iod.of.

surgens) SRR Eming By Chsek AP e Eelba A G RuGR G -

neopladtit affeprMderatl @S GhtiBRidtid AOMEs stidheasttRbs2! distakded il Sseridf 6.2.
CRF can range from about 0.01 ng to about 100 ng. In

[0059] anotmanotheriperfemehembediment (GRE isadminigissed tofa paent receiving
radlatlo%ot%%k;g?%&é&u%ﬁ&%&ﬁ i1 ggl rr%igagil'&ing%%g&é}{tﬁﬁé‘ dz[cfi‘ glféaé%g‘

n cer al ne
gammaans veKgeayd. rhhe ﬁeﬂno&geﬁdbn@aﬁsgadrﬁihls@erﬁlgl”@RFOo 3 padentlréceiving

certai n enpodi nent E;%q(iose the CRF c be about
radiatiqn t@erﬁaﬁy 6B as e@tegxaffaeana gtion apg,blgtﬁrstglaﬁﬂﬁpl%tagpn af
radIOISg%P% (I¢ 39@ %al?d% dr? nr1&1b afaﬁlo‘?@&%'(s) IREH S Fstltdﬁﬁuﬁloﬁ?lthoracw

0se 0 can or exanpl’e

radiatidﬂ‘lthetapyahtrdpdritynaﬂtb Be’ihfadﬁﬁﬁn tleemagye amdb(or.ltotall abdomataband gelvic
about, 2.5, ahout 3 out

radiati T ERPE: gt BB OHSWiy CREBIRoR gl ehpiel gy Chapter 16:

Prmmp‘l@wf‘@an@@%‘lﬁnz?g@nféﬁt Ra@ﬁ%oﬁal“he%yaéﬂﬁ' daitfd e Pach Wtaaet al., eds.,
day or multiple tines a day untii the deswed dai |

J.B. Llpt@l@O@CO@Fﬂaﬂ)’,sPM@ddpb@ For exanple, 0.5 or 1. O rTg

100601 e it RopeBmstel § - Ctﬁ'a&‘i?g%&%%@f T P G frcancer

agent can De ABmtistdred soGuedtialtibr Sigtultafe AL 1TF §&1ﬁﬁﬁ§ier@dtsémtlally, the
day to achieve a total daily dose of 2 ny or 4 ng of

order of pmirfigirpsipn is Hexiblet ai n enbodi ments, CRF is .
[0061] ggnmhpné ?{a %gb an%ﬁtsdéKF deler rdth% J'%Zﬂﬂ E’?@Q&? %ﬁﬁ:u{a‘%eous

vvlcebla in a ota oseo
injectidn0id a8 ]Jan{dint 660 1 Yighe tbel 08d igrigS tERE dam Be edrniniered @ﬂbcutaneously

wi th an additional nt|- ncer the Ant i - cancer
inan a’FlPlé%tt‘%elrﬂ 8 FMQPdlég Sch bE/K& P ”%;Ikgn%tl%gé%§0 ne/kg, 4 pgikg to
0 e R 0 Pt Y or R (L B S anbTENeR) RET AR, 30
pg/kg, 60 pg/kg, 100 pg/kg and 300 pg/kg doses.
[0062] In other embodiments, CRF described herein can be administered by
subcutaneous injection in an amount of 1 pg to 100 mg. CRF can be administered
subcutaneously in an amount of 1 pg to 80 mg, 10 pg to 50 mg, 100 pg to 40 mg, 300 pg to
10 mg, 600 pg to 1 mg, and 800 ug to 1 mg. For example, CRF can be administered
subcutaneously in 100 pg, 300 pug, 600 pg, 1 mg, 2 mg, 2.5 mg, 3 mg, 4 mg and 5 mg doses.
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neopl astic, antiproliferative, anti-motic agents such

as those discussed in Section 6.2. [0059] In another
w@e@basesedd enbodi ment, CRF is adm nistered to BCPHS10891002645

receiving radiation therapy for treatnment of cancer.

For radiation treatnent, the radiation can be ganmma

[0063]r ay SRIradminisjesed mumﬁmemwmmtq@ﬁwmes& | gfgnultiple
. ati e cei Vi a i. r S
times s e P Bbter s oSS PR SRR Bl Bty b 2
adminibRPdasvent haur, &fery adbd howef ORESthrde lioZ@s, epédyl fadi hivars,@very six
iridium r adi oi sot opes such as strontium 89, thoracic

hours, gygay siaht Rows oF gp5ry 12rouss eh iteratily. S5 cansbr admiggstered once
every t%eflﬂpé’ fo ﬂ(/@ br gelgtéi?g? a%\?%%&?ﬁ@ﬁmg% Z’Sljﬂﬁoén ﬁweaﬁdn‘ﬁﬂlstered
once as@ek,l—dﬁicle rméry t@h’aﬁirm orlfour Reéksarpnes a afon@anbDesages of CRF that are

admlmggm%t Ozlr(r:glgt%?e o(f':al_%ggle(r) ggr-lr Egr(ﬁg%;bcé%%&f ﬁ!nléflﬂ%xg H§,a gepot For example,
the pre5dtt AALRIsRR 1ﬁcluh9@1ﬁgﬂhow‘ Sf‘m%:guggc‘ctnat'f{é'&tlﬂg%ﬁlf)ﬁc&om priting

anti-cancer agents, the CRF an he anti - cancer gent .
adminis@rin ¢o agaticnitsprefeeably e duann; ialreyd therenfmtherapasigally effedtive

fnd%n ni st er ed lse%%fnt' ally, the arder. of adnmini stration
amounf §f, ¢ &, FORIOTCIb IR RS P sulanepesinisStiphent s CRE
[0064]des aiREHh&BInE hAd uﬁlemémieesrp@@hﬁe& thel b&ﬁisafﬂ&%tfeumac%F

|nJect|on|n an amount of 0.1 ng/ kg to 1000
effectiveaamenntiand i féacsive amount nfarreoponyd rafertn aammmmt @#fﬁilent to

prov1d% /ﬂ%?pr(egltlgﬁg%ﬁwg %}eotge érﬁgg}eger}tpow %%ax}%gggﬁllﬁ%f /akdlsease to

delay &Qﬁmﬁﬁ@%hé or fadke @}aﬂptbﬁlsatémciwéﬁ witk dld cliséla@e Hgﬂlk@rdeﬁfb be
g{ ng/ kg, . 100 ng/ kg and 300 ng/kg, doses. [0062]
tfeatedn?fhﬁt pras “éh%laﬁ%ﬁlbsef St gewun] g REFGiVs ABpINgecan encompass
] (" ILT an | J
o AL S DU RN A5G S0l B e o
disordérror @nharnpsitie thérapeum dfﬁca&@ offgnothér thgrapeutixOagegt. 100 ng

[0065]:8 9 n%}qjg}cag;g v 1dor@g%teggtgg%g%§8wﬁpgg@ll gcgges of%d%mstratlon

such a§ %Qgh'(;ﬁﬂﬁ%@do}’ldnﬁdé%l AHd 1&%&91&1&691 cﬁgns %n&%tra%eﬂ&xs or
ny, 4 ng and 5 ng doses.

1ntraosafdms mmfgsmne dF@nﬂmmpém €dtstan lmadnbelsmm srtt@we@busnnfelsan ata

e ol P B s G PR o

rate of QV;%V %H@(WIOO BY/REM, b2 L Eﬂdg'?ﬁto &I)/@é/kg/hhéleE uBRgMSto SOMY/Ng/h, or 4
four hours, every six hours, every eight hours or
ng/kg/eietq nakefoor & ugﬂegﬂetq%ﬁ pg/kgr. CRF can be adni ni st ered

10066121 i, SEE Yo bR ch LR LOHE acrbir il ieflay inl dh amount of 1

ng/kg WEEKD 1@ice Forek¥mpWoCRE kasbe Qdimfrﬁsléredﬁﬁkesleﬁoustlmﬁﬁmﬁamount of 1
mont h. Dosages of CRF that are adm nj stered once

ng/kg WO nerke, On gttt $oalbies miotedkete 3 hne/ke ardmg/ke t0a40 ng/kg, or
5 ug/k%e?({)%(% H%/'Eg : FoXetmhsle, CRP cBA 68 S&Hnrgétéx‘éh?ﬁygﬁ;ﬁ/l%l ﬁg fig/kg, or 2

managi-ng or treating tuno
ng/kg to 8 pg/kg, or 4 pg/kg to 8 ng/kg, or 5 pg/kg doses.

[0067] CREF can be administered intravenously over a period of an hour or less than an
hour. In certain embodiments CRF can be administered intravenously over a period of one
hour or more. For example, the dosages of CRF administered intravenously, discussed above
can be administered over a period of 10 min., 30 min., 45 min., one hour, two hours, four

hours, eight hours, 12 hours, 24 hours, 48 hours or 72 hours.
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adm nistering to a patient, preferably a human, in
need thereof a therapeutically effective anount of,
wWe@2@/134306 t i corel in acetate by subcutaneous i NPEDUB2909/002645

[0064] As used herein, and unl ess otherw se specified,

the ternms "therapeutically effective anount” and )
[0068]  of Inceartaieemhediment e desingipgimens pemprises gdminisierng CRF with a
steroidS e 'W{ﬁﬁd £ PO G 12 ag %i@t@?e‘dts'egu&%{aﬁ%' } sih'gjhtangously. If

treatnent, prevention and/ or nmanagenmen Pre I sease,
administeredeseqyervially) the otrdee o6 admiiistravioa isflegiblendn aspesifiaembodiment,

with the di@ease or disorder to be treated. The terns

CRF is-adpupigisasst subsntanequshe dpjapathshepgstitc epbpdimente thejsteroid, such as

dexam@ARGAE s inRAGedBASS. an amount that inproves overall

t her apy, reguces or avoi ds synptons or causes of

di sease or disorder or enhances the therapeutic

ef fi cacy of another therapeutic agent. [0065]

Corti a4 el i SECONDIACTDEE 20BENTTS er ed by ot her

par entern outes of adm nistration s as, but, not
100691 7' {1y b maghods A QmpssiioRn Bravid st 2k ofih b Bidomah or

b’@GqN'it}D&ﬂh@Ng!H?Hﬁ AbgicAlly AAFRIDUPoUAdHEERBA abiV ts”). Iti
com 1exarrlpl e, F ca% b%:lca m ni ste?@g bysu(ls‘ntravgnouesagens )- Itis

believedrihaisiesainatombinations sfork synargisteplly in chel@Gitmgntiaf/partiqadar types of
e | e F can adm ni stered.intravenousl at a .

cancers SORF o0 815 yEh Fh i 00T o BrodH R Mg dhrlp Goond active

agents, M k@M se@ind%actigé kgeiis E4n BeluseB /& glidviate bddersdéfkabtadsbciated with
40 nmg/ kg/ h, or 5 ng/kg/h to 20 ng/ kg/h. [0066] In

CRF. ot her enbodi nents CRF can be admi ni st ered

i nt i . A .
0070 CALSPARL YR S0 QMU s . B9 B DO AL s
compofsitiosspronidedthefeimmgl thet ovithCOR Py Sk@ndaktive agphkdcanbedbrge

/ kg, or 2 / k o 50 / kg, or 4 ng/kg to 40 / kg,

molecydys @-ggngarkﬁl&sgggﬁgﬂi;mgécuggr(a%x éﬁ%b@}cn%mgae&n ofganometaltic or

: Al red in 0.5 ng/kg to 1 ng/kg, or 2 ng/kg to 8
OIgM%g?‘pLegf‘ng 4 nmg/ kg to 8 ng/ kg, or 5 ngy/ kg doses. [0067]
[0071] CRFEra@nplee ofithingannsteenkedhcting aganeninokidy, b are mot pianitagidopf

nemat R e B P LEBRER o S B
particufity tﬁ&*d?eﬂfc ARBb8dies & cﬁﬁé&rﬁﬂtig_eni hey o3 26888 nflectlFactive agents
adm ni stered intravenously, discussed above can be

are biokngifiahmolesutey, sighas aapesllyoercyrrineporartificiallpmaie proteigs. Proteins

nmn.. ne hQur. QUL four hours [ hour 12 .
that ar%%adtrlgl’ll 4uls,]eﬁlr 1%1}?1&2%16&)6)@; §n% F@@Eosr%@%nrs grfg&g@{’lerFlﬁl thetude proteins
that stifRldt@ihe safiodliaf@for ptdlfed€ish 0ghémgopBiatc pROMSbEES]s and

) adm ni stering CRF with a steroid. The CRF and the |
immunglogicaily agtye PRichIpsllsii8viEFer Wetiie fPthgrs sfingylate the division and

. i t i ni st i all.v. .the. .

it QBRI o AR 8, S0P Pl g e

proteine idebaterbuat are GBFimited cbri intezleakimd, shohasiila€owehidyng teeombinant IL-
«.another specific e i , teroid, such as

IT (“rl e)(%‘?‘Fg? RIS Itg)aﬁg‘?ﬁ’i Ig?g, @a& Eﬁ%h%l’ yx_ter@e_rgrnss interferon alfa-

2a, inte%@}—ér}/ﬁfﬁ%ﬁﬁt%rferon alfa-nl, interferon alfa-n3, interferon beta-I a, and interferon

gamma-I b; GM-CF and GM-CSF; and EPO.

[0072] Particular proteins that can be used in the methods and compositions include, but

are not limited to: filgrastim, which is sold in the United States under the trade name
NEUPOGEN® (Amgen, Thousand Oaks, CA); sargramostim, which is sold in the United
States under the trade name LEUKINE® (Immunex, Seattle, WA); and recombinant EPO,
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[0069] In the nethods and conpositions provided

herein, CRF can be used with or conbined wth other
W(p)imsmm ogi cally active conpounds ("second arCT/Us2009/002645

agents"). It is believed that certain conbinations

work synergistically in the treatnent of particular
which isysplesindhe HaitedBtatesomrertin teade same BPQGENT I(Amggnelhousand Oaks,

CA) adverse effects associated with certain second active
agents, and sone second active agents can be used to

[0073] al | Rw:cﬁhlﬁnﬁﬁ\aﬂﬂsﬁlt@t%ﬂ €6rints c&snsmcsF edn bé prepaied. as[de&#bkd in U.S.
nore second active redients or  agents gan be

patent wea 3941 48hed,AR1; ﬁ&§nar§d2?c9 §l ©of yhachyre inq@ERpraied 8pgin by
referentd gﬁ&}ffﬁblﬂ%ﬁt%ﬁ:’ﬁfm ?‘f’ i FGICE q{é mﬂ? e}%agﬂ 2 ?ées@%&% inU.S.

or sna

patent 150504 )8¢0j6d 3] 4099291 ;65, 528,828 and 5580765 pall of whichare incorporated
i | ecul es). [0071] Exanples of |arge nol ecule active

hme”‘&g@ﬂ?@”?%clude but are not limited to, hematopoietic

[0074) gr OMs}& oﬂr@ﬁﬁ@& for Lﬁé! §PEdMERati AN HATOC LRNRkive&Hhturally occurring,

anti bodi es, particularly therapeutic
and recamhnmml pegeine Euatlee renmnpfgieq:\dsare letpamia land denyjeative$ 6l modified

tive ents. are biol nD ecul such
forms) 3 bam BB iR @ Rl ekRibie PLiFY o leas itk e
pharma%bmgedam actiVi§lofah&plodihd Gptnawhith Wi 4tk bhdedt Bxafipldi@futants
and conposi tions provided herein include proteins that

includes birare @péhmned &, protems thaidave ons @ mersraming acigfresidues that differ
from thgect%?{;g& r%sﬁuee RO Batﬁleatll& oc@l'frql W@&ﬂ% %?clt’aﬁlxs Also

ICCG Sln o or VI VO

encomﬁdslséﬂllb}aﬂﬁ tée“idutan are prottiny lfhfa’elﬁelﬂ tarbbhyalrate moieties normally
conmtted ery thr0|dfprogen|tors incells invitro

presentj ip theiyBatupdlytocewriag fomat @ gsnangbicasdated formy e E Exwmples of
I
deivat Tl B 4P R 02 el Bt ey such o

proteink forhitd tynfiisingg IgGl or hg@3 teethepsoteBiLmrtactise portion fof tl@rprotein of
imteres{ 466 .6 BPIGN e s, AN NIGRHGRoH Loek Jrprudr. Hsgfod> 248:91-101

interferon ganma-1 b; GW CF and GVt CSF; and EPO
(2001)
0072] Particular proteins that can be used in the

[0075] et Aatbodinsithabernds: usedrmscmmbinaum withtCRI enchate monvclanal and

potel RS Ee R S e AR g S Gtz
(HER CEKEN®E A tuxisddbRATOXANT), Bbvdeizunsa mwlAanTth pétiuzestab

St ates under the trade na LEUKIn%%(% g{ %B
(OMNEgSREM™), taspmomal (BESSRHRN @drqspb ANGQRE % and G330. CRF

con sl AL B8 bR, DR RS LAER,

[0076]f or DErgefméBlShctdRMghRts MBDEY fliniaktated i thbéekm of élhtiscancer
patent nos. 5,391, 485; 5,393,870; and 5,229, 496; . al |
vaccingst KghiepmBleevaoqinss Hht Aecaete 08 raupe e seerpdpnpl gytokines such as IL-

2, G- c§? agJeHgdg F%Iﬂﬂ bgfdg&f e MR a9 bnFpfmaLeltidAP LR SR
provxded. See, e.g., Emens, L.A., et al., Curr. Opinion Mol. Ther. 3(1):77-84 (2001).

[0077] Second active agents that are small molecules can also be used to alleviate adverse
effects associated with the administration of CRF. However, like some large molecules,
many are believed to be capable of providing a synergistic effect when administered with

(e.g., before, after or simultaneously) CRF. Examples of small molecule second active agents
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pat ent nos. 4,810, 643; 4,999, 291; 5,528, 823; and
5,580, 755; all of which are incorporated herein by
wo edoensssee. [ 0074] Al so provided for use in coprdi/nsi00D002645

with CRF are native, naturally occurring, and

reconbi nant proteins. Further enconpassed are nutants
includea it afe mioy Himilted &0, @atirgancer ggerts. atibiogie s Iy moRERRATPHAI Veyagents, and
Steroldoccurrl ng proteins that exhibit, in vivo, at |east

Zome of the phar macol ogi cal act|V|ty of the prote| ns

[0078] UpOBxbIRE of Afti-caicer hgseincinda it ag: mit limitedrtd s acivicin;
include, but are naot limted to, protgins t hat. have

aclarubigis; aodagnle hudpoplorde;acranine adezlqsiy; alfiesieuking algstamiae;
amborr?ﬁfr{ %ﬁf&?ﬂﬂ’oﬂg bRk WUESchife LAAGsRFOI: dhthy. rﬁf& rarsb%}gglrr}]ase;

roteins. €5 enconpasse
asperliti;azheiritigie; azreeepa[ moﬁmmgclhhlaitmhastdt, hmzdzﬂrlpydblaaletanddegtbimtrene

rmal |. es iin their t.ural currin or
hydrocpprife; ikpflide e siedrioriering leor%ﬁ,avli Spre RiES
bropmhlnﬁé %qﬁllf;f?l“&a@irngnﬂ'@fn Eélﬂkt@l%ﬁei&ra&ﬁﬂ&'é %ﬁﬂfétlﬂf‘ef IC\é.%deﬁﬁl

fusion pr ot el ns, such pr otei ns forned y usi ng
carmusltlge; cammblclgchsrdmhtdmiepcm@cmn,cnedaf&mgo\lr,eceMthbdﬁlQX 2tihkibitor);

t .. ... d. P
chlorarfftif cifpfemy/ef: 15k cTatio Skisn ol ssnet: S iondtgpmide:
cytaratif¥) Gatarbittihd) At @sonhytih; dadhorBicuPRErbehl 6946} idasitdbie; W t h
CRF i ncl ude nonocl onal and pol ycl onal anti bodi es.

dexornpplatin; dezaghaning;idseeguasinempgsylaes; dinziquane; dasetaxelyilpxqrubicin;

dosorubfin AP MENER BBl ke el TRBsanetane propionae
duazonfy iyl eﬁéﬁﬁdtmeﬂorﬁlﬂﬁmd W&Hﬁﬂorﬁwﬁtwc)n, entbpatii; enpdomate;

((PANOREX( 1, and, G250. CRF can m§p ‘ironbl ned wth
eplpromﬁmss@a le bﬁ%ﬁoﬁblprléﬁ siplpzolg;fisp N}mhy ﬁﬁhlsseﬁ,ﬁtramustme

1
csrm L0 5L 4250, R pRp0B! S Bospas; e
fadrozax amixioehlomde cﬁazmrabmh,dbnﬁ:anrdet Boxuridisy sthldaﬂablmqmbepham

t oki uch .as | L- .2,, G CSF, and. CSF ca
ﬂuorowéh%ﬁ oG mﬁe Osgeidong; doHerRaRdm; g%mc'éﬁ%gﬁws

¢df h 1 ifB4f: e, I
o oS R Sheplrfy 3, it

irinotecage irinotedan thy droghlonidk | lambtadm@@t@dﬁtrwosk@ I¢nproledecacetate; liarozole

te adverse effects associ tedW| e )

nydroolgeit] RrRuBRY o RnErp G e e iofg YingnioAfgamasoprocol
maymdMeeﬁiéblﬂﬁretlﬁ@ﬂMe ﬂ&@ro@ﬁllohﬁ&ﬁﬁegdétrbﬁa&ﬁﬁ@ h&eestrol acetate;
providing a synergistic effect when adm nistered with

melphalan; gnenopatily mercaptaparingy methatiexaiei sacibotyoxatRodim aneiopgne;
metureﬁ%qa FEH 111&1&@1%? Cﬁﬁt a?? ?gglgtggl?)hg}{ ngfEQE e 'nﬁgdnli'aggm Hﬁllton‘@}’c%
mltospermfﬁifmawp mlmxsmtvme&@dmcﬁllormdn@b@plmwﬁc acE16Q7(ﬁ:bdazole

npl es of  ant|-cancer q%%fms i ncl ude, but are not
nogala!niyﬁﬁnt eHMaRiating OXIFHERN, paclit LR?gE%H%fgaé%d’&H%‘D’@m pentamustine;

peplon@%ﬂ{ Qﬁﬂkeo :ﬁ)blqﬁsfaﬁfdeo BigeBronP pfoSsicsh; pibLsttdtid yBrochloride;

I'tret
plicamycin; plomestane porfimer sodium; porfiromycin; prednimustine; procarbazine

hydrochloride; puromycin; puromycin hydrochloride; pyrazofurin; riboprine; safingol;
safingol hydrochloride; semustine; simtrazene; sparfosate sodium; sparsomycin;
spirogermanium hydrochloride; spiromustine; spiroplatin; streptonigrin; streptozocin;
sulofenur; talisomycin; tecogalan sodium; taxotere; tegafur; teloxantrone hydrochloride;

temoporfin; teniposide; teroxirone; testolactone; thiamiprine; thioguanine; thiotepa;
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anbonyci n; anetantrone acetate; ansacri ne;
anastrozol e; anthranyci n; asparagi nase; asperlin;
W@2@ei184306 ne; azetepa; azotomycin; bati mast at ; PCT/US2009/002645
benzodepa; bical utam de; bi santrene hydrochl ori de;
bi snaf de di nesyl ate; bizel esin; bleonycin sulfate;
tlazoﬁlbnet@r@pmmm@don@mlfem @prat¢ ﬁtqs@lomglaf%mcmhwmhsmm

trlmetre %Sléﬁr ﬁ'céxdt% gﬁl{ﬁ%%%fi ﬁ- )P&?rgL ﬁf tngﬁgéQle %a? O%B orxdﬁnuracﬂ mustard;
uredep@ adpfdorige] verepbEmaMIBUDIK! “? e porfi® photodaaiianikerapy; ;
cirol enycin; cisplatin; cladribine; crisnatol

vinblasipe gulfate;: vingristiop Kuldaparindrsine; yindesine pafatejadngnidine sulfate;
sinel S36L ORI SHOREHE ! B R OEIL A A BRLbARAE Simotcin
sulfate;dwazzdegmemplaiﬁx; etrmxtahn, aimbmuﬂ:cmmydr(ﬂxhlmrdebl Ci n ’

hydr.ochl ori de; drol oxi f X droI0|fe rat
[0079] 7 oREeF aRGICARRST FFussil e Dutiers AghENRS t%dé@
d1hydr(g{%/lvﬁ5ﬂiﬁ Bh! n?—p H%/QS/REHIP bbfSerdnk SARrhbidH,; ﬁcylﬁﬂbé}{y ﬁ&éc@penol

romat e; r opi di ne; eplrub|C|n hydr ochl ori de;
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£ estranu [ g phat sodi u et ani da i gtogps i de;
amifos 56, U e TGS A B BB Eer s AP g hastc?
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antmeo%?a ton C?ﬁ?t(l)s:élgs hglfg ?@gll 8tr1<ﬂe eaplﬁglg{)]?ﬁ(é%gﬁte a?%it#& ‘éérﬂe modulators;

apoptosik tdg@lai@l@ﬂapdrfnﬁmﬁl@mmmPTBw dﬁglmlnaﬂéﬁﬁtnla@& asulacrine;
acetate; letrozole; leuprolide acetate; |iarozole
atamestapgy FERIUSHAG @Xinagatin rle%na%m 2irxinagiatia 8; aasetron; azatoxin;

o BRI AR A ey a0 kg S gaoe:

benzochh:lrﬁﬂ;@ﬁﬂzoﬂl;taamp@tmi, bmallpxttadnaienvmmgm-lalethme betaclamycin B;

betulinffgteGPF R, HEGF QUL BB LFo DA BERIFRmn! bisnafide;

blstrate'ﬁhtﬁp iAWk, b%ﬁd%@'ﬂr!)blﬁmlﬂé RABi@hE, bulthibAIM¥ Shifoximine;
m t dsper; ritotane; mtoxantrone hydrochl oride;

calmpot:wjopﬂiphustm& a;em@;oth@@mdgz‘atpjes rPopesitapei earboxamide-amino-

ol R o R R ABS! LARKC I, RESASRRL AR fnniivor

carzeleBi®f EQSinAdhale; mlﬂbﬂ@;kar(m@S) cRitRRsspbindine; dRbFopkB! EQitfelix; chlorlns;
hydrochlorlde pllcanyC|n plonestane porfi mer

chlorogeipaine pefaarmig cioeprqst: mpwbymmélacisrbmealcbmifm analogues;
clotrlmgél(ﬁé,z g)mllsQﬁ}chr?A Eglllgﬁrn&g n Wb%%&h{h F\yld E@rﬁglle?a{s'taq%’ analogue;

conagehmd erapibesdidiheg 165 eﬂmﬁmlna'ypmphwlﬁ B¢ B@pt@h&éi&ﬂs délevatlves curacin
sodi u par sonycin; spirogermani um hydrochl qri de
A; cyc@ppqtg&lggagpﬁ)@neg ﬁyg]@ﬁ]agtql,rpypgmyglﬁt o }nﬁ .ocfosfate; cytoly‘uc factor;

r C
eytostafihy FRREOR, Roc Bt BEMfdrod @R B Hlord i AR thasone.
dex1foslfmmﬂepdéxrazoxam1|qexserdpamﬂﬁdlwqumedldEmthadltiom,e
, t hi am pring; 1hi_oguani thiote zofiirjn;
diethy QR DRt o e SN EESY, b & Smmeia dinhery
sp1romﬁ§tir(él AbRiDRI; RIaesRRsL, aolatsétkdfﬁ'dbﬁ‘?ﬂ%}ﬁmet Bbiﬂ?ﬁﬁl@?ﬁaﬁ?olomfene
glucuronate; triptorelin; tubulozole hydrochloride;

dronabmoédqocamgtcmﬂA ebselen; ecomustlne edelfosine; edrecolomab eﬂormthme
elemene; emitefur; epirubicin; epristeride; estramustine analogue; estrogen agonists; estrogen

antagonists; etanidazole; etoposide phosphate; exemestane; fadrozole; fazarabine; fenretinide;
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uredepa; vapreotide; verteporfin (VISUDYN(tm);
verteporfin photodynam c therapy; vinblastine sulfate;
warwensshé ne sul fate; vindesine; vindesine sul PEE/ES2009/002645
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prostaglandin J2; proteasome inhibitors; protein A-based immune modulator; protein kinase
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[0080] nagSpaﬁﬁcpsecﬁﬁdl actbreeapgpritinclodd, bat ard apakimited 6 phicaabn;
nenor ubi ci_n; ridronic

narto rasti fedapl atin;
oblimegsen GOENASHNE Derehiradagoraiaxch( | AKO TERTS: sieRsta. sredphalan,
dexam&ggro E%L%C?r%g{@@%{b%ﬂl ,: e:i}g@ﬁ Iaﬁgle a%lhtrﬁﬁfrﬁ ggmozolomlde
etopomdk,l ayelophesphaimidm m:ndxmd)d)mnﬂes{IEM(aDAl Loraghopbatoha peetarbtaaine,

aioce GRARSTE O QLS LB KHSKS e R, 0o, 5.

ﬂuorou?zi@l" [%@M%rfh iRestbdanax&bda, m §! elﬁf%}feﬁﬂladlﬁlﬁﬁl %% lated interferon
paclitaxel derivatives; palauam ne; pal mt oyl hi Zoxi n;

alpha (png@CbPN"ER@N 4), q@aﬁasayme; @rsplamartbmefp@nﬁudqm@bla@ac@tborplatln

(PA Ngﬁtl%pno%gggf%ﬁng f}ﬁgﬁyé%ewgg Sci ?a o§ oEt%glf’%xel vinblastine,

IL-2, GMKISRJ laleCarbaigy, fv@ﬁfr&ﬁlrﬂé?zol&ﬁbhida}tld @hl@lﬁh@hate biaxin, busulphan,
phenazi nonyci n; phenyl acet at e; Bhozghat ase inhibitors;
prednisgpe; tephiosphasaten e RE ﬁrémﬁ%lrvmm pg.doxopibicap (IBOEIR:), paclitaxel

(TAX('H,Q), éa[n%wlmlr, Qhﬂﬁl%%lﬂ, EstraBhRGRE §dUium phosphate (EMCYT®), sulindac,

and etoposide.
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B; plasm nogen activator inhibitor; platinum conplex;
pl ati num conpounds; platinuntriam ne conpl ex; porfiner
wa@eapasa3por fi ronyci n; predni sone; propyl bis-BCTUSINE)02645
prostaglandin J2; proteasone inhibitors; protein
ed i mmune nodul ator; protein kinaseC inhibitor;
[0081] pr olreqzeﬁtam prabedimentshthsi seernsl ackive pgent dgugtopesids, dpgnomycin,
n
actmor%%&ﬁ) i% rﬁ%t 80219 Iﬁﬁhggﬁ g’r%ﬁ% lﬁﬁrf’j Pr%{tf%??,&ﬁ%t}né@%ﬂeg Ahrael -C, 5-Fu,
wortmaniin, cg@mcitalbiﬁdgﬁemgiy@m or ¢)odmmny@dm&1bmbe conj ugat e;
raf antagonists; raltitrexed; ranosetron; ras farnesyl
proteigstr a0OMBRIATION FTHERAPY WITHAI SECOND ACTIVE
ras- GAP i nhwmmm
Re 186 etidronate; rhizoxin; ribozynes; RilI
[0082]y et Imesraireembedimentsi the: metbads provided hexgin edmpsise administering
CRF 1n;c;o?rrl(1:l%| TR %bng §r1%;6gé n%e§ g‘é Eagrglagiﬁt‘gl a{llldo&f)ln%nalﬁa{n%%bmatlon

with raaeimuﬁtthdir@y @ﬁmegei-@ntrﬁe d&xﬁﬁﬁlﬁfhtioﬁmﬂﬂlﬁbﬁn(ﬂ-the segond active agents to
ol i gonucl eot | des; gnhal transduction inhihitors;
a patieny %quPtgrﬁlmgBma%ﬁé sequsatighhy By thssape o differgnfirgites of
adminiBREDA aERtAlbi)i %p ﬂlculﬁpﬁteom&lﬁnlgfr%ﬂqgn%géffd? a
soner m n; spar sic aci d; spica spl romusti n
particubgplaetiopagent will dmngloatthd: amv}: agsnmaslekfr(e ge wisthepiitanan dbe;

stromelysin inhibitors; sulfinosine; er.active
adminigigiSLRrely, &lt#lﬂv‘eésepwapﬁag BEiPHto ShgringohF BloodSirearml epdthe discase

being t?éé'iéﬂm RecoMWRInAe@ Rouies oft dinkih RUStidd for thed@Rashd S‘dﬂlve agents are known
hi odi de; tauronustine; tazarotene; tecogal an

to thoss oﬂmﬁmary elgélfmrthe art| Sae awr%smmnst@kmiw'mece 1755-1760 (56"
ed., 20{) hi bitors; tenoporfin; teniposide;
r achl or odecaoxi de; tetrazon ne; thaliblastine;
[0083]t NI BESRAEMBRIimeRt, GEXREOMEAtIVE abbrit QTAGRIRdred irfttaVehusly or
t hymal f asi n; thym)p0| etin receptor agonist;
subcutarigpraly iend ance erHyvies dpikyt inrl amqungofhfwmmb@ut t torabeuh {4000 mg,
from af(gut %qﬁ { |B§'5tl S{Ugrré%{t?(gﬁég r WA gla'g%)?tgﬁﬁlelﬁ%(g ff(ﬂ!l 85619%0 to about 200

mg. Irid’e@ﬁairfﬂhlbbdlinlénﬁcmk)séwnlddicﬁee agent {5 ritoinib, oblimersen
rinetgexate, triptorelin, tropisetron; turosterl de;

(GENAS,%%EMM & G-I EPOb §axofsye.JHBALFHs daqgeiazine, transretinoic
acid, td&mcgh tﬂ%&!x%igﬁﬁfé' &B}‘oﬂ Qﬁefl]é)zaﬁ{etlfds@ﬁks vﬂﬁh@ﬁ%ﬂ dgf(&’%f&m

Itory ctof; uroki nase receptor antagonists;
COX-Vmpitsior, [02; Ih8ai[Lb8 |IENBAra/-é] ams&lbme,\mraaaumtanatmrthemef In
vi nor el bi ne; vinxal ti,ne; vitax

. t f
certain aES i HeBRO AL SRR H9ERS 1951 Ja4RBH B dfigomyein D,

mitomydiR €S tAplafin SéArbERIANE prerhOR3Q@H, mP@6trbtde, YR -BE W ¥ ®mannin,
agents Include, but are not limted to, rituxi mab,

geldanmnwlrregmtab@ENASEumElI(aﬂml thereafi cade, docet axel

[0084] gﬁng Eérr bodgr{euLér} gfr)élgpdeag%: 1? gr:glarﬂéthg ng{%g[‘ asoﬂ{%anaglng

hematdl@é[@lﬁdl Hhrlses, %Wnﬁiﬁlse%dﬁilﬂ@thﬁﬁ ORF id&onjunction with (e.g.,
t enpzol om de (TEI\/ODAR r)), .carboplatin, procarbazine,

beforeglurigarr after)poryebionak theispe é%udl%t%ﬂ?fé%’&tt@l TOARITRAE ) |
immurp gy, bERUEN Shostah AU Afttrand oo BH; R bpsed therapy

presenﬂlﬂ' Dm to p&gycbxahmhgemhmdre Mb]lﬂlcait ptiag {imig:d, byRh&ry, it is believed that

CRF npylpagylg% p%tl\?g gli(,: %’t&g{bgg%}ecnc Ictssp\!v}?etnl gnlverE Qc;n%h?rgntly with conventional

therapy.
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( PARAPLATIN(r)), liposomal daunorubicin, cytarabine,

doxet axol, pacilitaxel, vinblastine, IL-2, GwWCSF,
walawanbsgé ne, vi norel bi ne, zol edronic acid, PCT/US2009/002645

pal m tronate, biaxin, busul phan, prednisone,

bi sphos honat arsenic trioxide, vincristine
[00851dox ot 8 gybmelr_l(sls fhe sepend aatiyg @ger(tm@m}wstered with CRF or

admini §W9 §0 ho%gg aeggcng%ea&ﬁ{ %Iggagtﬁge Hgogggf]ly %ﬁgggggatf&st

followatrbp ddrmmstfatxoh lveitisthe @embrﬂcﬂcuvea@@m Mithi lssehomsllelilg In certain

ermbod{e e e aeohnd B eiFoiEeEk BASHBERED Gitbioblowar BV edmidiggation of

CRF v\)i\ﬁ’irlt g@ﬁ@ur@ ’degtg. Eé@dlﬁ‘ emBBHARIATNIC Jb18 isD4GRTRN. rl"f\tdeﬁgm
t her eof NATI ON THERAPY W TH A SECOND ACTI VI

embodnmttﬁ t[l@@ﬁi]is pcg}dacdé]Fl’f enbodi nents, the nethods

ded h 1
1008615 1 G5 eBRoE RS SR 5 Slebainly A oL pe/ke tg 1900
pg/kg, @ﬂ)‘iﬂ @nghdgytollooqwgmg i E’Elgmgttb 88%%'/1@ ifidimn L heriany SQrug/kg, from
and

sur‘i? The adm ni strati on of t he second
4 ng/kata 49 pe/kgeonteomd ne/kaid %(hng/&aﬁl@@mnn gcprnblln@amwubwewnd

active %%%J giit ogéc{ ]Xerg% ﬁ.\ﬂgr t§g| Pg ?ﬁeretbg e (5fo lgn%' 9onal the{agy.

nIS 1 on. a ar ICU rou

[0087]0f &tleadrtiins EmabdlmnMemye@qd avtiva apéttis feuioabloamtié VE certain
agent will depend on the active agent itself (e.

embodifpenthdhe CF Tdg pegydatsd) (] anddhe thegsegend ackive gaent is fetiozolomide.
[0088]‘3'90?1{‘98%15‘ ngf)dhﬂ{en{s tHelt! 25' d&ge LR ge@%ﬁé <SSt fw@&ﬁ 1 to about

the disease being tfeate ecommen routes o
5,000 xag,nﬁrmnsabomt 1 toraboat 1,00@ nee 0o frdmeatiouy €0 &g00 mgagree dayn olcertain
to those

di kil h
embodisRgnst.Ahe iy dosek ol il s 1936 1§ s b SRR Bepiout 50 me,
about 725019@% abduP 88 3lg, hho 98 RFLABLISN g, AR 365 A aB&GIti 149 m%/ about

agent 1Is adm nistered | ntravenousl y or subcut aneousl
120 mgralouni?d rog, abaut &3 deg) gbaut 145 negyebott 160 nig, aboethld8tmg, about 165

me, abift G, o0 Dl Peatie AT BIE. il oB otk ob8 el 210 me,

about mqng,gabobnzmgamuemmglmmlﬁ 255 %B@@%O%% ,JabBut 270 mg,
ent i s rituxinab, oblinersen SGE SENSE

about 280+ usrabogy 28FMg Ut BAK Bige plout 31 5 meg, @byt 3 a%arabazﬁ ) mg,
about §4"06}Hg,fa}%t8)igg§zlisﬁ ﬁéﬁégﬁégﬁ B}Sgg St%ht \;?ﬁgrﬁ%%p{n%tgsor}ﬁg, about 400 mg,

about m«ﬁg udbioat 440 lﬁ@}(alﬂ)ut A60 higt albout HBA mg, loB abdut|508.mgd.FN,
Ara-C, vinor ﬁ%%g or a conhinatjon. thereof. In
[0089] ;e Ira?waé%tagP s, tempzolosmidh és abRIn{pETad AN grgount ranging from

about RHB ®81,0500 ﬂg};ggd%ycmm At 565/ Sdut P50 H Iﬁ%@%rgbout 75 to

atln atin, prenetrexed, nethotr
about ZQOangm Bi-aEu In mmtatummbbd;megﬂé temeavjarnide igedmiristiéred jn an amount

o o oM A B 5 SO B B0 16k SRR nh .
about 50 mg/mz/day, about 75 mg/m /day, about 100 mg/m?/day, about 125 mg/mz/day,
about 150 mg/rnz/day, about 175 mg/m?/day, or 200 about mg/mz/day.

[0090] The administered dose can also be expressed in units other than as mg/m*/day.
For example, doses for parenteral administration can be expressed as mg/kg/day. One of
ordinary skill in the art would readily know how to convert doses from mg/m*/day to
mg/kg/day given either the height or weight of a subject or both (see,

www.fda.gov/cder/cancer/animalframe.htm).
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hemat ol ogi ¢ mal i gnanci es, which conprise adm nistering
CRF in conjunction with (e.g., before, during or
wa@taeny43eonvent i onal therapy including, but noRCT/URI0DB2645
to, surgery, imunotherapy, biological therapy,
radi ati on therapy, or other non-drug based theraly
[0091] pr ebeeartajn ersbediments; teaozetonpide oy ciealbeadminystased;t In certain
embodm?elglrtlg aérll’lg%)gglglll(%és %&1%2&)’} nt%redtda{lf g bg:SII{I etoq' d v\ﬂﬁéd ggﬁés I?E&'yﬁve days,
one weeR, ol Wedks| throw wéeks Ofove ieklay) filve weekg pik \[V&Q(@&lghmeeks ten
certain enbodi nents, the second active agent

weeks, fftegB Ayasks o8 twentyi waskernllowed v fi¢ss p@rr%owttor«ft idsn to about ten
weeks. h%meatas érﬁ% i @nﬁe{egrﬁilzplg\;\ﬁgggﬁyﬁﬁgfl&eré&%aﬂ ¥in a s1n%l?1 0€ ?111é/1ded

ere rst adm nistration w
doses feefiondayac bhe/ eeelgewd wdekl) threb Oveeks) fourdedeky, fivenweekst sik rweeks, or

cight WEPRRY R TFREEOnG! Lain<or s i oAl SR 20 £ A 3 5. 28,29 o

30 day@ Ol &rfdf éﬁbodlﬂleﬁﬁrﬁl@'r&t %@H&gisn?&ﬁy% 14 B&tAR kﬁ‘ﬂ‘)oﬂﬁne%fs the rest

hours. In certain enbodi ients, CFT 1 s pegyl at ed
period GHR. dz{y(so&@]:ertam omQOémmmm theerrest r@RﬁdusHadmsmIstcem@d in

embod gt tihtes! petiets Tierily il I SIS Ppord BB Ty

certain @EhbERIdi&hts, (thORBsfpdT/dds atperidd thulikfficient fopARBroplil ecdvery. In
20 g/ kg al one or in combinati on with a second active

certaing 1rd¢r§s>|tbw@t prstasl if a psripdhat & sufiigipnidfor plategtireqovere The
frequenc Sf‘b SONE Q%l f?xnoé}l dotsf}x d g@gés CLIQ Q@ 7n]c elaged: ? &e%}eg. ed..
Rents, Uhe secon A eN0200 ofi

[0092]I n Hﬁ&dr&hmerﬁﬁbnﬁﬂieﬁfsntemozbhﬁllﬂ?fs acﬁmnsg:yécaﬂﬁ@ ﬁFTOlﬁereks
he the second active agent is tenpzol om de. [0088] In
follow@ebx gXiFYelfb abmEtenance Rgatmsnt yIngeE@inFmbadimpens.damgeclpmide in

cycle lf1§ 8@%1399{911@30 #:9 dgiﬂpg)gut %9 lé%‘g&ﬁgg' QP&VEer}o& ?f t@\réﬁﬂ't three

rom-a
(23) dage.r Ira¢errtaanhnuodmrehs tdnhaoﬂnmﬁy iexh otﬁfcyd:lesn@ ch6 dnadheinistered

once daHBl : ﬁ%/g dggs fi OlJtd E%t p%f atgig sﬁ%lci% gqﬁne}_lggp and platelet

recoveﬁg thCCI]ta'l% éﬁ%odﬁgé}% ellgﬁ) of‘gycl@s@fé% didds Wﬁen abulte %&ﬁrophll count
, about My, about ng, about 158 .1, about

(ANC)mseedg 1. Sabdo%/Llaﬁd thregplatetes @Dum&@cemgls 180 auit0 /188nmgrtaln

embodlr%enl{sd 6% ?Sdng%?twgtgrlil tgggeﬁr?ozg%l ﬁﬁ 8&1&5% é’)?clxg%ls tq_rg may 6)8 Lji?scontinued
if ANCZ8®elv 1 DO r/flatelet c@lAY belSR 00k 1 TAOUThe 885288 in each cycle
about 300 ng, about 315 ng, about 320 ngy, about 330

can be ffgreaspdox d@aepsedy, about 345 ng, about 360 ny, about

0033 A AR o0 e

for 42 days cbﬁ&ﬁﬁl]tadt Wwithe4Gefodalatbdioticrayt (60GY admitikerddda 30<ractions)
adm ni stered in an anpunt ranging from about 10 to
followegdhymantenange Hoataept- Fownyesks Ateromplctingdhe tomepolomide and

radlothg}ylpyﬁ( ﬁlgﬁgdég%'imzéterréﬂ f?)Fg.Hta &QQnﬂfd (!g%’iég%\fmdl enance

I ments, tenozo els adm nistered 1n
treatmenit. Broyodd 1, temozolomide is administered at 150 mg/m? once daily for 5 days

followed by 23 days without treatment. At the start of cycle 2, the dose is escalated to 200
mg/m?, if the common toxicity criteria (CTC) non-hematologic toxicity for cycle 1 is no
greater than Grade 2 (except for alopecia, nausea, and vomiting), absolute neutrophil count
(ANC) is no less than 1.5 x 10°/L, and the platelet count is no less than 100 x 10°/L. The

dose remains at 200 mg/m” per day for the first 5 days of each subsequent cycle except if
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of about 10 ny/nR/day, about 20 ng/nR/day, about 30
nmg/ n2/ day, about 40 ng/ nR/day, about 50 ny/nk/day,
wW@bwat1348% ng/ n2/ day, about 100 ng/ nR/day, abouPCWRS2009/002645
ng/ n2/ day, about 150 ng/ nR/day, about 175 ny/ nk/day,
or 200 about ng/ n2/ day. ROOQO] The adm ni stered dose
toxicity: gepuss. slé theedasg pras $9e escalptedraticycls 2m escalagign sheuld not be done in
ly. For exanple, doses for parenteral
Subseqﬂ%wzﬁ rat| on can be expressed as ny/ kg/ day. One of
[0094] or dIm«aerrganskmbd)dlmntsh&learaily\dcsd of temadolosnideniswdfustedtaocording to

vert doses from ng/ nk/day to ng/ kg/ day given either
neutroR(iHQa &S?u%l ght of a subject or both (see,

[0095] W f Qﬁ)t}?é? QIh&ANGE %éﬁﬁﬁr{)vx@@@her@fm@otﬂﬂ?ggg) ddthinistering
certal n enbodi nents, tenoz mde Is cyclically
to a patehtiimneidethetof, lardose of abquténbg)tzb Aemgnf GRIMmaxdbb padnoigisteging a
th cl n ered dallpé?(tlnas le or djvided doses for
erapgufigal yd"af% UVE AMORREef 2 SURROREIAe 385Pke weeks, four
[0096] veelhe terinVeh RSt ve cardBRAE’ re%rﬂfbt anW%@BﬁandeQHat\%kss prevents
i fteen weeks, or twenty weeks, | owed by a rest
or manpeqsw@cad@ﬁrsanffg@t f!l.OId@)RF( Beamsnt: ten weeks. In certain
enb nent t enpzo m de
[0097] Si n?ﬁe s%)Ipo ive c&é%a%eog S anpf ong?tl Ice tg%{cst e%{s ﬁre@gnté)lér n%an €s an
adverse/\eﬁ’&s fron CREF tmdnsm dndus adkstered wwmg ks theSipproperatesdosing
or. eight weeks with a rest period of 1, 3, 5, 7, 9,
regimen for tilat suj;gtan% Foz(yxalgple ngerg_rz; sumgprtl%carg ggelg:gfqgrtreggng nausea

have dlgf%¥6¢11t dFQng égx:eﬁ m&g@%g adrtnﬂ'gstérggtp (gg'{yl X c{:tl?,%gxers are co-

admlmstal_;ed with CB&r whil st hdthelisraeeadmini dtered efér the ndmihisteatidd of CRF.
certai n enbodi nents iod.is a

days. | e rest .per
Ilustrag¥ Fiamplase PR e ctrenis heib s fid ABvne Egipensare fopnd in

The Ph§Sitlafis H&ERIRA PR S, the rest period is a period that
is sufficient for neutrophll recovery. In certain

gg’???'ﬁ&;m }Hk URFEA? ICOMPORPTIONSIARD DOSAGE
nunber, an e h of dosi ng cycles can be increased
[0098] or Thenedred prgidiHertin use phﬁhfacajﬁwﬂédl‘ﬁpﬁsﬁlons containing CRF

tem)zolo de is admnistered d for four weeks,
and ph%rncs%ga ;acgfipka@wregmo%u% ﬁﬁéﬁgﬁ eeadpEA At ogrpbination

VG
oGS IR 3 OB S s kel i O
be admlimsibreddryl any thwcm@myrmm eelydiag, baayet limitedcter bmily, parenterally,

teno N of cycles 2t s
rectally iR BRaH B o OB CRgoF o GPTOp s e chtsnrpicCBY it
adm1n1§t€§’ki wal dubdufahedusiis e§t‘1’(fxf | @l 20thef efbo@HIHD IR I 1saJﬂl%1mstered by

platel'et recovery. In certain enbodi nments, each
IV injeefjeites 2 to 6 starts when absol ute neutroph|I count
10099] { "N o RXGREmbno it hlidRods ABYidbl FeRlANR! By Reridlical

compogitlohsddhitdiAinig @ortitordl Brazaitoms the active iAgredisat RSbeladminfitered in
may be discontjinued if ANC is below 1 x 109/L or
accordqs}csweﬂbtéle dRrtd S.@Swe@}\be%ﬂ x Theoprticorplip ageiatgguay be Wammylated

with a ﬁyﬂngc&ﬁ'ﬁaﬁf accréﬁ{aﬁﬁsﬁgrlé}': ﬂ%ghﬁﬂﬁﬁ:@utlcal formulations of the present

disclosure can take the form of solutions, suspensions, emulsions that include corticorelin

acetate, and a pharmaceutically acceptable diluent, adjuvant or carrier. In certain
embodiments, the pharmaceutical formulations of the present disclosure are formulated for

subcutaneous bolus injection.
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[0093] In certain enbodi nents, tenobzolomde is

adm nistered orally at 75 ng/nR daily for 42 days
w@orvensdsp@nt with 400 focal radi ot herapy (60GyPCT/US2009/002645

adm nistered in 30 fractions) foll owed by maintenance

treatment. Four weeks after conpleting the

[00100 enbzmmrm@dunemdth@tmmhmﬁmwdn@b?ﬁms&aohiagnaceutwal
compo@ 1o a{&&n&%hﬁ% co?tﬁcq?alrﬁlgc%katté r}%%a%:cg}é&% s&gcu ne'cmé [}liCeCQ gﬂiy{owded

for treatmentaf/tiihosNda cdaalhyerrfbwnﬁerdg;aﬂnﬁmlsirmmdofcsyab&aamms
W thout treatnment. At the start of cycle 2, the dose

formulationsof gpgicer! tnoaczt%ﬁ ALy TRpult jnf e%srfee%lsm?&mlwsmm of corticorelin
acetatectfléﬁ gcﬁhi?u&rg; {lllepﬁ&gts‘.?clc‘ﬁfﬂngoﬁso%hﬁh YiohL5f &%ﬁécﬁel}n hcktate.
greater t ade xcept ftor opecl a, naus
Less freqldam‘/ axﬂmimslglhpn a»lﬁsoﬂtmbmlmemétampdanlrenﬂmntgre(a@exl@auem Mphance
..less than 1. 109/L,, and the el et coy i.S.Nno
Additiori, iy piner HRP LI AT T BUgLOF ST ARe s 19 %@Jlﬁwwf
corticoR&n #@d &n &t inl fekr ng-%Yf%cthass%@ﬁtde&U% §8¥Hﬁf"§tra@%ﬁ lo® non-
except iftoxicity occurs. dose was not
submﬂ%swa$&Hm@kamnsyﬁﬂuﬂgwfbs@aﬂaﬁlon shoul d not be done in
ubse nt c .. [ 009 ILn certa o i ments, .the
foo101], KIS Podeg i e TP en S P hymor
progreﬁﬁiﬂ inQPHtilenehitladthinisedrie sHawRhSouticAQ3alpokitioas @&ﬁ@lﬁnn a CRF
nbodi nent, the nethods rovi ded herein conprise:

conj ugaf@ms hesacsive irgredient. ﬂéheu cppugete mayti@rfeanula@dd@@ea of

|
pharm a4 B 8010 B DEET: 800y e TARUES BEVRSCARF spiguac, e
pharmagetidal coMPOGlionsaay esmtmintdiewst el dfiGRF.CAhephgiateutical

refers, to any substance that treats Bgevents or

formulptignsgd h %wemérsgl@sm%aﬂalﬁrtbﬁf@mmf{%o {ORSNTUSPENSPRy; emulsions
R, c qERE
that chH&a?g proe l}g%teé g%c?l ér%an agggégﬁgadver 2%%2? %kg@%thg len&%ll-yCOI
and a phasadoeetital yred cegalsde dilnérs a&djevdhna or cardemn gepandiripeon the route of
..q@groprlate dosi ng regimen for that substance. For

adminigGaliah o i fferent supportive care agents for treating
[00102‘]‘ augRa cHrayssiGbids BF S&%nﬁépﬁ laBGhirki g t{FR ban BRichfil 0o &ile

adm ni stered prophylactically, others are co
solutionsinVse wiag bedhades 45 SORRnhhI Vehide; of pr@psﬂemsglmcd a polyethylene

adnmi.njstered afte theammstr
glycohl"‘“’ﬁﬂ&%"?é&‘ P8 pé‘% FrQdive Pily priinisic % e"f&ﬂ’i"s e%&%af%f gmple ethyl
oleate. ODIERS c@xﬁéoﬂﬁ&ﬂld’@nraﬂiﬂi RN CE;@V&QBI Nnd phAich , 6ofdhiSing,
Desk Reference. 6.6 PHARMACEUTI CAL OSI TI AND

emulSIfSJ@E?A@EpFGRPBI{d(ﬁD@B!IZWE 82eris. hdlgslipation caa dersarrisidrouy ireseveral
ways, ig)E g%%ﬂ;}glglﬁ fng%l lfa%%%? {a'l 'i‘t%r % %&H‘&pgr %Pﬁea?lrﬁg The can. also be

acc di'l'uen

prepare inahig futﬁm&terﬂé solid mﬂpcbsil@drlsoﬁhmh tzih I diegol el at\tige time of use in
in 1gredl ent, such as angqther_anti-cancer agent. In
sterile Wa{eR PE&1Y pheicinjeciablggicmigymedium.

[00103] The compositions can also be aerosols. For use in the form of liquid aerosols, the
compositions can be stable sterile solutions or solid compositions dissolved at the time of use
in apyrogenic sterile water, in saline or any other pharmaceutically acceptable vehicle. For
use in the form of dry aerosols intended to be directly inhaled, the active principle is finely
divided and combined with a water-soluble solid diluent or vehicle, for example dextran,

mannitol or lactose.
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be adm ni stered by any conventional route, including,

but not limted to, orally, parenterally, rectally or
whyooonkab@ti on (e.g. in the form of aerosol s).PCTUSNEI/002645

enbodi ment, CRF is adm nistered by a subcutaneous

i njection. In another enbodinent, CRF is adm ni stered
[00104}y" Pharmscenticabeompasaigms can be pecdeiimihel Prepatation o6 indiyiduglssingle
unit don{ QAGH PRl eu‘h%&l a@m&%@& ﬁl)s "1“&91?& Jdnga}?se CRF and one or

St al I'ni'ng cor icore acetate
nuneexﬂgkﬁétent to be adm nistered in accordance wth the
t hods descrl bed herein. The caorticorelin acetate may

[00105he  Pharmacaitica! sampppsiiqnsandosasei temny sAnAlsFRmARISE one or more

additiof&dcti® ingfQifeRb AL RRAHIE bP@;l)tlJn‘af é@ébﬁ'& 'd?'&ﬁdi@ifonﬁlh fctive ingredients
present §' Tosure can take the formof solutions,

are disdosgddrsdions, enul si ons that i ncI ude corticorelin

C and, a,.phay maceuti c tabl e di) uent

100106] iSR! = Frbefo HrodisOdeiin (s Phafgaceutcal
compoahaﬁ OR& SiM r&gleclﬁht d&ﬁg@lfcﬁ‘hi mnﬁécehh@al%ﬁ-@camoﬂs gied SpleQnit

are fornulated for subcutaneous bol us
dosage|fngres:priomdep @@mmyomnrlmpmhylem&wmmeranem@calbt ¢férpsive amount

ded . herei use ar naceu ns. ..

ot CRof By RN o i3 eRRERARANL SPospfHERBl S5 Brcipiens. The
term “RAUGUFEBRAVS diIRERE hdjanamr(@gl Feshndoy adjuieat (GfRiplétt and

tunors. In certain enbodi nents, adm nistrati on of

incompiefpuexsirients o vabiele avithowkich thetberapewicds pAmipigerede Swgh
prmESEHL 58 L SOHEN B0 5 AL O SObASR iR
petroleﬁml; anihail I\&gstabfe cIrGymihem etigin, achtaapeant efissdybeapeibtmineral oil,

sesamegqlggtde L ni:e%{%rg%qrn Q o %!ts;\g@?eg ?sf)q,]atgare}pgﬁ \r)]vp%ne a—le@-ﬂa:maceutlcal
compo%ﬂ@ﬂ‘fg d@lﬁhﬁter@djmtﬁbéﬂcﬁéf}) a1k sSIMREH AHHERMEous dextrose and
ornmul ations of corticorelin acetate can result in

glycer(ﬂ emkunoss chn-ad§df be:emphwsd) e$ hqwd cairichs, pdrticulaslyrfat ingertaifle

luti ubc tan ous, f o nu atlﬁ%ﬂ of. cor tbcor%ﬁin agetat?.,
SO ““0’[‘%) F%" Shtpble éﬁ%cﬁf‘ farmiers a6 dgaciibgd in Remmgton’s
PhannéB%hﬂéHl’ScféBcéy’ YENIV . MartiAOr progression in a patient

by adnini stering pharmaceutical conpositions

[00107itonifaplﬁalr@aanwtlcaiwpm@oa%andw@osag@ farmsicagpeige eng or more
excipie E Sﬁril?tceu S Jggﬂa?%ttse arWelfﬁ%c{vgl{ {ngt#l?%ees%ll‘f%lg t?e art ﬁf pharmacy, and

non linitifig eranpleof §mﬂabfe&3x0fplédt§1n€ﬁﬂe@t‘amh,lgaioese ﬂMose sucrose, gelatin,
phar maceuti cal coppositions may contain a | ower dose

malt, rige, gy, chale sHica egh seditmesigarats, ghiseael BARosisaratptalss sadipmn
chloridd! &?écf)%%l?l@g niﬁ% 0%1]36%/%95, 19401 Sx%t&t' %ﬁol and. the like. Whether a

suspensi ons cl’ude & conj ugat €,
particulan ehcmﬁenCRFsuﬁhidmfmahbqrpnmﬁbﬁ irgtd ayihatmgetied! kkpnposition or dosage

lycol, and a r mac cal ccept bl.e dil uen., .
form dgpgnds \Ghed ittt %%L@?mé R asthactigfed ot finited to, te
way in %@H&Iﬂtlﬁtcfo%ge%rm [v@ﬁ yé?ahm-m@tei:&f 'EB%Ss‘uq RPsnd @E specific active
parenteral adm ni stration can be emul sions or sterile

ingredients in the dosage form. The composition or single unit dosage form, if desired, can

also contain minor amounts of wetting or emulsifying agents, or pH buffering agents.
[00108] Further provided herein are pharmaceutical compositions and dosage forms that
comprise one or more compounds that reduce the rate by which an active ingredient will
decompose. Such compounds, which are referred to herein as “stabilizers,” include, but are

not limited to, antioxidants such as ascorbic acid, pH buffers, or salt buffers.
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solutions. Use may be made, as solvent or vehicle, of
propyl ene glycol, a polyethylene glycol, vegetable
W®@R009/134306 part i cul ar olive oi |, or injectabl e PCOESI009/002645
esters, for exanple ethyl oleate These conpositions
can al so contajn adj uvants, in particular wetting
[00109] s oTbnpharmgeeusieal erpRasitipns and singls wnit dosage f%msmalz takg the form

of soluﬁglglglf‘sipex%l sI anl?sﬁd ?o%@rs%d?ﬁé’ﬁ egs&ﬂt ohﬁk ?1?%% Q\de dosage

bacteri o
forms waloktdntalﬁ)a pecspliyyacheaty mgther“a'belytlo@ay eﬁ’e&hzeba&n@rne pas pﬁbphvylactlc or
the formof sterile.solid co itions which can

therapeyfig ag¢nf cih cgrtainyranhqdispernss, indwrij lﬁ foran.itogethgvath %)FUIQHF amount
of carrigk §4s ﬂo{}ir@ﬁﬁ@@ﬂeefo %1‘% p&%n’ﬁ strh@3 Qthe WGect, The ormulatlon
conposi t1ons can e aeroso s. For use in the form
should etit thequodt eftadasioisgatiomhn elmrcrnmbddnmcm tharphbenaatid a composmons
. steri esoutlons or, soli osi tions dls ol.ved
or singfRit RaSifoT S 8 OB PO O DTS SARBTaliAn o pihieet
such asOdn @halubRict, PO ﬂaﬁﬂguaﬁ%hbﬁéctasﬁ@akﬁ% q hYl?rﬁh(‘shS;ectFor
use in the form of yaerosolsmtene
(001104 rémhaynawnac@@ompheltlanmr%dw lnerli@mp$ ﬁortrsllafwdw@l be compatible

e URYA and e
with iyplRF G LR BE0h. ExmiPh SEistRe:l miion e, but
are not/ligiteds, pEHO], 7N aihtracaidus Galradeial SibduiRo6s) intBenuscular,
used in the preparation of individual, single unit

subcutangeuy énlradation, intlapaseh densdaral, émﬁ%sﬁr@nsmown%é@g@ral intra-
r

symov TR 5B 0 B La RS PRSP Bt

in accoeduimpé indth rotincoproo@ivee sl phamaéeuacall coenposigioa ddapted for

Exanpl es of optional second, or addi tional, active
mtravenwg% ; SHRCHRIEOU BRI Wab dnthagal o7 tqRigH eeninisiration tg igman
belngs Q{jérﬁﬁmlﬁ‘ren ? gﬂﬁaﬁ:‘ehh@ﬂ cQ&S&ﬂSﬁﬁ@ﬁﬁhl@te’d n 4ccordance with

armaceut i cal’ conposition or a single unit dosage
routmefpnocmduRIS donsmbeutaneals adonpissatiananhuarad beingg! dypically,
rov i ded herein c rise a., . :

compof BEBHF St Ea BT e AT P AP T ie Fouis Aisaps buffer
Where @bcdsBiry, 8€opBiifich Indy AR iAEludDA SolDBRAZTRCAhI £/l d Meal

acceptabl e carriers of excipients. The term"carrier"
anesthqt@fseﬁlsas bgra)cmnm@case@@}w siteeofghe infgctiond’ s adj uvant
[00111 ellr{el}t?]les {)ﬂ ?slggc ({%g 1{10 % Ilﬁuﬁ?rgt :gfﬁxaﬂteguchleq%cf é()esaé\ﬁe %or}ms
sunabl@hﬁrpawheatall ddalinisahitidretoSa ibfecbaandtsedtilé sollds el flgq Srystliédt or

as water and oils, including those of petraleum

amorphews gelids) v@gé%m ECC@FSt!stytﬁfl feprowidsrliqgichdosage forans syidabla for
parente?él adnﬁxiﬁ ek tgl .peral oil, sesane oil and the

n certai od| ments, water is a carrier when
[001 12] heThehecrmmmnn sMpepampwe fof dosaigs fmkm prosided hekein will typically
.avenousl 1¥5§ %al i ne sol ut| ons .and yeous. dextrose
ol

vary degf ige 9B AT Usso Fior PEREPIEah datags foran 118 fscinigiel rpgjeat of

dlseasecri"}{l}r b(ﬁ{tﬁn 158EL érﬁbﬁrﬁ‘tE l)f' {edr ﬂx&e%‘fttl?flbéc%vé A HEABAS it comprises than
| es of “suitab ar maceuti cal carriers are

a dosa@d’srm iubatini the hﬁmtenag;mo tregtment of the same infection. Similarly, a

parenteral dosage form may contain smaller amounts of one or more of the active ingredients

it comprises than an oral dosage form used to treat the same disease or disorder. These and

other ways in which specific dosage forms encompassed herein will vary from one another

will be readily apparent to those skilled in the art. See, e.g., Remington’s Pharmaceutical

Sciences, 20th ed., Mack Publishing, Easton PA (2000).
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Phar maceuti cal Sciences” by EW Mrtin. [00107]
Typi cal pharmaceutical conpositions and dosage forns
W@ o09pM134386 one or nore exci pients. Suitabl e excP@i/Es1089/002645
are well-known to those skilled in the art of
pharmacy, and non limting exanples of suitable
[00113]ex @meeﬂb’s theriogredigntstaficompogjtionoproyided dieraie aresuippligseeither
separateg_\{ 85%’{%1 to§?@%r in &nltrﬂ?%%%t %gpaf g|e§%xgplgl allscaa ﬁa%OpﬁH%djﬂgwder or

water fré@béridet@atedh b BerbdkioallistMed dritgiaEOduch BE Q@ﬁh@ﬁ&lﬂ or sachette
gl ycol, water, ethanol and the |ike. Wether a
mdlcatlp&rhe. quantly afastips @gﬁnt i Wherg thgispmppgition #fc@rl}fcﬁdatlméwred by
i
oo By BRI O AR5 Lo SERR R i
water ot $uting dWhgre thelt:ompbsﬁwmda&hhlhmterédﬂey lmgctllon minamhoulh ef sterlle

dosaefor Wil pbe adpnistered to subj ect and
water fcgrs@@fztwrbor ipg gan g@?’@(‘j{g@atsg tha t@%@g@% ¥ mmlﬁfLPrIOf to
admunﬁﬁﬁmw3|t|on or single unit dosage form if desired,

an al so contain mnor anounts of wetting or
[001 14]e miltei ﬁl}pnngceageaitcsmposltlphls bLEREmaygbeafpemuiated ©ORDSEr a
her .provid d herein ar har,maceut i cal . .

therapeyatinoseiof PBICOIE TR B @i dnrHAD SRR TR i dos;pf cgpticorelin
acetate BOHt&inCP L H%a&é\ﬁfeaf RiMGRitibhRan fnge MOMMNingdto?TD Mgt Iy Bnother

i ngredient w || deconpose. Such conpounds, which are
embodimefie theedpse of KRFe¢antained it apharnaegutical formulatien canurange om 1 pg

i m.ted.t

o 10l b b S AR B AR B LSttt

mg to 2GREPRSEdriadembodinehiRgile dosé bf dRFage bt abomt (R Mmg, absuttOiemg,
form of solutions, suspen5|ons enul si on, powders and
about 1trhg abpRie2.5 i BbewfiBE of BbolS S4RE dosage forms wil |

o115 th ¥R e?ﬁb%%ﬁﬁéﬁgtthg?dtélydﬁﬂpa ?ee P@;;ﬁﬁ:chfé% '4>{n fo 10 mg. For

I'Ve anoun rapeu
exampléLgHéltotall dallyeﬂbts@oﬁCRﬁhﬂd baabdsut 1 mg, ghout 2 ineg) abmltm\ mg, about 6 mg,
ethervmthasmablg carrier f(g as od
about 8 APl ke B1ow § 5ol § 5 Al 1 08y o dbaht ¢ doses can
be deteﬁngll%&3 f)g methtds ALY 1ﬂttllné3£h §xﬂpf:l'1|e hﬁHﬁﬁceﬁh@al m&iﬂﬁfons of the
tration. In one enb nt, the pharmaceuti cal

presentdisthsaid danrts admisistegidealamg or ldasagmatlonrt@ peaventsiimor peogression.
and in suitable formfor admnistration to a subject,
such as an 661 WAREQ’MAIHDOSA@BIF&)RMS subj ect, and

a man .subj ec 00110 eut |
(00116 o AR EFRb O fs o PPt RBPATBR oY § e foutes
mcludlg 'Hl?fu')tq RitdM fohsubcitanB&O RN HRAvERHs inefudathBdlusin é&lbﬁﬁ

es of routes of adm nistration include, ut are
1ntramusomlat iandl irgthatterialp Aesauserthéir admipistration tenieallyhypasses patients’
r ader nal bcut neous

narural s ROt B Al DORRE LT s r s Reiapgserle or

capabld efil) steriliRAPMOE &S AdminidHation toaPatednt. ERarhpleY DOparahteral dosage
and rectal admnistration. In a specific enbodjnent,

forms intlude éwpmmoit bmlﬁed t¢.gottioas eaady foraniestora ke pygdusts ready to be

oA B REHSF T4 B ML Lo TR hspersions
ready fbﬂhje%ﬂaﬁaindmdlﬂpms:al admi ni strati on to human bei ngs

an enbodi nent, a pharmaceuti tion.is
[00117} or MF@@eegpmq{esa@ebqa@gmdgn&tq plrovf:dae parent ra]séosage forms are well
known to those skilled in the art. Examples include, but are not limited to: Water for
Injection USP; aqueous vehicles such as, but not limited to, Sodium Chloride Injection,

Ringer’s Injection, Dextrose Injection, Dextrose and Sodium Chloride Injection, and Lactated
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routi ne procedures for subcutaneous adm nistration to

human bei ngs. Typically, conpositions for intravenous
wW@ewpn34sve ati on are solutions in sterile i sotoPCTUS2009/002645

aqueous buffer. \Were necessary, the conpositi on may

al so include a solubilizing agent and a | oca
Ringer’g Fnjeetinag watesupiscible Yehipdescsugh as.thyt sallémided to, thy{ pleokgly e

potvtkad U5 PR TE DSk At Al ARl AR B6A

limited fd4icbaidiE coaonsead eilf graalit Gitlsestnsd ¢if tettnid oleateq isophypyt tiyristate,
and sterile solids (e.g., crystalline or anorphous
and benzy), hepggate.nat can be reconstituted to provide liquid
do k ehd QiutftySHonE 3k nRAELRIR AV RiRrddent
[00118] %(gﬁ%&&d 11 The colrlrpo it |Oo% shape, ar?1 tygie%ro e
dlsclose(dldsa&gﬁ cﬁm alss bp nmdrpkﬂdteklentenhe pm‘chteta){ dbsagk fgrmvsarKor example,

depe on their e. exanp
eyelodeyGlgad drgvatires cn W isad Reimereare W seQbliial Sebfufisdients
See, e. gI q¥, SePatéxW@t§l3llf 12N HKh RBARrMrafel BeRsh by €eference.

ngredl ents it conprises than a dosage formused in

tslhfn l”g:r lnt S838 ¢ TOPREAR! gﬂNsﬁgmmg NNE‘NIUIQTOSAL DOSAGE

smal | er a f one or nore of the active
[00119] ngheﬁhmteenﬁddxmmrpreaded hereireare transdedmala tppidadranduseadsal

to treat the sanme d se or or Thes nd .ot
dosage {@qyrs- i InaRdPEpR s@BIﬁ ’laB &&&8@%%&%‘?&0’3&%@%5@3&‘%%%6 but
are not } 1'Jed\f@r&f)g1flfaﬁmc%ﬁlt§)ﬂ9tQib%ys"‘ﬁérbsdl’@ iRl |ofioAs RAktERhts! Bels,

ose SkKi edinthe art. See .g., emngton'
solutlorBhannhmersi suspénsBois poramher fbﬁnhkmwr} to\enskofkbl inghe ag, See, e.g.,

East PA (2Q 0011 red f
Remingggnp bt Gn g S61eiee AUPGEn 0ok PRI Pey PR EhER o008, and
IntroduS§RAoA RkaQutithXBskaEe U8HAE 4th &d. UNéd &dRbage, Fialadelphiar(1985).

exanple, as a dry Iyophlllzed pomder or water free

Dosagecfonnesmtaat%for treatingompeesabtissues withinghe erah cayifesandigdirmulated as
mouthvga@{lﬁ/ Oa%ii)g?}?gelsf’/%c 4}51 ; ﬁreang%érﬁlgséli(%@%é ﬁ)‘arm%qfi‘agﬁé YreQdrvoir type” or

matm@cslP% NhtIRs eWhiel caflbeapplied tottheskin had wosmﬁnmemc Ipegiod of time
i Nfusion bottle contain sterile pharnmaceuti cal
to permiy thel @engirasion of aggﬁlrer@eamwg & agthie ip ’&gFSt ionis

d e 5
[00120? r%&lka%ieec{ﬁﬁlg%t? I({:] S%rglg%aar?a@éﬁg{&ow e(gfleé%{l?t'égblg tHACEA be
used tolplﬂ@\ﬁe@l tc@ﬁttafk andyhubesalidsege fointr ertcompalssicd hetermarne o’mll known to

oo L o R et oo Sorpoot coe B SR T By e
pharma%?ﬁtida? 8d:h 6 1@9@5 #sBge fRmCRIT R aﬁagﬁ@@ Ogitreihbbfact MEnMASE pical
corfic e in acetate contained in a pharmaceuti cal
ex01p1eﬁtsnnclhd& lbtunancamt hamgé tfb OAtET] AELtons, 2@1311@1 etlhuleaﬁ giysel, propylene
ga i| q &R ml ‘% t il, and mixtures
elyool, BRAPRHlcBAI-dSPPPPB oY e "R P Y RUE A ORPE e 31

thereofrw forhpscﬁ@t‘i&ﬁ' E‘mﬁl&'ﬁﬁg B el Swhffcﬁ %réjlﬂﬁﬁto&fc afﬁ‘a"_p}ﬁﬁﬁaée@ﬁlzﬂly
from0.1 ng t ng, or 0.3 . In certain
accepta@tm Oorsturizers Qﬂmm@@twan@mo heaaddsé t%l@ﬂxtnaeelgl%composmons

and dosage lflorms 1? d08ted. Examples of such additional ingredients are well known in the

art. See, e.g., Remington’s Pharmaceutical Sciences, 20th ed., Mack Publishing, Easton PA
(2000).
[00121] The pH of a pharmaceutical composition or dosage form may also be adjusted

to improve delivery of one or more active ingredients. Similarly, the polarity of a solvent
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about 1 ng, about 2.5 ng, about 4 ng or about 5 ny.
[00115] In certain enbodinents, the total daily dose
W@R00ORK3e@N be 4 ng to 10 ng. For exanpl e, theP@DUSL009/002645
daily dose of CRF can be about 1 ng, about 2 ng, about
4 ny, about 6 ngy, about 8 ng, about 10 , about 12
carrier, jf§ ioni stigngtiy os t@niaity ¢an begrdjusiesd fo improwg. dehimeryd d=emapquads such
o e I
es stcarifs L1 6THE o BEAMRBWIQP Uinp bifiolR HoslitoliErn,
advantagasushealegd thethydrepleiticiay onkpaphilidityadivhe batiosdadtiveingrediehts so as
. tunor, progression.  6.6.1 PARENTERAL AGE {;Cg?l\ge )
to improysdeligprypandhis spgard. drases ¢arsevecant Iiad yefielsifer tedprmpyation,
| r o . .
os an eGSO ShlR i B A AT bl e Rl o BPfeutiOh cRRancing
agent. Difffexemti saht3, hydratesaomsebiatearof tlenattive ingrediems can be Bedaoderther
. heir adm pi.stratjion typically bypasses patients'
aQu“‘ﬁ%PﬁPSFRBQ gﬁésgh%@%f EB%Qm&aninants, par ent er a
dosage forns are preferably sterile or capable of
bei ng st er METHORSQF MONIIL TUMORS 5 a patient.
[oolzzﬁxaﬂphﬁéer&fm PRbLEM RN, niRSR4Rd LRhomprbiesdistecarsl are
ot limted to, solutions ready for injection, dry _
monitoyedadsesses] usampstandardechiigees kneavnop ong 9f ekitldn thenar In certain

.phar uti cal | cceptable vehicle for .injection.

embod Rl an etapsuisrTH T e e el T Shebfiihé himens resul

in a stabi®@dtiotl ofIHé tdhdrai2eAllEhe Sr b heductian i@mes pebdressphoh dae
parenteral dosage forns are well known to those

embodigient; |theisybject hadeigeing ithexreginaen ismreni@eed t9 detegminenyhether the

. limted. to: r_ f. ' op : vehj

esimer, S0 S LR SRR s

progreskioh€ ¢h ke eMbodiedenss, luih@Cirogiessibie tmestrédbefotd, doring and after
Dextrose and Sodi um Chl oride I njection, and

onset of HeatmeBURItAG&RTY.s | nj ection; water-m scible vehicles

uch i m | . .
0033 55yl b e BBy B GBEs spst or  s
from a fbje@quizastsl, 204 6 I8¢ $0,s12c h4.,ak5, 1618, 261 o 30316020 days écroemths, 9
oil, cottonseed oil, peanyt oil,. sesane o}l , ethyl .
monthsg | & gromths; gg%rrg ]cm)s ﬂ@?’i ?gﬁ ect éﬁ%}nfyé‘?’?ﬂ)’ﬁn%% E%%{ngx In certain
embodi{r)l%%s} ﬁlm&%m%g%& {shRtessOL4RR2ubRet 18R redivddtamhbe?RE doses of

nore of t active ingredients disclosed herein can

a theragyt G pafter lc 2y pd0a2@B0i artmoreidesqsaafarthereny). dooiigs embedinents,

For exanple, cyclodextrin and |;ts derivatjy
wmor SN Prisssbr e bl Toplt Srvaihs doleff g BaR o gars 4
years oPRfdre Sft&-receivig oh@belord\Nherdpick34, 127, which is

I ncorporated herein by reference. 6.6.2 TOPI CAL, .
[00124T RANS DRI ProgRRiSio sadm messapedrto pesepithe Gificpgy of the regimen. In

er.t aj [ V] ' . t
on fGEHELP ELRIIL I BB DO, 1 ORI Ty, o
earlier tiRRipo@lt (e.g) PricbposedivigIhgrgimentas pbayelinertitrene sample, or at an
i.nclude, but . . .
earlier time point while receiving the therapy). In this embodiment, the therapy desirably

o TRl T

results in a decrease in tumor progression in the test sample as compared with the reference
sample. In another embodiment, the reference sample is obtained from a healthy, subject
who has no detectable cancer, or from a patient that is in remission for the same type of
cancer.

[00125] Tumor progression can be monitored/assessed using standard techniques

known to one of skill in the art. A number of known methods can be used to assess the bulk
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are not limted to, ophthal m c solutions, sprays,
aerosols, creans, lotions, ointnents, gels, solutions,
WE@rWhAeNs, suspensions, or other forns known POT/OS09602645
skill in the art. See, e.g., Rem ngton 's
) Phar maceuti cal Sciences, 20th ed., Mack Publishin
size of thgdemer. Plon-bootng exampleheot wbcmthsu@clpﬁ%\rm@gjmeg‘mds (eg,

o TR ol s, RS P Bl
tomogrép'l@s(ﬁﬁﬁl‘ ) BEdnd] prlpikiod direct Mabyrement (@g. athrathidrydil@ssound, X-

. nmout hwashes or as oral gels. Further, transdernal
ray imagygamentersraphys bpugiscans aadraginisotepaianagine)s vigyalimethgdsde. g »

cotne BERERTTALED BP0, 9,10 ol OB O

examinaticlg dreaste arminationo fynapit nodes iergndtiemtabdoin@i(l 20dmination, general

.Sui tabl e excipients (e.g., carri and di luents) and ..
palpatiG POz or & Sroiale SEiAbaN EBdPS D) Wb&?@éﬁ%ﬁ%&%ﬂw antigen
[ I hnal
A e T P e ar ! s
(e.g., indmpesaf hematdlegipalrmaligraacies), bistopathologyi cytowgyiand flow cytometry.
har maceuti cal co Siti,0 r dosage formwll. be
001266001 ERSEg ERb RO e Ik ARG S b e ssments
based ohGd KY€ of Rittordéforitetdrinihddeflorh Gmalib hethGd:e tIARPecific
et hanol, ethylene glycol, propylene glycol, butane- . |
embodim}egtsd thel 3sS4sgmpRts |pyd parfarmsd an accordapge @\péq the, &emqné@ Evaluation
crerf 336 bl REFICH AR ol S GA P LRIt 1 e
Canc. Ipta2 000G, 823 203-2 1 6 deftindiariee, Maipstitic ierdodiments, lesions in the
. hunectants can al so be added to pharpaceutica
subject thaharsieprasariativroidudla Gunersizeare felgelsd s dhat Ehexfpt @degsf 20 mm
. ' i - . | g .
i AL LA T et PR BBl
techniq@ek are Meek (eRubddnshntignal Edsscam MRI 62008)). and0esi@is] thatteee pHeast 10

. of 'a pharnaceutical gonposition or dosage.formmy . .
mm in i JoBRSShURTIcG <l ApVBUE Bors i BT SHET o FPRine is used.
active ingredients. Simlarly, the polarity of a
g0l VeI AMPEE., its ionic strength, or tonicity can be
adj usted to _rtnprove delivery. Conpounds such as
[00127}t eBresClinicad Studies; be added to pharmaceuti cal
0 it f ( e
(00128F P PR KRR, RincHSRA0E LT (M NATE B HAl o dffinistered
high dod€ bf CRF, Ngr 1o 1gyks s 8 otwise dailyi, syuvdred onigr ithear yntreatedtdongol mice
. regard, stearates can serve as a |lipid vehicle for th
o micq BRFRSFEY? BRAMESt HifharRheSIofer Ry s BBAN 6F that pre-admiptstered.
a delivery-enhanci ng or penetration-enhancing
(hxmnﬂﬂgﬁﬁé Different salts, hydrates or solvates of the
[00129hct Therdsnlyy welicarbtanehwithSGIDadice beénimg brain tugjars prodieed by

e R R bS5 B3, TP, Rl LB e
o st 83,08 S0 B A s sy woprgasyod
[001304r t Alllbraipgnmai-hearing mice that were administered a high dose of CRF survived
the entire 80-day study period and appeared healthy throughout. Similarly, mice that
received a low dose of CRF survived longer than mice that were left untreated or that were
administered dexamethasone or chemotherapeutic agents (BiICNU or TMZ). At the end of
the 80-day study period, 60% of the mice that were treated with a low dose of CRF were still

alive, while all mice that had received dexamethasone treatment had died (Fig. 1). All mice,
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enbodi nents of the therapeutically effective regi nens
of the disclosure, the reginens result in a

wG@@bid43g@t i on of the tunmor size/volune or a rednU$10091002645
in tunor progression. |In one enbodinent, the subject

undergoing the reginen is nonitored to determ ne
that hadgns reesivedtaay teegimen, sngsmegdnice.chat werg admigsteied shemathsrapeutic

agents, hgc?t Wtha%ﬁfel%/be%rg%e Qrf{)d %ﬁﬂ%{)'d‘&? shﬁ &)lé éFlgS%) Forieécample,

rogr essi on

only 40%’@ﬂ the fIMZbﬁﬁw’d&mcé weird grilhaldveadttties enlh@ﬁ%the 80 day eaidygetiod.
00123]. I n certain enbodi nents, tunor

[00131]pr d\jr@sgiabwetesada@wgeé@ba lqw dose (R > had ameansraval e
betweeli‘g]’?&gjbl?a? &e?%ﬁ%xﬁ%é{terég g‘a h4dosg ’r(r)tg %%I%Fl gn% Tfice f]-nﬁt hzi'dsrecé@ed no

treatmemﬁmr't\haf: aénﬂ:ﬁstﬁmaltdaamkﬂxasonehe subj ect begl ns recel Vi ng
ien. In certajin enbodi t

100132} ¢ “Gedaibimar irrise g We AU st /g AR 4ol RF oid ot

progresgi 9§§§g e - &z?es't &Y pdrodJand ﬁfrﬁ&%lz%aapgeaéd tolmadPreladfieBf

doses of a therapy) I n other enbodi nents, tunor
constanpb@sgd@gsiummqsgems imaging resuits (Fig. e dlimilarly sthebrain fumors in mice,

v el RSt S e BBy BB R oy P

4). In PhREtESAINCHNoRSoLRidERAKUECSVd0a BigH dBSe 6mxelfnteﬂﬁm of
the reginen. In one enbodi nent, the reference sanple

continupusly peegrpsised pyasrima&igud} ect under goi ng t herapy, at an
[00133]rearéra?n tu‘iﬁorr[? l‘gl%lic%t th(a? W%rei; acﬂﬁllngEerécPB[(Fﬁﬁ' Yis8 goﬁtﬂﬁled to grow, and
as a basefine reference

the tumea dld @bt AppTer PakesiondiwdlBtor tesaemyntrvgith BECNUG(FIg)ﬁ) Btann tumors in

this enbodi nent, the therapy desirably results i.n
all micejbitrongstat wemﬁimmﬁws@r T Sesppndedie tﬁ%g?atglﬁﬂﬁoﬁﬁég 4. However,
r
e unGREELA b O8] AR BB L A Shu
observdtioas biyn tendi}teating/ndcd treatad _wi!mtleg;h ddes of EREe wherﬂtumoo mze

iSRS bty Ui, P LRGBS St i
tumor Mﬂ ?thrglétf?yﬁ ?ﬁ&%ﬂ eHiidsitch. StRIUREHAed REdRHadUESn &I IMEANt Arvival

one o n the art. A nunmber of known net hods can
time thireBiSNU- &@t@sms(ﬁg?é)bul ksi ze of the tunor.

[00134ﬁlgn e LQ‘E)'I pngce t Eﬁ %cgrgpiﬁi%rﬁg rr%ﬁ%f}lo[? o@@&ﬂggﬁl({ FR%HBY tumor

progre%ﬁﬁ%@&i:&l pRG6h BaidsMR and reQired Gvaleil thedughotitah® QOQBMW period.
(PET) scans, palpitation, direct neasurenent (e.gqg.

[00135}i t ElinicalStudies ul t rasound, Xray i maging, rmmmgraphy
[00136? ngh% %?(‘%I‘?IB Qi%n{o%g{rﬁ $ Qa{n%ﬁ gétféﬂ%' t&g}eél \Wﬂ?@ﬁF ﬁ??@ﬁ%mhs or

oscaopy, BY 6ne endosc

longer @)ﬂﬁﬁﬂt afimAxdmipictentent haltigg tummqsrbgieeswlxam maiumnal
st exam natj on, I ynmph nodes exan n

[00137]axaﬁatr%&fﬁ N rRROT R, S edonit drdpel e dBse, twice
daily) &'r Lﬁ?@g& s'uﬁmﬁgﬁéoggl (Paéits [&Rivin Cg@@'%@%ﬁﬂ%h@d tumor

cancer antigen t est
size or akl'nbaecf edoptiat i tnm@AEi@ ,)as coorparedeto non\tr@lrpatlysteéFlg 8).

Specifically, of the 20 patients receiving CRF depicited in Figure 8, 6 patients exhibited a

reduction in tumor size while 5 patients exhibited a maintenance in tumor size. Notably, 3 of
the 20 patients depicited exhibit a reduction in tumor size by over 50% after 9 months of
treatment with CRF. Also, of the 10 patients receiving CRF depicted in Figure 9, 8 exhibited

a reduction in tumor size at the last time point measured. Significantly, two of the patients
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(e.g., in cases of hematol ogi cal malignancies),
hi st opat hol ogy, cytology and flow cytonetry. [00126]

w0 poososis9enbodi ments, the bul k tunor size can PET/US2009/002645
nmeasured by assessnents based on the size of tunDr

.. lesions determned frominmagi ng nethods. |n specif
exhibiteshirsdhetion in, tumpesize ebaronph 98%a rAedditseriadly nelithe 30 patlents who had

oG A1 DERTRRIP RS UL PR A S
[00138] n Mbﬁfo&éﬁ Patiets Reiving CRBlexhiGitprolohgeat surdvald Ty;ﬁ@(ll&) patients
205-216). For instance, in specific enbodj g
enrolleq isthesesstydies #e nghgﬁnéalfyw@t:ctsql & shopy SEEALDPRI 36 Bopths. As
r
o T8 B SRRy U s v
beyondttheptopardd) 3-Gimsonties) mwi thndoinmenaven isopviving ta &hyeiatpeadts rm treatment.

o090 i SERASEE PO PSP A Pl o
the 3 mBHaSORE Bhticdks Q@&@ldgr@Rﬁ 'El@}kipﬁe(pﬁl Isi%u%cltOeQ shBREd 8 Rédudtiortin tumor

scanning Is used LE [00127] Pre-di nical

size at tBe lagt smep@mm?sm’m gnénblrimxaltmd@nmvaétbesonm@@ projegted 3-6
htum)r bearing mce, that are adm nistered a high dose

monthSye  cRE j.e. 100 mg/kg s.c. twice daily, survive

| onger than untreated control mce or mce that

secel BVOUICALPNTS Wi t h a chenot her apeutic agent or

are adm ni st ered, dexanet hasone. [00129] The,

(00140} esul tlde pEFSENIGHEClOTERISAOL FP Rmitad dLsaprg by i thesific
embodﬁr’féﬂl P%o g@?%}?g P%I llhﬁ,lgﬁ@d bsoﬁ?%l’gtllﬁhﬁﬁlgﬁ%sﬁhl# qulﬂglgl%ugll 'Tispects of the
dlsclosmmnmd/\hsctumaﬁy eduivylest mbihpds amheatupinegtsBy withir thewrere of the

disclosgh T oy B AR SR D, AR Srose shown and
descnb@&' AErRirS W8N 8eciindliHardR s ke SRffed 1 the YRGrdr eheSfdtdgothg
80-day study period and appeared heal t hy throughout..

descripgbmandiadopmpanyiog drewingeusng e more Swndewinegxpermentation. Such
Vi Vv er than m.cge t
modi it e iiiis &3P AEoAE bt fe sGode ST ERGHed laims.
[0014113hen0t4113151§|ﬂﬁ:'df1b1€s paenis aind BaehlLhpplicdtdhs. mektionbe irethés of
he 80-day study period, 60% of the mce that were
specifiqationmexharpinrineorperfed dyaefrencrntpdhesnecification fo/be sqpme eutent as

if each { ?dlﬁ%@%u%n%tlo%Aﬁ?téﬁcoq é)\éfe%t ?ﬁﬁﬁgﬁ%ﬁ‘o?ﬁg gﬁeé:?f\f/ eg& gﬁg indiédually

1nd1catéd @&icriﬁéﬁrpox&mdl hepsih byireferencbat were adm ni stered
henot her apeut j c agents be eu n| zed bef
[001421 he erﬁataapnpﬁélsg@ﬁsw satrﬁg‘verk?é eEﬁﬂnE CO?%F“"' aS an
I 0 t ed n1ce mere stil
admlssﬁ?ﬁ"’lg@sgtch% gyoé%%{%?& %‘g%ggwggygl?t@udy period. [00131]
Mce, that were adnministered a | ow dose of CRF, had a
nmean survival tine between mce, that were
adm ni stered a high dose of CRF, and mce that had
received no treatnent or were adm ni stered
dexanet hasone.
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[00132] The brain tunors in mce, that were
adm ni stered a high dose of CRF, did not progress
walevngasvhe 80-day study period, and tunor si zBCT/US2009/002645
appeared to remain relatively constant based on
| um nescence imaging results (Fig. 3). Simlarly, the
CLAIMSain tunors in mice, that were administered a | ow
dolse o&.(;RF, did not progress or progressed nore

52331!%¥%RH¥%—FFig. 4). In contrast, brain tumors of mice

that received a high dose of dexanethasone

ont | nyqusl rogressed over, time (Fig. 5)..[00133]. .

1. EReoy SRl RO PIRGICSHigR i B AP <oRAsishig Rpistering for
al so continued to grow, and the tunors did not appear
more thapritkysed ¢ompsitiangonniising €RF pt oiqtal(daily dogg greater than 2
Brain tunors in all mce but one, that were
agica hivane dotEhially ksponthedumor.t he treatment (Fig. 7).
However, the tunors appeared to go through periods of
expansi on, which was in contrast to observations brain

2. AuBthob €8y progenting @uinbepiogetswioh in hihghad cs@sprisingCiministering for
where tunor size renmained relatively constant (Fig.

V%)oir%yﬁﬁ 3r@a§9,od1&ﬁn§&imoﬂ}?sﬁl?go@@! WRElelYCRP§ 8diBinedered at a

tunor "growt h" det ected by phot on em ssi on.

SRS T PPy R0, FEERABALH ) R 80 umor

that were adm nistered a high dose of CRF, did not

how t unpr_ pr.ogressi on based on photon em.ssjon .and .

3. Btk ahaliihl, OF R BliRBLES CHBPERUSE (iR iery) ttrmictendy.
[00135] dinical Studies [00136] This exanple
denonstrates cancer patients treated with CRF for 3-6

4. thbameshest of deiget oenvhereindha fampesitippSadatRtersfaior mage than 5
tunor progression and in survival. [00137] Patients
dayd mal i gnant brain tunor were treated with 2 ng/ day
( 1 ng dose, twice daily) of either human CRF
subcut aneously. Patients receiving CRF either

5. Thi Mahekef dlainp4, whereinahe earhpbyiti@disradchinistieosd intermittemtly.
size, as conpared to control patients (Fig. 8).
Specifically, of the 20 patients receiving CRF

6. dORInsdth6flof dlaimh UBF 8, WheRirht icBmpssitumistidntitlistered for more than 7
reduction in tunor size while 5 patients exhibited a
ggbgh ance in tunor size. Notably, 3 of- the 20
patients depicited exhibit a reduction in tunor size
by over 50% after 9 nonths of treatnment with CRF

SQ f. .t 10 patlients. r deni | E
7. Ang et SpSalR s Db Re EERBhLA s i SRk Sltrirfiongy
| ast tinme point neasured. Significantly, tw of the
pat i ent sexhi bj t ed reduction ipnt si ze of around
8. Gasumsthon of AR 97 Jom b S50 pathogh{PehorRsRiRERes Soai i tumor
treatnent for at |east 6 nonths, 10 experienced a
deegressien inthe hwan.sj ze. [ 00138] Moreover, patients
recei ving CRF exhi bit prolonged survival. Typically,

patients enrolled in these studies are not generally
9. &tpeeutthod bHiclginolvos 3r whergin theyemer B-adrapivmer. As

10. The method of claim 9, wherein the brain tumor is a glioblastoma, glioma,
ependymoma, astrocytoma, medulloblastoma, neuroglioma, oligodendroglioma or

meningioma.
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shown in Figures 8 and 9, the overwhelmng majority of
patients receiving CRF live well beyond the projected

w@2@9me3vdhs, with some even surviving to 1-2 yREF/ES2009/002645

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

after CRF treatnent. [00139] In particular, nmetastatic

gatients responded very favorably to CRF treatment. O .
hemgthedtod slaami % whetdie thesbraictemet ip ©RPndpsy bedip &Emerpr a brain
Figure 10, 2 showed a reduction in tunor size at the

magktatismepoi nt nmeasured, and all 3 exhibited survival
beyond the projected 3-6 nonths. 8. EQUI VALENTS

[ 00140] The present disclosure is not to be limted in

TRORRtHNM dfRBiisPes: 1, ivhesihad soApSItES@EIREs GRIFcdbniugated to a
intended as single illustrations of individual aspects

géc&ggthggggﬁﬂﬁp, and functionally equival ent nethods
and conponents are within the scope of the disclosure.
I ndeed, various nodifications of the disclosure, in

SRR R RIS R RSO RSHRELe Ppctigc o

%g&egoing description and acconpanyi ng draw ngs usi ng
nore than routine experinentation. Such
nodi fications and equi valents are intended to fal
wi thin the scope of the appended clains. [00141] All
'bhe method; o wdaimph vderein shatopl davy dassfi(dSk jsgadhe range of 2.5 mg
mentioned in this specification are herein
ton2omgor at ed by reference into the specification to
the same extent as if each individual publication,
patent or patent application was specifically and
The imékithidad fl Yaiinnd, edieesin tiee toeal idaity dgereftGRF saneherange of 4 mg
reference. [00142] Citation or discussion of a
Iei®rgnce herein shall not be construed as an
adm ssion that such is prior art to the present
di scl osure. CLAIMS What is clained is: 1. A nethod for

a Qe
ThE R ol THE SFEABRETL, O fr) ) WL e LB TR
C r.isi CRFE at total daily dose greater than 2
W%gBP%GEH%HWﬁﬁmEQPQXtiaIIy having the tunmor. 2. A
nmet hod for preventing tunmor progression in a human,
%gﬁ%ﬁ&qﬂ%ﬁ?%%, ﬁé}%g ! ogwrgégt&nhg %?qigtg%%’at ?east twice daily.
adm ni stered at a dose effective to inhibit tunor
progression, to a human potentially having the tunor.
The mashodeafiasy ave of claims 1, Brl4or g é‘%éiehn QR% ig aepyusteredn
is admnistered intermttently. 4. The nmethod of claim
$utmutadeowdhg and in 4 deilycdosp dis theiramgd of 2Aqugiky totl®0e/Kgper day.
nore than 5 days.

The method of any one of claims 1, 2, 14 or 15, wherein the composition is

administered intravenously.

The method of claim 19, wherein the composition is administered at a rate equivalent

to 4 pg/kg/h to 40 pg/kg/h of CRF.

A treatment regimen for prevention of tumor progression in a human, comprising:
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5. The method of claim4, wherein the conposition is
admnistered intermttently. 6. The nethod of claiml

wW@er002/1348h€r ei n t he conposition i s adm ni st er edP¢DUS2009/@02645

22.

23.

24,

25.

26.

27.

28.

29.

30.

than 7 to 14 days. 7. The nethod of claim®6, wherein

the conposition is admnistered intermttently. 8. The
metdh oddwinigeringdor more thantheeealayis, sadompesitionsomprisingrCRF, to a
conprises nonitoring tunor progression in the human.

9. Thhaumeh bowntillychaiing theaumdr; asierein the tunor is a
brain tunor. 10. The nethod of claim9, wherein the

brain tunor is a glioblastoma, gliom, ependynona,

asty. 0e¥hBBEng WRAGH frofessid® fPthe Raafgl i oma,

ol i godendr og%i oma or meni ngi oma. 11. The net hod of

claim9, wherein the brain tunor is a secondary brain

Eyggga%nﬁre%ﬁﬁé of @Li&S b S\ Bereihdhe INBpORAGIOR a@ifikRtdd 1

erei'n the composition conprises CRF conjugated

to a.bigconpati bl e polymer. 13. The nmethod of claim
Hg?““ﬁ%ﬁfrn t he conposition conprises a PEG conj ugate
of CRF. 14. The nethod of claim1, wherein the total

ily dose of CRF.is.ip,the range of 2.5 t.0 .20 .
1B WsreREmrnetopt Ohign A iferkafEp et R A RigR e for more
dose of CRF is in the range of 4 ng to 10 ng. 16. The
thanRodpysf any one of clains 1, 2, 14 or 15, wherein
the conposition is adm ni stered subcutaneously. 17.
The nethod of claim 16, wherein the conposition is
Aterineatsient sxgimen bfelaim 2 wherdiai thy compositivreisradntipigtersd
any one of clainms 1, 2, 14 or 15, wherein CRF is
afdeintitteitBr. ed subcutaneously and in a daily dose in the
range of 2 ng/kg to 100 ng/ kg per day. 19. The nethod
of any one of clains 1, 2, 14 or 15, wherein the

TR RREnidn® FegiBeR Bt 1Ring DEN WHerbTH tha ¥6MPsKitidn is2dmidi&red for more
net hod of claim 19, wherein the conposition is

ﬁggi i St.e at a rate equivalent to 4 ng/kg/h to 40
ng k’g{f)ﬁl‘lo#a?' F. 21. A treatnent reginmen for prevention

of tunor progression in a human, conprising:a .

| ni i ng f h h days.... p
L 0 R RS oK RO

tunor; and
intermittently.

The treatment regimen of claim 21, wherein the tumor is a brain tumor.

The treatment regimen of claim 27, wherein the brain tumor is a glioblastoma, glioma,
ependymoma, astrocytoma, medulloblastoma, neuroglioma, oligodendroglioma or

meningioma.

The treatment regimen of claim 27, wherein the brain tumor is a secondary brain

tumor or a brain metastasis.

The treatment regimen of claim 21, wherein the composition comprises CRF

conjugated to a biocompatible polymer.
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b. nonitoring tunor progression in the human. 22. The
treatnment regi nen of claim 21, wherein the conposition

WO g00adsi3né stered intermttently. 23. The treat PENUS2009/002645

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

regi men of claim21, wherein the conposition is
adm ni stered_ for nore than 5 days. 24. The treatnent
The fragtmest regnacmofz@,amm%r\éhqxemﬁge eQRPRQN ¢pmprises a PEG-
adm nistered intermttently. 25. The treatnent regi nen
obnjugae of CRF. wherein the conposition is adm nistered
for nore than 7 to 14 days. 26. The treatnent regi nen
of claim25, wherein the conposition is adm ni stered
ThE eeainienerdginien fclailb 2] twikatinahé totslgiaite dosd ofdCRF i3 @lthe range
wherein the tunmor is a brain tumor. 28. The treatnent
Fglsrf?é;t(%()ﬁJ aim 27, wherein the brain tunor is a

I oblast oma,” gli oma, ependynoma, astrocytons,
nedulloblastona neurogliona, oligodendroglionma or

kr@gtln% reggl%en gp?afrﬁ §§t\0§é}gm tﬁgtogarhaﬁ d‘(‘)Lé%fr@@ ’1s 1n the range
erern unor s secondary brarn

a rain &etasta& s. 30. The treatnent regi msn of cI a| m

084 Mg X\ MEt he conposition conprises CRF conj ugat ed

to a bioconpatible polyner.31. The treatnent regi men
of claim 30, wherein the c nposi ti conprlses a
Phetisameghicsinen eRey e ofghims 2d ap n the GPRPASIGPN is
claim21, wherein the total daily dose of CRF is in
ammhﬁaﬂ@dsoWQHangﬂyo 20 ng. 33. The treatnent reginen
of claim 32, wherein the total daily dose of CRFis in
the range of 4 ng to 10 ny. 34. The treatnent reginen
The aR¥tnne re@fimen af cmin2 34, whereini the tbrapasitipoisi adimonisiesed at least
adm ni st ered subcut aneously. 35. The treatnent regi nen
gbwghgﬂ?134, wherein the conposition is admnistered

| east twice daily. 36. The treatnent regi nen of any
one of clains 21, wherein the anmount of CRF that is

3@%5&5@ E%i%g{? of g@n&%ﬂ Naih 21NwhBRid ARGt SF ORFKBAt is

administered subcutaneously is in the range of 2 pg/kg to 100 pg/kg per day.

The treatment regimen of claim 21, wherein the composition is administered

intravenously.

The treatment regimen of claim 37, wherein the composition is administered

intravenously at a rate equivalent to 4 pg/kg/h to 40 pg/kg/h of CRF.

The method of any of claims 1 to 20, further comprising administering a second

therapeutic agent.
The method of claim 39, wherein the second therapeutic agent is temozolomide.

The method of claim 40, wherein the temozolomide is administéred in the amount of

about 10 to 500 mg per day.
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37. The treatnment reginmen of claim 21, wherein the
conposition is admnistered intravenously. 38. The

W e@ausssnd regi men of claim 37, wherein the coP@DEB100D0N2645
is adm ni stered intravenously at a rate equivalent to
4 nmg/ kg/h to 40 ng/ kg/ h of CRF. 39. The nethod of any

42. ghe aheshorsoficlainp4), whareinghe teorazolosiide iscadministared inan amount of
second therapeutic agent. 40. The nethod of claim 39,
wbeuteisrmg e/ dug ¢ st 1l 5@ nepediday, a@entabost hgmiadayor de.
41. The nethod of cl aim40, wherein the tenozol om de
is adm nistered in the anount of about 10 to 500 ny

43. 18k tiéadmdr reglien GERRVET Slhingd 24 16 38) furthee cempriting administering a
tenozolom de is adm nistered in an anount of about 75

/ ’ 50 ny/ nR/ day, or 200 about
%o@/tg%ﬁ{.eu}ggﬁ%% treatnment regi nen of any of clains
2 1 to 38, further conprising adm nistering a second

erapeut i c_agent 4. The . tr regl nen..of i, m
44. :?’e twﬁ it fegifhen gg 8‘%}{8 4§h\évp rﬁenuth:érggé)gnélﬁgérggeuu% ag(e‘}ltai%
termz?l om de. 45. The treatnent regi nen of clai m 44,
WFBPZHMde t enpzol onide is adninistered in the anount
of about 10 to 500 ng per day. 46. The treat nent
regi men of claim44, wherein the tenozolomde is, . )
45. Jhaitreatnent segimen of clgim drs Whereabiha temezoleynide/igadminigergd in the
: 150 ng/ n2/ day, or 200 about ng/n2/day. 47. A nmethod of
tanmant oftptountd asi@t mg per dayn t unor in a human,
conprising adm nistering a conposition conprising CRP
at a daily dose wherein the adm nistration of said
46. oRRRAEtrhém RedifRt lof 8laim 4, ddefertithe téotplamietisl adirtstaied in an
in said human. 48. A nethod of treating a netastatic
BhuRt S4Bt 74 R%/Bw’abﬁﬁ’md R RAF/BYTHIM 6T Sdub theAm?/day.
conposition conprising CRP at a daily dose wherein the
admmi ni stration of said conposition results in a

47, R R Ll RSkl REi R Iy i, ARSI b tcring o
admnistered i.ntermgttentl.y. 50. The t hod o | ai ;.
Fomgpsiign coRerang (HesChigilIose svpern T Ao Rlp et pfaid
nore than 5 days. 51. The nethod of claim50, wherein
{CREPOSILED S¢ULtH I ¢ decierficnn Srain MO Mz iRispIddMMan. 52, The
nmet hod of claim47 or 48, wherein the conposition is
adm ni stered for nore than 7 to 14 days. 53. The _

48.rfe ettt dadf trslatingra SiRstastdter wain tuimer gombesan,icomprising administering a
adm nistered intermttently.
composition comprising CRF at a daily dose wherein the admministration of said

composition results in a maintenance in brain tumor size in said human.
49. The method of claim 47 or 48, wherein the composition is administered intermittently.

50. The method of claim 47 or 48, wherein the composition is administered for more than

5 days.

51. The method of claim 50, wherein the composition is administered intermittently.
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54. The nethod of claim47 or 48, wherein said nethod
further conprises nonitoring progression of the
wOoreaass4vé ¢ brain cancer. 55. The nethod of cleCHUL009002645
48, wherein the metastatic brain cancer results from
bl adder cancer, breast cancer, cervical cancer, colon
52. Jha erathqd eflaini 4o, ovheseinitheeanepasjtionds egminjetared for more than
cancer, head and neck cancer, liver cancer, |ung
Gaadémayboth smal | cell and non-smal | ceII), mel anoma
nyel oma, neurobl astoma, ovarian cancer, pancreatic
cancer, prostate cancer, renal cancer, sarcona
53. (The Ghatbd\er AShess ANIeR6TR Xhe Sdehposticie adfiiniskted if@rmittently.
squanous cel | carC|nona) stomach cancer, testicular
cancer, thyroid cancer, uterine cancer, nesothellona,

54. 91 |n?é?ﬂéd)&£8<fl§ih{‘% 43,%&%’19%%’6%%@ hlrﬂfé? 86aPf%es monitoring
nasopharyngeal cancer, neuroendocrine cancer, ovarian

gna?%%gﬁsion O%eri\é m%%g&?lc ’bra%gl !Cﬁ/c%; y gland cancer, snall

ahcer e cell carcinoma. 56. The
nmet hod of cIa|n147 or 48 wherein the conposition

npri F c dto bi oco ti.bl e pol r
55. SR oSt o Bf VLT G HEn HBF B AE AL R STSSEI S Bpfrom
conprises a PEG conjugate of CRF. 58. The nethod of
Slagidps epnceryhrsast caneds eCaryical caggsn golgp sancst (inpdpding cojprectal
the range of 2.5 ng to 20 ng. 59. The method of claim
S8ncenh esaphagdah eartcot, dilcadiand yedtowacef liGREaneer lung hancer (both
range of 4 ng to 10 ny. 60. The nethod of any one of

¢hail el 4¥d nédB-smafl celdy, nidanomtg hjietorhd) et RibRBtInid, ORariah cancer,
adm ni st ered subcut aneously. 61. The method of claim

?gncr%} ;n@ert Eﬁ)sﬁ RROSLL FORI LashcBd Thidbdh #neling @s?ect;sarcoma)

W ce he mef hod of afy one of claifs

9. wherein
§€‘5‘§GP%FH381?§ (&/ngdsr%laﬁnﬁu%l% errcmg %@ko%%cﬁeCaner testl?ulebr cancer,
ng/ kg to 100 per da ng nmet hod of any on
SR NangeTay T Cansr, mesoMsliogHes A BT L A PG sercoma,
is adm ni stered intravenously. 64. The nmethod of claim
éiposarpemaj nasohkarpagrabeincen meendiaringe sargesddvArian canpep renal
equi valent to 4 ng/kg/h to 40 ng/ kg/ h of CRF.
cancer, salivary gland cancer, small cell lung cancer, or spindle cell carcinoma.

56. The method of claim 47 or 48, wherein the composition comprises CRF conjugated to

a biocompatible polymer.

57. The method of claim 56, wherein the composition comprises a PEG-conjugate of

CRF.

58. The method of claim 47, wherein the total daily dose of CRF is in the range of 2.5 mg

to 20 mg.

59. The method of claim 58, wherein the total daily dose of CRF is in the range of 4 mg

to 10 mg.
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60. The method of any one of claims 47, 48, 58, or 59, wheréin the composition is

administered subcutaneously.
61. The method of claim 60, wherein the composition is administerd at least twice daily.

62. The method of any one of claims 47, 48, 58, or 59, wherein CRF is administered

subcutaneously and in a daily dose in the range of 2 pg/kg to 100 pg/kg per day.

63. The method of any one of claims 47, 48, 58, or 59, wherein the composition is

administered intravenously.

64. The method of claim 63, wherein the composition is administered at a rate equivalent

to 4 ng/kg/h to 40 pg/kg/h of CRF.
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