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30 genes on the section of chromosome 11 which are translocated in MCL, but it is the
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the time to progfession short [Oinonen, R., et al., European Journal of Cancer 34:
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30 Mantle cell lymphoma remains a difficult disease to treat once it has relapsed

and patients are typically treated with multiple regimens with a short time to
progression between treatments.



and patients are typically treated with nultiple
reginens with a short tine to progression between
treatnents. 2 WO 2005/ 046681 PCTI US2004/ 035900
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subJ ec he ' preparation of CCl-779 is described in
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directly administering CCI-779 or administering a prodrug, derivative, pharmaceutical

salt, or analog of CCI-779 which will form an effective amount of CCI-779 in the

body. Throughout this specification and claims, the term “a CCI-779” encompasses
20 CCI-779, and such prodrugs, derivatives, pharmaceutical salts, or analogs thereof,

which provide an effective amount of CCI-779 to the subject.

The preparation of CCI-779 is described in U.S. Patent 5,362,718, which is
hereby incorporated by reference. A regiospecific synthesis of CCI-779 is described
in US Patent 6,277,983, which is hereby incorporated by reference. Still another
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hereby incorporated by reference. A regiospecific
synthesis of CCl-779 is described in US Patent
6,277,983, which is hereby incorporated by reference.
Still another 3 WD 2005/046681 PCTI US2004/ 035900
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30 When a CCI-779 is used in the treatment or inhibition of mantie cell
lymphoma, it is projected that a subject will be provided with a weekly dosage of 10
to 250 mg of CCI-779 per week. Treatment typically consists of 2 monthly cycle
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30 When a CCl-779 is used in the treatnent or
inhibition of mantle cell |ynphoma, it is projected
that a subject will be provided with a weekly dosage
of 10 to 250 ng of CCl-779 per week. Treatnent
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the pharmaceutically acceptable starches (e.g. corn, potato or tapioca starch), sugars,
30  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
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10/ 663, 506)1',he Wﬁﬂp6ﬁhdh ﬁaf@d’o%@!dmlﬁﬁ@fegg&@tk&ﬂlygy entoneally
refere n sone .cases.iIt m desi raIBFé)

adni ni '3 %‘I&mi il susgenr?BBsLﬂﬁ se&F‘?VéfPﬂ“EP“P%‘ a py fiee baﬁer%ays in
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Di spersions can be prepared in- gI ycerol, liquid
pol yet hy! efke ppywedutcablotnsshicble forSinett@las inbiideQich- -aqueous

Ungter sghudbRar ¥; st e _and use, these
pr epar atui ans c%pr?%g?ﬂangls?ﬂg %%d\?étf?rve mmB?‘%‘%?%‘fftPr“tPFfémn 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
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growt h of mcroorgani snms. The pharnaceutical forns
suitable for injectable use include sterile aqueous

30 solutions or dispersions and sterile powders for

t he extenporaneous preparation of sterile injectable
sowot2o@ngsssy di spersions. In all cases, the fErHnustusisssoo
be sterile and nust be fluid to the extent that easy
syringability exists. It nust be stable under the 6

WD 2005/ 046681 PCT/ US2004/ 035900 conditions of
manuf act ure and storage and nust be preserved agai nst

t he cofrdfmhelimangciie indritoige mdonrusbregzavretseansthe as

bact efch@aringling bidh of rdi aeorgaﬁgrﬂs%ﬁchca@&cteh@ma fifn@d. VI®B barf¥ér can
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th gre chf\ereo"ilqu yeggﬁ)ﬁeaokﬂls € plk elrrﬁczl&&cﬁﬁg fol;xﬁtga EJ ﬁ?&&a@y@m 42-ester
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or o P Bl BigplacR BXaplts hf e BB e Hrppfpions
cont aiinveptiya imrudegwitbow hmdhmh&ﬂasclt mapykhaghyrol, payestyieueslicol
- C Oﬂpor@@ tpof}’fraﬂ&lgﬁ gfy ) H&H g&life%mgégégpéogspo% glg;le g%@&slﬁoo
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co 0
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contain an antioxidant component(s) in a concentration ranging from 0.001% to 1%

w/v, or 0.01% to 0.5% w/v, of the cosolvent concentrate, although lower or higher
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al cohol i c cosolvents is enhanced by addition of an
antioxidant to the formulation. Acceptable

antioxi dants include, but are not limted to, citric
acid, d,]-a-tocopherol, BHA, BHT, nonothioglycerol,
aswordnsms@gi d, propyl gallate, and m xtures tiEeR§04/035900
30 Cenerally, the parenteral fornulations useful in
this enbodi ment of the invention will contain an

anti oxi dant conponent(s) in a concentration rangi ng
fromO0.001%to 1% wv, or 0.01%to 0.5%w v, of the
coso| weidenteations ery badesireda IOf the axtloxidanie d.1-gritochphgtodis partigyiarly
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Addi t | eadlyldytermsned by o:tem‘fdmilmghagelntsﬁ upEythe llnfmnmdpnowded
combi n ation with ot her antioxidants as part of the

ant i oxi 5ant conponent of the invention. For exanple,
an accept aldiduantageqysly.dn peoipin grboditenntsaf the paerterdl ifqrmplationg pegful

tZg an di“qhét m\a%n&&fﬁ%{g%nt of PRI gs,pmea{j dollai dqgé%tﬁs hfikion
eseece Nt OXI dan Iy de n
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in_the djluent
30  which a.re optxonally combined with lecithin. Alternatively, ethoxylated vegetable

oils, such as a pegylated castor oil [e.g., such as PEG-35 castor oil which is sold, e.g.,
under the name Cremophor EL, BASF], vitamin E tocopherol propylene glycol
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sol ution. The nost inportant conponent of the dil uent

is a parenterally acceptable surfactant. One

particul arly desirable surfactant is polysorbate 20 or
‘pol ysorbate 80. However, one of skill in the art may

r e d045/08@Bect ot her suitabl e surfactants froprresyagsssoo
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Typically the antioxidant may comprise from about 0.0005 to 0.5% w/v of the

formulation. The surfactant may for example comprise from about 0.5% to about 10%

ﬂ'(l

9



25 invention al so covers the use of fornulations
havi ng | esser concentrations of a CCl- 779 in the
cosol vent concentrate, and fornul ations in which one
part of the concentrate is mxed with greater than 1
‘pamwo 06s/4é681 di | uent, e.g., concentrate: dil uerdT/u$2004035900
ratio of about 1:1.5, 1:2, 1:3, 1:4 ,1:5, or 1:9 v/v -
and so on, to a CCl-779 parenteral fornulations
having a CCl-779 concentrati on down to the | owest
l evel s of 30 detection. Typically the antioxidant may
conpr i We of hofermuldign. TheaoiBlie eplpnbuesfprexgrple gpmprise from about
f or nul @b4 ©Bboud 406, WA bf BEfamlatiRY fOr exanpl e conprise
from about _0.5%to %yt, 10% .2005/ 046681

a5p

9
PCT/ US2004 1638581 nsugefulin, P V5RO fan bp ijed to produce 2
al cohadosage sooh Wit suitshle fooadmendstrapbrebyceithed dirgeinfertmoaltyoudtiition.

10% 1t q, %ﬁH}ngg%%{?leyfoPiﬁuN&%#%?ﬂﬁéhat ton. The

parentera ations usef! this invention can

be used t oFgrthspymesenof thipdisclesue dransderns] adminisiyationg Breamdesgtood
agg? ?! t8 ﬁxfcﬁlaés Q{hdmﬁtiseat;o:fiﬁqddéf the Q&fa&df'l{f&{élgi)@lfln@ﬂnehﬁ‘ler linings of
addi tio o.sterile infugion fluids fqor . ..

[t 1 avRRHI(RESSRRS ST RE cpithghal and s GRS Spok iistations may
di scl oswareied éut esipdierpraént ehipionnds ar ghdroasutiadlly acepielsls farod -
tosd N Al L. 1 Ni ti t he.. sur .
tned popees Blotp bl Tl o8, B3Ry o ehdEGpdtoris
i ncl udresy! @givegieli al and nucosal tissues. Such |
admi ni st r atrfanAeEnal EhinidRBtida My b BocOplishtititugh AR uid &aent
conpounds or %rﬂar maceut i cal I¥ acc%pt(gbl e, S%Lt_s, 10

t her edf2a54eRPy BYRSPRIANIRG e 3Rve qogpAnd apds qafist that is inertto the
Sus pensticempand, id doo igic tathel sidy ppdaiooddlieay of thesptaiforand
vagi n ; r. on: .

e e SRBRAG! R BLER Bt At Tl Alfiep e apy
cont ai HRer of Fampeh 4 srcarByRe gingmentidpagics &gl puskocelpive degces.

i E_ert T&a:l’e@)lﬂli:arﬁ%ﬁxgﬂelﬁt_s aﬁyp@ﬁgd?s hﬁq‘aidrw&tuﬁsf@m &-xilgé?onts h%ithu the
skin, d allows delivery o e a or, stemc_ .
absor p‘%F’B'ﬁvafeﬁ POV 8- 50 T é%ml?f&??d:g}e‘rf&m% P{?.wgglfﬁ @ispersed in
carri egetrpiaym tictiyérophilic pettaleviosrontainin drerwstive ingtediest neiy@Rose
angy O QLIRS variBP 8t RSusidbvices HIFvORE M%l%ﬁ?e HENi G B eredient
The creans and ol ntnents may be” viscous T qulatf or -

sem sontodheehiRpd SFEMSUH RS iePHBITMEFhle MEFRrAnp PRVRRTE TeSGIVOIr
vvang r- doatg_minlg te)pifve inPREIER ?vitﬁ ;aﬁmtmoieﬁcﬁﬁ{gr, abﬁ,_afd% bohfining the
powder s_.di.sper.s n_petrol eum or r ilic

pet r ol B %%%‘{’eg}?;btheé °‘i°ﬁi‘ W%\‘gcﬂc\e/sear‘? ‘ﬂlﬂwﬁm@%ﬁ“ﬁw al so be
20 sui t abl Suppssitpryfprastiigtian may b rugie fiemdmiiticebmateaialshidciuding
USSEl ! BobChRaSRoR ikl by Sl JAAHLEND aitd B Sy %Qs"?tm%ls 9Qfhing
-stream such_as a sem - per reabl e nenbr ane covering a

r eser VRS and glyern- nWetey seliidle suppositery basgs: engh exnolygfhylenectycols of

Wi t hoUfariBusGidldehi@iweighis, rRayRb bt ¥se€ONt @i Ni ng the active
i ngredient. Oher OCCtltﬁIS.I ve . devi Ges A e known in the
literat ure [hecomponents of the invention may be in the form of a kit of parts. The
invention therefore includes a product containing a CCI-779 for use in treatment or
30  inhibition of mantle cell lymphoma in a mammalian subjeét in need thereof. The
invention aiso includes a pharmaceutical pack containing a course of treatment of

mantle cell lymphoma for one individual mammalian subject, wherein the pack
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Suppository formul ati ons may be made fromtraditional
materials, including 25 cocoa butter, with or wthout
the addition of waxes to alter the suppository's
melting point, and glycerin. Water sol uble '
suppasisioadsyt bases, such as pol yet hyl ene gl ycoi(sr/gg‘zowo;;sgoo
various nol ecul ar wei ghts, may al so be used. The
conponents of the invention may be in the formof a -
kit of parts. The invention therefore includes a
product containing a CCl-779 for use in treatnent or

30 i niviohthing wyits offa GRETTY er 42 €D-(2-Hygrvpy) ety rapsmyginia pwibdoiszga form.
subj e ohdbnfd@ilert rlﬁerﬁ&fuct cHRigind SMEDHH A BinRadytG! Udes a

phar maceuti ca contai ning a course of treatnent

of  meAqEmLsRRo F%BYFB’WE‘G Praduch pr cpaip & CHLAY 2ma FRpRITAR
S u bj e Od(}ucthbrelﬁeemﬁedt\h&x a3aitdble cﬂl@enVﬁtZ%ﬁétﬁﬁﬁﬁSﬁded in the product.

2 359 0,.
5T B9, e Dl e bl ket o By FroGiond b,
| n on@pembldaﬁvemte coritpanep wishi & suitaj osolvantios cazrieC@lr e BTIH770. SStill
form rmgyoﬁpeﬁenégﬂm@kﬁtcé?%s%oﬂ oS D] MY and/te

product .can contain a as a concentrate which
can berdminisiation;of the produgt, pthe centaing, seinges negdies; &fc., will be readily
opt i onppdrant Pproayérdiit ir te ithe pr oduct 5 1n yet anot her

e di ment roduc cont,

ol ana, B GRS BT B mpol i e ot
sui t abimitatieri toeseef. or carrier for the OCl-779. Still

ot her conponents on the kit, e.g., |nstructions for

di lutign, mxing and/ or adm ni_stration_of

pr odudEPXAMRYFe? - A MR Adiyity; g Siagle "1*9@@?1@%'3779696Re'39§epl
be reddantl Cellppapiesmia: bPhase [|dfralsk tHel Ndrth GdmgraCancer O

The. f nples are illustrative of the present
i n\;%en?ili%%meﬂg?r%g?e not a limtation thereof. EXAMPLE

-1 - Anti-Tunmor Activity of Si nl%re Agent CCl -779 for
Rel apsed - Mapfecel! ipmpiromay Mol ifgharagteriped 82 1(} 1; 1 respltingin
t he Nbfvbﬂaxﬁﬁﬂﬁﬂ(ﬂlcyoﬁﬁm,&fm&ﬂaeﬁ_éfﬂl&t}iﬂ@ﬂﬁau@lﬁﬂﬁtal Mands @13K)

cel | [ a_t

resul tl%én %S(S%L%%%dﬁvéhseg’l 0 &2)?5 j’éﬁ% ‘ﬂthfs ihe(P? I%%ﬂ,%"gg’ at the
of 2¢ h ée\ghqfélpﬂmmyﬁn tangetiof mpar@ycini(mEGR) qoFK Producepahdrnpanses

Thi s s&y%@gﬁﬂﬁ@mﬁwet her CClI-779, which inhibits the

PI 3K pathway at the 20 |evel of the mammalian target
of raparryci4n (ﬁﬂ"fﬁﬂj‘“&‘é@?@"‘{iroduce tunor responses in

patients with Mﬂsstudy wd?%ﬁﬁdﬁ&&d:‘»ﬂlﬁﬂgi thédr@ Eentddd Concsl 146hYment

was candu . the rt h

T eat rih OEPECBRE S Bt o el Bisptin iy nd

wede dirgvipully eecdived ﬂtehp}sartdrhhtatelapa‘ed t Thexe wasdo limit on the number of
prior therapies. All histologies were confirmed to be mantle cell lymphoma by central

- pathology review. Cyclin-D1 positivity was required by immunohistbchemistry or
t(11;14) detected by FISH. Patients were required to have measurable disease with a
lymph node or tumor mass > 2cm or malignant lymphocytosis with an ALC > 5,000; a

30  life expectancy of > 3 months, ECOG performance status of 0, 1, or 2; absolute
neutrophil count (ANC) > 1,000; platelets > 75,000; hemoglobin > 8 g/dL; serum
creatinine < 2x the upper limit of normal (UNL); serum bilirubin < 1.5 UNL; serum
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25 previously received therapy and had rel apsed. There
was no limt on the nunber of prior therapies. Al

hi stol ogi es were confirmed to be mantle cell |ynphona
by central pathology review. Cyclin-DI positivity was
I espa 20e5eh4dsy1 | nrunohi st ochem stry or  t(11; 14) pciets26d4®85900
by FISH Patients were required to have neasurabl e

di sease with a |ynph node or tunor nass > 2cm or

mal i gnant Iynphocytosis with an ALC > 5,000, a 30 life
expectancy of > 3 nonth ECOG per for mance status of
0, 1, @Pleszemlé@éwe@é ang) é’tﬁys@ﬁ?ﬁﬂ‘weal% Patiqats could nqybaye
pl at eli@b®n centfd nORs sREATGENBBIE 3 BVIAfdtonSer um

creatinine < 2x the it no I N .
ser urnI b: i r ubi APET w% °'F NEA ‘L”iﬂearﬁ%id{%% T@%gﬁgt@@élﬂmd in
PCT/ US20 M@%@ﬂ@ahmhmd @&iveegddV over 3GRinugs. cRatiemsr@lere pretreated
tri Ql \Plﬁxrdx gr?\ cﬁarﬁigg25rgé(fj&x% I\Paitréaﬁﬂsilﬁv&%lﬂgy mta cYAY¥as

known centr nervous system i nvol venent

i nf ectqopsifereps fegkst 4 %Pléte Ploedgonry Wi meﬁfoaneﬂleeﬁh wels@d @ffull
250 noiogd defefeted T4k flitbleticauht ik >58,06D di’ﬂi-th@ff\N@:Flm mﬁ%&ekéleas 10

and dellv er 30 m nute atlen e . .
e LS ol e e e oL E S i i version
Tr eat M@nkatimaswhustidk hop neetdheaeteyiolen critasa lmd mldd&rhem vdltil recovery

we%s ané\ﬁgmph&; saa}a&ﬂgaﬁgta@% ofER, pﬁ%ri Js%qnge%penmt% not

dose lvere at et coun
> 5 o 0 Ge Te5eivp RepBYlagtic whitollepd seltigre wid #aétowetg mataingosiggbug could

non- heskive tHeg iattithofnedtiopental a6 piydcib Bschifibn. GaHMBPoietin could be
Toxicity, Criteria version 2). Patients who did not

nmeet tHR€ retreatnent criteria had the dose held until
recovery 10 an@aﬁdnemetehstag@wemuiaﬁdecycteeaxﬂ the reipoxd;ese

of é— 7 5&886;]5@[1533 ﬁZﬁhe 19{em§1\%)%1£ﬁgvorlgﬁngp g{l éhe\?é}h etfaac thFort ofan

receive prop | actic

to mai AR Forkgona Stapdndize Repropss @‘Eﬁnﬁ fra AoarHoggkis of

neut r Ap@Pb@nast, JaMES bmza&am;&&bgi vansy, I.Es&é'l bc(;mom? J 11244]

coul d }ng 4 %d 0 Fégstecli grg/snme Ohcs a?St wg'@xd p‘g a, er6 cyc[Pes

6 cycl'esTEna e e FEHLE ELS stesfﬁfé

| nt er rveent efhsiidywBatierth Upo hﬂdlatcenpl@te feBissitn (OB) espantal emisaibn (PR)
" RePOr 6 AontRdwerd Btrgc(eﬂgi E}Qﬁggasy@f &%288 of xﬁ&rﬁﬂqﬁﬁg hfiShen

Response Cr| teria for
Jour nebsegyed githoyt fugther dheeagy-ogy, Vol 17, Issue 4 (April),

1999: 1244]. Rangﬁm&gem@mmgm&eﬂteaﬁ%am%c&damto
pati ent went of f

' {
B ay el R o it Bl risele L e pefi vige
part i echipvedd BR prhettérRRYr t2@ment with GCHT 19s Thietriel was destgmed 10 @est
2 gyc |t§e3nuﬁﬁ§ﬂothg% 195‘: ik &u?l’é@;gon&frat;ﬁa{gi)ﬂlgnﬁ Bfn'ggﬁnﬁféﬂ resaonse

then observed w.thout further t

SN
phase TP thatpHd Wigae that thistegmendyag W&F@/g‘ﬁbﬂ widy is droppsensd
to agsmisgioh Wes qozoommdem@nw&fgeﬂefa&u b onhd pRatpgs Hant | e

cell l%s%ggog?op a%wo—egge S1mor?MmMaxTM design, but where accrual was not
suspended for the interim analysis. This study design required a maximum of 32
30  evaluable patients, where the interim analysis was performed after 18 patients had
been accrued and followed for at least 24 weeks. An additional 3 patients were

accrued to this cohort (for a maximum of 35 patients overall) to account for the
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.achieved a PR or better after treatnment wth CCl-779.
This trial was designed to test 25 the null hypothesis
that the true response rate was at nost 0.05. The

smal | est response rate that would indicate that this

r egvomsos/oaess1 wort h further study in this pati eatT/us2004/035900
popul ation was 0.20. The design was generated based on
the paraneters and assunptions of a two-stage Sinon

M nMaxTM desi gn, but where accrual was not suspended
for the interimanalysis. This study design required a
maxi nurpeesibilsips gineligiblityawiteirgyat frenitsdy prituets érub béimihistkdion, Bt

anal ysirsej dﬂaﬁ,laﬁsrrsf

accr ued. and fol ol\%mgo?ﬁ}lat?é ?ﬁze%%g%éﬁf%%ﬂﬁ Ued o ovaluate

addi ti JfFiccEongttqria for dhisylesign. Ay least greresponse i the B kvalusble

(for a patexis mexiedb b3GbsAREd i e Snt@MELA igéla tofcsnnﬁﬁé?éau{i+ 1. At¥e time

the 512 Y- é%qgé é}‘g68t%%ﬁ CH US2004/ 035900 possi b ities
ineli gl 63' dt WP PPOIFTROPIEY p F‘?qb‘FedttQ)mé!P%ﬂlat

adm ni d4is Isgimemwaregants fyrthpravalvitioh autthioprsientHOMRAIGI. ,'Ih@ﬂ-l);)bmon of

the fi r&bonst vl b 1o ev

the. d C|p5| on i(‘)c%%ﬂ?@?{:ﬁa%/%ﬁﬁmﬁ@@% cl&%/gfce mé%g?( {?rthe

r espondB° FHPOPYs &ats Vascplcnlgedwith alh lisible mmntseqqcrsedmwdmdg thax the

be obsemigdof mspbiies a3 bRbmAIRMatMsddS t 0 continue

accfpual . At thepti fi EfL anal yses, a total
of four or nore régs;rglé’ggeé@%waéd?ﬂg‘ 85 thedimiedronyhg dasrof

t hat - dpAumeniedyesperse tethy datetof propredsioer Pasannd wmtw'eﬁfbff thbatndehtSdue

pat i ento JiRPrhab r es were
; b 6508 PRk & oYy GERORD Spdipgeo o

calculgPed %n 9
(a) f Inje, 19, progression fasdefinadas the §me ﬁbmmgatraubn (¢ dute of
all el p@gﬁése:n,uatmﬂw}ﬁ RBGEH Jish &Sdfggx&goﬁ Pat o %R?eii&t the date

nundger | tribute
R L o A AN
. d at e othe pPefisBt fra mngléerpcbtg paneded digaselpergatation adfhe tlme of death unless

pr ogr e e &a Bﬂ:lidnﬁ‘d& nent
ot her r e;? ojg;u’ ¢, ? ﬁg%g r gqgéﬁ%eetggéﬁc%ﬁegﬂtrp quresséﬂn dbdfmt oceur

furt heP™t ¥ o i ap it g rambptved defaed e
~to profemssgispationashdiartd theddcision Wikndds ﬁ&aﬂemgh ent off activ
at

regpst ressi on. I ents
G 20° PR phfind W0 HBS S e R Een or o ims best mebigs

dat e 1B°% Fenﬁqliﬂ at the date Oféhﬂ'l lashigvalpation] GvesallgadivalRias défﬁﬁh as the
wi t ho Uﬁmﬁ@&#ﬁ@f@&a@%ﬁ Resh regiltﬁl%q’r%ﬁxa g{' gaqgee'fl%l & S[S‘?bga?né ggflh%sﬁ

patient was consi dered I sease

at t he PSioEvaf e’iS‘B%ﬂ“ﬁWa‘ﬁ pach gstimajed peing thesK aplaifMaiér arthod [TM
doc uneblemicné DG mee, “SarvivalpedbasiBd

NObs 0CHHE717 rlgﬁr(Dgcos g,g@ﬁ hnﬁTl me t%@%ﬁ??ﬁﬁgﬁgc} ’l%fu’

active treatment ined as the tine from
regi strati8n te”atl‘?'ﬂéclzimceertsm deci sion was nade to take

the patient of fo Baidrde %Qntﬁ %&@hﬁ?x{kﬁ on ESI ttl'liqﬂégeepahent was

still Jéce% treatrrent at t
anal ys&g® oraalogK revipne indiseted tit atthmegls the Bistblogy was

eval uabnsistent \@ﬂﬂf/IGL lthe 1M DI ainWe§ ndiedve MR ﬁ} & lEE%ded to greolder :

fr n to th resulting fro
The i S?ts?{au?.‘ﬁgﬁlgna of iBleRs ot 35 89, Mioa paies 91%) had sage

disease and were heavily pretreated with a median number of 3 prior therapies

(mean, 4; range, 1-11). The majority of patients had failed rituximab, an alkylator
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- time-to-event endpoints were each estimated using the
Kapl an- Mei er nethod [7M Bl and and DG Al t man,
"Survival probabilities (the Kapl an- Mei er nethod)",
BMI, 25 317(7172):1572 (Dec 5 1998)). B. Patient

Gﬁ&f@@bg&b@tl cs Atotal of 35 patients were eBEP/’U]Eﬁ&/osspoo
on this trial. One patient was declared ineligib

after pathol ogy review indicated that although the
~histology was consistent with MCL the cyclin Dl stain
was negative. The patients tended to be ol der 30

- adul t sageatsizhas cyeldptasphamyige,ahd mngh@ay@ﬁne(sudm;eloxoaﬁmn &%kr half

Most pﬁﬁﬂe?@ﬁeﬁm G gc@veﬁ‘ ﬁgurﬁxg ?ﬁ%@eomde angloé.\r gase an d were

heavily pretreate of 3 prior
therapi es C( med#inicd Owegmge, . 1-11). The majority of

ggg I /e 82 g gad f a:hk M‘*"’%%“ﬂgg%% (ORR) @Atslsxmtm4 36 Y0249
agent such

cyct ophé? 115515% gﬁéggﬁ AR SERACPS ACVSRACAPIGY, Where the

doxor umdannmne @vrespoitsa ivias 1 mibnth (rengpat-ish rEight hﬁﬁbnﬁeﬁ @ﬁiuitﬁﬂaﬂ@r

purin ni.cal

over a mrﬁgtls %%%vgﬁ%tg)gzé ‘Z%g%c“&megf gﬁ}o'q’(c ﬂ?ssﬂld § B a(ﬁfr Fond 8

24% - fsorslﬁ%alwwﬁ Hhe@Rdiap drifation ofReponsT fas the ) Agesponders was 5.7

r es ponﬁ&%swlﬂf £d1s Qﬁioﬂﬂhéi Av\ﬁl@flﬁe &tﬂﬁ‘ese ﬁﬁ?&e@,@ ﬂaﬁéﬁ?s rlifhin

i onse_was month (range, 1 - . responses
rré‘dxﬁtfnflgr the first cycle eval uatlon 3 were
docunent ed af t Ghe BedipcloBey-upsidiving@ashts #bi Elrméhﬂﬁmﬂng% 6.7~

nont hs‘24%V n'th@)t b%} 1 ZJpa%c @ %Had%%%%%]grg%‘rg%{p/n%f ?Pauents have

for the 13 resp on@ers was
13,2 ndies N%yanelm hayp adidopraented fdatherdithom dissasemyograssion. The

pat | €nh&lish @8 kd proghédsiOMwhs %Sﬂﬁﬁt(95"/-r@ﬁ3 @@'4%&1@; II'ﬁ’é’i’fné&pAn
%lwnbgjlatl?nts Wwas 11(9?& Wérane 6.7 -
SPL Pas L7gniie nthg n%ﬁygferaagée@

pr ogr essi o8 andaﬁt?aparalen&zlyyhave di ed. No.patients
have had docu t [
The. ned an Ll an g ar aor thaldlidh ol B R G Hp hi
Cl: 3. 12umngthe A0 pypiefalysionT Rl A avan el ®letpied apd thers erging al
vvas 1 Zsighitriadnd fox{cRieAhbtloccubred ']!'Eﬁfidbh Qman\%s tedande SRRBE Bdse

afe& tloagd 'Iv'pler 'i't%:ﬂ %@ at i nts wer e
i nc udSTEIES P s RRIdhIper ‘§1§‘f %ﬁo %}cél%yaﬁm 9n¢ yyeek.
Durin g()lt]h@resmtlnmtnmmared plate®t ©ansfudiins,-afd HuvyRsents required red blood

wel | - tcgil E&@ﬁxﬁgnsa mréﬁgg%enﬂ%%ﬁn%ed C% dgglxifecgigxpsthﬁl{)lﬁ

toxicities that occur opent a was

caus e -GROREE nepgeRenizpive gafisats h&fsbrénmmvmmqt andithibejhad infection |

r ev er Seladess) with beuﬁﬁﬂbﬁtaﬁ@ﬁ@!ﬁen@éevélb’;ﬁﬂ Qﬁ%ﬂ; {og@fel{rxxto%ﬁron facial

{?éu,shrée atl e &ﬁg@l re
e s oty b DA SRR dpRygnt e &Y, sese and
cerebral spinal ﬂuld analys1s that did not reveal evidence of involvement with MCL.
The conclusion was that this was idiopathic Bell’s palsy and indeed it eventually
jesolved. A possible relationship to CCI-779 could not be established nor eliminated.
~ The patient who experienced blurred vision was diagnosed with retinitis due to
30  reactivation of cytomegalovirus (CMV) infection. The patient had a history of CMV

retinitis prior to enrollment on this study but the infection was not-evident at the time
of study entry. .
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cell transfusions. Thirteen patients experienced grade

3 infections without concomtant neutropenia; two
patients had febrile neutropeniia and three had

infection (grade 3) with neutropenia. One patient

dewad mps@lead ri ght [ ower notor neuron facial 2pcPgks¥io3se00
(Bell's pal sy) and nental status changes and underwent
an MRl scan and cerebral spinal fluid analysis that

did not reveal evidence of involvenent with MCL. The
conclusion was that this was idiopathic Bell's pal sy

and indeed it eRhemostabingon sdeer everk of All prades imete@hrombocytopenia

relati 2 ix . 1 Lapbishe or
Cli m rarog Rekglytes G SOARR) lfofah thhi TGl

vi si on'migkeeridesd GiTesmerofifis (1% fatiger(§636) dpfectiop wathout concomitant
react i weatrogefia CBY4),4s0 (R YD) raivded (46%), Wbt 160 {4R86H, ANT elelhifons

pat Len a_history. of retinitis prior to.. '
b 51 1 e S BC B o eopl ol oprbiotatielai (4%, and
evi densensty netwephathyné3 799 Ne pradkys eerity (je. ddaths\WDuR2R0 &t O 8 1
PCT/ USZ00R44 035900 The npst common adverse events of

all grades were thronbocytopenia (100%,

hyper gl yceni a (%t of iolesphiility pfggoneatmeetuegimgrernilngd parizes |

| ncr eacaictetl itlsihaeisicegned ( €8, 2 PRYGRS] dudbfe disdse Ytient who

f at,j, gue 9 | nfecti wi t.hout concomnit ant |
n eh r oper %ggeaﬁ(’% éﬂﬂ/éxdeéaéﬁge(rﬂa}ﬁuf‘g %‘F‘d{i‘g@és "(Ti?g%‘,’n“ﬂ)éﬁd&ﬁ‘tmem’ 1
| oss (HEEY vayi8Tted vily dteimite theraps 89thqut rbgression| 7 weasdPireatment
(439 , g @Sv 4t 3 - rQl en
(0% 50 séﬁifﬁﬁ‘g’ﬁéﬁﬁ‘%éﬁ“ﬁ‘ﬁﬁ@%@%kﬁﬁEV?%%‘@° et
event soHer medicalpoble@s, gre 1SrnEngresist oy thowesyeOf noggys thakthiose patients
terms wiio rbfaded figled thebdheftor Whewdnk 6@ EBMAL: r&eﬁﬁﬂ%ﬁ‘d&m@ 2' y 4
ne )

patient.s -compl.efed the stu as desi

RS oo G0 b poletn oo B lavoeral obismp Plorand
al | 12peeopivbdedeyline @f queliie of ierdhainpdjandBnepa tis@ntmatida@f treatment
di 'S cONksRUGRbnik BAYEINS . 63 moR@lyi €Nt Was treated with
alternative therapy w.thout pl)ogressi on, 7 went off
treat ment due [198° 5dReEons @ere agrerspiy irsall but 4 patipnie ifepatichis

t r eat Nt abld to PAdiVETSO MR R DY REHIAUE 2 5 Qycl@iHa8e, TTBIE Sthers

probl ens . d 1l rogressed an. rapy. O _note is
Phaf Cbref s PPl H 8 BE o B O B e Yhodieetpors omn
who wedme cystef 2 évsntugly heguireddiosserbduptionb Mervsedih dose received per

di's conbrieulafings 175 LRIk I5H, | Al BHEnk 9nd £
grade adverse events and a perceive decl i e 1A

qual i t%)8 BROFFERNdI e nedian tinme to di scontinuation of

treatment was Patiefts R0 kd3poniAR8E fohaind on CTIZ79RRIRAS Yeriods
NS RN R RO iy s gPrB ey W los.
a mediQne pefentvig anpuiabrssppusa hagiegradd 3 Bipighttidve de th e dysedfia and
requi rggld dRs&ait@duehd, %&oﬁgﬂtnhlgcgsit{s Wag éomgl}/o%,l aar bugwotczl?sgs v(éere

patients who received nore
grade 1 or 2.

It is known that CCI-779 can cause thrombocytopenia and indeed in -
30  this study it was the most common side effect. There were several reasons why
thrombocytopenia was so commonly encountered in this study. Firstly, patients could

enter the protocol with grade 1 thrombocytopexiia (25,000) and could receive 100%
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one cycle, 2 eventually required a dose reduction. The
nmedi an dose received per nonth on study was 175 ng in
all patients; 125 ng in responding patients; and 175

Ny in non-responders. Patients who responded and

r emed nesthaesgr CCl - 779 for |ong periods 25 exper peng§MdosaBsooo
abnormal taste, which resulted in a decreased appetite
and weight loss. One patient with a partial response
had grade 3 weight |oss - due to the dysgeusia and

could not restart CCl-779. Although nucositis was

commoref thgIACTBTR dases the altslst agentavas 0000 (giade 2). Kecdntily; the

known dakts tﬁ@km&%@ i@ sth@Hwre 0

: |ndee€?& m%nls stuéﬁg}t m%%ﬁggnﬁﬁﬁgfB@Eﬁﬁ%ﬁﬂgf%%mns
ef f ect™* FAEE |celfsgesulfipg inRAQF marrow reserve.

t hr onbocyt Sipglebgniecs- mmhaa@mmayanﬁnﬁaﬁm&m@% telpsed ML,

y. n er th toco
i th (b e BRI Sl e bt e oL g
recei ve 100% 15 WD 2005/046681 PCT/ US2004/ 035900 of
the CGxampR Zjﬂﬁﬁl-TJmérh!@:tnﬂlly%? B Do&PHHingleL 8%@ Cgﬂ %79 for

b o Stdyed B80S B P8BL r cat oa, and thirdly most

patients FEavknpatiens\ jefidctort, ﬂaieaﬁkewﬁdmny@omcsslté 85 years old)
r e‘ﬁd’” t&ﬂﬂ%@ﬁ]wm ol Ma.gc%s%{ gf (i,‘(%l 'ﬁ and agegga&eg%tfscn%ed-

~had substantial anti-tuno inre
5 Thi 40 Erample lrbasngith Ge @@epthhla&mtctl@v rewigedpar l@efgldécsver dose than

t her a ﬁﬁEidnf;‘)letl? ﬂ&fZStmg/\Eéé@ nmbkﬁ ECIents f;ﬂ;/c? wiid 'ﬂ)ﬁagAQt 1JWX I(1t83%) in

of Low
Vet | drge fnd % R o et Beent ot repsveR  psdign of 37
r el appeiok, therapinyi(maggef r-®m55wérere&5ct¢t§aft5e1ﬂh£d)reah9eﬁﬁﬂ th MCL

Tt od as Hee el e oty Y arks (R The -

exception that they received a 10- foId | ower dose than

i n Exa@xpinpleB — A.dese o25CINTH We ehentitredii E%bl@r‘lt& Ebdranfe 2 is
wer e in

o o PRoRBl oot fitline B cofhd Sfistimorp ﬁ(*Pé'aP

of 3 prior therapies (range, 1-7) and 3 were

regg act or yati ochda&itd 1d1:1ﬁ§£d ﬂe{eﬁlaa}erm Epora%e%g;?ez L{E%% " 8le!of siill in

response rate was 64% ( 7/ 11)
Exanpl™¥ 28 vl reoggizg that m’e@lmoﬁfﬁaaﬁa@,s trghqioprskifions nd tehuianst e
1 or Heseripkdén Be 's;ﬁclﬁ@aﬁ‘dﬁ&gﬁﬂs ﬂJﬁcribe&KH’é’uﬁéaﬁ%E virRd Rkt de

a coury tne docunent s
i dent | ?p%mgé e’?lg}l?e reas?né mlv?l 88‘% psg’alh’f“élar ‘B‘iﬁzg"é?‘é’raé‘ﬂ ¥agiantgpre
of skivithinjthe scapof the inventib asdefined)by thefollbzihg liiacr

nodi fications to the conditions and techni ques

described in the specific enbodi nents described herein
can be varied w thout
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departing fromthe present invention. Such m nor

nodi fication and variants are wthin the scope of the
invention as defined by the following clains. 16 LLOYD
WSE CLAIMS: 1. Use of rapanycin 42-ester with

3- hydr oxy- 2- (hydr oxymet hyl ) - 2- met hyl propi oni ¢ aci d.LOYD WISE
(CCl-779) in preparing a nedicanent for treating or
tpRiNgé.ting mantle cell lynphoma in a subject. 2. Use
according to claim1, wherein CCl-779 is fornul at ed

for oral admnistration. 3. Use according to claim1,
wherein CCl-779 is fornmul ated for intravenous

adni nii St r aUkOstrapmydids £-A6E Auds-Rirdx9-20h i 1ehLel ioni
Ca-779 is to béﬁaéninistered mggi fQ¥§¥£%%gh$2§5ﬁh@mnmmnw
haMB{OCR-7MD) ik FrSparibg a tEdcat6iR @dr@iediGhg bOnKibiBhdManile WIAYEHIma in a
CC-779 is to be adm nistered at a dose of 10 to 100
ppjeper week. 6. Use according to claim1, wherein

CCl-779 is to be adm nistered intravenously at a dose

of 25 ng per week. 7. Use according to claim1,

wherein CCl-779 is to be adm nistered orally at a dose

of 180 ngUstrcomdingy clair Lidetein CCE-779 is formulated for oral administration.

3. Use according to claim 1, wherein CCI-779 is formulated for intravenous

administration.

4, Use according to claim 1, wherein CCI-779 is to be administered weekly for one to

twelve months.

5. Use according to claim 1, wherein CCI-779 is to be administered at a dose of 10 to
100 mg per week.
6. Use according to claim 1, wherein CCI-779 is to be administered intravenously at a

dose of 25 mg per week.

7. Use according to claim 1, wherein CCI-779 is to be administered orally at a dose of

100 mg to 250 mg per week.
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