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ANTI NEOPLASTI C COVBI NATI ONS This invention relates to

the use of conbinati ons of rapanycind42-ester with

3- hydroxy- 2-(hydroxynethyl)-2-methyl prop ionic acid
(CCl-779) or 42-0-(2-hydroxy)ethyl rapamycin and 5
interferon-a, as antineoplastic conbination

chenot herapy. BACKGROUND OF THE | NVENTI ON Rapanyci n

(o, 2 mcrocye | EntREBREASLIRIMILErBhgduced by

Strept omyces hygroscopl cus I'ch was found to have
antifungal activity, particularly against Candi da
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ASEPB Gt 2 as“i"eoehsg"c(%%i'm"Gh%mw%t 3,929, 992; and
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*c00002 WD 2004/ 093854 PCTI US2004/ 011458 effects on
tunor growth in both in vitro and in vivo nodels. The
preparati on and use of hydroxyesters of rapanycin,

i Wﬂj@d‘/(@@sm -779, are disclosed in U S. Pat PEE/E52004/011458
5,362,718 and 6,277,983. CCI-779 may delay the tinme to
progression of tunmors or time to tunor 5 recurrence

which is nore typical of cytostatic rather than

cytotoxic agents. CCl-779 is considered to have a -
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e atP_FRPﬁF'e&f'tS ﬁaaqt eeehpnigm of antdn 9t least in réralidamnérais unknown.
chr omdications include the treatment of patients with hairy cell leukemia, chronic

myelogenous leukemia, follicular lymphoma, cutaneous T cell lymphoma, AIDS-
- related Kaposi's sarcoma, malignant melanoma, renal cancer, colorectal cancer,
other cancers (eg, cervical cancer, ovarian cancer), liver cirrhosis/liver cancer, and
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nyel ogenous | eukem a, follicular |ynphoma, cutaneous T
cell lynphoma, AIDS- rel ated Kaposi's sarcona
mal i gnant nel anoma, renal cancer, col orectal cancer,

ot her cancers (eg, cervical cancer, ovarian cancer),
l'iver cirrhosis/liver cancer, and -2 the treatnent of
viral infections, including chronic hepatitis B,

A ByEP e e SRPE AR & o e GV des
t99dyioeia geuneedta-779 and interferon-alfa in pr eparing a
medi canent for treating a neoplasmin a manmal in need
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mediganeent foc igating a neapiasiniea c@moey i In nhechifiergefdinmedikularaswcha,
riiHEBon B QBefS rmthb tréa:mm@e.lehal@ame Goft HSOSEALS, 15784E sesn,cer

eaUrr]C ng&ﬁ' h&tth%ng%é |UJ’I E@rblgémanc r?er%hce%%e%ggnd necE cancer,
0|“ &4l

ncer,
@QH‘@e’FO” Sg&éiﬂwnp ée'b‘@ﬁeeérprostqt%ea{@ﬁﬁ &aHC@evwa@eqrdv/mr&@ﬁ@emelanoma
Kagiasil luag saticen Briarh caneer, efunt@ncer,&86bhagean Cakiderpgdsiralcincer,
l%@l{é co|g|}él:t§l daﬂ &r erpQQ S @ér@&mp rl&é\‘ |c §r Hﬁ‘oeur?r\own prlg]a{y cancer.

' o B35 L ARCHPUSAFURE oF 50 BAHA et 32 iegon s

imprapating aymedieauhenhior ieesting d haplapm épamamimahin oéed thereof. The

- &apé?at(oz ohyzibqw}oem hyrrapaamewmdés&.b@ew sbeglert B,6b5, 772, which is

peé?t@/rl%cﬁ Cdgra?eﬁ,]bé/ r%fthBci: EF? %Oﬁnbbr}au%?df %?.)%JIEP o 45%0(28}1ygroxyg¥thyl
wpampyqrparyriertegn) @mAyalso heatsadios Piep2aing ainmdisamentder trgatingyan
&dtBGerD@cdpi® Qoélt@é chicRpRA inNOmamiveIth Gedd@ritiedt Slichtak @A kstRGen receptor

|t|v§§%5$%?&/aF %r positive carcinoma in a manmal
here such as an estrogen_receptor positive

br east” B U5\A8PFhRf R Rvetion pifhet e ChLE %08 Bieditertiron ¢iogboth may be
pmwm in subthgErapeeticalyhatfe @k amd@ntor Sititeely ieititee the dR-@A(2ehydrory)ethyl
Srhydw #€intedoPk QNB&"? ﬁjnaS/ Be §MQH&)€‘|H @Mﬁréd’éﬁdléaVy effective amounts.

f ective anpun
2. 0. toureg i SoBee i gy s R mentapsase sreige a
wmemEet ievingrayepriaste dveage dy pravidubsairbmapealtancéfedtiye amount of a
&dnhtiby & GO N b intbGer$8ifh \Mt'ﬂ t?&cﬁ@b@é‘ﬂﬁﬁmb‘fﬁrﬁg@rm &f the neoplasm
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eradi cation o I on O
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m%ﬁbron Al nth( r&c udi ng sinultaneous, separate or

dent al Mhi stration of the conmponents of the
conbl R Rrendre yation REGRS’ 78ils deseribgd ind&$ | Ratenti®B6i, KiBewhigiys hereby
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i I$<gerpp~f\ (interferon alfa-2a) and intron A (mterferon alfa-2b).



or admi nistering a prodrug, derivative, or anal og
which will forman effective anmount of-
interferon-alfa in the body. The preparation of

Cilo 26dshedsss described in U S Patent 5,362, 718 r/¥dodafd11458
is hereby incorporated by reference. A regiospecific

synthesis of CCl-779 is described in US Patent 35
6,277,983, which is hereby incorporated by reference.
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exa strate the a
conbErEsghtalmepfighadeiSa fiion ot ShecBmioaigasisy viens cancer
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eful in treati B?&‘}PP tissue cancer reast cance
éur SERY PSP Bposrreasirgsancet dulereia) coloserta Fancef
ut er iKaposiaisarenma, livee aahcam dnderdkkowraprinesry caylceroma,
non- snal | ad Ypea Gh I::hé?l?d&%%py 9&9? @bﬁeﬁ@gﬁg{ﬁse% n]o'nltcrred by the

panc tic, cancer anona
canc ir Fg'ng\?5¥ﬁ'°éﬁq B%fﬁe égg“"l‘gm%{m&’ﬁ'sd%ﬁ'%é‘ﬂ thessypiity gethe discase,
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I$8.P O phticht. SBHSEP BRthe IrdsR¢ o&ﬁﬂé‘cﬁhth EAG7Y qlﬁ??f’%e@&'t@f%nal i.v.

cancer As typical with chenotherap
are Hfisian dpsaash milhedgtwepn apeut Ofirasd Q%@Q’pﬂ?"f’meowamgmstered ona

base Ga@rﬁoﬁéﬁﬂéﬁl‘r\én faA8 bever Bdut!lhRdn dob ﬁ'lg%ﬁz’ fhdr é’dnﬁrtlsftered on |

t he t he di sease,
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bet n_a m ni st
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Qa hefntrgl%%aﬂ/evégﬁﬁllﬁ%ﬂ@trﬁﬁgermﬁ ations are foreseeabl e,
and wi | | e{{qerm ned through physician guidance. |t

is prefer r°éH‘ ey it '?P@chéedé'i'?témﬁl ¢asages valibagetyean about
Bf u$PIWED0GENd @0 adillion, U piaif @@ hatwleyn 500,000l 76 Mildn 1UAkLEtiSes

or CRPSY. Wtner dosage regimens and variations are foreseeable, and will be
determined through physician guidance. It is preferred that interferon-alfa is
administered subcutaneously. Other routes of administration are also feasible, such
as intravenously or intramuscularly.




O her routes of adm nistration are al so feasible, such
as via inplants, parenterally (besides i.v., such as

i ntraperitoneal and subcutaneous injections),

r @et8dslo¥ssss | Ntranasal ly, vaginally, and trangsesdisbiress
For interferon-alfa, it is projected that initial
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armaceut’ cal
hcce SARET 3yiare SRR g S4etls drcisia Began apepeEing o
st ar stapilizing agpatss incladieg, fhutnot limitdde tneagnegjura gteartate, stearic acid,
ewd Qil@@o&%'léﬂrﬂ&ﬁ&te ﬁ'lwbry%ﬁalhﬁf ¥situRbd 'c&%o%‘%ﬂ%éellulose calcium,
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et c. PORERElEbRe SR AR mgca%g%éam@uay Sodur cisae,
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cep uents, bind g 1 'ubri
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tal € uiddl Yontaining appropriate solubilizers or emulsifiers as needed.
Particularly suitable oral formuiations for rapamycin 42-ester with 3-hydroxy-
2-(hydroxymethyl)-2-methylpropionic acid are disclosed in USSN 60/411,264 and
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starches and powdered sugar. Preferred surface
nodi fyi ng agents i nclude nonionic 25 and anionic
surface nodi fying agents. Representative exanpl es of
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Vet eko 84% arohd 815 to 259! e 1 16 28445 %go B! GRFdnfF ﬁa 12% (wt/wt)
ers or_enutLs oS needed Parti1 cul ar Yy

Smu?[ﬁll; },lflersa o |
sui t AAE7BEM GHomePeafrPEido A8, Fop AR R9% apL 10de @F % prifrem 15
3- hy tir 2084 {wiav) watetrsoluiapbiapks), framroes oD O i 8%\ice 33659 (wwt)

D D4 3t Sl b 00N A s 0o WA hr 0% W

are RBYBGIN SOWPyRErathes §MBOIIMENts My centairsmore. gilessy gf these

f10r mgbraperentscont ai ns a granul ati on prepared using a
wet granu i : . ' . '
00 - J7or 1P b oRURRG Ray D0 corllim ditetly LAUAET B0 ers,
agentindgrs. sifpstants. e thedike tofaciliteithpgraniation any tabjeting process. It
gg‘g} odH prefetred thhethé @étggndaranaiﬁan b€ ﬁéﬁoahgtsw?wmd%aﬂzo&iig ?/olvent
. . om5 to.15% or .

fr ome P sk iare ond b bchol U B b8RY e pfssgedhayghore
15t o caomgnept om 5 to 35% from 10 to 25% or from 15
t1 0 20%; ( Wirypida) wat&tsoarubﬁzcﬁolybrb& i A TRt arefrroomiﬁédf@o,t o 10%

to . : t ram
0. oofg'ﬁ'?’g‘gyi%%?;‘ﬂ%?ioj] ’&y{‘}gg‘)f'%% H%eﬁr%%%@l?%et(@ﬁg%@é%yemylene
(wt / @ypol (BF@) 8% erareextinridipdrres derpst Ibispestrried thas thewater-
conlt 3bl0blEPbIgmeras PVR Sihd hating & apecliSr wdghp grlrbéme‘r‘?n lzmd 60

a at : n.suitable chelating .
250 <15 A o raBloR BSR4l e Rt PR B it
to fangredient of easieciaps sheamponent. Aeiexamblecan arg) fmolatienscontaining
't t hia:a aﬁﬁﬁfdﬁﬁtfrﬁﬂ/ dorit_atn dnB ier Wote aﬁm[imt flds @it Mot &Jnﬁﬂ%ﬂt ent.
W a hy i c..S0l vent . em conpyi.si,ng wat es
and an o) Ssaese AR caTfe deEMs i S aRfrfadctR udi
al colsedivm citra®, ditytegdPleand. othey piild atidswertt@sessaabatitd f buffering a
28l Y ¥BILSon ddRfalifhG.COMIYY B £oHNMithd fafthd thbbiR 4 to about 6. Acceptable
pol yvi ny| r[q%ld ne %PV%_,& e
hydr 852%‘?“%%‘%' Fﬁ?h“t:%’ Pl ited fo.eifffe acidhrariopoRherch SHA, BHT,
gl y c olonptRis@)y ceralrabcarpiclacid cartdrhropybgallate tt iy expedidtithatafie | t
I's PLRfidkidamd of dbral fAFmMRIRS 'Hse%QJT) hlv%.l iﬁveﬂ@drﬁ(‘gﬁge L'Js%g VP

t o .5 an

and havi ng a nol ecul ar vvel? ¢ et ween "}30 20

ki | o§ANEBPRIONN)IiRG {ForR OPPAT to dertivat Foatating agents. Apd ether

I3Qv e mattesialsrvayabisoafbanding metdl igpk guch as ethylene diamine tetra acetic acid
(EDTA) and its salts are capable of enhancing the stability of CCI-779. Surfactants
may include polysorbate 80, sodium lauryl sulfate, sodium dodecy! sulfate, salts of
bile acids (taurocholate, glycocholate, cholate, deoxycholate, etc.) that may be

combined with lecithin. Alternatively, ethoxylated vegetable oils, such as Cremophor
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i ngredi ents of each class of conponent. For exanple,
an oral fornulation containing an antioxidant may
~contain one or nore antioxidants as the anti oxi dant.

C WIPR0HREsss Accept abl e pH nodi fying agents i NSEHHSa00M L ass
are not limted to citric acid, sodiumcitrate,

dilute HCl, and other mld acids or bases capabl e of
buffering a 25 solution containing CCl-779 to a pHin

the r e of about 4 to about 6. Acceptable

ant i g'ﬁ’rﬁ’?'@ Eitorophegl P""(E’M‘F"eag'léc°h%{°°'l‘?tﬁ{\f'@@"’[ BTGESLri ¢

aci d, pothokyethytene-ppifmyoropyl il ociBbBnolymer eid b ohidaire A ‘Eilnders
ascor |

Tho. Mef 86 G ALK siByelblicer hyd e GRS e

t hi s GreRFaimeliens spAivm, HaINesiHM stesrate gHLaTadiachoestemh rggagnth,
f rsom steddio 28k tgélaﬁ%c%éw\ﬂlecnm h@iﬁhﬁﬁhe@? @%é«yn@ﬂglcewﬁé calcium,

ot ny1 o ArnaRtetollm nPnC PR, Rrapaincslliost.e
sal tsf‘YSEOéVRf%&!lﬁb'!u@sbfhyéﬁQMYthh@IubSajhhﬂhalatq rohcrystalline
OC1 - &hilossl & adabiSonolTBbtyl dkehél AP LS Wa Hekirdils, dextin,
- sodi lfmt| aur%/b l%fr@ sodi um dod ec sul

of  DRrRagiess PN meBpaiale. olPoniaian rigzrae e'mﬁnéte
d@oxmtoateerateep@yo)(yqthwﬁnemw dtigers, polgdthylard gicbiB, polyoxyethylene

| eci t or .
such ‘??,‘B;%‘"M e DR B S S EATRTG T B e e
EL, V% &eég’f&%aéﬂ’e'm?l B IoMMaony| yeol succinate

(Vi \/ t am n EhgGRSprmulgiioh yseiyl ét thy methed pbthy owymicn B3 Béfrepared by

b| OC rERRY X@Eéﬁoh@%ﬂjtng@tmﬁﬁ %CI ?’T@Qﬁra‘?\ anﬂé)!lclaln? aRd an

i si nt ;g{ ants such as sucr
cr RIHGUIS FPMfIonroperising 3 water-s Qi‘f%&%"‘r?élﬂ %'gédéléidaﬂﬁirﬂ pH
magngsedifier, 31 sficEnequagtitytoaihet the pElvdthesbeddak solutlon to 4 to 6.

t rag ME&Q alcé’uo%tlﬁﬁﬂe(?né’i@nglh Hggrlcf‘tléop gr‘?o? %r‘-g the I%g I \At/helrenethanol

(phosphati car boxynet ce

car bdk{hger eﬂ f%‘é“\ eletothe ?U&?’lﬁ‘ﬁ’fe’%@t"ﬁ‘}/%"e?qda‘l’ B’S,%m'xef containing
hydr let\;@tdwlacatcipldntsselxemdtydy theyqiconplicl ane lagudoQs eolutions can be

r t I I ne
iy ﬁ%ﬁ"ﬁ’é*@?&%‘?‘é‘%ﬁ" h 5l Both e Suon HAHIRNGL AL itFs
est erSSMRASE bingers andilars tapromete H'SSO‘M@& gohascerdentt Tynics!
%oncemt\;dgramlaoalcib&i'\'& mayl iysheeythut mﬂﬁﬁirﬁiﬁﬁﬁ fmlcreéryéiﬁl‘ 4l cellulose,
ol e C R AR el SR LR el g Bl are

o | \BEEuiARd W'g’d%/@w'e@wﬁmxgwew@amé@rm asanbiation yadchipyed. The
&#i5c omaiker cambe & biender kéh intaryifyilgar, B8ov BHEQF @’Qﬁ@lﬁt@dnr‘ aWigh shear

t he %ﬁﬁla&@ ?H% ﬁtahtﬁﬁron}—sho%eg nag ﬂuflcglgercrlu a:SI fagaglrjag(g/ma ely E&C and

I nventl on can
pr epafﬂlllw@ysaﬂ afuitabieonilling dexiags sush ag erﬁsz mdli Thye \@tioranndtiemand
an andryity<dandeldonsin @ flaid bk gaaﬂwatfau&ry&drhg W& rrRERGA Sn'H8 dried
0 ur
pR ATHTIMEIE i e i
_ t3IQe &qh%ﬁﬁwl% &llem angrpindsrsqsuch ag micr@uystailink eelilose abssarmellose
i ncl %d@iurﬂ’eéﬂ'd&ﬁﬁdnes@ﬁ BR8Ake in bk PRAEGPARA s a Y terddRE bbioke:
wher %o%}:g‘g@ gn into tablets.

Alternatively, some of the water-soiuble polymer can be contained in the
intragranular excipients, and the aqueous and alcoholic solutions added to the mixer
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Is the preferred al cohol. The sol utions were m xed and
added to a m xer containing intragranular excipients.
Al ternatively, the alcoholic and agueous sol utions can
be 20 added separately wi thout m xing with each other.
SWER0IHIOIBEYr anul ar exci pi ents conpri se bi nde€ewuste/011458
fillers to pronote dissolution enhancenent. Typi cal

i ntragranul ar excipients may include, but are not
limted to, mcrocrystalline cellulose, Iactose and

cros nt r an

cxor i par o gRan Ikl SR IE VR PP, B oo pracaiin
ni xert® tigmireranay r‘ﬁef°6? ﬁ?'@?fé'i‘ﬂﬁ%{ep%ﬁﬁoiuﬁoméﬁbw%w thleatir@ Blcoholic
mhxersot:mm laed mebkhel’rdmémwrbhthﬁ%b@éb‘é!s EMbtﬂﬂ b@{er s&ﬁ.’eﬁc\!&s of
shear ' Al or.. The

gran uadg{t I?rg%rle?é i |<9£nc?ape|9,ln§£]?|? *$5e 5%['%?37 m}ﬂ'at'ons

appr oxi naireiaresgess igmay bfhﬁ’qsl"é@le teAdministerde ¢amtiognds directly to
mi | | ithgaitkews #ahe ﬁ’oﬂﬁbf@ﬁaeﬁosﬁl tz mll. The wet

granul ati and d one in a fluid bed

gr anul at oﬁ. Qry R °un ’aﬂfﬁlﬁ %cﬁ'['ﬂ‘ %!?feSHB@awadJéowﬁrwmonea"v
usi ngSAutionsgr Sdﬁgﬁlnﬁgmmimse pftivdesmpanids ahe frels basd or

gran Lﬂhafmébeloglaélly QScécpl-HbTeQ%ft chL S‘é";g'@gar&ﬁ iﬁ':hva?éq suitably mixed with a

such

[
mﬁ:r oS y‘g?%ls\"‘frhaes Y g’l°f"(ﬁr8§%°e”@9§?s PRI LSS 21590 RigRared in
and raypaeilioyid pelydhyiene glyrolnat mixtiess, thesedtin i, Ander ordinary

V- bl eqpdlgiti onsbﬁfﬁt@fa@e aﬁ@ﬁglr §|§§é B8pdritioR Eﬁﬁélﬁgg eservatlve to prevent
Alterﬁatlv some of the water-so

be coft &° fl"Hcr??{%a“'Wﬁragranul ar exci pi ents and the
aqueous aritie aharmhcdutical fohsisuiabe faddmbﬂlé)udehrﬁ:ldﬂe&&rnle agdieous

V\Q Z%ﬂft@%%‘kpg %A%@e‘]‘{eoﬂulw%é% forqie_fpg)aémpo n%'egus Frﬁgaratlon of

|ntra ranu ar ex0|p|ents st
or derS'gffe Riggiab!e §pltiqng of %Peﬁﬁ'%r lmﬁvaa@ thedormamnest oe stetile and
agqueomusst deliuit tothe eftedt itraneabylsyriigasilitg BXists Ot Mlit ®B@ldbe under the

sol ut éo‘f’\ﬂntlor%rb‘f‘i miah@8ctbld Gnd & 199 dgd mg%t bte:iz'?eseﬂfug ggé“%fhg

sol ution. her sequences o are
and p“é’l"?ﬁ”‘éfﬁt'ﬁﬂ &ctipp of FRigeRraapiF Mg S'éﬁhéls bﬁ@iﬁ'r'ﬁﬂ@tfh rghs Thescarrier can

S2OTe loas swvent ordisperision dediumaddhRining, RESkanphd, Ghtet, h.%anol polyol

gg?gg%%dwér%ﬁE'tr?%}ielxeagsycgﬂ%d%hu'%%ze“ggerﬁeﬁ%@? grsg&% e mlxtures
par en'®egl pYA YseeteRE odsheri t oneal | y.  Sol utions or
sus pensi ormrttaﬁlawmeblﬁmteuésleCf&mp@h&ﬂg%r%pa%yfcfn% Qa5 Gnth 3

o SHBRSShAR Gk SRR ARLEG SRl Rt B e

h$Rr oARPIiEAtigR PP cLY8261943 and RS HHEPHP2RE6 ordichaesberbley incorporated
pr e?ahiye'dferermce glln)ﬂﬁﬁérabodlrhér@.uhéjln}é@tlabflg?d?bhluﬁ% &le“ﬁ:ﬂltf?e lﬁ%q'ttlon
of st Ko e sienongigle ARG =l grieaiieiy acceriavl
pr esefolvgnt and ap eniinxisipetras desdnibedyatmue Andé parectemobfogau ations .

The pcfbﬂfaﬂ‘lﬂfg@tfﬂ??@'cofr@&@iﬂ ot cl-af n pQenteRiifSicabbbic SS&ivent, an
I %l an lox15an cﬁuengsgvenf' and a surfactant. Any given formulation useful in this
invention may contain muitiple ingredients of each class of component. For
example, a parenterally acceptable solvent can include a non-alcoholic solvent, an
alcoholic solvent, or mixtures thereof. Examples of suitable non-alcoholic solvents

include, e.g., dimethylacetamide, dimethylsulfoxide or acetonitrile, or mixtures
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15 sol utions or dispersions and sterile powders for

t he extenporaneous preparation of sterile injectable
solutions or dispersions. In all cases, the form nust

- b@csh6iliobisss and nust be fluid to the extent phpis:6@%Y1458
syringability exists. It nust be stable under the
condi ti ons of manufacture and storage and nust be
preserved agai nst the contanminating action of

m croorgam sne such as bacteria and fungi. The carrier
can PEEGhe"AD aleonolicSolvent.” d1ak GRIAN SR ATRPTE Ricelnlt 28 the Algoholic
for eriaekempanahicaf thecdfbrdnauatibn. Pahpials of §avegts, usglulia éieol |

P PR GHoX SR Ao M ARUET Y S SHARR dycol

sul t e m xtures ereo
Par t iPEPtAY/enP alvert 309) Rolyet]vispe almoé‘r% PRYStAXIENsradycPIBO0,
I BpampgétAylént gcoPT00B] dr fixdures thereof. These cosolvents are partlcularly

hyd
Yo e T Lo o DA PR DL 36581 over
and P@WU&IUB%@Z@EQ'@nt&a/rﬁurshprasthambar@wonymg giyeal aand compined

; ef efhlﬁﬂ?&scebﬂeéshlaﬁmﬂm%dl!&nbut 4§t RS of&hshol in the mixture
ormul at |

oo - Po8 et D Pt Fhebier 4P A Beheniagen b £ voosn o
p&@r eretr@nellin the mideptisatseierredol vent and an anti oxi dant as

deSfrl bedanahie\éﬁabameﬁ ﬂﬂ@%@ﬁtn%&bcf-ﬁgw ﬁr&-ht@ﬁuy acceptable
contaln

O HeBhal comoiefe i erRRRRA BY GrdHiancor oa Antiscartds e fermpgton

a di |Asesttabdnantiexitigntsinclude, sui rafeoredt dmited tA\ngitri€) bl 1d, l-a-tocopherol,

for mﬂ { Bplrl‘ M§r§§tMé}g{ly}c@ro¥ Iagc%rthcj: %Yoe ?Hpglrbaﬁgw and I;Jr%)?urei:thereof

| ti
”@*@awﬁf@irahy” Rafntqralifornulztiens yisefl is twrvmm%ﬁf therigyangien wil
a norcorthin @h@hiisxidan compbnent(s) in alcomdenirition $arging Mom 030501% to 1%
m xt l"N/\?%rBB?‘%%g 5%'%6/9"9? h%g;oggl\{eap otnég{h%tenglgwoﬁg Igwer or?ugher .

sol vent's ‘inclu
di metoapdestiptionx rfmé be ﬂe%'eét gtthe antioeudams datroctogeninerol ig paicularly

- 2004/4eG%BRAank sl idde 208 dorldrkihbsh éfparagb. 1% M with @ PRGérteel

vent Ln.o re alc s as the
:{Hcoh ?egtrgaé%lovgﬁﬁgoé &ﬁb‘gg}lf °t°s‘go "Fﬁ@c?'gﬁ%ul ation.
Exanpl es Ufcestaineapodimegstefthe antioxidant component ofthedfomulation of the
Lp\éggﬁdgﬁ@(}n‘ did é*ﬂiﬁvts M#etahn%‘ictﬂniyn‘ékﬁ%blgé‘@f sﬁém&ﬁpaltmg agents include,
Dol § e ack At R B EEHI (U ) Lariongpbotsa cassic
pol y entigddantangl ayehelatiidayent io therpreseat fesnudtionsy 0 Dihel tretating
csolg g@ﬁl& theRibéE smrrﬁét&%ﬁsaefsla)/e céﬂ;@ﬁlb bPRhEn r‘ﬁE@H&?s in solution, such

degra ation via,ox t one cl eavag occurs'

to a ISSHIeNe Ss?mmtetf%?ce{'wéde@aéb 15 88ftssor %ﬁ“ﬁ?&s such as
et harghicinaac qapelpy bierhandinothe stekility bieCClenT0i resbmetembodiments,

prod %ﬁ:p@nén?ﬁﬁith@h@iﬂ?ﬁqcﬁw@ BRAHGkded the lfcg‘lrngﬁ{lor@'ggmgﬁn%entlon

of ethanol in ener al | resul
chemdde %"feaﬁf’ﬁ'q"td?”t °ﬁ\m€8’?ﬁ9bn leﬁf’li'yoﬁucﬂfm% binging gemRAnENts,
030 1Qvheth ketinglasichelating agents amearsesinpiiecibeenend.of {he rirfge of

:gggcgon%'ﬂratiokg ?orﬂeaé?\iti&iéa\‘ut c%fmpg%n't Z?o%idiecpha'giﬁemé:ﬁr l LrXple citric
amd enhanced the stability of CCI-779 when used at a concentration of less than

0.01% w/iv. Higher concentrations are less stable solutions and thus, less desirable
for products to be subject to long-term storage in liquid form. Additionally, such
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al cohol i c cosolvents is enhanced by addition of an
antioxidant to the fornulation. Acceptable
antioxi dants include, but are not limted to, citric

awiothoosfbedssal- t ocopherol ,  BHA, BHT, nonot hi 0gb¢i96d2004n11458
ascorbic acid, propyl gallate, and m xtures thereof.

15 Cenerally, the parenteral fornulations useful in

this enbodi nent of the invention will contain an

ant i oxi dant conponenté@dz) in a concentration ranging

f r omCOEIBNG agEnts may b ughdiin cospbiration with ether. aptgxigapts 3éfpa@ Rtthe
cosolanmtdaﬁtmamamdn&bf&he abddﬂwgﬁbﬂeﬁﬂhﬁﬁb @h abéeptiBle formulation

conce rat.l.ons |0X|dants
© S B R b Bl e St el G bl e or the
us ed selected adioxidantishcandie reddilg dexérntieddy boe of skilliw thh aa, based

peef @bérﬂﬂe’(}@orﬁﬁm\eﬁ&\ﬁﬁdlh@&wpf 0.075% w/' v of the
cosol vent oncentr I'n certai n enbodi nent

ant i oxi dant¥ 88%%-\% nlf' cgfain embgdiments cgtthq)q?rwerglﬁgmulatlons useful
i nveinttheinveitoo, redipitafidneof COE729 upog dilation with wquebsinfusies

of sughidnaet EBbJ‘ig pFRERt c?thl'dﬂxgh gﬂ%\m OP?]QJrfacthTntcroht?ln@ﬂnqhe

acetlc aC|d, ascorpic a
bot h d4eat %@@PE T%TP%WWW °8W<B°’éf"”&?fér‘?a?' U i@ earenterglly
ti0e presptbte sudactartatOnepajticuleliywssirsdeduriattas ifo2edEle S0 or

i ncl Bg@ o?Haf%Q BM&‘AV@J Enéa(?f sRill ?rhtﬁ?QQMag re%dll)péeﬂe%{ c?lger sun‘a%ke

ions 1N uti1 on
acet serfagtants f(°ED?'A§’"9 §ait§°fsb<!i? pglds G?Ur%ﬁ'i‘PW@ @itqoa@olﬁes@holats
gI y Cidaexyetiotate, ate)odttchadre eptioaallyicombihbewit iadihini Nferﬁétlvely

che é?“?ﬁvg'*ﬂ%?%% B SUIPI PoeoyBRARAIE I Te &t fillh a5 pEC3S
t'Re CcAYRlivhich ipsold, RS- y5des thesnamedremaphor Eb, RS rvitamin E

Tytpl ttbpherol pruphlen@gipdot Q.Ictaidéte QUiRRIPETEPES an@PoIWi?é]hylene-
act i n nts_ ar
of t ﬁgiy@ﬁggﬁé% lgl%cgnc'gog 5E PEnE '*589'"ttﬁeé'§ﬁ‘ft 2SR Saﬁ?ﬁ‘a“‘ as
conp¥isk At oHeoDeTRIS hféh%Pwsolhﬁtedﬁ@'lmm eQlysgibiatei 29 or 60
acid Cntﬁdﬁa&ﬁﬁdwehgealf Eﬁe@bLt:drr]\t indly PEludeClvatér! Stndkie 'bolyétﬁﬂer%tgly%ol 300,

nc n ess
S8 SRR pd bl B, B ot oF bR conining ane o
| ess meespithesiedolypihylens aiyralst rropxiensalycellsne othert parenterally
| gngabﬁpfﬁb&tdﬁgﬁnépdﬁ a ‘"“*“5%4 uef gaut.&dsirﬁdlaﬁsaédcw as §d€ﬁ{?n

ent s

oy BB, 8RRE Henhiel of cthcr Barenf el ReseP e Prse's 2D s e

par t elgrtralytes. Ihinexpecieddrat theswdastan willsbmpiise 2 tavl @98k iman of the

Ber emfenpédmoars@@wom/ahbeo 3% Q. %toqm %Waﬁooméra%ly at
both Clt cac Opt i nal

h
conc&R’E traf M’ngr?qéﬁasﬂ?g nge?fé'&ec@g 'gﬁ't'"f‘t&'?r dant (s) can be
readi | y déwparentera:fprmylationaisefiil is kielilventiontche bapreparbad aal single

S5 up@utidieor ﬂ?éfgfam?tcbr‘pﬂe BrEQéﬂ-.ﬂj gda E&fo%ﬁl co?cen‘qate containing CCI-
Adva %@g \J E¥ cert enbodi nents o

par eﬁ 81 'ﬁﬁP'é?']t s a[] §%tf‘ﬁ‘lda”tr Whigthg sybsgayantiygpmbined with a
80 e c Hiientthatorontains @ElluehT Solveptanddiuitatiié sunfavtadith PAGHIE QS the '
| nf UL QR enSBhtnradss AxedPlRP4 8au§ﬂtpc{oﬁn§ﬁmgegdilfu@.nt%ﬁ@m,t M a

use of _a surfactant_caontal ne
surfactant. When CCI-779 is prepared as a cosolvent concentrate according to this

invention, the concentrate can contain concentrations of CCI-779 from 0.05 mg/mL,
from 2.6 mg/mL, from 5 mg/mL, from 10 mg/mL or from 25 mg/mL up to
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di l uent solution.” The nost inportant conponent of the
diluent is a parenterally 10 acceptable surfactant.
One particularly desirable surfactant is pol ysorbate

2Qu®%004/09dsysor bat e 80. However, one of skill FP/U%JB&/OIMSS
art may readily select other suitable surfac

fromanong salts of bile acids (taurochol ate,

gl ycochol ate, cholate, deoxycholate, etc.) which are
optionally conmbined with lecithin. Aternatively,

et ho@PPRKEGtElSRIee M. eThgicprcentsate harke mixerdbwih e dilientist tor

0| I [appr@mmatﬂ%ﬁpaﬂ&:ol?&@trﬂ@ t015 pﬁrﬁéilu@rﬁt ) gﬁve%%éﬁtbrél?orﬁ%laf?ons :

o a“”%?‘*“ﬁ%@%& R SRR i B fiometb mm,
TGPS) f°ma%9d"w y‘dﬂé? éPleW"@ﬁ‘éLv 2509/l prrespyple tree doheerkeation of
c cspolc;omvs mCthebQué}‘Sﬁdnﬂu&ltlblh Maflbé H&ﬂfab&lﬁ 2% t5Y4 Fﬁﬁ@”ﬁ‘h:s

sor bat e
chV@SL“ﬂs"'Sgg?E %@EEB °'8b"a@f V'e %ﬁﬁéﬂ@@%ﬂfﬂoew Cel-
d| | udri® 'wms/cqsnmnmw@atm .ang fdnauletions pmryn&'td‘ryel;ﬁﬁeaf the
gl yc@bnddafdate |s3ﬂxébﬂb|bh%tr$h‘{ér% PR of R MG | genc%ngeQng‘ate diluent

polyeth l.en |.ends. cont ai ni ng oné
b Lialsts 8F‘§P8{’"h{/) 16,2 3 :%gl 15,551 SH RSOy BSCHIF@parentera
dPheforpulationsérving yCC&RﬂeqmaéJitretlmwh WEthE Sowest (@R df Fetebtion.

adj u St S Oil'widaWIhQ §mkﬁ£ﬂttrr)éy%Uﬁpns%§roﬁ\ﬁ(yoUm odoBkd {)) F%ew/v of the

| act r y gannjf_ or, ot her "parentera accept a

sugarg & BEIMY o '%e%JHBCta@IWf‘?’cﬂxVP@g°°'1‘R”5P§'°'@>@f§’e€‘t0e’8’° torabout
the d0%fveicofthe fopmnulationo e alseholic dotvediGhD oY exafplelddMprg2 from
di | U%B&uﬁ@%% bt%t @A%@ﬁ%@f%%fat.&r@ to 75%wv, 15to

18 %o WV ra east 5% w v, or at
I'8ast 100/MRPf %%fa'tf?f@ua ipngeisefulip thi inveRtioncandeanedtoaroduce a
f or mabsage dormuisat fsLduitable fohsdrhinisEtibh BYleitheNdikRt iRfeSRAE gy ﬁﬁimon

a si mteme famsuhh&@sfoprntrweﬁz&r.efﬁéé(ncaan be prepared as

cosol vent cg’pcen rate contal nin 779, an
al cohol i cF¥neRRosesofdhis disclpgurey Tarsspamal admipistrations are
subs endsestoddyto goivbe aleatiministhatiansdrals hhd:@ﬂtfadehﬁtthec&ﬁy ghd'he

aodi ||rk'1@|nlfmn§9|o tromly @J@gaoﬁy A 'n?er?ﬂﬂ'él a?ggcarﬁucos?lwsgues Quch

use, . COSsO ent c¢
di | uéﬂ?“"%?ﬂ?f‘? 8K §e sarged %Hfm%ﬂw PEERENt camplounds, or

sur f abaravateutivilp acdeplablé 4itsi therpsfeip Mtienkk, dRams GOSN, H8khes,
conc %ﬁgpéﬁglﬁsa&%[)ﬁg B84 Elfﬁgsﬁbﬁes (}e@tzéleg] tdlv%glll-nalz,:CI 279 from

concentrate can contaln oncentra
0. 05 ny/ niransdesmahadmigisigiionmay pe gegomplighedthroyghdivg dse of a

2/ nmramsdedriab patetbconpiniflg thdadtiVe cokbboifd ZROAELRR 8R4 is inert to the

PCT/
T O e
appr 8YaTie asprrtioniatorthe biperksireamtvia theoskin. jehetcadtier maptake by

gl venabes Bt i such @§ Blebmé b SintmBAY | [ﬁgteg QYais® Qttncf @ctc'/ugiOec'dewces
fr oc%%Zrzgm%nd omjf rT?ra)ts %5;8)\('?%? mgewﬁppﬂ emtlﬂg?ns of either the

éxanpi- 'é“’ﬁ‘ﬂﬁ che@ntoﬂ tre.oRastés ®MB@ed T Bbsorptive powders dispersed
par eitpefraiburh 6F Kydtophii®petidRYmRBnthihAE LR Ne iBgredib@ n'?agr also be

/ [
g nl'untag—g R variety of occlusive devices may be used to release the active ingredient
into the blood stream such as a semi-permeable membrane covering a reservoir
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i nvention also covers the use of fornulations having
| esser concentrations of CCl- 779 in the cosol vent
concentrate, and formulations in which one part of the

CQRCRMbALE 1S mxed with greater than 1 par}c%szﬁ«ﬂﬁuus
di luent, e.g., concentrate: diluent in a ratio of

about 1:1.5, 1 2, 1:3, 1:4 ,1:5, or 1:9 v/v and so on,
to CCl-779 parenteral 10 fornul ati ons havi ng a CCl-779
concentration down to the |owest |evels of detection.
Typi CaMpiGing e asfive; ingrediem WithaRwithaw s gaster far grmaiixotentaining the
0. 00@btive ingtedigit. WOtheOdcclubite ddvizedtdehbWmin tHdRergturd act ant

f ' 0, 59 10%

o0 KA R % AU s, i
exangP®akbaiigir Viseormithant theasidition ofwaxes talaitart the Wlbﬂrytsfmeltlng
t lse fpexhnurhcﬁglycﬁﬁn %teTE&uM@&@ﬂb%ﬁ' baE@J Jidnads pggﬁthgér‘?ef dicols

t
For ot PR Bk A eRr BV el at i on by e ¢ nor

direct injection or by addition to sterile infusion
fluids for intravenous infusion. For the purposes of
transder dn1n strations are

this dis

under st og"h‘etsz' Mg raEplse Prggli'ﬁfﬁﬁ“’%? rtBe PR dveRsies. uhgre not a
sl@r f dwiation therref.nody and the 20 inner |inings of

bodi | y passages i ncl udi ng epithelial and nucosal

ti ssuyes. ni tions nmay be carried out
usi n(%j' RRie Er eggll?l‘?yy&?ﬁgfﬁ -0 Pmb'ﬂ%tPﬁﬁ@%‘?}W? @gainsytumor cells
acceﬁt abl eCisalotvaastehgiusted mlcbmbuhéttoh Wit Jnt&f@&ﬂaphd‘ (WI&) vin the
pat c ons ut i, ons 0SIto

PPt HER AR fEhoq R bl d it B Boh e e g rena
Hé aééft?ﬁb The h@ﬂart wnwghhrteﬂra’ﬁu@e(abo refers! to incthe shbentifid literature
?ﬁt ::las Aagd) & deritll frdhea @sﬁenv»emppm eaﬂca?ar%n% tﬂé‘tr}'{ah folst t

a oxlc to

t he eésﬁgnbth%(elf)n V\é:palq]mdau ?\'I-ﬁ_gggr{eni %s&émesiogﬁumors are
syst eenr@eatbwropthedarge lelel IWN%BOB’J) obsposddiccanal ¢élbcatdirdmas.
skin. Thecgrt7oivids eUEMatE@ks% &ihfe aé@ﬁf’?@é wBbKkl dJ occ ét%nmst large

nt ment s,  pastes
%@w é%gg’sg%l&% BqeEs '8 Al ﬁ‘fsﬁéﬁ’f@'?ﬁiy DB%'“S/ I”§?:%‘U§ 10 mg/kg to
|'i qui7@ mgrkgseraveraiuiig oaceLA weakrbegiofingor 8@ 0 Wit t3@ors had reached a
Oi | - s WRHLBLt 5% n’ﬂﬁ"t ﬁ\ﬁ abdds s gdtviéﬂesmﬁﬁlzteﬁéctgg {56@53)5 fhnftion of

absorptive |s erse In petr

hydr &E‘?ﬂ' oo 8)9'3@{’5 819gsfef éémgéhgn'ﬁﬁgh?%e to,eqpkie witigntedgreme.
may al so $imilarlypa tiedal respoﬁse/ﬁﬂﬁl‘e&)as @fsm@IéCngﬁtlvbé% pdl%ﬂﬂ@@sboses
rf?y gﬁ Hﬁ%q ULI% Jr%l Serﬂiﬁ%n LHE 36}% I; a\ﬁ? r\%&lﬁ%%ﬂg e?feglve

stre as a sem -
C oveﬁﬁ’gﬁgs%‘g r"é?é Gh'ﬁ/‘(ﬁsrthe plategy: aZ'QQ)f@I 0988Bly effective treatment with

PCTI wszgwmowﬁam) cmte@dralmsé bey amfohwg fﬂﬁ%‘geiem%k

arrier {rix contal nin

et 1 e Ba a1 cR IR A R 70 PG kR week.
i n t Beoups bettathice aereStaafedMith O:C}Lﬁg)dilmﬂ HN-Q BRnEBY the@ombination

i tional ri al n I
%de ('Ifab%r?) IIEIQ% vsasoglv%n omatayes 1, @ aS an(c:J C%q 798 on day 6 of each week
for 4 weeks. Dosing began after tumors had reached a size of about 600 mg.
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cocoa butter, with or without the addition of waxes to
alter the suppository's nelting 5 point, and

gl ycerin. Water sol ubl e suppository bases, such. as
palovBidayisene glycols of various nol ecul ar WekgHMd2804/011458
may al so be used. The foll ow ng exanples are '
illustrative of the present invention, but are not a
10 limtation thereof. Exanple 1 - CCl-779 and

I nterferon-a Conbi nation effective against tunor cells
CCl - 779 whablel.aFifest eldcombingliangherapy with @&1t779 and Interferon-o. on
| nt eretanumiah fénal fufdr goowinin hidfe mig B- 44 human nouse
xenograft standard pharnacol ogi cal test procedure of
renal 15 cancer. The human renal cell |ine HTB-44

(also referred to in the STuRimissGmfy Terarure as

A498) i s derived fr patient, wth a clear cell
car Qﬁ)rﬁﬁcﬁia t hat had V?éc.)gskt% exo\&ggks?mon of ‘&ﬁ%‘{/on Week 5

Hi pp&ebicle gerite! ( VHL8gene. Tht$E types of98%unors a22s5
representative of the large majority (=80% of

spor adi enal cell i NO ) -779 . was_eval uat ed
as a%gl'z-é e agent gﬁgg{omsekr&%s@ﬁgdul e Qﬁ%lﬁ%t Ia’r@ (68)
20 (#B009My9) HTB-44 tunors in nude nouse xenografts.

Dosi ng was from 10 ng/ kg to 75 ng/kg intravenously
once a week beginning on day QO when tunors had reached
a sidefeE apout 568°HPE) A 82%BVes t eOBBere 1280(57)
si m l(ax hef witfecti ve (30-35 % inhibition of tunor

grom h) and a dose of 25 ng/kg was chosen to conbi ne

wth interferon-a. Simlarly, a dose response of |IFNa
as aC&igd eiRhent \RES (19€) f or #dd36)Doses 40282mf 1 543 (24)

m | [Fom o ts—or 0.5 Mt omunt ts—3—times—per—week

re sim I_arl'y eff,ectoive, _suggesting that this was
t Re PURPEHN PRERYES!S e ?fﬁ'ﬁp'ﬁ'ﬁlcP’a'%f fective treatment
with IFNa (data not shown). Therefore, a dose of 1
mllion ugi j [ it Lly was..
chosen t oﬁ%%m%ﬁghﬁ?ﬁ%%%g ”8t°%§g‘%';’ J&egr(g?@t%% 'rﬁ%lrgtabdéFm" of
week UMQBIFYRR Wishoul tymer tegragipe Whanpoewingsl with E8Ha, 208779
?chlilr] endutdds 3690 relinesion in thé Size GFHIT m&ts fefA) dcaﬂctélﬁw-'a;i%;&é&wﬂ@ ig nude

R n n -

o0t T2 As dniB Sophl. Yt: Somob ?gﬂ?ﬁcgedﬁgra%we%msgp altprgh botn
had sBewadeytostae adtivist Axthisafold bigherd 7 Smayks) vies e GH1-0DBBBH that

PCT/ Ugetif M eOcbibintidridildy also dief fic Hdud tumeniahraadidrO ™Migher doses of
t her 4 gAuma

e Y it R P RRG R Pohes M i niky o
Veek agenhtidk at. 3\eiek0 milinperitsssugyesting thet e N tOrmalliors@its LSRN the
1889 c3RbiRatioRcludy %8s MARe f131BE) raBdé o Bakimal 3Eit. Ofbker Ra&ther
(68) these data show that CCI-779 and IFN-a are synergistic in this test procedure in that
they were able to achieve an effect (tumor regression) not attainable with single

agent treatment.
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(25 mg/ kg) Interferon a 586 (100) 682 (66) 957 (48)
1280 (57) (1 x 106 units) CCl-779 + IFN a 585 (100)
374 (36) 401 (20) 543 (24) 5 Nunber in parenthesis =
oowas 200ddBgsk e control Treatnment with either CetrvdBo4/011458

~alone or IFN-a alone resulted in retardation of tunor

grow h without tunor regression. Wen conbined with
IFN-a, CCl-779 induced a 36% regression in the size

of HIB-44 ren Il tunmprs growing in nude 10 m ce.

As si P“B'egg'e%{:%ﬁ%ﬁéﬁi r -ﬁ%ﬁmw%%mmsamﬁmop'asm

regressi on al tihoemiyrdfiohddelssdt ROEucly bOsHoW irCE@dpie/d, the.

A thr : ' ) - han.

hat gengieh ot efc Tt HondfiRE o 1 BB sdfiled )i umor

i nducEWihiRbibitie gihes dhesspmbiagereef CFdT@e anst IFN wasieyaluated in RCC

alsso patiéntk glsy intzopHaseltiedy.egr essi on si nce there was no

di fference in gi el . 5.or 1.0 mlljion

uni ts suggesti Iﬁ § d % hg’}"a?ﬁ-e‘fﬁ&?'ﬁ'ﬁ‘ﬂ%%%}? Sl §t”3¥'cre%é 'i;ﬁg was

t he weeﬁﬂmqqaﬁeblw véth iy gixer sybguteraougly atimasiweekhy FNokas given

(r%xi 7rmﬂnea1¢d isttréatmeritaler. The @&I#HRdosd I@%‘Fsant P &atb%ilﬁ&fwit& ab) 1IFN

- a synergi stic.in thi es

proc e%’g rsgnéj%é{f:ﬁgt Ce{'ﬁgy%\g\é ?gcaga&?rba?%s EEh ?%W@' {aﬁrf"%vfaf‘g ép mg.

- (YunrdPnce & reaximwn Hoseonf CAI-T 29 isaistermingd, thegioprylewe! ofiffdirtian be

tE:( eatd¥eddted toWM@a?t%Q@diﬁ:@? at&ﬁﬁ?ﬁfggé,hﬁ%@' 9:%%@5‘- bt%§§ escalation was
a - - nd In er on-a _conbj nati on

o | vESedor 3 e SRR GBI aferdial L e otaent

such as shown Inmrefigénapi results, the@umbendpisat eazh doesleldl eds 5 mg:

|n L UmRE, 007 €SR @ 5006 g £adYiAG Olvad ﬁ%%t(rtggge‘?ﬁg-?z W),

t r Q Ltion, . Th t I nation

s ol e B, Bopotan | PETIoS ARG tatuy fsfesy to

| n a qotesis esthblisbestly. thé Rastern Qoeperative EincolegyGrog (ECAB) 2Ad

si ngl ey, St Bken Fiv., et 21 WBSicity HnY¥ BasdoHs® ﬁt@ﬁ%"??hleyEastem

W th éFN%hve{J slubc tang&gm tines wee I%/?;] FN was

gi ven-P2RFBHE rrR/o9K% Praup: P QReUR:649-fe5. 49871t Prigy treatorent

| evelvgthileRe5556. 16 12D iptsn 1 Smave Se¢rivb) stbdyNor 7a6¥dm&s. T )-779-related

& - TetersEetenk(RESORR 2RD ' (G DSMR= it

W WO A S

det er'fif b B2USER %00 sBNEBIRAPI%BH aM9BNA (337) ABorexia d33%k ed t o

9 MJ Hyptriipidengial (AB&«), difthed T2B%)pisakoperia (228 Thils [22%) Deves (22%),

escal AbjgRNe sy (9% ). ALHBEL PR BhteBlE:s |

(2:6/ coﬁor? a & er izgsvtééi%r%?" ?r&bé&%lt%/ r@ﬁ‘tJ eéllﬁ@ r&gteg ABs in 22 pts

pr el i'YA"REYRpFipEEMia (@), lepkRpenia i) chyPerolvprnaia £3). ARsralaterbdnse

| 28/ e| redatiorts angelaysiocpireed il @ ptsDNo Brug-télate@dedths c2Burred: Partial

Medi 3B RASWRTe rRBorddTorld AR Honts ALY st4bie/ &S;QaSe, 5 had progressive
disease, the remainder were too early to evaluate.

Up to 40 patients are being evaluated at the maximum tolerated dose

(MTD). In summary, 71 pts with advanced RCC were enrolled; 27 continue

30 treatment. Patients (73% men, 27% women) had ECOG performance status of 0:
53% and 1: 46% and median age of 59 yrs (range, 35-80); 45% had prior IL-2
treatment. In dose escalation, patients received 6 MU IFNa with CCI-779 at 5 mg (7
pts), 10 mg (6), 15 mg (6), 20 mg (6), or 25 mg (7); 6 pts also received 9 MU IFNa
with 15 mg CCI-779. Based on dose-limiting toxicities, 15 mg CCI-779, 6 MU IFNa
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15 ECOG performance status 0: 45% 1: 55% [ECOG
performance status refers to criteria established by

t he Eastern Cooperative Oncol ogy G oup (ECOG and

p e.g., Cken, MM, et al., Toxicit

Rgi&p%)oﬁgggeé?l teria O The East ern Cooperati v)é‘cﬂ%gzoo 4g)é§/458
Goup. AmJ din Oncol 5:649-655, 1982]. Prior

treatment with IL-2: 55% O 20 pts, 15 have been on
study for 7.6+ nos. CCl-779-rel ated 20 adverse events

( AEs)wagiselectad apner\iliD). Tpdatgudhedgitional patees(havg Byen accrued at the

I ncl udenl GRS TICS-774-Hted adi)é\"d@ e@nisHoverdf froQR h@ 2 5% (n=53)

(2509 "B rpﬁ%'é?%?@);weﬁ'@ﬁ Belikl Jsnmoye' VRl PRL rczseg (%)

f evermycasitg (6%)zaneavaybt). rtbramboaytoperﬂew@) draigsh (6%). Four patients
P& Vekdré ﬂ%o@@@%m sfably dueto ©6)1-779. Rt t@i.?ﬁ? oﬂnrﬁ‘Ttég 560%

em a

(3 B BB s uresle e Gl R LGS b by e ecian

i n 7 tmeson thaatnoenti bpr aibtalibdsiwakeaiinh s36dwee oridueddar 3 6 &lo of whom 9
res pm@%r}ﬁﬁlﬁe@j 6520 9F k8! q’r&l%m%y Rbor regpa'{%és F@l%?k@ pts were

di sease di seas

wer o EBUTBAPPYAITETBOSE L A1 3ho8° dbetsh FL1 . 59 5 26 mo)
b¥l ngand\pedoressieel diatase®(16%%i mum t ol erat ed dose (MID).

In summary, 7lcghSindoh ‘heﬁéﬁ\/%ﬂé@l@?%‘{mﬁas?%%ﬁ%&gal avell

continue 30 treatnent.
had RSREDEPMRAivancet %G@%@nfﬁumo@mﬂaw&s obsensy, and
medi an age of 59 yrs (range, 35-80); 45% had prior

' L-2 i?%hg%tfel%r&& Jéﬁﬁ}géﬁanﬁ@ﬁ‘%ﬁut '_/o?ﬂxt r&;otnlﬁe%mtdsalso%%quetg%%ch
n’g‘S ( 63ontainng A fose pf C%'r77§@smnta°ﬂf '%ﬁ"}@ﬂ@ edl aje packegéding O
MU | Resatainet folprobiienixolisk of iréatméia e d patientlose- 1 i m ti ng
toxicities, 15 ng CC-779, 6 MJIFNa -14 WO

2004/ 093854 PCTI US2004/ 011458 was sel ected as the

MID. To défl gatents Ratrit pRRFAPNS atticles aad piiereddsumants eafereragd
at t h&relM@lncG‘pafﬂed%ﬁe@thJ 7iBwin 6é absrdo 36K STsKM irPNE Bk that

dSh tﬂéf c5r$ ggﬁlggé/ {égeb éé)e{zlpc ?ﬁﬂeorc]ifr%en sl%;-(%r%kg‘gfrem without

| ncr e%?’@é ‘(‘93%'“ therﬁ?@'?ﬁs?f hesinyeptign. aneni a (6%,

t hronbocytopenia (6%, and rash (6% . Four patients 5
were renoved from study due to CCl-779-rel at ed
toxicity. Approxinmately 50% of MID patients have
required CCl-779 dose reductions in subsequent cycles.
Median tine on treatnent for all cohorts was 7 no, 36
have continued for z 6 no of whom 9 have conti nued
for > 12 no. Prelimnary tunor responses (RECIST) in
55 pts were confirnmed partial response, 7 pts (13%;
stabl e di sease, 39 (71% 19 pts z 6 np); 10 and
progressive di sease, 9 (16% . Conbi nation therapy of
CCl -779 and | FN has been generally well
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tolerated in pts with advanced RCC and antit unor
activity was observed. Exanple 3 - Tabl ets each
containing 2.5 ng of interferon a and also tablets
each 15 containing a dose of CCl-779 as nentioned in
Exanple 1 are packaged in a container to provide dLOYD WISE
course of treatnent for a patient. Al patents, patent
applications, articles, and other docunents referenced
EU& n are |ncorporated by reference. It will be clear

e of skill in the art that 20 nodifications can
be made to the specific enbodi nents descri bed herein

Wl t hQJéb of depaotand %térfeFHmatﬂ Egﬁé}ﬁ?% n%fdicErh@nt'f&\(r%QtHg%nTeoﬁlasm ina
n e\éy tflmsgeofCLAl

ﬁ %Er% preparlng a nedlcanent for treatlng a

neoplasn1|n a 5 mammal in need thereof. 2. Use

Accorubengedr@ngtodiain 1, wheheaT tBé Redpleém NEEcRE MoinShe@b@rdoRsisting of

rfefmg%rﬁ&? sgﬁ Qéége Eg&ﬁﬁask eQQ chflcer ngtﬂgénd&‘} g‘ﬁfmor%ﬂﬁé Iung'; cerwcal

t1ssue sar conm, r east er, roen Ocr
$3nEe"| WRe cerTepinead a”dd}ﬁﬁ'&%%meru@'éf“?rfé’”ﬁﬁ\% eqll 'ur}géaapearmostate
ceRcdr, Eaneetic cagédr Jyraphomamelandma, sredll cell lWwAg caha&C &varian cancer, colon
o%n@@rt @oﬁhé’g@al%@%ﬁ gastRAQAES ALl BS&Eetal CXIHHQP‘RQBOSI s sarcoma, liver

nmel ano II Iung cancer, ovarlan cancer
“ErFgine @ﬁ@gPpmgﬁﬁﬁﬂﬁﬁeal cancer, gastric cancer,

| eukem a, col orectal cancer, Kaposi S sarcons, liver

@anceUs@éb@orHﬂbmnﬁrdr BiBifY2, GRBGRIeithed COHIR &Qﬁ‘é’iﬁt@ﬁé}gn 5 r both

are rov ed In subtl‘ler eug IIW&% Even elutther Ocl - 779 or th

inferfer 0nUa, et %¥| TResre B?OV|ded in

subt herapeutically effective anobunts. 4. Use of

42- 0-Us2-ohyzloqxyiydedry)ekhyr rajadineiiaRd RtsefoR e f)r@?é?ﬂg a medicament for
: eating a neoplasmin a

Reings bt TR TR gm0 OF G770 and

interferon a in preparing a nmedi canent for treating an

Bst r dyenf CEETRNG ntqriesnta iv prepaing amadgament Jor raalimg lan iestrogen

38&Hbr B8R RErcinBma WsEmanmarifhéld thdedt! @i m 5, wherein the

estrogen receptor positive carcinoma is of the breast

cancer or ovarian cancer. 25 7. Use according to claim

& or Wskareardng tpielined rwhetein t@opstrpgen regeptan ositive eartipromisaf the

readd Odritecdr @varph @xricded i n subt herapeutically effective

anounts. 8. Use of 42-0-(2-hydroxy) et hyl rapanycin and

i nterferon aring a nmedi canent for

treatysh @C%H‘P"égstf’ thjﬂ—: OFr%’@ Bt whereip pGAré7 ¢ty 'H‘Gﬁ%fon A o both are

pravigealin subtheespeutichibregfedtive arhbunts.

8. Use of 42-O-(2-hydroxy)ethyl rapamycin and interferon a in preparing a medicament for

treating an estrogen receptor positive carcinoma in a mammal in need thereof.

-16 -



10

15

20

. risin
'BB@ d'%rh 7%%42(%‘} Wf"t"&)e@f/' ’?Fﬁ’f“é(?'f‘er on ain

LLOYD WSE 9. A product containing (a) CCl-779 or

42-0- ( 2- hydroxy) et hyl rapanycin and (b) interferon a

as a conbi ned preparation for simultaneous, separat ELOYDWISE
or sequential use in treating a neoplasmin a mamal

in need thereof. 5 10. Use of CCI-779 or

42-0- ( 2- hydroxy) et hyl rapanycin in the manufacture of

& rrechl &aan%momafrm{q & @917'7@ gr 432 ol ?PWdﬂﬁ(We{hpl répmmhd W Irferon a

nte
%Fa%fﬂ“ébé'}eﬁ PEPER '%[‘ fﬂ%?fi’i“‘é'%?ﬁ%%‘? ?eB?ra'teroé aﬁcﬁuﬁ’a'ab“sﬁéb‘bqaél%‘-:’fﬁ pgpplasm
in a magpmel in naed fhe@of-- 779 or 42- 0- ( 2- hydr oxy) et hyl
rapamycin. 10 12. A pharnaceutical pack containi ng a

ur t m for. ne i ndi vi
&P %ﬁe%&ﬁé{ﬁ@ﬁﬁ%bg (y‘(ﬁogg?rg‘ r%ﬁ y(cg)m anu a?tUéer W@lcament
fah'aeacbgau?ﬂptaémowammaf@'#uweﬁerpmaun|t dosage form 15
13. A pharmaceutical conposition useful in treating a

ﬂeop'@ér& anearf@ronﬁrmg ﬂfnﬂaggggf§ Pn‘é‘%&[?ﬁent %P@ea‘aaggyﬁéap agmnn a

rapanycih I'n uni

corrbl natl on or association with a pharnaceutically
fecept HalRaceGRENJaBK contdhinkth cobifse dNkdNEER l)faasrtéoﬁlasm for one individual

coni ion.co | Si n ast c effecti

SABTRE “hero R pa R A P s SR bty gitaaon a i un
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thereof, the composition comprising (a) 42-O-(2-hydroxy)ethyl rapamycin in unit dosage form
and (b) units of interferon a in combination or association with a pharmaceutically acceptable

carrier.

14, An antineoplastic combination comprising an antineoplastic effective amount of a
combination of 42-O-(2-hydroxy)ethyl rapamycin and interferon a.

15. An antineoplastic combination which comprises an antineoplastic effective amount of a
combination of CCI-779 and interferon a.
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