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CTLA4 ANTI BODY AND AROVATASE | NHI BI TOR COVBI NATI ON
TREATMENT FOR BREAST CANCER Background of the

woOnvwus@n Each year, nore than 180, 000 womren &CE/I1B2005/003307
di agnosed with breast cancer in the United States. If
current breast cancer rates rfermain constant, each
worman bor n tOéﬂYAI‘ﬂﬁTlé‘oB?%NWA&@MA‘?H@@%lQﬁdﬂ@VH opi ng
breast cancer_at_a ran onse a €0 Qbo* to 65.
Appr oxi nat el TIQN JREATM ast
cancer patients have Besﬁqmmenﬁtdemmilemt di sease

t réea ge)ér rn%ﬂ? ﬁ{ah”l%o‘o[)‘(?m %}Pé}@%aat @J(}F\ 'bfe%%tré%ggé? in the United States. If

gens’ prono i feration of
currerg msf p@cwaraj%q regeain §°n85'am: (Paes Vtﬂ”@asQOf%mahé}aﬂﬁnOQﬁa‘ ten chance of
devel&)ﬂgr%%baﬂ&@%fléiﬁféﬁlabbr%éﬁégefbﬂiélﬁ‘dunm esel | s

groggvngye fﬁﬂ%{cﬂ \Pg%hmeetrn% aeL{égll §r§a3§ cgrgc%r gé‘t%n(szl%gé)e)strogen -dependent

dlsea@dﬂnembxslr@demg theadaineriabla tp@npﬁastr@mrythera@m souf promote growth and
prolifer @A b gp%gﬂ@fa?g%ﬂ:elgaﬁu@leés bRad epltl@h@rﬂ%hd §§H&>§6ﬁ Eéﬂéﬂdent breast carcinoma

S SRR S M T

admirtstarédsin aBdltIdm @rdrinteoy it abjecriized predst dencenteni iregst-conserving surgery
and réJ‘Qg’ t@ctorﬁﬁﬂ_é%%se&r M&M thatBlo&i this "H3tr&ddnSreceptor on tumor cells.
0

est en W th estrogen rec
S e e o BN EE LS 25 oL FRBKCTaog, wrien s
bindindSf ¥&loberagithath® Bﬁt@smrebe‘ﬂ‘nd)rbﬂutveﬁ&n( (EAGLODEX)awbictogeyrates the receptor, as

well {ARI M %F%)r}hlklltg r Pf%g? agﬁ%ﬁRle%e?éﬁg%g MARA) and exemestane

tase énzyne catal ysi's of
(ARONAE M)y whish tbl@cb@fqﬂt?é%ﬁ Sn3Yer ARy S PB#909Yg 1P fetrogRpt fhereby decreasing

the arﬁéunh@fﬂwme ligransaitvrid B With tﬁe Ricastowi t h t he receptor.
Pﬁtzq%g% %@ah’c%gcuﬁ J o'é@?q@ﬁg{“gtﬁ%‘ sto%?mg‘% Pérgﬁéé € RNESRated that 40,921

womenf wil @lisuef tenurrant oacdeancesd br@a@ta@mceranc?@p‘l (hmen, Cancer Socity, Cancer
Statls(m%r@did f)artug@ﬂﬂ%)e kherOR InB loMratifedi@henvhddilaié ot afiet@OMN extensive disease

ren o curarjve Lreatment
and (TPIAETEHALY G [ F oD IFBBRSUEnE: (1LY A Agomonl agent wit
immuestseady ad ympadant at itheetredlinest, onbreest caneerapiMise spaefiralys one cancer
mmuﬁ&ﬁ&érﬂ/ d%?rogm faﬁ&%’fs’@%quglﬁr%hde%t hisdduaeahign TLRI :€D152), which is

t reat nen reast cang
2 collyyHeqr PRI PSRRI RSV GGt AP, SAp G B e natual lgands,  B7.1
(CD8byaihg8r 2 (CHEa)L dBﬁVé?rs & nbgatiphiegylsteryastomalao Atcelts, ant blgpéing 4his negative signal

resultg q:T e’Aha’ncegD’All 5c%}l ’| { 'ﬂja&t%n %l eénltltu@'él: %@tﬁlﬁy fneglﬁlm%lz@o?els (Thompson and

on ac

Alison gl JHP 45D J45R15 NPy 8 GBI ARG, Goll Biglgf 110 (1909). Several
studicieldv¥¥ QEfortraRd Qﬁét\Cﬂ'LAﬁ glakialde ru)é|n§ la@ﬂx’cﬂdlek Onafkeaigl érhanc@s d cell-mediated

kllllngcoé?qmqr%%%anf r&cﬂu& ghtl\fnior@rh rﬁ\ yt([gacH e{ 3 l\'slgle?&h?ﬂcﬁ% -]I-73i6 (1996); Kwon

mor act
et al. FodeNall. AdTo fpisEHA aﬁGOQ&WD% HROT)ikwien gtyal. 7Na¢l450aﬂ5§01 USA 96:15074-15079
(199 )1997) McCoy and LeGros | mmunol.& Cell Biol. 77 1-10
Sever al _studi.es. have denpnstrated t
bl %@R%&Saéﬁf ﬁ@t'-%k’*%%‘a'i’%’éesﬁamé&% AHHRR @SPP“SG o1 Great promise i
the treathientnas dbades darki didspntegthe)fprdmsmcfsaramjmoaa’n thenahigsein the treatment of breast
é‘d;?é'"ﬁé'v Lo RPREraBils & treat BRE&8Rcer. The present invention meets
canc %E%%Ei %Ié%) FaKtﬁworaﬁlse? aea Pr oc. Naetrl cf’%(lg)ad
this nged.  USA 94: 8099 8103 (1997); Kwon et al., Natl. Acad.
ScL USA 96: 15074- 15079 (1999)) Although use of

anti - CTLA4 anti bodi es é”ﬁ n{ E?H‘Gﬂ% Iﬂ\ﬂanﬂéﬂ i -tunor r esponse
hol ds great prom se i cancer,
deBsi inventidnan@vdsgi swethed iahthieHigpimenhef W??éf aqﬂcersmuarpqtﬂé in need of such

treatrhérfe atl'ﬁ@meth@ﬁ chinpaset aﬁrﬁiﬁ%féﬁng tiBE Qalicht a tHieegRutically efeetivepamount of an
antl-cll,lr%g n:;m b8ﬁ§ 3@ e%nig?rhk?lrt]c{ r}qugeo&nong St ?@n&?nrb{nﬁtloh\?vr\]/@gg %ﬁ%%Peutlcally effective

amoufhef ahmroevatasemhibitel. udes a net hod for the treatnent of
breast cancer in a patient in need of such treatnent.
The net hod conprises adnministering to the patient a
therapeutically effective amount of an anti-CTLA4
antlbody, or antlgen blndlng portlon t her eof, |n

Y o o o - Y Y L o e Y
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I n anot her aspect, the anti-CTLA4 anti body, or

anti gen-bi nding portion thereof, is at |east one
wanbickhasio sel ected fromthe group consisting oPCTBIOE003307

human anti body having a binding affinity for CILA4 of

about 10" 8 or greater, and which inhibits binding

bet ween CTLA4 and B7-1, and bi ndi ng between CTLA4 and

B7-2; (b) a human anti body having an am no acid

S ehn| orenaspectotp ek i atape arthititersis et least ohelinhibitaCBRlected frem diee group consisting

of andsh IeC@erZ%%Oé?ﬂc&e%QstﬁeCmn%%gH@dbE& thé SEmaRs& Mhibher®/exemestane.
selected fromthe

4.mg"® asgpcighq_ thejfapfﬁtlcgpy gf ntsl\TSanﬂ_L%é Il %Tag aftl-CSI' L}kll antibody amount
range%]roﬁfaﬂoutﬂﬁb/l@t&mdmg&a 9.1.1, and 10D1; (c) a hunman
ant i n | Ghntibod
sgéhgﬁ@érs g%}é&t ﬁluett%‘?ar{%ﬁtg Vyséfégtgltg eaﬁ%%r}tgmj‘thﬁrg@g?g‘tgg?@4 ntibody amount
rangeéém@uaéwtﬁ@ﬂ%'fgta1im9/k94 8 1, 4.10.2, 4.13.1, 4.14.3,
6.1d ydt,andtherRashect] the Ghelapedtically. difecthid. athoilint of esemtlesizheFariged from about 25

man_ant i body having the am no acid sequences
mg p%?j;%toﬁgg peﬁgl Y variable region and a light chain

van a &ther aseg¢tdhe therageutisally icfierdye amoustelferemesianetinabayt R 1pI per day.
CQH‘%heSEép@Gt He teatncht |sAse%ct«7ed frﬂm]tﬂe §r,oupﬂcdh&sflng é. sl Aecadjuvant therapy, an

adJuvira @frapy 63 fi raﬂlngﬁ?%ﬁslatyé se8Pndal tr&é‘lﬂﬂeBtr %néi q,]télrd @nregtreatn%dg
t Hereaifier ashext, tbe apibbasis selected fioh rgraiptcrnINAA @inoRrhnan mammalian

heavy and |ight chain
ant'b(&oﬁ'naaséhlrg%?c?ﬂ s%ddggaﬂgg?@gwgﬁibg@% L%%d%hbfgl ected fromthe

gr'Bape RBAE; @?@rﬁ‘&bc’dv is 2 hymn anf-Ggl V-2, 4.13.1,
4. 1A 4nSherBashedt, thdlanB-CTLA4 &btibbdy, kit .antigen-bhding . pbition thereof, is at least one

antlbt}t&tsgec]ted]ﬂ'on@&%#l&@]con%g &#) an anti body, or

tion thereof, that cross- con‘gr
for binr@l ng %\Pt"ﬁa'CEF'EAﬂdy\/\ﬁ‘%"Wga"t bingings gffinii% dorGT iAo y‘abo“t 10° or greater,

and whitv ifhité biRding BatwedNCIT IJAI491htI BZ partdl Hirling detvebnl C3 EARIamiBTS2;

Zf 1a2 a(g I bOd %%lﬁea% ibo y h:? E& anein%ﬁcgléag %ﬂién%[i &)gnpﬂglng at least one
humahICIR a_eunI]_Cp tl_nat c;pges)ogq_s to ;E:QCI@R feq_uenﬁqf&pn]_g||1)|ant|1q<,pdgtﬁ@,lgtﬁgﬂr from the group

con3|§t§18%$t41 1 hes and idpdy13. 5 au4dBiem antahady.havimg, 1he1.1, 12.9.1.1, and
heavy and i ght chain anino aci d sequences of anti body
10D131. 27 11 n yet anot her aspect, the anti body conprises a
heavy clpi n @ahuman &ntigbrty hehiag theviteayyednd lightechgimiamtnaedidisequences of an
antlbﬁoz/cé\éﬁ&g ?roﬁ’xfthé gﬁouﬁ%éﬁé}étn 81 .Y o4 B.ab f. 4 @oizon 40f4 3,88 .1, 11.2.1, 11.6.1,
ain_an chai'n variable regi on of the
7.0 P 1-ERRAA 28 e sel ect ed fromthe group consisting of:
(a) thedpni ne haoid astibqdiehavingathe SEQolatidNen@raes of Adeavy chain variable

regloﬁlg}ldlé) n@?l ﬁ%n‘? 2%36?38@ of%EQn! tgd{(\gzlgcted(f% fhgegrélm Asihb G 4.1.1, 4.8.1,

m no acid Sequence
4.10. éf4 1§EQ4M>3|\Q31 2111:2.1.dY 6t d! i ho3Adi B SbiAdEPEF SEQ
I D NO 2(5) andan aenbam 9 afijed-bHemy qidtien tﬂ'feréBEthtD:dN@e&S for binding with

CTLﬁgl v?/t(g a§ %&ISJ repwgo dggéﬁrﬁ%ﬁﬁga_ﬁ 68 ﬁquh cI%Yn érniﬁo QHG égdd:énces of an antibody
selectsd famite gemmomsdsthsrg of Kd- dd ‘e|4e1 0 #d3. sle’c‘hu’éﬁc@1 df 18&d 11.6.1, 11.7.1.,

12.3.0 B D179, a@gxobh%nam no aC| d sequence encoded by the
nucl ei c_acid ﬁ[@ence

aci d se@uenc% anede 8" BV'QFH gnﬂ'ﬂ% pafi ésfeapé%aa b reo%(g:ngg}'g;%etes for binding
with SEQ4 BitHNaY &8st qnjantidvey havimpthadiedvisaguishicehaim awihe ceclgysequences of an
ananJ'}gl%eféHt‘éh? o mé'g%uﬁ%gwﬁﬁopi ! SE WDy N, 25104, M@ 6.1.1, 11.2.1, 11.6.1,

sequence encoded by the nucl'eic acid

17§e%ﬁ&e120?1$§5dl1@3?40 31; (g) the anino acid sequence
of Inanbiaévaspedtathe antiboteiblaeumeq antibodyithviag fhegtieavy biad Fight chain amino acid
[ of antibody 10D1 . In one aspect, the
SequXr%teé' gﬂd‘ﬁbg EL‘EE‘“ gen-bi nding portion thereof, is an
ant i body sel ected fromthe group consisting of : (a) an
anti body having a heavy chain variable region
conprising the am no acid sequences set forth in SEQ
IDNO 4, SEQID NO5, and SEQ ID NO 6, and further
having a light chain variable region conprising the
am no aC| d sequences set forth | n SEQ I D NO 10 SEQ I D

ARIFA N A A N~ 1 ARIA N A I~
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(c) an anti body having a heavy chain variabl e region
conprising the am no acid sequences set forth in SEQ

wODR@4289 SEQ | D NO 29, and SEQ | D NO 30, andrEumnBives/003307

having a |ight chain variable region conprising the

am no acid sequences set forth in SEQ ID NO 34, SEQ ID
NG 35 and SEQ I D NO 36; and (d) an anti body havi ng a
heavy chain vari abl e regi on conprising the am no

S@qm ﬁ@@tger(ﬁspquéh%@yggﬂyaq@ppﬁe@@@avym angﬁdrghﬁjﬂgm dvfherern the amino

acid sé‘cﬂIeh&Béd)Yth%@@ivy cheih Urblehegiomd ttee Hebghuhaialaad thevight cabih eariable region of
an €9 in .d sequences of the
the lig Cgﬁ %Eee%ﬂﬁh%%%oaggnggtm of anti body 10D In

\

anot her aspde) , ttheeamine Rejdl spawendred’ SEQHBrQagnd the amino acid sequence
adm ni g 8eQnO NoX:t he patient at | east one agent

I df h , .
deﬁft ea f gf)(gi t gﬁgéﬁ'ﬁﬁﬁ‘g Qesalé{gré)c!se? ?J?é Irﬂ;]‘groglnét‘%mggﬁé Q’rgrro acid sequence

anant hrc8%QIIDN®:Zint i bi otic, a platinum conpound, a

taxane, a vigra ahkahifb deid %@@rmto@ét@% ROUVedrAdhe @nino acid sequence
toll1i ke recept or stimulating agent, a heat shock

pr ot ei P 5594 NQiffor vaccine, an ant | gen presenting

cel | based t ey apythe amina e lsequentesengededddy theapaataicaaid sequence of SEQ
i nhi bi t m D
VEGF | r% |? %?@{hg%géggd@eh n|c ? gﬁbo an aﬁg:ﬂgggﬁgé? géhuence of SEQ
i nhi bi tN)CP »an anti body, an imunonodul ator, a

sel ective esky ogene hrRineptio seduzeed @icoded gy thy hadidinasid sequence of SEQ
tunor v ' t

costi miPas et A BEE kiR k3R 87 e uBic AR Rnce of sEQ D
i ncl ude¥O:a9%phar maceuti cal conposition for the

t rheat ment of f)lbr ea]ﬁé afmb Gl s@@l&&é &ic&gad B¥ the nucleic acid sequence of SEQ
therap t'C.i fective amu
ot 1 boddNEES i B i 2 UM snpdes R By 855 0 seauence of s 0

ar onat d¥@3finhi bitor; and a pharmaceutical |y acceptable
carrier. In @}"e atﬁ@%%no Jckbeséaﬂ%toaé%éaWbMﬂ Qéridb® rddion and a light

| east one arQ ase 1.nhi b el ected fromthe group
consi sti"Af Vﬁ?‘%&%‘??ﬁfﬁf@ y?@?fozol e, and exenest ane.

| Nn ané asﬁebteﬁheamhbmiy ort anéigesrkontirtgardion rierdift ie an jagtibody selected from the

groupec?%?ﬁﬁg The i nvention includes a use of an am)unt

nti-CTLA4 anti body in the preparation of
conposi® @A #fPodynBavindeat hReMY CcBRIn pR rE%?fbéPmPrr'Fmﬂ the amino acid
padeh dticesdet Ftihiin SB@ 1D NOM, SEQLIDING:S, led SEQNPNGesand further having a light
adm ni st r| n ) t
A i Bl mE %oﬁwgr‘?s r@%é Srﬂhg%grpggr@égéego{eh APnaf 8EBIBR:10, SEQ ID
eMé@%@E@MNptﬂﬁt her wherein the antibody is a human

ant i body) hawi sn@bddyeniing\y haag EHa@hiariabiai regisardompligng the amino acid

B R T S 7 iy

weight chsintviadaifletebioncorgprigioy éhel aninaleciccysaperice sefforthie SEQ |D NO:22, SEQ

| NBRE-2P5hd $td D RE.2Ret t er under st ood V\,hen read in
conjunctjon wth the ag pended draw n

pur poselCbf 3| ntieqdy Aaving & Reawyno By Y%‘%glF hr89'8n acrog’pgﬂwe amino acid
| reetjlincels satiforthSn SERODINGE2E, GERQ M@0, aneé SEQEDM@:BY, and further having a
Pﬁ@fmte{h%%riéére r%pﬁh‘ L&k RRiny RRed rﬁih@% sAOURYE Let bR SEBQD NO:34, SEQ
invention I's hot |imted to the preci.se arrangenments
ariBNQi%Q AnsherR B NPP8<endhown. In the drawi ngs: Figure
1, CO'TD(EI) Slaﬁganﬁb@iyfr%@rnéﬁa hBavys treirs vdriable niegioe adompéisign the amino acid
s&ap%{\ci%of tﬁgv\éjﬁy% aig uﬁfﬂﬁg%k% hag%_ll?? Sgotrf]% %%9%161311 ‘fu]rmer having a light
fcnhamh/erlalblelreBIOheamyrlsrngathmawer@clﬁ Bequences. of Medlghecth CDR1 CDR?2, and

sr@gﬁ3gmtlt§dalyl10[bength amno acid sequence for the
eav

Sela @gﬂtggr as)éegtth ﬁg me }TE%%SQSS}“Q{%‘% a]cpm\}rg?terér}ﬂatg tH ea&%leht at least one agent

selecfeBHQMI the HOUB Fordengetat edkylbtoagent, fotat antagohfst, ]2 pyrimidiae antagonist, an

am no acid sequence of each 4.1.1 heavy chain CDR is
underlined. The CDR sequences are as follows: CDRIL:
GFTFSSHGWH (SEQ I D NO 4); CDR2: VI WDGRNKYYADSV ( SEQ
ID NO 5) and CDR3: GGHFGPFDY (SEQ I D NO 6) Fi gure 1C

T " D T
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CDR1: RASQSVSSYLA (SEQ I D NO 22); CDR2: GASSRAT (SEQ
I D NG 23); and CDR3: CQQYGRSPFT (SEQ I D NG 24). Figure

W@ 20@mapmd si ng Fi gures 3A-3D, shows the nucl eoPCUEB2NE003307
am no acid sequences for anti- CTLA4 antibody 11.2. 1.

Fi gure 3A shows the full |endgth nucl eoti de sequence
for the 11.2.1 heavy chain (SEQ ID NO 25). Figure 3B
shows the full length ami no acid sequence for the

anthratyiclige Anttbisdivrya étaiim coBBQINIDR MEREG B, vinga @lkelels. awpmeiolesizianalog, a toll-
like re§§ﬂ&e§ilﬁﬁud‘hﬁ’%7 e alfet sﬂodﬂeﬁMyn-%‘s'#dﬁuMaﬂ’ {aBine, 4regitigén presenting cell-

d
o, el L e RS, B b e o o veor

inhibitor e evBG e thhibbre alCBRYyisgenesin (b bitar an astibody, |ag\/\;g‘rmtngmdulator a selective

S RPN g (T AN e =
COS“"N@*%DTO'GPH'@@P%&‘S@‘&%\NS the nucl eoti de sequence for

t hee Likvehtidn linafaks chaharmaGiz@edl Ro@bStion. fdFi ther teeaBiens dwweast cancer
comprlsm&h?mgg%paﬁlf%%cs(ﬁ?%ﬁﬁ%%?%gﬂ thﬁ BML Tﬂﬁ@ngﬁt@ Jyl a2th;rapeut1cally effective

e varl abl e region as
amouitieflare aroedtabe infibitas ane adsl!aertnsaceL[ncq"v agaspiaPR5ANIef 33) . The

arﬂ Br‘ie Apedl, B8 aRRERe MhibRaadatlddst ore drovelbtasd ianibias selected from the group

YLD EQ I D NG 34); CDR2:
CO“S'SA%@S%’Oa@éSt %@ '?tﬁ%%g)exe%%s . QQYYSTPFT (SEQ I D
NG aﬁ)rtherwbemltkmar%sf@ﬁ& iphibitpnis@kem@sEanenvent i on The
| RRENAVeRbn BhIAdS S G2 &M angUhM ANdritiodirAg SantlsRK i the preparation of a

comp%sngglfgrgh{ggt{r']ea\gaeﬂt Qﬂnfegftr@fger in a p]agm%(\gﬁ%glp aE ki"reetme?trflejpatrtler comprises
adminidteeiag to thapstent anrensoupladf beRtomataseigbibitasf such treat ment .

ThE ohdY Et’ ﬁ%@ aFoWa¥£§ fnhfb?&rqg éémEQar{er é?\@th'fFﬁ\@F widreiR @ @fiibody is a human

cancer nbi nation o ant 1 bodyar onat ase
aniocEn AL B8 BTk 'waf'w%fﬁameﬁmaaeﬂfewn%i*éé’ﬁ?%'mdy 121

Unl ess ot herwi se defined herein, sci ent ific and

technical terns Use%néfrbeg%l&”&'tr%rb b t he present
i nvention shall have the are conmmo

uriderfotegoiny symmpsses well gs éhehfa\*%w‘@kﬁiqt?"efi rFieBgigtiof ¢, e invention, wil be
betterﬁl-h@&@f%d WHEH 58 nOt: nélighewithetAd! bfpeedday drawing € For the purpose of illustrating

the lnyeé*gﬁrlé f%hea%rg rsF?%/m '[@b ({rﬁvgﬁé;SUd I]ml'érl"lf?%e\l&hlc%s r?E%séﬂth lpl% erred. It should be

understone: rolvavarr st ths ideritian @omnﬁé@ttt‘fddﬂ the PrECISRAANIBEAMS gifkigstrumentalities
showf. cell and tissue culture, nolecular biology,
i munol o m crobi ol ogy, genetics and protein and
ndBItrlﬁdéa"%$sd chem stry and hybridi zati on descri bed
hefigire 1acemprising Eiguess| 1AHD whowmnitle cosride yand sening greid $peuences for anti-

CTLA@ratntlbo-EPeﬂ et Bods ‘@\nihotivgquum {ERgth QiuclE&ﬁieFHe@ﬁ&Bé for the 4.1.1 heavy chain

on are gener erforned accor
(SEQUBING:kin S 7B FI0S i Lot M8 S SBREFR G e dg L e Shan (SEQ D
NO:29 @ﬂ&fh@anﬁrﬁ&bdﬁlfeﬂu@p@mr fhect. 1. efeve cedsvarinble regian (SEQ &R NO:3) designated

betweﬁﬁ lq)éacke edrhé g&%%g;&%u%eggaﬁgm ﬁ 1.3 RESH dieRtEH is underlined. The

I‘WI sein erences | nclu
CDR ee@encesaamramno\emd:wswfssw'édﬁﬁarmd%m GPRZAVINDGRNKY YADSY

(SEQLBR@: St Qﬁd/Cm IeBHRGPFEY (SESD | ND@) I-Eulgtuem CRIhews the Gatlebtide sequence for

the 43'%04938 {%%Ql\}gl %%Org&% 11%%%{:5’3 %Ew r&ﬁc‘id %éhérfc@tof the full length 4.1.1

light ¢r2BOBER l@nrdIO Bhrah@\meamé\tmemmmaImte@sbet\me%d%@%atﬁ o[r]§/ (SEQ ID NO:9).
T Lide SPEdcR@DRAS Raicatb@RobIRWRr DR eRASQSISESFLA (SEQ ID NO:10);

he M&@ 99
corg e 1SR N 1R98ba 0l Ay oot ROGALES

PUFigdre Qat:oropr|stng Higurepufs2 r@oweméomnlegmg@m ramlm@amd)sequences for anti-
CTLAT%'%#%1 %t4U{3elr lfi%u?é) %‘é %ﬁé\&qﬁé W%ngtﬁ%&@?@@'sﬁqm%@@%p{hb&rﬂ%q heavy chain

scrib herein e no
(SEQUBANDT . iR Prea Wl 'eaﬁta 2R SFERUEGY d &ﬂo‘@@dﬁe@gy chain (SEQ
ID NG, LRGN BHIRG 20l sequemby fdrdizd 4.¢hemestyr shainsyaniablerégion (SEQ ID NO:15)
organi c chem stry, and nedici nal and pharmaceutical -
chem stry descri bed herein are those well known and
commonly used in the art. Standard techni ques are used
for chen1ca| syntheses ~chem cal anal yses,

oy o o o,
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serine and threonine; 3) am de-containing side chains:
asparagi ne and glutam ne; 4) aromatic side chains:
wohaeosyugd4ani ne, tyrosine, and tryptophan; 5) baeTaBR0E@3307

chains: lysine, arginine, and histidine; 6) acidic

side chains: aspartic acid afd glutamc acid; and 7)

sul fur-containing side chains: cysteine and

nmet hi oni ne. Preferred conservative am no acids ) _
designste setwaeni yackgtsoliys dhe :amingl aciflesqapigedenel. pagh| 41k heavy chain CDR is

underPBENYTIR BBRNEIMERSE NRe dsYRIdNE- BDBH NIGFTFSSHGIH (SEQ ID NO:16); CDR2:

worSLERATHEL G WAL AR AA G B i g, e 20 s

the nucleplideceneste ifs toey. 18Hdighiechhia bR 18 D4}t | Rﬁweapuﬁéﬂow the amino acid

sequeﬁ&eofplﬁ%@deh ge4| 123;1? dlhti"%ﬂgn g@:_t(%_'éﬁzl\lb 58 Qﬁ’@%é VS8 R@fion as indicated

betwe?mb@ﬁ'ﬁéﬁ B RER P NX e A b amipo a%a%qugt*%q v e@B*hQBF{\}%PF\‘/‘%tEd as follows:
CDR1/ EPASTSVESVLAI $SEQY I heoge); hebRNg GASSBATe dIEQ viD visD:@d); and CDR3:

CQQQdﬁéﬁE§dgE%@$Q9logsl|kelihood matri x. Preferred am no

acid s are those which: (1) reduce
Sl‘f&%‘@p@ |q§mpr|qnip flgur9§ 30564 9I$qwg the( Ql)clqo gmg%d amino acid sequences for anti-

CTLAS HSBBHY 1@2 hi FEUI@CBAoéhbﬁﬁlHeCfﬂlL ler{g®) nitiotide qnehicador the 11.2.1 heavy chain

(SEQ ﬁ:E R‘R&'&ﬁ g}gtg?ﬁ B\ﬁ/@ g Ilq%ngm amufi)ongc! c?%%ﬁuenc%q’gr tfw 4)1 EQWEgJy chain (SEQ
ID NOpe&@peTt the amifo anid: seaprdedigsthe Ahano@e@lvmh@v vaiaklg region (SEQ ID NO:27)

deﬂgéﬁ:&sﬁét\ﬁlégn' PaSketsdgl et 'T‘RQSamlrﬂ:né’cﬁd)%eqdéﬁ&H bf ek €M1 heavy chain CDR is

o R ol et B B ol Ll e Buoam, core
VIWYDGENKPYADSM{SER Hr NO:28) st CDRSI BHBGeblr\é\fYéfYﬁMn)/ (SEQ ID NO:30). Figure
3C sh%ﬁgsﬂ?er Y fo}fc?e S45.BRA6! ﬂilesll‘f Bsit jight Eh BEARY Nb‘vfﬂﬁm%ufeFBD shows the

f bl
aminot g gﬁpﬂigr%@mf ”@fef“glﬁ@ﬂbé iggfg(rgﬁﬂl %§I§ I%gfqrg?ﬁrand tﬂe variable region as
indicated thefw¥eh erked ‘[ L GBE@CD $10:33).gThe anumcsamhasemfuertda@f GRODR 4 indicated as

follow%ﬂ@?%‘(ﬁ%&‘(@ ﬁé‘tgtg ééédta qosrg{?@{}'c b@)‘hb%ﬁ%@%é dsBAtIp, NO:35); and CDRS:

% he tural aracteristics of
QAYMSTEFp&APERID @dBence (e.g., a replacenent amino acid

shoul d not tend to break a helix that occurs in the

par ent sequence, dj sr f secondary
structure that Cho[Be lle r| i I?ﬁ[rhémgrﬁloﬂ equence) .

Exhepivestiopfrelates o eruic@W\ﬁ@mmﬂmoéiﬂdu igeombipgion Aty ahfeast one aromatase
inhibithi€ blyl, Bhdstrdtdid! (dirdb &S aﬂ& RxERBBAS, b@deétrbr&’sﬁba@lbé}ﬁin a patient in need of such

treatrr\sﬁptr ﬂ%ﬁqﬁ%i&@ﬂ ugh/% e%%ﬁgﬁ)}reatﬂg@ cﬁh}?&%sé %g Sy con‘ibmagon of the antibody-
aromdtank irdibitartdomhintion Rito teatirer Sgentartagends. (C.  Br anden and J.
q,gée% &I%?wnse @@Meﬁnﬂerg Hbééleﬁhlcneg'rd @@Wl%@rté’?ms Nis&d in connection with the

hor nt on }
preseqR GO 6L A e EERTRS iAo EBCHY By EPaF Biogse of bidinary kil n te
art. FSea &nRss Sthérwisaréduired chntaeb(t)/ﬁeg]ﬂarcﬂﬁmmshalt igghideadiurslities and plural terms

shall in lnqa(? & glnglﬁ% n@er?e%‘ﬁbmen@lgfa ¥ %Fe% A QBENREGr with! 9 Plebhniques of, cell and

tches simlar sequences u5|n9
tlssuen@étgtﬁ é@'W'aélblﬂqQ&r imryunelegy. gRieLIPIe9Y; a94n6 LIS and protein and nucleic acid

chemﬁtﬂ)b&‘d Hybfidi20en dééelirliihert @éHot weirknamitlafd eainoalysised in the art.

arﬂatggd %@:&%E%@&u@éeﬁéu ! epr%ﬁ%? 'm@eﬁt@éré \%E{arglglsger?)%ed according to

methc@ et ikoewrQo theLareand@salepsribphio v)ar10t@|ggoerpbqr@ rmaqsgl spasifig geferences that are

cited Eh@du\é\!&éﬂmkdﬂ o€ lﬂ%g&esénﬁs;fé&flédﬂbr@Elﬁl@&sﬁ@th&ﬂfsb%ﬁﬂc%ted Such references
package of r r a i.ng, . ana
e 52 R Veh 500 PGP e, 53408, ARRLY  iprng i

Press¢ Obiti &iprisg igarbayr MYE209d); Ausubel'efalp "Cusmaef Pre¥esals intMolaghliaicBiology, John Wiley
& Soﬁ?nN@e(Zb’Oi daﬁ’c‘fI HAndiet ﬁH”Ltan@@\rnﬁdB?ﬁegr A L&ofRrPWENDS, Cold Spring Harbor

ence Simlarit honol og ce
Laborm Lo, SPEasTig Vb DY TR ek i oo T Fatih B . Eneymti
reactibgyTah® QO aidl yeBmued eare f pedomretdl f dceoing ®p@endactupér's specifications, as
organi sns or between a wild type protein and a nutein
thereof. See, e.g., GCGversion 6.1, version 9.1, and
version 10.0. Pol ypeptide sequences al so can be
conpared u3|ng FASTA u3|ng default or reconnended

o T s o s o ~ oA A N—= A



10

15

20

25

30

35

40

heavy chain constant region is conprised of three
domai ns, CHl, CH2 and CH3. Each light chain is
woanprousagd of a |ight chain variable regi on (LEYRIBI005/003307
VL) and a |ight chain constant region. The Iight chain
constant region is conpri sed®f one domain, CL. The VH
and VL regions can be further subdivided into regions
of hypervariability, ternmed conplenmentarity
commdely @casimplished ineltye GrisPr (GEIRICTIbGANaERIE PRNCSIOMNFIRtHeP aigpcoR<connection with,

and tﬁeh@@or%r@ %E&r@@é\%&tﬁ‘ﬁhuei i Hr'%ﬂ/t'&él &;ﬁEM@fr}k syIftigEtie [eBganic chemistry, and
medlc%ﬁsgndaq?u'a%%talcgl %ﬁpgm ﬁ%sc?%r%é?ﬂeﬁ%% arte hr ee II%?%?% cngrrnonly used in

the ait.nStahaard cbédhomuesga@r desad: foFmemlcaDRynthm,, c@p@l gogRigses, pharmaceutlcal
prepa  forftidtion, AHa dRfw Qﬁ@ﬁgatn%fnt é‘frﬁaﬂéht@m ds to each

omain I's In accordance wth definitions
SASELIEEST S i RS TS B GTEHNS FHBBRER i £ hs secton
( Nk iaginia “al Bsd iahtizresused hardmtot rafer Beadneas thamork/ihah 198 Ti.cartel at least one)
ol t.hlia.& L
s e R o 5 gy e S50 Grar
than oppélefeéptm " ant i gen- bi ndi ng portion" of an antibody (or

SiAEpls¥d hérsih the eyenpocdnv@itional ardibo wsiesl alietheir abbreédtiensfotiaw conventional

usage geo{m OI% --rAa %mlﬂ:ﬂc?gi‘cfﬁ ?nga@%ﬁdﬁt IEbOdeglngtanﬁebaan érgﬁ Eds., Sinauer

peC| to an antigen .
ASSOO![BTGLSA%ndelﬂ&‘ndH\ﬂQSSb@@W )b hbigh istineatrotaird herin @efﬁfefﬁnﬁau ng

f WQ:Bhs%ﬂ/a@fe A Bdid ?@&}ﬁuﬁbﬂﬂlsbﬁe mewhien aﬁdmbﬁé abiiagaimiatis substituted by
an

A Nl e —
hydroptombtcitynin gdnesah ambndeodiive argine dsid( $upstiutioabwil rnagﬁ@ﬁtantlaly change the
funch%‘~I Bﬁaérﬁé%t oftd BYREENN €288 Whdrk Mo Of moReant! ho aMhtse@enéé%ddlffer from each

o DM M e s
upwadis $altdriedfolthé dgeseattitehatund ofgbe sagtlitotion. Vieans) foamBking this adjustment are

well- k&g\ﬁ?mge GARRShb 3. &de, L. ?ep%él'éo%”%%gs MO BIbINSs3: 301 8} (@94

ment consl sti ng L "and VH domai ns of .
si a@méleapfrar@fpsaﬁaram |35'6§j§73t hevg side risrHia iR CWHPFQPG”'ES include
1) alighlatic sidelh8A3: ghaind/ ﬁaﬁiﬁbl vEiRd-1admE, anstisaducinern iatiiratiofydeoxy! side chains:

serlned%}dg?rﬁﬁ%qehaaa?g%é a(ur?/m&:sloseo bgﬂﬁf %sé:aQQQRAee%r&znﬁJrﬁlﬁ% %romatlc side chains:

phenytaianinbolyegsne, astl typiepan; Sbagineine Challs: HFte. Grainn @n%@a@we 6) acidic side

chain: oe\'sp?r)fc §<§@§ﬁcﬂbl@taﬁ*ﬁ‘d‘§c§d %@GYS@@HC&%W@ ﬁ@@l chditst Bgsteine and methionine.
etic

Prefegﬁ(gﬁprg %ngrﬁ"'[] igo ﬁgldﬁasdlgst@gorgg%ou% e vlra (5"{ e?ur?ﬁ c(:ahéloleumlne phenylalanine-
tyrosind ilysine-hyiningl_alamice-vétine ajitaorate-grpartate, canﬁ esparagingecalisraing.

”DAI%HH \feﬁl 6 1B a8e ﬁe'pﬂ&lrr%npgadn cﬁg%{lz Mg b poSifiR \%JL@ in the PAM250

log- Illgllhooﬁr%% M?c;:sleceiﬁggip%ﬁ%&?% Ugﬂe%cg 34%35219?¥b§§56)m incorporated by

referend€ M Shouglageic barsarvativie! mpdcaﬁem“£arwl slange hafirgeal npnmegalve value in the
pAMfs?q(gﬂRg, §§%né\dr§h' n the term "anti gen- bi nd| ng portion"

O her forns of single ch
O R Bt S Gbidrs R B A e AVIATS (S SoRE BHssRRLEll, to proteotsis, (2
reduc@'sa&@ﬂtibﬂl{ij tabRddrion aBRater bikdisgo ity ifa fé?rmirigtmdemSOmMemhl anld (4) confer or

mOdl% 8 I”Sgb@ytslc?fgergﬁalnoﬁ fl?r{tj: ﬁggp%ﬁ%g% Q&‘Qaangl%)%g {\ﬁalogs compnsmg substitutions,
deletigiep Rtid/ergnsgftionsvedroinclped varingp 'béf@\né@ﬁaﬁﬁwen%otﬂ%fﬁﬁ?m@eéﬁecmed peptide

sequér’&@ Iﬁﬁ%nﬁ@'sfﬁglet J}Gﬁlﬁlli’p‘}’e drRnE bol@ sbﬁéﬁtud&ﬁﬂbl’@ﬁarém @Abdrvative amino acid

substia) Y O G810 P BRFDPD R HEoE (DB EUds [ POn P pggpept otsie
the deinaiafs) fdrniog intédaioleculdcamiactSce.g.USHsEO @MCBB,@SA(CPQ%\)atNe amino acid
substﬁ)&!ob @Kou‘l:nt no"flEubsgn'héigtd%ﬁge%hels"t%lfuﬂal gﬁhré&&%@s)of th%t dalrént sequence (e.9., a

eplaqaRaLT Prad BEOYSAREL (B b RSl ToHHOSGHELR dif Porent seauence, o dsrup
other Te€ GlIb@BndafOstiRtrdhaCoatendes alie parageeaqlepod). Examples of art-recognized
associ ation of the anti body or antibody portion with
one or nore other proteins or peptides. Exanpl es of
such i nmunoadhesi on nol ecul es i nclude use of the
streptaV|d|n core reglon to nake a tetranerlc scFv

o - - AN . "
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The ternms "human anti body" or "human sequence
anti body", as used interchangeably herein, include
wanbickwagtises havi ng vari abl e and const ant regi oReT/(BF005/003307
present) derived from human gernline i mmunogl obulin
sequences. The human sequencg'antibodies of the
i nvention may include am no acid residues not encoded
by human germ ine i munogl obul i n sequences
polypaptideaseaondary rand o@ae@dstwtureanaen@wn@gtl@ %’B@&Tﬁf ﬁgwcfwes and Molecular

Pr/ncu')'feg AH8HRSH, Ed., WY iH Fesefan Rind SCUdang, MaH &bﬂkO(I‘IQM)) thxtﬂ)/ctlon to Protein
e

s 15 i e R 58, B YRR Sy o
al., NaDDR3SAEWHIEAd s witish iavecagcl inoerperbigd feneimby mefereficeanot her

i
Wﬁtﬁglﬁ%g éﬁr\?\p@o#y%ﬂ&ﬂéﬁgsn?ggﬂ Srﬁ‘easbl%u leﬂﬁ@%@q@én@é taﬂéiyms software.

Proteippnaisis ﬁ@emafﬁpﬁq %Qﬁr gcjueneler?e sgr@rrﬂeasarﬁis réglslinglard(y aSSIgned to various
substiffiérisp aelgtions sand satiekr hresdfications ainsluding aoriselyetily 4rhiad acid substitutions. For

instange;%%t&gggﬁ%ﬁfﬁpgﬁoggré%&pﬁggfe’fw 8efblifd @Jneﬂﬁer Grﬁup, CnDch%also referred

one Oor nore
to as HfreaVigaqeiptpckagsnisaaminieaiatedrioftware napleog of PIEF’dczI;?O Pregrams for accessing,
analyZMO4riaanan@itizecy MeMotidedrld @bteinheqdenibss. aGEC denthme grdgramm such as "Gap”

and ' %ﬁ@nwl?cg}nc%cge‘ ﬁg%ag t%gée}g%f Pm{gmgtg%t Iia CEIF zﬂpg %' H(géﬁge sHIIgnty, homology

and/onseguersaiientid bietwegn closeie ralatech peignertides Bi5E RS hP@S‘PIOQOUS POIVPePt‘des from

dlfferénf‘§;§é3@§%f o%aﬁ@h’\%'b@tw@&t abARYty FERBroemTRid & enueiCiiRtedir 888 e.9., GCG
g ? L 3 hl rst human anti-CD40 anti body, a
Vers‘oﬁﬁﬁz"? 1 I"IeréI‘?f1 ®Hain of a second human anti- CTLA4

arfolyberisle ARgLeacEDRSo & bEDRBpéNed msing & ASTAhtsingheefaUlopr eommended
para rd. % n"fl@dG QII’SM Ganﬁrhéﬂm(e g aﬁﬂsfkﬁarm%fﬂﬁmdvlaﬁs alignments

eav al n ne o

and peent é&ﬁ&éencsnidﬁ%%%é%r Pl 11 RBSH MR BREHB i uery and searh
sequeieds (Pearder, |MmbafermymmIe1&3f63998e(199®7ePaarsqn- Wethngs Mol. Biol. 132:185-219
(2000%2EL\\('IZJ‘%I‘I'?Q'r &gfeme farsg%mh%n hélf cgmﬁé?lng 85RLe BP%n{:ﬁentlon to a database

M ssed previous erein, chineric
contaiging i 2 P nw&qeu@éﬁ%%ﬁf%&%@@%ﬁ@?@%m saNB@PEPYRr program BLAST,
espeditly b&l of 1oREInt teingeaTaTltiparan) 6586 6859. OAltsami et 4lhanMoinsiol. 215:403-410

(19902 Q{ﬁgcgglseéglh rqua;BfA%rdm Re% Fig 8580- XC& ‘rflgﬁﬁﬂ 'qu{eﬁ)ﬁnco orateq} by reference.

ruc ure CO”DTIS
v ain "elemrateae. bathipd termds uger hereinsiriers &a ?WYJF% -Gar40arom) that catalyzes the

aroméiﬁﬁféh 'ohﬁéjA'rlﬂg oﬁargar*udrogélﬁﬁﬁtsﬂréié Emdnhly Qay&fghbd]bm% Aéhbka.

Coﬁ@rrgﬁse Hé'bi-ﬁr B18Fms %@n?;%ggggnrb sOL{RB %ﬁ%ot ?th o grgg%gd with an aromatase,
detectably iinbite thesbmradiar df thé 9\cmb|oba@gydrmmmub$t@tqnoe1pa&dcmth the level of such
arom%ﬁ(’tfbﬂflﬁ)rtﬁgsakﬁsréﬁéé]g@thekl:'d&péﬁn@ &0dubbiaibet efhyt é’ssaﬁor dabessing the level of

enzyrqulﬁﬁc@/g)( PYH RN [gem ?27%3(? to aege&wé%}ﬁeg NEIR |spQF|E)|gPrhand/or the level
theredfs Athedromatdseamhibite 1m1$.kibserbnt i8fnot &mitazhtp da ateeidah aod atrieatsteroidal inhibitor
such Q{ %tecr%)f:fl ng&%éﬁanét r@agtl&ﬁgle Igﬁjeofér ﬁhf(ibgle (vgrogole aha%rmestane and the term

Sit
encorgwé@fa@v AegRtage é‘h&’ﬁ‘?féﬂhéﬁ?'l RPWANOYR ﬁ(e'aeftf'ae%'ﬁ @eﬁ%ﬁ de
bwm&aﬁ"&flb@yDEMle& atmesg twpaehiy ¢l dhying @ndnwo light (L) chains inter-

connec o B blorq sp ; %& !5 TaII ,t LII %a)nbrlﬁ‘s | I)fm‘lu% 6‘1' P SéLFFSW ed., 2nd ed.
f r é’ ad F er I I 'I es I'n

Raveaﬁrqsmll\gY \MIQ&Q))Haoqufiatfqu by @fqrer@pytltﬁ@prﬁy fgrrﬁy/pgfposes) Each heavy chain is
comp%éﬂ%?%)ﬁ'eﬁw MRInPREARE ok QH@\'}‘R F Wiy érIa aelﬂféhy @{Id’fﬁéonstant region (Cy). The

neavi, AL G EE G0N R BOTHEF! L GE SEBTRI Gl heC i 8 o 2o ot chain i
compasadcbf 8 digiu eh@esar;ablwegj@d(LEERemr NL)and aplahttch@iﬁ copdarit regicanthe light chain

constbﬂ\fgdgéﬂ lg%omh%aro@l loﬁéﬁon%n tdﬂeﬂgé Y& any {/aFebBHS edn b Rirther subdivided into

\ erm ‘fective anby
regiong ¢ @V%ﬁ@ﬂ??"EIéI"‘FISFeéFP’B@%W‘?Féaré%ﬁﬁﬁ‘?ftm"'"gd%g'%éfﬁ')%gr"ét?rﬁper?%‘? with regions
that 4i& @dte @AsaVE frméd admavvereadns (FRYt Baohd/tand &/, neaparegosed of three CDRs
preferably a human, nedi ates a detectable therapeutic
response conpared to the response detected in the
absence of the conpound. A therapeutic response, such
as, but not I [ mted to i nhi bition of and/or decreased
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enconpassed by the present invention. Regardless of
t he mechani sm by whi ch such conpetition or
wonresd4g@apet i tion occurs (e.g., steric hindraRC®1B2005/003307

conformati onal change, or binding to a comon epitope,

or portion thereof, and the I-8ke), the skilled artisan

woul d appreci ate, based upon the teachi ngs provided

herein, that such conpeting and/or cross-conpeting
and fmtﬁﬂsodnrmearfrememlm’rpasls@ajtoamb%dﬁerwuasreff@l follqyfing ¢rder: FR1, CDR1,
FR2, BBRPOGS EbRS! O£ thQ%s%'nﬂwentTJ?%nﬁr%r 4&ds Qpéécﬁ F@i@mainﬁ&lnléa&ﬁdance with the

cetmigg G ST B Pt b Pliofo Tt Tads o neaw
Bethedéd, eMDT( 1987 ta8d USOH), loy Coathisi &lesk JcMenBohl1P§-98Ce14 €1987); Chothia et al.,

Natué%ﬁf??%easg %E ngs of nol ecul es such as am no aci ds or
é ai ns and usual |y _have specific thre

lergh@ﬁ@ ABligeabinging RPEPN" h 2P FBHRAY &aristply "gatiagdy porggn as used herein,
refers:d 66d (frlnﬁ‘or@ﬂ@gnwwidﬂ an attibedy thitireiain teoamfligrtompactinally biado an antigen (e.g.,

CTLAXQ g‘ﬁg} grg nﬁt o ltha?fmot gﬁﬁg%g{nsmg'ﬁﬁ{ct}&gw éh%ﬁnb'ol?y EQ@Be performed by

tothe atter 1s
fragmients tdfiea Wlmmgnt@dydeﬁa@mwﬁﬁ@f disdipg ftagmentp r%‘P?’UEQSF%HIth'” the term

"anti @ﬁbﬁﬂlh@bortlorﬁ%f bR aktivb®/ itiide M%F’aﬂ*ﬁgﬁeﬁh ainfshbudle fragment consisting of

VDU R Lot 05 0 B 500y e BB By oo fesmens
linkedt thyea disdffde|bridgesatdifie hifrge re@ntpcﬁlu)n@l Fd fragrienheansisting et rand Cy1 domains;

(iv) a ‘{}9 %ﬁén‘i b%lsﬁlﬁg <§fnﬁe \}’Lré\‘ﬁ % 'd@ﬁ\ai‘n@ of) ahgndfé drnd @lan@hfi@Y, (G dAb fragment
us dis

Wardjieh 5 C1960F Mo GO REHETS). B GRATTS O Gt U JogfHih; 2, ) an isolated

compleh@ntarity etsahiniog adgiondCBR). af urthammale shdugke trerteo domeine of the Fv fragment,

A arme% Qs ¢ ?Jedeﬂ) Byy's@da E rrg&rhe% ey €2 %§ J&ﬁeod'u§|9§ cﬂé‘cfo?nb'in@nt"’\‘nethods by a

., Inc n I sCl ose
synthgficqiakei tﬂlaéeﬂ?é’leélﬂ??m t‘{’ﬁ@ mefe ¢ a&ingls ﬁ&te"h%[a@r'ﬂ whickythey @nd Vi regions pair
to forki thori®@dlent ftlecana mib@n ad einglk fchaie v tswFe); ceatkal, i dt lakiScience 242:423-

426 @g&é%{m@j—lusgn qoafﬂpp,gpq\,a ?O et‘%Pr%%S%}éws% 5%53 gl nep Such single chain

n or e ship cont
antibqdigscre @lemintengded fotbe eammp@ami vty the tere rﬁﬁ‘@%ﬁnﬂ?"ﬁﬂ*ﬂg portion” of an antibody.

Otheﬁbﬁr%rdﬂﬁhélé’ Bhain aritBdidsN&lch 46 ldiaBdés drabies érﬂiomliiﬂas)éebeDlabodles are bivalent,

wpeS it BRER E AREh o Lol e Beon A Bfap e, bt g2
linkentit srto@shoariclaltowgormaitpe bﬁweemtbp drddamains pn t@@aﬂchaméh@reby forcing the

domelﬂﬁttigaér vg Eﬁecoh%re%ntag%fn@ﬂg of é?‘l'othe?él*éin%ﬁ credtiy t%%qtlgen binding sites (see

0. Hallgee it e, R0 nARGna (o1 SR SBe B Pk Al ety 211211123

mgggpbjects such as rabbits, rats, and m ce, and other

anétfﬁurgﬁe Bh %Rﬁﬂ’o@gl)ﬁ/anhé@xt Ldilg o‘?tfoﬁ liiserddP my Bé‘?ﬁr’ﬂ of larger immunoadhesion

molegiissy i9EpRY tgyé:og@au@h%&lgo&a?qqggsssgggt%:q%get@ﬁ@oa o%lar}{lbody portion with one or
morep&hémﬁcﬂélhﬂﬁr %@ﬂweﬂcﬁxhrﬁplébef amhninniuabadhesiey niolegules include use of the

strep{lagl?lg cor replgﬁ rt‘cgI ma§<e %é&?&}nﬁe? & %&I’—'\g ‘r‘ai'lohcé&ﬂéJ g{'&&acal %tl'hq Hunaan Antibodies and

Hybr/@(@ﬂ@s@@Bﬁ@‘r é1995)) @ndma%pf a @'éf?ﬁ@urﬁ’l'dueb gy markgr [:Heét'qael and a C-terminal
polyhtidlbe kBRI © xﬂgked blvéﬁ&t@ﬁﬂlﬂi&ﬂylatea%ﬁt ARIccuIEE (Kiphahidy et al. Mol Immunol.

ot R OB B ™ B el R ) S gl B I ooy
incorsmatpd éto Romolengé aaitioas , comalertiyt orbnahgovatenty freprakeldl an |mmunoadhesm that
spemtufmy Qh&é)fo é’r\{nérﬁlaed' mﬂgﬁétz @L?ChaégcbﬂAﬁdsn ﬁjcﬁ%ﬂféﬁlﬁlehisgﬁ@ @DR(s) may be

. ant 1 body that binds
lncorg%@ﬁ%@%paéhqflad%rﬁer gg%lyggm:):le chainy néagrpm ceval%ﬂ)( h%ggo ?{B)?her polypeptide chain,

or mUbs inastboratet ywonewsalgily z éntisodyi poctions, lsech aoFate ahdeB(abi, ftagments, can be

prepareJTPrErﬁ wh&%bgntléi%]ig§ '[Jsu(?ge ?c')vg/?ﬁt oﬂgl fgaﬁ%éeg 0@%9]‘1 ta% gﬁﬁam tJI] ©epsin digestion,

FeSpQQh\tdYgé)rﬁ \mq*ﬁ:luaﬁ@bqg@ﬁt i MﬁrePh@r @ﬁﬁi)odlﬁﬁ né@‘ba%fpeﬁ'éi“ﬁ j2gf | ipmunoadhesion
molebifflesttai? BE bbtEiHERlisidgtp04rd BJorBibRt BNItetPRGed) @b dedcribed Haretn.
significant anmount to other conponents present in a
test sanple. A variety of assay formats may be used to
sel ect an anti body that specifically binds a nolecule
of | nterest. For exanpl e, sol | d phase ELI SA
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tunor growth and/ or netastasis, or other effect
nmedi ated by the nunbers and/or activity of inmrune
woebdetdgmg the |ike) are experienced by a pati ear/1B2Do&003307
termincludes the adm nistration of the conpounds or
agents of the present inventi®en to prevent or del ay
the onset of the synptons, conplications, or
bi ochem cal indicia of a disease (e.g., elevation of
P@Aecleearetantibaly| evefetretdp héreinswithprespest tr tharpresent imyengen. it should be

undersltcBB dtpétt éﬁ%nflégntbn\@irng g%ﬁﬂnoﬂﬂ%eﬁ m@y alsBepedLsRAS AN antigen-binding portion
e S it boas % 08 Gnology, ch. 7
compe{epoviprte BIRC BRTEERY 1 SRR GIRAER. OFe DR < Sigantyd ipipfinooay.

(Paul, fU.e¢eni2nd hal. mandnf Petat N.on (1989) | (incirpaidted by snefsednicaiinc @ entirety for all

purpose%( nmn?g% 6”&5)9?;93‘“ ong rmak‘gb% é)?&%l:’éd tﬁ/ recUidi r%ﬁfslbﬂﬁl téUhnlques o by enzymatic

mani f est ati on of
or cheticslealenyage of Inapi BRSPS AN PR HEBEIHPAT: PBWQeE&fPSI“HQP”'?ﬁ? “include Fab,

Fab’, E@S%apld _IEhedAEIV:ﬁ‘nEIt ¢dﬁfpldn€ﬁnﬁne/$détérmm{ghm§$nf @DR)hfeagments, single-chain
antlbO%?Sn‘gﬁ#Vi:]%?‘ﬁt Igr%n ?]ogxes %QE& ?gd%d g?@é Qb&dﬁaw\% &;Tégéfl a portion of an

ing p i on
antibogyothrbli |aapﬁflgﬁnt\/w prﬁ(ﬁpﬁQjﬂ@pntlg@ @ndlngaiiodhgp@g@app | i‘glemppﬁilments having

one or ik rﬂﬁé @iﬁ&‘ né Qtegrtﬁ@ﬁmd?rﬁgeﬁtféé mapbé Qléntlca_h!@orﬁ‘é)éﬁétrﬁﬁbn rAdy befdifferent.

e Rt B et T Rl aRRany naen
mcludmy!tlb@dmﬂ fewing \@viakds ging tdoostatieegiprsutif greb@t\)efiemvegg‘rormh@nan germlme
mmurfo#llo!n)ﬁn g&&%@@%@%hm\% s@é&hw&hlbéd@ éfﬁH@ﬂﬁ/érﬁl@n may lnclude amino acid

€S nunerous conbi nati on %) trod d b
residugn PPlbON9OTS AGHTH SPEVIBY 'mfaumq@bwﬁﬁesﬁ R, (€ Bl Too ot eed oy
randoMiok Bitea§pebigi@ aiutagaresiario et @s by sorhatibintutation irhevg)r deveaver, the term "human

antlbogypvgs? Usé)cf\;]\ﬂé nl rPJ?S F!i e dmy rrcﬁjget‘& ntné?fé g?&%@@ké fidl @Mich CDR sequences

ereln IllTustrativ %
derlvegljrppjlotggggegﬂnn? of |anot6¢fgn@rﬁlﬁgl@pr§@ﬁqles éu%%? MAUse aye been grafted onto

humalqréeroﬂnééqD&%s i85 “ramadinéd” @EPRIMATIHEDG" patibbiies). t her eof
g%%[rm Céﬁ%gt a3 &odgﬂ?sbusfeg Ewer%m%ea%s Er‘? aﬂ@ﬁbe)mhﬁtt C%Fn?ﬂsets (Peg"f’ons from two

n one asp
or moremﬁﬁetﬂnt anmbp@esén g teatpodimenh eneer g\omﬁ thegrRRssare dgriveg from a human anti-

CTLA@QI‘?@B&]P ?rpz%rﬁ)thelr ShiRHRME aﬂBﬂthSE@RE%IeEHéﬂveoVﬁfUnCﬂ héh#h anti-CTLA4 antibody.
rcially

In anomgﬂ)%nel?tetgﬁ g@hﬁ\?rgwmor%&aé\ QFSIF BEX?%\BT i- 42&“13?%1@3 tafl;lesc(::)omblned ina

chlmermhlldmrtannbmcsl B dnstesta meshinEnic gnt|mdm%¢m@rlae g@,ﬁ)@ﬁ é’p@tthq:llght chain of
a ﬂrstf:ﬁg n%ﬁj dij-E¥%o Sﬁtfbgcfyt 'Cﬁ)lﬁeﬁgnﬂh‘é(ﬁ R¥nhae &t é”sé&d’nathluﬂﬁn &fti-@TLA4 antibody

and a ,QD_RS@?\S ﬁIQSP‘% fC a Ifg@t ?l'@ rﬁcg a%@%ﬁamgyaéﬁ?ﬂﬁg ? qnd H& cDRs from the
heavytch&if iay ®b dehediftvent bomoreAlther ek GIPAD améijodiasck @ther fhe framework regions
may bg deme§rop1y n%l%?i% Q%rhe? arﬂfCﬂAﬂ%tllﬁﬁﬁpbﬁfﬁ?ﬁ e n@?@&]@&é’ut human(s).

tunor specific anti % ‘#Y
t m@rwmwé dsﬁygqsedrp@wevﬁ'x h%r?mt%“?fﬁmwdv inspigps an propgyccomprising a
portioh HEREd F6h |thé Serhie séqrAcks of dte than onb@pémal t her apy may

msgﬁ %ng%rr]b r}%:r ﬁ%‘fae g@m?)l%uro%g%s%éﬁéwg Etn?éﬂ{?& Jo'nﬁ)né}gv}f l% es of various
carbobydinade uitst |E‘g@h struptuseshars desqiibpdiane. g GEOR1HE %ﬁ/yf@t%y’gfk' et al., eds.,
Cold émnlg Fgﬁﬁ{aﬁ&ﬁtbltyqi}lé!ss”%@ldaéﬁlﬁg ﬂarbbnwe(asmj WHiBRIBi€o provides a review of

sancalf EhGRROPH RAEREIE SR pP LTS 1ol gl R TRy o2 o €0 e
and G2 @vé, @lgwgniarannematait Pslynaroglf\l@t We %ﬁé?@ﬂ)e utic effect
V\’hﬁ& g[ﬁ%m&? ol Fsr&eme‘ar%tﬂ?esﬁattbﬂﬂmf Qrﬁdﬂ'ydr%ﬁﬂnﬂ?bhat E0: Hfﬁlélently attached

erapl es t

toa g (BT the S AL SRS et ISP HRA e BGHBEn G DE ety ataches
to the@Rptide@aaitdng &f :acein ahork ypantiicsigécarf imenuaoglolgm sroteine

r S ery h

6}? ﬁ(a)]kﬁ)/\r}mhasthé‘rﬁ@o E 5 %@@gse% @)Tgﬁfggﬁtao%)f ﬂ'gg{gm‘ fPérE&é'nﬁ animals will have

differ¢ntglynefrors, andies qb'@wiaﬁm iPatteres C@TF@M %‘F"b%@@@d@h%{nﬂlm"’e"er all antibodies

aromat ase i nhibition may induce a nore robust

i mmunol ogi cal response to the breast cancer than

expected. Therefore, the conbination of aromatase

bl ockade usi ng, anong others, exenestane, in

conbi nat| on W|th an antl CLTA4 antl body can provi de a

. Y Y e "
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bol us may be adm ni stered, several divided doses may
be adm ni stered over tinme or the dose may be
wonropoasi4onal | y reduced or increased as indi caPed/k3n05/003307

the exigencies of the therapeutic situation. It is

especi al | y advant ageous to f-o%nul ate parenteral

conpositions in dosage unit formfor ease of

adm nistration and unifornmty of dosage. Dosage unit
encodédyrth@suciekeatidmesledutes pefvisied hereinpdngemprisinoythelarsige agidsequences provided

herein lén-:!bpgaﬁ of H’t'etlr%gqb ﬂﬁvéﬁﬂ&t rfiQs @ﬁﬁ@gl?&%ylétt&ﬁ oﬁ'ﬂt%ﬂﬂldoéi@s

ects | treated; each unit_cont il ed.herein. is meant an
pBéH@tte’mneﬁ%VG’q%?H”"tV ‘Berapeyticy/ly eff%%%awa ar"‘%t‘ﬁ 4igE™
amourtt %aﬂMdMQGmhh%reﬂietel 4 edmintat regeitly e hefmaecnedintes a detectable therapeutic

respon%% égncq: ' :C | g\'teg&m‘sg %etre EH b Jﬁg a&@ﬁ&e@?l%‘édn?&hncf a fh'e?abeutlc response,

unit forns
such asnibémo lomited e lrtttlttﬁtoatOéanﬁyf e %f°‘tﬁ‘8p@ﬁ‘8(eﬂte glgtastasis, and the
like, chrie feBQiIyWREEHIEY BhabRETRS bisdriresoghited Methady, iineidiyg, g, dusk methods as
l%@ ticular therapeutic or prophylactic effect to be
disclosg8i*®lled, and (b) the linitations inherent in the art
offhe ekifeduanigian yord ainderstand: thet/ e eBepbLRMOYNS of iR gompound or composition

admlnfé{e?@it RERah Vo essﬁtﬂsdah'ﬁé' fe¥dily NHetentfthad Qééélhlson aQﬁ?rﬁb’Gimplfattdys such as the
s e L P A oo

the marmmigiking rebisd, dhe sevasty ohthewisedsentye logrticeder qoewgunthadsﬂmstered and
thellkgrg/ kg, at |east about 10 ny/ kg, nore than about 10

?_%gghge}]tgﬁr;( g:%?ng!etg ? g; U%%%lé\?vg’b gqrg io i orq.}%;a(zyn%l rﬁea%? tg?t a first antibody,
or an @ﬁt@&pblﬁmﬁj}pcuﬁonlthét@ofn@{rm:gatesdm binding et askeeoralzntitodh -oP @n antigen-binding

portlorgggheg fu grte Iy r}dlngé?%lf?stgﬁtﬂ)%y \Mﬁ |%Q.0§Wté<';rlt09é lsfde{ectablg decreased in the

presenng/ d{ghe pecond apipope compRser ionite bingeg b ”tf‘af'fafeént%%)’ ip gy absence of the
secont atnhbddpe Tt}(aoﬁteﬂféﬂv§GM®’ré &t}é eihdiddher me%lcbmcbanttbodybtb its epitope is also

detect'a&)Iy %gcrea&eggt t?ej P&eﬁ%ri{:e &ﬂ@t&tﬁr ?a&go%}h a?no?)ufﬂeleh ng bgrtﬁéljtgaﬁéar'rhat is, a first
antibogyi bgreiohibit thp binding of alerragd antivgdne ﬁge@ﬂqg@wﬂhq&%th&tﬁee@tdquttlbody inhibiting

the blﬂé{lﬁ# of th@ﬁ%rﬁ%%é&& ng itk Qeid@@twb nitaped uddwdvee dvhardedch @antibody detectably

essi ona rson_adm ni st
oS e S dhe " SEHEPRY B OB G PoORS Celsaga g He same, greaer
or les@dh @xithtathe ciotihagies parEgEsto Sabssfoompéte hdthesiagh ather @k@mgacrfﬁhelr respective

epttop%{%bino?[ﬁgtaﬂ & cr%Qé t?nﬁ‘&e%ﬁ‘éjgr‘ijubB@esJ dafpindtth %eséﬁ?tﬁﬁe @f potion of the epitope, to
al med g?OSltlon

wich AR BB BT GTREHRL PSR T S dppng anibodes s
encorffastdienamei foesdyt iaventivre| Relardless dfrthd mecharisev anwhigh sueinebmpetition or

Cross- C(I;)IPPeqltlgn oc%ﬂg% ? 2&8% @9(% Eﬁcee&%fbﬁpﬁﬁ§§ ghﬁ%et 5}90|r§i|ﬁb kb &dommon epitope,

an once I sC| osed
or portien ieteol, ANG fe Neatbba sk artigap elvoatqtapwsa?tel kasgd pqn tae igaghjngs provided
hereil, 'ﬂta@@udh%ﬁﬁ‘éﬁi@%&/of BioB2ibai el @fibcuiet ¢ ieheonggssedwmd can be useful for
tﬁ‘fﬁfj qc;nt ai ning about 5 to 20 ng/mM of anti body,
the mptho S:?F?B? B¥¥% e buffer system In one embodiment,
f ofheaténm niepttopat iinntudet Frowpipteine sletepaipant ozapekie fogreciig binding to an
immu bUIlrﬁBrerl’%gll %e&ﬁr 'Eﬁté QBefnRe| lk%}%alajn@brisiéﬁotf @®iidally active surface

MG oyt o e
dimer3®ngli stebtusss charbadristics, amsdwelhas spsific gharge mher@ete@qtlpﬁ rﬁgﬂformatlonal and
nonco%%rrlngt?:q& eq)ﬂ?pees Wdl%ﬁtp@tglﬁggnh $aBhE FinBing kd iHeBYRRPBR not the latter is lost in

odiment, the entire | ow dose
the prlegenaeﬁtctﬁngft@rgéelva%tSa singl e bolus injection. For

hi ‘gleictions Gh‘étenﬁ, gs thaBter iskiged hdrein, amdiides e publEativot a recording, a diagram,
or any, 8@9 nrpgt% Lﬁ{) g de>igres IF Qb barpget usteggn cfed?rtrﬁ Jn?ca 2, Uéefdh?ess of the compound,

usi on ntne ose ¥ %
combalathrbgrdyormytpwloamﬁhﬂ lg\te@p@dn thedgt f@)@gﬁ?ﬂng allg\/)%tlng gr reating the various

dlseaE’é‘sr drQRodbrsababd naBinhoptiorai oPalldmbielyt Bie @t2@udtiohal weterial can describe one
hours. The present invention relates to adm nistering
a conbi nation of an anti-CTLA4 anti body and an
aromat ase inhibitor. The skilled artisan woul d
appreC| ate that the conbl nation can be adm n| stered

a o o,

T o -
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patient that experiences a tunor recurrence who had
previously derived benefit fromadm nistration of the
woandsioagtsh on of an anti-CTLA4 anti body and an aComBl0as@3307
inhibitor. In one enbodi nent, a single injection
conprising the anti-CILA4 antlibody is admi nistered to
a patient intravenously at a dose of about 3 ng/kg
every twenty-ei ght days. A dose of approxinmately 25 ng
or mopemettiads aifallevicding tteadiseaises @l disordetnin ra esflea dsuecortehmammal, including as

t er before, during and/or after
dlscm?eg’ élS%%erfgtbr{e@n of the anti body. an enbodi

i ment of .
t Hae instresiena mategalsqfitg &t Bk &r &ﬁf?ﬂl? ae@éflxpﬁgn 3 ANtaiger thy contains the
comp@Iiti iah@rBlycohostibini of tHetisreatbntad ba stpsrted Mgethenwmaa! emtmmiryvha?h contains the

compoung %glop ;orr?plaghgn AIE@A%&GePb%e l}glru%gn 9@9 by h’)?ed separately from

erably, abou
the ccpf@ameg Wiyiey ynt@nﬁlp@éhamh@ ecimiAl él%%seg‘éf'"%’ﬁﬁﬁ‘%ﬁ'l fﬁﬁtﬁ%?'fnésthe compound
coopefdliv@gr day of exenestane is also administered to the

Lent, either before, during, [Qr
a%{xgerpé%eﬂlr?P Salﬂ']e Lerrg? P:—hlgntan %J%% i\ re used mherchangeably and refer to
mamreaid edihn@nbyman prdiects dndj wpthuoan @Uﬂ@te?’ sﬁsn‘ge|bﬁﬁ sgieninagTeyRipcts such as

rabblt§ '?5t!s %ghldeﬁalﬂdﬂe‘? bfilfalse d’réf&atﬂy Bé‘tte'n?r@feré @taramanousl y at
dose 9 er
a

@ong@tleq &@atﬁﬁ/ iR éj)secéggrﬂpg(? \(Rgrﬁgy bglly%eﬁg' gédg%énc?ﬁ eth ?éft—hand end of a
polyperditie Bequtlpa st the asinkdtrminus; nthé hightehand tead eaf @molymdﬂg Sequence is the
carbo% eninfactors, toxicity, if any, and therapeutic

ctlveness A dose of approxi matel
ofBYéBk%Wﬁ%Stea?F@C‘f'%al'&Ib@ss:aﬁﬁﬁsﬁg gQrglpéa n'tea a],]cgrrgglﬂrf?jeﬁg a proteln a nucleic
acid, &1 rtiBsdypafianelkepuicn@cagniteo endindara specificmsibouie; batrioes not substantially

recogalzenﬁﬁgw gf?\gry moI aﬁesalﬂt ?a%h’e a#o?ﬁ%‘a%é@ éfnrgthpéfnyfr a peptide inhibitor which

m nistere as a rirst
recosiget v R0Adc00RRHR IEABpyan BTG TLAG ZRUGSEY SuakvAckEy scpoanate antgen.
CTLAk P Intaheampat bﬁ%e@ﬁot&d&@l@ﬁt&llﬂi@@dﬂmz&hbebﬁiﬁy)tlw molectiles in the sample Thus,

Bt et A
portiog dingfrea?) bindsheretgsatiallycto e pesfigular tasget eolenstel et doesnof fisd in a significant
amouFlthtg o%ﬁ@érﬁ}%ﬁér@@ pl%@éht Rea @é@f@aﬁ’dpﬁet ANBFtRST @sséﬁfbﬁﬁéis hafi@e used to select

an a3 oAb P SRS s oL PP, S P o mmunosssay
lmmunmrrémmtamdnanAcqm abe Vétermblstt anelpsls arensedt toeldenh;y anj anibody that specifically
reacté \%Pé*r ,@P T%I;Efar I?stpeaﬂgoroé'eleéﬁvqué/ctlmWntbedé{rléafégtwwe background signal or

no'se@%mor# V9'éa”y@3§’rr% hea|1|06\me%é>a?49f°3male"'?f? @3{%’6'?% $han R anfibooy is sad t
“specHitdll e eirtigér®Rdn the Reuilbeiokidsaddiatinon obnsémt {Kp)J$ AU UM, preferably < 100
M ar%q'%ésl?ﬁr%y aablpd< eXgEest ane may be administered to a

pati ent T

'ow ng" about two or three years of
t akhexterme (K rfefé'tehf@rthacﬁquﬂﬂ%iwf“ dispopialing. conﬁ‘legt pfsa padigiayeantibody-antigen
interationnas been denonstrated that exenestane therapy
fo | owi ab,p to three I
L§§9ﬂ%rF'8VI S§a”§gqy|~f’é¥e rsrgaa{ls% cgbéecég emeg@ﬁé Lr%g dmnant Spemes present
(i.e., orhe rgcplafeba@tsﬁteletngor@faburaimmharegny[ ﬁ@ra@wduﬁhggemeg in the composition), and
prefeladl H%fa%ll@fpuﬁ@dQ’FgchorgeTaAﬂon@d%ElhmdMer@mdth@% g@ét%bl%%g an anti-

t t
CTLA BB AomeP a5 ot S S Rvened 1o Ty Bosge RES) Pagrpmglecular species
presed Gnsiaiht, endubstactjally ante ¢dneosifon wits icngpriseonbrerthan alput 88 epercent of all
macr%nﬁ@é@a} gﬁeé{e? g%éfntalﬁ] "ﬂ%t 50%8£|€on }n?FerpQéfQ 2By A& tHah eablautke%%, 90%, 95%,

tanoxi fen adm ni strati
and 9o fylost Riferablyt e @éJeyfe%egles lgryifigd de Resestial #H'@P@Ps'fye“mttﬂa'"ant species
canndtrbéeﬂ’étécméu BNEO KpApsHibnatlMtonveaitiorad idetectivh methadsy wh€rBinAthe composition

consi F?}S%Rtgé{l][a{% n\%‘% rﬁgcqgﬁ&?&%r s;PeIE pl tor in conbinati On

ariti hor monal t her ap
i M wrg hgreinbiot trﬁaﬁ meanf redusing dhe fregreney Mith Whish éwte% oga disease (ie.,

tumor §bWAZANBr A&Ektad, Ve SthERdHectatedititidl Ly tRendpdireaidak ectivity of immune cells,
one skilled in the art based upon the disclosure
provi ded herein. 1l1l. Anti-CTLA4 Antibodies In one
enbodi nent, the CTLA4 anti body used in the invention
conprlses a heavy chaln mhereln the an1no aC|d

S Y a1 o - " o . o - o
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somatic nutations therein. It is understood that the
VH 3-30 or VH 3-33 gene encodes from FRL t hrough FR3
wofhodeslvesagavy chain vari abl e regi on of an anti BOUgB2005/003307
nol ecul e. Thus, the invention enconpasses an anti body
that shares at |east 85% nofe preferably, at |east
90% vyet nore preferably, at |east 91% even rmre
preferably, at |east 94% yet nore preferably,
and thedias)t ar® SMeriened byraefatientb|The team Inclades t@ewm@véwm ¢éhe compounds or

agentf%?t(rﬁer g@ée)ﬁt iRbnidhast prai oV%Elamﬁee o%&f&rﬂ@%yfnpté\hs comphcatlons or

0
e et LB L A b o s o
inhibite g feteedeviibpmeit o thgr disgase aasditeoni orgdisxdrded. Tredtment, rhayl be prophylactic (to

preveri]f 1o§7cileiay4th%%§ge]t_ Al} tﬂr% déeis‘e %rA'ic;s Bre@erf't the nila%ge?sta%on b1 cfhnidel or subclinical

sympteie iHS6Re) o H1erangHihe4PPESHRT Prs%'eeﬁRHrOé@wahtem? afteiice pagiigstaton of the
diseagehai n derived fromthe A27 or the 012 gene or it may

conprise the CDR regions of an anti body sel ected from

the group consisting of 3.1.1, 4.1.1, 4.8.1, 4.10. 2,

4 1.1AntibodysArgmatase whipitor Cmggtgm% 1, 11.7.1,

1213 inkerkion felfed tolmeth&dkor théladthiRiSkationBpah aftiBddy thét Hifde human CTLA4,

B ks e e
theragiyriirdit brebitndiqey TistdomBipationyef EFLAfbIocksae wih reistian 1 ipyel of estrogen
ina thren{ S06ing P4 %emogfo?fh@kﬂ'lv)émtloﬁ%ytpro]dge%Myﬁé ?IE&V’bﬁérapefu% benefit as more
I"e about 5 nMor |ower, yet nore preferably,
fmwdﬁﬁﬁﬁ?dE?QWw or lower, or even nore preferably, for
exahplge, thaipoertiod enMnmassteewemerouis lkcembisation ttiesapdest Wiasely the antibody is
admlnﬁisgeged l{\a/lnﬁebdaflerﬁ kD ClriShattbrt \M’[h%? Te%%t"c\ﬂne BrothtdsERinfér, ﬁ\@%gsent invention is in

ower, nore prefera nM or | ower,
no way Jimigst te the@yampliied 209 tse VRIFHHP yet f%{BUlﬂe"Bfoﬁ Msgﬁthe(ﬂ}\xéopses only.
yah oh®efbdainedrerabdmbinAaibodt a 2ToM antibbdyver an antiger-emdinp rpertion thereof,

and alg érte%n% aﬁg H%Iblt(?ﬁ%lﬂ;lsjadﬂl e’r&%l et %alsgé‘ér {%Q?%tlent)r\n gﬂ@ggb%ﬁt the aromatase

antl
inhibitaf fsi seilaciedffam ¢ BepUB fCoBHYING o&enetrozﬂle d?técapleranaf%em%t?ne which are

comni@Fb‘l’aﬂy RUAERE %@'A(RIM%E)WFEWF& aid SRERIASIN, &feériebtivbly Moreepreferably, the

abou 0 or, greater affini
aromdEsE APBY & S oL L - F G 4 PURALE  Bpg i ofEE medted by
admwaatrtaﬂon(ﬁfLanbrrﬂmtatnmd;m prisiod @d esti-&hLAh amtm@wartdrm Alc oYjithpetgwishing to be

bound ﬂf Sichgr tWécSrV ofttheaRlchfAdX| th@f‘éb;nﬁ)\a‘/" %P&éﬁsea'ﬁgrhb;bsg apoptotic or other
ailn am no aci d sequences of a

archlteclt%%cpweﬁ Iebcmgur@&f]gr get Cﬁ@;ebt{umgr s_PeciP itic zg\*ﬂg_er% ?cﬁ_tlje Enr_nl_une system such that
the indnubd rdspamnsd talth&4urBor dellistitmpeased HEhakist horl@ﬂ;'mal\thenpy irap dieate or increase a
sourc& %uﬁ}&ﬂ%@%lﬁc grﬁ éerWnQ&*%t@@ pYMubndy & @entd'e?tﬂ%ﬁ ichOP4urn, |rﬁhy3r‘8ébt {18 br antigen into

y rerera Cross-co
host aijtigen arﬁseat@f'@rbe%www&vu ﬁﬁ@éwo%ﬂ‘ep'?ﬁﬁﬁn (‘,’Wg%ﬁed immune response to
the inSRESEINGRIs ¢F tMAbI-sPatific BRtAWY inathel aatigearpresehietidni ghtitwayhtaeraby providing a

poteni%?%@%@ystlc El] r_all%uﬂé h fe?te %}Xq}%%blngg h&nihc%rﬁﬁ%%e %%fftherapy Other
com beatmpheaplqsﬁbatamw rBestityin sxnerdy il aﬂ%CIh‘@ @'ﬁ\a'ﬁ"@ﬁ‘@mt & thghineHine response
throughce MHebil Ql¥ase ¥ tuhiaSspBaRVantigend drd eHatatiors fsaﬂgéryﬁmm@eafdtr(érapy among
sequences, vari abl e sequences and/ or CDR sequences, of
othe’Sn "anti body sel ected from the group consisting of
4 Withbut wWlistir®y t©,beolidd By arfy. theaty ofdhe ihtergion, the enpgbinatipn of CTLA4 blockade
and Mt%rlgﬂmg%éﬂpﬂﬁucetJ]ﬁ]o%%blﬂf)%lﬁo%%@alqeéﬁﬁﬁéeet% tHé blréast cancer than

havi n eavy and |1 chai n sequenc
expecith QIR 1ER RETOBEIBNT Ao Foc: DA ERIRABOTONT pirers, Shemestane, i
combmaidnhgith sardatdiLman antidobg cempevitié amoiestigh spetdistie éffect thegeby providing an
| rises a heavy chain
lmpor?alﬂt r?or\]/EI the?Tgpleﬁﬁ t?ég%em%( bFegﬁtscgrﬁ:ggﬁces of CDR-1. CDR-2
anTcheomh@s Ariee é[‘VP“t@ﬁthYh%ﬁ ?ﬂf@ﬁﬁ*pwtsan@ negagiuyant Meprapy pyior to surgery,
radiat®f QRRAFE S &y ShR-tatridnRiodalizatinieatshiit 3n ofdfer ansemsititedthe tumor cells or to
sel ected fromthe group consisting of 3.1.1, 4.1.1,
4.8.1, 4.10.2, 4.13.1, 4.14.3, 6.1.1, 11.2.1, 11.6.1,
11.7.1, 12.3.1.1, and 12.9.1 1, or sequences having
changes fron1the CDR 'sequences selected fron1the group
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the sequences of antibody 3.1.1, 4.1.1, 4.8.1, 4.10. 2,
4.13.1, 4.14.3, 6.1.1, 11.2.1, 11.6.1, 11.7.1,
wa20@/0k8749 12.9.1. 1, 10D1. Even nore preferabl pCcTiB®05/003307

anti body shares 100% sequence identity or sequence

simlarity over the heavy chdBn and the |ight chain,

or wwth the heavy chain or the |ight chain,

separately, of an antibody sel ected fron1ant|body
othervBsel cdnfer 4 thetgpedtic8bengfitdto 1t0e Datient. 1 However, the, Byerdion ig not limited to the
neoadidllagt s%ttln&l R@Jﬂer tﬂé— m%th%ds 31‘2th3’1n11e14t10n Jf@aygoeluslad ald?@]the bﬁllre disease and

her ‘enb body. s
reatmisg eGP ISP, NSHITYERS; SHAGH. YRR THBE QRigAny therepy, and the
like, fcauordaeta:sﬁceQO% yet nore preferably, at |east 94% nore

prlr? ﬁer %glg})é’imgﬁ th& ﬁr%‘éstg:ér(c?er Eve%{?odéﬂf@cegfo%&f tﬁr@l(ERﬂaEuch that aromatase

uence | or se nce simlarit
mhlblt@oeredqcpﬁethﬁéaw oaﬁﬁrosﬁrgwreéhaffwt%me| G h'ns@&ﬁﬁ%%sthe ER+ tumor s

preseﬁ’tﬁn%@ést%é\%pb@s"&ﬂ{po@f méd)eNdmaBMatlérhaslﬁbh ta#t paucatasihy theMetdl of estrogen

medlageé awﬁ? %ée%?bﬁéﬁn @m?gﬁe‘% 0 the noatl 0\9(,% mm{qpee\/ﬁ g%g gre@eﬂgble to administer

Al thdramyuts )a. pBtresan k- repabipetf e @[ﬂsynt lp\w@tl%{msp@bwltegh@rsggh paitsws, but rather,

compﬁs%g%ﬂ\%trbﬁcﬁﬁbﬂ EMi-©f LA&%H@&?—%ro‘Md‘P@sh&ﬁﬂlEer Ql‘é%fpyttbfany patlent that may
ence O

dervg, girerei ReDiaR s aPoBErhP| Heersesed BRogRse] KGR win mmune
enharicamenteviee ©Fbd# ndorkade; e @tﬁrmbg@l)bystharSGdiedatartl‘ﬁ@agtm@b%th the teachings
A referably, at |east 85% even nore preferably,
providZ hFreegst 90% vyet nore preferably, at |east 94%
preferably, at |east 95% nore preferably, at |east
99%Dcﬁmmemm&érs. g., amino acid, nucleic acid, or both)
| dﬁc%% E%ﬁgnssrﬁgytgé;?o@sﬁég% dridethe Qa{ﬁ'fumtdggreia‘?@s‘{%né%nﬁor example, a single

In vari I On sequences, or over

bolus H@%N‘%ﬂ giminigfered,i pneracHvdaq dpass mBY ee @Q@l”@ﬁr%’e‘ﬁ’ﬁéﬂ'@@ or the dose may be
propoﬂ@ﬁ@l? abRlc¥d oMikdiedsbe ab afiiaRe &y Bk adehdsedyf Be lthdrapeutic situation. It is

especlaily %dlvintaﬁu§t0 forn&:%‘te?,paienﬁfsra?l’ iﬁﬁ@%ﬁ&% II;i)’ _d&f%aeluré for?r#fo?era%e of administration
and yoiferfiy efodopaga. Hwsaget lprmo‘@ryl %@e@@emtﬁ@@@u@ygl@ally disqrete ymts suited as

'unltar? Boé?&#@ﬂﬁ@ rrfah{rﬂalhéaf{ dubMctONe tleBRd] rB%@I"(Mnllcﬂal'dtblﬁlngréCbrédéférmmed quantlty of

i o ) 3R S VSR, Bl Bk i e vt

pharntdfcetinal aatrieb dtig spedifiestiondorf the dosage iubid dyms ofl the, mvgntion1are dictated by and

dlrectQ @ey&]mdeﬁt &p 5 thé u%%ué-'ché}aclélsﬂ%s c§ tlle Jantlblaay gné-,theléarﬁoui’ar therapeutic or

propf@ﬁﬁ@@ﬁ%m be qqlq@v%pmapq)@agpe grﬁgﬂtlggs xglaereprg leee %% coHJBPLgndlng such an active
compblﬁr(ﬂf f@rm&h}eﬁtm@t oflseastivityBib Yliviewetn nore preferably, at

éexreﬁgléf) X&'} h%q?r%%g%r%rtl?eb%éﬂéuthc%ﬁyeéf%?tg% ar%gﬁt of B §1tlbody administered
accorﬁ@amth%%nﬂ@@a@ feael aibaéﬁtmaﬂgﬂ atrIE%Séa*aPé!h% B9kg. rﬁtYeéﬁﬁ goput 10 mgkg, more
than de@f 1 oE&add3t Ml ﬁbhgfkd ngmmmqm m/kd) ot foe example about 1-25

mg/k% V%\{c}/ ﬁ@r@;:l)%ﬁgcgt{t I1%% m%ffsge? %}%ﬂ% %%%VX 2§ ﬁ'{gmgugrefopg)g%ple about 10-20
mg/kguior For exeenple gitout thad mokaror fmleéareréq @éﬁléé5 a19/kge r'h'F ith e ggted that dosage

valuesA%Yay Vglg/ er b | 'tﬁ)@ o Blefity deviRNcdration B & gle@btey, arfdhﬁay include single or
uen

S b U3 o e
be adjedpicoee tiok apeonding e tEPHOvidwal wieed ahdhdhel prgﬂassnmhjuplgment of the person
admﬁﬁ%‘ﬁg %P&Jﬁglf\llsglﬁ rthg édﬂ'ﬁ%xsﬁgt?on oPthe Qgrthﬂas'itl@ﬁs Qﬂd&hatlcﬁs&}é%nges set forth herein

present i nvention, §$%§% g -
are expAplay oty prhate %wfefﬁ%ﬁ do Ymittas SEPRF, o Fefa?t'é% giaimed composition.
Deterﬁﬂrﬁrlg é’mfoﬁrlalé abergabhiyd regimehte dartadeitfistratieet of ihgr antibody are well-known in the
er abl % £ r

etev gl 51 SR pinc BB 1o KhooB oo T VIR rtfy o B e th tenchings
mmﬂhe@vva@haln the light chain, or both, sequences from

FR1 through FR4 with the FRL through FR4 region

sequences of antibody 3.1.1, 4.1.1, 4.8.1, 4.10.2,

4.13.1, 4.14.3, 6.1.1, 11.2.1, 11.6.1, 11.7.1,

12.3.1.1, 12.9.1.1, 10D1. Even nore preferably, the

antlbody shares 100963equence |dent|ty or sequence
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I n anot her enbodi nent of the present invention, the
anti body shares at |east 80% nore preferably, at
woOeast0484% even nore preferably, at |east 90%PCYa&B2005/003307
nore preferably, at |least 95% nore preferably, at
| east 99% and nost preferabﬂﬂ about 100% sequence
identity or sequence simlarity wwth the heavy chain
CDR-1 and CDR-2 sequences with the CDR-1 and CDR-2
s dejorsrrogsdigfenty therdintihedy BRIDINisieragddn aniRVRRGUS dPrBYRIIPR3%:2 sterile aqueous

solutief coﬁthﬁin@élﬁﬁJ@QEo y g??rlﬂt df Qrﬁhbodyhﬁ aﬁ@bxbrbymdté bati@rsgsterat | east
referab

8 0/ r
pS%fog? gm%gé] mg?t |f a r@%@}lon (gft s ler f St Hose s administered by an
intravéreas bol@H %nd v eesp big firfusicnl of, thgtanut@gggtfongg%onan\éorng@mple a 0.01 mg/kg

mtravé}foﬁ]g ﬁ[ae?l‘lmnyof tl?eb%’boéqug?a@ betsﬁ\‘ilérf]'ledécéebéllﬁie Btd {h¥ redt of @ €‘e&mned antibody
cnal

coso S enRRIEIH phEVEIPELE MBRRN S s P IhAo B o e 8 oW dose i
admnmerreﬂ asreesiVfdBalys injectper ﬁbn higheMiOsEY, 2.9., Bxragrkd, dw zm‘tlbody is not administered

as a b%ms blaglqé Srf?nrgé'ﬂ%l%\( Egldﬁnn s{%retdrbz rms%ﬁe Wpréd@t‘éﬁﬂﬁé@(ﬁbse 3ffle antibody may be

rod descri b anong
adm"tﬁt%@r for exgmple, P’é@créﬁﬁ”o,élﬁb?q%*a%”l her g 2 he'éboé*??ut(ﬁéezm%w
| SEd@fbsast |h!/e‘5t|orP®law§tto NominBieOitRa £3Mbindtiot of App@hti-CIRA4 antibody and an

aromﬁis/ellbﬁ‘tﬁqj skqlleéi' ﬁ‘s%#?:%ul%ﬁgcé SI%QE%\% Vc\%r%gf%?‘s c%l %e administered

simulighebsshosr, theptvqorﬁg@ptg 1§an lpggdmn]lﬁqred MerenWesP@pf 05999328‘7739 embodiment,
the a@%@} 'lsSB&ﬁilnlé!él‘b@l & azﬂ% ln RStioNCarfdr 3rrdsich) andJitfe afdatatase inhibitor (e.g.,

cxemEen) BieITHCT SN B o STRIPB)0 £8Pis, Ahg: jof ey, adinsaton of the
antibdi Mgpidayf, exeragstane iDadningeragidaly, ense pﬁmﬂyemwa@/catdhe same time of the day
and :ﬁ:@d}n‘rb%ﬁ\&@ﬁltﬁ 8! Rddl NHol et BRSReRAt hRAMNES nbiSinfte@Yd BMdparticular dosage or

oo, o5 (e et ” Kol Bty Aoesy g and egimen o
admigig@gient e astidody and the ermtfassighibitpp barctzt reaiils detewniteartyipge of ordinary skill
in the rﬂg\gﬁtpaﬂ @%g%ghﬁﬁo%}n'?néﬂ%dg eference. Certain uses for

les to treat various cancers wer
0 5 619647, P ANGIS oS PaTBHPIEA IR Q5P SRR M2 Pa Sémigigred. Alematvely
at le&HdWnPWidke, sdrest rastUnie, aatoentz duzek i @yt b AdMnistdredit iTha doses may be

adml%‘%ereg Qoge{x%%% %\Pery WP) eks oHﬂ é\%@f t%ﬁ? dg}/s E@Jr? h§ BQ}% every 28 days,

I'ts en
every(ifetags Beary 49 dex@, evermwa@kSaﬁvﬁry-%ﬁém eURTY MSIBPRIES. G¥RsY P days, every 80
daysI rbvter?@hl@@trﬁ‘&ﬁl% Céﬁ/erﬁlhﬁ MBME?QBF 9ébrli9lr f gaeitienSineedrymatase inhibitor can be

admmnﬁgrp%jaglﬁ/aﬁ?\{eb%gpgg % 8{}?%%9" \%eegg(i (avegyecgtﬁéern\gg%k %?eq%l third week, every

fourttameékh odythiyu everadhred monthe teviiyrdix manthe onggPEbirey. &, anyother period that
prowéles]a tﬂerap%uﬁ’c geneﬂt t&@re%atle‘ﬂ'nt Q@delermﬁe&ﬂy e skiel #actnﬂé'ne? 1,

i nV@rﬁnl}‘ ‘Eﬁﬁjyaﬂag cl?er%\”Hi'%ge%B“tllrglsﬁ?f‘&spr?%‘fsﬁﬁn'a?ft 'Ptﬁgﬁqbgestox'c'ty' or up to 12
consentiferdysies) gvHidheveartinreas alodrir. St wetimey carf alshoe @DRinistdred heing a regimen
comd?igﬂigdrﬂﬁ]igtrétxbg ik a6 |n§ S0 foﬁﬁ%ﬁ %y%R\h/@rQﬁ's«? S Reﬁ@at \WBlirbesAS at least one,

risin regi ons,
and me@mfﬁé@ly | VeI Clé?!?é\PgﬂBtibP@d anghan |at°§tafaaﬁ§"h&ﬁ‘af ﬁ%& b pdministered to a
patiertiiat bib‘éﬁéﬁcb@ﬁ t@thSr@ecuaa®e Whd had piebioakyedericangenietitifrogn ddmenistration of the
e t chains of
comtf e af e EQ P oEe ool af SFASRRBRENERR, 10" ) booy
[ slnsqge eptbedimentom smglealmpq:tigo@ym@rﬁfprth% prpfgC'[W anlipedy is administered to a

patleht?Mltg%éﬂousV}aéﬂaa&HsS of SBUONm /12 @%weﬂtme@ﬁt d&‘]é dAsiesgIemEppeximately 25 mg

per dgy of eie(?ne&t%gg {s alsp afgur%tetrezgctig\e%gtle% fin Leq%re, del.lilng ir%i/(% afiler administration of
the abflhoBy. 1n afh lenhodimehPof3thd intentiamck $iRQI© dmselconmnlglng_@]y]_antl -CTLA4 antibody is

admltﬁg\érle@ id Pneapaﬂ%h Intg%ﬁ?lﬁlggt 'ah%gé &f a96u§ %qﬁﬁﬁgd d?éf&’ébl?ué’do)dt 6 mg/kg, more

artis
prefelRlAbpHel OT/KD PEEiFTatHh 2O TR s %wew Finip o %apﬁ\%é? 8f gpproximately 25
mg pdhaday tdhesxemestatd G aRo CAMPEESES ta the datientareitiedrybefére, during and/or after
anti-CTl _A4 antibodies and is not limted to these
particul ar anti bodies. Mre particularly, while human
anti bodies are preferred, the invention is in no way
I | mted to human anti bod| es; rather the i nvention

o o Y . S o Y L
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mammal such as, but not limted to, the Kirin TC
Mouse(tm (Kirin Beer Kabushi ki Kaisha, Tokyo, Japan)
waowaggnp bed in, e.g., Tom zuka et al., Proc RariiB2oezw3307

Sci USA 97:722 (2000); Kuroiwa et al., Nature

Bi ot echnol 18:1086 (2000); t45S. Patent Application

Publ i cati on No. 2004/0120948, to M kayama et aI and

t he HuMAb- Mouse(tn) (Medarex, Princeton, NJ)
admlnlé(ahwwlﬂﬁea(ntlbgdy(IAlgg@h@r)embpqment q:bo@wmctlomnpng%?rhantl -CTLA4 antibody

is admﬂ%l%&é?ed t$ QSatleHNﬁtFHvb@dms@ BCOURARTRS thihi IPo/RyYe@N ] +0CT6,ARQ, 25, 30, 35 or 40

ro d t
mg/kg)neyﬁ[yﬁwﬁ%%g gllﬂld:%.gsre THef]!ng% &arhé? rﬁgsog%%nnotw%rlq ﬁm‘e*&?{ based on, among other
factorsamctmhpdi ey, emp| thgrepkuin effedivendss. oA toge paRBRXimAtely 28 mg per day of

exemegtgﬁe uldoy aMH&Qred Rytine’ PAIBRNLiERE before ditmb tang/o} after administration of the
~onur ne ant 1 bodi es or ant i bodi es from ot her speci es can
antibodye " humani zed" or "primatized" using techniques well

kmﬁ)él\éhtlbcmyiahﬁ?nﬁsb inhfiter, combigjation \Bém bee adrainistereh B B §irst line systemic adjuvant

therap*g{c')"fntI 00l e, a-g%ﬂu"f‘s)(erg'dzl o %‘ﬁrirg é§% ﬁeoa M(/érﬂ{fteraﬂ pridk to s@Fder radlatlon therapy,

evli ews 1 n

or any [Qther teagret, gmderttq)sqgglbqq the tugpr c§|ls or 4o,ef w@éc aL'&WUt'C benefit to the
patienf. N Mbnocl onal Anti body Production Techni ques and

Q%Bl | C% Opr%qggon %ﬁ bggd Nglreﬁglas RRKKSlind {nga%y NGWM 0Bkt not fimited to,

chimeric anti
once tandmferﬁ'ﬁ_tMe mrtapbm fe@dd éktqmﬁéwphf, therpoanRipation 627 %%adm'mstefed concurrently

with ti'ﬁd}ﬁenutﬂér&g/ §hd"g" & &1y ol'rht alinh RaRdx@Ss mbiaay meh ftypgiaally is administered for
canel | Cri

about gvemgrséqsygm%ﬁntlel tpfggne@gfn ’ateogn %5@?%(? nt tﬁe %nﬁg@tlon 3f antl CTLA4 antibody
and exs@lcktasesmaynye dmmvistedtio & patignt f@@wlng@b@l@mﬂ ofdhreawaars of tamoxn‘en or other

adjuvaglptﬂ&%ﬁﬁ ghfs% RIS tth%s Qéé\%%h@r?strﬁt@@ tHéPé’)@Fneé'@fel”iﬁJéiépy following about two to

v DS o 5o e e Rt 80 of o

therapyhe i nvention can be obtained froma transgeni c
£ Sesbyaskseliftief, bBrably, exemestane,
it Ao BT on APEL O ERTER S Sk 1A1S} pamaoh

can pieyige B dheraeutic W%P”%ﬁarﬁ@‘l‘f‘?” th?rﬁ%haé’\f%ﬂep a%F%SVé%"H%§$%Va“‘ therapy using
anothéroéro@éwsl'eﬂﬁiﬁblt@ﬂ (@g eangtrdzokneidroien ahd éhedike) faaa dfailedc hndde after tamoxifen

admm%ﬁ@#’ol gl L& urr%!é ly&o ,lngrii rﬁ?bvgfh%r%\ lC?‘, Jréf@r@ H%emventlon encompasses

ncl udi n
admlnmnatldehwer\tltCJ Lsmamé@ﬂely Waﬁ@ﬂeﬁmfb%ia?e)/'”t‘ )ln gQinp 'gat% 1 Or following

addltlcﬁgg'anﬁﬂ%ongb%@ra% | [nSludiRabsit ianEiesd ko, diﬂﬁWxﬁ(avBl-K)astr&ioles letrozole and
fulvezs{?a;{{t1 @? %\/{ egé%[eglateg%égo%iﬁlﬁd |e§~;j i ma ed n'é)%P %rte ‘afé%édr‘é er[)wded herein.

prokaryotic and eukaryotic cells can ‘al so be enployed
| r]ﬁl Ml 6‘19_AQ9\% drezgl yeast, insect, and plant cells.

et DTSR B3 ket TRy chan v
the a6 GEii Reqlehds ofahgV, cSaprseoihk amird Risssegliéncedvest durthl inSEQ ID NOs:3, 15

and Zgr gnyléert] gr&ﬁ% Y E%Bg&rﬂgrﬂlﬁ 6g R @ %Q{Apgh Fﬂ)oé?spédn{bgsé's‘acﬁé’grhlno acid sequences

, an usu

set fogh in SEQ“LI} HEs: Qﬂbg%@ Merg pfﬂf_ﬁr bltlﬁrVFB?'Ul\@é@'on\?cﬂ? rt.pe antlbody comprise
the aWHoe?s!m&s&leﬁﬁces’\%t (fa@0?) SEGhpsOBXPLesisi.in apy SSEAED NO:9 (Vi 4.1.1),
respeg%l;( %ﬁad' iy ?ﬂcgf?é’olu%t Gs's th‘y%t Ased Bk @15 *i\ﬂ,sﬁ%slysén@@ae ID NO:21 (Vi

utam ne s
4.13. Gx@ﬁwmetynamdstha|agmm@cﬁenwen9moseéf°6 inEFe T Hoc%r{NecH %h and SEQID

NO: 3’5\4(\&'11 BYyr %géalv&gt mastiaré‘f@am@m&ﬁ@ is Mmuﬂaﬁ G0o5Adwn as CP-675,206),

Pat Al t No.
whctEleS S890LEn S N GHEN SRUBGT AR RS ANPPBAY hsed i o
neideyet motiSOembbdimentsihegminogcist seqiiense 9f theHepasehaiy eangtises the amino
acid ge%ﬁxﬁg@n ?c{eg b@né?hltl@é'lc S&@G&lﬁ&%ﬂb thd H@cleﬁ@bé@@éﬁﬁeh@esr@ﬂﬁmh in SEQ ID

S using a DHFR system
NOS:he1 3 oKhdan 7 et FROUEF ETRREI e th&é@E‘r‘Sﬁé‘dc%*?”sea?n@ﬁ mino &aid sequence
enco@d B SnucBRraariscoriprisihg thBinodlee ciksddjuemmeg isetdath m@EQ ID NOs:7, 19 and 31.
73:261-270 (2001), and references cited therein. Site
di rect ed nut agenesis of the anti body CH2 domain to
elimnate glycosylate may be preferred in order to
prevent changes |n elther t he |nnunogen|0|ty,

o Y Y

N
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Addi tionally, the invention enconpasses using an
anti-CTLA4 antibody, or antigen-binding portion
woOhevemag749 chi meric protein conprising, e.g., aPOuABIN0S/003307
serum al bumi n pol ypepti de, or fragnent thereof.
Whet her the chineric protein-is produced using
reconbi nant nethods by, e.g., cloning of a chineric
nucl ei ¢ acid encodi ng the chi neric protein, or by
More ptefendblyathel heakyaryd light chaies compripretpe anino geid F?MQCGStGIﬂéOded by nucleic acids

compﬁéﬂgl th&Auddid b@ié‘@ed{‘@hﬁeg seHTSI if (s DONG € (420 ehai . 1)hend SEQ ID NO:7

Ul 8 B D (P 20 Sk bl LD PP ey chai
4.13.hi=0d 65QIBINGQ 1D Pighttdhais 46 1kH, @spechively; awt the inpgleie dcitl gequences set forth in

SEQ |I1ﬂ9(5 gggt%gvyséh%ﬁ 1112 Y 2ANEEQ RS N@ﬁ Qhidht cl,h'afnq 1 t201) B&ectively.

ant | e I nvention and suc | ecul es are
t H:é’ftﬁ?rﬁto@ thecantibrsy (ﬁ%P@T’ﬁ‘f'seEHP?%H]*‘@?”?”P%?C'%F%JW“% comprising human
CDR geiertideskdueticed erivad ftdie thenvie B30 aon 3rB3egknnpbr camiseivatlve ysubstitutions or

somaﬁc f?‘lﬁt%t?o%s Ethqurttlt E%n?&gg&st‘hgtetqe Vs %ts\é%?vH 8@3%‘19 ehgbges from FR1 through

I sot
FR3 @féhq aetwy p@algwt@ﬁereglﬁmefr%\atrtﬂé@dyuﬁ?lﬁrg' S¢ oWén‘P? dHygntion encompasses an

anﬂb&d@‘ﬂt’éﬂhlﬁﬁ&%t |cHRESB%, Inftid préRrably 80éast 81A yRi Martpreferably, at least 91%, even

more COéq ﬁ???%ig‘g’ﬁ xeé&%e %{efs fab Setzlggst 65‘?1%b%93 Efe{a%ﬁ east 97%, even

more$regeft@oly7tattlea§rt9é%eta°t ooteqrreitiahlyt atdﬁ@sb%‘%t Aed mAstipEeeriably, 100% identity, with
the séh?u@r%e' font BR 1 itHRY tF@bf%Yanh&ﬁ@@@&@@fr@M theS §loMP @onsisting of 3.1.1, 4.1.1,

o Y, S48 i 8523, 9T S o

depienahdinady aan futhepdoewese CHR regesk lin itsilightichajn derniveth om the A27 or the 012
gene%YQ'nqagdcot@HQ EH2 [5]@ réé?b‘?ts %F ap'aﬁﬁﬁ% Eél@c'?ed frmﬁ@g@ﬁb Bénsisting of 3.1.1,

ngée gg ‘anti b }
411488 4110204134, ”21413%1@1 1ged: 4he 1bU ©d23dd: ?ﬁé 1,100
S e beaE embodimeiite of/ e iirabhtidns thgiadtisodp inhiblte biadihg belieers CTLA4 and B7-1,

B7-2 aorr%PW olyrje%?acﬂﬂ)h%{geér{ﬁ?zgdglcg”rrﬁ?o tlb r?i%neq \ﬁ\mdBdf 'Iq V\thean IC50 of C?bout 100 nM or

atrons 8 ts referenc I ncor
lowerh@p@u riefefablyi gbquhde ik esdewerhier exaarle abqut P oh ower, yet more preferably,

abouSEAWBNRAS!, of e\khhetﬁ&e @fétdrmd R ®xd@h fle, BOR IS BLIBwEE 6eRise, the antibody

can 3 En s BT o LA SR SR b PR o i or ower, o

examplengven siane) pegfeyaltis abeus AV erdeveat, Vet é’g@rmf@@élyoqiqus%ﬂwé lower, or even
more%fg@cn)eagé{jtlmmrw@sed el sewhere herel n Li kew se,
a

O S TR Sl L APk ST cruse o s

10, engreatengffiaity, amoré greferdbiyn dbouy 1p6 ror |gm|ateoéfﬁmcmeore; arefdsably, about 10™°
greaté'@a%ﬂttyﬁ%ﬁ?’ E\%nrhgorg Brefdii TR JO 5" of grjeﬁﬁ' a‘ffﬁ‘MF ntion. Th us,

artisan, once provid h the teach gls , )
pr BicaEF Thet éPWOdMHF%sﬁééﬂ igagly H}ﬁb?@tﬂeﬁﬁé”tt}‘fﬁ’t"gt‘ﬂ@ an antibody having
heavaid lighfdhddh aniho bedgedubrieapesrt attibadyestected flonmiaie igooup@bnsisting of 4.1.1,
t - . .
6.1.1 ﬂfz 4_ %¥1§ Léng%tﬁgino dt%tgl’éprr ‘J_J gﬂﬁﬁ%@hc@k@? Jtc?plgelt]e t;ohlémdlng with antibody
10D1art, based upon the discl osure provi ded herein, would

ung %h&h&%ﬂnﬂoﬁiﬂeni e dnfbb@?lbtewﬂabl)scrﬂﬁtcotnbétbQ @dh &©® antibody having a heavy

and llgﬂ% n[E ?%qrjix%tgclheggﬁ%é gEg‘ISXVg daﬁ]a rlaeb eat Bt ckﬁ%:l %I%e ueﬁéeh %rtd/or tF‘e heavy and light
CDR aequendgs loAdantipndy Hddy4.1%1, ¢.14. 30ﬁ.é 1o1br tﬂ 1. 1For¢xg_r@3lq theoantlbody can bind to

the eétlmp% b whibh GANRItB&dy AR WAL heaﬂytg}ﬁr |@ﬁ€b‘t‘idn§ apifNbeid sequences variable

conbi natj on o n nti bodi es ca
sequE= BTN AR Mot B THFEPA a0 NG SIUB APISHIAs o 411 4191
4.14.8 el prasert 1 bimdentn anthen eohiirssestharpytimdy krosendnpeddsi with an antibody

havmglﬂgavg%rtwvgﬁ?t?%é#n% f or arttiyen- Hﬁeﬁﬁ&tcé@ IB\‘ %[51%6%‘[9010)

sterin
c oRignetBe" FrPogimedh t*@ntV@nf@FLmraﬁﬁ?ti BRI ANAR %ﬁ‘r’“ﬁ@tﬂ??&%@é" comprises a
heavy BRI Edraprising the patiicedtid §dueides & IODRL1, DROR east CDRFBC@nd a light chain
Hor none t herapy agents for treatnent of estrogen
receptor expressing breast cancer tunors are
wel | -known in the art. These hornonal therapy agents
|ncI ude conpounds that affect t he receptor |tself

L 1 .
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enzyme and are associated wth a decrease in aronmatase
activity. For instance, exenestane is structurally
woebmtioagi4b o t he natural substrate androstenedi eAEIBANE003307

is recogni zed by the enzyne as a fal se substrate such

that it conpetes with the naf{iral substrate at the

active site. Exenestane is then transforned to an

i nternedi ate that binds |rreverS|bI the en
comprisiggdingming @cif seayanges PTEPR-T . @PR-2n a %‘5‘38 PR #4) 'W@nseje.cted from the
group D6sistify of 3.1.1). 451.1,Pas.e. 10ﬁ¢yr411|3c1at4|1@)r$ Bld.1, 102.6.11116.653,7.1, 12.3.1.1, and

12.9.1 E]u %lr Iselsglﬂ?r%e?ﬁ \H‘I Sc ?és frd#ﬁ@ %ﬁe&wncegggéét%p%% group consisting of

conseqyaiye @ﬁﬂgeSAp’bereIDu'be qQBsen 2 Fge 218 SISt gispjp consisting of
replacARBA & &rbhrfb‘fhr h@srdubg/b?d&h&%%pow bédideedrepiacdrhet oPpdlar charged residues

other %% Lgr{;réalr%qd CTST'd'“ieﬁ' reglart:eme%t6 (§ OEPB' a{r%elﬂir‘]eé Jﬁ?es rbg%ﬁ‘rre? ﬁérecharged residues,

ors xene
and sibsiteiasd stvalotally iroiar tgidueni e CoNsPRGRESPURYIUtiops, wherein the non-

conse%%@éﬁrtroﬁ@é’ré IsBIgctB® Rérh )hecg%'ﬂb' Rh&sthy F@pﬁrﬁﬁﬁiht@ﬁ dpolar charged residue
aro tase activit era

for pqlaﬁ Ynp rgeﬁlnrﬁ?rdueén dn%’c??@ﬁ Ensg&»oéaﬁtrle% for Polar IIeSIPl?e% additions and

deletid@r um estrogen | evel s wi t hout extraneous

gr‘#%glér@@f)%l%d@oft Bﬁ?@%v@r‘ﬁ@Hﬁﬂ@%ﬂtrb@:ﬁy 8bntairs t@W@r FREC 90, 7, 5, or 3 amino

Exenestane 1Is y
scid e B xR S e 5P o BT oamer me
antrbo(:ly? cEhtainsiBeérahdmeardins eeis ehdmg& iptiogirassed fegibhsoaudrigwer than 10 changes

in the épﬁ" f?r% Ml Sie rlefe?re{J Wb B ntO pé’n?rb n&ﬂ%ﬁ%%wéﬂ”tﬂ?rm 3 amino acid

tatirc I eas cancer enes ne pro uces a
changes dp S1es Bamaitask GI0icBANGPHEL BRY 7180eR% B e (RAR Zggions. In a preferred

embo&hh"th' wlchafged #3thd framelksrk astibng e asiseabtivs aad timek inothe CDR regions are
ross-resistance with the non-steroidal agents such
SOma*f‘h‘a‘l’tatlan ‘has been shown to be effective after
arlmsthotoer sinbodimént, éerantiedde shareneinerst 80%e merecpreftably) at least 85%, even

more grlefgra né’teléegéfeééogjdg%@%@ @%ré&ﬁ 941) Ieaét@’tl% Nefdrablyi & least 95%, more
I ecC.
preferﬁgg %@@ﬁt g&%’p Peﬂygacq(r%g E%ﬂjé%)%c' &uce:lgr rs,a?rtb\é{h eat?\n[ﬁg%t Qé@ence similarity

over ths heavgend fghteindnll-pogth tsequenqea,\msawéhemavy otihe light chain, separately, with
the 38 (8% 5okdigydyn 1t1WQ 1tP 4§ eg1y8an g3 af 4'1@'3t 6&'1 124, 11,64, 11.7.1,

uvant t anoXi fen erag ausa
125 BB LT FET n e, Gbabiyo B Pege Srsio 006 dience identy o
sequeRs€ BRBiEay ever thal fideey thein aairths tight chala| or avito et feesgy chain or the light chain,
separatepr &'atn%'ht?uody %‘%&J“e%rdfrd% QKGRES3 ke, bi 10&3?'?@‘19@1’ 9.1 4.14.3,6.1.1, 11.2.1,

novo synthesi's’ of aronatase
11.6. ‘eﬁiirﬂem %1 ﬂe@tﬁ?éd’ODMJr eover, the different mechani sm

of |n @@bth&nenboditiaat, rrryrarﬁrb@:yeh@raé aBledst ey, aiotkaprefarablynttalsast 85%, even

mor P Rl B Al AR L il M08y g st 05, v
more pfeferaliy, tieast 8856 .csepuance gty q>r>seqqe‘n§g§|m§eﬂty yer the heavy and Irght chain full-
lengtﬁ’éé?rb&?c@@ RAMER IhelMe8RIr trféfh m%ﬁar@%éﬁaﬁe@ Witrethd Sshuwideb of germline V, A27,

germ 'H’Sn ,Spifgq%(q];qoelrrgr?r\gnﬁgai Zw rhrg tﬂ%t %I e ?f {I/-ra é E? Lﬁleﬁ (?ocﬁ Even more
prefetablgefhi tan(itadp rshargs d00%| seqdenG uchznt‘Wcmlsequ%nQQ sm@ﬂw@ver the heavy chain
sequén%? gpae)rmhn'e pHaY %nd/@r’“rrfh t llg%h@rﬂtse&l%bfe b@eﬁﬁliﬂ’@ bRty §&tmline 012.

tase | nhi

caf °pe e'ﬂg@ﬂ“?% the anfibody W@é@ 'eeﬁr?gg’r "Bget RrEf ngé(lh He@SE% o, even more
prefefabiyDét |€%PIES S@Smestgrefg@bly,r=e st Bk, (pEeRarpbly, Feti e $ted5%, more preferably, at
least g%‘%{;?%@??%ﬂe pgrﬁﬁ‘lg Nhidl AYGH éc%‘ drsboﬁ?femghtw betbR¥n@ srmrlarrty over the

_ ) I'sing exenest Il nvention is
heavynandntight chait veblegegRR SeqUHoB ?fo?V%Fhei 'ﬂ%?"ﬁ@(:f’i‘ﬁd'ﬂ%trﬁhé'f” Variatle region
sequdrbi @p&ﬂaﬁéry wltrm@l%egéquér’rbes Hﬁé}rﬁa@uysm by4\M1| ¢B.1t he0.2, 4.13.1, 4.14.3, 6.1.1,

112kn§&§ a%%ﬁg n%% 1ﬂ%bg|to 6fh Ve@e ecta ﬁgﬁ?dﬁggmﬁ%dyShm951OW%

sequartce negritiyacr mue:fcet similfity pyey tof haawuerain aw% thenlight ghain variable region
bi osynt hesi s of estrogen using any known assay for
assessi ng such activity can be used in the conbination
of the invention. V. Additional Agents The present
|nvent|on may be further conbrned mnth addrtrona

o oy o I
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heat shock protein-based tunor vaccines; dendritic and
stemcel | therapies; alkylating agents; folate
wanv@gasi4st s; pyrim di ne antagoni sts; ant hr acyeCTmg2005/003307

anti biotics; platinum conpounds; inmune costinul atory

nol ecul es (e.g., CD4, CD25, Bfr1, B7-H3, 4-1BB, OX40,

| COS, CD30, HLA-DR, MHCII, and LFA) and agoni st

anti bodi es thereto; anong many others. |In one
sequegRso B #rite heay Ciiah ROHS I CHaTLsaoHgRsRt $eBArIRly OfRn antibody selected from
antlbdcdlehh(?ﬂ.‘l.GOﬂBHnﬁffb 24 13.1 s.ans@. antatd. nrij.6d, Ol.7.1,st2em. ¢ akl9.1.1, 10D1.

tpgﬁlnstﬁ&\ear%t hl(r%{égtdﬁhva Eﬁ‘hgqbk qgar?s 5“85&%%% %n%reb;?rgi%feib& LOedst 85%, even

more tprefgial), #hteast Wite. gy Mo RieeRBlY, n@de%@é @6ﬁ>di“ﬁ'ij RrefefaRly. at least 95%, even
more B'ﬁatfeﬂé’dﬂs aKIBS3MI9dNsd Gncﬁﬁdenﬁtp\ Qr atye sthilaAgeNe eady chain variable region

sequeaﬁ%wgl'kﬁﬁ F%aa/y CﬁalP H%naglgts{a%ﬁ?edoag%%\%y eggerr]mline%% é\ﬂﬂéﬂ |L xn allele of the Vj 3-
33 gehbdocus) ¢ Witls thedigptr anindedebiresagiiencetoff aern"thn%nms/ﬁ#?a@f a@rrnbrme V. 012. Even

more PREQIMAFRER iR e b)ehbih Abthn&eq®nct )éﬁﬁ?@é)m()b/oe%qu@icb dhtity or sequence

t bt df
S nSerr ) ke DEEY e bt o 1 EISE SRHeLe o gorene 2. o

germifner®R. dose of the anti body-Al therapy agent
Combdn@%ﬁb%]w(éﬁtrbf b @’@%ﬂh\%‘h% %eaé‘n'ﬁ%dytsh@reé B4 80%, more preferably,

has recovered f

at Ieaﬁgﬁ;(g VP arei roFferaplyrat é%@étr?&f’/(e yetj rporg Wéef?;@k?ly Glilegst 9Bray fore preferably, at
least @9% ts@qu]aﬁceﬁﬁi@hthy? oP @8GuehtcBisDaran tnath i ther .hedvy chaimt dlienlight chain, or both,

sequery&asl; P %nngg ?‘H r(ﬁheFl'-\fdfl v(n%ttp?cquﬁ? thrdilrgﬁ%rﬁdfr%%&rfge%geﬁcgs B{Fﬂtlbody 311,411,

4.8.1,p840.2t AR plecidtiat bh. 172-AndbPAntIAfitori 2et hotk9-Ade 10D1.  Even more
prefer@@l?ct'hé *éﬁﬂ)oﬁ@@h/arésf FRIoA %ﬁencbﬂ&‘énﬂ@'dﬁ@e&@ﬂ@g Qﬁiuﬁﬁty over the heavy, light, or

both, fgqueg?eg[}%F%1 @'{ OléqheéRl"EﬁI&l anh&%z{yr@i. &Mj—‘ﬁj 4&5‘?% % 1, 4143, 6.1.1,

11.2. PrioBds $1.0hal2. 3 ROOR)S, 1. Whn€tPO1s her eby | ncor por at ed

helé?éeﬂag?z eﬁﬁgéﬁ%gmcﬁ théspr@ééhmn%%ti@h't tHar Qﬁlb&&&sé%r&eéﬁleast 80%, more

e, S0, S gl Uy o ATt ! SPbaby ot ot s, mor

prefebly} @tldast §995, ans endshprefermblg,caboitnt00 Reduergedigantityfor tseqience SImllanty with

the h@&@s&% éeﬂﬁéj{%é Wm FRT f: (ﬁ.@ﬁ?@ wit] ! PR B RASH3SreBloR sequences of

ugs that a DNA, restricting
germlingd¥idSPi ng and repl i cation of strands.” A preferred

al ket bihditger Wﬂlm‘eﬁf ofUi€ pieBerit heveRtidn) erds ardibodyhshapas et dedst 80%, more

£, h I 0
prefelgﬁ qol?ﬁlss 5‘%blg\>r/]e rﬁcpr gf"eﬁg?%wo%ﬂe(ag O?é%%: {ngt%e % at leaast 95%, more
Prefelahb'e@tﬂ@s@% taind piast pretgla g'é E(tlohtymo% ﬁ%‘)ueg‘iﬂ’itj%?ﬂ 3 sequence similarity with
the ligHe LR SRYRHcEs AGH FRE MRbUGE FRE withtHeMRY) th@dlgh FrY @bien sequences of germline
VAzgntag r]I & itable for use in the nethods of the

MRing My, R

r¥4& ‘ion. In addition to DHFR penetrexed
al lsoné aﬂnbd@ilment phlyﬂpdrydarmmerwymﬁmb@dmhg‘ey@ﬁ lershBie more preferably, at

least rsbf’ &E'p?&ergﬂl] Bt ledst §096 fyRf AR pr(eféﬂab@t Bﬁéast 95%, more preferably, at
e endant enZéyes i.nyol v

st 53 5GATCE MBI o5 SHEREIAR S U et mOAEF S ot ghin. or b, DR,
CDR2ravo IODRSB sequeoes b ahtinadySylint, Belst, 9.8.104.102r 4.403.¢i ©1et.3, 6.1.1, 11.2.1, 11.6.1,
11.7. ’?n@SOQ‘? 12t9hle‘¥ 16‘3?0 E\/%H GoE %Fe?er‘ﬂé)tr nh%)%ﬁ %H%&H@G%Q\équence identity or

oration

SeCWW?@'W"ﬁ@WDKﬁK"h%Ih%’M ignt, WP?tPn efPiRd, QF?Ba?g%nﬁ’u% R-3s3gAYengpepwith antibody
3.1.1f 011 us®1, I4niotzh¢ 188t Hods, 6af1, the.1present!. 7 NYLBHI10N2.9.1.1, and 10D1.

|nclud 5- orour [ C pCI | ne 0
b apolReub o e AT T PARACHGS (Pl son. mor
prefera@lyeatzlyaﬁaﬁﬁ%ab\re}n ro@rn\peqfereltly tad le3siFR9%. et Mpts; prafgtpbly, at least 95%, more
prefe%@téttl@am 5% (a%%ﬁ%refe&ﬁ& N RGY RJobd) %ediiéhéehtié?ﬁlty‘?& sequence S|m|Iar|ty with

bt S STl o Y o PG 8 BT s

doxor ubi ci n hydrochl ori de (ADRI AMYCIN), epirubicin
hydr ochl ori de (ELLENCE, PHARMORUBI CI N), daunor ubicin

( CERUBI DI NE, DAUNOXQVE), and idarubicin hydrochl oride
(I DAWCI N PFS, ZAVEDOS). Preferred anthracyclines for
use W|th the pr esent [ nvent| on [ ncI ude doxor ubi cin and
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arresting cells in the &-M phase and i nduci ng tunor
cell apoptosis. This agent denonstrates activity
wageierngg74h axane-resi stant cells. Anal ogs of rapamyBion;/003307

whi ch bind and inhibit the mammalian target of

rapanycin (nTOR), are al so udeful and include, anong

others, CCI-779 (tensirolinus; Weth) and RAD 001

(everol i mus, CERTICAN;, Novartis). The canptothecin

aimal@ gmothet embodineh of Hisi iiesanb invertion.opeastiesy sares at Jeast 80%, more
prefer?ﬂ%%a&réﬁt’/& Rbn ke %a‘b@%t‘ 18adtio0n, ?éldnd?é‘%@@‘biﬂg at least 95%, more

f t opoi soner ase

o B LR FP S B ALy WERRY ks gty i
the nghh@nammeR)dsClR 2tdne GDRe3 eeriuences avithitonCPR-1i EPReX @nslpPR-3 sequences of
germlﬁ,%el\@'l;(@ggc{n} “n@\peﬁgal n enbodi nents of the invention,

escri‘be

nmet hods are conbined wth
v FE@TRRS, ofg@’@bod@s gemplogpleem thg prese@hlﬁyeé\ponRé%d methods of producmg them, are

describét A6 2Romp dBers2 0081 )PalchiARPbliestioh Qe 09AM2I08T; @astissadcery.$. Patent No.
6,682 ?gé;hrgp)lxqpﬂ: Cequ/u§6o12:13é¥b Sﬁlsﬁ\é%dmér%rf\/ﬁgcoﬁogs @3h4424) (e.g., antibody

vaccCl ne
10D1 MﬂoﬁmMrQan{wgémwgarem@pem@é{)) %ﬁc’iﬂphé‘@ %C'E ‘9‘9912}8;739 (published June

8, 200028040 6@/@%23'1)1@3 eat. Ney. 5/31 ea@t 5, 955 8BTA6, DBAR2T AN 6207, 138) ach of which is
eru

mcorpe@}.ea%yé%farea%lea ergl e\ﬁlhlgﬁerg]eh% OCI ae{imné) %ﬂﬁi n%‘&le%r&c?téegl?eﬂces relating to
these lRiRo@éie wiovitadrherginofither infarmatioatcen bt fpupd 8ds$. Patent No. 6,682,736, as well

as W HW5D@%%%b@élﬁgs &rt \%Ftl?inrl’h({sg Abn Latlom hergtﬁﬁnco&loadtéd hefldih by reference.

and ot her carbo
c drsHap u%%ggélpeﬂe@étlbgﬁlee Gérﬁgt \%EOUG céncﬁgsweret éfcgﬁ%eld A%B S. Patent Application
No. @nss 382d|nOWypm)IlarmU| o diSe Pagant MpakicatichDR dlicadion . |209§/0086930 which is

mcorp\é?a?e% bg ?e?ergrgzggé lfs\‘,bﬁ&th@/{lﬁgﬂ:rety%l@n d cell-based

tic ce vaccCl nes reconblnan& ! i
(eCf@raCteRFé'éﬁ: iohiman Ak TiAf: @nthedies AnefulBathe JRY ‘P{js of the invention are
extenVeBt Qltdlllss{e‘dSF?) e\gaClSI BnesterfteNy. 6,6833BBCa@6incidi Byfbnilies having amino acid

sequegu%shc}f 20 a{\tﬁooH ACL @ﬁ%Pﬁlgﬁt%d b bﬁb@ﬁ;{ synoy, 1‘432 @i Qslo 2b4 13.1, 4.14.3,

orne r east cell's: and’
6.1.1,alt%1, d¢6Us 167-1an2-8ddned-2 1 1asrs 10R4- v%d”%@%o”r?é%? Igigies to methods using

antlbda%thbﬁQlﬁnsm@Nﬁe Cé"mlribebdlo‘ Eb’&%@ﬂ;es Yaai OBRs BBMeli@avy and light chains of these
ni stere

anio A 3 EAFLEHoBE s3heh sRinsbh T B e, g e i e vovecios
applicatiumsiancipatent, Eredinvinéon @éreearceros apipofiies prIMRNsHE tfteh\éaﬂable regions of the

heavy ﬁrgi RN chafhs V@ GRbLaCanTE e e Iﬁ@%tﬂér%nﬂi’o@ﬁeﬂr kHRr arftiBody is selected from an

| t
anio oo S5 bS8 SR B S e of e s an
chainé Bivahiibddien 3ntedy 4al. 505k 4a012 hil8t es.6413, [ﬁ"1 trit2o1, 11.6.1, 11.7.1, 12.3.1.1, and
1291,319 mapy In yet other enbodi nents, the treatnent
e conbined with stemcell transplant. Tha

. . IS, .
t h\é’h@nWP bRy TAAG natibasies; HshupiadoPreWelshi h%{?'f‘d'ﬁa)bgﬁ Rygferred, the skilled
artisaROiEsBd G3cRrtBEl diseibsure providerf iedsin, St apphdciater thaisthé anvention encompasses a

wide ¥%|ery c{f] Anfi-C IT/QJn nQ%)Qcﬁesab%m d'pho?tl ﬁ){tgodiokﬁésg 3 n%lg%laraécnil@cgdle%t e particularly,

Whlled‘wme@ﬁﬁﬂbaﬁﬁ grevirefer rqdh@eéﬂYFFtl%d%/'n nprey AR toduigran; agtibpdies; rather, the
mvenﬁéne@r‘icﬂﬁB&s“seQQBef@l SRibBBesU Feerdwis$ Ibf Shepial originaradd Usdlides, among others,

chlmergpl'll%}nor réi? \ﬂrlwaﬁzgﬁlg%&to '8%2 tf% raj?houg@%'gﬂasr’l ell%olt:ig:%x%mphfled herein were
obtaitEGRRINg At tianegkinEsmatiGH, agt & s somprisitg rdiunen| imEune pertoire, the skilled
arhsa?r &sgﬁﬁyn' fﬁ@ dCloRirs iproViaE ks Gulid unghsid@bt Mé p%’s@Nlﬁlrh/entmn is not

ity e e 13 By o 3. Py enton e
an arftikdTR2) amtrbbdsbprbomced b$ Bymethod) irgauding, bwbhat dimitedstopa method known in the art

Zggéé%ﬁg p%?g? 44 Ia;ﬁhﬂ?%eé%@&g%ﬁ{ E@?t b%éc%?é ed ih ¥e future for producing an

anti-GILAA @ptg;g@y 0fC§V\§ inveiign.pBesed w%@e(ezggswm%}&,e@rowded%erem and in, e.g.,
U.S. FRBRNbessd?2, 736h100hanlsc§1 A aHERd 0iSTPei. Aps.iPab. Nd1h0dR/a08B014, one skilled in the
(HDI) . EGFR i nhibitors are described in, for exanpl e
in International Patent Publication Nos. WO 95/19970,
WO 98/ 14451, WD 98/02434, and U.S. Patent No.
5 747, 498 and such substances can be used |n the

e o e p—p— " a0
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San Francisco, CA), as well as AG 013736 (Pfizer) can
al so be enployed in conbination with the anti body.
WOBM6/ s bi t ors are described for exanpl e in PCT/IB2005/003307
I nternational Patent Application No. PCT/1B99/ 00797
(filed May 3, 1999), InternafPonal Patent Publication
Nos. WD 99/ 24440; WD 95/21613; WD 99/61422; WO
98/ 50356; WD 99/10349; WD 97/ 32856; WD 97/ 22596; WO
art ca® BB IBIUCH\ODBLUBEENtINTDYO SN EPEIRatmgnt ressh gance(n gombination with

a horrP@htaﬁﬁ‘éra e ag':én8§>ﬁn95ﬁle4nov5l rﬁ&ﬁod&h&clo&d&aﬁurQZO and

e
| H’ﬁ? Bfetsta}% yv&gt&wlﬁnc?r?]or;?pﬁeessrﬁmgg °|dlr?\€ n Féoeﬁ u;ér g:ﬁ Wé%enlc non-human
mamngaQyier, XandMmgisg¢ ™KAbdeninlds., Fvamont, Qﬁ) aGliscloseehin thg - S. 6,682,736, to Hanson
etz @ntibody, anti-VEG- nmonocl onal antibody of Genentech,
I nc San Franci sco, CA an ngi Qzyne, a.synthetic "
r I‘A@B@Vﬁ@n?qeﬁﬁ] "F@UB%EK?W@ %)Bsraﬁtdfg?r?ofc@/magn aﬁﬁﬂ%?soﬁ feferted to as "HUMAD-
Mousé Enptedsriek | Rrinc&a),. NJENIRS coptaist mman vhinbidgibsljin ganermialloci that encodes

unrea%g? ﬁ@rzéh he % E'Z ?f&ﬁga(ﬂ F\& R‘ép%é Iléhq;claiﬁplm\ﬁﬁlnbglgmn Rédubnces, together

e nonoc antl |es onex

with tmpeiehasatiensdhatdngchvate thoshapagnens, My zyd %PP3§F?J% Lﬂﬂaﬁmberg et al. Naiure
368:864E98CHSE), Mnd Ge@at. M6, 770m29). San Franci sco,

%%%ein?’» Oﬁ]w(?nrt]l n'%Rcé hgr%? a&g 6%[1&?%@“%& égﬁ i(éusm% any transgenic
mamiye Seores e doViITE tOhfée éﬁmumdu«;usa?”dﬁﬁm Bew WH?W fsha, Tokyo, Japan) as
descrB8dTR, 3L | pomibdkar &Ry, PRIchRsH aEkBEcir @S2 pr.pr2 (IU0DNI Kuediga et al,, Nature

o B BT 0 1 DS O O o

and 159 HBBABRIoUND IBIEARER Pringiry NJL 3Mé OenaMyus 81 Gdgenix, Ungs, Fremont, cA)
supraplm%l@ Nhe NOShtior eRGpaR8s udRFaraftila T3 2ntidsby PddliceeRing eny transgenic or
|

bitors useful in the present invention are also
other giskyman&Amah EP1 029853 (publ i shed August 23, 2000)
ardl ahdther ebodirasntotha bntBadienempropel ircmethads diithe ig\@ntion are not fully human,

but “ h991 rﬂzdéé’zsl’n p%ﬁﬂ@glj ?ﬁh% é%'ﬂ&b% o$ an c?g@g@f)rom &h@r ?égg@can be “humanized” or

tor co s and substanc SCri

‘primlied HenGPRNGHER VP LG PATS AhpPee &0+ Yiider a §a"ﬁa{'f16'H'f°2 Toaay 14:43-46
(19938 Wekight bal. [BFiO ReFewsVaimmadml. 1e:a25-0585(190%2% ane UB BatenbNbek816,567, to Cabilly

et al, raggﬁll%und nd Eler\]rgoy?‘ E?bl%n%c?{&‘?é ﬂhpb%ﬁy %PQ’IB TE&%ﬁgésb% Appllcatlons pp. 79-97,

can use
Marod! REKKBH, s, NewMsHin A (4397). T s coimeslecs COImEre i §éth?TLA4 antibodies

derlvédr\‘?‘bﬁ{‘édy%ec@sh(%ctuﬁﬂ@%ﬂ@@tcﬁan@fanttbb@ieé oBigdd feoin edrsdlides described in, e.g.,

u.s. Pq_ﬂ r$osg§ %)% S&nd g?ﬁgg 7S tq (rsﬁ%ﬁt‘ﬂ'aﬁ'lﬁ an raenﬁ"letréﬂg% v?elql rra]%{arﬁglh%lman antibody, can
be cooiblned witye ihespeatisabéré tofractind tmcovey Methpds disinsed heraine
&Q@P@eea% re%fé’?e@ basedRESH thi aB@bsurddrévidRE Bérkin, dnlibdfles for use in the invention

odi es, and ot her agents
A e e B e P o SURE R 20 s con s
exprepsediiraden lines athef a@s@ridontasbi t ors, and avb3 inhibitors,

T [
pg@glnrﬁ%aﬁ Q?lolﬁ\é? gvﬁ%qé %QQ:?éts%r &é‘ﬁe&}loenaat %@el%ﬂ‘{%}mh ngg 1015 %rt and include many
immofie o8 rveiagalbs Ta HerhrasreRo PP S SR BPIRGER SA ik HoLding but no mied
to Chieed h@rﬁstérrﬁVdfyOomBﬂil)l lcaitsp N$20, as@thEKt hleLd oatisinmawp dialnateokigney (BHK) cells,

monkggﬁ %egf Ia gcnﬁ{@gn hgfgatgc)é cgrc n{)rg%rlc)élllg?ca gr %E CPMNon -mammalian

rrtrc ce act
prokahyioticand eakﬁﬂyoaﬁcells ctrodg eRiPyedh heludioghasterial gyeagteinpech gnd plant cells.

e %B%x%re@&orﬁﬂ&!e&@ BarPbL 520 ba kiPkhow s MRE&€ IsGerods, But@etllimited to, those
eS0T 20 SoE oy B ST A TARD PR e i

Pressb@btd)Spnag] HadbbF NY. 2601 famdrAedulzehel al., Chaent ggztnqo@tm Molecular Biology, John
W|Ieya5t§099dlkl‘?s(n(§??°qﬂ@és )%FHSFIQIQ@ s@énsdlnélGéeoc;l?)@rdf&ate reductase (DHFR)-based

ternatio Pat en |ca|on / US02/ 3
systes| aEWNABBNBeTS-g Theaim 'H%Whﬁﬁb? pskegf %Bé"fﬁsﬁ%ls ?Fssﬁda'l‘ whole or part
in cofmRtiRA itPelop&zmt PatemtsND. om%mummsecmﬁah lEn@NoPa3289R7B1, and European
Application No. 10/292,088, filed Novenber 8, 2002,
now publ i shed as U. S. Patent Publication No.
US2003/ 0211100, including, but not limted to, an
antl body haV| ng the heavy and Ilght chain am no acid

o o~ oA A B R g -
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WD 98/ 33768, WO 98/ 30566, WO 90/05719, WO 99/52910, WO
99/ 52889, WD 99/ 29667, European Patent Application
wOlases/0480386 (publi shed June 25, 1997), 973049PCT/iBioh&ah3307

July 8, 1997), 99308617 (filed October 29, 1999),

606046 (published July 13, 1394), 931788 (published

July 28, 1999), 99302232 (filed March 25, 1999),

International Application PCT/1B98/01113 (filed J '\}/
Patent Applica®o Yo, EBRYERBOr il efererphedistent, Hi5AntiRogy Hesd 'ﬁfms%r‘ S0 cells using a
glutam%% 1g9Rtask fs*ét@ﬁi (d$1N§O)3In and®8Bmbodirichietie Shibbeysis made in CHO cells using a

DHFR A%nlgts I|3§ sysﬁ;@cgjlre wg ol\LlylnCéna]Ehlﬁge{] N? a 6943&@)%%@]3%8&@ btﬁ&is Barnes et al.
Biotech & B&&nd R rind %64 127 @ @00ARNE refergnqer/riteg ther@id-bi t or s ar e
f\/'%ges%e&g@%u%&%sk of fhla BntHodOHA Gbhiih Edellmﬁhtetglﬁcb%tlon may be preferred

More preferred are those . that sele‘gt

i ospine BPATVPR 8o B I PBRSIT Y o B ARG o sfector functons
resultifgafidnt HorEliLadanaiiycodyttiona s sthérithe, ankibddy Tan havRegycosigtediby enzymatic (see,

eg. ngkufﬁ\ﬁ'\gyp &n. §54r§r’gmo7 1 %‘%’g’q éeeMVEnd;‘orQhenh\(M?nibthlads MYB-6lR2, Hakimuddin et

I ¢ exanples of MVWP inhibitors
al., Archis Bipeitern ﬁ’olt"ﬁfé %P@%@ﬁfﬂ)} nvention are AG 3340, RO 32-

35@5}& Riie 1BvéHlioR  enadntbabiee asimp aundsi-CTeé# t adibody tbreprising an altered
glycosglattop &W& 9 Jmfosikllled ?]rhsan woyld ag%remate baFef-d ur§>o ]the(dlscIﬁSLge provided herein, that

zenesu

an anfi-Bakiely dntibgayl @apjmelpﬂ Sppqmegntp r@]npps,eofgdglﬁp %\ff‘?rd or dlfferent gl%osylatlons sites
comp a?’eoe%ﬁh t%e[rﬂaufré}ly-fol:dmﬂfné"aﬁfbbﬁpx)s)lclbmammml afr@l’diytcmmamm] e85 U.S. Patent

AppllcFﬁpa rP(lei;apﬁnd%os %@0‘3@7‘@?8 ean% 2%85/8%‘7%2! %noaﬁllteqnatlonal Patent Publication Nos.

WO 01/8 {445 érti @V1489D- 4- f | uor o- benzyl oxy) - benzenesul f onyl ] - 3-
h%galmﬂﬁfﬁﬁm{lonmoﬂﬁr ide6liuSiRg 2n aRtAE A YentiodRGdddrdless of the glycoform, if

r ox

any, raespl.opADq PRIGPY: PMRRRYRY TIeUions R EXEMSHy PR e gpopresent on 2
glycopi@eip Mieavelldknoat indbey/dri andandludiehs.dr thrseadeiseiived in Infernational Patent Publication
Nos. %lbé Bﬁo%ﬁeﬁ' B & %ﬁ) Wfﬁ@@ Uinfdouny|Iﬂate6t1ABMQ§t@Kthatlon Nos.

but -am no pr o n| C
2004/apBEp( 2110& n@qe&o Q%% 408 q@% gﬁfeﬂtol]lo £502. gﬁ#}}%{ Umaiia et al.
I GFuRier,aRe ﬂlv&ﬂétbéﬁcylhp&smlsmg faiyt dhti}xylaﬁm atiihodiy R)th any art-known covalent and

non- c?v(?[eBS, &8%"‘: icat i On‘;?l% udeﬁn ?M)nopﬁﬁﬁgd’] o Lﬁlﬂflr%q%le aﬂ%y%%]tud& ) roﬁg' % a variety of

acl dr ox _
nonpratefracefus. polyRTe - 29 nmlwmylen@rsmlowypf%ﬁ&eeﬁu% PropRMoyakylenss, in the
mannE‘ry@étomﬂh3rnﬁ%hyéxarﬁ;bl@eUlsil PGted- ABBICtoN yPilticaion dNos. 2003/0207346 and

200G RaY ST £ P oS85 AMBRPER SO AR FTOAT: AT 17007
r braditigriaiyl, tmeeinvantiore¢riogpasaes wrijo- 3w anyiCd) thb anfi qu or antigén-binding portion
thereat: biliflar 4%rg eMOEd?ndﬂHQﬁd‘%) 2 bRERNGSI fa@0xin] pdifbepiodl ox ftagment thereof.

ot Db S L Aha Y O g b ot s
acid Ensedinyl thy ellum[eﬁ: grofeinpart kyrbeBiceldinkame\df ithe tae |pgpt|de portions, the skilled artisan

wouk{;é(nderg?é}@l % rﬂwefi Wlth the teachlngs prowded herein that such chlmerlc roteins are well-
henoxy) - benzenesul foowlml{nd e

8
known idize 351 INEERB E:gpfg dﬂr@@@ ﬁ@g@algg}pﬁ@%ﬁc!& ag, PPt ncreased stability
and sBYIfHAK)fa tﬂ@ant@ﬁ&i{ of B invention and such molecules are therefore included herein.

3 dlsr? ib gq,?ftl %ée?% era{1 19 ?bY)usJ)ﬁ Qﬁeeﬂ\?e%% il (RBY h&rﬂlﬂé:ip pdsSdsaPbicular desired

I C acl
isotypeh Rettrerc thatenimtly gs m@réﬁsﬂ a8 ROSSeASt8) ﬁﬂﬂoesaé‘f’\%@ B isgfypesptched thereafter
usingCORRAUEHES teoRﬂQﬁe@t i %sé hﬁjanYdlr@anre&enbﬁdm recitigeedsden e.g., U.S. Patent

accor dance t for
4,816,398 80t C?Jlff”%‘?rbtg@f"q%ee? ee €8 %%%@@%@89% men for o

r amemﬁbc&asrawtmmi tﬂeenmb@am usadansthe inverierimpy beehanggd Ry isstype switching to
an Ig&z::1 Edééf gﬁst "gac il bslglk?q(?@@r W ﬁ)h\%rlﬁﬁs&g@a&ﬁtld es. Furea®6re, dependence on

comptemeaidan g6l Liling cah e 6\pld@ﬂ§1 trbeow qulF;HBCZ%S ml]muno%oxms or radiolabels, for

exampl@hi bi tor (conbi nation therapy) enconpasses
adm ni stering a pharmaceutical conposition conprising
both the anti-CTLA4 anti body and one or nore aronatase
i nhibitor(s), and admi nistering two or nore separate
phar maceutl cal con‘posn t| ons, one conprl SI ng. the

g, ' o, "
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ondansetron hydrochl ori de, granisetron hydrochl ori de,

and netocl opram de. Preferred anti-diarrheal agents
wonadendgr4di phenoxyl at e and atropi ne (LOMOTI L), PCT/IB2005/003307

| operam de (I MMODI UM, octreotide (SANDOSTATIN),

ol sal azi ne (DI PENTUM, and nme3al am ne (ASACQOL).

Preferred steroids include the non-absorbable steroid

budesoni de (ENTOCORT), and the steroids for systemc

adinellgb Rttty . 1dek ARt #AS bhd 1 EHERDRARpdismend he sefiugsAe of the variable

regiorfs¥Eth G%B&ié& a%ﬁ}:%imﬁg lﬂ’br‘élnS(Fl"gé\‘éé 0.3), ARY in\tiRy afppllrdfiatlbrﬁssand patents referenced
durati.o rom on to a conti

and IB@FQ%@?%H’IGFG& g is‘, é'E‘Eﬁr?to dc{n g}at ﬁﬁr %U?np%s esgquoefncesh oP ese antibodies are
encomyraesinterdim\asnwdll@a thet bse of @mp BRilPYOFPSPESIRY thetsequences set forth in SEQ ID

NOs: ﬁ%:lalr\@'fl\.(rﬂey cl)r'nﬁﬁsrngdanslcbohglé’iﬁereélmtre@rcﬁes@mfaédﬁﬁé a?SYmore fully discussed
Slcal assoclation_ o

ctscr AT Bl Rty SCaar oG e BRI oo n L HElogr any porton
thereddeinclidingl 4 segeents eocodig an edtigentbinving podiom efr 108d, cen ke used according to the

thﬁgg FOMRSSLhT ons according to the invention are
mene era ?fﬁ nposi ti ons which can be adm ni stered

p df,hgﬁt BE| %}""e@kﬂf\i@@@ronc?h@@éd%}‘fﬂbéhet Fe@ﬁlgngﬁsavowged herein, would readily
appre&d@tﬁht&l’d@érﬁdcm|dnybdmy-thd?dpfeawgehmmﬂ)iriayon of thé@verdise can comprise a

wide pﬂethorg% ar}tr-ZLelq.é4%9t'ibSQQ% t her api es. As will be

skill in the art, the choice of
t rFelrtaeyeQrta %(I”ﬁ@@rfh%arﬁ aped upsadhe gisciasHisi praMded ergin, would understand that

the rn@é’i&rbn QHeMm%@ittb E@ﬁirh@ﬁat@ﬁ @f MIPQ@h@& antibﬁby Pathéd the invention encompasses

admrrbsgerragtagl HB%{ an h 4 an{kpd% hezg ,E%pgl ?gl‘]]g é{lggleor(#aq in canLrnatron with a
therameaticagent. hatrthes arm/eqon@mtahcgmf@dtr -CEDA antibedidsecaniba cg@brhgﬂ with at least one
therafuf@fenCAHIGRE pr(eé’@ﬂ? heentiGtCereBRp&sed '@ sOGH cobidirR@sh sHdtpSintlRation thereof.
the breast), surgery and radiation are generally
foll owed by adjuvant chenot herapy or adjuvant hornonal
t her Apynatasetidhdtitorof whi ch may be conbi ned with the
E]the %g%%n%ﬁrbp@@es% %Hmhé%e%né Q*&bmblh&ron%@%‘ﬁ'aﬂﬁbrm éH'ﬁbody and an

resent I nvention. Typical adjuvant
arom@?ﬁ@ﬁ*ﬂft‘bﬁf@r RRPatignt fop H?*Ft@eﬁtroé asesteaifeer i ncl udes
CYHdrepiothplagyTbgtats foretdanhdnt sBéstogendedepiotlexpr&uny)breast-dahker tumors are

well- kgg Xnolrnl'{g L t Thgsg%or‘rr}/o% RR%Q@P%%%@%L%@ _Fﬁgp%undg %?Ef?%tethe receptor itself,

i'n, and cy doxor
such gadout yel Ui’plmstﬁhﬁfﬁpé!@n(whﬂ@ !ymdsd\grjgbfhggeqﬁpWr Alegeby inhibiting receptor ligand

rntera@ﬁb@r' a@m&s&rem dRich abdravdndechited dutiamat leés' iBGvaiRble 16 nediate signaling
g g SBL rubrcrn and cycl ophospham de ("FEC'). As
er%ﬁp%U¥? d"'BPE&P ousl y el sewhere herein, tamoxifen is an

arAddiionatipirmonectheramnageatsriomipeseandiliors: of tthe romBtege:enzyme such as, but
not mI RdSo, dnBSr2Bk] BREYIe MrRBREASRaren h"h@éetéhﬁh&ﬁﬁf%l %fédt@ Onikafamoxifen and

fulvesrtrarptnﬁwgn Irr?n}pﬁ?%ﬁgtgrg@aﬁtegﬁqh?wrw 35’38% tﬁg&velﬁﬁ ng BYarlable to bind with
the récapioxi Verg spatifivaigt araatomatase arrmbrtoronhlbrtsame cmorhdtzai@ofof the A ring of an
andro?gﬂg&gﬁ Y @hrﬁtésgggae(r\aurh@ﬁ |s‘:£)?3I &Lr?gt@ﬁ %‘fjth'erblosynthess of the receptor

0 ot T8 oS s ot qhe A oasogen hreby
mmbnm{@@m&th ertameuédus:reaxgmgttae B&mohefongtowni st er ed

q?c;n\éslt%grgall Q’rorln ase | E:\?stot Rg)r XMCF: '2: tﬁh‘? not Irmrted to, %nastrozole and letrozole,

ar onat ase |n I nat i
bind @t/ﬁelbls)to thenhanescpgrtiop ﬁdhmwe@atabe @aetsule am: are a%@?teq With an increase in

aromét% é‘cﬂﬂ@e 'Thl%ﬂﬁayﬂ:@ra%@dira%d Wi thtdévélaﬁﬁéhyoﬁtluﬁsmsrst@ﬁcel b’eﬁfﬁﬂﬂlarly with long-

term frge %fdp%mng 3: &r}%lt es Ib%fﬁ}n \m egtp@gée ﬁg&r ?p[g?#%cé’ 8{' these inhibitors can
occuragihovtathe niged ﬁ@rﬁyhtheshﬁaphpgw ammaasaatnpe/me/rnhrbltor is bound reversrbly to the
enzyrﬁéﬁ gsgg rI\/ﬁl ok @Gth @3tréa91”0én§elf PES. QY\@ﬁZOQM) actirdpyaido provrdlr_}%another opportunity for

er apy,. .t hen adj uvant rnonal t her apy
tumorgely tpéY‘Ei‘-\H’edm't?'tl?de aromat ase i nhi bi tor combi nati on
can be administered in conjunction with the
chenot herapeutic or additional hornonal therapy agents
(e.g., another aromatase inhibitor, tanoxifen,
ful vestrant, or any conbination thereof) whether they
are used elther before or after surgery/radlatlon

oy o o -
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I n anot her enbodi nent of the invention, the additional
agent is a platinum conpound. The pl ati num conpound
woayosmes@el ect ed fromthe group consisting of eCcTpBabson33o7

and carboplatin. In yet another enbodi nent of the

i nvention, the additional ag‘@ﬁ’t is a taxane. In one

aspect, the taxane is docetaxel. |In another aspect

the taxane is paclitaxel. In an enbodi nent

priaseidal ajgmAsaRe ipftbitorsnRIcA AS. .exm%&%z‘eaﬂ'ff?fﬁf&ay‘haH&“’S"em'da' inhibitors (e.g.,
anastREOBIEISBoAo ibthkiale Storolairgthte bint Srevesiblyits thersatstwite-inding site of the

enzyn&g%gmaxel sddliale r\I"Vn]er &e%’%éé“ﬂ% ' {%ﬂg\f\ésk ,hac% | epgt mQﬁﬁceOfexemestane is

apl ne, CIS atln eIYUICIn
structimalarlerso iernairal sFbsiaie andiose eeﬁeid@ﬁe RS rsmqmzeﬂzx\ﬂ*ea%avme as a false

subst@fOSRh akA it '&Bhpétb@ﬁmtﬁ@m)hé’taﬁal Blibstrate o4l théniastiver €@, | Bxemestane is then

s I A e DBIEY Lo SR A kit o, s
inhibitiat)bdekak.ign,U.8i BatkritApnlcationdNe) etddE 1t £B3. mizlb"smd @hdJ).S. Pat. App. Pub. No.
2004/9§@‘§i7t u‘shelva’-t'&lﬂ'Abp%h%n age Mo/de3 988 Q@dﬁk@dl Bs UB. Pat. App. Pub. No.

200 BREAPe (e LB PomeRie” Ak e P LR FRT T 08, Pt A Pub. No.

2003/athgnéd. onal agent where the additi onal agent |s a vinca
alﬁﬁg Cq @( eOer?B% r%ﬁgﬁ‘;otldgj anlﬁlt&é r@(@m@étml i91a0stdrSidal aromatase inactivator
vi nor'e | ment i nventi on,

t he
that Biomsi wrpm@y é@éﬁ?mﬁéﬁﬁ RSN réeﬂarlwqoﬁxp{epeesuppressmn "of aromatase activity in
penpl@l’r’él iRy, a%r\ﬁ)é”ﬂaésa»ﬁehd mh]bblahd)rnedlat@blsnbdianﬁai Iovgermg of serum estrogen levels

w;tho%l gﬁ%ﬁéo'ﬁ endoc g% e?fc{ltsoggaoﬁ%ﬁcér n‘SL dﬁ‘ c‘%ﬁ”@%éb?]h@ofsﬁg 1411 (2000)).

1Tl no
Exemaatamet 3 gwmntlmgémrpqusn #ie USGERNaderANgi BUspe farpegend-line treatment (e.g., where

e dRRbedp4e kg@sséd"ﬁ:llbdﬂﬁ@ﬁﬂrﬁd&ﬁbn tilse hﬁéi(tiflet'elp@naf pag@biiopagsal women with

T o e e B wanmT
survivahalt 138# vaespe end derenstsatesB? lack b mqsass'ist@w@ méth e ieragieroidal agents such
that nt(HQE'B&FnF’FbM fo lbé"ef?éatl\%@ﬁ%nﬁﬁf&ol@fan& ReodolRMERAIh &N (GdidM et al. Clin Cancer

Res LAROAPEL 08D LAVFT | R RSl P BT HOER) a BB oRty, mestane nas
been @prpYed & Bgope fotkadjdaridreatrient of estargen cgceptopirsiphiavasiie. eanlmbreast cancer

follomﬁ'@ﬁ&/g &1@%@8&’% %?ﬂﬁlalgtijuuﬁ?tambﬁ%ﬁ merrédw@ws{ ﬁ’ﬁ@noﬂeb@al women.

o GRRCATSSer BT o 196F0 E1RGH Pt S8TERTEn U e dffb N aTspigfel romatase
inhibiAYRUIIth&r PiEvetl BCRé &D&ﬁ)nthedﬁh@&‘sﬂb@@lsnn thandk novo synthesis of aromatase enzyme

is reoé%/ géooﬁgre na{nodcﬁfherela?%egfa%g%déoag ion g\‘ethé) E&?ﬁ%ld'apé(rﬁ)rétér‘aﬂal aromatase

rea cer In
inhibitsrsemey exslajn tetnhapamenam diahens aﬁwuetfa@ﬁ)ﬁeb@f & b pfective following failure of

anotHef. 2&E! p@ﬂlE@EﬂIP ﬂeat\ﬁa‘éhm p%éﬁbﬁﬁus@%@édt S&nhcadpatishts trested gith exemestate

follomgr}ga{allqr% ng%ct?f‘\?é' raengsﬁ m#%a arg@?}t%seerl IIB&A} pqwl&etaogthcal benefit
(Lonrmg’djnalnaChmﬁanﬂ&Za% Eﬁ@@ﬁ@%e i nhi'bitor in further

%ﬁl 1ca AWiahihodd ﬁnmo%ﬁlhatloh 'inﬁr“tﬂ Shy %ﬁﬁfah@ﬂhlb@re@multip!e inhibitors, can
transpl ant ati on

be useRdP PR brﬁaa%ﬁgmeamt&v? Yiere %ﬁd %?%P%P%F@?Et 2 og‘feﬁi‘“ (ER#). Further,
altho@ghathaprassait indaitibn tsmxemshﬂwwmmmnanoN!mpesmm@(amel the invention is in
no wgﬁ %@édst%%hétuﬁm ielok ltg ﬁa%sﬁpgf’ In%BﬁOff | rnaéeod(fﬁée rrféEhénﬁ% by which the

ar omat ase tor conbi nation can
aromaigeg Whigl Oér"é’(hb'taf“%%?”zt"ﬁé n?%&ﬂﬁ@e &)W nT¥E: Wé"'ﬁ‘aﬂ?ﬁﬁlat Hefgctably inhibits
arombafhesfark Wm‘@ off élGlﬁmtra@lirathleddr’]bsyﬁtﬁés@aifaéﬁpbgﬁn isingt &rey known assay for
spl ant ati on.
asse Sﬁ‘géé‘?t%% iR Cn% pﬁ%iﬁrt?th% ?TEP%'O%{{R%@%%&&Q adni ni st er ed
in the period of fromone to three, or one to four

nmopt RyitRAstadeh@nspl ant ation. The pati ent nmay undergo
stem ce t.ranspl ant r
Tt TR P B B8 S, PR ana wre, o5

chemethecpp asgey, tduitimragy airasplanatandandgee i, ph@ﬁh@eél@m cHiat is, the Pa'f'e”t
conpositions conprising a human anti-CTLA4 anti body of
the invention as an active ingredient in conbination
with an aromatase inhibitor, preferably, a steroidal
aronat ase |nh| bltor and even nore preferably, t he

o e s o e o
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met hods of the invention conprising adm nistration of
any anti-CTLA4 anti body in conbination wth any
waneowakgaEe i nhi bitor, but the invention i s not PCTAB10e£003307

to these fornul ations, but conprises any formul ation

as can be readily determ nee4by one skilled in the art
once arned with the teachings provided herein for use
in the nethods of the invention. The anti bodies

may beesybjecy@th aavitioha chervairerany rwith aagerie welhlownortagheas, ibht get limited to, growth

factor |Pm5r'§a&§l%lbéi %sp%ﬁ’é@prﬁc?dﬂefsoQ&ylﬁMbta@Qﬁtﬁ ift&€a lating antibiotics, vinca alkaloids,
dmnistration to_a
e e TR SIS TaeD A eBRpAPLLRoY 1R e} sty 5 e ot imied o

|asofoxaerqaramrmgleg&nesnainhumtcas:cept able carrier. As used herein,

ven%énqé\ éré’ nBnEBRt ahd %a%”b@ér? rdeschﬂ&é Uiqe%ra’ﬂytaﬁdéd U.S. Patent

I spersion nedia,
APP“Caéint |Pb%{k§?fé9“| Hp- 89%/0395311%?1'@%00&6)@%%"0 N%o?&ﬂ?@c’%@d"’ and International
PubliciBS 6. ﬂNOGTB/OT%%a{Iam@f AgeNa®, indmdratdiehy refeeerideaheraineamong many others.

Such tR?%peluﬁ)c gg%n(fsalri gomaaﬁ'&% Rh réml{’:e)éatgpe?(g’sé?rter?se | lnhlbltors other antibodies

rmaceut | ca carri
(ntuxmwbrt@vapfzumbetrasttgwmm éntl ISRcdibedydes ePE& 1 1il ﬁ@tl 40 antibody [e.g.

CP-876169% g@%ﬁ@@he ey ChEMbther@pdidd aherntNsuchB, bitket lidftewed, | imasnib (GLEEVEC),

su112g$ EEQH ngkrﬁp‘?gggg %L@Mﬁﬁ:ﬁ%&}é%ﬁ@ 'Ac? H13'73§’ﬁ@5<|nmb) toll-like receptor

stimulagingyagents (rod.y AlLB-Ohadogists gedh as bvhmal firoted ta.0r&RE-GPO9, giso referred to as

PF035558%4 HW&BM@N&? %dd’baﬁ#ﬂﬁ-f@%%eﬁééémmﬁhﬁﬁmg U§élé‘cﬂ4/é é’strogen receptor
acce tabl e SU Stances sucC

o (ISR Ay SPEIRE SYST: IR TRAT g 67 SSHTHS g pargesis niotors
EGFR afintrs ,VE@Feiskibitoas; iexbd8 raseptbuififiltos; amiirdiferativeaagsets (eq., farnesyl protein

transfe%g? [gnh*ghér@ oéndefcrvgﬁ_t 5n\4f5|?<§§s f35tlﬂﬁllbﬁ5}£| tb@?é’ fhhibitors, and the like);

anti'bodles may be in a variet Y
mmungmoch@,?% blqlqagé%aé rq:s,qeqsgd@odlﬂp@r C\QQ‘&?ﬁ?I morlvaﬁcpjles skupor-specific antigens;

heat sBdzk ipebtéinBasaal iuthofl 08caBes; faendritic Bt Cdtenasell theprapies odikitdtion mgents; folate

antagoélstg gaghmldl e a% ggmgs aa'ﬂﬁiracthHé Eliqub%flésoélblt n'urgﬂi%mpounds lmmune costimulatory

I"0ONSs Or sus

molecydsiogo ke, GREB b H DA ES, XA '99§f‘g|??roed"¥fgpﬁ MHEI, and LFA), and

agonisEABIIARS tiRetd! r@ndn@ﬁ@ﬁﬂ@tﬂerﬁode of administration and
tlger agrngt " %gn &l ! Ceil—tnc{(dggf Hh yrﬁ(]ergtanlnﬁ eo% Eﬂer comblned with transplantation,

e.g., siemnfqe& triphsplaptstion,i to meovide @ctheraseua@hpmﬁf)t buaopﬁst@t rﬁfﬂl@?d wigh breast cancer.

Stem éﬁ%ﬁsp%%ﬂloﬁ Qﬁaypﬁesﬁ_érféﬁnéd”é@éaﬂdﬁlgttb QRe ﬁ%fethb&lgﬂ@@wh\hﬁ fhe art and may be
ot her anti bodi es r m nl

allogeneic %QP@WQEV%FteTece& tranqp%ﬂag%ﬁ\g gc’)nag)u k%%tsléﬂlggu% e ar% wmﬂd appreciate,
based i upbrr dze tistlosueal providet! rrenairs cthihtatrgnsplamatin pereicﬁnwasdes adoptive transfer of
Iympho%gl@so %ﬁtlﬁ@%tol&g}aﬁu@ﬁédtmqyfrdn?a@qm THafh&d @&&y Where the method comprises

avenous Infusion or _Injection. In ano
stem g} lemaRat fe SbERSRET e SR edaf tasery Ao c3RTEE Eee pyninistered after
the |mmm{ers§15fb#ﬁ@ﬂlrﬁrmé3ﬁmél hhcret@erdudm trinegdntaion, fohexapgeltin the period of from
one tocﬁ I L cg)sr’ﬁra ¥ eln?a%lnrh y nnye%{ambeqn otd%eln eth%mﬂrs?td@?é fs_administered in the
Sh% I ons ahd s The
perlod@bﬁg@gnp|t@ﬁhr@gnorb§1eft@rfqm|nmn@§ Qg)gt ﬁar@pj@rﬁ@q% Transplantatlon methods are

descrifd GlaAg ftatEEs ﬂncldﬂiir@ﬂ@)beﬂbé@ﬁ’n mWa%‘éﬁH@rde]ﬂesObhmterMI deicethe, Chapter 14,

s 4 s eVt PR ARG s s v

referericee anti body in the required anmount in an appropriate

SR Ydidy Métpt'bvﬁlﬂgy REreff, lﬁ&g@r@ﬁghmeﬁﬁfothbrﬁgé e ?ﬂg& currently available for
\;

enunerate bove, as require
e reGgRA s DA SHBR AL it B 6 RpAIe: hechiy b oy mventon. o
exampleNgikyigliag abents ateheclasstof dge onpmkm:de DNAgrestrictieg uh®|llng and replication of
strand%’ e/b;')rg L Ged DRy atﬁ@régé“trfb? uk | etﬁt%o%%ﬂh@ r%@eﬂ?ﬂ\/&moﬁ% gclophosphamide

U|re P i ngredi en ron1t 0se enunerate

CYTQ%BHVe In t he case of sterlle powders for the

preparation of sterile injectable solutions, the

preferred nethods of preparation are vacuum dryi ng and

freeze drying that yields a powder of the active

i ngredient plus any additional desired ingredient from

a preV|oust sterlle flltered solutlon thereof The
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unitary dosages for the mammalian subjects to be

treated; each unit containing a predeterm ned quantity
wohomousMe conmpound cal cul ated to produce the HeSIB®AS/003307

t herapeutic effect in association with the required

phar maceutical carrier. TheZ28pecification for the

dosage unit fornms of the invention are dictated by and

directly dependent on (a) the unique characteristics

dblateh @ntageridio dyndatal difyerojplate iredwciape RBFBheng i htefere with pyrimidine

thymldHE Oégfht‘}ﬁle%t Methelrd@fetant %th@tréi@H‘ '(ﬁl_\llﬂﬁA) R fbIdt® hnth§Snists suitable for use in

tations | nheren din
the metaas.ov@ee&%ﬁaﬁmmf%r Y 3P T BB SR A Y szq“yﬁ"'%'a‘e synthase
and glichdinide ditehscledtitie ifgmylotrdysfenasee tiva hther htaterdependdniesnzymgs involved in
thymldINﬁy}{th}é‘ééh the type and severity of the condltl on to be
ated, and may include S|nle or mult % |

g GsgoR G ITBK SDRIGEP SBeH HAITEGE S8R, A6 Sy ansiogs.
they alébubﬂe@@’b With [BNA prioGuctiens By eonligndTeitts nasinelud e iebideadipu Stcemporation into the
DNA mgi | onﬂ_fc Ca%%onigts tsﬁ’lta%nl%%%r' u@g'invthéjH@*Jho&e@fqh@ﬂgsfeﬁ‘ﬁnventlon include 5-

adm ni steri ng

ﬂuorourgub@rﬁmspa@c:ea@ewea(aﬁrmw PRI 6F S RBYCHTHSERIEI A~ FDUR), which s

enzymaft!EEilyE&\%rt&Dl@@gﬂJ mafN@%d@@hmfaﬁmékGMAEhR)n are exenpl ary
the

pﬁng%ﬁy@@e efn?P Htécs Clprgl'i) ﬁ@& %nc |Prbqs {er\IA byI mtse?c%pa%or? between DNA strands.
Anthraayelipe dentibintics  inhlgden rdpxdnigiigin |hgdrg@hﬁrqde S(A@R@@/IYCHNhneplrublcm hydrochloride

(ELLENGH T @\L@Wuﬂbmﬁ a&duﬁ&u%na(étr@umbm@qmmmI Odhd idarubicin

o0 A 120 Dol B B e A Bt enin

includepibedraricrbang, epitbieib. 20 ng/ M of anti body, wi th sodi um
%ﬁﬁw%%}m@gu%% %&Qﬂh@lr %Qh-n%%stﬁ:oé’ffeb‘tmque%la% &hd iRkEbiation between

rangi n om about . Preferabl %rav nous

DNA sYDRSITRN BVOHS VRO Pt e %e%'@@ugb?qm%ﬂ SCHFEH Rty mthods of the
presen@Qfivedfbnidiude cblagm{ALADINNDL), \wkdliplafO(EIOKATIN), Lemd asbptaty (PARAPLATIN)

0I'a%a ! p%no‘?%a&’s%ﬁ%&% rglcﬁng.’buggglﬁﬂe‘]ﬂh Wg%ﬁ’é’l‘ Mggsgm'@ry nqg tubulin, thereby

blockmar@t ¢e”@11t)ﬁlﬂly @PT%bWW%é}Pﬁ Aplsr sringlie %ﬁgm?ﬁ&ﬁy 6PREhave demonstrated
sngmﬂc@r@@ﬁwv%am&l ﬁbth)dhcﬂiﬂ turﬂ&@rﬁst@igle sgwr therapytdndhial e@sbination with other

chemo %pyc%q?g pg:H/(et lgwreeEte% tr%l lnatlon % IB‘HI@ %‘ée‘?ﬁ’inv@ﬂ%n includes the

d nmany
use of lonevan mare ttiwanes ire veantinatien Wlth ranolﬁé 1M@P%msu't§blﬁtta>éﬁﬂes for use in

combln%thﬁ V\?@Sﬂfe |E$ ﬁ@éﬂtl%oﬁytnﬁ:&@é dBoktREl (trNchfemi)%aul aci)@)téﬁ('lwxd)L)
S

eSS GEr e o g g 61U GRILIE P By Kdsbine, pactael
docetamntahdi)mé)hkem)cldde XGiPva9a1 eBanafi Aehtis, anaa@ danaempassed @f thg invention.

A GdeliRidid 6l %h@ogﬁé QBﬁﬁe gﬁ)éorl%e‘ é%%‘? Bhﬁﬁ@ﬁﬁé‘rombules that form the

i ntravenous I njection, termn dose t he
mitotic aﬂw'%oapewv%@'taﬂﬁ%lngqffsv@dwﬂw mcrowa'ﬁﬁéem%é?eeﬁmg the spindle from
being PeiedOod/ifda @Kaldigxihcladedviddeliag f( EIIEOJSIINEﬁJ vinblaistnet sulfates VELBAN), vincristine

sulfateQBNE)@V l\ﬁvanla \;lr%g&gﬁl {aQtr ?(I@A\Q{[ﬁqe har FEfQ’FeIdO%n?at réﬁ(&\lmd for use in the

resen ceuti ca
methotb@ﬁ’fb‘@@retsﬁlﬁmweh“qnh%wﬁ%?'wi‘%f a physi ol ogical |y

a@\@@-@ﬁmb ?Ixﬁé‘efpﬁne Srom&tas fubulﬁ]%tynﬁﬁzatlcﬁh sranhicroddb e stabitidation, thereby

accep table cat a
e BB LB o SV o S oot s
againsumanmmﬁnﬁedlls conposi tions described herein may be

PAERAS &6 rgfh)é ¥, Rk Wlmblpfhem@d'nﬁ%llbﬁﬁargﬁ\/&' r@@ﬁﬂydlrﬂ(mTOR) are

sso b e e e G as Lo b oL Ps JE: SHE RASEY! (cvertmus
CERTICAlgrNveis) | nt 0 association with a carrier or one or

@‘Legg&%%%eg?%ﬁ%@ %tﬁrwhqm tﬁﬁ])tnsbf to@glgo &8 1, ish Lenzyme critical for DNA

saln agl

.rephcaﬁggnﬁg@pcﬁaﬂpg ée\{pées'qfrtwmgmﬁ@p%[ ar@rhlgﬁgn ip ltu%ggll%ﬂ?qn in normal tissue. A

camptdtiedihERgIey tsadallin the MpMBdd dftresprédeat in@htnlsighotbcan(GAMPTOSAR).
nmet hods of the invention may be prepared, packaged, or
sold in formul ati ons suitable for oral, rectal,
vagi nal, parenteral, topical, pulnonary, intranasal
buccal , ophthalnic or another route of

e e o oy e
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A formul ati on of a pharmaceutical conposition of the
invention suitable for oral adm nistration may be
wonrepaiedy packaged, or sold in the formof a #CSABB®IF003307
solid dose unit including, but not limted to, a
tablet, a hard or soft capst¥be, a cachet, a troche, or
a | ozenge, each containing a predeterm ned anount of
the active ingredient. O her formulations suitable for
o @brtegrd embbditeis iob thei ingdnticte , thdhabovardeseriyed Ini @ihpds] atepcorabined with a

cancer gg&sﬁg\g:]g?%eo ggr@ﬁ“é{ Qir (fé?l[';ép-‘ll?&l '69@610%1@qmys(mRPoédlMpes and breast

cancer elﬁqﬂtgl gial- ]géJ {Y@@a I\/ﬁzg 31433 5%(2}5%) |(‘§f’ndr|'tic(?ﬁlf &ac;cgneoﬁggetmg MUC1 mucin);
Holmbé«‘d‘l& Shn@roapr Hxpes Rav Yadchen 326Nz DN vadcoaiich ha|beeast er ovarian cancer).

That is, ,&S lmée? P n‘%) lg% Evﬁho% n%lsaﬁorf (Mo‘% c&r@?ﬁ@&&f"ﬁeﬁ%n%‘@%@éomated antigens

redi ent
(6.9, HERGRHESe, maﬁr@naaés@é\ tﬁgpst@tﬂwmcbb@ﬁﬁg*umr aﬁﬁ?%ﬁf??gptrﬂéma[&f\ﬁ% MUCH, CEA,
sialyl-Th néHde@th@ﬂtoarbbﬁ}drétélaédtlyeh&b t Bth@ﬂ&urﬁ’dr cancer-addiciatsanahtigens (e.g., p53,

telomergiﬁg,pgréégiohge a% Iggfsjﬂ% gsl 219 wn?yst\ha%mﬁ)ése@cg%s% r%yGM CSF, DNA and

eVI ce active
cell-basiesh yetiee nderidriticacefrvaecimes otecerybinasit iras (@ 6 #ascNipofiikdrvassines, and heat

shock F?}Botr@@%t@b) REGRRE 3. bOHSPP@IQBOﬂﬁlgleMcsmné?d Vakfuh v2BEn&Y also mclude tumor
a su

e g PTG T R b e
vaccinesmay Ibe paptdie, DYA prodettbaged. i N a sui t abl e devi ce,
R) A LikEsE 2 6eh§drﬂﬁrs{e¥e‘a br'wrtsd'ofa'%hbse@eﬂh% nﬁﬁ’%”ﬁétr@%n‘ )Sf the antibody-

accepta carrier, 1 east sufficient ul
atomatggs ISHEHpT CREOAFHER Pl WP FRRATRARL I} P9 Sy BTN, 2 vaocine may be
adminig¢€d Hrientis tieadtherapy.he Inrasetidiacérmiboginehtst ehé estinodglatctiatase  inhibitor

combmgt%g o‘rfl{h% Ir“%“ltl(;n r{ugyta?s% b%%d{hl%?%&d gﬂldr %edﬂgr%othgrra@;u gﬁ&ét%er embodiments,

I'nteg
the treqat[m[gpq @B@t be‘ngora@@@ﬂ ‘&‘{'th %%"\/\Ple”dﬁr%ﬁgﬁ@ nﬁ‘aég’fem% 3ieedycpsomatase inhibitor
combinBith cah ®e@miridtdred Bslork @r amfsE&TDcéﬂttraﬁsbhanaMécmdlmw also be administered
before %&?r Ch%(g lﬁ%f tPa]ng;?ﬁer{t%tlanOV\g] 1ns’é"er al‘rﬁlcee bgg %1 tg cg %E#u?antl{) %t#ﬁ’% antibody.

i um aury I
dibke Ledaves désegbaddicsatrhants earealﬁbbe [uB&d \tllﬁdswf@' tr@@ﬁ@mqﬁﬁm inhibitors, such as

agents(fl?art @an ﬁ%%lt E‘@F‘i‘{‘ @%&ﬁiﬁb&@ﬂlhefactbﬁl%ﬁébﬁﬁ} re%dh&@ﬁr ¥fdhadsl EGER antibodies,
EGF abtl‘?ag'ﬁ?aaﬁ'@' malﬁﬂﬁe?o@%‘tp O;El“)é}g)m{b ors, és %Ir a fi?;caelghgrowth factor)

inhibitods] siiaht BYVEGF merepgendns moleduleddhattpan irhivd \SIF;| amd edd2treceptor (HER2)
mhnbntoFsor cl?taércggar@cn%o%lcﬁé@op aﬂﬁ’dogres Kﬁ‘ﬁ%do'tcﬁmengrl%@%o%ptor for example,

are not limt elatin, acac
rastuziia GERREFTHN GePnARE T 1L o3 o0 Al Py PROCF LB (204 OMNITARG;
GenentaﬁthddmxyimlEH{lj{merlfeﬁdnyMﬁtﬁﬂoi @bnse. Known | ubricating

a%glﬂ-'\t hlbntg ug_g delrs)},‘ﬁbeé%l d;? ﬂptexeldwaﬂré ﬁneﬁutetrr%rtloﬁg?gﬁg 'ny'mubhcatlon Nos. WO

5155 S 6T BB P S b e B0 2 S s Lot can b used
in the predeh pﬂ%ﬁu@h a€ hbRMeddebaay eEGE‘Rﬁ'ih[bttlﬁgJé@dntﬁﬁcluﬁetﬂim are not limited to, the

monoclﬂ??iﬁgtf o las ?‘%?% aaggkgﬁgtzg%g%& rlﬁesccy?tém% I?r% er\*?éw%?k" l&”’)ngnd ABX-EGF
(Abgenixrigg. exgiment kohmgmnpﬂn@xamm (AatraZanese), ﬁlB&ﬂ@& 4Boehringer Ingelheim),

MDX- 4@} Me%bé& mvr):@\ﬁ&r@a@aﬂw SHd SN Mercﬁlssteamttehm $iftion, NJ), VRCTC-

510 (AT ASoRE) e ot (e (S erBoes, BB (Tregs an o EGR
inhibitingabem¢ sanrhendsed is the, pdsent1¥8ntiod, 160, 452; and 4, 265,874 to
f@d’rﬂ% &Eﬁ&.ﬂe&@h LYinIGRRn P é\e m'é%r&ﬂl?%cfo@@c@ﬁtér (é@ﬁi)&?r@sme kinase (TK)

er conprise a sweeteni ng agen g
repres@i‘@érf?'at'\éﬁlyc awclaﬁ@ O%wﬁ?op'a&t'cpP%’Q%%\?h?'iev%%f%r‘"stB?ré“eth of the present
lnventlﬁpnfﬂbrﬁ},ahurﬂéh Oéncér’e%iﬁedmm@md@é of the(BGRR €ienily on the cell surface. When a

ligand b Eﬁ(?sdt A esg lc%f ae!r:a;%ga%%tof %ﬁﬁljlap?%agtoﬁ? h%t %;glpa}ﬁ ?‘fc"e%ge%cell division and
Influenwad@eru§$n$gt5a°fp‘?ﬁy'§¢fo¢e®glpm¢ﬂfyﬁnde‘g@%iﬁaﬁﬂe'”éléﬁﬁlﬂs?PQ"?ﬂ?”es's metastatic
spread S&HentsitidBedf apbplosisSESFRIAK Hnib ks Mol tval thfgettdi@ of the members of the

active ingredient, and may further conprise additiona

i ngredi ents including, for exanple, an inert solid

di luent such as cal ci um carbonates, calcium phosphate,

or kao!in. Soft gelatln capsules conpr|3|ng the active
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| ecithin, condensation products of an al kyl ene oxi de
wth a fatty acid, with a long chain aliphatic
wabhowlas74owi th a partial ester derived froma Parag2005/003307
acid and a hexitol, or with a partial ester derived
froma fatty aci d and a hexi?ol anhydride (e.g.
pol yoxyet hyl ene stearate, heptadecaet hyl eneoxycet anol,
pol yoxyet hyl en e sorbitol nonool eate, and
EGFRpfeiniote@fRf (dlseri@owmah HEBH orrﬁrb@ovelﬁ@/nque@l@eéﬂ@%iag/?rbB -2), HERS (also

knowmmBeiWEISHEM '(‘e@so%%ﬂﬁ Ss 1 EMSE-wl €or iyt tayBEtWAOdr thérBiot #Em. EGFR-TK

S oLy e e R e, Hdranceum o
1033 (Pfiperp pSIv2pEe eGlehgaSmmbe)n E&atsés (Weedin)o PKI- toeadNodartisin §P-724,714 (Pfizer),
and B?é%( }PJ;BI% ggérﬂrﬁg ighdl E@Fﬁgl‘?(nhﬁlbl'td?.@ Eal"éd@escrfb% in U.S. Patent No.

propyFene gl ycol, sorbitol
6,890 @%rose and saccharl n. Known thi ckeni ng agents for
OIMBEGFSIHEPINS ifeNexarple ISUde:16,f SU-6606a811 18248 SLS12882, SLat4813 (Sugen Inc.,

San Porgr{c?sfcgl eAb aagdwéle%él AG%‘]%%OLPﬂEér? ldérfj FI§9| Hat érﬂﬂéyegfm;cta@bination with the

redr én
antibogy.e p ME&E |lfﬁh'@t9!§s?@ntdﬁ$ﬂ”t’§ﬂ tiefe e&%ﬁ?@ ﬂ%n‘ﬁ@f”aﬁ?,”al' RAigny Application No.
PCT/IS@@@?{WI(mé@May Ber19s), edrvatighd Patepirudliddtibm gos. WED 9o/2e440; WO 95/21613;

o sBEHSET RIS o b Pty A8 BESBRB 0 o

WO 990ATHSS WO 88/02437t BS. PaterirNdsoh 83eP4cHAgH 1 1§e5 88&Pr0ppng $€92,783. Other

exam&%@@?ﬁ% ESSQWVE@IE%hYUItBﬁ ﬁs%ﬂ@frfjthEopréééHUWentlon are IM862 (Cytran Inc.,

gt SREL T ek e o VBt b st SBRS) °f gonenecn nc. San
FrancBed, i @e iang r angiogymte, i an sytieetis otihoayrte frAmué?dmsyrB@I(BelM% CO) and Chiron
(Eme! mﬁ for exanple, water and isotonic saline. Qly

dolvent's i nclude, for exanple, alnond oil, ojl

o R TeCRM INtApis TN 2 GRyerah SY5p 12018 (eietial) Gaxe Hfelcome pic), and
the rAdrio¥IBnal S&RBEEeS mRmcmumexolphamfammwsonm edVacelgedsalblg, trastuzumab

HER@IEI%’A'BN anrgen gﬁ]q IIJr EE’%AZ%«%MZ%W P(@I@lf\l fl%Gn2C4 Genentech a HER2

ranu ar maceut

dlmergqat@pamalplqob nHI@Iﬂ @We2$ ﬁ\(@mopb 1SRG cg@blmdewgﬂ the qupqqé-aromatase inhibitor
combiﬁﬁ%ﬂﬂhé@éw odfer SuBNrebatdrUhitoRNFe BBYrilkd iAdBI Btafipel Btbrnational Patent

Pubnclag%ﬁi %ci Shihads %gg%q@g %(8 rgfa/?émﬁﬁlgg?rsgmg%ﬁv&%‘m 3760; WO 95/19970;

US. rtbry: NoeSpEATS0rAGIS A731508.1 BroBRyeaspidl inhiblersopsetih e, Bget invention are
also c%EcrfBé(lJ ¥ E’Iﬂ%b@%@ (SUBRINES ﬂugdéﬁ@i‘ 2@50 Er'iheﬁQnt&n@néﬁﬂdbl&idt@\ﬂSubllcatlon No. WO

00/44%%{ {quﬁlﬁ,hgcbéyﬂus QZQQQE pﬁﬁ(ﬂq%& rgﬁf@tm mh%‘qacc&npﬁpg%%ng 8%3@@% described in
the afbciehtianed| PGIX eppicationtss .S patens afd UiSe pevisiotal sapelisations, rag, well as other
comp{)%ﬁg %Fu# ngosta‘%eSQPAt Wh|bﬂ %eaé}ﬁég l%ceﬂf@ycaﬁlbﬁ;(bs&?whmfﬁ[a ‘éﬂﬁ)@d}) dhd aromatase

p arnaceutlca conp05|t|on of
inhibitpEoMbipalat in asrorraycelith §1epsessrtdyarton. packaged, or sol d
I MHehteeafresne sffth@inlvennan Wb e usaIvEH cthercigeatswstfal initreaiirigl abnormal cell

growtﬁrrU|C%ir1<9er|J' inID& n§ Yn&hﬂ’ﬁt%d @%ﬂ@? agﬁn\/ Q%thaﬁeltﬁ éﬁhgqcﬁg%étumor immune

respopgﬁsaﬁtpqhnas @ﬁdlt@ﬂ@oﬂfﬁﬁrﬁﬁt $Bpﬁ4oqntlpqq@§eand5gteﬁr ?ﬂﬁ'?ﬁ(ﬁﬁot Gagple of blocking
CTLATBYnd Mtltﬂﬂ&ﬁeerﬂgﬁbérﬁﬁs&bﬂ%sqérn&yr ﬁol@fﬂﬂﬂa&bf@h@sé thhades] shd avB3 inhibitors,

suen S0 50 e A A AR S e R a2
asWeagbdtzn antibddyciof hiha pivestighats c@mlregergdslrorcop‘@rnpilcw with another
lmmuﬁa%gd'u%t&l? I ¥rﬁdthfarnﬂﬁhm'uﬁﬁ>w aknt ©4n B@tséllécté‘@ |f(9‘3ex§||ﬂ§ie from the group

s L St G B o B0 L i, o v
enhaelsy | @nentiyend @resutitioas gnbhnyoersy edf hy4celhetrM| timhibitors of tumor-related
mmuﬁgd%l?g? egﬁ\; ctg’,lge gh QM&E?'BO(H% ?ﬁﬂm&b%@tf?ﬁ%?b&a) and IL-10. Preferred anti-

Fonal I ngredients inc for exanple
CD4osm@tlsén@we°%?s FReprERsH gniRgeise sd'SCIQS%éﬁ rtigwgtignag Patent Application No.
PCT/OOUSEOY | ey Nbventber 8,m0o8nt haw plitkishel &s Ihtefatia) Patent Publication No. WO
packaged, or sold in a fornulation suitable for rectal
adm ni stration. Such a conposition may be in the form
of, for exanple, a suppository, a retention enena
preparati on, and a sol ut| on for rect aI or col oni c

e o, .
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Douche preparations or solutions for vagi nal
irrigation may be nmade by conbining the active
wongedds@nt with a pharnaceutical ly accept abl ePCTaAB1005/003307
carrier. As is well known in the art, douche
preparations may be admi ni st&fed using, and may be
packaged within, a delivery device adapted to the
vagi nal anatony of the subject. Douche preparations
03/040rry, éiner Y BePatentrppliicaition,tie.i10(262,6&8d filed dloegmiven §r 2Afiemmwspublished as U.S.

Patent ﬁl?n%l@%f(())??&gsgsig%({?%hh'ogi' 1B§9denﬁ]g?gut%8€ Iin‘ﬂ?&'dqgrgnsantlbody having the heavy and
light cﬂgtganw@r%ﬁl%seqm%ia QhBiPagy & & %‘l %9 ﬁ? 1[3Ian7§ll'\</%§A VéfA 3.1.1L-L4M-

L83V, [Ha 1 HACETH/BY VI TSRO LA AA3V, r7c1|:ude§ &amj 1rio@t &.1021.4.1, 22.1.1, 22.1.1H-
C109&“%’3‘5W 55, 5@?'%&8‘%‘“% é‘é"iﬁr aé@%s%mé}&é%% breachi ng of

ssue o m nistration of the
pﬁaerm%%em r%aémeradﬁwgn% M@k SRS LRGAPiNgd %We%[@ﬁoq'%? qrifgher ligands that
mh.b.tttumsu@rowﬁ\amﬁmh@m@{o I R0 (iSulirlike @ifovith dectdr iC Fegelgsr). Bplécmc anti-IGF-1R

antlbodles r{ﬁ)at nge Esded 19 thea @sgr\t |Heﬁ1#] Hclt?Je 910?@%@%%&“%' Iﬁ@ national Patent

onposi |on I njec
Appllcap)cm N@aT(p'EjHS@T/Sﬂﬁ,@, f&qﬁ,ﬁj@ﬂ/@ﬁ &nd plphhmﬁjihasalnma@p@éPatent Publication No.

WO0d/653684, Qﬂterr!%}for%pmateﬁﬁhbﬁll&atﬂfn A& ePCOMROS4/602855, t D REFusA 3, 2004, and

publlsfw?]dc’ ﬁ%ﬁﬁp r&aBp%arl ?’t kgg %qtlg%il r@dﬁ@rﬁogglpE%eSgﬁwgfterred anth&FR 1R antibodies

enconumaé emph@toeﬁhamglthﬂ: heaty and light £rinnaning Beifl seapienes, of, e.g., antibody 2.12.1,

213, zsgq%t@mqoyg,gahmqﬁ@erl toneal, intr anuscul ar,
It gl't@rﬁ%sr’la;pré&%f ﬁ@r h{;ﬁgc{qorgﬁ%glgg bgla%ﬁ %ﬁ%@:\{‘j f] o, qkllng]; lél?ch as |L-2, interferon

(e.g., FORY ORN-t| aad)), SM-CSH 11112, d)lr-1$)andaﬁltTe$LaI adm ni stration
CO{'EB'& egt%etnpr%gﬁ‘[%é Mgsch I‘Ee n?mé G@E@?ﬁﬁﬁééi %“ht Jﬁtl%nglogenesm agents, such

&Barnaceu 1 C acce [ e carrler "SucC eri
as MR t2e fmasix- @f-fé'.'qprOéema@et nvf&b'@éﬂ ME-9 meﬁ'XWa{'ﬂwaﬁneﬁsg) inhibitors, and
COX- rrwclb@(ygémamwhmbﬁm@ kag ®d us€& in sojehction @ith terangiody &bthe method of the

lnventg)&wm tE(%am le? use ){I?qnh%ltf);soﬁmlﬁ EEEEQHEX %:elecoxnb) valdecoxib, and

ni st ion. abl
rofeccmbepﬁxegsr@plesr)@fcq@g@ématn(grm@ajlp@roqeﬁas{g”pmb@@sarg esgiibay insipternational Patent

Publicfionl NbsaWIRLdeRIS 12 W od12it 588 (0 98070 N HVEDIY8/035 18) WCR98E40 (B, WO 98/34915,

wo 396 X/?{)L@Eéﬁgﬁé% &@’nggkﬂg y\foo gé%af'\fv%rﬁg{/szgsg WO 99/29667, European

Patens fisnlieation dlos , 788286 (published Jemralss 1997Ms 97304A71 y(filet Jt&tﬁj A8Rrs 99308617 (filed
0ctob\éﬁ£’é 01'9%‘7 600894 fpgbnsﬁébdmlﬁpi 8\@&54@@3@@%&%&%%&@86&1%) ®6302232 (filed

Marcq: 8§ rg)?l lgtﬁ@atlzpa?rm¢a:§|gq ngﬁ%qafog 21 ﬁiee o]lu*? ? 99% Cgfeat Britain patent
applicahahi hmmlggnm e(_cﬂle_en.tuselmdgeﬁjl lhlgl,tedetatersoProhllslnmatl ethtenb Application No.
60148, E@P@B&i ADGhst 2 %ﬁfgk) 2l D%, P&Ent?(fo§ BYS, og) SIS, 514.n one

enter al
ad’rf?fﬁ"%q MiFroand MME- QaEF'P'(PéS ?fﬁﬁ}Oé%l Ff@hba‘{es““&r FIogretvity gphibiting MMP-1.
More (Hrefertdd. Qre msswerat @élecglf/élﬁllﬂhad’t)MMB-QrTarfer MePenaddtiveitd O other matrix-
Wth.a e r n
i R A A ST
MMF’ﬂ%@@ﬁMMFt 1Lﬁ)ed conposi tion. A conposition of the

prmépebmé/%ﬁp% of MMFORhiBRYME ekl RItRE pRaded iM@htioAtaye AG-3340, RO 32-

3555, A 0 BB ol ehe cosirod

r e3l{4-tisluoiieany)-vezeespibayiHg-hpdioxybarbpneyaydapeniy-amino]-propionic
acid: carriers that protect the conpound agai nst rapl d

rel ease, such as a controlled release for 5

i M9 [Hd4-|ﬂ\.ﬁsp ahqr@xy)pr%ga%yf% am&g{ BRXR bIC%B 1]octane -3-carboxylic
acid hytrexe@igapsul at ed del i very systens. Bi odegradabl e,

bi ggo t| I i aridi

Vl(gﬁ ot aid.e(zg;ﬂ’of/on?ﬁ r%?%h ggxy}@e% en ycoyrl’flg hgér ,3enqahyl piperidine-2
Carbo&ﬁ'F?@l@éYﬁFOWémjﬁért hoesters and poI yI actic acid. Many

W&Lﬂaqd-‘ﬂucﬁr@rphédmw%ﬁzbaéﬁnfbmnﬂfo]-&uaﬁydfcopmﬂ athrbo)glicedcR hydroxyamide;

described by e.g., Sustained and Controll ed Rel ease

Drug Del i verysyst errs J. R Robinson, ed., Marcel

Dekker, Inc., New York, (1978). Phar maceutl cal

conp03|t| ons _are preferably manuf actured under GIVP

. o "
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dry particles which conprise the active ingredient and
whi ch have a dianmeter in the range fromabout 0.5 to
wahaostio4874manonet ers, and preferably from about PETAB2005/003307

about 6 nanoneters. Such conpositions are conveniently

in the formof dry powders f@f- adm nistration using a

devi ce conprising a dry powder reservoir to which a

stream of propellant nay be directed to di sperse the

p Gvifdier-flooropbengy) doeszdnesyiionyie - hyd@(ycarbamoyl cyclobutyl)-amino]-propionic acid,

SQ&' (Y ‘?A"EK!&QW@%XW@ﬁ’f‘éﬁ%émnﬁa@mo?—teﬂﬁﬁyd%l arﬁ&cé&bﬁi@h(d &R hydroxyamide;
rsin |Ve|nﬁre|

= d8bendcd b T aUs BRI R S HeR e Shuproarbonic  aci
rwdmﬂmnmﬁ;ner Preferably, such powders conprise particles
el at % L hyitpiperidine-2-
e e St sl e
carboyfic pgi@hysEpyareiies by nunber have a di ameter |ess than 7
NaBYRLTIR 618-phdAdkD -Hehedne o hyl;(1-8ydrdxg e barBd4l afetityhethyl)-amino}-propionic
id: particles by weight have a dianmeter greater than 1
nanoneter and at | east 90% of the particles by nunber
haviE-@-figprarpbenoxy)rkeszenepdiandl-(friyisemy e pamoybtalrabysigiryran-4-yl)-aminol-
propidhRERRSi tions preferably include a solid fine powder
dllue s, sugar, and are ien
T LT B DhBa e E AP Yo bf e s Sarvonyic
addhwﬁbkﬁﬂhﬁdl quid propell ants having a b0|I|ng poi nt of
b BEAZBndRRh P Ro]-S8REkidcloys. 4. &:taneSGarbox lic
§0%0%§%F4 ﬁ%{/@%ﬁ???t ute 50 tg 99. ]9A)(vv/$\v/) %)6 h Y
amdr%@ﬁﬁﬁ@1*ﬁ%ﬁ{ and the active ingredient may constltute
0.(R) t 0 28%-@Milop-pbéndxhebeonampadionyiaprino] Tmhprafuednt Bearboxylic acid
idurther conprise additional ingredients such as a
U|d non-ionic or solid anionic surfactant or a
cﬁnid ehamagetieally Braepiaplaispe 30 $¢'YriesLf 5aif CPBPUINds -z of
t ITeadRlom tHRrhe lcal Be Ralrinigtdres mca:qurdamertg vidtiknawert radetherapy methods for

treatmeng regsr’?tc%ncelP hﬁ(ﬁ"@o&%%d?@%mgnoﬁp %%ﬂo‘i Féﬁ c%ﬁ bteh@adll)( determined by cne

nven ron 1Tormu %
skillechin dive afeandtiebaged prvige isigge etthefiseaps aﬂﬁ ethﬁbfﬁﬁtpwea BRNeR EJﬂe art.

OfC@a&thbﬁdtl@monﬁe éﬂlﬁ@&jﬂlﬁlh% aroPi4€d3e inbiomtH (@érhigmgioMgrapy) encompasses

admlrgﬁ?%wﬁparl%rrg%clp %{CFla%)gnpgfl érhéogréoﬁ%ln%ﬁgw "fheo rﬁléf.glg Iﬁg' An%o%y and one or more
aromaasEy i rih@ltorcsmnmd siimigisterieg d¢e |oqgnqr¢|@eg@rat@npharraﬁqpum compositions, one

compﬁQﬁB’ 8RI SRldY Abenfsbay @n@ttﬁé %Eﬂe&é?'ceﬂlpﬁsf% ﬂﬁbéibrhétaéd RARibi®r(s). Further,
tom zat i on device.

L
SO GUTGRITL P GOPERARE: PO TTRgY COTEIRIS e (g g, niboc anc
additibnsl theedpeliicnadestd dr® adminfstepadoatitimgsamuetirne s@ cne aother, it also encompasses
snmuléﬂ&)ﬂg aJe'qUerrCf Qlddrlégaarﬁe el ﬁg} bfl the |9&|J/ldua@c@tHMn%Ht% r&@th@@r‘éé‘tﬁwenta Additionally,

preservative suc
wheray@t FRHPRYIIP @QWB@WEQS’&F‘@VG'T%@'V&“% B]eét’%’“ii?%?v'ﬁﬁf@'ﬁ’r Byacpistered orally (o,
exeméﬁéﬁe!? of is aghaersiosd ripdti thair pdoadbstdbl i prefeeabhn admidistegel as two separate
hawwc q%a“wnlo$%ﬂ§ range from about 0.1 to about 200
PR ot er's & fornul ati ons described herein as bei

ng. ,
us’@‘er prefett ipentipOnalpy eneaninpssey thae edaynidratine pliethep gherapeltic agents in

addltlbmortﬁ@ﬁr%nd dedohy Qér?y{pdhfanta dﬁhélrcmt@ﬁéﬂtlly%th oﬁ@&pﬁﬁrbbf tAtseQdomponents, or
ent | or nul ati,on

sequwﬁ@l,yﬁijpé%ﬁncg%rﬁﬁ% géurcglﬁ?eé eptéc ager&t% Ine ggl B%rcNgr VanlF]eS anti-vascular agents,
anti-poxifepatives iagents, fead epetliative dgegts golipeide suppdiévei ¢age. eiCh9® rkgigaot limited to,
analg?ﬁést 'aﬁtk @métfc%bﬁ?%ﬁ dfarRedi %8«5@30 afd SRRt eFfréferre%liéﬁh ethetic agents include

orrmul ation i s ad n| Ste manner 1 n |'}
ondanseiip} hYQOFAUER, STEMReTon Ky diogie ﬂWaWSPF'BWaPNFoudﬁe Bl anti-diarrheal
agenteasﬁlud@adast&gexyfata)narm ctmpiaé NefLOdOTILe Ipmareieide h@MBIODIUM), octreotide
(SANBQ%?ETIN? Jlé%%zfﬂé‘ %@EN&BWn@tr}mﬁggﬁmﬁﬁ 'n%éﬂhéq{ %efé}?e%laéteronds include the

rise Trom about

non-aigorpalie |~°éer%i§ @de%”(%/ \AENE%OEE e hthg s Sterstsis, (A Hyptegyc administration
dexath&8sche ([ DNECAD RUN) edld erkiniseHedVERIZORTENjIEr conpri se one or
nore of the additional ingredients described herein. A
pharmaceuti cal conposition of the invention nay be
prepared, packaged, or sold in a fornulation suitable
for buccal adn1n|strat|on Such fornulatlons may, for

o o Y Y a1 o, o

acl

hydro
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demul cents; buffers; salts; thickening agents;
fillers; enmulsifying agents; antioxidants;
wanbvicluetsd cs; anti fungal agents; stabilizing agemaB005/003307

and pharmaceutically acceptabl e pol yneric or

hydr ophobi c materials. O her3%additional ingredients"”

whi ch may be included in the pharmaceutica

conpositions of theinvention are known in the art and

d Esdr adenstratior maycampihdis dnrafkerfionca wnidedPingtratande 8 cerinuous perfusion.
Asar %gg@qgg'%&@?&%e Edsent Ma&fior H*é' doﬁﬁbh@ﬁbn@%re noEéﬁiL@Nely ﬁ’vﬁlted to those

I's 1 ncorporated herei
It aigr ST M R eSS EUPh ] B COPHER P R FHGRR JIOBREL P a separte
admini€Bddh Nahiclo kaw foe t dreulians@ist orospaceﬂanutbcslea@npenogtcé rtieg. {The compositions
accor d‘lgg tg%mléemlﬁr{ %{e %Jayl}l %eac Bns WHlEH &arl EadiifSibee parentally However,

active I ngredient wi
these gamgosiiepe MYy EHSORSETRY Siellud MEPeHapTdY Henet figpalized regional
mempggt not limted to, the type of aninmal and type of

t ﬁ\é v?lgﬁ? éépg%c%é? b n9net &S ﬁlqrgtheﬁ%eth%%%o@%?“&% agéﬂtlg%lgerﬁg% be used in

n| Str a 1 on
combinetipn lnith dfirCiikAst @ntipediesoansharenatagsl inliaitor cer biastion yhesapy. Aind the timing of

their L}%E\é@rl%et ?étéﬂ%ﬁe&*%\ brt bPrind Eypénéb(d Reygadfitiy cdneéreatl ieing treated. For
uen

exampig, ép);aaf M}/e\%t cfggcerg(m?%re tﬁ%ﬁ@ﬁy h%si, nét seoreq\ﬁe&lfsme mgeoreast) surgery and
radiatibn elgsntdaly, fotweh bpsdjovane c@mﬂyra@wea@uvaﬁbmrmgn%ﬂ\e@%rﬁ'fhef of which
may b%%@bﬁnebfgﬁﬁ Y ar*nQ?’ﬁ_A{Qﬁﬁbcde/ GbHRERY uﬂﬁbﬂbh&anﬁ’dﬂ%ﬁoﬁ/\m'the Bfethods of the

iy g i e A —
methdtrexdté eghdt 6.FUt EMFYpes-aud deearahidin, yamd dytiephdsishemise KEARY; docetaxel,
doxort‘iblc(?r?t 59 bécligb %stpﬁgrﬁld@?'QA@ged&gruf B 2R b%phos‘%&mldg MRC"); doxorubicin and

exenest ane,
cyclorRemAMGedPiaey &Y e ARl CLa T-SHTERE Y. 281 DIEPePaf cyclophosphanide

("FECt')I Wésdls@@ésled/ preﬂbusﬂyt elsEheRehehthTtanioxifev ig en batthermonal treatment administered
at this ?}E?%e?(}\ﬁ \Dg e%ﬁbodas ro?na?asee}n (@Xr co%‘fr?atlgn p@r{ege afifi€tered in combination

with addelqumnmqnyonaémmqnam{s(mwcén@neérarorg@@@r inhicigi RPN dyupstrant, or any
combifR&tidh tﬁer)é&?ran@rsu'cl@%ﬁmbl-rm%nfdaﬁCﬂéeélﬁhlmmfstdréte|ndaﬁtﬂamatld>d wihle an adjuvant

chem%tg:%gwg%ﬁﬁg\ﬁ %&;tﬂhﬁ‘b@?g '0 kclf ld e%«r S JSE? o%?dFE\g the chemotherapeutic

agent$ tan bee@timlmstertah adivigpaly dmebnainatio with the amtlbedmrgr@atg@ 'bf@blh)g combination,
amongﬁ % the type and age of the animal, etc. The

R R LS, A0 UL 5 LRl o

nodes| &feqsitient isadfted Igfvérect&m’(otrtelrams)rlmfto sirgerglayq raaiations whichgre then followed by
ad]uv%LI %Ho%gfstﬂ&géy Rlic'err%rt]ivél gg@nﬁaﬁﬂﬁﬁlls SﬁoMrﬂynéoﬁlérﬂtché’rﬂotherapy, then

nco nati on

adJUV%fdnhWF@t‘?'gEP@HY of Thﬁear&&p TLA6 d3ntiaeRy- %fweata?eod‘ﬁvbﬁgf combination can  be
admud.dﬁé}é@hﬁ @bnj@rmcth Wmaltheadlﬁﬁnﬁbtlﬁrdpatlticoa additidnel honmorad)éimerapy agents (e.g.,
anotr e S RpERT " En L ol O L ERLF et it ach Aol ey are used
eitheribeforder aiisssrasey/refiatidne Typipa ehemmthesapyiredings iaF oprly a%\@nced breast cancer
.ncnudlerpﬂmcbk\we@@ﬁavw@ﬁuwm dilfs dof:’é?a%em’/el”}l on may be

co- adm ni st er ed

ar{\{l?tﬁ%@mﬁe‘.ﬂst GeRes 55?/ S%@%%P g%e&%rtse H’S%WB}? 1“ rom ?ne(b%algfa R which it started.
Chemotterapl loptianpiyumayc bepesbededanytiormanal therepy s Firgiripg gormangl therapy currently
lnclua%’é N&hSdfen él‘l& %F\é@roia@l 3f:*|rstf:I e &@HB@H@Q& $ég|rﬁ§ié Qfﬁ'ently mclude FAC, TAC,

m ni st er ed hour, en
docetﬁ%ﬁ* e Plusn eak’}%?ﬁbe degetaxgle é’ﬁ?"t%ﬂdyca‘fﬁﬂf?gf‘ﬁs e‘”rl‘or'iﬂ? B‘? 't c?f’ trastuzumab
(HERGEP’DIIN)I agéd@ﬁd lir@freaimenfandndeabietaxel Aleneafin cdrkitatiar witht dagecitabine. The
Qun
oS 3 Pk A GF a G UM LPLE b S ine By iang SHEERE e therey
Furthett e roethodstaf fesipreation casr bea@ﬁmbwregwtatr?fbﬁloaﬁh%%ﬂy and ‘stem cell transplant,
t herapeutic agent (e.g., cytokine,, chenotherapeutic
conpound, and the like), or any pernutation thereof.
The frequency and adm nistration reginmen will be
readily apparent to the skilled artisan and w |
depend upon any nunber of factors such as, but not

L 1 S - Y 4 "
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In one enbodi ment, the aromatase inhibitor is at |east
one inhibitor selected from anastrozole, |etrozole,
wanwedugnest ane. More preferably, the aromat aseCT/1B2005/003307

inhibitor is exenestane. The kit can conprise any

nunber of additional agents -Bbr treatnent of breast

cancer. Such agents are set forth previously and

i ncl ude chenot her apeuti c conpounds, cancer vaccines,
and amyji gpmeinationeni sohudsitheotreaimenitsrleseibed h%rg@nhr@WUgéﬁ@Fft jopto be developed in the
futuref reating abnormal cell grovvth or cancer, antibodies or

:)g;_ec{w{l,ei agigyslep% gﬁ% ﬁlggltrl]ong ?}gﬁy n’tép@m}/sﬁﬁeéin wﬁﬁgan ibody-aromatase

inhibitbrtierapyi io an akgating epatt.elh dne aszpactame iatklyletingf ageetricfyalophpsphamide.
{Gr‘n %nothé#%glﬁieﬂ{ r{‘ﬂeag&‘ﬂfoﬁ‘éi{ %&Ht id ano|a%d£Ht£Ho§|Etr ajni 4M8) aspect, the folate

i si ng unman anti - Cl anti b in the anpunt
antag@rf'qfescﬂeleo@ fram thepuncGongiging eféﬂ@}hotr%fﬁénﬁ RERet B hy/ kg,
atin Ioaa_sdmbb&nﬁgv kgtheo|hvehsomgriié<g¢dnmmdl agdnhés apgyitidirel brytagonist.  The
pyrimigi];,rf% géll n?ﬁgoﬁ%%tcte o%q Bﬁéﬁpg%% ?Ut&gecngﬂné;%ﬁ& @érﬁ‘cxtablne

art O manu cture nmpri se
c dmerdties embedireeni obthe éiegert& BHgstip ithryadditRiiageniisen agtt[agycline antibiotic.

In on@@sbg&dbhe énhﬁac@&l@r@aérﬁisletld Bmehdcfe@rﬁronﬁlﬂﬁe grdugbedhsigtng/ & epirubicin and
truct.i The. invention is

dovory i 118 & Ty REEaTPRE R B Beel R oy SRt g bareh Bl Y oo
f o lapwhergerebogisrantroh el inextianp thes additieasleaastaiepd elstinyme compound.  The

platmlﬁﬁ t@éfrlh gcfag% fng{7 b@éﬁl&@&ﬁ%%e brlobﬂléinéﬁﬁdg(lﬂ c@ﬁlbt}h an@ﬁﬁ’rb@;ﬁlzﬁm

spRystranaler eﬁrﬂ?g'meph%f 53 ishfory hecaiBber R "3gyN5, In one aspect, the

taxan€ Bridtetared [resholher axpett] the tagahetippaditexélol | ow ng exanpl es,
bq{n a%aémﬁlmeﬁpgfu hd é}P@sthQH\feBﬁdhe%é Qnt?@?@mé}ﬁlﬁoo@%da&gmatase inhibitor

vari at | ons become evi dent as a resul
comb gt F MR HIh HEPER. NENPLETRITEIOCITAR At WGy capectabine
CIsplatlrlﬂ gempiibmatdn@rpiibidh. exenest ane in metastatic or

Cal l %dvn%ﬂ?%g t!ﬁr %@gﬂtloﬁ qﬁg %{}m 'CQ'LRQSatnFPﬂ?&]Qf']&%%a’ hlbltor c mbination is
{] en ents I C Or H
admlrmt@'a@un ttmth@reqaonw"tahorawﬁh daditaxginand éfsuaswﬂqnﬁbﬁg%hﬁe'%ed from the group

consistipg &f @F@p%tl%@ﬁlw rEend Gerfcigbirdl Meersd ﬁpéot&ﬁ@ladmmﬁﬁ agérd & carboplatin.
1o

Cj,p BQOtg%Iengd“&?ntS%gﬁg\l\éf@Ar g& %ro se |31rb|t8r ciO{’?b ?cm @(a&mmlstered with
an additiogal nuérhMlﬁer@fth@addmo@aflmmntaﬁawuj‘@a|a§<§loajs Id ®5¢e espast the v1nca alkaloid is
vinordihi&i n. Prophyl actic anti-enetics and anti-diarrheal s

are en as  a riate. The tr

1o af gy of B ChauEn ie LoHoN STt RS RIP I syoocy-eromatase
inhibildosmsbiratiort ik e camptothe T bedogalt orie(}ISyeqﬂ,db@canmtcahetcangalam is3rinotecan.

g %gotﬁé}%m'b%@gﬂ%ggda @er : tin ESERBA B%rand 15

ever days t ter respecti vel Y,
TR PSRBT & i Beniap. F atRgatE ot o SGRAIPEG I one sspect the

erbB2 iAMibifr Is\selbtedfrGR aguiuag BasSarorumady. af gstabbtier abpeet, the erbB2 inhibitor is
e renmedi cated with antihistam ne (Hl) at
trastu?ﬁrﬁé%(ﬂ%ﬁgﬁﬁﬁf\lﬁ) hour prior to infusion of anti-CILAA4.

Prlarasdembrdineant of thee bupitendieel aptHCTRO# and iPrpatese iRpipitor combination s

admlr@s?érbgnhs fﬁr@ﬁﬁhb’&i‘ntﬁﬁ‘a@f &ESWIW?E; ?mmnér},nmmp s?g" aBkl—;lddebxorublcm and
1. per day of every 28-day cycle. Preferably,
Cyc'o&%ﬁﬁﬂn‘%ne is taken at the same tine each day. Doses o
arle @mtel @mbddimsningf &e pressl draniéa, tthe raat- o4 @gd cpiomatase inhibitor
combh‘nEL nl i€ ba}gln@te%ﬁﬁfuﬁﬁé’rtgohﬂﬂat%ﬁ RAAR cAhbhafm@ompRdiRdodetBRd, doxorubicin,
hin each new cohort there is no required
and CV\%‘PFthP?P@a?Hé’ﬁ od between subjects. Subsequent cohorts
MEphen@éthbds afpiba quesent inbertibre alko melbtestobihe dteatatent hiecancer in a mammal,
prefer%Hl& %m'naﬁ' Qo hg?ﬁﬁ&er&ﬁg s@ﬁ\ecgll Qgﬁgfa}{t%gori @Flc@mé’thg@/&nﬁiﬂge administering

ent su een observed
to thermemaﬁrt arb@m'yuntsof @rfb«maaeaﬂmﬁ LA% apijbogy that ispfigstiveyp i{ﬁ%““g the cancer in
combitiatidh @th aHodremataéOPPIBItor aNMUrtiRA cambifdhtidn Wik esdm cdiacinsparddtion. Stem cell
contains 5 ng/mM (wth a nomnal fill of 50 ny/vial)
of anti-CTLA4 antibody, in a sterile aqueous sol ution
conprising 20 nmM sodi um acetate, 0.2 ng/m pol ysorbate
80 and 140 mM sodi um chl ori de at pH 5 5 For aII

- N~ .
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heavy and |ight chain am no acid sequences of 11.2.1 .
Three patients were adm ni stered anti-CTLA4 anti body
worbwickgrammab) at 3 ng/ kg. Al three patients RETEB2005/003307

adm ni stered exenestane at 25 ng daily. One patient

received two doses of anti-C¥-A4 every twenty-eight

days and exenestane daily for 56 days. Cycle 2 staging

CT revealed a lung | esion not present at baseline.
transpfdntation riag beadliogereicd emBuigivgoas eterneel| tramspiéntation, and more preferably, the
aromaQ%lsreqmltgrr & %&%rﬁéds Rl |Wﬁé?é K SRUHR doﬂ1‘bﬂ£é§' §i’&n Eaﬁtrén%lgﬂtnﬁle first dose of

escen col on % of
the a@ﬁ@@yqrgmﬁtag pr@Ibggry PpHFRN P ﬁfaéigtlmgﬁgd (ﬂfter the lmmune system of the
mamrhdl hb& reaBeadyfronT rengpiintaten fodiedamyglé, ihdheepeagiod bof nora @he to 12 months post

transplan?a]tt &L yla cgrta(?ﬁ(gk%(ﬂnéﬁg %r% f@? %Q&F_@ a@rﬂmlswﬁ%d lpﬂie p%%d Bief otm one to three,

ction
or ongetoeftiie ghontithij RPSh AENERIAN ?Wamt @F—f patiegiqiay &ndﬁreagﬁi%gsqe-‘Brffa"SP‘a"fat'O”
prepa@ﬁor{dqr&@ms X\ PD). A second patient was adninistered two
cycles of anti-CTLA4 anti body, and had approxi mately
fourteen (14) days of exenestane therapy (25 ngy
daill Pharmaesuticahbempdsitions al ticili nunmab dose, the

p aithb %Entfoﬁ Qﬁé&r@&ss’fé&ﬁﬁe Préﬁa%tioﬂ and M@bﬁ%ﬁﬂ%c@ﬁtrcél%mﬁbﬂﬁ&s comprising

a hurrtqqeanh gtTF%zh:[mtlBg% gfttléedmyqng%?s #t acttl}zﬁ |n8reﬁ|8Ht IBFEHJP ﬁﬂgn with an aromatase
inhibitoa pleferablyia tsteroidal pecniatase inhibiei sredevenenary pleterapfy, the aromatase inhibitor is

exem%ﬁt&‘l ol | pﬁd?ﬁ*a@éﬁﬂéé?’&brﬂ@&sﬁbﬁ( ﬂa‘@@%%%st%f%t:h deR iRdredient alone, as a

exenestane thus far,
combipigriohat 'P%rgevea%w? S{Ra1 U Suah Slieahle Gzt o1 SR Gy gh sfective does

of anAdrbBmatask ARDitas invel brnasui@blader 2dreihisirattoe do Al Subjébheor the pharmaceutical
compgs‘rﬂoa c‘é@'n nér"es%g@i:ﬁ%% ré:%en?gﬁc{ @lpé/orv\ﬁ&eyhg etﬁf&al[%oécgeptable carriers,

abor at or ues hese
one ofeips 29 wé activhand/pripacir® Botefients el spne Roieation of these.

CaRhd@hbdAMmet, thd é?rhtibdeWﬂ&hmﬂﬁldree)p@fﬁh&iralIv@e geinpashoutypth an aqueous
solutl%yvglﬁetg h%gel\é?rg%té Vi %u?f:ln%r {z]-)g o1 exél%e $ agIn n%?e%h guréﬂy i Sﬁll\éapsule form.

Howeb@r &ienskille® aHiser wpuidnensersiondt @QE%@P@? ﬁheb§45¢<¥§ﬂ@r @ﬁ!‘}@eq herein, that the

mvenﬁchﬁé F\otqmtéd Rl theseVBi & dilae fbrﬂ1‘{|%ﬂ<§d5080§é§sro§18§6f AindGdtRSET] and the like.
reference tO S eC|f|C e arent

Rathef it BURUP GHEOIPTRERT Enb Aot oRETS o (ogPRemaEh anoody in
combinaticantith an arematdse inhibitos iduding, dutret Emitidi to,| adohinistering eaciyagent separately
in a Wﬁér@ﬂ%mﬁ%@@ﬁ fiah ﬁ Jffe?én Hl‘fe Btr Hcﬁmﬁlgﬂrétl'oﬁ AudadeRBerikyf the antibody and

i nventi on. lainms are intended. t ? de
arom@a&%@h*mf@amtaoﬂngﬂ?ﬁqmes' nI egu&?"eﬁﬂstSrFBH‘P%S"‘ﬁ’H@dm'“'S ered, inter alia, i.v.),
among Chedry adttend.  Viaus, aid fmnﬁNn@_d\deSmdn déscrimdshatiodsoforrodiaions for practicing the

methcng qﬂl{mme{\ﬁ)ofn @%"pﬁék%sm EtFagbﬁ]o rB/aaHnQﬂ'tLAh ra\ntﬂa%@?moéomblnatlon with any

adm ni sterin
arom@téses'ah”dfopém @ﬁt‘nvanttoﬁé? B?iémtt‘?%@ %ﬁeé’Pm‘é’H'?’iﬁeb‘&r?B{]‘ﬁf'Seéfany formulation

as cafbe aéHdHy &Efér%eafbyloh@dmedmf tha Rkticged adiied Aiith ghePeadhings provided herein for
tF ?1 fr]_%orrb{lnatl on with a therapeutically
use ingfpe MEPCRL BRI TN,

Yt an aromatase inhibitor. 2. The _ B
rre‘imcamtllmﬁle@ lesipieyad invihe ing¢ntiors sardbe inepraeraied it Rhasmeesutigal compositions

suitatfd fok %ﬁlst%ﬂ& o b@d PrTyﬁé'll)eQﬁeeﬂwafrr’ﬁéHéhﬁoaﬁcoﬁfp@Mﬁbn comprises the antibody

and AR RO ec?raﬁizeﬁ#\? it 8f o PET RS PREREDIE caier oluces
any ahdal doiverts, dispereire mesit anoetings} antivitieriatendandifungal egemisnisgionic and absorption
delay% rgrg&n'tsn atfthé hl@enﬁét%ﬂeewy%& idaMy &fnfp%f?élé VI?xaﬁfHéH Bt ph%fmé:eutlcally acceptable

carrlefﬁgqu{lﬁletoge ;gfrdncpf@ Pkyaters salifh @ qﬁggag%guﬁe%g%&sw%trosqﬂﬂl&eéql fethanol and the
like, Saldl dshedmaipetioht aiedrddl. 18frfaBg thses, inwmliuet preferable el ineludaisbionic agents, for

exam L%‘ %ntdoR, gho?smg é’ht ag q]pag\ ?olfg mo"flbgrutsocﬁumh gdé Gh ]tﬁe composition.
g Al p 3,

Pharmmwtayw@me}@wb!e;ﬁuww@s w@ asawﬁmq orcﬁmn@ﬁ@ﬁwg% afr?éX'Paéh&@é’fances such as
from about 25 ng per day to 200 ng per day. 7. The
met hod of claim6 , wherein said therapeutically
ef fective anmount of exenestane is about 25 ngy per day.
8 . The nethod of claim1, wherein said treatnment is
sel ect ed fromthe group conS| stl ng of a neoadj uvant

e " g g,
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(c) a human anti body having the heavy and |ight chain
am no acid sequences of an anti body selected fromthe
wanrosp4gansi sting of 4.1.1, 4.8.1, 4.10.2, 4. 1BCL/JIB2005/003307

4.14.3, 6.1.1, 11.2.1, 11.6.1, 11.7.1, 12.3.1.1, and

12.9.1.1; (d) a human anti bod having the am no acid

sequences of a heavy chain variable region and a |ight
chain variable region of an antibody selected fromthe

wetting) propulsifings faenisnpressdrvalivep of buffersg which gnhgcethe ghelflife or effectiveness of the

antlboéyéflﬂan d)ﬁpokioila, 11.2.1, 11.6.1, 11.7. 1 12.3.1.1,

pJ Pe ?@\E}Oql%épaééqe in ?p{%f_e}yc 2&2{, Q%chl F‘&Eu‘n&? WHBE%M Shiid and solid

dosagaiidrins, &ticH asaigtid olatican (. gaomgctm:mqignfuwée PRlRS) ciRPeISIog o Suspensions,
tablet ?ﬂé rﬂo r@ QodBinds §ﬁ(ﬂél$5&ﬁ&le9fﬂ'\@ réf&?édb@tﬂ%’de‘é@ﬁ&ﬁn&ﬁb intended mode of

group consistin 2

admm@trq:t@n fnd @eTg_elglc agplfatfn i'gplczal Rrefe_[rf% cimpo_ﬂlori/s a_[e |n the form of injectable or
infusible2salutidns] suchZasScotrippsitunel sitf@@1tp tzosel (Usdd fon passive roriynizatipn of humans with
other ?Eﬂbb%gsn Pﬁ&gﬂefégrﬁ@%%gfdk% a&rﬁﬁﬁf?ﬁ&m il BakntekPeY., Clﬁm@ﬁ&ﬁ subcutaneous,

| east one antl

Intrapﬁmﬂreaigmtrw%aro/ylnamereferr@qw@mé?f%\fr‘?maw iReaY & 8 D%tﬁ@gsby intravenous

lnfusuﬁf oraﬁjeoﬂéﬂ i1 @Adth & eJr&riksickrfdoaimeht) éhegardibgaly o Rdmisksieregl lnyf intramuscular or
) 8.1, 4.10.2, 4.13.1, 4.14. 3 6.1.1, 11.2. 1
su CUH?TG%‘STJeCt_L o 7°1., 12.3.1.1, 12.9.1.1, and 10Dl. 12. The
mehBrepEUEE Carnresitiens, tynigally @S bs atealeaﬁﬁ\fiﬁt?@wnﬁeg the Pﬂﬁ‘ﬁ'él?f‘s of manufacture

and sfRigk bﬂ%\’cohﬁ%él% ddnepdemiyatengs 4 isgidfions Mdrddmarion Odiggarsibn, liposome, or

other irder\xfﬁ éﬁrté:?ulr]e %Lgt?ig é%?lgﬁgrag/ c%'lgﬁ%rrag'%ne éSteg%Hrgggtﬂ% %oﬂjtlor@ &h@e prepared by
incorploiatiig the lhatibadyingthe raguirddeanzentnio aacapgroar@émecm@étsw&f onen@ a combination of

mgreJlﬁﬁv%(nu&gl%'téa M, Ry ﬁ‘eqlﬁl@g' f@ﬁbm@ﬁ b%@‘llt@reh%@ﬁhtaﬁé?ﬁ'%né@ﬂi/ dispersions are
hain vari ab E9| on

orepeieicbYsBIAGRATRED i% AR CoEPU T s FEto g7 4 gp iRt bask aispersion
mediudirdahereduires etyacingrediatfts fBEQhbSR dOmaratedchbovecinding ¢rse atstefile powders for

the pré?aqgﬁ%%ﬁs@rkbﬁﬁgablp SH%?%S tl(éjarefrengd ﬁ\gmsu% cﬁ‘ﬁf’egarﬁﬁ’c%ué?@ Qé‘cuum drying and

e amno acld uence o{ D
feezaNeying et e pIREWASH NGEANE DERUEFCR AT GRERTTE! HESTSY naredent rom 2
prevno@El?‘ stbh@fnlfél‘ﬁd%@luﬁtﬁi tRer8& qhe pperdiuidBEE) ol Olutin caB be (rdintatined, for example, by

the ug %ﬁ% llngg fsgcghg% F%%%gqgee& {H%n&ﬂ:@ d?h Ll!ﬁé Pe! fjreggﬁaﬂhcle size in the case of

dlsper@no aueby iy ustef siilertante Palonged abrpsier OUfue chrq@“erns can be brought
bout&§ Inclubifig AThd & niobiflorSHCHIER Geat S@%%%rﬁ}bntfhlﬁexalhiﬁlbemmostearate salts and
0 g@ld se%uencengg SEQ I D NG 13 and the am no acid
gelatitequence encoded by the nucleic acid sequence of SEQ

| Drii@niiieé tin bé edmimisiesd dyi avasiety s mesthods lrsadn e arh dncluding, without

hmltaﬁbHC{;JQI' GaréHtdrd, %@%anﬁﬁlnﬁglatég%dlcgl INGE AP anIéd aﬁ@ﬁec&m P& many therapeutic

sequence encode

appllogp_f@}s| ihe mfg@d re@t)a/rrtqq% ogﬁgrﬂlaxsté%lpa |§ é%gtﬁge@u%flﬁt anmgg{}?; intravenous or
infusie aNon-neéld iajpttian Imegibe employebd Aif deisipdtt  Asivail be appreciatibdl by the skilled artisan, the

route \?ﬁcg&%dg b a%ﬁnﬁrhé?r%g% véﬁ)\%ly deﬂaéndlngrb%oﬁTﬁE lags(i’re@fes@{sa' m1,

I ndi n

t heegrtain embedigignignthe B@@Wyg@qyé@tpé%pafqddﬂmta "'grtB%Fd"'" protect the compound
again6teasd @lebdtdseh as Gapntiedabibadedstnulation, Mgudindimpleyts ctreasdermal patches, and

ot A B AT AT BT A SRS, s e
vinyl NCt@e, polcinfivsiritiése rrotyalvioliey 26id| eflagen HelvArheasiprahPRd melyiagly acid. Many
me %Wﬁﬂe%rélﬁraﬁﬁ?o@ﬁbmférrﬁ%tl%ssﬁﬂ &ﬁ&ﬁor?g@herélﬁ)ﬂ(hdiwntﬁtlﬁE@skllled in the art.

See, ce“qt, |56%5%19th1€£\5%?5p g{)\ﬁ é?};(lfﬁse [S{gg ﬁg(/vgfy é}g egs J. g?b)Roelﬂson ed., Marcel Dekker,

inc., M@mnmkseﬁg the am no acid sequences set forth in SEQ
¢ ur%g%)%e %ﬁrg&?{r@ay‘ Rf te@i? ré\ﬂﬂe t%&tin@n"@sne@&esp@ﬁﬁ; For example, a single

chain variablée re
bolus B gdnﬁ@]st?rﬁ SBYPA d'ﬁ%qdod%weh@esadg‘é‘tste?%‘r Pyg" time Qedye dose may be
propdrtlniNG: dRuce SR indabEy 28 ramateBHy the dlgeBdey( of) thartherapeutic situation. It is
anti body having a heavy chain variabl e region
conprising the am no acid sequences set forth in SEQ
I'D NG 28, SEQ ID NO 29, and SEQ ID NO 30, and further
haV|ng a Ilght chain varlable reglon conpr|3|ng t he

o o o o . r . P~ T~ NN~ 1 P~
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| east one agent selected fromthe group consisting of
an al kyl ati ng agent, a fol ate antagonist, a pyrimdine
wanv@gasi4gt , an ant hracycline antibiotic, a placTmBams/003307

conmpound, a taxane, a vinca al kaloid, a canptothecin

anal og, a toll-like receptor34tinulating agent, a heat

shock protein-based tunor vaccine, an antigen

presenting cell-based therapy, a nmammalian target of
especiatypmingntagrousrib fdontlate paramterat doBRo$itims i dosage uaih forEiqR ease of administration

and uhn%m]g/ & Ubsagt. M&%ﬁe uﬂlmoprh Qlused h%&eisﬁb'phyéc%ﬂy di8dtete units suited as

angl ogenesi's I nh an
ity SANRRR S A D128 SUCISAt P BoUEt Ao LT PRy Predetermined quantiy o
active A ohpbut] arajculated o qkddues, tha desinel thempelitineffechrin association with the required

pharm%&%u a3 ?érhére’i'lzg Eﬁ’e%m@ﬁgrmor tr%nddsﬁ%" 0fit o b he ﬁﬁ/&{ti%n are dictated by and

har naceuti c

directly. (S’ﬁ?ﬁﬁ@?’ttl%n(af e t“H@Jet vemeiresics of trtf"r %@?dyc%mc@? particular therapeutic or
proph@&UIP Effesi t0 G adhiéVeal @iagp) ttheCimitayions firfhershi in ¢heaantond némiadunding such an active

. pE eutically effective
Compoa%t?ﬁﬁrg? 4{rarfr(?rr]]ta?r]'c %‘%g%{“t e Bl Ju%fgt or; and a
phidis tabenetee &k goseee e@iwbm@/ vaiy Mitle the tyme anpgeverity of the condition to be

allewa@?ﬂaérﬁ'@iﬁ@"ﬁwblﬁ% %ﬁgtPéTBrorﬁulﬁdleotﬂbs@é ﬁ'lsﬁtome]fﬁr,thev\bﬁefﬁtdbd&mt dor any particular
I N I Tor

oo RS b 1S s s e g el s an e
profesainges judgrait ef the parsanzdininjstesingloresxperasingithe adrr_]_lglstratlp@of the compositions, and
that d@%gé PRERWE! BA) nGOABRSkih My Ohly BhBbrEThdt fntentB& tRintk tSécdpe or practice of
tase |nh|b|tor i's exenes¥ane 19. A use of an
the clajRef GoMPBTLio8n anti - CTLA4 antibody in the preparation of
a ¢ omgEdsbiotiiment, fherantidoey it perainiserdd iwén biraesdus damgletioni as gesterile aqueous

solutlol?'ng:tohtgﬂ 9%@' dr n'?b‘?é efglragl?téﬁgﬁt10fn%lﬁ1h8rr yeprﬂgﬁ 'ré"fé‘r§bly, about 15 mg/ml, or

I ent an amunt

of
even gogaeREblyi ﬁPﬁ%lZPdf‘glmQGf antipedyy wih spdip ac?f?tigpohoeﬁ@?@ 3. and sodium
chlorl&aét(h o+ EHBIhg Semi 4HaUtE o, PreferabaiTemtintrwemns fdimulttivaris a sterile aqueous

solutlcw cgoge/unﬁﬂ qrqg?'r?gt/n&lbo?gxtlbo ] %Iﬂb ?m Qd?ibh‘p&g%teh a\é'n%;mF &)‘?ysorbate 80, and

hai'n v e region amn
140 mdd gesiunteiorigeé abpHl ﬁ@o(fyrﬂ]ﬂ agsoj_uhp@ggeqrgmg a5w5CTL%@tntlbody can comprise,

amon mc%&ﬂhwhém%%hamcm&e@ﬁne poly(ethylene) glycol, EDTA,

et Ai4R0Y TR0 e ORBTT WL PP R e epvantar
Cdnose embS0merRQ3REIIMe dobd s adpiisiersd by an inleavgrapus d@alig and the rest by
mfusncﬁ‘w]og é% agt%g§y fl:gmﬂgnoﬁlﬁfpgxﬁleﬁ Q0%4%m fl %raf&a@ﬂeﬁn 26t oflthe Qrﬂlbody may be

0> Patentln version d9
given a8 1 @'Wniﬁ?g@stl_grﬁ)prg%qrg\ﬁgd 2htiedy fosoﬁ @@%\é? laghalmstere By intravenous
injectigy CA pradieértningd dbdet of tHe@ntiotigmby be dnisisterad der gxarcla gyetacegod of an hour

anda%f%tt\?&ﬁ&fsttgﬁ vd gAYt ctgg gggaggegtg gtccagectg
gagactctcc 120 tg tgta%@g% ctggattcac

thg‘agqgggjc tc gh gﬁj@'ﬁ?t@‘@ @Elplécggfr@c & OBt e grepeyy in the pharmaceutical
compBgoRdiE 98 forth O a0 bBB Blogigd g e biae eggt. at gHitf gudagey maednebination with a

t
physiGpdiAPaciEReng SRR S TN S SRRRTEAT ke BRCR 000
gctedergaipionsy dtrapzarnacgeticgt Wﬁ'f'%td@w@%gﬂa@ dRrycechygpared by any
methatPholvh SORKresHet ddvie@ped na%garg&%ﬁmmag;aqs Gér@gl Csich preparatory methods

|nc|ud@ct8% ét CC&%H?@ &1%2%8 B@'g%l ﬁg%g%%g%‘&,c%gﬁa t %@%r or one or more other
accegoy Ghageptiatts, gndt thert, dhsecggant ercdesirakle capapios gy packaging) it product into a

desw&:t gt fidi-adQ @gcgct ctga ccagcggecgt gcacaccttc
cagctgtcc tacagtcctc aggactctac 600 :t

AT gL LR R A G ST BB A Gh e dDRBIRTLPigh bo Prepared
packe@;@@ aaegd agdoenutatiasg swiably fonachccaal \ghiggapaegtaral, topical, pulmonary,
intran aaqt B&Qg c ?plﬁl?aqrﬁ&:gg Qﬁotr%? QOlgé Cog a%an‘ﬁ;s‘fr afffhC C @E‘QP <E:Sntem plated formulations

g%caccacc ctt cctcttcccc
includsc praigaiee d@nw@t&@ac re,qsoregt rgamaf@t@as clggrradc @v@m&&sf ©qeiginge the active

ingre @6t Gt GHrh GnotoitalpsB b PRBMAatioRYaagaccc cgaggt ccag
ttcaactggt acgtggacgg cgtggaggtg 900
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cat aat gcca agacaaagcc acgggaggag cagttcaaca gcacgttccg
t gt ggt cagc 960 gtcctcaccg ttgtgcacca ggactggctg
weaompyasiagg agt acaagtg caaggtctcc 1020 aacaaaggCtT/IB2005/003307

tcccagcccc catcgagaaa accatctcca aaaccaaagg gcagccccga

1080 gaaccacagg tgtacaccct gé®cccatcc cgggaggaga

t gaccaagaa ccaggtcagc 1140 ctgacctgcc tggtcaaagg

cttctacccc agcgacatcg ccgtggagtg ggagagcaat 1200

gdqiannEsegicalpenwasiion 2 thedueaicncaaycka ReRaRdy #agkgarrt PTdin bulk, as a
single ©HP§dsE Cdrlas alp;Lﬁth)t brGhbleluAR doRe AAE GE&Rrah) bOQRACHAY'" is discrete amount of

the ph@%@ﬁ?@l&%%&)mp stjt gggrg%%mg t@:r:%g téré@ecg%ﬁgungg@% gc%%%@g edl?nt The amount
of thel 3@ CRRBIDNA. is SEQ@allytequalctog@ugtcaEgge gfathggggv&zm)e,dlegt which would be

i S A o0 08 0 et o

th"do@-i?hidssaﬂ@ 15 Val G ncys Gn Val G n Leuval d u
Sahe @ativElayhothty otk avie ifredier? 0th2 ph3thafuticaBy yacgeptpbleenarrier, and any

additiohjggin@r de ? LI'n Eergha%%el}(%él d%h%o&ﬁdrrgt}{e 'f’rl&@ntBhfwnPb Xﬁ@ep@ﬁhmg upon the

identitiyl jze} pRd g:ryhtpglpf 1] %lgjegtdr@eduanﬁrtp rt%pemngmg Ajpon the rgute %y which the
compérsr tBn Yo be é@l’ﬁmlﬁe{edAlng\néﬁ of éx;émp'éythé cdiyipdsitidh may 6&mpt@e B&ween 0.1% and
. val, Lys y Arg Phe Thr | i e ser Arg As
100 ) &y L%edRQ'h 55 90°95 Thr Leu Phe Leu G n Mot Ash
Seér adicktipn Ap ghea\la@tlvalr[grngpt Bhphapnaceytigal qayrpositien 9fthe antion may further
compr-i_s)érong’& ¥ 206ord Yhddhdcelicatty Bltwe Gg&nt?r PaRbeiafs foneyrplated additional
agentssPlgl Ssgiet cgarien. Fpolaeah 4. Hond s e
Prapniraied-AbrasuBraned yedease formugtide rof Bhphampegcedcal caprosititiy of the invention

may#ﬁd%ﬁén%é&v&é@ngl@ghﬂl Leu Ay Cys Leu Val Lys Asp

u Pro Va Thr val f1
Afnfog@qlat@'\yaf A ghamareytical @éﬁ\po@l 0 tg qve%tlo?mult%ieefobrog\l administration
may bélpvepln&e geBkagkt@Oor\éall in teel fobin of adnscrstersol@ dpsé enit ifigludige put not limited to, a

tablet 3 Hargﬁrr soéeurapﬁé ékhe?%tro‘é@é 01%502%9 ,%8en &Un%lrﬁﬁs &@&e’termmed amount

of thegﬂlyemgsedzazmg Qifgr fpimylagens sAgzppleTfﬁf orggpgn\%ﬂtra@ﬂnq_ th]Fre not limited to, a

powddf@d ohraHulér Brikistiokysn 8yiRodbr aif0sudgension, an aqueous or oily solution, or an
muI240P 2619A. ST25.txt Val Glu Cys Pro Pro Cys Pro Al a

¥ Pro Val Ala Ay Pro Ser Val 245 250 255 Phe Leu

Phie WRed hprein, By Soil: lguidyss oagwhiqfhpom@ige%parpwbccg@inirm l@uid molecule and

whlchmﬁlblgseéqe?sﬁp%laZZQarE&QtIﬁn'vdléteVal Thr cys Val VaI Val Asp
B

Ag%tasg{)comﬂrls%ftheéﬁ\%@%;eq%r]t néyi2 é?@é?n%ﬁzgs R}P cﬂ’wil_d: gg‘élng or molding
the a2@8 irRelieBE) Coplitmally yih Pne o;Amgre@chm@l|lmgre{g|qmtsph§omgrﬁssg§r{ablets may be
prepa-tré'&lr byP &%ﬁ&ln&ah Malitatne Idevice, the active ingredient in a free-flowing form such as a
powder or granular preparation, optionally mixed with one or more of a binder, a lubricant, an excipient, a
surface active agent, and a dispersing agent. Molded tablets may be made by molding, in a suitable
device, a mixture of the active ingredient, a pharmaceutically acceptable carrier, and at least sufficient
liquid to moisten the mixture.

Pharmaceutically acceptable excipients used in the manufacture of tablets include, but are not
limited to, inert diluents, granulating and disintegrating agents, binding agents, and lubricating agents.
Known dispersing agents include, but are not limited to, potato starch and sodium starch glycolate.
Known surface active agents include, but are not limited to, sodium lauryl sulphate. Known diluents
include, but are not limited to, calcium carbonate, sodium carbonate, lactose, microcrystalline cellulose,
calcium phosphate, calcium hydrogen phosphate, and sodium phosphate. Known granulating and
disintegrating agents include, but are not limited to, corn starch and alginic acid. Known binding agents
include, but are not limited to, gelatin, acacia, pre—gelatinized. maize starch, polyvinylpyrrolidone, and
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305 310 315 320 Val Leu Thr Val Val H's Gn Asp Trp
Leu Asn Ay Lys Glu Tyr Lys 325 330 335 Cys Lys Val
weoeenicAdsr4bys Gy Leu Pro Ala Pro lie G lu Lys Par/iBioes/003307
340 345 350 Ser Lys Thr Lys Ay Gn Pro Arg Glu Pro
Gn Val Tyr Thr Leu Pro 3553860 365 Pro Ser Arg Glu G
lu Met Thr Lys Asn G n Val Ser Leu Thr Cys Leu 370 375
380 Val Lys Gy Phe Tyr Pro ser Asp lie Ala Val GQu
hydroxypropyl GhethBealluléssn  BBBVrE3 BIOri@Yag ag@ts@lnylu@ rPubges @t limilge to, magnesium

stearat@%@ar-i@’afmdl-é’lﬁca-rgﬁd tIl@r Er 0 Er 0 _'}_/E‘t Leu Asp ser 405 410
e
A@Bletﬁygaysg noy- goa ggey ng bq—l%ﬁat@e Hsrr@y ﬁno&r&m%ﬁ{)}ds\\glachleve delayed
disintegritien fethe @eﬁroﬁmstlﬁdml"act\b"ta ddbgciTherehy arotiding 4@Haidetrel4ad® and absorptior
of the gﬁe Redggg Pé/S %g%f &a% lyS: ﬁ%n&%ﬂchsgé \i)@é'rylsﬁbné%[e@rate or glyceryl

dlstearqi@ﬁ\gy GRCI cQal trhlstsy F@ﬂg;rxpgyvgyl g exegnplﬁ tg}PI%ts &3y bﬁ\rc&a%%del.png methods
describb@lh ABOPABHLs PRMbEY 9,296 0A 4168a1652;1and 41285834 @ JorRhsmdtvally-controlied

releaseg%b?ejgegaﬁ% il?{fé%th %Dél%t?lg? X'sw%tg-rrlr%@é@htgg‘hg\/o%ﬂ %n@ a cBIgrlng agent, @

preservgtie, Al spmgagombinatiary ef tirgse |A§bdegto 9r0)ng\;pl7g§|ﬁageugcaj}@ e@g@t and palatable
prepardii¥® Tyr Tyr Ala Asp ser Val Lys Ay Arg phe Thr i

z%r]d UI%EO%F"‘EBIT a’&}l\'ges ﬁgr‘eg 5 |T1¥a&/ b@%rgxdgglrs?b %Ltg\ggisdsb%h&l degradable
composhion, gdch agapeldty Fyah IGyd cApsuleAr @prErise @eyaqtqye gwgpqﬁﬂ@ngayd may further

compn?er éﬁd?&%l %g?éd%qts%c%dﬁgffoﬂéianﬁﬂ@ afFinert@Goliddifdedit sUBR ab-@alcium carbonates,
hr val Ser a Ser Thr 100 105 110 Lys Ay

Ce"c'“"'F‘ihSSIC’i’"S@e ¥d¥FPhe Pro Leu Ala Pro Cys ser Arg Ser Thr
St deldhin 12Ps S cdBhprisin@eaine Bbtive Ahgieddnh mMayubeGmade\using euphysiologically

degrad%ﬁ% clgéfeﬁ% ﬁérp sh asE&%t@ @u% sdft éaﬁgllég?b%méﬁs% HE Qct%llngE?dfent which may
be mlxmthmr%@ albedR stshds PPy paradiy. o3 o 'ﬁe 25 <210>

4L|q€|211ﬁbﬁmil£iloﬁs? 2z piiRhacefidir chlapmitisapi the invertib@Grhich 4B yuitable for oral
admlnlstra{3 fon merly b hSreggred Sbg{:ka éd,sangsgld Mﬁﬁer'ﬁq quﬁid]for$n 310|n the form of a dry product
intended for reconstitution with water or another suitable vehicle prior to use.

Liquid suspensions may be prepared using conventional methods to achieve suspension of the
active ingredient in an aqueous or oily vehicle. Aqueous vehicles include, for example, water and isotonic
saline. OQily vehicles include, for example, almond oil, oily esters, ethyl alcohol, vegetable oils such as
arachis, olive, sesame, or coconut oil, fractionated vegetable oils, and mineral oils such as liquid paraffir.
Liquid suspensions may further comprise one or more additional ingredients including, but not limited to,
suspending agents, dispersing or wetting agents, emulsifying agents, demulcents, preservatives, buffers,
salts, flavorings, coloring agents, and sweetening agents. Oily suspensions may further comprise a
thickening agent. Known suspending agents include, but are not limited to, sorbitol syrup, hydrogenate d
edible fats, sodium alginate, polyvinylpyrrolidone, gum tragacanth, gum acacia, and cellulose derivative:s
such as sodium carboxymethylcellulose, methylcellulose, hydroxypropyl methylcellulose.  Know n
dispersing or wetting agents include, but are not limited to, naturally-occurring phosphatides such as
lecithin, condensation products of an alkylene oxide with a fatty acid, with a long chain aliphatic alcohol,
with a partial ester derived from a fatty acid and a hexitol, or with a partial ester derived from a fatty acid
and a hexitol anhydride (e.g., polyoxyethylene stearate, heptadecaethyleneoxycetanol, polyoxyethylen e
sorbitol monooleate, and polyoxyethylene sorbitan monooleate, respectively). Known emulsifying agents
include, but are not limited to, lecithin and acacia. Known preservatives include, but are not limited to,
methyl, ethyl, or n-propyl-para-hydroxybenzoates, ascorbic acid, and sorbic acid. Known sweetenin g
agents include, for example, glycerol, propylene glycol, sorbitol, sucrose, and saccharin. Known
thickening agents for oily suspensions include, for example, beeswax, hard paraffin, and cetyl alcohol.
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<210> 5 <211> 15 <212> PRT <213> Honp sapi ens <400> 5

val lie Trp Tyr Asp Gy Arg Asn Lys Tyr Tyr Ala Asp
weenooas74d 5 10 1 5 <210> 6 <211> 9 <212> PRT 2213B2005/003307

Hono sapiens <400> 6 Gy Gy Hs Phe Ay Pro Phe Asp

Tyr <210> 7 <211> 708PC32619A7- ST25 .txt <212> DNA

<213> Honop sapi ens <400> 7 atggaaaccc cagcgcagct

tctcttcctc ctgctactct ggctcccaga taccaccgga 60

gamaitt spiujions ghdscagive ingredignciacaauequst et PilVgEolvanisc By RgaPrepared in

substaﬁ@@l?gﬁffkﬁﬁlelﬁ%nﬁﬁ et Qiahuacﬁnsggﬁraﬁﬁgh@@n@a@t ditférage being that the active
C

o ORIl Lo 0L ST AUROTEE TSGR o o o
comp@3dion ga dreg gvérdian gtay goawrisg) egcthcofg@g&erap@mtﬁ dasefiked WIth regard to liquid
suspeﬁs‘? CRbGAPuRRIABE 93883 r&"g‘?lggﬁgmtnbt tnEQé’é@Qtl;@éléldlssolutlon of the active

t act gt cag cagt at ggta cctcacc

norecog oo A A YA S o S B R P LA Bl g O sovents
includ€ dbrodxbmple galdhaiy alic aitycdstrad, @trataahbl gretablecilg gerhices arachis, olive, sesame,

or cocgrﬁ;uq %‘thrg&t at%@(/%{%&)lg%ﬁls A8 ARG bits 080 1RLiE peRHRY

g gataacg ccctccaatc { aac
5 w@q@@ggggfa@ulgrc %@g@@ﬁ o@@ﬁla@@ﬁ%mﬂﬁ%gggf the mventlon may be
prepa®€ AFIR§ kAdveh BaEERC CEIDE: fHRQIatehg Gy g Gamirdeerad) eiedctly to a subject, used, for

examﬁagqg ag‘c gglepsa%gftll nge otr go;g%??% aﬁaa%ﬁg&fsccﬁ%llgggs ension or solution by

cyccc ac 2a aacagg ag
additionOg aazaggeow o&zlm\aeh@teah&rztpz apiRyf thgspder n%@ﬁf/ H%er comprise one or

more &%@rs&ng W'&ve@wg ébe-ﬁh% sBé&n&ilnél a@nt And 8 Prdsetvaiiae NdeltﬂoriaEdakmplents such

e & LyrkSgtes ARG e Syt ghpors
L duplsenadeuticaGtompGhitian #frthe mvantthmmwowpr%e%rpgcwg or sold in the

form o?’%ﬁ m%até\’eéﬁlfls&ﬁorda%é*erﬁnjon lem@iIsoRT Tﬁ@BllyﬁﬁléséD Ray bed v@éeﬂable oil such as

olive Nﬁaqlﬂ@LP"L%lﬁn"i‘er?' ods qc%asdl%yldpgaéa(aérbror géng{P@“oﬂlog%ﬁﬁ? é‘%p compositions
may flrtier @oRprsebong of Bhore BmMBBIfyigpaganty sabie aSeatu@ly oSaurrin@gyms such as gum

acamazrgrr gﬁ Xraggan@fs Hatﬁ%ﬁy J&%Ih& %HJJB A?tldeé s@chsasf’sc%geﬁ'x or l@&fhln phosphatide,
estersgr mrtwwstemeerwe@ frqrm(youbvafmﬁ o5 Efly pigs aﬂdﬁ{ 8"‘@%“31 as sorbitan

monobikatd, Ghy J&hﬁeﬁsﬁdﬁonwﬁod&tsuoi sucte paptial kEdfersl 20thl 28hyldng oxide such as
ponO);gr)(g{gxyl\e/j{flceI %o%ffg nTg Pr OP@ﬁ%%@kSIE%?E% élsoecoﬁ)tgﬁ aP EﬂorBT |ﬂgr§&5nts including,
for example, sweetening or flavormg agents.

A pharmaceutical composition of the invention may be prepared, packaged, or sold in a
formulation suitable for rectal administration. Such a composition may be in the form of, for example, a
suppository, a retention enema preparation, and a solution for rectal or colonic irrigation.

Suppository formulations may be made by combining the active ingredient with a non-irritating
pharmaceutically acceptable excipient which is solid at ordinary room temperature (i.e., about 20°C) and
which is liquid at the rectal temperature of the subject (i.e., about 37°C in a healthy human). Suitable
pharmaceutically acceptable excipients include, but are not limited to, cocoa buttef, polyethylene glycols,
and various glycerides. Suppository formulations may further comprise various additional ingredients
including, but not limited to, antioxidants and preservatives. '

Retention enema preparations or solutions for rectal or colonic irrigation may be made by
combining the active ingredient with a pharmaceutically acceptable liquid carrier. As is well known in the
art, enema preparations may be administered using, and may be packaged within, a delivery device
adapted to the rectal anatomy of the subject. Enema preparations may further comprise various
additional ingredients including, but not limited to, antioxidants and preservatives.

A pharmaceutical composition of the invention may be prepared, packaged, or sold in a
formulation suitable for vaginal administration. Such a composition may be in the form of, for example, a
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G n Leu Lys Ser Gy Thr Ala ser val Val Cys Leu Leu
Asn Asn Phe 145 150 155 160 Ty r Pro Arg G u Ala Lys
woaboe@usm9 Trp Lys Val Asp Asn Ala Leu G n 165 BCO/IB2085/003307

Ser Ay Asn Ser G n G u Ser val Thr d u Gn Asp Ser

Lys Asp ser 180 185 190 Thr -B$r Ser Leu Ser Ser Thr

Leu Thr Leu Ser Lys Ala Asp Tyr G u 195 200 205 Lys Hi

s Lys vVal Tyr Al a C¢ys @ u val Thr Hs G n @y Leu

suppoSetry, sar ir2drégrated &2 6oaRedo vagihallFinserlaple Beteri@hsichAsas Artgmpon, a douche

prepa%%&g’ ?;%o%’@anzgﬁa gomog%‘f’vaiéﬂapﬁlggtloﬁzj-l> 141 <212> PRT

no sapl _ens <4 Ser Pro Ay Thr Le .
s dfethadg fcgérpprggr@tlr@ 3 cepting & r@atgulaéwﬁh? chemjca] ¢ @r%&%ltlirsarggﬁnown in the art,
and ifYBleAb@ e doSEited tomeRdds| ofi deposTimy o enindBer a Rhamitas .compasition onto a
surfacgéﬁﬂemds Zp lncq:9orgt@9 Rpe% Ealpéro g?sﬂf@ %té t% S{P%r r& /&r Eomﬁérgal during the
synthegfisyof thie atpb (ims Uy §S PHE SPhysiiggiogt d@@da@@r megetalis@nd methods of
absorSiRy & J&eré%sﬁr Bie sdibitionL 61 sUdpendidnein®e n Aibgorbent rdteridbr @ith or without
ltJ Phe Ala 65 70 7 5 80 Val Tyr Tyr Cys G n G

subseqUeRl ATYBBy Thr Ser Pro Trp Thr Phe Ay Gn 85 90 9 5
GIDoudter preparatignd oGsolutidns j forevagipg! injogtionhmnay 4 mjdg b c@mbingng the active

mgreo%ﬁ'i widl a FEJHQmm%Q&JHé’QI? é’c@@ptébl@ ifhe cErrnQr Pra@ |§QK/eIl/-\k‘a’f@)wﬁ;I iH ek art, douche

n Leu Ly Iy er Val ilﬁ% c21, Cys
srepalaue L) B AOTHUREPRAS TGy By DR PR A Ty B R ek acapica to e
vagindl 40ats@{ 0Fthd Gubie2l 1DoLbRe p@paratidRRTRCEL1HE0empEIR Frioysxadditional ingredients

mcludgér&gnml e&@%nt.@ﬂ&an}l‘@%&& éﬁtﬁm@gl%gﬁzg <21?re§?r{'/atll\/ése

PHE L@Qq_ggreqnb ReyeRigs afainistigiign of ¢ p@rgla%uacaé&mggplowéudes any route of
adminftratiohhéhatacterised LBy prhRicaRArkaching of 21 Bssudl a<@ib@et dddnagiministration of the
pharmsa%Qﬁt%Q%omposition through the breach in the tissue. Parenteral administration thus includes, but
is not limited to, administration of a pharmaceutical composition by injection of the composition, by
application of the composition through a surgical incision, by application of the composition through a
tissue-penetrating non-surgical wound, and the like. In particular, parenteral administration is
contemplated to include, but is not limited to, subcutaneous, intraperitoneal, intramuscular, intrasternal
injection, and kidney dialytic infusion techniques.

Formulations of a pharmaceutical composition suitable for parenteral administration comprise the

active ingredient combined with a pharmaceutically acceptable carrier, such as sterile water or sterile
isotonic saline. Such formulations may be prepared, packaged, or sold in a form suitable for bolus
administration or for continuous administration. Injectable formulations may be prepared, packaged, or
sold in unit dosage form, such as in ampules or in multi-dose containers containing a preservative.
Formulations for parenteral administration include, but are not limited to, suspensions, solutions,
temulsions in oily or aqueous vehicles, pastes, and implantable sustained-release or biodegradable
formulations as discussed below. Such formulations may further comprise one or more additional
ingredients including, but not limited to, suspending, stabilizing, or dispersing agents. In one embodiment
of a formulation for parenteral administration, the active ingredient is provided in dry (i.e. powder or
granular) form for reconstitution with a suitable vehicle (e.g. sterile pyrogen-free water) prior to parenteral
administration of the reconstituted composition.

A composition of the present invention can be administered by a variety of methods known in the
art. The route and/or mode of administration vary depending upon the desired resuits. The active
compounds can be prepared with carriers that protect the compound against rapid release, such as a
controlled release formulation, including implants, transdermal patches, and microencapsulated delivery
systems. Biodegradable, biocompatible polymers can be used, such as ethylene vinyl acetate,
polyanhydrides, polyglycolic acid, collagen, polyorthoesters, and polylactic acid. Many methods for the
preparation of such formulations are described by e.g., Sustained and Controlled Release Drug Delivery
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<400> 12 Cys Gn Gn Tyr Ay Thr Ser Pro Trp Thr 1 5

10 <210> 13 <211> 1335 <212> DNA <213> Hono sapi ens
we20Bw44739 caggt gcagc tggt ggagtc tgggggaggc gt ggCTaBapes/003307

ct gggaggtc cctgagactc 60 tcctgtgcag cgtctggatt

caccttcagt agtcatggca tccact@gfgt ccgccaggct 120

ccaggcaagg ggctggagtg ggtggcagtt atatggtatg at ggaagaaa
t aaagactat 180 gcagactccg tgaagggccg attcaccatc

Systeins chdrafrabiascat e¢ cagel-Dakergor.ghew YuQ (1978 Rhzimgeeutical compositions are
prefergﬁg&%ﬁﬁfgﬁlge@&}%%géwab%n@ﬂcﬂgCt gtgt attactgtgc gagagtggcc

e oA SRELAR 5 SLUSER D822 L o o ot o s
injectabi agiapgs @r (m;ctsgsxteos:an og aglotionc fToiscgmpergoacer spRion may be formulated
accor&ﬁ gﬁﬁ& Qe 95 Ha9torfFRIIRSIRPN kb %%g\ﬁﬁﬁgr% GR@MBAal ingredients

0

gaac tcaggcgctc tgaccagc%g cgt gcacacc

such g§ é’@cgﬁmﬂwgt aeniic 4GHIRY @Rty PaSYIPERARO ARV deseripd herein.  Such sterile
mpctélﬂ‘@l@ﬁﬂllaﬂi@ﬁs PACIEOBrgsHed tNpapmadnic jaeaterallyceeepthiadilagaocsolvent, such
as wager or 1 @ﬂcr%toaoq T%F 8)%‘3%%‘% 6§th%f”‘g&:§&88g %II@Q\%gér@%%nts include, but are not

4 gcgcaaat gt cccacc
hmlted:t@cagg@r@@aluwt getgeje a@fillg@@hi@'tde a@wtloet %r@gtxeq pils SWS synthetic mono- or di-
egcer%‘éQ C ARG reﬁ@ﬂ}agﬂﬁﬁi@@atﬁ&foﬁﬁm@aﬁsﬂwh@ﬁ GEDaRAL inclL@a gabe abich comprise

the a%g(gt ?Q{g@‘&’? 153{91 %&%gglglget g) gfn;%gg Cfeéc ? o? as a component of a

biodegredaiira palgracrgeys oy g g agmpesijionsy for @astaloatg éd@ajptord@glﬁgtﬁw gay comprise
pharrr%QQutﬁQ getc@éﬁé%% é‘cﬁﬁﬁérﬁtog9%&8&\@99ﬁfétéﬂ@ls%h&ﬁé&é?gérﬁulsmn an ion exchange

acaa caa c 96 caaa cctcccagc
resin, @é@ﬁg{p&'ﬁb‘b'gﬁgéﬁeggﬁ SF@E%&% g@% ggggagccc 1820

C vgadistibas sdig bk diraopiaal edbigisteatiotacitids bgtryage limdged tpaltiniédaor semi-liquid
prepaga@i@r‘;’scﬁxgg LEimMG R tor0m! Bfineter of \Mteﬁg-%ﬁ LRachhs Qx‘éﬁ EQ S&A& ointments or

tctac cccagcgaca tcgccgtgga
PaSte&a"t”Q @QE‘Q@E G §eRgReta Wﬁ@"é(@ﬂ@@@t@@%g f"g@g‘ﬁ‘st‘?fé' t Ej’@ gxaneple, comprise
from @@@S 0B ab asoul 209 (Wing tabetitdreding Gltiddag b thecancgitrgitpmoof the active ingredient

may ?e ? @ﬁga%tthegg&@gﬁ 991 ogﬁﬁ%c&ﬁ \fet |B§rea1gr¢\C)|nttl‘l"eagcg\fehpcgormulattlons for topical

atga caC aacC gaagag cctct
admm%@tbort ramcfe@@gsqn RIgE gBE Q'HBCHG afzttt@addmnai meﬁle@rwe&q@?@hefem

PFN_ pﬁgrmem&ﬂi@bl%}ﬁ oFf 40 veénfiofa nieyVae frepardde padkdbedd or sold in a
formu%épn i%t(aabl%j% pﬁlgﬁn%ré ragwés?rﬂog vi ﬂlq%e l%ucFeg?| égwﬁr %uc foilr&ﬁ;tloﬁ may comprise
dry paytislesSerichHiomgrist(the Betiye in@radieint gndevhigh r@vq'a @avmer ;qrtge @nge, from about 0.5
to ab@ﬂta7 ﬁ’ér%mqa’s la)‘é pgfé/rallﬂ?lf'rorg ab‘dutT‘f 123 é@ut aﬁaﬂ&né{erg) Auah \é&hposmons are

conve\pgpths@l gug fBr@w of Esysp%;dﬁrsﬁob a%;ﬂlglgt-ﬁ.“on qsg“% S%Pe\%e CO,&SDFS'S',R‘% R dry powder
resendfitto liish Astrealhef prapellany map be Jikkcied t@dspeese t: powdiber uding a self-propelling

solvergﬁyrgwhfrudlﬁﬁr@lgar@l ?o %Inélj grﬁélp a;"},{ %ﬁ%c@ %ﬂlpnl}{é t@écﬂ@sm iet¥ dissolved or

suspeed @ja 'ﬁw@'&WQTFH?Pej] Iqageaieﬁgontémewdﬁrefqaﬁbly\gjph é%vydes%:ompnse particles
wherdhh at 1&8% 9F%h bf thy parfitiys B Weigie havéad didtheteRyreatdritbanlP®ndridheters and at least

95% é{ﬁl}le {éét%legbsjl) n&%ger%%e é“ﬁlgméSF les-mlﬁansﬁﬁangngtege rMoTJ‘ﬁrefléLa%ly, at least 95% of

the particles by weight have a diameter greater than 1 nanometer and at least 90% of the particles by

number have a diameter less than 6 nanometers. Dry powder compositions preferably include a solid fine
powder diluent such as sugar and are conveniently provided in a unit dose form.

Low boiling propellants generally include liquid propellants having a boiling point of below 65°F at
atmospheric pressure. Generally the propellant may constitute 50 to 99.9% (w/w) of the composition, and
the active ingredient may constitute 0.1 to 20% (w/w) of the composition. The propellant may further
comprise additional ingredients such as a liquid non-ionic or solid anionic surfactant or a solid diluent
(preferably having a particle size of the same order as particles comprising the active ingredient).

Pharmaceutical compositions of the invention formulated for pulmonary delivery may also provide
the active ingredient in the form of droplets of a solution or suspension. Such formulations may be
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130 135 140 Cys Leu Val Lys Asp Tyr Phe Pro Qu Pro
Val Thr Val ser Trp Asn 145 150 155 160 Ser Ay Al a
woewehns74er Ay Val H s Thr Phe Pro Ala Val kewigions/003307
165 170 175 ser ser Ay Leu Tyr Ser Leu Ser Ser Val
Val Thr Val Pro Ser Ser 180 #85 190 Asn Phe Ay Thr G
n Thr Tyr Thr Cys Asn Val Asp H s Lys Pro ser 195 200
205PC32619A. ST25.txt Asn Thr Lys Val Asp Lys Thr VaT G
prepated Apapkiges, @ysoldps ayladouGoudi@igsal@holic2spBitio0or RugpePisionyoptionally sterile,

complpsrlrg; '(‘Neaacl?veo lrgﬁé?ile\@l arfd ﬁ\afcbfnv%ﬁ@nt@eﬁe \é@hmPt@‘?‘ed—@Mn t?aﬁy nebulization or

stomifalign o> ASEO TR R Gy Gfer ABPIS I8 SEm e Ainal Ggrediens ncuding.
but ndfdimitalado, A8fvoNiad aget sidihsas Gadchiarisgpdizm) aGolatile Wi la l@lfierlrligﬂ@ent a surface

actlveia%%mi?pa E%Qer%?ﬂe%& J ﬁwegggydg%go %%até/ all'hegirjob'l%\!?roﬂeﬁ by this route of

admnpqﬁr@thaqsqﬁefg@lply rave %er @d%ptewtheggqge\y@m gbayf Orhto apgyg 200 nanometers.
29 meF0huMadnsvadschibed Karéin AS Deihf uséf@UfoAPOIMGhaty lagivety bre also useful for
mtranﬁ%%d%&%y m%’aap Sati\(/aﬁgcaéompﬁs@on.faﬁéxeﬁ’r%/gn %%r f‘s 2 _I%E’ :?2%
330oBRE farypyat@nysutiable pprommtl@sad;aqmpps@a@mnswpoarﬁ pyyger comprising the
actnvehﬁé%eéo R afdl ﬁévﬁ%raﬂﬁr Qa@é@ frerR @bSdt . 2Gbbob/RicrdrhételsY Such a formulation
is adrglélgtemqgn ¥g :mq%ﬁér @é\#uc Buf%iaklg\rl?geviy ﬁ{cﬁnw%loeﬁu @the nasal passage
from sAsamta@ey ofGanpdirder Bal@ cldsE30 B8®a@s.u Asn Asn Tyr Lys Thr
Tmorrﬁ)ﬂg’uoﬁi&l%k toEthsASRmPREratdn F?na%]r r%mp@@orﬁ&%e:?f%% about as little as

0.1% M/g) qqdpasgqqh @ ﬁOQ{%S\N/i/i[ef tm%tléﬂggrg@ﬁnt@d WgurgéF C%ISG one or more of
the ada@iondl@grdiiehtsidescribetihdibia. Leu His Asn His 420 425 430

T%’% p-gg%gﬂgé‘ry%{lip%rél&ég i ?%rzinlrﬁﬁ%r? enza]\_/PBQ p%%reldyaaéﬁged or sold in a
formulatiom suitpblg fquy yicepl\adpginistrgtion. Lygh A?r@ui_aégnsg@ﬁy @fsexﬁ\F‘Q'eAP%t in the form of
tabletSQF lerngePh%dJ fmelnﬁ’menv’bntﬁanmnétﬁda@am&éy & TexBmpleX0.19€20% (w/w) active

lngre(%r&} tEIeet&aSl’agﬁe ggm =i r@an or;py |lsso‘rf‘lablilogd%a?dal’ﬁ{e%o%ﬂsn?n%n%o%tlonally, one or
more Gfytharaglditienal lingsedigs Pgscringd herging  Afiemstelis @rrgglpthr@ syitglje for buccal

admlr@.tbétlcﬁ'l' rga)P _Ip FBE a|doﬁld§%’r aﬁra&oﬁlﬁedb&rhté\rﬁiﬁe&ébﬁjtléﬁ Br &fep&rision comprising
the aﬁ%‘ﬁ +|qrﬁ;e lﬂli'l ya‘\ygh pow?ered aerosAF zed or aos:rosoIAlc’ec();J formulagons when dispersed,
preferably have an average particle or droplet size in the range from about 0.1 to about 200 nanometers,
and may further comprise one or more of the additional ingredients described herein.

A pharmaceutical composition of the invention may be prepared, packaged, or sold in a
formulation suitable for ophthalmic administration. Such formulations may, for example, be in the form of
eye drops including, for example, a 0.1-1.0% (w/w) solution or suspension of the active ingredient in an
aqueous or oily liquid carrier. Such drops may further comprise buffering agents, salts, or one or more
other of the additional ingredients described herein. Other ophthalmalmically-administrable formulations
which are useful include those which comprise the active ingredient in microcrystalline form or in a
liposomal preparation.

As used herein, "additional ingredients" include, but are not limited to, one or more of the
following:  excipients; surface active agents; dispersing agents; inert diluents; granulating and
disintegrating agents; binding agents; lubricating agents; sweetening agents; flavoring agents; coloring
agents; preservatives; physiologically degradable compositions such as gelatin; aqueous vehicles and
solvents; oily vehicles and solvents; suspending agents; dispersing or wetting agents; emulsifying agents,
demulcents; buffers; salts; thickening agents; fillers; emulsifying agents; antioxidants; antibiotics;
antifungal agents; stabilizing agents; and pharmaceutically acceptable polymeric or hydrophobic
materials. Other "additional ingredients" which may be included in the pharmaceutical compositions of the
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65 70 7 5 80 Tyr Tyr cys Ala Arg val Ala Pro Leu Ay
Pro Leu Asp Tyr Trp Ay 8 590 95 G n Ay Thr Leu Val
wohooowas74®er ser Ala Ser Thr Lys Ay Pro Ser 100TAB%05/003307

110 Val Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser d
u Ser Thr Ala 115 120 125 Al -‘d-Leu Ay cys Leu Val Lys
Asp Tyr Phe Pro @ u pro Val Thr val 130 135 140 Ser

Trp Asn ser Ay Ala Leu Thr ser 145 150 <210> 16 <211>

invenfiéh &2 IPowiPRT the2d18 antHolresriset ifernaxarpig O Re@rGton sPRkarmageutical Sciences,

Genar@%%%@éck%‘ohél"‘ir@ d. ¥easioR, A Gods), 5Nh1f91 %319 orétez,d ﬁgrél%zbyle"}erence

3> Hono sapi ens <400>
As'bheGaryl-%L@{/@q{naLt?%e mg}gltorchtlm H]g;%d&ngépm%?tlom g %8 ﬁ\sentlon can be
adminigtd@e talén s@Athak pfef2dyp 2 hiiRAn. <Ahds thelqmeriss alosagesadaiQifiered &f each active

o B e B e A e B
and typeot) disepge gtﬁb@aweer@tt@@teégta%mf'@ qn&f@éa@da%@uaﬁ?emtntsgﬁtm
Ct CRAGEYTIRARBERBAEE ARE b6 drhihEleraltd an agiigicaagigaently as several times daily,

orit raago t C?r?sgerg(g Feaéa ?r?acu%ﬁtl %{cg %2 ?ﬁce‘% &a&a?f%gg%te ,lc%ge ever)( té”é) weeks, once

cta ccagca ¢
a moptiat gr@gg’g@gs ﬁmeg@gpu@aﬁ}t@cgg\@m gﬁyg[abmp@@sggr(g@a@nce a year or less. The

frequEﬁdil%ﬂhg:dtﬁge ﬁmeeCrégigl?g '%%:ng (2721 QEIIlQ%IsG??&ﬁWHItdeQend upon any number of
a ccalttc
TN R e AT e e

the aoitngt ettt cat cttcccgcca 360 t ct gat gagc agttgaaatc
t 99RALEIRSs e iffistor %Q@raﬂ? LR AR, %Q}a&; ddrdirfdtertd® an animal as frequently
€

cCccagaga ccaaagt t t
R e e e

everytyo a@%a@&e @oedrtia gcagn s tedugaityy sich Gs obqgpayegaageral months or even once
aye %g?eg o5 {&g@ﬁcg/aoq%ado% glhlab(‘qugél% ggﬁ@&@ﬁo‘:{ﬂg sQnﬁ@J &w%d will depend

upon@u nwgbpn sf fagjorg psue ta%%;? na@;llrg;%p@-thqtzg_ %%Y%lgyséﬁheeqﬁ%eage being treated,
the typd@RPagddf the animal, etc.

The antibody and aromatase can be co-administered in that they can be administered separately,
on different dates or at different times of the day, as well as si}nultaneously or on the same date. Co-
administration thus encompasses any temporal combination of administration of the antibody and the
aromatase inhibitor such that administration of the two agents mediates a therapeutic benefit to the
patient that is detectably greater than administration of either agent in the absence of the other.

An antibody-aromatase inhibitor combination of the invention may be co-administered with
numerous other compounds (other antihormonal therapy agents, cytokines, chemotherapeutic and/or
antiviral drugs, among many others). Alternatively, the compound(s) may be administered an hour, a day,
a week, a month, or even more, in advance of the antibody-aromatase inhibitor combination, or any
permutation thereof. Further, the compound(s) may be administered an hour, a day, a week , or even
more, after administration of radiation, stem cell transplant, or administration of any therapeutic agent
(e.g., cytokine, chemotherapeutic compound, and the like), or any permutation thereof. The frequency
and administration regimen will be readily apparent to the skilled artisan and will depend upon any
number of factors such as, but not limited to, the type and severity of the disease being treated, the age
and health status of the animal, the identity of the compound or compounds being administered, the route

of administration of the various compounds, and the like.

VII._Kits

The invention includes various kits which comprise a therapeutically effective amount of a human
anti-CTLA4 antibody of the invention and a therapeutically effective amount of an aromatase inhibitor,
along with an applicator and instructional materials which describe use of the combination to perform the
methods of the invention. Although exemplary kits are described below, the contents of other useful kits
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@ ul i eVal Leu Thr G n Ser Pro Ay Thr Leu Ser
Leu Ser Pro dy 1 5 10 15 du Arg Ala Thr Leu Ser Cys
wongeAugr4®er G n Ser Val Ser Ser Tyr 20 25 30PCeuB2M05/603307

Trp Tyr G n G n Lys Pro Ay G n Ala Pro Arg Leu Leu

lie 35 40 4 5 Tyr Ay Ala Serd2Ser Arg Ala Thr Ay | i

e Pro Asp Arg Phe Ser Ay 50 55 60 Ser Ay ser Ay Thr

Asp Phe Thr Leu Thr | i e Ser Arg Leu d u Pro 6 5 70
will b afpadt iGlthe vkdlpd Piisandh ight afl thergneseny disaysgreGEagh qgthqsemls included within
themg%nylo,ﬁrlg Ser Pro Phe 8 59095 Thr Phe Gly Pro Ay Thr

oY s s (V7 B 5 Hebo Soncti e o e Breor e v
includeed hliyisn Seti-CTHA4 abfitiod} B0thd Rgerifibm atl &t €Betrony@ronvadse@yidpitor. The inhibitor

enco%géés%ﬁaﬁ &g§'ﬁo¢ﬁ1‘ﬂltep hG, 1 Mtfstr toaﬂsgogle %tr@icﬁ’e ;ﬁ}{pemsgaﬂg The kit further

Ser
COMpPAESS ag@pplqgafqn@gg@l@AbutgpngPep)@ a_l_%lng_e:-,@r fggnrﬂ_%rethg ofdhe components of
the kBab 2Vpdtiehhr FGHhat, Be Kit ASfpris&y ah VisstrActiondbanatdial sEiting Jerth the pertinent

mfornAagl n $e 16e5 oth (Q kltl'(7 ?re§%£ealﬂ"{7 1#‘9?#1 t;ll-g &% Bﬁtu Ser Lys Ala

185 190 Al a cys
d Murewﬁferwv. tmr: i canprised gt leest g AN ETL AR ey SHIﬁcte&@m an antibody
havmé%e AX9y A9 1@%h£€h%wﬁ%@mcﬂr@q@déefaf ahtibG¥s 4. 2]104‘8211(»10214 13.1, 4.14.3,

1B bR T ) B Lo PSR 05l o anoos

is an @htibodyehavibg &el@agﬁar@@ght@@n Amngo AFid ge@encef arqtlbgéy 4930, 11 2.1, and 10D1
(MDXS§H0). Ser Tyr Leu Ala Trp Tyr G n 20 25 30 G n Lys Pro

35% Lp@Qe @&bglfhgwe;{ %e%{gm@%? lrlﬁr(ﬁlp'lltOé lsﬁtde%énegpéib@ﬂ!gseggiéd %1%{? anastrozole,
letroZoRl ardeyterbestar(d WoFdprefethbly5Sth€ @roAmasPinkibidris dxemestane.l | e

Se{'heﬁ{’ t%arlr%h@sg aﬁ%%ngeh{of%%%t cﬂgﬁaﬁln@ fé("ﬁjeatﬁéng & b?e":éstgcgncer Such agents

are s@y S@rtlpp@vgjyy and; inglyde Shepmther_aspgut\qaqomggtbﬁ lrcgnc‘lﬁéla%lr&s ﬁllgnal transduction
inhibia, adiing Beful Arteafer abiermaPes graweh 20&nddd Santildiidhe oRreoligands that inhibit

tumO{/%‘ert%%g b@é@g %lgl# g anJ‘cS{%llfnl‘nxgc' R@%H%ﬁap(y%mgrsr/'\l aprsgr val

d TheAlngertion azgl re@‘tesntowrp ar_h9|§ of amanufestunes ¢e- g/a|do%5 fgrg[rs adapted for i.v.
administration) comprising a human anti-CTLA4 antibody in the amount effective to treat cancer (e.g., more
than 10 mgl/kg, at least 15 mg/kg, or 15 mg/kg) and a therapeutically effective amount of an aromatase
inhibitor. In certain embodiments, the article of manufacture comprises a container or containers comprising

a human anti-CTLA4 antibody, the aromatase inhibitor, and a label and/or instructions for use to treat

cancer.

The invention is further described in detail by reference to the following experimental examples.
These examples are provided for purposes of illustration only, and are not intended to be limiting unless
otherwise specified. Thus, the invention should in no way be construed as being limited to the following
examples, but rather, should be construed to encompass any and all variations which become evident as
a result of the teaching provided herein.

EXAMPLE
Anti-CLTA4 antibody in combination with exemestane in metastatic or locally advanced breast cancer in

postmenopausal patient

Patients having metastatic or locally advanced breast cancer with at least one lesion that can be
accurately measured in two dimensions and whose size is 2 2 cm x 1 cm by conventional CT scan or 2 1
cm x 1 cm by spiral CT scan were administered an IV infusion (100 mL/hr) of anti-CTLA4 antibodies as
described herein. Prophylactic anti-emetics and anti-diarrheals are given as appropriate.
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<210> 22 <211> 11 <212> PRT <213> Hono sapi

ensPC32619A. ST25 .txt <400> 22 Arg Al a Ser G n Ser
woaboeBas74®er Tyr Leu Ala 1 5 10 <210> 23 <211>PTTARDE5/003307

PRT <213> Hono sapi ens <400> 23 Ay Ala Ser Ser Arg

Ala Thr <210> 24 <211> 10 <2#2> PRT <213> Hono sapi ens

<400> 24 Cys G n G n Tyr Ay Arg Ser Pro Phe Thr 1 5

10 <210> 2 5 <211> 1413 <212> DNA <213> Honp sapi ens

<4petredfinent Fgemgetet gitey @6 tdg ey Sticreggitetcohartst recaiter gpcalating doses of the anti-

CTLAﬁSéggﬁgggtgge, %tﬁ.@ggggg ?rg/kg%ggﬁr?%gifé &% ?g?(g?i@chgg and 15 mg/kg, every 28
o SRR L SESCL L 9508 el SROSLELE S 2o g o aese
progrésgidggct cca 180 ggcaaggggc tggagtgggt ggcagttata

t qig&f@}'aggg ?1e aﬁ&ﬁ?%%@en@dﬂ:ﬁk@%%n%{@arﬂiﬁ&glg@gatt @st one half hour prior {o

' _agggcgg ccatctcc agagacaatt ccaagaa gctgtatctg
infusig®) aplirhdttyhatamgdieationig sremEatRfRuAR repetedt gt at t

aCR 206198 Ecaigaban@agte, 36 Corgigage oAl Sdsetof R /IgaeRt day of every 28-day cycle.
Prefe%%@;%x%ﬁ%g{ang |ts ga(%%ﬁ gtt tﬁet sagr%qgrgec&%g gayg accacggtc 420

ac C cagcctccac Caagggccca tcggtcttcc ccct gdgcgi.cc _
ctpsee eeggepcaised dgonae g@y@@r@gﬂa@@g@‘a@@gg@w%@ g@se- oubling schema with
3-6 shifsctd SOt @R0RIBRRH REEH ndwe 66HBA ARHE isTtlregliiaGEMNG period between subjects.

cgt aaCl{C a ctct acC| ggcq.t cacctt CC tC
Subs%%légtgpg%rgfdp@gr%? g%&%eggq gr{%g%g?l%g agoéeggag egccugfeatg(i%agﬁaggthgs been observed
for 210iags gotnbeeqagcabeds tave 6eergrpsavetiagtt days.acacct g
CoRR ATy ¢ RABERS0 S MONIS BRI o mim
oo et T P 0 S TR SeBSA 92 S savous
solutiera@gatisisg 20 mdhdogaincdcetateC Q) g awaoiqiolydhtiiate) 8@ gihd 44Q M sodium chloride at pH
5 gcgt ggt ggt ggacgt gagc cacgaagacc ccgaggt CCa gt t caact ag

" 900 tacgtggac cgt ggaggt gcat aat gcc aagacaaagc
cdGghy ﬁ@‘g‘?&%g Egegt Regfarmadeostaly® e siopD a5 %Pasgwe'a@ are assessed pre-dose,

and @@t Si§isCeHmChe) tdpghted P6<t-dagty ae togedlly grraReC arphiditad examination (including
acaaagt caagqgtctc C. a

A AR 45RO

panelgthgmateardc RBCgextivt J¥BE cewtigdideigals).1 1906 ghtralinsTPpsphatase, calcium,

chiorigd, 08€ € 2008, ﬁf; B‘P&%ﬁ Fodphb@aCah8sn Gluasdes adaidmy GfdaC UAS 66id), urinalysis

(blooé g;? )%9 @gg@grsia "éﬁg u%%%?@?%b@%l%%{%ﬁ%%ﬁ%@ @?;%gé%:?@grgﬁme (PT), autoantibody

panela@ gegetieatroteint TR (T84 Hc armgawealimse aemndiy §acseauny iujevey qarg gbtained.

1320 FRIFGHSDIR-RAFEhCAHissEy AA0Rb GBIt RIBRREQRME pharmacokinetic (PK)
ctctgcacaa ccactacacg 1380 cagaagagcc tctccctgtc

specifign §pgteNgd PIPSe413 <210> 26 <211> 451 <212> PRT <213>
Horne felgwie ndpoints are measured: PK parameters, HAHA, response rate and time to

progression. Time to progression and overall survival are calculated using the Kaplan-Meier product limit
method.

Preferably, the anti-CTLA4 antibody has the heavy and light chain amino acid sequences of at
least one antibody selected from 4.1.1, 4.13.1, 11.2.1, and 10D1. More preferably, the antibody has the
heavy and light chain amino acid sequences of 11.2.1.

Three patients were administered anti-CTLA4 antibody (ticilimumab) at 3 mg/kg. All three
patients were administered exemestane at 25 mg daily. One patient received two doses of anti-CTLA4
every twenty-eight days and exemestane daily for 56 days. Cycle 2 staging CT revealed a lung lesion not
present at baseline. Also, the patient demonstrated new, mild circumferential wall thickening involving the
terminal ileum, distal descending colon, and sigmoid colon of uncertain etiology, possible infections or
inflammatory. The patient did not have a clinical history to explain these changes and the patient felt well
and was clinically asymptomatic. No infection was detected. This patient went off-study for progression of
disease (PD). '
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<400> 26 Gn Val Gn Leu Val G u Ser d yd y d vy
Val Val G n Pro @ y Arg 1 5 10 15 ser Leu Arg Leu
woeensys4Al a Ala Ser Gy Phe Thr Phe Ser Ser TyCT2B82085003307

30 Ay Met His Trp Val Arg Gn Ala Pro Ay Lys Ay Leu

G u Trp Val 35 40 4 5 Ala Vah-lie Trp Tyr Asp Ay ser

Asn Lys Tyr Tyr Ala Asp Ser Val 50 55 60 Lys Ay Arg

Phe Thr | i e Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr

65A g€&ond p8@nt was GimindMetedAwn cpas df enti-QTgAMaatit@Hy aAd had approximately

Val r 195 . . o .

fourtegf“yAX:dgysTﬁrexE%%sta-Rérth%ﬁy %9?]#%#I)%Typrgll%Nl)6ﬁ Qvg@?%glgfugwgé‘rdgse, .the patient
reported orpg pasghile IrppNeePrya ef they right grmirthat bpREM/ApMEHat warpe bigh subsided. Also,
the paBefit rédcateSeansidht, mlid horl@Qritk2ashLys Gy Pro Ser val Phe

Pr Pr. - i
GIAS thgg ?at%q?reﬂ%nged%{% Ci(g% ofgcy mﬁ@éb {rg% a;{cs;z(fxwﬁe;lgy Eégty‘]leﬁ)\t days of daily 25
mg e@mesPrethes {pr.128 dasiyenyLighs outitelakagptoryrhtudigs| detsgied Frgge 1 elevated ALP
and ABFThs IR aSaYadtl Feidvatéd LT, $RE pdtkit Wélashihstombfi. TThBragy’Was placed on-hold
d.Thr Phe Prtoﬂ%l a IVal tLeu G n ser ser Ay Leu Tyr Ser
pendipQ,ITPEYPMENO 18t 19RE19Y 3T val Thr val Pro Ser Ser
Aslhefth datad sygdeist they patiehts tﬂéyhed Wi ti@ygon]_@@ti,g@@f ticilimumab and exemestane
demordRREIRNdRA acBligd - txt Asn Val Asp H s Lys Pro Ser
Asn Thr Lys VaT Asp Lys Thr Val G u 210 215 220 Arg
Lys Cys Cys Val Gu Cys Pro Pro Cys Pro Ala Pro Pro
VatheAlisldd2ls 28 8ach3md2sleryGatent, PatenSewpliséation Pirel publicaimecited herein are
p ar. & Met 245 250 255 lie
herebgqengoﬁ)&t#xhﬁr%@gr[%%%f%ﬂ _\/'glt@ﬁrf‘tl"gtv's Val Val val Asp Val
Saphilg; tge piggntiopasegn @sq:lg,seA%h esense) to, sRegjfic gnhodipgntsa & is apparent that
other ERodithents @hd Asixtiend §f thMalinventlod Még | be2ddyis28 By 28fersHikiled\gnthe art without

S . P . i I
depa(@lwrifréléothgg@e %Eﬂ: Eﬁcg s@{aﬂ% G 6{:}1&!’ g?ét%?r{%egﬁ%q@% gl?ﬁ'{s/a%g intended to be
constivied tadneiudepl syphyembedimests agH paueisNBVEOAPDS. 320 Lys G lu

Tyr Lys cys Lys Val ser Asn Lys Ay Leu Pro Ala Pro
lie 325 330 335 G u Lys Thr lie ser Lys Thr Lys Gy
Gn Pro Arg Gu Pro Gn val 340 345 350 Tyr Thr Leu
Pro Pro Ser Arg AQu GQu Met Thr Lys Asn G n val ser
355 360 365 Leu Thr Cys Leu Val Lys Ay Phe Tyr Pro
ser Asp lie Ala Val du 370 375 380 Trp Gu Ser Asn
Gy Gn Pro Gu Asn Asn Tyr Lys Thr Thr Pro Pro 385
390 395 400 Met Leu Asp Ser Asp Ay Ser Phe Phe Leu
Tyr Ser Lys Leu Thr val 405 410 415
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Asp Lys Ser Arg Trp Gn Gn Ay Asn Val Phe ser Cys
ser Val Met 420 425 430 H's u Ala Leu H's Asn Hi s
wOoRo06HAs7468 N Lys Ser Leu Ser Leu Ser 435 440 486TPBm05/003307

Ay Lys 450 <210> 27 <211> 167 <212> PRT <213> Honp

sapi ens <400> 27PC32619A. STZ5-.txt Ay val Val G n

Pro Ay Arg ser Leu Arg Leu Ser Cys Ala Ala Ser 1 5 10

15 dy Phe Thr Phe ser Ser Tyr Ay Met His Trp Val Arg

G n Ala Pro 2025 30 Gy &My Leu G u Trp Val

A a VaIA HeﬁlocT kR tHeY fred?fﬁ@ntg Brease Earﬁ%lnln?e'5 Agnt‘]ﬁnéédsof-gwh treatment, said

ser Val ﬁr %
methads gor oraRysg it dp SEW%@% aT‘i*?graE%%}'Cﬁ*G efalye @THRCRLQ! oh antiCTLAG
antibdd§ NorSadtigdnetindgthoftioa tkérebf Gib catbinEios Withapherapeutidatly dfective amount of an

S Ala Arg Asp Pro Arg Gy Ala Thr Leu 8 5 90
aromgégell;ﬁy&t?g Tyr Tyr Ay Met Asp Val Trp

g 2¢ ThrTth’@et |of £ 1 gshetejrpsaitharonyaliese @plbggrls gj\?{eésgg}e inhibitor selected
from fﬁB @rdub!ﬁonﬁsynﬁif@n&rbzdt’@hetreﬂﬁ Brdeleties®ha@ 115 120 125

6§ oaMEdlpst B8k quliecRap e v efthibop,
pré Val Thehnethed ofSdaimTs, pvhp@m sg@r thgaye@qulypﬁgctqggmggg of a human anti-

CTLA@';?%B:@gammntt%%beﬁrdfnyﬁdut Hngkg tozibﬁﬁg kgl0> 28 <211> 10

Set ser 2‘%&’4/0{@%"“45@”%&“6@ Sfﬁj tgﬁrfB%U§'§§Y§fiige gwlérg fga human anti-

CTLMRﬁtibozstamomramgssafmreaboutﬂmclkg po15vag/kd.ie Trp Tyr Asp

Ay Serrifishethys oa_}flralmTW wleelr@n RS tR&hp(@tall} efedie Bmount of exemestane
<210> 30 <211> <213> I'E)FTD

ra“99§a§rﬁf"e?r‘?§¥5é§ﬂ@l@,&fj33§?§§° !Tl@')E’f’r d@XOO> 30 Asp Pro Arg @ y
Al'a ThrTHeetetAigd of cl3imre, Werein Bgidrthdrgpeutically \effddtive Aspunvaf exemestane is

about 25 mg per day.

8. The method of claim 1,(wherein said treatment is selected from the group consisting of a
neoadjuvant therapy, an adjuvant therapy, a first line treatment, a second line treatment, and a third line
treatment.

9. The method of claim 1, wherein said antibody is selected from a group consisting of a
non-human mammalian antibody, a chimeric antibody, and a human antibody.

10. The method of claim 9, wherein said antibody is a human antibody.

11. The method of claim 1, wherein said anti-CTLA4 antibody, or antigen-binding portion
thereof, is at least one antibody selected from the group consisting of:

(a) a human antibody having a binding affinity for CTLA4 of about 10® or greater,
and which inhibits binding between CTLA4 and B7-1, and binding between CTLA4 and B7-2;

(b) a human antibody having an amino acid sequence comprising at least one
human CDR sequence that corresponds to a CDR sequence from an antibody selected from the group
consisting of 4.1.1, 4.8.1, 4.10.2, 4.13.1, 4.14.3, 6.1.1, 11.2.1, 11.6.1, 11.7.1,, 12.3.1.1, 12.9.1.1, and
10D1; ‘

(c) a human antibbdy having the heavy and light chain amino acid sequences of an
antibody selected from the group consisting of 4.1.1, 4.8.1, 4.10.2, 4.13.1, 4.14.3, 6.1.1, 11.2.1, 11.6.1,
11.7.1, 12.3.1.1, and 12.9.1.1; '

(d) a human antibody having the amino acid sequences of a heavy chain variable
region and a light chain variable region of an antibody selected from the group consisting of 4.1.1, 4.8.1,
4.10.2,4.13.1,4.14.3,6.1.1, 11.2.1, 11.6.1, 11.7.1,, 12.3.1.1, 12.9.1.1, and 10D1,

(e) an antibody, or antigen-binding portion thereof, that competes'for binding with
CTLA4 with at least one antibody having the heavy and light chain amino acid sequences of an antibody
selected from the group consisting of 4.1.1, 4.8.1, 4.10.2, 4.13.1, 4.14.3, 6.1.1, 11.2.1, 11.6.1, 11.7.1,,
12.3.1.1, 12.9.1.1, and 10D1; and
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15 10 15 <210> 31 <211> 714 <212> DNA <213> Hono
sapi ens <400> 31 atggacatga gggtccccgc tcagctcctg
wggomioagtagc tactctggct ccgaggtgcc 60 agat gt gacaCT/IB2005/003307

t ccagat gac ccagtctcca tcctccctgt ctgcatctgt aggagacaga

120 gtcaccatca cttgccgggc aagbcagagc attaacagct

atttagattg gtatcagcag 180 aaaccaggga aagcccctaa

actcctgatc tatgctgcat ccagtttgca aagtggggtc 240

ccat cadfygt tepagtiggigag anggetiindingopoaivadhereeicthateresscamestes for binding
with G28% 38t Gl Je300hLARBEEIRRgaRd hEAG BRE IiGhtahbMCIntfo acid sequences of an

_ Caacagtatt acagtactcc attcactttc 360 ccgtg

antiboglg a@a@%@%m Ahg FaupePasing Yriglot ' e g&@%? ét1ét1’ gg?éaﬁ&?t §-2.1, 1164,
11.7.4.20.3ccgaeatict gnatapgcagt t gaaat ct gga actgecctctg

ttgtgtgcct gctgaataac 480 ttctatccca gagaggccaa

agt acagt gg aaggt ggata acgccctcca atcgggtaac 540 )

t de@caggdganajitediof daiayh V@@@Q@%@a@&“&é@%\g‘é@%’ha%@?dd@ﬁﬂ%fhe heavy and
light cBREERAGGA6HA sBERNEsPREFBOGAI 1gLAaagcaga ctacgagaaa

cacaaagtct acgcctgcga agtcacccat 660 cagggcctga

gctcgcccgt cacaaagagc ttcaacaggg gagagtgtta gtga 714 ) .

<280> Fhe<aetios opglaimey whsreiprspideplimgy GpHprises §i oAy chaip@sd a light chain

whered?th@%hhido AciEsdgughcdebr thBhe&ly dRaifi RbridBleOre§Bh ofedid hey 8kdin and the light
Thr .1ie Thr cys

_Ala Ser Val, Gy 5.10 15 Arg Val N ]

chain i REgiaet seorapai e SREReGE™ S oot cOEsIBE . ach
Trp Tyr G naG rhé ywinPraoid Geguehgesof AER By MOByand theiamirqacid sequence
I i e 3{:’?3&@116@:9@” Ala Ala ser Ser Leu Gn Ser Gy
Val Pro ser Arg Phe Ser Ay 50 55 r. g r 4. .
Thr Asp Phe @hr LB&aFiAp aF'Fée%Fce§égggj§ '\@'1%3'%?'66 %@Xgiﬁc'd sequence
75 80 @fsgoAspicRhie Ala Thr Tyr Tyr Cys G n G n Tyr

Tyr ser Thr oR ) » ,
Lzs val d u(lé){i e tE§g'§iP§g'$}%?qU§§{e Oilgégcﬁalwg?%g%r@{%esﬂ%o acid sequence

110PC3 6 SGR IDHE33; txt Pro ser val Phe | e Phe Pro Pro
ser Asp Gu @ n thedminpacleequishye drtbdddty the nucldis aokl sequence of SEQ

Ser Val i Leu.lLeu. Tvr . Pr .

A n 1500351 PG Gttt AR eb et} eRllofl folfpedtonce of sza o
Leu G MO%er Ay Asn Ser G n 145 150 155 160 G u Ser

val Thr G ued nhédsRindticidlat§uehedens8ledlby thd Yiliclshescid-Sdguence of SEQ

(
Ser 165 5 ser Thr Leu Thr Leu r.Lys a .
Ty o 1B NG g BE hpd acit SyppniabSiisd By 4 elgogd Yygugnoe of sEa 0
val ThrN@#19s G n Gy Leu Ser Ser Pro Val Thr Lys Ser

13212023305 @Bhe ARD afid delaYseGlentt EMBderilly e hlckeidakid sequence of SEQ
< >
ID NO:25 and the amino acid sequence encoded by the nucleic acid sequence of SEQ ID

NO:31;
(9) the amino acid sequence of a heavy chain variable region and a light
chain variable region of antibody 10D1.

14, The method of claim 1, wherein said antibody, or antigen-binding portion thereof, is an
antibody selected from the group consisting of:

(a) an antibody having a heavy chain variable region comprising the amino acid
sequences set forth in SEQ ID NO:4, SEQ ID NO:5, and SEQ ID NO:6, and further having a light
chain variable region comprising the amino acid sequences set forth in SEQ ID NO:10, SEQ ID
NO:11 and SEQ ID NO:12;

(b) an antibody having a heavy chain variable region comprising the amino acid
sequences set forth in SEQ ID NO:16, SEQ ID NO:17, and SEQ ID NO:18, and further having a
light chain variable region comprising the amino acid sequences set forth in SEQ ID NO:22, SEQ
ID NO:23 and SEQ ID NO:24;
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<212> PRT <213> Hono sapi ens <400> 33 Pro Ser ser Leu
Ser Al a Ser val Ay Asp Arg Val Thr lie Thr Cs 1 5
weQokmh4gg Ala ser Gn ser | i e Asn Ser Tyr LedTAB05/003307

Trp Tyr Gn G n Lys 20 25 30 Pro Ay Lys Ala Pro Lys

Leu Leu lie Tyr Ala Ala ser S8+ Leu Gn 3 5 40 45 Ser

Gy val Pro Ser Arg Phe Ser Ay Ser Ay Ser Ay Thr

Asp Phe 50 55 60 Thr Leu Thr lie Ser Ser Leu G n Pro

A u Asp(cPhanAbrgibddyr halipng a yeaySchéh vé&riaBle @gen Gomprighgh the amino acid

Ty R Jhr, ¥o P Thé. ,
St et Ay BER S Hloce R g S ot gebing e
Valightrein vagaipp esaiop sormprsing 4t amino pri¢segupncas seidprtyin GEGHD NO:34, SEQ
Lgm N85 sed SEh YD brssAn@a Ser Val val Cys Leu 115 120

125 Leu n n, Phe, Tyr Pr . . .
T50pCaoh oAN YRS po 5 TRa e Yq bR el Bl the amino aci
<2%eguerdesrof hapeanshain GOR13GDRZ.gpnd| GPRSf agibpdrdPD1.jfgrther having a light

AsthafRBlaridMé rdgfih oBfBrislhgXhd Bmmd Hor s8quendsblor tife tighl @winREDR1, CDR2, and
C()JO> 35 Ala Ala Ser Ser Leu G n

<213> sapi.ens <4
Se%gﬁg‘gpaggti?ﬁ 1§§1'<211> 9 <212> PRT <213> Honp sapi ens
<400> 36 Gn Gn Tyr Tyr Ser Thr Pro Phe Thr

15. The method of claim 1, said method further comprising administering to said patient at
least one agent selected from the group consisting of an alkylating agent, a folate antagonist, a pyrimidine
antagonist, an anthracycline antibiotic, a platinum compound, a taxane, a vinca alkaloid, a camptothecin
analog, a toll-like receptor stimulating agent, a heat shock protein-based tumor vaccine, an antigen
presenting cell-based therapy, a mammalian target of rapamycin inhibitor, an erbB2 inhibitor, an EGFR
inhibitor, a VEGF inhibitor, a VEGFR inhibitor, an angiogenesis inhibitor, an antibody, an
immunomodulator, a selective estrogen receptor modulator, a cytokine, a tumor vaccine, an

antiproliferative agent, an immune costimulatory molecule, and a cytokine.

16. A pharmaceutical composition for the treatment of breast cancer comprising:
a therapeutically effective amount of an anti-CTLA4 antibody;

a therapeutically effective amount of an aromatase inhibitor; and

a pharmaceutically acceptable carrier.

17. The pharmaceutical composition of claim 16, wherein said aromatase inhibitor is at least
one aromatase inhibitor selected from the group consisting of anastrozole, letrozole, and exemestane.

18. The pharmaceutical composition of claim 17, wherein said aromatase inhibitor is
exemestane.
19. A use of an amount of an anti-CTLA4 antibody in the preparation of a composition for the

treatment of breast cancer in a patient wherein said treatment further comprises administering to said

patient an amount of an aromatase inhibitor.

20. The use of claim 19, wherein said aromatase inhibitor is exemestane and further wherein
said antibody is a human antibody having the heavy and light chain variable region amino acid sequences
of antibody 11.2.1.



