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Rapamycin is also useful in preventing or treating systemic lupus
erythematosus [U.S. Patent 5,078,999], pulmonary inflammation [U.S. Patent
5,080,899], insulin dependent diabetes mellitus [U.S. Patent 5,321,009], skin
disorders, such as psoriasis [U.S. Patent 5,286,730], bowel disorders [U.S. Patent
5,286,731], smooth muscle cell proliferation and intimal thickening following
vascular injury [U.S. Patents 5,288,711 and 5,516,781], adult T-cell leukemia/-
lymphoma [European Patent Application 525,960 Al], ocular inflammation [U.S.
Patent 5,387,589], malignant carcinomas [U.S. Patent 5,206,018], cardiac
inflammatory disease [U.S. Patent 5,496,832), and anemia [U.S. Patent 5,561,138].
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cancer, ovarian cancer, colon cancer. As used in accordance with this

I nvention, the term"treatnent"” neans treating a manmal having a neopl astic
di sease Byo p/epd™i ng said mammal an effective anount 15 oPCTUSIZYP24i t h t he
pur pose of inhibiting growh of the neoplasmin such mammal, eradication of
the neoplasm or palliation of the neoplasm As used in accordance with
this invention, the term"providing," with respect to providing CCl-779,
nmeans either directly adm nistering CCl-779, or adm nisteung 20 a prodrug,

derivative, or a0pd Bap#hlioh aid bke bOhABRYALEE St kifnAERY Mol &lindOCIZ/F, W t hi n

u
the body. As used in accordance wt i's invention, the term"refractory
neopl asm' rast disslosed indds Batewt 5,3020818 ent s whi ch typical ly had progressed
‘following treatnent 25 with standard chenot herapy that was appropriate for
t hat given neoplasm The preparation of CCh779 is described in U S Patent

5, 362, 718, BESCRIPTION OFOPHE MVENTIONEd by reference. 30 The antineopl astic
"activity of CCl-779 was confirnmed in a preclinical in >>tr-o0 and in_vivo
standar @ phar nacbhigdgneantiopggevidesotsdise OfrEER7has a0 rABtHneopiastipagsity apd 2

V0 021111 oA BT Shiiaoh4nitn OFL LR8BI o Sionp e

{a rapidly progressive drsease wth very treatme options), as
wel | as in stamiaRhé®eaply iSinoteppoptiatec dh particalas CCIHTE9 1pusefid duthe dreatmemht afid

results obtained are briefly descrjbed below. 5 Precl.inical Tgiﬁ rocedur es
lra vitro t¥8¢ ﬁ‘?‘%?&’éoﬁ?ﬁe’ilss (FARCer,, PRSASY GaReer. newogudacHpe @Egnon 9 ‘?AEF’&

cervical cancer, uterine cancer, head and neck cancer, glioblastoma, non-small lung
10 cell cancer, prostate cancer, pancreatic cancer, lymphoma, melanoma, small cell lung

cancer, ovarian cancer, colon cancer.

As used in accordance with this invention, the term "treatment” means treating
a mammal having a neoplastic disease by providing said mammal an effective amount
15  of CCI-779 with the purpose of inhibiting growth of the neoplasm in such mammal,

eradication of the neoplasm, or palliation of the neoplasm.

As used in accordance with this invention, the term "providing," with respect
to providing CCI-779, means either directly administering CCI-779, or administering
20 a prodrug, derivative, or analog which will form an effective amount of CCI-779

within the body.

As used in accordance with this invention, the term "refractory neoplasm"
refers to neoplasms in patients which typically had progressed following treatment

25  with standard chemotherapy that was appropriate for that given neoplasm.

The preparation of CCI-779 is described in U.S. Patent 5,362,718, which is

hereby incorporated by reference.

. 30 The antineoplastic activity of CCI-779 was confirmed in a preclinical in vitro

and in vivo standard pharmacological test procedure which measured the ability of
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obt ained fromthe Anmerican Tissue Culture Collection (ATCC), Bethesda, MD.
SN12-C |l ine was obtained fromDr. J. Fidler, MD. Anderson Hospital,

Houst on, wiXo2/4ebd s were plated in MEM (G bco) suppl ement edCwitshl/23edV
glutam ne, 1 mM 10 sodi um pyruvate, 5 m penicillin-streptonycin solution,
1 mM non-essential am no acid solution, 10%fetal bovine solution. Cells (5
X 103) were plated in 96 well plates with a final volunme of 200 mL and

i ncubated for 24 hours at 37C. Log dilutions of CCl-779 beginning at 100

pg/ M were 1 k t WWi1e g} : ours,
cells were S?Q’ggq\% t Y %ugﬂ.}jgi I%géll-ll-ﬁyérﬁng?n 3 &WE?%%%@%%E‘%&%W@@ 7
ci/m Ml). Geliled twmtreedtheptidna), vesswelll asng twoePlibserlebumdn chyicali giatse The ake
rdetermined by liquid scintillatjon eGgtr tr e, | Csp was determ ned as
t he concent Pélcre‘li])'ﬂei %36%?& %8*’%’6'@58‘?%1‘?@%%%%&%18%% of thymdine in
control untreated cells. 20 Ira vivo test procedure: Female Bal b/c nu/nu

"mce were obtained from Charles River Labs, WIlmngton, DE, at 6-8 weeks of
age. M ce (Reeclinigealolgs) Pyasedurenj ected sc with 5 x 106 cells resuspended in a

50% sol uti on of trigel .(BD Bioschences) and t s, all evel op.
Wien tunor size Fed 49 Jestopro c!urg" cgn%/vet}%m{ﬂggfglg?gfﬁfla?&)mhgﬁf-“ﬁﬁ at 25
g/ kg. CCl - 6BRinsdsfros i Aaderioas Orisse UWiliiee deoliecibih NATE ) Buaticedh, IMDday

cycl es throughout the duration of the experinment. The_ fornmulation used for

CCl - 779 was SA13dodine Wap obtamnedogqm b el. Fidler, Mybe Anderspe Fospitals Bousfass §¥pendi ng
Ca-779, wh . i Y i i . of 1t

vehicl e pri geﬁ% ﬁ%j%l%g& ‘%Mg%gzqﬁg’ééﬂéﬁf‘ﬁﬁl é%%ugﬂlvr[]?lig&\q}g%hile{mgal i per
and vol e Eddinmvpyrutgte,wih snicpemuelihestteptonyamssahstiong 1t ind] hon+esdeatial lamine?2 / 2.

o0 -3 10 e A0 PETIRG e el g Lo, A 8] i
with a final volume of 200 ml and incubated for 24 hours at 37°C. Log dilutions of
CCI-779 beginning at 100 pg/ml were then added to the cultures for 48 hours. Over
the last 5 hours, cells were pulsed with 1 pci *H-thymidine (New England Nuclear,
15 6.7 ci/m Mol). Cells were then harvested and the degree of thymidine uptake

determined by liquid scintillation spectrometry. The ICsq was determined as the

concentration that produced 50% of the maximum uptake of thymidine in control

untreated cells.

20 In vivo test procedure: Female Balb/c nu/nu mice were obtained from Charles

River Labs, Wilmington, DE, at 6-8 weeks of age. Mice (n=10/group) were injected
sc with 5 x 10° cells resuspended in a 50% solution of Matrigel (BD Biosciences) and
tumors allowed to develop. When tumor size reached 100 mg, mice were treated
orally with CCI-779 at 25 mg/kg. CCI-779 was dosed for 5 consecutive days with

25 repeated 14 day cycles throughout the duration of the experiment. The formulation
used for CCI-779 was a 50% ethanol, 49% phosal, 1% tween 80 vehicle for
resuspending CCI-779, where the stock was resuspended into a 1:10 dilution of the
vehicle prior to dosing. Tumor growth was evaluated using a vernier caliper and
volume (1 x w X h) was converted to mass using the formula: 1x w2/ 2.
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CCl -779 for 3 days and the effect on growh determ ned by 3H thym di ne

i ncorporation of control versus treated cells. Table | shows that | CSO (50%
growt h i md b2/4wny concentration) for all3 lines tested WAgCrusvherskow nM
range. Table 1 The effect of CCl-779 on the growh of human renal tunor
cells i~~ vitro Renal Tunor Line HIB-44 CRL-1161 SN 12-C 10 15 20 25
Ca-779 I1Cs_0 5.0 2.0 5.5 The effect of CC-779 in two human renal |ines
(HTB-44 and CRL-1161) were was evaluated ira vivo by engrafting tunor cells
on the flanggqffs. nude nmice. Once tunors were established at a size of about
100 ng, mce were treated with CCl-779 or a vehicle control. Treatnent with
CCl - 779 at 25 ngHupanagsudl tceld timorsi gere fcilliened 7 miviobint the praséndeunrabsanet lof gr owt h

in the mce e.2 Tabl e ffe of CCl-779.0n the.gro of .human
Fenal tunor CETE 140 AudB it e Mo ragr” ar Sonifof RmLES) oy “BRUmE Cer
Li ne Treat mafebrfdrafiodlof3éont81 Sarsitl Beddd cells. Table 1 shows that ICs, (50% growth
‘Control 288t 2121'9118616f 551095t 4420332472412f 342CCl 290A5156f 13* 252t 48* 453~85

*980~155% 108tihimzy gorcentiation) for 4841 ioRs tastegliwas in the low nM range.
Cont r ol 273A8355f 36413f 60480f 127546t 170507t 156CCl 272A4219t 16* 226f 17* 200~21* 2

29f 28*26830T/ 06260424253* ue.- < . O5T/,C - Treated/ Control. x 100 -4
VO 02/ -t (I DR 6@&‘%&39‘?%5(@1@ AT gy gr?’?’ﬁ’a‘itj:huﬂ% g, “é“acﬁgﬁf” Y2 - 779)
Phase | clinical trials have been conducted. In_the first study, CC-779
was adninistered as a 30 rline nf ysi on debdyZ3 Kyso ys, every two
to three weeks. In the second study, CCI-779 was adm nistered as a 30 5
mnute i.v. infusion, once W8&RI4A Both trials were dfen | abel, ascending
dose, single-arm nulticent€RLstlifdi es. Patients were2d8l | owed to continue
treatment as long as the CCISNYBGrvas tol erated and tBhére was no evidence of
obvi ous di sease progression. The following eligibility criteria were used:

10
The effect of CCI-779 in two human renal lines (HTB-44 and CRL-1161)

were was evaluated in vivo by engrafting tumor cells on the flanks of nude mice. Once

tumors were established at a size of about 100 mg, mice were treated with CCI-779 or

a vehicle control. Treatment with CCI-779 at 25 mg/kg resulted in significant
15  inhibition of tumor cell growth in the mice (Table 2).

Table 2 Effect of CCI-779 on the growth of human renal tumor cells in nude mouse

xenografts
Tumor Mass (mg)
Days
Drug
CellLine  Treatment 0 7 21 35 49 55
HTB-44 Control 288+21  219£18  616+55 1095444 20334247 24124342
CCI 290+15  156+13*  252+48*  4534+85%  980+155%  1050+183*
% T/C 101 71 41 41 48 44
CRL-1161 Control 27318 355436 413460 480+127 546170 507+156
CCI 272+14  219+£16*%  226+17*  200+£21*  229428* 268430
% T/C 100 62 60 42 42 53
20
* p value - <.05
% T/C - Treated/Control x 100
25



Inclusion Criteria 10 1. Patients with a histol ogi c diagnosis of advanced
cancer (solid tunors and, in the first study, |ynphomas) who are refractory
to standavaordmnapy or for whom standard therapy is not apprasni/etet 2.
Measur abl e or eval uabl e disease. 3. At |east 3 weeks since prior

chenot herapy and/or radiation therapy (6 weeks 15 since nitrosoureas or
mtonycin C). 4. At |east 4 weeks since any other investigational agent. 5.
Age at |least 18 years old. 6. Adequate bone marrow, renal, and hepatic
function. 7 .chol esterol <_ 350 ng/dL and triglycerides <_ 300 ng/dL.
20 8. ECOG |t():élrﬁ g?%gdée status 0-2. 9. Life expectancy of at |east 3 nonths.
10. Si gned, dat edwondingleagead (GILI-7TBPhasd belimichl otriskavie beédn tatdattedf Iitle
patients an 4 patients were enrolled in first and .second, studies, 25
Pespect vel frstigil: (ETe Fasrrganiienl o 50 hitks 1o ‘RGEOR d5IYJOF Soleb. i ¢

the daily XePer@UfbYiodhMRaksekandn Wrekidbnd GRRIJULCES.770 SeReR N leYed € 30

-fol | owing sunmarizes the results that were obtained: In patients having
renal cahcemiowietine méwsidny ogpehexsekly, Bopaittidlalweare spomdabel,>asce@ling Hose,

s o sk HrdRet i Pt PRRORE v o redb A R
renal cancemspiati €01-979Mwidgolei@atedy axd Sheeheds @ elidehetOlof I SHRRARS Bisedse
unconfirmed m nor_ response, and_ 1 stable disease (< 25%increase to < 25%
reducti on i BragiessionsiTheyolloping Rligibility extieratersussdnont hs were observed. In
Possi bl o par t1al bl EalEa®3 00 O onses, and 1 stable disease

| ast i ngl@ppr oxl.mPagénts with2a ﬁhmmc dmgﬁosibséam_ﬁced canpat (selid anvar Andyrigast
pati ont s ui th nedRoSIG RIS HEhard HGGRY UGHIBER) {reedageror
schedul e, one pak}Hosah Sta&ﬁp(pﬂﬁpapwn&gﬁﬁfo\fﬁqte_ I n patients having cervical
cancer on the daily x 5 dosage Schedule, "one mi nor response was observed.
10hT3 loati ent s2-hMéa}s_grablee?rieﬁduddﬂdtsmseecei Vi ngbt he dai I?/ X 5t plos?ge _
schedul e, one ung nor._r ) s observed. ..ln patients having
head and neck %I'aﬁAg[ g reésﬁ gsg?e\ﬁ}:s ﬁg‘c? Hg’lgggﬁ?@o@%@mﬂ%@%%%mgh 1813115 BepYy S‘P'?fgﬁse

di seaselfor appr gkiconitfspuBad & mwithicin @s observed. In patients having
non-smal |l cell lung cancer receiving the daily x 5 dosage schedul e, one
partial responbe MdeasbthIsekencepry ofher dyigstigational agatt j cul arly 15

sur pri si ng, cogsilgg%rajtm&sttfga};ea}stqupati ents in these studi es had advanced
cancers that )

6. Adequate bone marrow, renal, and hepatic function.

7. Serum cholesterol <350 mg/dL and triglycerides < 300 mg/dL.
20 8. ECOG performance status 0-2.

9. Life expectancy of at least 3 months.

10. Signed, dated, witnessed written informed consent.

A total of 63 patients and 24 patients were enrolled in first and second studies,
25  respectively. Dose levels ranged from 0.75-24 mg/m® and 7.5-220 mg/m’, with the

daily x 5 every 2 weeks and weekly schedules, respectively.

The following summarizes the results that were obtained:
In patients having renal cancer on the weekly schedule, 1 partial response (=

30  50% reduction in tumor size) and 2 minor responses (= 25% but < 50% reduction in



were generally refractory to standard treatnment, and al so considering that
these were Phase | clinical trials, in which efficacy is often limted, as
t he pri mave opbjooecti ve of a Phase | trial is to determ neprcrasoaiiBey and
tolerability of the drug being evaluated. 20 Based on the results of the
preclinical and clinical test procedures, CCl-779 is useful in treating
neopl asns, in particular, refractory neoplasns. Mre particularly, CCl-779
is useful in treating treatnent of renal carcinoma, soft tissue carcinona,
breast canc i hf]_rgg : i iy, rine
cancer, hea aoﬁgﬁléje%&g%%?grg & g |0%1Icgé%%ﬁ§t,léd{n%gq tstfr?gcfawgg TCﬁF&uﬁeg 10%%%&,
prost at e camspensephnocadirmed 2Ginoarssponse,| amiphetable dsdaan (A5 Ysinerehsectel ¢ | ung

cancer, ovaLjian cancer, and col cancer. As i.cal with chenot her ,
Gosage r oy, Aiharediaion: i Bigpr ) BTEg By eHRatehb S PAES YR CPERve by on
nuner ous f aghtpnes HaVflgUdRBsid@r&RNLE] thy d&ﬁykﬁ%ﬁﬁg’}gﬁﬁée‘dzﬁlé’gﬁ goSsiPepaRkial © the

-di sease, any treatnment related toxicities,” age, a th of the patient.
-6 WO H2/ raspemsen2 mumpssndanses; 3ndil galde dissase lastingeapproxdmatsiya b rredonths h

CCl-779, it ' d that initial i.v. i i on.d il b
bet ween albz)&vlters &rfggﬁg'c algd)a%’ﬁ%ﬁﬂ&%é}f?%%‘!ﬁnﬁ?rs‘%rg uzé’vg 1y §%%g§§d¥f\ﬁ8§{a?ggge
regi men, angadiel ERshseRaslobderddtl HRAbes with Niesendd i t&ir@f@ﬂth@flm@% seekly

dosage regi men. Ot her dosage regi mens and variations are foreseeable, and 5
will be det Bienyerkdy desage gehadules one partighregnense wast ossrvigd o fla peients hagingc) - 779
is adm ni st eV Af WS r : ' f

tabl ets or g%rggﬁ %asnl.cerduhteﬂr& ﬁlgggggé?a%gglﬁ}‘#ér%u??ro g% ?I(K)lﬁa]a%éfseé cgﬂségg ¥ ég{;sﬁ e, such
as via 1opl dntpstieparhaningr afelipe (daasdrdeseiving. thesdaily asS5 i dusagpechetinlagahe and

subcut aneous _inj.ections), rectally, intranasally, vaginally, an

Cr ansder ol FyEoRigH) SHRY eRHeNeY HPStp dE dRtents byt DR HRG cowet ne
route of adgcBividg it Uiy x 5UosseatRedle, 1QBBEEHsdaSE fRapproRithdtély BlShbsths on are
often up to tenfold greater than fox i.v. admnistration. It is anticipated

t hat CCl - 77%apRpsdyecdadhn prtisntsrhagingsnontamadlo¢adl hiog ioancer measbiing thgplaily ixcS agent ,

or may be par f e herapeuti c regi nen contaj ni.n re than .one
ant i neopl as? P%:aggé‘%}?c[dﬁp%ﬂogg gﬁtﬁgfres(?%sgo‘&%[ Nty 'cﬁié?%tr Sélrtapaéetj? m‘gﬁrg?ﬁt S

of t en ally owsurpfising osagRierifig ukiti the pafiereaah theas studidsaiadagivahcedtdageedyhat
increasing the safety margin of the particul ar_agents. Oal_ formulations
cont ai ni ng & &%{era\}é ré@ﬁ%ewesst@daqdrﬁ%aﬂnwemd #lfo raysidesingthat dheggywere
conventi ona : ‘ol I , ] , : or ns,
troches, Io? lelgssggﬁglrfgr gblraéﬁ’% ?gbclhdés?ﬁédéggﬂg%%?%hgg%rasggfﬁlglﬁlsquéggghf és may
20 cont ai n Rhasedritead ipfo ddiennoe thesafetymnddoldspility pfithienkng bding bealwmtaind/ or

di luents such as the pharnmaceutically acceptable starches (e.g. corn,
potato or tapioca starch), sugars, artificial sweetening agents, powdered
cel I ul oggs, suchBagsedcsy teabdultd ®f AThrBAl i bl ERhibAINEst Pl dethres TTI-TA9aNT S,
gel atins, guns, etc. Useful tablet formnulations may be made by conventi onal
conpr essi on usefil Ingirealine Aepplastay. i martignlenuichecion peplasmiso dorertiqularly;z

phar maceut i | ks i.Bq] -] :

di si nt egr anfté;é,I 7?8?%2%%@3%%%%%%%@%@ o? f}h{é@u I ng&g?jr%ogtg{l&ésﬁgg%{% msol%apendi ng
or stabi | i zibrestapecdrsneuroidockimgtumon bf thetluhg, rdetvéchl cancermaderagicames,tiead at e,
stearic acid, ,talc, soditgm | aur m cr ocr%/st | 1ine cellul.ose,

| suhf at.e,
car boxymet hyi'd BFik f296%- guphlasioma.giorng fﬁbﬁwwwsﬁae,% SAER, PAICERRHE

aci d, ag8Ci dakke IyXpAbMAN ntikAon O Fdall &It hitleCeandby, CRARME kakdel, SR 8Slon
cal cium carbonate, glycine, dextrin, sucrose, sorbitol, dicalcium _7_
cancer.

As typical with chemotherapy, dosage regimens are closely monitored by the
treating physician, based on numerous factors including the severity of the disease,

30 response to the disease, any treatment related toxicities, age, and health of the patient.



WO 02/~11A1U PCT/USO 1-1732-4 phosphate, calciumsulfate, |actose,

kaol in, mannitol, sodiumchloride, talc, chy starches and powdered sugar.
Pref erredv@urvimee nodi fyi ng agents include nonionic and amC®risol/s1esf ace
nodi fyi ng agents. Representative exanples of surface nodifying agents

i nclude, but are not limted to, pol oxaner 188, benzal koni um chl ori de,
calcium5 stearate, cetostearl alcohol, cetonmacrogol emnul sifying wax,
sorbitan esters, colloidol silicon dioxide, phosphates, sodium

dodecy! sul 1 @ieq FRRGHNT BB TELPAL S, lsﬁx}glewea%m AR TV fiusidf!

formul ati ons herein nmay utilize standardd time release tornul ations
to alter thdosagsowill bobetweehhaboar Vilv and Q0P angich SyhenT hdmiissdred ohrailaity on may
al so consist of adm nistering the active ingredient in water or a fruit 10
j uice, cont@IsABhEEENELOBIG betvesn abpiy | A0ds1H0 mglmsivhear admigisirsedien.2 | n
sonme cases bl I o the
‘al rways in %’% 1&?&0& o? géi eger(gﬂsl%)rl d&(%gée {r}%gsu&r@ ﬁs}gff%%éénet% iﬁltghxnn%y o)
be adm 15 st wilkdepdet@ntissdathryugh phymcnap@mdanmaallt ys p&:femed lmest (O@I-Emspenm ons

of these actjve co unds s.a free base_1 armacql ogi cal | y accept abl e
salt can be? Aﬁ?‘é‘k?éerr Yh" i0T, O ?%Vyprﬁfefad B}‘r‘f:?nELPrf LS CaRBIFSas

hydr oxy- prog eP%ﬁtHé 8 Fﬂlﬁ%bﬁ'a‘i’é'%ls%aﬁaﬁbl‘éos% 8 %H%Pgﬁ’a Jﬁkéﬁ?&é
| i qui d pol yet hyl ene g ycols and m xtures thereof in oi . nary

condi tions (ksidenriage sl as eintapedengal epad asubowtanens ainjectiqps)sectallyl ve t o
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understood to incl ude all adm nistrations across the surface of the body

and t he i nnthereby increasing the safety margin of the particular agents.

Oral formulations containing the active compounds of this invention may
comprise any conventionally used oral forms, including tablets, capsules, buccal
forms, troches, lozenges and oral liquids, suspensions or solutions. Capsules may

20  contain mixtures of the active compound(s) with inert fillers and/or diluents such as
the pharmaceutically acceptable starches (e.g. comn, potato or tapioca starch), sugars,
artificial sweetening agents, powdered celluloses, such as crystalline and
microcrystalline celluloses, flours, gelatins, gums, etc. Useful tablet formulations
may be made by conventional compression, wet granulation or dry granulation

25  methods and utilize pharmaceutically acceptable diluents, binding agents, lubricants,
disintegrants, surface modifying agents (including surfactants), suspending or
stabilizing agents, including, but not limited to, magnesium stearate, stearic acid, talc,
sodium lauryl sulfate, microcrystalline cellulose, carboxymethylcellulose calcium,
polyvinylpyrrolidone, gelatin, alginic acid, acacia gum, xanthan gum, sodium citrate,

30 complex silicates, calcium carbonate, glycine, dextrin, sucrose, sorbitol, dicalcium
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surfactant such as hydroxy-propylcellulose. Dispersions can also be prepared in

glycerol, liquid polyethylene glycols and mixtures thereof in oils. Under ordinary
conditions of storage and use, these preparation contain a preservative to prevent the
growth of microorganisms.

20 The pharmaceutical forms suitable for injectable use include sterile aqueous
solutions or dispersions and sterile powders for the extemporaneous preparation of
sterile injectable solutions or dispersions. In all cases, the form must be sterile and
must be fluid to the extent that easy syringability exists. It must be stable under the
conditions of manufacture and storage and must be preserved against the

25  contaminating action of microorganisms such as bacteria and fungi. The carrier can
be a solvent or dispersion medium containing, for example, water, ethanol, polyol
(e.g., glycerol, propylene glycol and liquid polyethylene glycol), suitable mixtures
thereof, and vegetable oils.

For the purposes of this disclosure, transdermal administrations are

30 understood to include all administrations across the surface of the body and the inner



8. cancer. 25 9. neck cancer. The nethod according to claim1l, wherein the
neoplasmis cervical The nethod according to claim1l, wherein the neoplasm
i s uteri meooreoonet hod according to claim1, wherein the n®oplusemide+ a head
and 10. The nethod according to claim1l, wherein the neoplasmis 30
glioblastoma. - 10 w0 (12/-41100(1 PCT/USI11/.1732-t 11. The net hod
according to claim1l, wherein the neoplasmis non-small cell lung cancer. 5
12. The method according to claim1, wherein the neoplasmis prostate

cancer. 13.The 18C | RO ol J-T I 3 IRE [ asmgj
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‘to claim1l, wherein the neoplasm’is’colon 19. Use of rapamycin 42-ester
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preparation of a medicanent for the treatnent ' 30 of a refractory neoplasm
i n a manmal systepiic absorption into the blood stream via the skin. The carrier may take any
number of forms such as creams and ointments, pastes, gels, and occlusive devices.
10  The creams and ointments may be viscous liquid or semisolid emulsions of either the
oil-in-water or water-in-oil type. Pastes comprised of absorptive powders dispersed
in petroleum or hydrophilic petroleum containing the active ingredient may also be
suitable. A 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
15 containing the active ingredient with or without a carrier, or a matrix containing the
active ingredient. Other occlusive devices are known in the literature.
Suppository formulations may be made from traditional materials, including
cocoa butter, with or without the addition of waxes to alter the suppository's melting
point, and glycerin. Water soluble suppository bases, such as polyethylene glycols of

20  various molecular weights, may also be used.
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6. The method according to claim 1, wherein the neoplasm is a

neuroendocrine tumor of the lung.

20 7. The method according to claim 1, wherein the neoplasm is cervical
cancer.
8. The method according to claim 1, wherein the neoplasm is uterine
cancer.
25
9. The method according to claim 1, wherein the neoplasm is a head and

neck cancer.

10. The method according to claim 1, wherein the neoplasm is

30 glioblastoma.
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cancer.
13.  The method according to claim 1, wherein the neoplasm is pancreatic
cancer.
10
14.  The method according to claim 1, wherein the neoplasm is lymphoma.
15.  The method according to claim 1, wherein the neoplasm is melanoma.
15 16.  The method according to claim 1, wherein the neoplasm is small cell
lung cancer.
17.  The method according to claim 1, wherein the neoplasm is ovarian
cancer.
20
18.  The method according to claim 1, wherein the neoplasm is colon
cancer.

19. Use of rapamycin 42-ester with 3-hydroxy-2-(hydroxymethyl)-2-
25  methylpropionic acid (CCI-779) in the preparation of a medicament for the treatment

of a neoplasm in a mammal.
20. Use of rapamycin 42-ester with 3-hydroxy-2-(hydroxymethyl)-2-

methylpropionic acid (CCI-779) in the preparation of a medicament for the treatment

30 of arefractory neoplasm in a mammal.
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