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ANTI NEOPLASTI C COVBI NATI ONS OF CCl -779 AND RI TUXI MAB
BACKGROUND OF THE | NVENTION This invention relates to

wo b@sus2edf conbi nati ons of CCl-779 and rit uxi PEDUSIING/007724

the treatnment of non-Hodgkin's |ynphoma. CCl-779, is
rapanycin 42-ester with 3-hydroxy-2-(hydroxynethyl)-2
- nmet hyl propionic acid, an ester of rapanycin which
has denonstrated significant inhibitory effects on
tunor growth in both in vitro and in vivo nodels. This
conmpound i s now known generically under the nane

tensirolinus. . [ {d f xyesters
of rapanycin, A'ﬂiﬁ'ﬁ'ﬁ?‘%mﬁswgﬁh@&@@@ inUS
Pat ents 5, 362, 710RMCOCH 279 AR RITUXINAEKhi bi ts
cytostatic, as opposed to cytotoxic properties, and
may delay the tine to progression of tunors or tine to
tunmor recurrence. CCl-779 is considered to have a
BAOREROUND &H TRE INVENTIONI M lar to that of
sirolinus. CCl-779 binds to and forns conplex wth
t he cyllopirasntian fstagasdp itherugspl cathbishtiong |¢if51(1157 78rand rituximab for
t of rapanycin, also

Eﬂ%%@ge%&% r e%éﬂnigpﬁﬁé%§00| ated protein [FRAP]).
Inhibition of MMIOR s ki nase act|V|ty inhibits a

of si.gnal transduction pathways, includin

i et
eyt oki GEL LT MIPRREEFiB AP fesigF Bilh AaRAeaT- e metyon? -
Q‘& fptlé}{%c a8y aéstelf %YraBﬁl‘ﬂ%&#l %éém?ag dEﬁgHétpatt@d égﬁﬁgam
ase’ o e ce1 ycle L-2-1nduce
t1n}aib£tony| qffects rm,n thmaﬂgmngvth m battnirbwitro and of vzm m@de]ss ﬂ“h'n; of
b S B8 o RS R BRLAGEL 16 L v

raqauealse Bpﬁycﬁéky%%fs(‘(ﬁ"@%ﬁny@fnu fhelfdidlg d@ﬂﬁm%é@@&&mw in US
descri bes as sol e gent i n connection Wlt

tRagatnhA62,818 mﬁrﬁ PE¢.28.1 | ynphona.
CCI-779 exhibits cytostatic, as opposed to cytotoxic properties, and may delay

the time to progression of tumors or time to tumor recurrence. CCI-779 is considered
to have a mechanism of action that is similar to that of sirolimus. CCI-779 binds to
and forms a complex with the cytoplasmic protein FKBP, which inhibits an enzyme,
mTOR (mammalian target of rapamycin, also known as FKBP12-rapamycin
associated protein [FRAP]). Inhibition of mTOR’s kinase activity inhibits a variety of
signal transduction pathways, including cytokine-stimulated cell proliferation,
translation of mRNAs for several key proteins that regulate the G1 phase of the cell
cycle, and IL-2-induced transcription, leading to inhibition of progression of the cell
cycle from G1 to S. The mechanism of action of CCI-779 that results in the G1-S
phase block is novel for an anticancer drug. CCI-779 has been describes as a sole
agent in connection with the treatment of mantle cell lymphoma.

Rituximab, an anti-CD20 monoclonal antibody, is approved for treatment of
patients with relapsed or refractory, low-grade or follicular, CD20-positive, B-cell
non-Hodgkin’s lymphoma in the United States. In Europe, it is also approved for this

indication, as well as for use in combination with CHOP (cyclophosphamide,
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Ri t uxi mab, an anti-CD20 nonocl onal antibody, is
approved for treatnent of patients with rel apsed or

wo edosagt2es y, | ow grade or follicular, CD20-posPCT/vU82005/007724

B-cell non-Hodgkin's |ynphoma in the United States. In
Europe, it is also approved for this indication, as

well as for use in conmbination with CHOP

(cycl ophospham de, doxor ubi cin, vincristine,

predni sone) for the nost commobn aggressive

non- Hodgki n' s | ynphorma, diffuse |arge cell. However,
rituxi.mab i.s a.sociq%ed Q*%h serigus side effects Hodekin’
| FECTHRAS RSHEO P MIORF) 107 81 10 SPRMAT AgRIspsl e B Hodgkins
rgaphbeasdiffaslagrrcdil o vesevrafingimht BSSsoclbal witls séRRd e

is_an inproved therapy for CD20+ and mantle cel

| §ffasthoReluding apge r@tahgaﬂuﬁr@ PRV RF QPUENPQUSS PRsHigNS, and

%I&b?ggﬂgﬁ@%@' ON OF THE | NVENTION Thi s invention

provi use of conbinations of CCl-779 and
rituxi Wit ismeéded it aremhprondd thérapp forkioR(ki aaidamantlEeiinPmphoma

This inyention alsq provides use of conbinations of
Adpr ﬂ%@'\n‘?nﬁﬁp&kc%?g’ R2as rapamycin and
42- O (2- hydroxy) et hyl rapanycin and rituximb in the

o ETAIED SR RN T R eNAToN desbr fbad i n-
U S. Pate mv@iﬁgég%%s M€ B &oﬁnﬁlﬁéttﬁﬁxx of RERITR LAl Btl¥%ab in

ref erence. i'n accordance W i's invention,
tthe treament off moat Hedgkin'niyarpbotaeat i ng a manmmal having a

o A b BB G108, 58 BT Wit
rduck % ABmYtihfAnd hg-mm-ﬁﬁﬁsxya&h&nﬂabah?éiﬂ ndfiRMiRa 0 thee
non- Hodgki n' s | ynphorma 1 n such” manmal , eradi cation of
tireatment-of pergladgkia's|lymplasng , Tl preparhtion ¢fdh3-Qf(2 thiydroxy)ethyl
P@%@%ﬁ% ﬁ?&égﬁ%@?{q @n%hlia#gg 2%??,%7%\%&‘? &%%{‘e%yq{lcorporated by
reference.

As used in accordance with this invention, the term "treatment" means treating
a mammal having a non-Hodgkin's lymphoma by providing said mammal an effective
amount of a combination of CCI-779 and rituximab with the purpose of inhibiting
growth of the non-Hodgkin's lymphoma in such mammal, eradication of the non-
Hodgkin's lymphoma, or palliation of the mammal.

Non-Hodgkin's lymphomas are cancers of lymphoid tissue (lymph nodes,
spleen, and other organs of the immune system. Non-Hodgkin’s lymphoma includes,
slow-growing lymphomas and lymphoid leukemias of B-cell or T-cell subtypes, such
as the B-cell lymophomas, such as B-cell chronic lymphocytic leukemia (B-
CLL)/small lymphocytic lymphoma (SLL), lymphoplasmacytoid lymphoma, follicle
center lymphoma, follicular small cleaved cell (FSC), follicular mixed cell (FM),
marginal zone B-cell lymphoma, hairy cell leukemia, plasmacytoma/myeloma and T-
cell lymphomas, including, large granular lymphocyte leukemia, adult T-Cell
leukemia/lymphoma (ATL/L ), mycosis fungoides/sézary syndrome. Also included
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spl een, and ot her organs of the i Mmune system
Non- Hodgki n" s | ynphoma i ncl udes, sl ow grow ng

wo yooslogTres and | ynphoi d | eukem as of B-cel | orPdFTs1005/007724

subt ypes, such as the B-cell |ynophomas, such as
B-cell chronic |ynphocytic | eukema (BCLL)/ small

| ynphocytic | ynphoma (SLL), |ynphopl asmacytoid

| ynphoma, follicle center |ynphoma, follicular snall
cl eaved cell (FSC), follicular m xed cell (FM,
margi nal zone B-cell |ynphoma, hairy cell |eukem a,
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| eukem as, i ncl udi n%BErecursor {thobl’astl C
| rrasapRtal-hypanbleatiq @nia/lyyphang (G-LBLA, gdndtBreall
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o A TR R b, oo L oy Grace)
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As used in accordance with this invention, the term "providing," with respect
to providing CCI-779 and rituximab, means either directly administering CCI-779, or
administering a prodrug, derivative, or analog which will form an effective amount of
CCI-779 within the body, along with rituximab directly, or administering a prodrug,
derivative, or analog which will form an effective amount of rituximab in the body.
Use of a combination of CCI-779 and rituximab also provides for the use of
combinations of each of the agents in which one or both of the agents is used at
subtherapeutically effective dosages.
Subtherapeutically effective dosages may be readily determined by one of skill
in the art, in view of the teachings herein. In one embodiment, the subtherapeutically

effective dosage is a dosage which is effective at a lower dosage when used in the
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rituxi mab, nmeans either directly adm nistering

CCQ -779, or adm nistering a prodrug, derivative, or
anal og which will forman effective anount of CCl-779
within the body, along with rituximab directly, or
adm ni stering a prodrug, derivative, or anal og which
will forman effective anount of rituximab in the

Feloipr B BeefR TR O s ot I et

t WBe@geAta$orden Whi ch one or both of the agents is used

at subt herapeutically effective dosages. o
Subt hethpBigppiaten of @é%—@%? ls\ﬁh%@é@ég«wg%ﬁw@é 5363dil §ywhich is

S ; e y De . .
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sinb/ B Paepe6 R 7,83, wiatH Bdictebg ittogmgaed by sefekeseq Stillfancther
is effectLive at. a | ower. d hen used i L
t Fr8LOSREA! %megwdrf%rg%ymswg?ﬁg-%i7§h%$ﬂ5P%b?% indI BifparAeplication
tRot 1HoePe60GId Ry 3@ 2004 eliiNSoWRENDHSEIEL AL RIS PatR

f Cca-779 d bed in’ U'S. Patent

prepar ation'o () escri L. al en
5ABBRcaTios PGHHUER00422860 sblpd iTnly d5p2itit diititxymelefseoemoecially

A regjospeci fic . synthesis of CCl-779 is described in
Lﬁ'aggt’]%ﬁg%é£“§%®§'§§‘l iich is hereby incorporated by

r ef er ema€ecorbinhtiorR P tHREhvERIdh @SdYeHel ih itite fRh P KT parts. The
synthesis of CCl-779 is described in US Patent

Ayeptien thergfage inchwles @ pragiget comfaining gy mT QR intpbiter and Figuximab as

B L N A T -
cHouglisd Bhiphoaman b akinemaldn Redduakanreof. ) Infont exibaament Reproduct

conbi.nations of the.i aenti on.may be in the formof a
kPAntRIPs /42 andEIXH)RNES PR R BpIsPaationfoy geeulgneous, separate

P00 0, S DIEE Bl S0 ror

sequenThainvasteon alsa melatlesayplromaceutical pack containing a course of
treatment of non-Hodgkins lymphoma for one individual mammal, wherein the pack
contains units of an mTOR inhibitor in unit dosage form and units of rituximab in unit
dosage form. In one embodiment, a pharmaceutical pack contains a course of
treatment of non-Hodgkins lymphoma for one individual mammal, wherein the pack
contains uni;cs of CCI-779 in unit dosage form and units of rituximab in unit dosage
form.

While the components of the invention may be delivered via the same route, a
product or pack according to the invention may contain an mTOR inhibitor, such as
CCI-779, for delivery by a different route than that of the rituximab, e.g., one
component may be delivered orally, while the other is administered intravenously. In
one embodiment, CCI-779 is prepared for oral delivery and rituximab is prepared for
intravenous delivery. Other variations would be apparent to one skilled in the art and

are contemplated within the scope of the invention.
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Hodgki ns | ynphonma in a mammal in need thereof. In one
enbodi nent, a product contains CCl-779 and rituxi nmab

w@g00a/08126Hi ned preparation for sinultaneous, SPEHDS1085/007724

or sequential use in treating non-Hodgkins |ynmphoma in
a manmal in need thereof. The invention also includes
a pharmaceutical pack containing a course of treatnent
of non-Hodgki ns | ynphoma for one individual mamal,
wherein the pack contains units of an nTOR i nhi bitor
in unit dosage forn1and units of rituximb in unit

dosage,form n har maceu al _pack

cont ai 118 1% tyglgﬁlr\glgh el? e ea :ﬂ]f) Sa@? %61??6%?}6 I?i ély mdtored by the
| s eping Py ioian, Baged Githuthelvad fa0RMMREINdIMIEhE idVeti MRS Hisease,
contains units of CCl-779 in unit dosage form and

uissRansg fo therdipensensnyi treatiment related dexieisiemagsarint dealtheof the patient.
0859%8%‘?1%@ 1&:‘3&1‘[&I aiﬁ%#l&l}/ Wit 'C%ri 8Yit E’s ol%rg_‘% fe&%ﬁa%q%ﬁaﬂ 1nefus1on

ane ro pack ac

i dhosegdsi voil bﬂ}etwmtmbmt %mmﬁﬂ@ﬂ @ vhbr hdlﬁunﬁéte@ 0R8 weekly dosage
CC-779, for delivery by different_ route than that
ofesiopRh. (Phggdosags regmgens % yarzsions Asrfpreserpblseanseiillies ed

Odeﬁérhﬁned’m&%htpﬂ?sﬁ%%gﬁldh&ea‘iﬂb ?kecf&‘?é@tﬂ i O Qy@ﬁoaﬂﬁhﬂlstered

I n one enbodinén epar ed or ora
dllest i w: en@asm)ncbl pralluxpmﬁbahljsnphe fﬁcarme&f thlgetsion Ca}ﬁ;ubﬂo (sher routes of
waul d be appar.en

i o A g Rt SR B En s R SRy [RoRESiv., sueh

S&xaRRaditdita] AddVRBEItRiRoASin)&tibNd] Lodall 1hﬁanasally, vaginally, and
chenot her apy, dosage reginens are closely nonitored by

tiansdersliyng physi cian, based on nunerous factors

i ncl Udan{lQlﬁ%a%eé/l %Etd%ﬂseg p& Bﬁétgélé ggg'eg are co% eélép‘gateé.ggqt (?nee

di sease, ‘any réa OXIcitres, :
heabddimenit, Elhgle mat;esemé proBRise thiedvehdisly £ %Uhdemr@ﬂ%rﬁl df€fdm 10 to

SR st BB el e o
mgagﬁq?‘sg?%gﬁiﬁ%ﬁ%ﬂs@r% S5 9L o s
w30 to kaboui‘e%@rmg/ ek imrayhngisisfoc fram 4}8 mhehs;@r fotn 4 0, or 8

R ggk%rér%S mg m P%Iek 1ntra1venousFyn%ogr1 Ifr%)}neé{ g weeks, or from 4, 6, or 8
weeks, with potential readministration every 3 to 6 months. Other dosage regimens
and variations are foreseeable, and will be determined through physician guidance. It
is preferred that rituximab is administered subcutaneously.

As described herein, subtherapeutically effective amounts of rituximab and
CCI-779 may be used to achieve a therapeutic effect when administered in
combination. For example, rituximab may be provided at dosages of 5 to 50% lower,
10 to 25% lower, or 15 to 20% lower, when provided along with CCI-779. For
example, a resulting rituximab dosage can be from about 315 to 380 mg/m?*/week
intravenously, or about 350 mg/m?/week, or lower. Use of subtherapeutically
effective amounts of rituximab is expected to reduce the side-effects of rituximab

treatment.
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(besides i.v., such as intraperitoneal and

subcut aneous injections), rectally, intranasally,

vagi nally, and transdermally. For rituxi mab, single
doses and nultiple doses are contenplated. In one
enbodi nent, single doses are provided intravenously at
concentrations of from10 to 500 ng/n2, from50 to 500

ng/ ng, 59&11 n%%gﬁs gl%%xﬂ&{t&?t’o v%{ a008 13{;5’&%#& rq%%%%qgistraﬁon.

In ano ment |'S Brojec

dﬁ Sﬁ@%n;w: |dosdpes for ol abimiistehidntage afpaiiip t@Cﬁ)ve"EE /téi‘gél
3enously for, from4-8 weeks, or from 4,
O

I oY- 24 PEiSHEALoNy ifecleSime falQi9ang/mpek dpr G(Hdﬁ% -Isls

SRR 90 80 RS R Hlptrd s e
r 8qlé peling: cienhotharapatticorpenay e hay be(sjm’a@ﬂ ze?heﬁmﬂhemﬂelfuub ﬁEgémen
dt th |a ui dapce t is preferre
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dessmkd dresh AMBHA a) d&a&t@@m@ﬁ W ks ﬂaytlct%giraggﬁt\%g&g}? W Sasing

of rituxi mab and CCl- may be used X
rsafﬁésumatgne@ﬁ the pammelﬁr agtnisnilst the eombimatousbifiibik iorention

LN SN T

Whieides Goti tHe tseal RO biMatibn & eadll 9 thEQEer@XAWhih ofle or both of the
resul ting c{,gét uxj mab dosage can be from about 315

3P HB9 ékbthﬁﬁl?eé%ﬁbiﬁff%?ﬁv% dosapesutFog %ﬂmglﬁn@ﬁ%@%fkmay be
oédrhﬁm@él red h%ed SRR, Gt ¢/ iSy/f ﬁfvée? Cli \ée[P ?@p/(flgwgf than

rituxi xpect ed to tedu e 51 d
rwhelxdei&taretdreeatsnteragelﬁiosage regi nens are expected to
vary a cor §'o the route of adm nistration. For

g

exanpl IPVERTIQH Ahe COmMIMIONSEimsH can &e sheBn up

t Qmﬁﬂt)iﬁech@lefto? @Iuphéjgl%r?ﬁ‘lt aegtaégla?éal rh%hleh With CkCI -779 being given at a

%%rf?e%hz hhgtdluggg the.course of chemotherapy than the r1tux1mab This time
differential may range from several minutes, hours, days, weeks, or longer between
administration of the two agents. Therefore, the term combination (or combined) does
not necessarily mean administered at the same time or as a unitary dose, but that each
of the components are administered during a desired treatment period. The agents
may also be administered by different routes.

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
contain mixtures of the active compound(s) with inert fillers and/or diluents such as
the pharmaceutically acceptable starches (e.g. corn, 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 methods
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chenot her apeuti c regi nen containi ng ot her

anti neopl astic agents. The use of concom tant

chenot herapeutic agents often allows for dosage
reducti on of each particul ar agent, thereby increasing
the safety margin of the particular agents. As the
conbi nations of this invention contain at |east two
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t he conponents are adm ni stered duri ng a desired

t steagetsesptosiearyl adrohrh ectagesmosolrayulsifideg yex.aathitnssierse golloidal
béﬁhgdﬂc &18{(1%9 Hog]gﬁa‘?% %(ﬁailﬁll dg&’gc%hfﬁﬂe Olﬂg negln a?!llﬂllnlrg.lﬁn sfficate

Ive conp nventi on ha
Cmd/tﬂnthamsiainhr)e xebfoanhalatiboy iegein intus/ uﬂdi!ze gtah@ebﬂ deBy or time

e ring R aBn oradt Mo SEPORT Sribe SHSLamE UG, The oral

SOy ol TSR SR g e o
amisspeatdiningtagpiohdate (selubilizersron ,errmlmﬁﬂ:ro o apneetlaghi Beferred oral

S%o%nﬁﬁ)dbnss £o7 ?a{psélmycin 42-ester with 3-hydroxy-2-(hydroxymethyl)-2-
methylpropionic acid are described in US Patent Publication No. 2004/0077677 Al,
published April 22, 2004, which is hereby incorporated by reference.

In some cases it may be desirable to administer the compounds directly to the
airways in the form of an aerosol.

The compounds may also be administered parenterally or intraperitoneally.
Solutions or suspensions of these active compounds as a free base 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 preparations contain a preservative to prevent the

growth of microorganisms.
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formul ati ons may be made by conventional conpression,
wet granul ation or dry granul ati on nethodsand utilize
phar maceutical ly acceptabl e diluents, binding agents,
| ubricants, disintegrants, surface nodi fying agents
(i ncluding surfactants), suspending or stabilizing
agents, including, but not [imted to, magnesi um
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Transdermal administration may be accomplished through the use of a
transdermal patch containing the active compound and a carrier that is inert to the
active compound, is non toxic to the skin, and allows delivery of the agent for
systemic 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.
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



The conpounds nmay al so be adm ni stered parenterally or
intraperitoneally. Solutions or suspensions of these
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acceptable salt can be prepared in water suitably

m xed with a surfactant such as

hydr oxy- propyl cel | ul ose. Di spersions can al so be
prepared in glycerol, liquid polyethylene glycols and
m xtures thereof in oils. Under ordinary conditions of
storage and use, these preparations contain a
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Mepyeing .l therspapeosbthe imgrjon- met hyl propi onic acid are
described in US Patent Publication No. 2004/ 0167152
Al', published August 26, 2004, which is hereby

i ncorporated by reference. For the purposes of this

di scl osure, transdermal adm nistrations are understood
to include all adm nistrations across the surface of
the body and the imer linings of bodily passages

i ncl udi ng epithelial and nucosal tissues. Such

adm ni strations nay be carried out using the present
conmpounds, or pharnaceutically acceptable salts
thereof, in lotions, creans, foans, patches,

suspensi ons, solutions, and suppositories



(rectal and vaginal). Transdermal adm nistration may

be acconplished through the use of a transdernmal patch
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inert to the active conpound, is non toxic to the

skin, and allows delivery of the agent for systemc

absorption into the blood streamvia the skin. The

carrier may take any nunber of forns such as creans

and oi ntnments, pastes, gels, and occl usive devices.

The creans and ointnments may be viscous liquid or

S q%& ..d emul sions of either the oil-in-water or

water-1n-oil type. Pastes conprised of absorptive

powder s di spersed in petroleum or hydrophilic

petrol eum contai ning the active ingredient may al so be

suitable. A variety of occlusive devices nay be used
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esringrl hatemtcongheismgianedT ORrishibitod dddaittxidepar ti ng from
the scope of the invention. CLAIMS: 1. A nethod of
treati ng non- Hodgki ns | ynphoma in a manmal in need

thereof, wWhighme®o® 5&&%&% FPMhh m,gwﬁ&eﬁ?ehtﬁeﬁﬁéfc%ﬁ*oggmbitor,

ef fective anount of a conbi nation conprising -

apfaxinaby R bath are provided in subtherapeutically effective amounts.

5. The method according to claim 3 or claim 4, wherein the mTOR

inhibitor is rapamycin.

6. The method according to claim 3 or claim 4, wherein the mTOR

inhibitor is 42-O-(2-hydroxy)ethyl rapamycin.

7. Use of a combination of CCI-779 and rituximab in preparing a

medicament for treating non-Hodgkins lymphoma in a mammal in need thereof.

8. Use according to claim 7, wherein either CCI-779 or rituximab, or both

are provided in subtherapeutically effective amounts.
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2. The method according to claim1, wherein either
CC-779 or rituximb, or both are provided in
wanslgnapeuti cal |y effective anounts. 3. A neptmdSmns5/007724
treati ng non-Hodgki ns | ynphoma in a manmal in need
thereof, which conprises providing to said manmal an
ef fective anount of a conbination conprising an mfOR
i nhibitor and rituxi mab. 4. The method according to
claim1, wherein either the mIfOR i nhibitor, rituximb,
or both are provided in subtherapeutically effective
amounts. 5 Th nmet od accprdi . j :
& ndr ef nUReT ATROTRHD bt B O ik MRk fpEi Breparing
ELORNRGE RirdicAtng AorctIBlgRizs @mpﬁbmann 4 mantieslei n t he
MITOR i nhibitor is 42-0O (2-hydroxy)ethyl rapanycin. 7.
Use of a conbination of CCl-779 and rituximb in
pr epari-ng te & lHPAOK
mondfa i A AHEGRERT bl o MAREIGEAYe HEOR RRblo or
trﬂmﬁhﬁb %r%otly\ﬁle eovidel ihebth@abeutizdllpeffedtive sinveatts. or
both are provided in subtherapeutically effective
amounts. 9. Use of a conbination of an ni TOR i nhi bitor
and ri SUXI P@J\% ac@orefn R Elallg 9@)r'€!¥‘a‘i’fh‘31@nﬁ'ﬁ§refrﬁhe b EOR iidldbitor is
non- Hodgki ns" 1 ynpho in a mamal . Use according
trapamhygirm 9, wherein either the mTCR [ nh| bi tor or
rituxi mab, or both are provided in subtherapeutically
effective anbunts. 11. Use according to claim9 or
clai m0, viherRksrdidyoRIERR 9 didintior whereteamyPOR inHiBitor is
Use according to claim9 or claim 10 wherein the nfOR
i42ADHR thydroixy)edipd Guemykipdr oxy) et hyl rapanmycin. 13. A
product containing CCl-779 and rituxi mab as a conbi ned
preparation
13. A product containing CCI-779 and rituximab as a combined preparation

for simultaneous, separate or sequential use in treating non-Hodgkins lymphoma in a

mammal.

14. A product containing an mTOR inhibitor and rituximab as a combined
preparation for simultaneous, separate or sequential use in treating non-Hodgkins

lymphoma in a mammal.

15. A pharmaceutical pack containing a course of treatment of non-
Hodgkins lymphoma for one individual mammal, wherein the pack contains (a) at least

one unit of CCI-779 and (b) at least one unit of rituximab in unit dosage form.

16. A pharmaceutical pack containing a course of treatment of non-
Hodgkins lymphoma for one individual mammal, wherein the pack contains (a) at least
one unit of an mTOR inhibitor and (b) at least one unit of rituximab in unit dosage

form.
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for sinultaneous, separate or sequential use in

treating non- Hodgkins |ynphoma in a manmal . 14. A
w@e@dog2étont ai ni ng an MIOR i nhi bitor and rit URCTrEB2085007724

a conbi ned preparation for sinultaneous, separate or

sequential use in treating non-Hodgkins |ynphoma in a

mammal . 15. A pharnaceutical pack containing a course

of treatnment of non- Hodgkins |ynphona for one

i ndi vi dual manmmal , wherein the pack contains (a) at

| east one unit of CCI-779 and (b) at |east one unit of

rituxi Wb ! Rﬁﬂk&lac%ﬁﬁ&g (%01{1 S{T‘El%rh?%ﬁtu? E’ae{tﬁn%ﬁl%ﬁ%j% nr?s
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f cBpthidle cArfipar maceutical conposition useful in
treating non-Hodgkins |ynphona in a mammal, the

conposi tion conpr|3|ng (a) at |east one unlt of

CCI-77 and at t one unit of rituximb in unit
dosage orn1 C%ﬁﬁ?ﬁﬁE&ﬁPP83F$VhHB@@5%%bm§PHbdQﬂns

CBtdphSfia id 8 maﬁlrﬁﬁlaﬂfé‘%@ﬁl%hﬁ@ﬁ c Hﬂ?ﬁﬁ% ?lﬁg]]eys% Sh&!lmik B an mTOR
treati ng non- Hodg kins | | ynphorma 1h a
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b | east one unit of rituxi mb
P&§%%%#QEQM' mm? %ﬁ% %ﬁgfa pharmaceutically acceptable
carrier.
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