WO 02/ 40000 PCT/ US01/ 47324 USE OF CClI-779 AS AN ANTI NEOPLASTI C AGENT Thi s
invention relates to the use of rapamycin 42-ester with 3-hydroxy-2-
(hydr oxy meo hy/kooe®- net hyl propi onic acid (CCl-779) as an anPCTHES@l4314i C
agent. 5 Rapanycin is a macrocyclic triene antibiotic produced by
Streptonyces by oscopicus, which was found to have antifungal activity,
particul arly agai nst Candi da al bicans, both in vitro and in vivo [C.
Vezina et al., J. Antibiot. 28, 721 (1975) S.N. Sehgal et al., J.
Antibiot. 28, 727 (1@1&@oFH:CﬂWﬁA'seAN%NﬁNEo#LA@ItICbA N0 31, 539
(1978); U.S. Patent ; . Addi tionally,
rapanycin al one (U S Patent 4, 885 171) or in conbl natl on with picibanil
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i mmunosuppr essive effects of rapamycin have n dISC ose

3411 (1989) (hyywiyowfub-hmethyiptopiknsosid 6l Iecaayinkomastivlagent! es, al so
have 15 been shown to be effective as i mmunosuppressive agents, therefore
useful ih preventing transplant rejection [FASEB 3, 3411 (1989): FASEB 3,
5256 (1989); R RypanGaimesed radtcrocybhmdﬂbnelhﬁﬁbl@ﬁ@?}ﬁ@)du@ddbw Sheptdaiyead
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such as pso |a5| ent 5, 086 730],. bowel disorders [U. S. Patent
5, 286, 731], Zf‘ﬁ(glrﬁéélhésa]% IShBWBIt‘?hfé’reé‘PﬁWﬁ'ioéﬁﬁmlﬁtl mal thi ckening
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3, 3411 (1989). Cyclosporin A and FK-506, other macrocyclic molecules, also have

15 been shown to be effective as immunosuppressive agents, therefore useful in
preventing transplant rejection [FASEB 3, 3411 (1989); FASEB 3, 5256 (1989); R
Y. Calne et al., Lancet 1183 (1978); and U.S. Patent 5,100,899]. R. Martel et al. [Can.
J. Physiol. Pharmacol. 55, 48 (1977)] disclosed that rapamycin is effective in the
experimental allergic encephalomyelitis model, a model for multiple sclerosis; in the

20  adjuvant arthritis model, a model for rheumatoid arthritis; and effectively inhibited
the formation of IgE-like antibodies.

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

25  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

30  inflammatory disease [U.S. Patent 5,496,832], and anemia [U.S. Patent 5,561,138].



| ynphoma [ Eur opean Patent Application 525,960 Al], ocular inflammtion
[US. Patent 5,387,589], malignant carcinomas [U. S. Patent 5, 206, 018],
cardi ac 300 omidosommat ory di sease [U. S. Patent 5,496, 832], padusewet™zm [ U. S.
Pat ent 5,561, 138]. WD 02/40000 PCT/ USQ01/47324 The preparation and use of
hydr oxyesters of rapamycin, including CCl-779, are disclosed in U.S.
Patent 5, 362, 718. DESCRI PTION OF THE | NVENTION 5 Thi s invention provides
the use of CCl-779 as an antineoplastic agent, and particularly for
neopl asns whi ch ke pFBifafich Qhy u&@oﬁhﬁdl‘é)%&é@.tér?@f ?agx\émy@lh frfelu&fﬁgoct:mv@ndard
therapy is not a proprlate In particular CC -7 i § useful

treat nent odre diselosed pdSePateridh 362 T18sue cancer, breast cancer,

neur oendocrine tunor of the lung, cervical cancer, uterine cancer, head

and neck cancer, glioblastoma, non-small lung 10 cell cancer, prostate
cancer, panDEs@RI[prmmc)@?rTHEmeNrI&ONrrel anoma, small cell lung cancer,
ovarian cancer, colan cancer. used in accordance wiith this invention,

the term "treat mbpis nyRnkAE W‘P‘é%sl g usg %%77%%%@“@1@9@56‘11%%@% Wdsease

by provi di n]?a]ﬁ. R5TR f [ gﬁr%wg]lr;;
pur pose of aLI t1 ng g%o \%[}tgﬁg ‘?ﬁgﬁeﬁﬁéop as tiorllé?slﬁac era OWf&p%@Bcatl on
of the neopitasiayd thergpalis n@ttappmpnﬁtet hepaﬁoﬂba@@i—ﬁ@lmeﬁil m”thalreamﬁ:ahcié with

this inventio the term." provi di w th respect rovi di CCl - 779,
moans. o1 ¢ heleoh FEEEh FoRaUsh SHRaET Bretstiandes, SgRogulorTine Ripargt T3ote

prodrug, degdryidhll ddBcerOitedind loBibelHeaf and Inkecit Qﬁﬂ@eﬁrgli%f)fa%ﬁiavﬁorﬁ%aﬂmfluﬂgf
Ca-779 wthin the body As used in accordance With this invention, the
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had progres realy 25 with standard chenotherapy that was
appropri at eéa?lger ?k%rfﬂgﬁag%e% Cﬁ%’op a&serrn The preparation of CC-779 is

described in U S. Patent 5,362,718, which is hereby incorporated by
reference. 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

-



30 The antineoplastic activity of CCl-779 was confirnmed in a preclinical in
vitro and in vivo standard pharnacol ogi cal test procedure which neasured

t he abi | iwgopdoooe 2 WO 02/ 40000 PCT/ US01/ 47324 CCl-779 torCT/@atr/4162an renal
cell cancer (a rapidly progressive disease with very |imted treatnent
options), as well as in tw Phase | human clinical trials. The procedures
used and results obtained are briefly described below. 5 Preclinical Test
Procedures In vitro test procedure: Renal tunor |ines HIB-44 and CRL-1 161
were obt ai ged-77008) tdie R £ BlISEHEer Q! apiasy SRngre%&% fH‘ser%T\%ﬂ e

Bet hesda, MD. SN12-C line was obtained from Dr. M D. Anderson
Hospital , Hbustedrireatwent qions), vaer\@elblaatnedvvp rPh@AI(I(anhﬁaoyllmcqiﬁhelﬁenij Wi th
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solution. Cells (5 x 103) were plated in 96 well plates with a final
vol ume of 200 nl. and incubated for 24 hours at 37C. Log dilutions of
CCl -779 %egﬂﬁ-‘ﬁ-ﬁMﬁ@ﬂlﬁﬁl were then added to the cultures for 48

hours. Over theygl I t i y

(New Engl and NuclLe*V%poF{ Ji ot %Wfﬁgﬁ\?@?@hﬁ%#ﬁ%@&%@dw&d t he
degree of thbﬂain&dn&ompﬂmkAmedeﬁmfIhssnedllbmfé |C£]1]|]echcm:|(Aﬂ“CD) aBethasda, MD.
spectromnetr IC50 er centrati.o hat pr duced
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Vivo test pregsdis plal'_f&fr@lll qwﬁm g@mcayéwpléﬂl&ﬁewlﬁl obh®i BRAHiheM Gher | es

Ri ver Labs, WI m ngton, DE, 8 weeks of age. M ce (n=10/group) were
i nj ect ed0 éocmnnrpssqucﬁendeqems:ﬂhwtxgm@mgu sofutigns O wNohen-essential atving i gel

(BD Bioscie 0 o~dev s Wien { r Z ached
100 ngy, m cgg\aégﬂéﬁ? Irqe%}to);ga Edgt?oalu} Muq}to (&%‘f § P%t) Wi Rlﬁ{;éggn 96:& ﬁﬂ%e%as
dosed for 5m«hrtsﬁﬁaltmrmdayaowmranasnmaeatfeﬂzzmod@yat oyl dsogtdintiughesit t he
dur at f t he fornul at

uration o Ctdieﬂs FcjeZi‘lrnlnmmfgnat 10 ueg/mi) were t%ezll gcrilded to the cultures for 48 hours. Over

the last 5 hours, cells were pulsed with 1 uci *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 ICsy 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 (1x w x h) was converted to mass using the formula: 1x w2/2.

30



used for CCI-779 was a 50% et hanol, 49% phosal, 1% tween 80 vehicle for
resuspendi ng CCl-779, where the stock was resuspended into a 1:10 dilution
of the wedowkwoprior to dosing. Tunmor growth was eval uat PAT/USOIMI3A ver ni er
caliper and volunme (1 x wx h) was converted to nass using the fornula: 1
x w2 / 2. 30 -3 WO 02/40000 PCT/US01/ 47324 Results: Human renal cell
tunors were cultured in vitro in the presence or absence of CC-779 for 3
days and the effect on growth determ ned by 3Hthym dine incorporation of
control ver gugisreated cells. Table 1 shows that IC50 (50% growth 5

i nhi bitory concentration) for all 3 lines tested was in the | ow nM range.
Tabl e 1 The ef f ethumaf rgel c7tt Jumerstwaze guldwed irotitiande prssericetonabseneedf s in

vitro Rena r .Li ge | -779..1 C HIB- L0 . 116 . 0...SN12-C
05 010 TnalehT8; iy Beafe b4 i sgt b BB |‘§‘?"?YH8§§(L|§P’B- Afmigin?
CRL-1161) wRoowaRnedfadontbEdersis itbated ballsemgblaftt sigvd thapICLe60% @bwithe
flanks of nude mce. Once, tunors were established at a size of about 100
ng, ni ce wetBubitorysengenirationytor all Adlings tesfed\weasiip the lewmM smegeTr eat ment wit h
CCl-779 at 25 ng/kg resulted in significant 15 inhibition of tunor cell

Puman renal € IR Lol S hnCeE ot ge oRB ey Bt el e U L

human renal tunor e nouse enogr
Renal Tumor Line CCI-779 ICs0 (nM)
HTB-44 5.0
CRIL-1161 2.0
SN12-C 5.5

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
Cell Line Treatment 0 7 21 35 49 55
HTB-44 Control 288+21 219+18 616+55 1095+44 2033+247 24124342
CCI 290+15  156+13*%  252448*  4534+85*%  080+£155* 1050+£183*
% T/C 101 71 41 41 48 44
CRL-1161 Control 27318 355436 41360 480+127 546+170 507+156
CCI 272414 219+16*  226£17%  2004£21* 229428%* 268+30
% T/C 100 62 60 42 42 53
20
* p value - <.05
% T/C - Treated/Control x 100
25



Drug Cell Line Treatnment 0 7 21 35 49 55 HIB-44 Control 28821 21918 61655
109544 2033247 2412342 CCl 29015 15613* 25248* 45385* 980155* 1050183* %
T/ C 101 ™O 4240800 48 44 CRL- 1161 Control 27318 35536 41360rPdBOS®747346170
507156 CCl 27214 21916* 22617* 20021* 22928* 26830 % T/C 100 62 60 42 42
53 20 * p value - <.05 %T/C - Treated/ Control x 100 25 -4 WD 02/40000
PCT/ US01/ 47324 dinical Trial: Two single agent (CCl-779) Phase | clinical
trials have been conducted. In the first study, CC -779 was adm ni stered
as a 30 m ngYgidal Yriak Nfusion daily for 5 days, every two to three weeks.
In the second study, CCl-779 was adm nistered as a 30 5 mnute i.v.

i nf usi on, once vvé"@\td ymglBegdnt (CCRT L) Kbase hrlmipal‘ata&havabcmnﬁndgctdbsh,the

i ngl e- tudi es.. Pat t '
T oot ment ok RETTRR W SRk L 2P FBnCang M8 AL 0 Boveuence

of obvious diagase toﬁhﬁ@rv@@ﬁs or_lhtﬂaw@cf)@dls %HQCF—W@W%|at1in¥m§t61ieHQ{sia6\3(V\Bre
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appropri ate asurabl'e or eva | sease

as the CCI-779 was tolerated and there was no evidence of obvious disease

progression. The following eligibility criteria were used:

Inclusion Criteria

10 1. Patients with a histologic diagnosis of advanced cancer (solid tumors and, in
the first study, Iymphomas) who are refractory to standard therapy or for
whom standard therapy is not appropriate.

2. Measurable or evaluable disease.

had

At least 3 weeks since prior chemotherapy and/or radiation therapy (6 weeks
15 since nitrosoureas or mitomycin C).
. At least 4 weeks since any other investigational agent.

. Age at least 18 years old.

. Serum cholesterol < 350 mg/dL and triglycerides < 300 mg/dL.

. BCOG performance status 0-2.

4
5
6. Adequate bone marrow, renal, and hepatic function.
7
20 8
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



3. At least 3 weeks since prior chenotherapy and/or radiation therapy (6
weeks 15 since nitrosoureas or mtonycin Q 4. At |east 4 weeks since any
ot her i nwe@DY/¢avé onal agent. 5. Age at |east 18 years ol BCT/So1Adeuat e
bone marrow, renal, and hepatic function. 7. Serum cholesterol <_ 350 ng/dL
and triglycerides < 300 ng/dL. 20 8. ECOG performance status 0-2. 9. Life
expectancy of at |least 3 nonths. 10. Signed, dated, wi tnessed witten

i nformed consent. A total of 63 patients and 24 patients were enrolled in
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observed. In renal cancer patients on the daily x 5 schedule, 1 m nor
responsed 1TSPRISH 2 FHBYF TeFpRses @shdriable disgase lagting| appeximately YVx npmdhs

i ncrease to,s 9 d | LR U ' i ' nmont hs
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receiving the daily x 5 dosage schedule, 1 stable disease for approximately 8% months

was observed. In patients having non-small cell lung cancer receiving the daily x 5

dosage schedule, one partial response was observed. These results are particularly

15  surprising, considering that the patients in these studies had advanced cancers that
were generally refractory to standard treatment, and also considering that these were
Phase I clinical trials, in which efficacy is often limited, as the primary objective of a

Phase I trial is to determine the safety and tolerability of the drug being evaluated.

20 Based on the results of the preclinical and clinical test procedures, CCI-779 is
useful in treating neoplasms, in particular, refractory neoplasms. More particularly,
CCI-779 is useful in treating treatment of renal carcinoma, soft tissue carcinoma,
breast cancer, neuroendocrine tumor of the lung, cervical cancer, uterine cancer, head
and neck cancer, glioblastoma, non-small cell lung cancer, prostate cancer, pancreatic

25  cancer, lymphoma, melanoma, small cell lung cancer, ovarian cancer, and colon

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.



unconfirmed m nor response was observed. |In patients having head and neck
cancer receiving the daily x 5 dosage schedule, 1 stable disease for

appr oxi meW@by4®ud 2 nonths was observed. In patients havi POT/RS/48H | cel

| ung cancer receiving the daily x 5 dosage schedule, one partial response
was observed. These results are particularly 15 surprising, considering
that the patients in these studi es had advanced cancers that were
generally refractory to standard treatnent, and al so considering that these
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breast cancer, heur ocrine tunor ung, cervical cancer,” uterine
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prostate canger, reatic 25 cancer, | onma | an small cell 1ung
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dosage regi ORRS r&ft&s 6f ABIYstARBh RS 8o W¥aditle, sich @RtViAGmBINE, phdfterdtgsed on
nunerous factors including the severity of the disease, 30 responsé to the

di sease, anpesidesativentsugle| a8 ddtrapstitoncal eand ayboutanpgup eigckiony), tisetaliut i ent .

-6 WO 02/ 40 01 B, the results obtained with CCl -779,
et e 4 ey

it is projec Sion dosages will be between about
0.1 and 0100 ny/ nBossiae Fegadenisnirs bgfeettdan varydiatdriling do frgeutt @f administarion.bet ween
about 1 and_1000 nganﬂ when adm nj stered on a  weekly dosage r%ginﬁn. O her
dosage r egi FrEammle: ¢aracst fialadgintsiaiionears|often Andoenipld Spuerf@eR M9 ned
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parenteral| é’ontaining more than one antineoplastic agent.  The use of concomitant
15 chemotherapeutic agents often allows for dosage reduction of each particular agent,
thereby 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. com, 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



(besides i.v., such as intraperitoneal and subcutaneous injections),
rectally, intranasally, vaginally, and transdernmally. 10 Dosage regi nens
are expeoved2swowvary according to the route of adm ni straPCDUS01/47624
exanpl e, dosages for oral adm nistration are often up to tenfold greater
than for i.v. admnistration. It is anticipated that CCl-779 may be

adm ni stered as the sole active chenotherapeutic agent, or may be part of
a chenot herapeutic regi nen containing nore than one antineopl astic agent.
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15  or pharmacologically acceptable salt can be prepared in water suitably mixed with a
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
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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.



30 understood to include all adm nistrations across the surface of the body
and the inner -8 WO 02/40000 PCT/US01/ 47324 |inings of bodily passages

i ncl udi ngvept/sdeed i al and nucosal tissues. Such adm ni st rRCT/OREG/4T834 be
carried out using the present conpounds, or pharmaceutically acceptable
salts thereof, in lotions, creans, foans, patches, suspensions, solutions,
and suppositories (rectal and vaginal). 5 Transdermal adm nistration may be
acconpl i shed through the use of a transdermal patch containing the active
conmpound an 2%§ﬁirier that is inert to the active conpound, is non toxic
to the skin; |l ows delivery of the agent for system c absorption into
the blood streamvia the skin. The carrier may take any nunber of forns
such as creans and oig&gent past.es, gels, and occlusjve devices. 10 The
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i ngredient. Oher occlusive devices are known in the literature.
Suppository formulations may be made fromtraditional materials, including
cocoa butter, w gh orjy Héﬁtbh Jc@cgdﬁ]%;lbrciaﬁﬁ 19%@%\%%&%e flé’%ﬁésﬂﬂs b cancer,
suppository's nelting  "point, and gFycerin. er sol ubl e suppository
bases, %@ich as pol yet hyl ene glycols of 20 various nol ecul ar wei ghts, may
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sarcoma.

5. The method according«, to claim 1, wherein the neoplasm is breast

15  cancer.

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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conprises providing to said mammal an effective anount of CCl-779. 5 2. A
nmet hod of treating a refractory neoplasmin a manmal in need thereof,

whi ch compo nye®oprovi ding to said mamual an effective anoR@T/USE1/4TE4- 779.

3. The method according to claim1, wherein the neoplasmis renal cancer.

10 4. The nmethod according to claim 1, wherein the neoplasmis soft tissue
sarcoma. 5. The nethod according, to claiml, wherein the neoplasmis
breast 15 cancer. 6. The nmethod according to claim1, wherein the neoplasm
is a neuroendocrine tunmor of the lung. 20 7. The method according to claim
1, wherein the neoplasmis cervical cancer. 8. The nethod according to
claim1, whereinliihe Ahophelod acoutieg ko elains dnedereiR Thedneophusmnis trioneimall
accordi ng to1 ai m 1d wherein the neoplasmis a head and neck cancer. 10.
The net hod 883 iAYo claim 1, wherein the neoplasmis 30 glioblastom.
-10 WO 02/ 40000 PCT/USO1/ 47324 11. The method according to claim1,

wherein the neoplasmis non-small cell |lung cancer. 5 12. The nethod
accordi ng to clailth 1, Thaenethed epeordiagppaeleint 4, phersimthe neopipser is prostate
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
Iung 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 ofarefractory neoplasm in a mammal.
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13. The method according to claim1, wherein the neoplasmis pancreatic
cancer. 10 14. The nethod according to claim1, wherein the neoplasmis

| ynphoma.wo 25400dthe nmet hod according to claim1, wherein ther/msapi7asim i s
mel anoma. 15 16. The nmet hod according to claim 1, wherein the neoplasmis
smal |l cell lung cancer. 17. The nethod according to claim1, wherein the
neoplasmis ovarian cancer. 20 18. The nethod according to claiml,
wherein the neoplasmis colon cancer. 19. Use of rapamycin 42-ester with
3- hydr oxy- 2- (hydroxymet hyl )-2- 25 net hyl propionic acid (CCl-779) in the
preparation of a nedicanent for the treatnment of a neoplasmin a mamal .
20. Use of rapanftin MSewterdingitDrclﬁnhl&jmgeimt}(emmwbmrietm yarRer, soft

nethylpropl ni ¢ acid | -779) in the re arati of i canment for t he
Trent mone ™ 88 36cpub, et baish) AewRPRERHAL Ane’ & T B5Fagm0e

PCT/ USO1/ 47 er,dérind Eicas ﬁ@idchnﬂgletzle c@ric@ir @11%81a%ﬁfaehc5h-§rﬁﬁl Bﬁp]ﬁlhgl%ﬁﬁdeﬁ renal
cancer, soft tidsue sarconm, breast cancer, neuroendocrine tunor of t’he

| ung, ceYvi Brostate: saRcsr., PANSFEaHie ceagrse bmmheme, andlannsed ek erll lyng 6MIsst oma,
non- smal | cgEhmh%g&xg%p?ﬁg%gyﬁe.rostate cancer, pancreatic cancer,

| ynphonmg, anoma ung cancer, ovarian cancer or colon
cancer. -12
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