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*159159* USE OF CCl-779 AS AN ANTI NEOPLASTI C AGENT
This invention relates to the use of rapanycin
42-ester with 3-hydroxy-2--

(hydr oxymet iyl ) 2- ety propi oni ¢aci o (.o i AN

triene antibiotic produced by Streptonyces by *159159%
oscopi cus, which was found to have antifungal

activity, particularly against Candida al bicans, both
invitro and |n VIVO [C Vezina et al,. J. Antibiot.

28, 721 -0 C d-T9 AS AN a.\L;!”_ IGAGENE: 28,
727 (1975); H. A Baker et al., J. Antibiot. 10 31,

539 (1978). nt., 3. 929, 992: and.U.S. Patent

5. 005 THrofveriiof el aP 1w Ot Ry R Aot (A Rvrony 2
Réhyérokyrdet B B2 -héthylpaspisnic adTCIFTH)R aniahlineaplabtizaigkndt.

(U.S. Patent 4,401, 653) has been shown to have
antitunmor activity. The inmunosuppressive effects of

r apamBepamyciry ds e eracbcydic dsielmb amtitEotBERrodBoed3 8¢ 1Streptomyces

BB LRI o008 15 i D SRR

i Ganditla salipeane, steithy én siprndrel, in tviver B d\fazmaseefalhl Ji Antibiot. 28, 721

PG SN S H36R6 MuchBh 56, 00 "y B ] Yo

(3119'689 (19RY WSSPatlait 339[29 9921@@1 B0 Pateht 31993 7491, eAdcﬁhonally,

R AR (T Paiepl BEPRED; o Bhes MARF: Wi Pioen
a]Pdt@tg,nOl ﬁ%ghﬁmbmmmtthermﬁMr&hmel for multi pI e

o o1 B Sarifor e five et AP o Byt b e ﬁﬁﬂr’ﬁ?eﬁﬁ%ﬁ

t 3] e34101(1880). 00ychdspbicAl dntd QTK95II6L btheli iRscrodyaliuiiyletitled, 8lso have

seful jn eventing or treatjng system c IuE 31
S8 e doue (BEEriR SSiosupm s eon Aoy et in
|p&é¢eammﬁran@;51axﬁtuej&noﬁqmsm 39,3380 (1899}, FASERL,i 5256 (1989); R.

CRaRaSRly, Jonee B8 Bl Sy i LR AR o
5. 286siol 3Plarmbenness, disSQOTHY didclds& maafa@a:hycﬁ,lesﬁ‘ecﬁ%}n the

sm)oth | e, cell roliferation and [ ntima
t FRPERRH gﬁ?rsme&wp °m\‘l%l§’é drodel, p madel Lo @“§1P1®§t1€?$% in the

e shoeA kLo loid wsd, by ey i

the formation of IgE-like antlbodles

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 depehdent 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 fbllowing
vascular injury [U.S. Patents 5,288,711 and 5,516,781), adult T-cell leukemia/-
lymphoma [Buropean 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].

-1 -

1unumumunmumuummm

*G00002*



10

15

20

25

30

-pr epar,at i on

| ynphoma [ Eur opean Patent Application 525,960 Al],
ocular inflammation [U. S. Patent 5, 387,589],

mal i gnant carcinonmas [U. S. Patent 5,206,018], cardiac
30 inflammatory di sease [U. S. Patent 5,496, 832], and
anema [U. S. Patent 5,561,138]. -1 *@0002* The.
preparati on and use of hydroxyesters of rapanycin,
including CCl-779, are disclosed in U S. Patent
5,362, 718. DESCRI PTION OF THE I NVENTION 5 Thi s

i nvention proyvides the use of CCl-779 as, an

ant | neBpPIERTEoT I se of Fydropyesterscef BpaYCie chiding GCHES:
whi GRIREECINNER! Plén@5 862,91&t andard therapy, or for whom
standard therapy is not appropriate. In particular
CCl-779 is useful in the treatnent of renal cancer,

PHSCRIPEDINOFAMEINVENE®S cancer, neuroendocri ne

- tunor._of the lung,  cervical_ cancer, uterine cancer;

head %pig ineakion aravides the ws§AfLClomg, asr?é‘rﬁ"gﬁ%ﬂplasql%?ﬂjml@nd
P %ﬁ%?&r neogfagxﬂ QJh?chCﬁ@ Cr@ﬁactd??% IsBALAE (R Or for whom

nomne, cancer, “ovari an
etand:aed theapl dfrnat am@zmat%stn petigulpr CEk Bl risbseds indhe heatmpny of
e t o
PUE BlcBE soh el Llfhon, DRAN e, HRARRAES AR o2 June
mwal cagperehierne faneeraheadrand 18clo fancer) glwok@swmahn@m@naﬂ lung
#Qﬂc f e Baﬂ&{?& Haff
%%i%%%l%,gr’ Blgors'da%mcat? O?J ; %&ﬁggﬁg@ﬁ]ﬁ {(i?)lri pal I Cati oﬁhlung
wm«enemgiaa@nmcemome@cpm accordance with this
invention, the term"providing, " with respect to
providing CCl-779, means either directly admnistering
CCl - 728 usaiin ackordanes with this iaventiopthefionny ;' redtomdny'anéanetreating
anal og QMJ
AT aﬁ%{/xﬁg a‘é’fe&ﬂl:}_ség ﬁﬂ%aggbﬁf)%g@gﬂ glﬁice 1l aﬁfeﬁ%e drfSunt
iofl Q770 witht the ptrpose df itibiting gropvtimeDihe asop_lasrrr iafsechsmampmal,

n SNB ients ch had progressed
F@gc @?’h%ftb?‘éeg?f’ orpﬂﬁht\? ?ﬁfttg‘?%eﬁgg% chenot her apy
t hat was appropri ate for that given neoplasm The
desc S
5, 3629 18° Wﬂc‘&?c{:gl’fnge Wﬁtgr@ﬁ i é%lr’ S“grt% L P Pad %f Yt pespect

to providing CCI-779, means either du'ectly administering CCI-779 or administering

(

* a prodrug, derjvative, or analog which will form an effective amount of CCI-779

within the bbdy.

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

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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30 . The antineoplastic activity of CCl-779 was
confirmed in a preclinical in vitro and in vivo
st andard pharmacol ogi cal test procedure which nmeasured

the ability of -2 CCI-779 to treat human renal . cel

cancer (a rapidly progressive disease with very
limted treatnent options), as well as in two Phase |
human clinical trials. The procedures used and
results obtained are briefly described below. 5

Test Procedyres In vifro test cedure
1717§ 6973# at) Bipa0 g oAl canegr GepidlpprogEsYe giseass el very
f'hﬁﬁltbd R@atfEBt oftadhs)] 128 Swill 4sUint tWoCPKaRS TafiaA Nt linICEhls. The
Bet hesda, %BmﬂﬁSle Cline was obtained fromDr.

J.
FPERcefurespees and reruits ebfeingskase bratly degsmbedbelon. el | s
wer e pI ated in MEM (G bco) supplenented with 2 niv
gl ut arri ne 1 nmv 10 sodi um pyruvate, 5 m
L cin solution, 1 nmM non-essentia

ani no Inaﬁm &8 fobaﬁre %l R lﬁfék”fmaﬁ@'éﬁw eﬁmﬁ?@i htre
(5 wer e ated in 96 well plates with a f |naI
v@l’tﬁlﬁ‘éd 2*_’”26}6? dimegisen Tieuro Gpidge fQﬂlleztzprh GAFCCntBethpeda, MD

Lasy5id el v3RDbined Fehs BY 9. 1EE:, Mbngn@érsoh%sgﬁémomerx

then added to the cultures for 48 hours
| &sHls wereoplpted in MEM \ﬁfé&beo)pﬂupel@aeWct with &imMglatapinedil maM

( H@#uﬁggﬁﬁm Nyl chllul- §tregt02n J@l\%&l) 1 ngﬁlxloﬁ—e\éﬁﬁ@al amino

fvested a di ne upt

de«mé soiviase 163 fbatpavineselufion (ol (on 1 Fp: mrefmm in6 Welplates
E&guc 1 g@h{%‘é 8396 nSnd ﬁﬁuba@éﬁ%ﬁ )] 'h?ﬁr's af'3 gatog dilutions of

% of the maxi mum upt a I ne

c@ﬁibr??)? b@mmctewodm/mlswerg then addddiio theeettltums (fQ.te‘b?lll@IS Over

LR TR G e 3P B U S
( 6716/ng ngb) Cells averenjthent hagvesicd anidt the Slegreg Off themidine uptake
rBl 0SCl encg}g)hqﬂldascgqﬁhrr%érhs éi:}ae %& Lc} bg‘g Ikﬁg Q %Q{Rﬁmmed as the

t UsHRENtELIER that dedtdedl 6% ey, thdﬁn@ﬁzrmﬁf pthkeat @g}mldhﬁeainl dbntrol

WlthCéll 79 at 25 ng/kg. CCl-779 was dosed for 5 _
CaCP% days with 25 repeated 14 day cycles

t hroughout the duration of the experinment. The

f or mul ﬁtﬂZMestl@ddﬁr@rFeﬁge'gaﬁQc Mﬁu mé&%rebaamea frmﬁQ%hrles _.
phosal,. 1% tween 80 vehicle ' resusE) ng CC - 77

wRiieeL e VBB RORAE, @éé@%@hﬂ%ﬁ&enﬁ\ﬁ% nEQlgrate] e ohected
Ofc Wie5 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

repeated 14 day bycles 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 usir‘ig a vernier caliper and

volume (1 x w x h) was converted to mass using the formula: 1x w2/ 2.
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vehicle prior to dosing. Tunmor growth was eval uated

using a vernier caliper and volunme (1 x w x h) was

converted to mass using the formula: 1 x w2 / 2. 30 3

Results: Human renal cell tunors were cultured in

vitro in the presence or absence of CCI-779 for 3 days:

and the effect on gromh determ ned by 3H thym di ne

i ncorporation of control versus treated cells. Table 1

shows that 1C50 (50% growth 5 inhibitory

c centration) for all 3 lines tested was in the | ow
ge. Table 1 The effect of CCI-779 on the growth

Of hunBlimae fehl ¢8UNmofoldrs chltured Hharianat Bﬁgél\flifg or absence of

i 7 (nM) HTB-445.0 CRL-11612.

&D@% g“Fe%t‘%fF Be) therSed pRoEpiRa Aetempingd h.‘/nelé thyrmdme

( iHdBrpbtation Gf Chktrol Jv@ﬂsixs EREE cHBSTANRN WRGWS tHah IV, (5098 Yrowth
g aftlng tumpr cells on the flanks of nude m ce.

bltory eRyFentiRkon) @rsqlléohn%ﬁré@dmasalthw@@n@rirwm 100
, mce were treated with CC-779 or a vehicle

Contgink 1 HeeRbIBREI oL oy B A PR St

in significant 15 inhibition tunor ce growh in

the mce (Tablged) Turglige 2 Ef f ect @éI@ICW@L@n the
growm h of human renal tunor cells i'n nude us

xenografts Tunor H‘TBSM( ng) . Days Cel | Li ng@r ug
0721354955 Tr eat

HTB- 44Cont r ol 2881§ﬂ;@§.%186161551095442033g§72412342

The effect of CCI-779 in two human renal lines (HTB-44 and CRI;;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
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 21918 616%55 1095+44 20334247 2412+342

CcCr 290+15  156+13* 252+48%  453+85*% 980+155% 1050+183%

% T/IC 101 71 41 41 48 44
CRL-1161 Conirol 273£18 355436  413:60  480+127 546%170 507:!:156

cCI ©272%14  219+16* 22617 200+21*  220428*% 26830

% T/C 100 62 60 42 . 42 53

* p value - <.05
% T/C - Treated/Control x 100
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CCl 29011515613*25248*453185*980155*1050183* %

T/ C1017141414844

CRL-1161Control 27318355136413160480127546170507156
CCl 27211421916*22617*20021*22928*268130 %

T/ C1006260424253 20 25 * p value - < .05 % TIC -
Treated/ Control x 100 4 Clinical Trial: Two single
agent (CCl-779) Phase | clinical trials have been
conducted. In the first study, CCI-779 was

adm.ni stered as a 30 mnute i.v. infusion daily.for 5
q&mical ry two to three weeks. In the second study,
oCl - 7 Bw¥Bingid dEén@ (@@197 7@2 PRd3e ﬁclﬁ@caﬁxﬁls'ﬂd@@béen ¥onducted. In the
i pfusi once trials were agpen | abel

afesk ﬁ‘%}%h ffose, WaSsqdﬁ)gP%_terail ﬁf a 30 mpingte ﬁﬂemﬁssmdciaéx for's days,
P&Febe B toMBER ek ® WaLltHe %e@dﬁﬁtshﬂz ectl-¢at Wﬁd:ﬁﬁléieﬂ:ﬁ Qs z3330

the CCl-779 was tol erated and ere was no evi dence
o@m%évxﬂﬂéé%e ongs Bgekde s i Bath trike Weest PRowi 1abel ascending dose
e&ih%bjahﬁ ) xhﬁﬂh@é'ritctr %fddﬁ:s VEtinty 5@% allowel 4§ cQRnkE H‘:&fnbﬂ cfl Qong
1. Patients with a histol ogic diagnosis of advanced
candier GATTP dwasutrderatedprd there whae 1pj eddenge \pfyobvious disease
'mgﬂem@ns)qrh\eﬁmw SEESIRG AMa Werets@fldar d therapy or
for~ whom st andar therapy 1s not appropriate. 2.
Measurlaglnsiom€ritedal uabl e di sease. 3. At | east 3 weeks

oLode RS MRSTIHORERNa ARG OF ady ARG (R ARy B, in

weeks since nitr as ofr
| east the fagkstudyi dpephamps)owhe rard mﬁegtmiygtat tandatd thgmpy or for

5. Age Rdm Lt d théa fﬁ'hﬁt%hlq)prigte. Adequat e bone narrow,

renal, and hepatic unct [
2. 'Measurable or evaluable disease.

3. At least 3 weeks since prior chemotherapy and/or radiation therapy (6 weeks
since nitrosoureas or mitomycin C).
At least 4 weeks since any other investigational agent.
Age at least 18 years old.
Adequate bone marrow, renal, and hepatic function.
- Serum cholesterol < 350 mg/dL and triglycerides < 300 mg/dL..
ECOG performance status 0-2. . |

¥ ® o s

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,
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 (>

50% reduction in tumor size) and 2 minor responses (= 25% but < 50% reduction in
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7. Serum chol esterol :5 350 ng/dL and triglycerides 5

300 ng/dL. 20 8. ECOG performance status 0-2.. 9.
Life expectancy of at least 3 nonths. 10. Signed,
dated, witnessed witten infornmed consent. A total of
63 patients and 24 patients were enrolled in first and
second studies, 25 respectively. Dose |evels ranged
fromO.75-24 ng/n2 and 7.5-220 ng/n2, with the daily
x 5 every 2 weeks and weekly schedul es, respectively.
The fpllomﬁng sunmmari zes the results that were .
dsnerisize)ivere abssatee iy iwnal secarpatieni pn therlady x § schedule, 1 minor
g&sg SaneHilfed Iﬁmeiafe%oﬂge, gﬁf PRASR disease @O25R ﬁ?crease to <
reductlion tn tunor siz m nor responses (> 5/
B6% redB0ion e duoed size)ilasting appragimately, §) mopd %Wétﬁs@ls%fé@ﬂ :
oRtid ¥ H3binf B0 BleuP ol i B sARsdgt lneanRCDEAULR pa pa}nal
nor ponse, unconfirned m nor- response,
stspirise, 2l gesporses 594l i1 ratableadiscaseplagting@ppsaxiraately |5éfnmpmths
%@&s&yé@) IA Bakh&g'ﬂtﬂpgl{?% 'c%tslebg e WO \GosUEY &hedule, one
serve atien t tissUe sarconma on
tph!ﬁakiasﬂoysw& qb@g'aqb I iatiahtd \@th neusesndpdsine tyraendfshe Igng on
es e
}Qgeﬂgr dos%%e'gcﬂgtfu ﬁ@ g@ﬁ%—esr?@ﬁs% &a\lﬂs;é‘tgpxjgg% of Vgagﬁiﬁf having
medwcelmaﬂcamonfthéadabrs:t 5 dasageschedule, looe wendt rgspanssawas observed.

T
waedtifiymetonage respchﬁei wlag observed. phur fatieits heﬁwh@d andlseck cancer

observ ients Vi ce rV|c
BRI o LA RoE TS B BB B B
oMas @bseetd. T pb.ﬂtbnp@ltavmgtmn-lsmull ngjl ling rcamer ceeiving the daily x 5
receivi nﬁ%lta,h dai

5 dosa
G petery Seoroel atping 340 SEsa el Thee +Rlfs s partiontary
Ranptisifg, hfbasida-mg thetcikie patinsrin these studien chatl ladvabaed yarmers that
dosage s di sease. for
s e ety Guiepge GerRah 61 Rk sORRishg TRl et were
gfhﬁlseqmﬂinb?]lq:ﬁhlh ih whirheAfiacy isfofere livmited) a e ;dmgiry objedlive of a
osa chedu rt| 0 S .observe
Hhased G i Ceegin® Babpy arLiIg Y 8L s AP s ericated.
considering that the patients in these studies had
advanged .cancers .t hat eneral | fractory .
st and=2ppdiondig reaHs 0 ?Q‘Fd’r%fﬁlglﬁ ﬁ§? t?fg urelsh(éég779 18
WRESR! inRFsatsy hedfalalsrﬁk Gl lpaitichlad, &ﬁmmrw\he@tasmﬁf M€ particularly,

often limted, as the r| rrarly qj ect.ive o
CCI-779 is useful in treating tre tment of rena

breast cancer, neuroendocrine tumor of the lung, cervical cancer, uterine cancer, head

carcinoma, soﬂ%ssue carcinoma,
and neck cancer, glioblastoma, non-small cell lung cancer, prostate cancer, pancreatic
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,

response to the disease, any treatment related toxicities, age, and health of the patient.
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Phase | trial is to determne the safety and
tolerability of the drug being evaluated. 20 . Based
on the results of the preclinical and clinical test
procedures, CCl-779 is wuseful in treating neopl asns,
in particular, refractory neoplasns. Mre
particularly, CC-779 is useful in treating treatnent
of renal carcinoma, soft tissue carcinoma, breast
cancer, neuroendocrine tunor of the lung, cervica
cancer, uterine cancer, head and neck cancer,

Brsedmathe sopults plianedraith G779 iy pioissted that Jpgak igh dnfusion

g%}ﬁ% wilPge F&Et@«%&d Ghe? (CRRELI00 tgih i, ac[afﬁgﬂgbo Pon a daily

ung cancer, ovarian-cancer,
desage regiien, tapp i tebweeni dbioutc h emd t 1060 arg/m? ddea pdminisensd vn a

I I ' d.b . ' . L Gi
e85 oORE oAb as SRR coe® 1B AR RRLSIBL Forpffeatte, and
Wik tdi detaamined IBrougls phpdeiad guideedi B dapecfermaty that €4178N tis

rel ated xiciities, age,.and.health of th ient. -6
el P bEPe oF S R i tetordy 18 il Lbwpmics
Otingr @ciited of iduhinistratidnadreialse. feasitfle) sucnas diasiapéstsywpirkntérelly

t , about, 0.1.and 100 ny/ dm ni.st.ered
N T R R T
AritfanEsaltf) eagiasliyl midstamedeamelty. a weekl y dosage regi nen.

and SDAAR TR TR ARGt o KA aE B ot e B A AR fon
[For exaniple; idesagexifor bail adiainisfrdfor &e ofielupicsterfokidgrbaterithan for

i,nfusion or orally,. prefe i.n the formof tablets
7 Himielraton” s SricRpRu b i s AlbRle R e
fabtael Bhefnotiferupbutiks aying ofMplagnes parp af e tichemdthatapeitie seghasn
i.Vv.,.such as_ intraperitoneal and subgcutaneou .
coptaining,more thav of y",ntm‘?c’ﬁfa?té‘haa@g?ti y, T8%gHSTaloF yoonooptnt
chansiH@hgEatid ¥genkOofea HORs TRURBRTeRIBorE ¥PERh Qlrticalan @t
according to _the_route, of adm nléiratl on. For

Seashy | eereaging thssafehigparginnf henarticrier 3858%on are often up
to teokdl Anaang cohtdming @k active/ cordsbiindd 8f K1a$ iiM@ntidnt may
is anticipated that CCl-779 may pe, adm nj stered as the
sempriseyany (RRVERionailn ssedoent sy kluding, tablgls, Rpspiss (bugtel
ForeiAe RIchSY, aaenek Gnd Bl HQHids, GAsHeAdidtisG sBREi6nd. N@sps@BEmay
anti neopl asti c_ agent. The Uéewgtg,con 1i)mt ta‘é]g :
cRABIR Mgl CItiye FePRmAEh v (ALY AR fients such a5
rgObth QRuRE1E ARG stabdhbP{e. 296 potatb lBE klka starch), sugars,
increasing the safety margin of the particul ar agents.

‘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
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 calc_ium,
polyvinylpyrrolidone, gelatin, alginic acid, acacia gum, xanthan gum, sodium citrate,

complex silicates, calcium carbonate, glycine, dextrin, sucrose, sorbitol, dicalcium



Oral fornul ati ons containing the active conpounds of
.this invention may conprise any conventionally used
oral forms, including tablets, capsul es, bucca

forms, troches, |ozenges and oral |iquids, suspensions

- .-or sotutions. Capsules may 20 contain m xtures of the
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- Jbesphats, crlgwms pylfatts lagiese kpoling danaitoly spdimm

active conpound(s) with inert fillers and/or diluents
such as the pharmaceutically acceptabl e starches
(e.g. corn, potato or tapioca starch), sugars
artificial sweetening agents, powdered qc*ell 0Ses,

Priflegdaly dry

fkRHeS and PbRUED suggxu ”Pnefe@ﬂe@ swige i dify@Bl a8knts include nonionic
fornmul ati ons e made by conventional conpression,

vaadl agioaiefagegnodfngragenss. Repressntasive oxamplesil qurfags aodifying

Uéghﬁth ?rﬁhﬁ@ aJuHae Qb tingiadaley, PR SREARE SoetlidItiRRNS chbYidedéaEum
gent | ubricants, disintegrants, surface nodif

& CG‘iOPFG@Ih glp@@l,sqgtop%qogﬁte@}ulm@ggm SoyBjtagy esters, )c/:ollo%dol
Ssrll?cghl digif) ﬂgﬁiﬂﬁtﬁs sbﬁ‘iﬁfnuﬁjddggylsu% HﬁéneL‘l'um ﬁlﬁﬁhrﬁlﬁl s111cate

nesi um st ea stearic acid, sodi um | aurzm
ftripthanalgraine ¢ Gralt ferplatéong diereift 6§é utlhze standard delay or time

e{ CRf RO WIRHIN S b dtbORR HRbBHAHbSf tHROMVE BYhPIEER).| dRBQyal

gelatin, alginic acid, acacia gum Xxanthan gum  sodi um
cormuletion 18ey enqneist oguaﬂmmtms thegctiv g ingredienion yeager or a fruit

o 6 Bt debloBriat® WA s o SURiidiRbs asHiestlici um 7

osphat um sul fate, |actose, kaolin, mannitol,
sodl urfn éthe céseit mabe desitpble t@achmmh@sthamnp@mée digestly to the

smtﬁgfo 24 sdisdpce nmodi fying agents include
non| nic anioni ¢ surface- nodi fying agents.

Repr es’.l‘e‘ntcawmpoendemmls deveptiors may abse beoafirtiniptangd patsateradly or
H&%ﬂ‘éﬁrﬁncﬁw oH?Br diu'sﬁ@nhﬁﬁ’s tSfoth PaLR%RBE Eo@d%g Bs a free ste
ben m c 10 | e,

al’koni Cl Um B St ear at cet ost ear
atrqbhmhacologicaltynaccertahld sakimah b Pyepargd iawates Bhitgbly amixed with a
OH; e
O G By RRfupNeD HiifroidlD 258 1o°Be prijdeld D
t glycset*diahqmdmotyethyﬁhaglybmis raod atikiores thereddiin mlayUuderI ardigary

t d f
CoraeSBRL st B oh ore PROALG B B iet § Bheit e
f growihl afiniiosoonmanisad. S0 consi st of administering the

cont ai e P Ara bl Tiplspibl asd e 8l sageons

nehdieds ot dlspﬂsmnscasl%enld: poseders for diess exterhpogarteous preparation of

PAEE ale SeGRTBE AT 35 Sl st Sl and
i v el fiuid toathe @ktent that emmyangabdrtg elxiptar Ie muetr bzl dtablounder the

conditions of manufacture and storage and must be preserved against the

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

understood to include all administrations across the surface of the body and the inner
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intraperitoneally. Solutions or suspensions of these
active conpounds as a free base 15 or

phar macol ogi cal | y acceptable salt can be prepared in
water suitably m xed with a surfactant such as

" hydroxy-propyl cel | ul ose. Dispersions can al so be

prepared in glycerol, liquid polyethylene glycols and
m xtures thereof in oils. Under -ordinary conditions
of storage and use, these preparation contain a

pr eservat ive to prevent the &M?wt h of m croorganisns.
3ipingh 0 pl’?&?‘%&@éﬁ%?ﬁal‘n@%ﬂ‘% epiineliah and Breqsal &isPugh| ¢ Such

d&RinisAalisHden St 1 dabrfed it @DYSthe rebdnt Eddisounds, dF SIRGH Se@iblly
and steri]le powders for the extenporaneous preparation

fcepiable rsﬂt%ﬂ%eFﬁ%d%ldB‘F@Ss@Fmﬁ’ dopansp patghesHBispensioas, spiytions,
ahd s ﬁ@ﬁﬁne§¢&tgl%mgm{ be sterile and nust be fluid

tot e extent that easy syringability exists. |t nust

be st Zpienpale pdministratican iy i ben gecompithed f Bisqugh charige. of a
Mdml %%h %ﬁtﬁmﬂfg e %&Wevc%gl BaRl fita H}ﬁeraﬁat 1s inert to the

contanlnatlng action of n1croorgan|sns such
Betiveeomponrd 1B Lnegi toxithe thaskine pnd alrlpws’oéelwe@opﬁ/@magemt for

Q*&éﬁﬁ& Sh&¥p tm%d nwnh%%i&s'a' Rl vid @le &a&@n@h@ carfyei ﬁﬁy take any
hanol (e ycero propyl ene gly and
|nu@b¢rwf;f@nanq§x lp& AReagh nglptm@m paftﬂs,eg% Rpd, p@f&uswe devices.
gﬁx bRhs aftGintRaRt glﬁe Wkd ofs lidud ot i d3HE Qﬁ&ﬁﬁﬁm&’ﬁf difhbrSthe

OSUTG trans ermal a strations are

'udd@fiwgteo ot waterimoil typs. eﬂastesammmsgt @faahsmgvmmvabes dlmrsed
rne
HBARAEcP b SO pa rb e o L PR HPLY e

Suitahle. a4l vimiity of atclwive dmyestma}dzﬁusmwa wleaseube agive ingredient
el Ibho%ﬁ H&ldamrfl Us. aDDé}ﬁl%%&ﬁééBiecx%Hanané‘%&%%ng feservoir

ereor, 1 ons
SQmpemslﬂm’]@thS othgmdmm awith caredtheupperstisroer aemamxemﬂaimmtle
‘AélﬁJe n@:&h s%'de%QéMH 1&;0(‘;?1‘11'1 ?1'3 1{feturd
acco us ransder rral pat ch

cont aSuppogtdrh efommﬂatmns mambo made doth Gaditional watetiflgtinglading

Pl M s Y TR B A B oo
pbingapd glynenthateh solidle® m@pamtbaamsas; such Iasapdkeﬂnylcn'ﬁlg@ycols of
carrier ﬁ’f é}éal u,t‘)srr‘oerd of fornms such as creans
IAESi ctlff% ?e‘ggﬁs?‘ Sg 5%*%and occl usi ve devices. 10
The creans and ointnments may be viscous liquid or

sem solid enul sions of either the
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oil-in-water or water-in-oil type. Pastes conprised of
absorptive powders dispersed in petroleum or
hydrophi i c petrol eum containing the active ingredient

‘may al so be suitable. A variety of occlusive devices

may be used to release the active ingredient into the
bl ood stream such as a sem - perneabl e nenbrane
covering a reservoir 15 containing the active
ingredient with or without a carrier, or a matrix
containing the active ingredient. Oher occlusive
d&LARMS are known in the literature. Suppository
formul ati ons may be made fromtraditional materials,
including cocoa butter, with or wthout the addi ti on

of waxks td Eiethod of fesatingmueoplasmjn 8 mmieal iy neqdcthereaf, which
aa&n;g{suésﬁ%mmng\ma@d nﬁﬂkﬂaphﬁeffeum%ﬁiowcff degsRg, such as

pol yet hyl ene gl ycols of 20 various ecul ar wei ghts,
may al so be used. CLAII\/S 1. A nethod of treating a

neopl agm i r)\ 3 e i gh I 5
provi di ng sal a%qee‘% Pt%@? la\gﬁloun maﬁ 18 Feed

Clhyereafy 9/hwb cgmpﬁsqqmmmﬂngﬂo strid @i nmed a:aeﬁf@hvamnm of CCI-779.
neoplasmin a mammal in need thereof, which conprises
providing. to said mammal an ef fective amount of
CCl - 773. 3.Thgmethedtaaentdiag toorlaiinrlg wherein|thd mnoplasmiirenessil pancer.
the neoplasmis renal cancer. 10 4. The net hod
according to claim1l1, wherein the neoplasmis soft
t i ssuet-sar dbmanet®d Ferdingtth otdiradcwheteimghe heopbdsmi imsdf} tissue
&lan the neoplasmis breast 15 cancer. 6. The

o “according to claim 1, wherein the neoplasmis a

neuroendocri ne tunor of the Iung 20 7. The mst hod

cancor 8. Tinanfhtl aeeollEh BBty VRS gl s i

ttwcenreopl asmis uterine cancer.

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

neuroendocrine tumor of the ung.

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. '

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

glioblastoma.

-10-
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25 9. The nethod according to claim1, wherein the
neoplasmis a head and neck cancer. 10. The net hod
according to claim1, wherein the neoplasmis 30
glioblastoma. -10 11. The nethod according to claim1,
wherein the neoplasmis non-small cell lung cancer. 5
12. The method according to claim1l1l, wherein the
neoplasmis prostate cancer. 13. The method accordi ng

to claim1, wherein the neoplasmis pancreatic cancer.

10 14. The nethod according to claim1l, wherein the
neoplasmis |ynphonma. 15. The nethod according to -

cl ai m 11, WiEteamethédSecoRiny SdRinS], (PO IR nedSlask® is ddismall
netpfd according to claim1, wherein the neoplasmis

s OB} [UNg E4UCST. | ng cancer. 17. The nethod according to
claim1l, wherein the neoplasmis ovarian cancer. 20

18. Th netﬂgg a g?rdin to claim1, wherein the

neopl akm i stheomehod @eaopding to glainyd e Wherepafhis Heeplgsm is prostate
42ast er Wi th 3-hydroxy-2- (hydroxynet hyl)-2- 25

nmet hyl propionic acid (CCl-779) in the preparation of a
nmedi cament for the treatnment of a neoplasmin a

mammel 13.20. THéSRetRdd 4RBRAMECHo k1A -16 SdleFeinMhb heoplasm is pancreatic
3- hydr oxy- 2- (hydr oxynet hyl ) - 2- et hyl propi oni c acid
(€E779) in the preparation of a medicament for ‘the
treatment 30 of a refractory neoplasmin a manmal

14.  The method according to claim 1, wherein the neoplasm is lymphoma.
15.  The method according to claim 1, wherein the neoplasm is melanoma.

16.  The method according to claim 1, wherein the neoplasm is small cell

Iung cancer.

17.  The method according to claim 1, wherein the neoplasfn is ovarian

cancer.

/
/

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

of a neoplasm in 2 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

of a refractory neoplasm in a mammal,

-11-
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- 11 21. Use according to claim 19 wherein the
neoplasmis renal cancer, soft tissue sarcom, breast
cancer, neuroendocrine tunor of the |lung, cervical
cancer, uterine cancer, head and neck cancer,

gl i obl astoma, non-small cell lung cancer, prostate
cancer, pancreatic cancer, |ynphoma, nel anona, snal
cell lung cancer, 5 ovarian cancer or colon cancer.

22. ZMhe usaaae@mmg 0@14i8 Bl @héreihShe WesH1RinistrBRal cancer, soft
neopl asmis selected from neuroendocrine tunor of the

tSSpfgsarerIng bapast RACRT dgHrosPdogripgyiramao! thadure: satvicat wander,

1
S8 e, 50 iy 3G 006l i858 cnc

msedtae tcenker fpammaatau pmddymphemn,uﬂﬂan@ﬁa,tsh&lll ¢dlidung easter,
and neck cancer, homa, nelanoma, small cell lung
YAHMEFANCER YO ?,aé‘ﬁ er, colon cancer, breast cancer,

gl i obl astoma, prostate cancer and pancreatic cancer.

15 24. The use according to claim19, wherein the
neor2l2as mTibe wsenadcoshimg ¢v clapb. 19Theharsia the arbpliang i Gelected

| aim 19 wherein the 0 t tissue sarco

FEUTORAOGTE " Ly §F 35 HB nf%ﬁaﬁ] i@I NfAE ranFer hgmphoma,
e Qngs BinkH cBll Q@i cabet @8l coBh caddee Use according to
clai m9, wherein the neoplasmis 25 neuroendocrine

tunor of the lung. 28. The use according to claim19,
whengi n t o] I tvigal .canc 12 29.. Th

use eglccorrrlc?i19 n%%t%c rﬂ%‘rioggﬁvf}%eérigl qrggeth%&ﬁp a8 sefécted
fiohe renfoendduriie. tumor of the lung, head and neck cancer, lymphoma,

melanoma, small cell lung cancer, ovarian cancer, colon cancer, breast cancer,

glioblastoma, prostate cancer and pancreatic cancer.
24.  The use according to claim 19, wherein the neoplasm is renal cancer.

25.  The use according to claim 19, wherein the neoplasm is soft tissue

sarcoma.

26.  The use according to claim 19, wherein the neoplasm is breast

cancer.

27. The use according to claiml9, wherein the neoplasm is

neuroendocrine tumor of the lung.

28.  The use according to claim 19, wherein the neoplasm is cervical

cancer.

-12-
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30. The use according to claim 19, wherein the
neoplasmis a head and 5 neck cancer. 31. The use
according to claim19, wherein the neoplasmis
glioblastoma. 10 32. The use according to claim 19,
wherein the neoplasmis non-small cell |lung cancer.
33. The use according to claim 19, wherein the
neoplasmis prostate 15 cancer. 34. The use accordi ng

to gai MR, uyhaéRrding e HIGRRI ASHhrSinPARCHERdskn 29 Hetine
cancer. 35. The use according to claim19, "wherein
BReIneopl asmis | ynphonma. 36. The use according to
claim19, wherein the neoplasmis nelanonma. 37. The
use according to claim19, wherein the neoplasmis

smal30. celTthe Usangcardingeb .cladd. 197 Reheusie tiC aeplisiOistOhead and
cl.aim 19, wherein the neoplasmis ovarian cancer. 39.
PR CHCE according to claim 19, wherein the neopl asmis
colon 30 cancer. -13

31.  The use according to claim 19, wherein the neoplasm is

glioblastoma.

32.  The use according to claim 19, wherein the neoplasm is non-small

cell lung cancer.

33. The use according to claim 19, wherein the neoplasm is prostate

cancer.

34.  The use according to claim 19, wherein the neoplasm is pancreatic

cancer.
35.  The use according to claim 19, wherein the neoplasm is lymphoma.
36.  The use according to claim 19, wherein the neoplasm is melanoma.

37.  The use according to claim 19, wherein the neoplasm is small cell

lung cancer.

38.  The use according to claim 19, wherein the neoplasm is ovarian

cancer.

39.  The use according to claim 19, wherein the neoplasm is colon

cancer.
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