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THERAPY OF PROSTATE CANCER W TH CTLA4 ANTI BODI ES AND
HORMONAL THERAPY Background of the Invention Due to

woheod1acde1 of effective treatnents, prostate caRCEUSR®6/007650

now t he second nbst common cause of mal e cancer death.
Approxi mately one-third of nmen who undergo radical
prostatectony for clinically rocal i zed prostate cancer
will require treatnment for recurrent prostate cancer
W|th|n five years (Syed et al., UroI. Oncol .

3 0 A

. 'ﬁlﬁg@gé’s‘:ﬂﬁﬁih‘?ﬂnﬁdNAL

pr ost at e- speC| f| c antl gen IM_YI eveI post surgery or
post radiotherapy) i BgL&ARhAEH e SSRbYE hor nmone

theraB HT also referred to herern as X
suppr B4 i et gl efpsffective frraioriis PAIstalg cairet ﬁe‘?"é{gg‘e segppgt mos
canithorackis® glanalé batcapyeath. A;bptr@diml&iély wad-thjrd lobmemmeo undergo radical

h@?lé%&é&n??& dgﬁicg@ %Xﬁgecy :BHS a|L:eV JeeC QJIII F‘e\ﬂhﬁjee 'ﬂg?tmgﬁt for frecurrent

I'sea maj or

o ap
prasteiereraceiithin BrecyaRes i oKl mCﬂo%n%ée?“P r@Pﬁ}iy patents that
RJaGr Hﬁ&ﬂ&mi&allﬂ (i8] tRosdUshot HavE an Gﬁfeaﬁ&’ DaKeSEoMts-spediid antigen [PSA]

it ' t
%Vfﬁp ate ?L@'P?Vr? C%So rlr%elf) herag@gllpcrgasm&y ecle}s({ %R%Mng hﬁ(grng ﬁ-!T also
tefeseet heherein @ “gadwsemsuppaapierineragyiy feagnogermabiatigndiierapy”, and “anti-

aiefbyen tlﬂ,%pyk)y AﬂerHéthl?t%rlﬁénéTﬁ&BWh% élehkﬂled ufth lcﬁhldal evidence of
estro

Cagcﬁg(f ?"@?ﬁfﬁtapggﬁlrf a"&g%g%lv 3 'ﬁ%@é\b §¥e p?%eggse%g dntec?me ¥ fragtory to
hgewnts trerapy,gamemanyl will gt duseloengnéey erdasFssines ﬁ]ha%tdeéplte advances

ﬁ'\@llublﬁg hbnt%ﬁedtﬁéraﬂS)PYth&@rlgBé IdngldIS andliufihEPhedd 68 i RV Ghéthods of
functions, and are often associ ated with adverse

Ep3WERtdor Pigstal] $38FHat | ve approach to cancer therapy is
t 0 t acgeént tahdtumpmmagentss gt thyna (\/énxerlmuhmeumnapy tyatrlalmhtepancer cell
gll?)% Lhe dkgﬁﬁsulklﬁﬁt@blsdeggmf r#ba{het RgigRatt &nt’ ﬁo@é’\\/@r 'B@%Ué@ these

ySt em att pari n% non-t unor
CAeloxe Agts ?rmﬁfner@llvev%psﬁleafaﬁrfefawp shegeslls i ?ﬂsssar EOH‘Pa' cells,
H&mphmyblegnamm@ & ﬁltoftgeﬁssémét@a' K ;adEDkbeectswhincditernative

a%;fr?ac %%L,ange% ﬁe@%ng/ %@Q%§Et%e iﬁﬁﬂrﬁ%iur a?rr]n | gan\éf'ﬂaﬁﬁgrf-{her than the

(meelfamdheﬂsvnema(@mssyvn inrayne\eypleMptAdGAYTYR Wh%ﬁgiﬂaa%w-tumor
gbignal to T cells, and blocklng this negatlve si gna
results in enhance on

antit Hﬁrcagge[rl |wn[ gtl‘:%ra%yn Iaﬂ%i)mu t& eqe]: ((‘ tOXI Ta&%ghca:yte associated
Ahtides @r(CTTvt mm’yzﬂwmrsx%ge"(syg@cp) recm@ypramd loa@ctigted T cells.
IsfRaE QF cdL ARl 1ts$la9ﬂral I@Jndg- k@ 1((@59@)%d B$9)_V@Ul§8b) %bl%is&ﬁnegatlve

have denpn

FA I GO ] 0> TN PP, BB ORNEIS9g) BBy P ol T oo
tremurienfdoction and iattiluroer dctivityrin eyimel eadéls €Ehorlpson @ik Alliges Immunity
37415-145(7 §@9ﬂ7ﬁ&&y]a%%%6rd§mﬂw%l &adel Bt Jloﬁ <1- %b%)ﬁ(@é@eral studies
8099-810 @)19 Kwon et L T el
Qe@ !mor%atféd'ﬁt %‘e"?‘b kai 9)33'“9Aﬁ@tib°fdﬁim‘%fﬁ Yi %‘&P‘é% ce
elddtegr leifitg pf dum@e dnd ¢eneintivceadmtizmior ofmneaitc greact et al., Science
59?5%4' 1%3@5399@%‘(&&4 & ‘?%1: NG1. 98X £ sBP /88 $8l5000-8103 {1997); Kwon et

treat funors with such anti bodi es
\ﬁhl”’aé’ 4‘@6@’ HPA 104 B1BRi(B98de ef fects of current
Chem%hﬁ‘»mpmltamﬂbsdles:r htﬂd @feéS;ﬁrBﬂhlsb MV 8B tticaimane et @ntdij isut there is a

neeﬁ% ) Vﬁ\% otornrg)e I |mm not e(?%)leshtg t,lthV t%%%}soﬂthl JI]J% légt%%dl"éls while

perucian tthe nytwé@@l sigf eéfaeth Otfrcermrﬁ@h@motrmep%@qno&he Present invention
GRUIRIthiSBSeqadm ni stering to the patient a) an anmount of

a hornonal therapy agent and b) an anount of an

anti body, or antigen-binding portion thereof, that

bi nds human CTLA4, wherein the antibody or portion is
first adm nistered nore than one day and | ess than
twenty-ei ght days follow ng adm nistration of the

hor nonal therapy agent, and wherein the anmounts are
effective in conbination for the treatnent. In one
enbodlnent t he antlbody or portlon thereof IS
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In yet another enbodi nment, the hornonal therapy agent
is selected fromthe group consisting of an

wanvic1andt ogen, a gonadot ropi n-rel easi ng hor noRreTUSHIREN07650

ant agoni st, and a | uteinizing hornone-rel easing
hormone (LH RH) agonist. In apother enbodiment, the
cancer is selected froma hornone-dependent cancer and
a hornone-i ndependent cancer. |In one enbodi nent, the
cancer is hornone-independent and the adm nistration

of hornonal therapy terngnahes  Ahl Pledi8,t he first
adm ni_stration of the anfrbngggcﬁm#mnth reof. In
anot hdPe EWgyian frsikides @ methed tforgbriyeataeripfiprasigiectaseer in a patient in

ae@msfdhcrgtréa@n@t r Eigd metnocsainqxere@éiad‘rﬁim&bﬁ@rtb fHeSd2Bérit A¥an amount of

- ej da nd . o ,
3 o] S oA BB s EhOR o Bl spieringing portor
HI@fﬁOﬁéfPatéw@edwrﬁ@hmuﬂheh%rﬁmthmmdmtnobbdys firgradministered more
&zhi GRNAdY Al REs RNt tnveRty kBl 88s: foliwiy abfRREratPACf the hormonal

nti bod t ed t
AteN Sa B0 A0 R a5, TR AT Ipofe ki
about IrloreBerpbodinenittes antdndy whpartioni théredfiis saddmnmhreﬂgmore than two
i s%%%n%@ﬁﬁs@%n%?fhé homalk?hé?%y'%emet ween CTLA4 and

uman antib I ng an am no. aci d
sequell{b@'zoé?ﬁ‘rrﬁmbgf’ Hgtathe e‘ﬁe?dyowep%mafﬁeredﬂsﬁau%%d less than
tMeaty-aerdagsiplonds adomingstr@RR o éhelhemeaf therapyadyeatnt | body
Sel eC'ir?g furfh‘%meﬁbgdngerﬁ u&jr@ﬂ&%tﬁr‘i 'opgleq'forrﬁor{lagﬂhera y%g%nt terminates

cilinu
Eﬂ°r7° tfe s Si%d’@“'itrai'on ‘ﬁhega"i'b‘idy o5 et eTERfunab: (c) a
human iraydt iabathar dnevotingnt, ke Hoeashal aiachply Iagéﬁt i e dfedafoni e group

' N
B51ECRNA S odl GO AEGH oy 050 g0, o
Biteinizing horpeneraigawng hormom, (1H-RH) agonist. 12,3, 1. 1.
12.9. | énoﬂ%ﬁ@rﬂb@dhﬂnérﬂmﬂﬁab;an&éﬂ)is Seldtidiiora Bt AdAAEHE-dERYhdREt cancer

uences of a heavy chain variable
tan(?a @%}ngﬁ%'ngeqeng%n?c%”ﬁsl n variable region of an

ant i bb’d?nesémlélﬂtf?ﬁmt fthe pancheisgroonpeonddpsidenfamf thd. aiministration of
14or8mﬂ|al tl‘ﬂar té%mmﬁtel%nélr,to the At é’dmﬁstﬂatn&m oftth&édtlbmgoﬁlon thereof.

( e) a!lv ARte b%lPRP imgnt, ﬁ?ﬁ%@%%% ?P&?"H@}erﬁi% Pi"?°83r‘f’9?tﬂ @rr%@men Piclocted
frora tedobisfpet @aboubt0 hg/kgleveyy twettireGhildegs and dunaristbrégsabowté mg/kg

altry BRANdMRS NI the heavy and |ight chain am no acid
sequences of an sel ected fromthe group

consi g’t?r}?ﬁ‘eb?mﬁwim‘?[‘t ”Bfe %““1“%41%5‘“@‘1%40" patigen-binding pgrtion thereof,
B.alledst ohé entbbdgueidted IrbmGhelgrodplconsidting of:2. 3. 1. 1,

12.9.1. 1, gﬂd 'Q'hth%@o?ﬁﬁ@ﬁfa)blrwlgl}]\{;%ﬁwghgg(yTLAgfrofabout10 or

ant i gen- bi gq‘fortlont

Efsﬁtebuaﬁam@h VRN Eineing bimepn SiTLie agd Baﬁearaim'ndwdkyetween CTLA4
bhavBmg t he heavy and |ight chain am no acid sequences

Zf 1a2 ant' (?dy %q'lfg'lgéeaqﬂgd;dg Llﬂg Lraor%,lu éucqsslfa&elngg comprising at
le?ithnie;ﬁklmé’ﬂ CD_|_F§_ sgqugncelthgt coyregpondg_io 3. Q_Dli seqenee from an antibody

sdéttddoirdm m@&p doRsigtingtohen 1easadiurent 4. 18, hes ang 'dopijyclcll|§1umab

p Ml by

21 B4R, AN ?Pﬂ%ﬁ%aﬂ ; 'tgﬂ{?w%% vy and Iight chain

amno ‘acid“sequences y ticilinmumab. In yet
anot her entsodi ned‘tumatilmtlmw eyihg tbereavys esd aaneauy amino acid

%b@bﬁbe@%ﬂarﬁarﬂtﬂbgw se@J&%’d Froh@E %Pdﬂ;ptcbﬁsmﬁ‘i% BPs. 261 41 1,4:10.2, 4131,

%ggg @?e‘r ﬁ ’ gqv%/ chai nvaria I region o

e R Rt 1 hEh Vbt Hhad b VoI Rene WIEISR of ¢ he

i ght chai @)ar ea Sﬁh&&@dodyrmmghreagfmm@@ﬁl%ns&l d1@ hehvy chain
\Cé?llable h@glmmaqghldcl‘%ﬁq\%%gﬁlg nS arl\ ? tigo sge(gec} lE}om the, group
am no acld sequence of ‘F\|o b Phe amno acid
sequence of SEQ I D NG 15 and the amino acid sequence

of SEQID NO 21 ; (c) the ami no acid sequence of SEQ

I D NO 27 and the ami no acid sequence of SEQ I D NO 33;

(d) the ami no acid sequence encoded by the nucleic

acid sequence of SEQID NO 1 and the am no acid

sequence encoded by the nucl e| c aC| d sequence of SEQ

R I/~ = o . o - o - o - o
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SEQ I D NGO 13 and the am no acid sequence encoded by

the nucleic acid sequence of SEQ ID NGO 19; (f) the
wamosaoe®i d sequence encoded by the nucl ei ¢ acPdT/US2006/007650

sequence of SEQ ID NGO 25 and the ami no acid sequence

encoded by the nucleic acid §§quence of SEQ I D NO 31,

(g) the am no acid sequence of a heavy chain variable

region and a light chain variable region of antibody

i pi linunab. In one enbodiment, the antibody, or

Rb{BRG o4 W'z{% PO{dA At Ngnegf 6 1'13@% ?rl‘é}, POSY 1174, 12311,

sel ected from'the group conS|st|ng an anti body

Hgglﬁbaﬁ“ﬁ@@VWa%haln vari abl e regi on conprising the

am no aci d (§equencsba@f of artigbn-biRdisdERoribh N@rébf t&&QoHBetes for
Wdtﬁgt\;ﬁm %T‘E‘E@w‘tpamgasq ’ong gtlboﬁy F‘%{’Hﬂghtﬁg Q%%a agg &@g ﬁE%lg amlno acid

e region conp
sequepenstdh ap @ntged,;y fseﬂyqt«g fmn theEupToNElsting bf And. $BQ, #10.2, 4.13.1,
@4 B26.1 (1 Dciiamantin lody1 having, 1adlﬂ§@w é‘«ﬂ%.ﬂn%?éb:zém e
regl on CoO i sin e .am no, aci se nces ort
in SEQ I D NO& 16! géﬁ% oYy K@ teen-bindigg %E‘%O % N‘B?i@t C%acompetes
faibindieg wﬁIaGTh‘gl withi &t tphst coh antibothanavirgl tiee meagy aml light chain amino acid
@éauaﬁée%,ldﬁantam%o LdRQ 1 RCr Fh  BRHERGRRISRL J?HHM'&H Prb, 4131,

A6rohay tr?im?wab Uty P AP R ot A6 e
conpr irsanethet trebaiment tizcardibedydsie hoasn seibodyaraling ithe HBEG and light
kiR A\ing@ac:és Ergem%gbo 'ﬂg‘lrﬁﬁ%bl D NG 30, and further

haV|n9 % hal n varria regi on conprising the

am no ¥t 6” @ﬁ@g}?&@@egtewe@apttqqy F?f“FEEQ; ROeR, adain aggE@ I chain

NEer8h thenamiSEgrid Ebdtsl@)cﬁﬁ of taa dedvi} chain vaizbicbegiyh drand Vﬂs@:vfﬂchaln and
e nlno ag

E'féglél}g rﬁ:@%@bgo}%agé ég@cﬁ)eoz {/r{eeng#\t%ﬂanﬁ %ﬁeﬁ&%&&rtnhn 1|ng of:

ant i body |ﬁ?l|nﬁﬁnﬁ“m?dﬁph%ﬂuﬁ§V|W@S@QHPgN@3CﬁHhﬁw amino acid

vequeadsl & SEQED GID:g;0npri sing the am no acid sequences of

the |ight ain

i pi |i nunmab. The "V En? 1269 geﬁ%‘?nﬁacg%%cﬁlq ﬁg)d 438?‘¥%W?eam'“° acid

feaarqeei BEGHD A0 mone- i ndependent prostate cancer in
a patl ent ) need HhinSUeh dehEHIBRRtsEQT IS NS the amino acid

tering to the patient an anount of an
%ﬁ §F§i§“§' ds human CTLA4, or antigen-bi ndi ng

port ion t héh eof theanmcaaplcaﬂmuamceoéncaddddzyrtwabcléuhmidapgquence of
sgemm Nd’mﬁ{thepar{'nh@aa@géHaQ@e etngc%re@By tr%%a&c L sequence of of SEQ ID
@ﬁg}ﬂlstered in multiple doses for time great
nont h and wherein the anti body, or portion
t hereof , i &)adnthaiastier &t shoubmug dnbededenyi thsl n@dieic acid sequence of
i r
SRS {2 S B UOLAROL R A ARRI Al e o 0
OtlPeat ment. I'n one enbodi nent, the hornonal t her apy
agent is a@m ni sitenat Mfeq&eﬁﬁ@n@éﬂe@&ﬁ&%@ﬁudd’tﬁé@d ¥&Juence of
! t I ho
g%@ Il?f\rgeésg]aa qu?o%] Ig}ﬁl e?!ﬂgn) ggcimgﬁ% rﬁcgcgleg Ie{chaecldh sequence of SEQ
Bbdy, or portion thereof, over a perlod gr eat er
than one ngpth thbakire\eilsagsné bk 2@y &R VaHal¥ region and a light
Bl Bishe ALlen of Lhe hormpnal - therapy agent. T n
AR0t RaTo R ESE TR HIIUBP| o4 of administration of
the anti bohi\yonemmqulmenbmet ardibedyf or amigen-hiadipg pbitich fereof, is an

ad.aws%tea@arraﬁtr%fgrsda%omgnﬂgefal therapy agent over|ap
by nore th et anot her enbodi nent,

Phe il t1 pIEe SBSRETOpTiRes Borts 584y vatsPeapEn GpmpNG the amino
adir pesubncearsedt oHie 8EQJD Nd:4a8BQNIDN®:af drensed 1D he:6, and further
hor nonal therapy agent overlap by nore than six

nont hs. The invention includes a nethod for the

treatment of hornone-dependent prostate cancer in a
patient in need of such treatnent. The nethod

conprises co-admnistering to the patient a
therapeutically effective amount of an anti-CTLA4

anti body, or antigen-binding portion thereof, and a
therapeutlcally effectlve ‘amount of at Ieast two

o oy o o g, s o o
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The invention includes a pharmaceutical conposition
for treatnent of prostate cancer. The conposition

woaoprios®s a therapeutically effective anmount 8ETAS2006/007650

anti-CTLA4 anti body, or antigen-binding portion
thereof, and a therapeutically effective anount of at
| east two hornonal therapy agents, wherein the

hor nonal therapy agent is select ed fromthe group
consi sting of an anti-androgen,

g@m Qg Bhdt vf.taa@%gm Al m{zﬁhé %ﬁ%@@%@%ﬁgﬁfa i seq D

or none-r el aSI ng

e| n| Zln
CgT1 PISEHQ IPNGHof the Drawi ngs The
f or egOI ng S(bl)nﬁﬁlbytlboﬁ)shal\@@a lesavy Bieairf Gdria@l\éﬂrégibndéﬂﬂr%@ﬁ’@the amino

‘%83 é&k&%&vﬁo% Wues%é‘Yﬁ RbL AN Wb g, chti %ﬁé IR i e further

in conjunction w't
@P\ﬂw f light chiyy variplele prgiop sempiisingi the ersine atid sgauehees set forth in SEQ ID

IN%@;BEQHDNGJ)SQ’ﬁqn@rfcﬁwa4 n thle dr aw:c ngs " houl d
enbodi ment i re. present referred. It shou

be under st 8§d?n ﬁ'&&@?@?ﬁv'“g 7 eai%%r}lﬁ'rﬁ\’?é'ﬁ'?'fa &P'9N<CoRtpyising the amino
leFigisequgneas sehiortpire8FEQ é0 NOr28n§E@BD tNO:2Mand SEQ ID NO:30, and further
hawhd #r@]ﬂ&hﬂﬁ VarigSie ?El%%mombrrklrbhﬁe %iﬁ%ag§equ'éh%§rs§t frth in SEQ ID

KT, SE R No e 35 PO s v CrLaa ant body 4. 1. 1

Figure 1A ddjows antihedy heving laaregtihchincizgiabie dejidie@HRnsey the amino
fa&& s&hfénées]of %eh%@%ych%lﬂ%lfh{ %@2' DdNEBAY of r*tgqu%lﬂrﬁué{naf further

ﬁ am no acl d sequence

a\inqq%m cEzﬂré ?{'I&P@E@I?FD}Q@HQTQ thch@mgﬁ?q#@nr@@,qﬂ the light chain
@@@uemrez faod CDR® oflaritivod) igid@wyabchai n vari abl e regi on
(SEQ LI‘Pe H%r%%n ﬂa Jjeg%%ﬁﬁodbfgltf}q@ g@at%er‘rf} if%%%rn{ok?fhwdepenger% prostate

the sig ge sequence 1S In
FRICRS 'ﬁlfsp%'eﬁtsln d'éect ﬁfesuc'p regfingrtk ekhe MREfeodagAntPGsegcAdehinistering to the

patiemCenduht 6f26 Rintbody that hieR\Wimeh &TDALBRahtBer i@hd hdARM thereof,

%%E ?D%n EE Bt q\}ﬁ%ﬁ%g lﬁﬁ&%‘ﬁ%\‘/ P%%mi‘%a jeEgpy agent is

aﬁﬂm@mg in fO(r SHOe|orPakOtG). onFn@mheanQ@hsrhm\m,e aritibody, or

PorEdre @bt isSaMMR&te8d fdiingt the périck: & ddhiHMiratdhadiind %Qohgl) therapy
am no_ acli %gence

A e B ei R S e ies  BERRID ROSHPETERY ¢ he
var i all @ereggodimentsthe hoiroadl dbrdpytagerd s dindtitets ovel alpériod greater

heERQd M 9) and the signal peptide sequence is
ted at the am no term nus outside the "["

br 2k Bt O e T e d ot WhheE SBT s engpRering mutipe doses of
the gintitaede, cor gertibro tHemas oveClaRierioRGEIsH HSBlohAmofiGhdt Bverlaps with the
&Qoagaadn%hon%\% R6Hno Q?ﬁ@épg 11) and CDR3:

QQYGT SPWI évs conpri sing Figures
2A— 2D BABHST é'nﬁufcthé@?”%’é)f SWH'”'a‘iFﬁ“ﬁ@O # entisedy erogion thereof,
érat tharteriedColAdniwisttatidro oy thd .hddnohal the@ply gehf osdiepSythde than two
fHlhs.! engt h nucl eotide sequence for the 4.13.1 heavy
chain (SEQ ID NO 13). Figure 2B shows the full Iength
ami nolnaet anoeg erabrelingng ithe; Ridtink dges otibaagtibodiaPrpfOREEr®f, and

INOparibY of &dhiniétRGorpdTitHRMomAEINEl tﬁé? &R of/é?fap %or@ tHed-sik months
heavycha entlina{nl:l%) | ea] lrn%%?(%gorépﬁ ﬁsatgmgptdof eSI g%?d%r?t prostate

bet ween brac
eaaet ima patient ih @aWOftﬁhdl trea@BiRt.i Sheumetbod can&xdisesTdmeadﬁEﬁ%termg to the
@I@MGQQW Uﬁ:a@ﬁfeﬁédtl\%’\@ oo} an Gttt Hheib Qo } Bhtigen-binding

t]j | WDG  RNKDYADSV ( SEQ | D" NO. 12 and

YRR @PY ByiheaReyipady Negts anmug Pfeatz@agﬁww%m@a' therapy

ue0lsevherdin beqgentcie sklected Memdthd grdud t@iRistirehai & 6RELdrdden, a
NG 19). Figure 2D shows the am no acid sequence of the
full length 4.13.1 light chain (SEQ I D NO 20), and the
vari abl e region as indicated between brackets "[ ]"
(SEQ I D NG 21). The amino acid sequence of each CDR s
i ndicated as follows: CDRl: RASQSVSSYLA (SEQ ID
NO 22); CDR2: GASSRAT (SEQ I D NO 23); and CDR3:
QQYGRSPFT (SEQ I D NO 24). Figure 3, conprising Figures
3A—3D shovvs the nucl eot| de and am no acid sequences

. A oA ~ oA Y a o
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I D NO 30). Figure 3C shows the nucl eoti de sequence for
the 11.2.1 light chain (SEQ ID NO 31). Figure 3D shows

woOhercamia@o aci d sequence of the full [ength 11rP2TAIS2006/007650

light chain (SEQ ID NG 32), and the variabl e region as

i ndi cat ed between brackets "[:]" (SEQ ID NG 33). The

am no aci d sequence of each CBR is indicated as

foll ows: CDR1l: RASQSI NSYLD (SEQ I D NGO 34); CDR2:

AASSLQS (SEQ I D NO 35); and CDR3: QQYYSTPFT (SEQ ID
wgﬁ@%oplf }e%léﬁﬁ? %omecgﬁ‘nﬁﬁ%ggy an a rni qugﬁ&{nﬁe ormgne -releasing

nat | on or mona
WQWFMHH 98Ehapy on prostate tissue. Detail ed
Descr iipbriecainbobimBRE thervie-ahdréden THiecdinmeing | arﬂﬂthé B4cHise & Iduprolide.

vari o ant i
in conbr ng%]’I it mn‘%‘% aaﬂ%afjniaazétft'cegﬁgmﬂ%sﬂt%h e?‘ﬂ“&f‘g‘%ymsfz’@ cancer.
dfe gempasition e*@mprpspegttfmr@oegfa:ﬁmﬁepm\/eaamantu Céram antirCibtlangibody, or

SHtidenbinainl NBton M@l‘eﬁﬁ San@t & Qﬁé%p%@tlcgaﬁ)f ieRedivOe®Iufe of at least two
and n connection wt

P bR Pirolsn B o P Tio LY Resh A ERe Ao g eroup
conpipnd 9f anraitesdroash, bygotdtiotepifeleasidy hampns kEriRH)iantapbrést, and a
AltdinizifghdrBfe-reléBsi ﬁ?ﬁorﬁlbll?@(fLWF@-ﬂ ab&Hdi red by context,

singular terns sh |nc ude pluralities and pIuraI

terms shall include t tiop of Y,

nonendheafomgemg semohaiynacesinsdhd oiowkd detailad dedceistidn iofihe Svention,
Qfll bé3 Set{er @ﬂ&’er&tb&ﬁ%ﬁerp Halah % %on l%&l&'? Wk ebépg)leﬁt%é drawmgs For the

ﬁ% m crobi ol o Hetlcs an
H@PS& CE HEagng e fﬂvefetvoy arﬁ%?"YrUP Eatqramnq&@gaoﬁmat(s) which are
hesseitly peaferretihio sicouledd urikiBewiod aothe G NABth inUs e ishot gited to the
Bfebise 2 Q??\Erh?gﬁd it nfe‘ﬁ%m& K&, of the present

i nventi o are general ly per or ned accordi ng to net hods
wel | InBSAraviRgEhe art and as described in various

gener &lgu@nd cémpriding FRaidsi18-1De e e Riclebitle aAl %m@h‘ota@ﬂ sequences

h 1 fi
IREEEAR A PRI L bR S e v
é.1¢l. heagaehsindSk QR NGRS Segure 1$/BMMUh@ﬁJml@gihr@nxnoAaCId sequence for
kb0, ﬁﬁ&ﬁ/y ciRP(sEacb, N@@’ ShdIRE biRBo Hak lg@c?’ueﬁ’éeerﬁlsthe @q|1qﬁeavy chain

PPl QU sy e ekt 4 o sy pepice
fSOXE, isaindicatxt pbineaadink dereniniint outidti ée: “[‘Abiaelletir ather ymino acid

MafbRe: of €84t SPhé a;g cn'gir‘i @9R lé—é}ﬁ%ﬁéoo r%e%’tﬁ?c‘% u 89 are as follows:

F?@FQ”%F S?igsrlvg-} are incor ora

D ERZ‘QI'F%?IIQ% WY EERUKEYAREY (SEQ ID NO5); and
BORBf G@HFGBFDY ¢SEQIIQUNEE6)ar Bigperitoshoed tiae aadladtitg) séqdence for the
wan %ﬁ\%é’lﬁ %Eé IDSRGC?)f F?%HB%ﬁowét‘ne %Wl?yseguence of the full length

CCO or a e r
A R SR SEC U NP P e S8 bt S6lph P neifeied hiheen brackets °
(SHEDIDANO9Y 2t he athnblgspadttscdqeaiapiiginesated at tﬂgahﬁﬁgi t§r§'FHinu|s outside
e (0] | an | na
Ew@ W@%{k%’[ﬁceu %rﬁgf) a%ﬁ Jeg@%ncg oﬁ'eégéﬁr ?@F{ is |nd|cg HEag fglllows CDR1:

RASOBSRTIA KA Ban arNOEOm AR SASHRAT: (BFG B INOHH1): and CORS
SQaBuiaPWTt(smm Nge@) are used for chenical - syntheses,

chem S uti ca
£ or muf Btre 31 SRR, B S PRIB e e e B 5k B aip seauences
hsarus%ﬂﬁﬁanéquy 4d8dh Ridure e shayisl toaniuth genptb musledtias stdv@nce for the

W@Wh@ﬂ/y%ﬁ&ﬁ?ﬂ;@é ‘ﬂﬁi N‘U ‘H? ngur‘erQEI gHo?/g?ﬁecﬁJ%%ﬁgePEnﬁno acid | sequence

B el For bBaminoin (8P BLfo 17 Sag Flecaraie rigpesrengmor the 4.13.1

preayrohetn caibble lggiet (SER IDMND:a8)tdesigeateByetwegn wrhckeranpl &he amino
t

AR RUETERY cad CATRL RORY ShATEDR (OndEa. AR auapons aro as

acids and their abbreviations foll ow conventi onal

usage. See | mmunol ogy-A Synthesis (2nd Edition, E S

CGolub and D R Gen, Eds., Sinauer Associ ates,

Sunder | and, WMass. (1991)), whi ch is incorporated

herein by reference. A "conservative am no acid

substltutlon |s one |n \Nhl ch an am no aC|d reS| due is

L T Y 1 N oy
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those of skill in the art. See, e.g., Pearson, Methods
Mol. Biol. 243:307-31 (1994). Exanples of groups of

wanmsnoe®ids that have side chains with siml| aPCT/US2006/007650

chem cal properties include 1) aliphatic side chains:
gl yci ne, al ani ne, valine, Ieg&ine, and i sol euci ne; 2)
al i phati c- hydroxyl side chains: serine and threonine;
3) am de-containing side chains: asparagi ne and
glutam ne; 4) aromatic side chains: phenylalanine

?an5\9§'d?ﬁa1 %&QFéélé(@l E%z”lo r@%@f‘%og}zs' Ag\id DYADSV (SEQ ID

S| ne, gl ni ne, aci di ¢ si

a12nsa”da§ BPt N@Ph%PldD\énﬁE@I'Qt HRi18)- adiigtre 3ﬁdsf‘K)Ws the nucleotide
serjubtice- o0 1tHead.M3.MJightl EHRINC (FEAND NOYRY. elF'"tﬁlr@Qg shows the amino acid

QE u'éhé%”&fr}ﬁe fI.P r@}‘gﬁ{ﬁ ?91 qgﬂsc%ﬁmﬁ(ékiﬁa r&}g&' grb g‘ﬁ aH%ble region as

ar e
W@ﬁ‘?ﬂ aPta'ﬁﬁ%rh'er@shetﬁs[ RESEQ YI3 NRe21ar Hieranmieg acid sequence of each CDR is

aldRAed es Ycﬂ!bWslk’*eCDgh Lﬁ@é@é\%&?@ﬂf{étl@tlﬁ’N@M CDR2: (%ASSRAT (SEQ ID
r y, a conservative

rg%%él ﬁgﬁﬁg @é%%%&ga ﬂi\{ﬁ ?\:43 a positive value in

t he PANRSE, tamprising Elgites G4-3Mashows theh reiclectie cind amiBo AIKietsequences

R afi- CTL/ﬁPbrﬁiBS@ 2b54 1M3re4e$re(i]t9%g)tlcmrh 96 nFI ure 3A shows the full

IB Ctﬁ @(g?f)z g ref erence erate servati

BPiN Reclenlift sqazenggyordbihiye H%FW ﬁ@a"é(sr‘?&w'l?éﬁ%\?@v Eloyesy %shows the
full lengty PP Edd baaedelfel thiid 0d. 1rrebvyi ehainRBEQED NETl2@®MArOthe amino
864 deqidnsd irdrUhi AN, @hga\&h&%f;ﬁ Wi @E reé(gﬂ éél:eé“'lﬁeNO 27) designated

susceptibility to proteolysis,
B?}%'%%b{’faﬁ'nf% tlyl -t d "B anHRR ?% Se@sepceanf 87chpi halfl hgavy chain CDR is
arfderlinéd. y The CORMeqienged bt £ ﬂancmrrpbax eSFTRERYGMH (SET e NO:28);

QBR@N@WUCEM?E&B% %ﬂ ?n%rcoﬁ@%ﬁéﬂﬂﬁgwwemov (SEQ

Eh 5 S comprisi
N9 ufiogdiss3C gravst the myc eca'ﬁel/sequenm@r theoHis2.t dight chain (SEQ ID

NOH ) dEguré BD @hGve i ainhd =efd saq@aeél&nﬁ@fumbh@h 14 bamghmuam (SEQ

RRRO5] B BEOAAR SO EE e b Ahp SH Broso). o
20Re éﬁlvaﬁqweceaqﬁeﬁdﬂ G@BRds ivdibated esifollavss )CORMY RASQSWLDr(SEQ ID

KOS5 manmhL@sqgsoqo n{d@zstyfa%a ePIRE: da@vwﬁ:mékb% N®J:36).
the p etld out L domai n( s%@orm
i nter Eﬂﬁ%{g ‘ﬁ hé?}:"tgéap elegronstiaipg ket OF copnatioR@tibogy and

rasmareal thatapy ee@d]umt toeragpy s psbtatetbssuen shoul d not

substanti al | y changeoétgx%dﬁew ki GelisAgheri stics of
t he pﬁ.I rent sequ nce ace acid

shoul H%BYefehE a(t‘?:? Br‘@HR”saerﬂ@dI”i@”fshtﬁt”SS% el P@"Wi—pt“h@“'bomes in
Eanb@atonseitue kst orerhothataliipbrapy Bgsnt toytas proktats @AEKRE & ¥ patient in
ﬁéeﬁ‘dﬁéu\'!ﬁ fodih@ characterizes the parent sequence).

Exanpl es of art-recogni zed pol ypepti de secondary and

terti ‘a\'?'?sss(t%f\iﬂﬁnﬂefg‘e rhereine seientie @nd dechpigal derms, used in connection
Bthr the preses inagrtionvEial G eV ctthe l?rebrﬁ]ﬁ‘gsﬂhéi%re(@ﬁﬂkﬂmuﬂﬂerstgéh by those of

New Yor k.
%‘nﬁéﬁgﬁe @%%ﬁae@?hog?el n tOFhue ctur e ('€ ]bér an&étn sifgyerjterms shall
inGeeeiuraijes andgyrpltawnsrs| inshiienthe siawery&ekerally, Yomenclatures used

it £85hb3tjon wath Cbnﬁh&ihﬁh@é‘s &l ceftland tidYad bﬁlt@reg%}eel@gr tioldd9 Lilmunology,

BB R ART ah BB PP ok s ueel e frgpon cossr
h?é%fs@rﬁé*@sejwelhlgﬂoweanémnanﬂmsyes irstheet.t war e. Protein

anal Yﬁiesmﬁﬂgésv@ﬁc? témﬁlﬁlh&sofsih@ brddent GRERRGCS e ugﬁa’n&%lly performed
ar | assigned to various

ascﬁ?@f@ ?‘hf"u {S‘H W%fL'f’E’t”f‘d'hQ“ angk FrefesATRgA ¢aiouyggneral and more
spaoim@fa@cemmstearrv atted/mdadisduﬁseactmrdu@tjhlsthé bigberd BpeciflcOfon unless
N8 GRicaldNe LGS rEFHIRLLS©f e{-ncllgg @Xl@'alngbﬂi&sélr Wtecuiar
CGenetics Conputer G oup, Inc.), so referred to

the Wsconsin Package, is an |ntegrated sof tware

package of over 130 prograns for accessing, analyzing

and mani pul ati ng nucl eoti de and protei n sequences. GCG
contai ns programs such as "Gap" and "Bestfit" which

can be used with default paraneters to determ ne

sequence S|n1lar|ty, honDIogy and/or sequence identity

o o o o,
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i nter-connected by disulfide bonds. See generally,
Fundanent al | mmunol ogy, Ch. 7 (Paul, W, ed., 2nd ed.

weavmnoRwess, N.Y. (1989)) (incorporated by rePerase®e/ 007650

inits entirety for all purposes). Each heavy chain is
conprised of a heavy chain variable region (HCVR or
VH) and a heavy chain constant region (CH). The heavy
chain constant region is conprised of three donmains,
CHl CH2 and CH3. Each light chain is conprised of a

cgmg 8 'l@b&at)h?x%pﬁ@a@h r&%@&upé 'H%PéRr ﬁrressy laoloaé;:? Haib%hitNgn(zoo1 ),

chai n const an 6%|On
PSSYsheiral-c EHTIE F %Cofi‘d’r‘rﬁ’fof?C“’@LB’O"F% JohrHViled @E”? | #492), and
(t‘mrlo»bencﬂ luartd‘lemt/bsmbudIA/LéieﬁatduﬂannﬁQCQHISpﬂiﬂg Harbor Laboratory Press,

e r| Q enent
( e§| g%@ (%éé W 15&6 gg/glsc@ C?rg) lr}cig]rporg éadorh%ex? %gtre Fegc?.mllirézymatlc
ATy @qd P@F'ﬁ@t@nf ﬁ%ﬂhémmsk are gperfesm¢d-Ryccoing h to/Hmanfacturer's
‘s’bedlff&atibﬁﬁp@§ egbnfhoniyn ra@&)rr%d apd tfeOldft ER%s @égcﬁtﬂélie‘#\erem The

éﬁ@? t rnkgus o box I-Fern1nus |g

G ng° 87°de? COFREIon “rébl%d tgeppiques of,
’ﬁh@vtﬁelsp@wmtm whthali wegaalci diSBmlsiryeaﬂnh dtemalnai asd i pharmaceutical
@ﬁ&ﬂétﬂﬁd’&é@nb‘é’lj th@reﬁrh%edﬁcfs'e%é]l'kﬂ&ﬁn Qhd mnly %%gqﬁ REL5t Yiandard

Ete ns of rfmug cal Interest (Na

[FFAYIAYES PEBUSS InEaPIRe SE&F%&%&QG“@E& a(‘i'é%e? %’fﬁanafggtf?bprepafaﬂon

rm@hinharal delitens land tﬂeatrMMt of Bitiedts. 196: 901-917 (1987);

ChOt h'A@ uSdd f%lrem e%ﬂ M’rﬂ?e f%ﬁlb%v r%ztgrn%%%s I-[lja%ec%l E&%&%‘B%th it in this
antlgen bi ndi ng portlon an anti ody 8 st nply

SSHPT- i‘body portion"), as used herein, refers to one or

nor e fhagtiged s afd “ant mhéebﬂ)dr}émttb&ﬁferﬁ@brﬁu dt td iereatkHnl dnb)(l e., to at

fy g
‘eggtsﬁ?lgg%f tf; gljah%aﬁéangm%(g ogﬁe%g é:lre]: EEP ?/ oge%(an%? %r}n elg?werét means
7R FIHBRI CtAfreansBe LIsMeRld by fragnents of a

ful | - lhengédhhesih, tb@dyentﬁmmt@ﬁal Qfirdi dedis R8d ftﬁeﬂrgal'ﬂiﬁfétlﬁtlons follow
é}ﬁlg%ﬁaﬁ%g ewéée mml} 8%9 /g g}é)ﬂ%%%'(?\%;%iﬁlgﬁcg %gGglgg anc? B R. Gren,

an ant nclu
Feho PRRugHt A#SPagiﬁ%nSUI@@ﬂmdsNaqg P9 t)hewhigh, ISVHcor@hraad dherein by
@H&adgnalns (ii) a F(ab')2 fragnent a bival ent
frag 1 sing t Fa ments |inked by a
i sl B GReBV Rl e pHE sHicr o P W 7 2y 2oid residue s
ﬁtrta@tn@dtby eotkar siinegaopf resithes WlngraCbldél-dﬂ:lachTglomswm( sim)larachemical
EMpéﬁl&g(g%n%hé}Qé‘@r‘ fﬁxjfoﬁgotﬁ’,flty)t me%e}{&raﬁg(éoﬁééwgmnﬂ?ﬁ&d Qubstitution

n
i " ﬂ%@@f Wmeefh%ﬂtﬂcﬂ%a'& @RS ok e dorAges Hhetsrig or more
Mhindoamil sEquentes (cNﬁe) fram eanb| éthecbyC compeesiRatsabstitytions, the percent

g(ﬁfu@ﬁd@ RbMAY 'bﬁglbgr@ (O(F’Décf)nian %EEEVQ{/@@%&MVM%Q&QPO gr(?e(ft for the

domai ns

?%}sew“’g @ﬁfafea?féhegawétgut'q"hgyaf@dw mekijs i ediusimenigre well-known to
thessoofiski mrite aretShedsy., ABarsan swih&a;eWan Bidl. RSB0 -5t 994),

enabl t r.ot ei.n c in .

i o TG RS, i St 2o el BT bl 08 ple” chemica
ProPestias) imcdudedp gliphatipssias dhgine: gbmemlwe( ¥a@ifg,)lgucing eanddsaigucine; 2)
Biphaticalydakyl sk em& %anél%ﬁd%m@;oﬁlﬂr@S arid- CHH@HH &be chains:

A 8 5883
% ﬁagfﬁg%h?g‘aawéne ig%rfam% Ic(ﬁ cgschgpg ;g]eg al?rm %rzcbtéyptophan
@rﬁ?@ﬁﬁa@ﬁémw lysfrien atginnet anchinistigimei Geavidin sick c@lrpoastptadln ‘acid and

Qlitadt add; |$P\@d7‘) s@;h&fntéﬁrﬂ*fd@nd@fchéhil%ﬁtefﬁ@aéda methionine. Preferred
I a odi es are al'so encomnpasse

ant i badi es,
A spgie Siee? ﬁ;ﬁggﬁ%tm YRR & velngriglciggaEsche, flisndpanine-
vidsiaadysiie-atgimes, aleniae-ealbr gl @ssad-aspartateSanagisparadiypa plamahe.
chain, but using a linker that is too short to all ow
for pairing between the two donai ns on the same chain,
t hereby forcing the domains to pair with conplenentary
domai ns of another chain and creating two antigen

bi nding sites (see e.g., Holliger et al. Proc. Natl.
Acad. Sci. USA 90: 6444-6448 (1993); Poljak et al.
Structure 2:1 121-1 123 (1994)). Still further, an
antlbody or antlgen blndlng portlon thereof - may be



10

15

20

25

30

35

F(ab')2 fragnments, can be prepared from whol e
ant i bodi es usi ng conventional techniques, such as

woapwimiel pepsin digestion, respectively, of woD/US2006/007650

anti bodi es. Moreover, antibodies, antibody portions
and i mmunoadhesi on nol ecul es _gan be obtai ned using
standard reconbi nant DNA techni ques, as descri bed
herein. Where an "anti body" is referred to herein with
respect to the present invention, it should be

u n d e r %té’rﬂ&hv&lb af co%@er@am/é ga%l}c%hé}ﬁj ‘srtl:xg}l QIQarnh!a Rgl/ os(t)lve {/%:]He in the

ant i
Fﬁ&('2?91i°aé'fe"a?ﬁd| %@Pyd'ffgcrse@ m%qmpfcet l§1- n¥Hange 2%13443 45 (1992), herein
eorporatel by r&dr@d@imﬂ'tnaﬂerht@mw%eﬂ@}{ve répbcerfiedt Ry, ch¥¥ge having a

Egnn’eg%ﬂg vgge m@%"r%né%ro? Iikel I'Sc/)o? mgtlglslg) ) (i ncorporated

ence imits entd pur poses) .
Ant i gErefesfed damigo p?@\dt $L@ﬁt§utmy dee thmse i (hlyreduce susceptibility to

bl%fééWbib @ﬁfed%%fébgﬁltltﬂ '&?&(ld%'ﬁorb)(B)eenéb’ YR %afﬁmtng}efmnﬁ@d protein

SRR e Al S or FPUNC R R oRBe ek ncioplggogeites of such
F*@ﬁloﬁvAnaim cosnpdsitd Ayiistiiinms addldtipng @he/oninsérikgnsraegiiiude various

ﬁm d raa%ﬁé]‘tcg, otr%\f %anhé; Qﬁécﬁe@'ﬂ&bt*&@%b&ﬁn%é CIJ:Ylexarw)Ie single or

rrerlcan I apoqdl es an
@8|’+P 8% a‘i"!e%(@’ts“tﬁ“oﬁﬁKRrPfSWbeCOH??%Y‘% HBHY afid stibstitutions) may be
gafi¢ iinc thendpetifiedc seviences(prtarddlc inatht i pgetion loif el p@ydeptidenéutside the
Q%Mﬂ%hﬂﬁgomleﬂn&ééa%ﬁb&%&é elz)a\()bﬁg Q)Pﬁ‘ﬁe DlﬁzgrAech\ 09308 amino

inding sites ma

%P%Pt“mﬂ $hey'dise at,lbls*a@yeélmc}'x/angﬁéhq @f‘ﬁ%‘ra' l§0aTegieristics of the parent
sn‘duelhxedyg errep'ldmemam BEGHISINT shoald tnbbieky to, br@ék Iisehdd that occurs in the

béﬁn’ﬂ F@éﬂ ldbérug%tﬁ%r%pes Q)? L&gﬁda?)p gtru%%ge ?t g\arac{égaes the parent

vari ab
PEYRRRY r.%tﬁm@l@ﬁ iff |aﬁée‘i°ﬁh*€ﬁ$’o g@wmiqenwerm@en ensks tertfpne structures are

besaBbedSe Mﬂﬁ@ smt:tuka@ Ghe %/qugculbhﬁrmcfﬂ%@ MtieRAtoRBEd | BEIH Feeman

QHH i Op%?ig QS%E Qnérogz(lc 1816 %dPrﬂq\éT;%fr@Hrgqgng P?fg}ﬂ] @88 J. Tooze,

bciﬁ r%@fgom%!b“@ingeNgwe%qu i N.Ym{toQ@penarsi Shdrmtory et Bb, Yature 354:105

hﬁgﬂmlctrpar%é@ltnh& oPeﬁ’ed\HeYé?r) by lGRYGN¥Er ., the term "human
antlb i's not Iintended to include

" chi n§?‘¥18"‘° ﬁTIl'JEng’df"{e%"'Ypr‘?pU&?ﬁd%tyéﬁﬁyﬂ%?ﬁ%fﬁéé%'"@é?‘ﬁ\?é‘& analysis
$aftenet Reoteje pndlysisesofivaramudttres similemsdglentes psicd e®asusasCdt similarity
é’e“mgﬁeM@‘a@muJ‘@%@tth&%Q & é'flt)ﬁsegnoo&hgr M&d}ﬁﬁ%@% V\@ﬁd(conservatlve

ﬁuence§§§ "humani zed" or
P 56 m”“ﬁﬁ% FXr instanag; @epetics aﬁﬂ"ipb't?ﬂﬁm% S@cgpvailable from
GereticanCoreauts Groupaltic) bastyretehad tcanpe NGRBnIrEBARAGe, fs' @Mhtegrated

§dﬂ9/ar%rpaglpd'g@ ofj?\feE ﬁ%&%ﬁ@ﬂg l’op Q%egﬁr{?é éﬁ]aflﬁmﬁ]aﬁﬁﬁﬁn%ﬁgﬁgtmg nucleotide

one Or, nore are
A5t Aot SRAUERRRS: BTG COMAINBABETRE stpbetliGaRnend Hestiigwhichean be
SBRwithrdefatliz harae@tetd BdcferfheB®aqEtd SIW&M h@%lo@@@b{d/oﬂ dbquence

h from nor
SO B G D e "o P e AP, e pohe o
‘éffﬂf?rﬁéaﬁﬁ'es%wgﬁww%%@fwe&n @hilehdipie erodain prisbaiguteimthereof. See, e.g.,
GOGREIsBA 64, («@Banén@muwae.ohhgbt chai n of a first human

CDR2 f h | h f
cecor TR SR op S 1B 45 DB SRgeRaTut o

eermerded |paggmetarhad pragfana in IGQQJ VlatsmanG anFAS'KNILeﬁé FASTA2 and
Eﬁ(ﬁﬂA@P@bﬁwd@@@hérﬂ%n% ﬁérgemt %E&eh@%‘)@%ntﬁb% elngeé h? of the best

ne or nore other ant

BT Bevod B AP SHaRD PR T DAL oRyeBn BTGRP RS3-08
(6990); I ReasameMeatheds-MOT LB, 32t 186@d @R00)). Aot BBRred algdritem when

t () I8 L, @ Scus revious
kR S SR G e S A
conprising a portion derlved fromthe gern1|ne
sequences of nore than one species. By the term
"effective anount”, or "therapeutically effective
anount ," as used herein, is nmeant an anount that when
adm nistered to a mammal , preferably a human, nediates
a detectable therapeutlc response conpared to the

o o o - o

re
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By the term"co-admnistration,"” is nmeant that the

hor none therapy and anti body therapy are adm ni stered
woaodshe1qoat i ent substantial |y contenporaneous| pCofusemeho76s0

other. That is, the hornone therapy and anti body

therapy are adn1n|stered on tge sanme day, or there is

no nore than 4 nonths between adm nistration of the

final dose of hornone therapy in the treatnment cycle

(e.g., a high dose of leuprolide acetate for depot

] [
%bﬁﬁﬁ%%'sfﬁ)@h%hr%ﬁt J)r arE) ésﬁﬂgr g%éo Xgrﬁ&ﬂ% % %@\Lee%emally blastp or
[Rasy). geing default W?éafa%iﬁﬁsni;%et Pab Nwh@lfettehe/ Aol iBi B15:483-410 (1990);
taRsohel et 8., Mclﬁﬁmldb VE@B 23: 3089’11(;?9(1@93 ;\WeRdh @&iﬂﬂdﬁét&i ByrefeRhce.

of a pod and t he
hor rm%g (??1‘; ?g dég 8I5F% ?tdﬁask@ﬁ% (h a"bssaé'g t P ff-) chains
Witerigonnegigd @ytdﬁuande énthiSb@dy gemgalkyeamdamhmal leniunplggy, Ch. 7 (Paul,

ant & oshy, edo Ra@éﬁ Iﬂ@gé G- (b@d@%' (W\gorﬂ&%{eﬁ%} r&f@ﬁéﬁ@é)fn ltS entlrety for all
second anti bod

ete
BHP RS LB iR, BT E PO BHoT oo, HeP e SHAARIAG B Vi) and
Rihesgty caini doostgntwegitn (G-3 Tdnegmastyecheplcbmjmtwsgmieis eoinprddey of three

g@rﬁénﬁ@%ﬁ-ﬁ bﬁZtanﬁ O@{3e§§d?19fﬁppéhaﬁwh$c&ﬁ&@9@ 1?% h'PQr‘F’é{n vewable region

ared to the bindin
Eh¥eLhind H %ghg glaim aonaﬁﬂli "BeieRy Thefight ghaig rawa;ﬁnt/ @glowwmsed
phendidnaiaing Cof Tiheh &\, saciovid regivht ad ybel @irthérs sdividep antb Segions of

ﬂ!/p%glaq%llﬁft t%m'né/qb %Sﬁﬁlgﬁgﬁgnt\( ’IEHP&H% e%gBﬁg 'I(EBF h %terége%&d with

fq9fogs t%tqf%davec%?ﬁsqr\fﬁﬁip Berned Hemsvar irgionT (Eﬁ)séféahd’a and Vi is
asrhpdsed yf thzel CORLd FOREFRS| brifididbd friftanfrRCeMthuaNG cBBekyI-terminus

Enntné R)'ll%\b n%ortdgre FRH nébﬁg F‘?{z &Bﬁz fI'—ll'—\r EDagt #I{pzpq'x%s%jsygnment of amino

a@@Sefeteam @pmwmlism @csrortdﬁr@:emrth mer@ﬂ@ﬁoqsw@K@harb.e?eqa@ncewd@rotems of
WhithoidgRalCR@hsat eNRBhAI ORSituRSs dri HaNel, BéML%HQQ%Dt(@Qé?hﬁnd 1991)), or

Nl A e Y PRtk oaiom.
t hei r Thetgpadantigen-bipiling pertiel.of Boraniibedy devcmply "antibody portion”), as
Q§é€isﬁér8|ﬁ”%%ré N9 Jat 6rbﬂgﬂee§ag%ﬂtsb6fn§1 LRibbhE tr%@'rgtgﬂelge Ubility to

ot .o the e he anti bodi es use
Bty B Breromiach (s STt H TEBrfsat isghlig e anigen binding
tngivs -of anpeibodycaabeipedames by Sagmnen asdidendtty aritbedy. Examples of
Qlﬁ@ﬁﬁ%gh&%@réhbd?ﬁbasﬁ%g\ﬂhm %Steﬁlrﬁ érlﬁ‘gemﬁargqlba%rpyof an antibody

such tron or Ccross-co OoCC
Peluge O aifepi SR rPaferevalen fagreak FORaINIcH ARy L ¥ Cu and Cul
Bormalns) ¢i) & 6 (=" )g:fﬁm’fmnt epiveieiitdrag@ent RO prisiy thd BaLRdgmenRtinked by a

lQLﬂflAe tﬁﬁ%e atttmﬁhlﬁéi E%g \;ﬁﬂ’é i—‘é ﬁgglin\(@\ltj!;g} %Rr?d cﬁ%eﬂ\t/ éndk}?sl ed(cj)mainS'

EBr?pFét fraggreahennsiptingred de. %{ﬁ?ﬂéﬁ*qu?@a@ﬁpf dsiiplegrmogan antibody, (v) a
emmaﬁgmms @UaraRealg qmsprgta@fauh 5ﬁ4154d) hﬁw@l‘ﬁédﬁ@igﬁ of a Vy domain; and

I P A SRS, ¥ LHREFE o o
Herpinfod] Ithett fragment, Y. ard Y. precegeddr, byEeparaisi genes, they can be joined,
dﬁﬁgerreﬂibrﬁlﬁrﬁHnS miéthead, | a%ﬂtﬁétﬁ;tllnféér e @A th¥m 38 bl Whde as a single

fa S. 0 ecul es such as am no aci ds
&l Endh SRhR viornd Vi GEPTS PS e Beravp e s ies Tnown as
dnqtenlsarroﬁaKscEv» et erl Bichsi e Scendes 2420423- 4as (v@8iB) armHuston et al.
BRBCNE. Q\cQ@a&QeU.fA‘@B ‘735:'/t9€5§8'8§t ‘IS%%QI QRf, UIR maénh@ﬂges are also

nonco f ormati ona es are disting UIS e

Pigades e isgeePrassrd W'H‘l"\f‘g? teR{"aigen- 'P'w@ng Ry of @ prdigedy. Other

fonni biesiyleesr@inC antiobdiebe BadhUdsi dighodied RS0 encf}ﬁlbﬁ@s@&d Diabodies are
p £ Q0 ression as the terns. are

TG Wence i oo BBsRUR R R SR s n) el 3% onoe

conpri si ng adn1n|strat|on of an agent or conpound

whereby the | evel of an androgen (nmale steroid

hor none, such as, but not limted to, testosterone and

di hydrot estosterone) is detectably decreased conpared

with the level of the androgen in the absence of, or

prior to, the adm nistration of the agent or conpound.
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conpetitively binds to the androgen receptor on a
prostate cell, inhibiting the stimulatory effect of

wandrenges on the prostate. Steroidal anti-andrPogaiss006/007650

(e.g., negestrol (MEGACE), and cyproterone ( ANDROCUR)

not only inhibit androgen binding at the cellular

receptor, they al so sl ow rel ease of LH fromthe

pituitary gland. "Gonadotropin-rel easi ng hornone

(GhRH) antagonist”, as used herein, refers to an agent
%)Egﬁegﬁéi(p%ari ;i}utg dé {%hkz)? tl’Eap%VYp %ﬁorH_l_ ;ﬁ_l)v frre%ae e%ween the two
WPaiBTIen féaa@m@% HRERSY f%@nmthe é@re%l@%to pe Rith mr&egmntm domains

lonanotide chen gnd cradmbaivb antidah BINGKY SltesA@36e @'gStHcﬁigérnet al. Proc. Natl.
(gjq g%?o cg'alé%egl?jt‘l g&}gg%lopd{agﬂ%s %’F}éf?ezl_ g& déﬁg @ﬁ%ﬁ} erm

"1 ut eSHl firthey, lao ramiipresly r | astisanrgndingr protivesthérebf Rily be part of larger

ﬂﬂﬁmo‘é&hesloﬁﬁ%fé‘éuléﬁ fRHERby &valeRp QémgvémgssgSétg@:o@g\hénnbody or

ase tary gI and production of
O EROncotiR i 1036 viraB otk o ATGENT dY. PRt sspnarampies of such
mmm@he@lnn oofgoalee thehule hset dfahd sineplavioh cpiet regib@toymake a tetrameric
QEFQ/@HSIE&U@"(NRJW%Q@ %Pwmﬁﬁ Anﬂb&a‘%@ a@zpsl-ﬁ)ﬂﬁgongs’ R% qu('19§5)) and

m nistration of the RHaonls
aﬁ%ﬁﬁa atcystgige f??@“?e?rﬁ‘%fé"éd’q%qee? %teawn%igwh'sfl jag tag to make
bisaled sandoittinglaed sscE v penlecsles I’(Kipﬂ;tanﬁxﬂ ebbl thag. lotiadaidl. 31:1047-1058
f@@%ﬁt @trheraé}gmglgg FﬁEIU@é wﬁé% br‘? orQrflon% Bsﬁk%rﬁdn ﬁt?o%% ere incorporated

conpl e renderi ng |
& PaEpiseye teﬁhefru?ct"ﬁ'é?ﬂysf’ﬁ ﬁ?,ﬂCaYEI'%‘HY de em@k@ e imaw@adhesin that

preesiedlg 6inod totanenti@eepin@restBudi® k. InTSiiks embdlihdhtd) the CDR(s)

(F)n% ée &tg%réé}gfrag %g Sérﬁg‘fagﬁggr gD%HP%tlge ﬁlgSﬁ Q t ovsa Iﬁy Imkgt{1 to another
P?'VﬁePEQS’ qhain, qr @y be inspiparafadagpeayilipntly; Anwnpz@@mml BORB} Fab and
GRS ﬁgnfén(szmepa#éda‘%ﬁl/vh&e @%&%ﬁ%@; sconventional techniques,

to
R R B0 S i Ko e i bl dirveb entbocies,
artibbéaPortione andt insmehoedfesioni nhleaitles) east beo mbtditddRbbking  standard

%QrﬂbuﬁéntDNAQé&hh@é"st ngeskﬁbehlh%lﬁ androgen hor nones. Any
conbi g&tl on of these met hods and co ounds, includin

mul ti pIEea .angl?Pa’Voﬁéﬁ@"ew berpD avith H@mcfa@oth? @fe:?entanwnhon it
shwpldgerumdératopd that dreardigén- bm@n@mﬁmpms@duaymlsbrbe dsed.Mn antigen-
bih@8d | HHIBH] %ﬁketggt\/\%\' AL inta@Sarki Btg:ty fF's g&%r% B'lﬁghq heée%' ﬁenerally

Lncl d publication, a recor
& x FPeds(FaH: Wi & B‘é B%‘@ﬂ F'@SS "NY. (1989))

Gmmrateliaiye“etefmeemﬁfsuénﬁ%ﬁfooéll pd’ﬂ@)séﬁbnmﬁlgkdn-bmdmg portions may be
?QU&:‘eH%&'rQ&m ?’Eﬁ( SA qumﬁﬁést cﬁroon e%fzyr%gl% drrlzyngrgltclaloﬁ%alvgge of intact

for a or t
dibrdiers '@?@%@@%Odb‘ﬁefgﬁ §ra|ge@rP'§d%eqrtl@a insiee Fab Fab F(ab’),, Fd, Fv,

@rt, | amaatdmplententadityt @stadtighgy/ regtdae(omtﬁagﬁ{eh@n dIngleRh AR | Atibodies

%@ﬂgd&\%&fcgﬁhb%%%s ggiabn%lreg a% Bcl;]}/qeptu%s tthas gﬁvt!eu%%:t nagsttahgortion of an
Pdiedy thaf rie | yficieet & canfsrclswé@ @ltigewhindighter dien plieptide. I

EMBddinkishts I‘Rﬂfﬂg dmt&rm&b bding RReKitde FRYng §ik rﬁé@aﬁ@ldgmtlcgleto one

af fi xed t ff ai ner that contains tgiwe compound

YL BHRSSETHTBn of the invention or be shipped

t oget hrertenist "huraarcantibedyh er “hwharcdeqeance antivedy” hes sedrptnehdngeably

RA&lh Olﬁclﬁmﬁb&é@ﬂe\wr@ Lﬁraﬂlétén\ﬁeéo?‘sta#tr}@glb&s ki b‘r‘égéngn@érived from

mat er i al e shi separ at romthe cont

WRER P?fg’"?%t'@wp%ﬂl?bﬁﬁhtseﬂq’?écqse0| hgi RNy §eep$fe antibodies of the
investioruaty boladle amineracidlresiduds hbteencad@pwmdm@ﬁ)gaeﬂlaé invBlrgglobulin
e P DR e T B et B ER o o or by
human pati ents and nn-human primates, as well as
veterinary subjects such as rabbits, rats, and m ce,

and other animals. Preferably, patient refers to a

human. Conventional notation is used herein to portray

pol ypepti de sequences: the left-hand end of a

polypeptlde ~sequence |s the an1no tern1nus the
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conditions, the specified binding noiety (e.g., an
anti body or an antigen-binding portion thereof) binds

wonefoewernii al |y to a particul ar target nol ecul eCamg2006/007650

does not bind in a significant anount to other
components present in a test_sganple. A variety of
assay formats may be used to sel ect an anti body that
specifically binds a nolecule of interest. For
exanpl e, solidphase ELI SA i nmunoassay,

i %y&oﬂgﬁﬁdrpgnt\ﬁ\tr Powglefb‘ct% ? rﬁln‘%uMﬁﬁ’ taﬁﬁ%d?] %g L%P? 'h%?‘ ein, is not

are use an ant

ireended twwecﬂm”c WI@P@&? |nyvhaphsq£é% sefquem@ﬁ dgraeéérpm\i@e germline

lo€ axitied Matinlaliarbedits, |sﬁ@ﬁé| s 4 MWoGR, ﬁ&@%é@éﬂéﬂecﬁér@@ﬁum&f framework
J times

%g(%%g?%gﬁedwﬁe@aerﬁz\éﬁooﬁglRlsMAéﬂ?%&M 5"1 anti body is

sai d_{The tgpetshinesalantbodi’nes usad batein gesanateonartibely that comprises

e8Hidnk ifBMl tWHoinsEHferdnt BMib6AES e Mmﬂeﬁt %néL orn%re of the CDRs
el @lich apape P a8 ncBh i Bl ecgoeimatt ghet e cors are

derivet dom @ huraarp amti-C Hudaantibaglyi bcnhpmet egbodimertt.ctha CDRsfrom more
ﬁ%n%@%uﬁ%ﬁ%nﬁﬁTLﬁ#’gﬁﬁb‘%Gl@é ald Yo in 'Ee(%“rﬁe hlﬂpéne&'ﬁlbody For

s eC| es redom nant. species present (i.

fagge: B&é‘r"?”? ?”t{ggdyrfﬁ?yecoﬁlﬁﬂ??oaaﬁPRi ﬁ%’ﬁ t%@“kﬁhﬁ'@r"f a st huma“ anti-
IO anitheey, as@ieiR? e ithe lightecheiargp @sktdnd mumaaadti-pTiefesraibbdy and a
@Dﬁéba% %HR?,aerﬁ’ tthI'iEﬂl)tfc'hgg of E?ﬁrfd'h%ah %nﬁ‘C?BKQJC%ﬁkg&yO Ond the CDRs

wher el n ] ect peci es
Hﬂfﬁ“ﬁfobﬁﬁyy E*&ﬂ‘Pp'F"?)é ba daved fiarg ton%ebmpreweﬁ erEERE0 pwihodies. Further,
thel feamei@sd regioraf may be d@PEDMEh @6¢IbBthe SABE BABCPLARSREbodies or from

gﬁé‘ﬁfrﬁérg)ﬁuﬁer@nﬁw‘dﬁ%ﬁ@?“ ally pure conposition wll
an

conprise nore about 80 Eercent of all
macr oMoreorert as dispesesd Brepipusiie hereinnchimericcantiiperti intledes an antibody

Bemgrispib afpoftial Héhvﬁ@ fr@m 'tﬂéfgérrﬁh@ 'ééq uBREEs PR Yhe t%%ne%ﬁ&:nes

9% t .pref
essengb %]e tE%nrmeg eher %ﬁm goﬂr Jﬁ]ﬁ%ﬁ’ﬁﬁt&a'@p‘e&%ﬁé’& agb?H’ht {@s b‘éed herein,
eneant e anpunt [t wbwpe@nmlst@red By acoamreslt prefesdblycebuendn, owdiates a

H&b&l@tﬂé)he\’ﬂb@urt%' r@sﬂoh& WF&J' tB'tI%‘re@Q&éé %Ef%ct@é %gfﬁ%:aﬁgé%e of the

Sy RAErEF EATP G P10 o UG TENEY Py WG andlr cecroased
synop gomth, bfmaa side.seeisdas(s, aed the tikeysan e catlily @aeldsed by a plethora of

BRI RS bR etfds, Qﬁ(hﬁirngeé §.8&kcn fFre%@é Qsddlg\%:os[a? ﬁ?(rg ymber s

and/ or activit I mune ce are

exper il Bh 8 WYSQ” M’Qt"f’éﬁtjerStﬁ"Pf%thF@?‘Frﬁffﬁ‘é'P’%é%U'itWé"he compound or
eatmpasitisrt adabinistared heteinevadengaload 8e exadgRMrminell bbded on a number of
%@?sesnukh 'a@%%%s'eg& Jr%or%t%ﬁ%gﬁg%atggltﬁé/st%& fglgesc%eag% tlIIe age and

B‘F%Ea?‘*é‘% P@@'C@' CO”Q'F'@\/%ft"P% Fagmapkging Eaded) theggeventy gt the ghsease the
pédrecuty BErh0URd Béin@adnaSistbRg, 2nH tHd’liﬂb b| ting further

devel fu con or di

Tr eat ﬁgrﬁfen{errﬁ) %c} Qo?n lqgtﬁa??%c S. me?r} that ct)réve%r{no %}fgiapgyanfi haémbody
bhReey a@fadm'fu_steaﬁ% @atb% Pat@ﬁt &Uéstpmt@{hewtem@ramaww@f, eaghi adirer. That
Bf thé|hbﬂhidh§|the9d’py%bl@‘éhtib@ﬂ)ﬁﬁbraﬁ B?@téaﬂﬁﬁmété}@di Smh)e s8he day, or there is

thera utic s |at

b PP ik SnchlYB et B Bio-sien Bl BesBloch o KR dheragi n the
Teptmend gyclnte.d., miegit dose of ledradlids at&batermr Idembs subpssidnbyerdth is typically
Qﬁﬁlﬁi&‘fefe@ revér!}‘@ nﬁ)qmb Qh&ttﬁé’itekﬁgur%fto B h8dnB #¥ap Pbﬁk pgﬂsﬂgﬁnd the

A% an an bi ndi ng portion o
ST of e SRBn Gt POR S HORGRGHE oSy fiinistaton of
dqse@farmbom/taaumecaainmmtrandMﬁhbmmné inergpy.ost at e cancer is
hor none- dependent or -independent, conbi nation of
CTLA4 bl ockade with reduction in the | evel of androgen
in a patient according to a nethod of the invention
may provide a synergistic therapeutic benefit as nore
fully discussed bel ow. Although the invention
enconmpasses nunerous conbi nation therapies wherein the
anti body is adm nistered to the patient in conbination
W|th at Ieast one prost ate turmr hor rmnal therapeutl c

o g oy L 1
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or the tunmor is known to be hornone-independent (also
referred to as "hornone refractory”), an anti body that

woiodsioweman CTLA4, or an antigen-bi ndi ng port POmUS2006/007650

the anti body, is adm nistered nore than one day and

| ess than twenty-eight days f,gllowi ng admi nistration
of the hornonal therapy agent. The agent includes, but
is not limted to, an anti-androgen, a

gonadot r opi n-rel easi ng hornmone (GhRH) antagonlst and

a | ut gy AbRo- cBr‘HFéT‘é”ngs is8h ﬁé\%fn'%\?th p%ap&)tg%n n_bt"t% is meant that a first

ag OnISt or conbination t
§WP@P)@.°§@P entigen-Riaeing P‘?Féo"et’f‘?ré%ft cqn@efﬁédwaw@mwth a second antibody,

ad ah rinBdenalindmg mftioh hﬁeréd’ﬂ Wheﬁé' lem@"Hfltb@ elgt Bﬁﬂb@d)t W@Nits cognate

t
SRS Bl AT L3H DAL 3 A R o e
pafing otihafrst. andlendy ingthe bren¢araf éetseoond dntibatign Eihe alfeaatiysy where the

BRYing BEHE 866nd BAIHBAP® iBepARend td @et@(ftaHN Jﬂcheased in the presence of
OSU

t |
BT BRCERR el B eyt o) i RIS AFpRRY can inhiit the
Sipding af @ srehind érdibodyte its epitopewittespibatssecora dntitgody iibiting éel binding
lof the Ny &tCABSShy ta_ h@treép%ctrvg Qpoiigeal HEARR Rih PR ¥adh! gr@ihgdyoéetectably

a so rce of tunor-specific antigen in
H‘E@FS echig 6‘§P PR RASY Wi it R9RHF ERtHPR Of ligandpilether to the
Fareel greatansor destergetent, iht antivodits aretskiges “dprsssempeté’i vih each other for
BRLIRYRY Breir £ A&Béctlgle%ﬁ@@} 'ngﬂytaﬁ%d Fl%gg ?on?ﬂé%iﬁdqgﬁt%goﬁgsdcan bind to

i mune reiéjonse to the 1ncr

fherfBtoRepRiciofiPnofdbR FRERE. ithwhirfthg qiiigeies grasie itedpyeption bind. Use
pitidtiveomfetiey a{w:msmvmpleatng aftibsyiee [sgdnﬁérh[fasﬁé’bﬁfy&l&@ Hrb!séht |nvent|on
ﬁgéeﬁ'&ﬁ&ss &Ftﬁf%e&%ﬂg %JQP? E&Rn%e%ﬁon F c%r%s%% %lon occurs (e.g.,

ner ance
F%%Cp@ énqeh?%'tpgrnat@éﬁnchem&t or hinsingzg @ qemnton rmttop§p@fm0ft|00 thereof,

aint thg @K, thé ekurea@rtaén Qbhld §;§#’re§}ﬁ%fcé/ ba@emxphﬁ EHEQQ&th §5r@m{ed herein,
andr o

REPALR e aholy AR5 Rarin anRGoF BETBREBARHEY R oon be user
Bﬁ*ﬁéﬁﬁmvhdﬁdWEyhb@mnedlated by a non-tunor-specific

ef f ectrpe R epﬁJ)pSéV\@klhﬂ‘& D @rdt&y @éterﬂfma"ﬁpca%ggé ggﬁécf@ﬁfmdmg to an
ate a necnani sm

ipisPabali of MaA Gtk EdRPe HesTURETS SSoabacr e shatioaly actve

blrfaed provpingresftneplechias sudheaseanmmry adids @rrsuggppsidesthibins and usually have

Qfle‘éiﬂ@ gir&eadlméﬁétoﬁél%ﬁhét%l Jﬂgrta\’:\@ﬁsrtllcéa ndyRag Sé‘?ﬁ%'cuﬁé g@ﬁ%;e @0 cteristics,
t hat ads to

LA4 anti bod he 1'nventio [ S
b L=, AL P Eg Tt PRiBEEStsS SIRGNSRPY Y biehe bincing to the
mImheribothot tledatter is lgtje ttel prependecdt easdaling kblead. veness of
the copphhali ﬁ’ﬁ@raby’er&py]anopgg%w gHﬁ‘prg‘stqul e%s S#%gqg@ that used

androgens may pla
@tgﬁ.‘é‘lfa qa?lyd;e[yg's PRFPMPSEF @R @e@gq cgglpt@rg;ladmmxstratlon of an agent or

Qm%&)o( dhesehyshé RYel egubirddgen (Mle slRevid REMBRe, SYEH &bl Yot limited

SE0stey 1o R A0 B LA B

TBﬁ andrigger B fhsl ApFoes Ple of aNas| e phe Aeministationeaf Itendgest om¢ompound.
HormoR@UtRerapy InéRides? 7shd - |827|5t3l|r(1|17é310@ Lfs@‘Hf | M0-ahf8HarS, gonadotropin-

;e%gg Fge h '%AO%%JH%LJ!)F%\%\A n%lldalng{nlg g%r%@ -r ggir’(gz-ra%;)hé/ ggr]cgnllsts, and

%mﬂ§@0@§ﬂhﬁaﬂhe potential interplay between the imune

syst emnABRqr&aR RNRe &8 iS L&JOIHSH ; re@%dtol\é?xg%agrﬁror €bmpound that
¢  Nat I 'Acad Sci USA 98: 14565- 145/

?%%?f’fy( ‘ﬁ?ﬁkﬁﬁa apdioger) reCRpte| Oy APkt FellPerebydecreasing the level of

andcgenss éd aupammaindmugen Wi thdeasnalf JandAgéraninetheahammdl prior to

Adnhistrafidn 3R 25t b %uéodérﬁ%y%%\&?e&/ \%‘ﬁf %\)epg xé ge%s in an

POXVi rus vect or s expressi ng pros S

conmbi nation wi th hornone therapy). VVthout wi shing to

be bound by any theory of the invention, the

conbi nati on of androgen bl ockade and anti - CTLA4

anti body may i nduce a nore robust imunol ogica

response within the prostate than expected. Therefore,

the conblnatlon of androgen blockade u3|ng ~anong

o,
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enbodi nent of the present invention, the antibody, or
anti gen-bi nding portion thereof, is adm nistered nore

woOhers/oyo1days after admi nistration of the hor PODAIS2006/007650

therapy agent. In yet another enbodinent, the antibody

is adm ni stered nore than one, day and Iess t han

twenty-ei ght days follow ng aé’m nistration of the

hor nonal therapy agent, where adm nistration of

hor nonal therapy term nates pri or to adm nistration of
togtgrvﬂget i IQ%I mamﬁél chttnee J:)r c%{nﬁgt?n n% agrrn%‘t:s?ereae Preferably,
addi tiona orrmna erapy” once

éﬁﬂﬁ"@ﬂ‘@@'e‘?%ﬂumﬁbv\ever mul ti pl e doses of t he anti body

may b@tnaﬂmaﬁdjrsgéhr(%ﬁ b@%dﬂ%&lrél@éj M-tbaldb” Eé' fﬁeg@ferms are understood

hor t her Si
an:ﬁ her errb Q her Tﬁopgnt | B%"d%g%'éjal ﬁm?ﬂ% é’? éﬁg'm?r‘c@l“tam'de
{BATORHE, @Wemléﬂdeét:l@RDHhrﬂutamdﬂ YEWRXIapBOBENILAWnEgthe like)

%Qrﬂbélﬂh%lf @i'hhé)fb @tfe én@ﬁ‘)g&pfé&@ﬂ@rl oﬁ Qeﬁrésﬁé(te Q:Q?Whhlblﬁ’r@dthe stimulatory

term
3105 B Bt s i i OTIER GTOTORE NGBS (P Giressvol (MEGACE),
@nd orotenie (Wmmatcalyommmndm@emmnma tokeqetinidenteptor, they
‘M@blsﬁaw rElesHaQk hﬁfrorﬂ'meoﬂblfgﬁ%lv%ot he cancer is

hor none-i ndependent ere the antibody is
adni ni SeEFREPPIRyeleasipmierHARe (BRRH] Ratepeis!’, @R ised herein, refers to an
bpe tthat @inghtto GaRBl (Bled koawinngs BidHRH) iredeptats ianhobitdith® gland thereby
IBBEWﬁtIe c{% cf?@hntﬁ&ﬁ% usmfgoiongé&lggﬁtrglggsaenc%Equa%ta%gmsts include,

hor none- ndent
& Frrelix é‘? Wrﬁrwrelﬂe (SAJPW@ sEPRH taniapaipde tynike LH-RH
hgsridid, do helgausH aaaﬁeadbleh@ertm&esiuajeus of the tunor.

Vher eTtheWnEtremH% hh)or ?relg gce)rpr}&ﬂes Eﬁ-l E?I ﬁg?rgst m%ans an

t her apy agent can m ni s
agrft 1 sompeaiendt Hal #@e%@tw eﬁweaaﬁ eituitaty glefa%pmémord @9 ahhaest one
hesfont AR 6tWEAisY - Sinfiltes dRYSstEOREN phdiR cRANEIM st ddalit? Bndlevel of

BB B DS B e OB 8 Bl o e
Rticagodisth oA tid-Rhegonisk es thedérnt med iharedmn {si amnagetththat dabeesss apytinuous

@ﬁiér-@t" VAR o@tl*éelﬂ-ﬁfe?i-lltren%?tggglgd H@rﬁaﬁfﬁtloh %f Ih@q_tl-l ki Ceceptor complex

oy P e Dl GeTEsE ohn 6o iB ounp e presence
dbthe racegton axt tbe yelleTig @t tunf reanitringebsessadhLid bad subBequent secretion
bfn@éfb@teﬁﬁ%p@nﬁ-l ta@orhﬁ@ irfe HQr bl!ltsarﬁl At 1ida 30 dl‘al%r?rehn l(Ieuprollde

E onge t he provi g peuti ¢ 'ben
HERBYt i EHE;AR*Per rﬁ°ﬁ%(t3'inon(291- HENTDr'?ﬂ?er?'ﬁer@HﬁRﬁ%CBeehyptore"n
OROAERTY), and the likkdor r esponse, e.g., tunor

regr eﬁg 'tt%ntem?tn?&lnlld! éﬁotré'?%ﬁ ﬁ%‘&ka%gc I|sI rﬂgan?gorﬁﬁhaétlo éfe Ei!t least one anti-

decrea
grdregenRgv tbr?é'eﬁﬁtrqﬁe hHrRtt pROPISPY qr@le&@gtydp atoelﬁanmn Hormones. Any

periteakoish o8 thesd aRgRds Bnd Bemsbands, Mciuaig triiiple gﬁtpét«wrbg&rkbatnumple

LSt en _co
[RhrR R, S, bl B0 LB MASBBR N Do Ml i g &
t her apesiturionple meterial,” @, thahdermers @sdso deneimntinclughe ree ptiltlieation, a

td¢Bmlng] éSdla@éMD&Qany BHERBEGER bs e@@s&f@ﬁ]@hkﬁ gérﬁfeyused to communicate
or m)na era

east one
B8 By Bhe b 4 AR IP YRS CarerBag MefRnton n the
fon eafiectingt @eviating drotrerting -thendep@inddindéaseachmi dis@tdaratredtad herein.
@Etl(ﬁt@ﬂf @8 %ﬁ‘erhﬁgy Cth %strb‘&bﬁé?%n m}q@ér{)}éés%ﬁb@oﬁé’ Be anlle rqc'llatﬁods of

%lve t herapeutic ef ere co-adm ni st
Fﬂﬁ@?ﬁe{s I‘?éf"ﬁ‘iﬁ}ers Rsa ﬁ%lr g tisgye| o Haprek wludmg as disclosed
phemﬁnmm#gn wi t hout wi shing to be bound by any
particular theory of the invention, it nmay be that

hor nonal therapy that reduces androgen | evels nedi ates
an increased exposure of tunor antigens to the i mune
system and/ or reduces any i nmmunesuppressive effect
that the androgens m ght otherw se nedi ate.
Alternatively, it may be that hornonal therapy that
reduces androgen | evels nediates an effect on the
thynus that enhances the ablllty of the |nnune system

N o o o o ~
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and the persistence of T cells effected by the prior
adm ni stration of the antibody therapy, subsequent

weaddistiooaeal HT, or substitution of antibody thecamwg2006/007650

with HT, may alter the nature and/or enhance the
anti body-initiated i mune response. Thus, the

i nventi on enconpasses adm ni stration of antibody
therapy first, preferably for a protracted period
(e.g., one nonth, nore preferably, two nont hs, even

mor e %Efr%{r@c? l)Q(al rrjratfgr@ ofrm lhr?‘l %x&%hlenpg Sf}‘rxed fo a contalner that

prefera our nont
conpiphEs Wpewlda@n?{qﬁrcgmpa%troawf éﬁe 'ﬁ!ﬁnﬁ@ha'l bft h'emﬂgyo@ﬁ’fher with a

goasihért wHidhodon@fnstthe c@ﬁﬁdub@ de/&r%h’@BMtrdM t/htehﬂfrw &le instructional

:r]%ge;rgp%r\a/ h{' sﬁmpeedesepara%me n% {hgrcga \gﬁ'f %{'18 rgtﬁ?tggyrvlt%he recipient
Pess tbwnﬂgicé@nageﬁty“al hmf‘f‘r@n@mpthh‘écmyratl‘@l)adm ni stered,

ei t helexidps Whasl notba, Ctﬁé‘ ftérﬂ!s' egah@r'ﬂt bP qubﬁe&th grreatﬁ%%d %ter@fl\é?fﬁ%bly and
becaus e,

cont i nued antr Thi's is
&‘ff‘éﬂﬁ %? &'ﬁhoﬁfsl%?‘a” hfrﬁ? E’W TPAgPrigIRtes By e! & veterinary
ishidecipguch res gabbite rhisr ansiraice,tdnd roétpy anigiatsh étrefefadly) aatiedt rbigrs to a
Ramgpnal therapy in the absence of continued anti body
t hera or where the hornonal therapy is adm nistered
i n adPPYSBHPPENRLFIEN dnteR HET IR BPTHRY PRSP Seguences: the left-hand
end st atpelgpaptive seyefe0y ittearains-uneings; she aghthemagelibh £ polypeptide

%&fu‘éﬁée ,g g]eaa,rgg)t)jl RRLinuds noted previously herein, many

hornonal therapy agents are known in the art, such
t hat PMéh‘f Avash | HRCTESAG Aipds sessusel ersiyy ingheant aicomeoung, 6.9.. a

pexeirgfa e bald,yara itbo@n dhe genke, Gniaﬂaado@gi@éﬁ s bind@d specific
erHTeRJHe atg.ﬁ’%' % Hot @B&éntgﬂﬂfe%@% Arrl)(fndu gtﬁ%r Tolgcutes in r% ?aér}PIe For

non- st er oi
ingtangs, gm pafeasy Q!@ r{eewe@m@tyr wikgh rstmze%ar(dmlmdﬁ\mmm;e ligand (e.g.,
&h ahteoTIcR dnﬁkﬂdﬁmaNbrnm&b@natm &1, eTorda a sample but does not

glljg an a?lyr Q en%@‘;??ﬁﬁ%} s:ﬁ: ! oiﬁqr‘pié(E ﬁ?ﬁf@p(ﬂeagesrgnated assay

arnﬁﬁ@ns;tthre iseecifigh inslirigxmpeiply HiRAX| #B) aratrbddm ps &n entigen-binding portion

(l’@ké%F)’ REE 'N)efererffl’a Wﬁfcﬁﬂaﬁtafg@?h%i@@ule Snddoes! BHRAP IS didhificant
% l&?r ol ] LUP ELI GA oserelin (Z

DEX) ,
&P e’(”él’]fpﬁ %ﬁ»)eser}t r"ilﬁtt t SEple- (@EW&W?V fosgRgfs may be
u$edl tbisklect anrantivuoly it spetifiodlly bt a rheleatenafnttere$t. For example, solid-
BMSM@SA RS RRRALEN! mQﬁLQ%Br%E Staﬁéﬁ‘%ﬁi\co@é’ '595 (ﬁéassfern blot analysrs are

dministering an antib or antigen-b
t’T’F‘é’r Qolfentihg a*“FR?F}‘rd'P\aaISPF‘Ffféﬁa%iﬁaﬁtje‘ﬁ'th PEL% p%f’fc@ma specific or
siiedties tdaetidnovilivben al lehd ewiap yadkGroattdighias bendsk and rdrb typRla®y more
firgﬁ qgt@% bé%kgt;rjoﬂwd g\ye%z#gcﬁe aﬁé@ﬁigallgr%% JHHEHdD |sa£a %msepre?fiéan‘\ébind” an

ant i or anti
afe}rgrafhyh%@eﬁe\d'h%%@ssaeﬁt%cgﬂ%t%rtt K'érﬁ 'fbréHHIVe PFRI®TARIN 100 nM and
hhetrpmjgrablfflﬂmhm the anounts are effect ive in

gf)ggbggée %‘"I%R/ refe (?oa EﬁnenErl]ﬂébrl th'] ssogatw Pns %rg a{1 ?,'gartrcular antibody-
Afigemniesstiony en’ vvhere prostate cancer is

hOf ”Uﬁe'ubé'tﬂ ﬁ&@rﬂd%ﬂbstarﬁ@mbdﬂ@t nB4hsO4n BQ&H@B@&est QQH@BB@dommant

Bheb Ry R ob Sl ate e e HEp PhEaPoyardiRlrspecies
@fefcemp‘ésﬁpnbﬁn@mdk&@h’rEBSL@afeﬂlaﬂhm“ﬂhﬂbeMDlals & ¢vepagion wherein the
6195 ‘srﬂa%@s‘(\é & harlCGHi A4 Rk QRARAS cEARYisRE AMbAE 2t %M?gn a molar

@nd/O{ prol onged i mmune response when conpared

9 B I PRSI CHIED FRECISP AIeGHEs RSN FeES ot iRy PG} AgPRgSiton wil

tdmeriapymag ethén iabo@ds0 rmiesestr e ail Mmadrbdlgduzr dps@ss PrLENtain the
r (S 5, t.her

B safo o oot bR P b S KB b i roreray,

nont hs of adm nistration of the hornDnaI t her apy,

mul ti pl e doses of the anti body are adm nistered over a

period of greater than one nonth. The period of

adm nistration of nultiple doses of anti body over a

period of nore than one nonth may overlap with the

peri od of adm ni stratr on of the horrronal therapy. In

oy Y Y LT o o
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conbination with the anti-CILA4 antibody. In this
i nstance, hornonal therapy conprises adm nistering at

woeawiiooaee hor nonal therapy agent, e.g., an PCT/US2006/007650

anti -androgen and a LH RH agoni st, an anti-androgen
and a GhRH antagoni st and an_ganti-CTLA4 anti body
(e.g., 4.1.1, 4.13.1, 6.1.1, ticilinmmb, ipilinmmb),
or an antigen-binding portion thereof. Mre
preferably, t he hornDnaItherapy agent incl udes, but is

| .
00 o et 8 oGP B oA ) 5 S gt oo
Seferte%\ 'rpther @mperltlcggrr fe/aﬁfewerttﬁaﬂ dstnstigromethods) whareit ﬁercomposmon

oy éﬁ@éﬁtrallyrﬂﬂbtsin@b%adm%céﬂﬁr gpB@esant i body and the
hor rrorA%I ({15 agent m_ni st ed and

t
of adi s ?attrﬂgangr{? “&98;3“ HUERE WY Vﬂb%’a?ymp?oms of a
diseasgie. dvraer gmcgyvtbe@j/oranqj@tasgdorcﬁheaeﬁeo@a\gdratgﬁ by tinemtimbers and/or
'a&rv}fﬁfbf iRRHE 88Is SAHIOHE TR are HPEMRBA by HELRRAY ARBI Sh'rd'\_gies the

hor none t héra ents .S co-adm ni st
RFRRRienisby HEPARS of G0 ek NERISSHHIPETERAS eTRIGH o Goey te
kosatrohibe epeptdes tcomplivations sor Hinzherinallindidieesfapyisemeen. ¢. Seélegation of
akal I@\ﬁa‘f’)t aﬁé()@trrtbo{h@tgi}?h'ptome&raé?éésﬂ%e&t |§h|t?1r rtbe(uﬁpérldevelopment of the

provi din maxi mal and rogen a 1 on era
&Bﬁ?% Qgifigny of 6S%{d?ronﬁﬁmenfde?yet?mmhybﬁ&s(f%qreveeb?r&elay the onset
parhe elisbasenbretb @ravhe thelimanifediapend efiicas bradubslin@bl dyhptoisnibéreof) or

@tﬁ:@u?&&s%ro opﬁgv@m& rsy%&b?aﬁep ﬁe%aﬁﬁé’ﬁatrgr@& tné) <t.irsease

bee determ ne ere

recelvdaﬂﬂlﬁﬁﬁ—ﬂﬁﬁﬁﬂne therapy. Wthout wishing to be

bound Thy nﬂ/@ytrdhhféﬁieé Bf methedd B¥EAbD BeloW BRI m&l acﬁﬁtﬁh&t@eﬂi@ﬁl of an
Qﬂib%&@?%b%d!o E\%IL Eﬁ"[ﬁgf Zlorcgn a%p%mtﬁrg d\(rgego é)F the agtibody in
£9rabipation with oronsldRerashico SOMeRALs Wcmwmtbﬁntbﬁeprostate cancer is

haaroaaae@neér@@sumepeﬁdew EBMbiBARAI IC(TLMBIb%Bé $olth PR in the

r e an e effe ndro en
SRR 1 nines BOpIEo & THRSY GhilP Peordpt eiogovde =
ayr@rgrﬁtrc thetpeutigddnafihas mbre fdly distabisehbedowt. her apeut i ¢
benef 'Attthth QH@rn%ﬁrérﬁQﬁcomEQéé%s nifedolld SorfsTRRdh m%ﬂ;pregfwherern the

% i nyen wher e eﬁﬁrostate cancer IS
ﬁb* Adh &G Prafsrrf’ odpe é’P? t7 GRMRRaRt VI atalpagt aetPresigie tumor
homopaidherbieti@ pyend gbe peesemdaeyeatiahe st ih ywoSedyelotited th raareamplified

LH RH agoni st ,

ks, AR HOSh rofh ARCRALAAAN AhnosBi 1 T ody or
an ant Y&FMBPHALH G BB PVelian R @ptsBT LAdAnEbosH A ntigpaebigging porton
therebh) eis paitviirtstdred Acting Mhedit bisd iday 208 1edsethan T tvermtakightn efy@Pafter an
rgt?alct’rt@rg?fe d‘f&ﬁn&%ﬁ QQ aqu@y TReS/’ § o{)/@?of%qwo%&%l tH%X@Parg';gnt and the
Bfﬁhbor’re%@l effrstive ip el %aBon fPherostaln g@webrearm@t cdrbr@@edmerapy may be
tadir&rﬁr’étﬁiéﬂtprrdjmy adifinisebtios bﬁﬂrtr@ﬁiy ltrfeﬁiﬁpQ &Fe@ﬁecﬂ%ﬁﬂﬁa W Hbrié-deBendent

theat ?éhn?ﬂm y 9or e{ h’rg( i oner8 he I%uénoé Iﬁ P%rgrgr}e gc-ﬁ)&n?qqg the hormone-
H@ren@ﬁﬂaﬁtaf#ﬁbasamb%g épRessedeiut reprior bammenmiberapEima SN aiministered,

SEHS R0t @'tkhd(/vnl 168 B6 ASTRBSS R Gep@ATEND(aRb § ?Jférfeg t@as hormone refractory”), an
m Lcal, conp on CO rISIn
gﬂ@ dyC%L PrgRe PEBY giw ofle® ’6r 'gifﬂgr f"i"ﬂb‘?ﬁ‘alo‘c the antibody, is

hayinietazd ntormﬂwarpgneaige Abdlessatheh aelnt-eigstdays folpwingoadotnistratian of the
ﬁ&%ﬁ:ﬁttﬁer%aégéﬁae#bé G entqm@ bdtq Pot %d CtQ”Qﬁ |- B%rogen, a

he anti - ntlbo er(s npri sing
SR (WA (Y HﬁFﬁBﬁéﬁg”@We?’ﬁﬁanﬁbe"ﬁ‘Fsa 'Lli%l?'%'ﬂ%rhormone releasing
adrinooel (i Hi-Rit)-aaciistorsombitiation trafeot.onbi nat i on (conj oi nt)
t herapy enconpasses adm nistering at the sanme tine as
one another, it also enconpasses simnultaneous,
sequential or separate dosing of the individua
conponents of the treatnment. Additionally, where an
anti body is admnistered intravenously and the
hor nonal therapy agent(s) is/are adm nistered orally
(e.g., bicalutam de, and the |ike), or by subcutaneous
or |ntranuscular |nject|on (e g., Ieuprolrde) it is

e o, " o o o R 1 o
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Gonadot r opi n-rel easi ng hornone (GhRH) ant agoni sts
i ncl ude, anong others, abarelix (PLENAXIS) and

woizedsrieldon (SUPPRELIN). Further, luteinizing PCT/US2006/007650

hor none-rel easi ng hormones (LH RH) agoni sts include,
e.g., leuprorelin (leuprolidey LUPRON, ELI GARD),
goserelin (ZOLADEX), buserelin (SUPREFACT),

tryptorelin (DECAPEPTYL), and the like. In one

enbodi nent, the anti-CTLA4 anti body is co-adm ni stered

wi th QTQo?{ghb&ﬂﬁén?%f&n%@sﬁ@l}#éc%m/ng% {f‘%%gm%gé’ E)H 'Tadmlnlftratlon of

agonlst eupro
'Hb@?hﬁﬁaélmt'?%r"a?fe dlﬁqrborzfg%ﬁm after ggmijisirptiog of @t dapigene hormone

Wrml’a@bntt hﬁlﬂﬁ@&ﬂl@@@% be iB5UHd Bﬁar@%ﬁmt@?&ﬁ%r@?ﬁemb‘noh Shormonal
ARFADRS Blrel, bt Ehoulle o BT WM ERUECEHgResS to e prostte

eupro e’'lrs
|em%wmoi |prpgtatﬁotum9henep@¢ eetigemy) tadherimmeunelsystBif)such that the immune
%Hp@l@@% %{estuméﬁiéfp fsOhdréiRed. STﬁb‘I’?sf HbrmloR4l tﬁerré?)?%'aea@g or increase a

cancer in

tamet raseclnoeD Pt oo reicg,py R cebgatapmicn in urn may
deoorcnmsgwub’rer’rbyt anngemmrés@nmnon ezoimdEys.a BB TIR4 antibody mediates
%Htlhcrggleé\%ﬁ‘iﬂﬁé b&g%s@ntg th@ti'rﬂ‘,rréysééj?evel'srbfft%g%gmﬁc anti en in the

CO mbhi nati on with i cal e, 1S usef ul or t
GPU95P oXESANERtien, PRttvay Ttherelyn Penidingna e?(ﬂ?fﬁ'ﬁté’sﬁ‘@éape% effect Other
&ombindtion GlidrAgiesatitat moegyrebult @0 aymerydt Wit am-CTLA4 enhancement of the

mbneﬁggﬂ QMQLQ?Eégmath ‘?‘é’%ge %?t’um%“%ae@ﬂ& arLtl\ggﬂs a“?g rad%tlon surgery,

eu e an
E‘?fﬁ‘ﬁf‘ethﬁﬁﬂ)’ GMopg pteersy j ne and second I i ne for
non NEUdISS,ad deordass inrgdoGe 1§Vei méﬁﬁ&bﬁs’ébr prolehd érelﬁﬁﬁj)'le response in

% afnt %‘i ﬁﬁfl @E 'n%dlg{eg%gl %tn%n 9%3e0|ﬂc ﬁ%&‘r abl X\%I%'IPQ ?ne level of an

lnatiron I's used as  a neoa ant
EP%%QGEt”éaYd'%ﬁﬁ’@@r an qpbprees! mmur@ms&pmg@ by@em?mmmrelated to an attack

bhetiafyhor.S DRGHIB S fh@ﬂalrpﬁlhg@ésté @hat iYers lﬁjﬂﬁ%uﬁmépparent biological

irhegg tt.HF btefw 1} %g?ro%eﬁetﬂ%c [ m)nl?d ; heé?)%@? 8Pt'ti°§y OP t%e invention that
!ﬂeé%toaﬁ @QWQD ﬁyvent@(dxﬂ dieiriogpadbisgrved Wigh the mbiibody alome $Uygesipy increased

ffectidhe N OB BiIMRES PRY¥rapy Frevidul SlRie@ 960 est tﬁéﬂ%n%@gens may play
conti nued, fol | ow n%ﬁgr ost at ect 0 as exenpl fie

8 $YGn Ly &M fHRYRE ®Het $8d LB eCTopRmEARt i Srientcan 286257261
¢85 X distusnririg ragulation ebthd jirovan systesr pyonpdal sterotds); ke @hy Kovacs,
Vlﬁf%fﬂﬁdgﬁnRég‘ 92'3%3(-’28@ f(z(fbﬁ‘y (cﬁécn@é'lngt fh%aéffégtgt of énﬂrogér%er)n %Oand B

ensitl|ze unor cel
f H‘@P%\‘H@ui"?"@'%‘@ﬁ@? |§“”1€53'idh @t B'aH éf’?f"“”‘P’IoU\Ze‘ir 74123 (2005) (noting
thymenteigemeration rfolttowinignartdedet bldchadene vatliverdiagt als et taing Endocrinol.

eﬁ%{]atoldftr(z_ ng@qﬁn%%ﬂe g@eﬂtlgl\/ f'?mwrﬁl%p{)&ﬁlgerp ﬁ)eu%‘?ﬂqmg s%}gm and
ﬁBBHI ang; steéostqr@ds)aaanMQW@derrqt &l n(j’rqng)d@tl(,ﬁqajdo‘fcz tLb?A 98:14565-14570
(Zoeg)ppesy am@IEInﬁlfratQ)hldﬁlpfbaialeyls Q\&éﬂa@@d uﬁﬂiitéllﬂio@&eﬁ/)thdrm Arlen et

RV Mot Se ) MRcRG Yoy Biibl snh g e Tl dforessis
Er@ﬁ%ier?éﬂg% P% am@nnth"@hw wilgwrnenedhefapber api es, e. g.,
CheWDWMﬂblﬁﬁMshlr%Ufoglﬁf Youndasi SNREEHYor thd @N&Ri’oﬁnﬁ'\@tdoﬁlﬁmatlon of

I|k tient. That is,
ARossd Lortr @ o PR eNBhaf Mo Rihet disye iR mrnologca
EQQE‘?TISS witkih thelonastatg thsuetpeatsd. Tihatefane tthd domibinettbntad andyogentblockade
E@Fr?gt Qohd Binbist Qrcémblhétféh%g'léﬁﬁﬂohéeeac’rﬂpﬂ caRdd il %&ﬁblnatlon with an

al kyl at n intercalating antibiotics, vinc

"R%J(@\ Adsa%t'*?O%’ﬁuﬁw&yrdgt6r%°tert*%'xa¥s@@lst'§eqﬁéett jngieby providing an
eslbrtargenvew teepéic troatohehtdbrorsst(SERME) , such as, but not
limted to, |asofoxifene, and angi ogenesis i nhi bitors.
Ther apeuti c agents are nunerous and have been
described in, for instance, U S. Patent Application
Publ i cati on No. 2004/0005318, No. 2003/0086930, No.
2002/ 0086014, and International Publication No. WO
03/ 086459, all of which are incorporated by reference
herei n, anong many ot hers. Such therapeutic agents
|ncI ude but are not Ilmted to top0| soner ase I

-, o, o o - g, I
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and stemcell therapies; alkylating agents, folate
ant agoni sts; pyrimdine antagonists; anthracycline

wanvichioo®di cs; pl ati num conpounds; costi nul at or pCT/US2006/007650

nol ecul es (e.g., CD4, CD25, PD-1, B7-H3, 4-1BB, 0Ox40,

| CCS, CD30, HLA-DR, MHCII, and LFA and agoni st

anti bodies thereto). As mentl oned above, the nethods

of the invention may be further conbined with
transplantation, e.g., stemcell transplantation, to

provi [ a i,ct

Wi th gr}e%r%t %nﬁbg)ﬁg'{aeﬁfégﬂe an@fo%i]the“erp&% ?danﬁ 5 ét %91 {653 | ];han twen yy %%ht days
pEerhemapa thrsaryrielp Ratienbwhhkas met leerived l@ﬁ@m@rmqﬂat theraw tThis may be
aortk WiEye, heg. a|th63§kememéld®én@df &tht0g @ﬂﬁ]ef’t@rﬁéﬂ HéS'nbt yet been assessed.

L ST YNGR U R L
ﬁ@'f"éisifﬁ“o'ﬂ RbkormereisgrhRnt Rrefewhlyethe bnpassldberamyap tontisued throughout

trrea;e&ggafma‘anlt,ydaplﬂﬁ%yes ei t her autol ogous or obtained
from n HLA- ma Where the nethod conprises

stem earlm er gﬂ'&)miugﬁr{t %Fl,?é)tlhqdyser %@Q tB?reqfh@ administered less than
areniylod ydalio folfowieg teheinapstioagdnbe bambohalabérapy agent. beurther, in one
@H%d']héﬁ o ek Bkt |h\}eﬁtldnnm'én§nt@ (ﬁ; %P*a)?(%ﬁ eh%ﬁdﬂp;gml?n nﬁ‘e?feof is

covered fromtranspl a I.on
B ipigtgregmore then Wﬁ@axscfﬂifzadmmtfﬁ&o%% hewe'mea%&yae?r&n
I n ceirt et anaindd echbodimérs,, thé Brétibbdyr is bdrdiasRrddSndél HaR iofié @&yeshd less

tthtM@ntQEi‘[gtha;%f foﬁl(f\ﬂnq %ﬁlnkg ohrgfe heo orﬁ—Bﬁal tﬂerf'aﬁ)p cfgent where

nmont h post trans at1 on. r ansp
SOTRHEE P eiEh erapeigrMiagies Priohid @ﬂm'msjramp@ﬂmwwqy That is,
Harpatiea® doss lﬁb‘tlréﬁélvelaeﬁitldhél thafth6rian &lerdyh @héd fh&anﬁﬂba ﬁseédmlmstered

%’ﬁ%%vgggrﬁugwl gczsg% (S)?g;he’ V\ﬁﬂ&w ma;? Ij})graecgmnlsters(f raB oq,eglfeéjdwnhout further
Advipiptrptipy of dpErasplceraghe p‘iﬂe@@lm inj anpﬁnt iepyhodine, the antibody is

edGINBPRE Hrife hhemadiayddnatiésa i rﬂwé?fty—&'terb%gls foWr%pa%H'ﬁdlﬁratlon of the
n_addi t on .to, anti hor mona

PRI Mg lhrect e S sl dhebumpes | pEptge s prir t
mhlg@;ﬁ%@‘thmﬂwv vacci nes, anti-vascul ar agents,

anti - W &id Eﬁﬁ&ﬁrhéh@ R Pstate BB cer ARG AADHRARN, E\%qe in another
anti - rr heal $qgnts Preferred_anti-enetic ag

PRI RRER F BATRYBIPURRSTOT A3 g AP S Ly ccminterc
mggrtbarhbrer dayesnd desd thapt teehtppigisindagke folldwied adniigistration of the hormonal

ﬁ'l@ftab)déé%hf be Los%geet,;éhéar h@?hé‘ﬁ&mghep j& Srm%nglndependent Such

I ne | oper am de
TRy a>( @AWAWRBC th?rﬁpe&%@qﬁlefﬁr ﬁfénfmorlewetus of the

iumeent i on i ncl udes adm ni stering an agent with

ant i dy heal t rei e dicated .in

t he tmg{en@%t tuﬁ-{oﬁ Qi ho%e%&e%nﬁgﬁ, t%%r ﬂ[‘)rg%gﬁa:l {heraﬁg aant can be
pereinigferedr Anthody thersay 'St%dwstef%t@ﬁhag@nﬂtsafﬁen@tl leagt oneadAyrayd less

bt evesty-edhedags Gom el damirirbionl of 8 @bdevdf hrmioBe Berapy, hormone therapy

BT S Al e,
ENERERY| maxawewa@ialhemfﬁﬁbthp HENANRA] that the thefapyimagTirévide increased

Hpbiupod t@ﬁuoﬂ-é’ﬂ;e&ﬂﬁarﬁ |aﬁ3/6|t decTrel'ége g%m%@tdb\pﬁ%ulatory effect of

SHAraRE rlwssseuscgﬁat av 7 arl goetk\ iselic d d I thereb
JEqUence fe’ ’@oﬁﬁ‘?of‘%ee ‘hé‘”éﬂ‘h%ﬂ ed; IR ATRleRes y
mrevidifig a ttherapeuBEGEreD thGBe Batiehs dachiifion bh hyrebnaniedrder has been

S f { el,
S e 0 S S 5

SHEsp oGP 2 Pkeppypoesting thet #228ing thghopesypigheranyf is gpreciated
witt 2 bardgoxzanghangeein tthe cantrbing tatorchrSR8 Uen eRs haes a sprddistic effect
in SEQIDNO3 (VH 4.1.1) and SEQID NG9 (VL 4.1.1),
respectively; the am no acid sequences set forth in
SEQ ID NO 15 (VH 4.13.1) and SEQ ID NGO 21 (VL 4.13.1),
respectively; and the am no acid sequences set forth
in SEQ ID NO 27 (VH ticilimmab) and SEQ I D NO 33 (\Wu
ticilinmumab), respectively. Mst preferably, the
antibody is ticilinmumab (al so known as CP-675, 206,
vvh| ch has t he heavy and Ilght cha| n am no acid

o o Y g, o, T
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SEQ ID NG 19 (light chain 4.13.1), respectively; and

the nucleic acid sequences set forth i nSEQ | D NO 25
woOhemugiohai n ticilinmumab) and SEQ I D NO 31 (| pgiitus2006/007650

chain ticilimmab), respectively. Furthernore, the

anti body can conprise a heavy,qchain amno acid

sequence conpri si ng human CDR1 am no aci d sequences

derived fromthe V H 3-30 or 3-33 gene, or

conservative subst itutions or somatic nutations

té%grggg@bl?érog Vr\ﬁtfﬁ r g{,l SﬁlgﬂéRgrﬁlB?JWﬁer\éE%?fhe:?goe/hp%oﬁdlng a therapeutic

Parsfiabl e regi on of an anti body nol ecule. Thus, the

i nventn aMvtien eoBPEBsSRSwiRie arttihedy hbmime—ﬂaa;seaaerﬁltholrrﬁ@fﬁet therapy

TSRO ST T ——

Iaétﬁ)@tiy 952%‘ vyh@te Friimeor iy kofraenghindeperadent, edsitisiBlioh ohandegen-reducing

lﬂfe%‘p? rn@e@' b(ovxdiat a lspsdisti8 Z)V‘bd(ﬁfﬂféﬁh&%éﬁtlcp E@écc? Vvﬁ&la ¥o- a@r‘i’unlstered with
ea 3 % y refer %P éy 99% and

SP ef et Bla%y %ﬁdﬁ/%r? Mofseypse %‘gﬁm‘t’ e "‘%‘E{U &roBafte Sthr?F&’ by any

Phrtiensy khePR3f the inyantient it haydhe thatiherapel tharapy thet eedgeasigndrogen levels

%ﬁﬁie§5h ﬂﬂre@gedgbxﬁoslxre &- tém&’anﬁbeﬁs fo thé lﬂn%n%’syﬁeré%gc;/ﬁr riduces any

'@““fSL?PfeP?JYﬂ [Laits ltﬁeg%u?%wsswgmvﬁ@%m% Abgpatively, it may be
that béremonat dimgpaiy stBat CElRice® ghddogen i levelst mediatghan efft bn the thymus that
@ﬁ{ah(\!é:édthé ragmyt&e(hMmme é)@%mqbzmgtﬁp%n d;[daéttv[s 'TR%GU:&E fesgonse [see

b
%Htgg gﬁb alcohgqrgttqoh 7%?74@-215??203?){H_owe,gergthf invgntiqn, encompasses
frodiBing ,a 4netabeliic Gerlkfitl to tai patiehtToyeddy rhdoh@ridm Byl admidistering such

1 ah 1.1, ipilimumab. In other enbodinments of
ﬁnb%l] n?/%ﬁ?rl‘%o)ﬁ the anti body i nhibits binding between

CTLA4 Inaqp@thBr]en]_bodmeng hegntibpsly fheramy d aqreimistgred pins to administration of
acrinohd) diferg@n 1 THAL I, tanh!bddiql Hgrapy ntay Bie ladr‘Mntsfére%n o$c@59 rﬁ&nth or

%Pe%gﬁvewgnpewlevoeh(p %\Aéerg r(la'I H{Artgﬁtse rn'%%lg%f b ng\i%u( mor regressmn

exa
gecsgesechbPie PaibodgcreRse 9 Gtabiizalien of @SAelemh etoy end then followed by

RérebRd aktrapy diter iR HREICI ARY u;le RrankisdtF ih
éby . an c [ gl blrt bi nanll%e? etr?]pylsl’s?sg)pped and

&ﬁ)rfnﬂn e”fi@{;'ﬁﬁ’[ﬁff‘ agﬁwﬁ?e}!%g‘hﬁm Waqs&v\%p to Wﬁ?ogg half life of the antibody
pircethe rretsisience Of i Mettr effestegrby the priexamplisrati@veitherantdody therapy,
&fb@&fx@ﬁibicﬁﬁrtlon@ab@#t orsUbMit@on | of Whttboay/ ﬂe Pg(/vﬁh pﬁetn%g%m%rﬁqe nature

9 or lower, or even nore r abl

RIS enhee e niPpdieitatec mipioe OB HIUFeie mverien encompasses
adnhinist@Tionef aatittodphenapist, prefoiabigtifore padtbitad behoﬁ Qa" g.ohke Adbnth, more
&fefe@a@f}uﬁvolmorﬁhs %K/erg Fn%?ét %fe%glp {Metey morﬁrrP EPJP 5/ rﬁgrgbpr%éra?ly four

bout or greater a
TG““TD °B P”‘&’P@éi"@@% feftipar tfgllowgey d’yefiPeﬁﬁ*Wrét'qar off @rramay therapy or
akbeﬂijmtlofiGH&é.amto@rtmépﬁﬁwnafhﬁmfbhél)lhera'ﬂye anti - CTLA4

tib t hat
R B T o o e
%@Iﬂo&nrgm é@rr@fmalaﬁeram I'Sbéfﬂwnlgebec@@gr instead pheontinued

gmeotg tﬁ@ﬁ@j Gr{élé}@ With éonihnu]ad a@tlﬂed thérép?' |'|*h§§”|mcau§e 1% discussed

A8 ol bR PSR BORIyP I RegeY. i folowed by
mﬁf@@ﬂ?ét'he'@ﬁb tﬂdmﬁl’@wncetdﬁ eonéimted blohty)dptherfaay ablhere the hormonal therapy
ﬁréaﬁﬁﬂéﬁé?émﬁ}t Sfiithdh td t@"arﬂ;ﬁ&dybﬂ;\gﬁép)h eavgq grogt%@%m?rhq%/ provide a

E ence, a variable a va

?yf’%ﬁ'tstm eé?‘??”i‘é%(?éﬁ%épa %A%/ or the heavy and |ight CDR

s equehcrsedyiredntsiyhedsjn, saty Iflqrménal&eﬂapy Ageds &E kﬁoc\l/\&n nﬂheﬁfrt such
ind to the

e e e B P e 1o BB Dol e oner

chain am no aci d sequences, vari abl e sequences and/or

CDR sequences, of an antibody selected fromthe group

consisting of 4.1.1, 4.13.1, 4.14.3, 6.1.1, or

ticilinmmab binds. In another enbodi ment, the anti body

cross-conpetes with an anti body havi ng heavy and I|i ght

chaln ‘sequences, or antlgen blndlng sequences, of

oy e -
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unchar ged resi dues, replacenent of polar charged
resi dues by other polar charged residues, and

weubmtiioian i on of structurally simlar resi duespCT/US2006/007650

non- conservative substitutions, wherein the
non-conservative substitutiong are selected fromthe
group consisting of substitution of polar charged

resi due for polar uncharged residues and substitution
of nonpol ar residues for polar residues, additions and

%ﬁla@&dm@@%nd I‘.Irf RE ngdhlgllger nf? gpd?ggkeq? W‘n&lﬁgé tgh E]Oh g%?cgée{l Qﬁh androgens

ant 1 body contal ns

sebee F?Hh@féé'mff%rﬁ Pﬁ@'“@é\‘qﬁ QCr'f@OQE?jhéH@@mldﬁ (NhéNDRON) ﬂutam'de
f(EGIrER BROBGENIDR ahe gieasie arhtnar@r@bh@rncemagmdgemo: (mds@Ac;E) and

f no_ac chan
EropRAd (ORHSCS, (Lo Tl e B oene 8STP Prnaxs)
emﬁzhaswnéﬁléPPRE# é—"bRefaer@@Ilreh’@@d#qremprorelhe(leamollctaodyPRON
EDI’GA&RD)SQOEW (thﬂlDE)? BiFeRMn AU EREGFARTS @Sptbrdiid &ﬁCAPEPTYL) and
Waework regions and fewer than 7 changes in CDR
regldns. In a preferred enbodi nent, the changes |n t he
f r amewaretheeghiendineat, dreatowesterf Vatnovelnaméndidmerestaﬂe chheer comprises

G@ﬁnfsféﬂhgoaﬂﬁarﬁﬁdﬁys&%ﬁdeﬁ bﬁﬁdﬁw@tpbr@&?thelje& QrQJOé né?lrnonal therapy agent to
e anti bod s ares at | east 80% nor

SR B o PSmBbnegRY e Luserah & st = pe oreter
loe@mbntd 694 wheedt theremtiboghy, ef zmtl@]ﬂ-tyndlr@tpohletaﬁ ad8i¥igtered during the period
BF Sh&idBlion of He hlom‘ézl tﬁéa@ %r Hheegrﬁc;ﬁgla)[e ef%‘étn)e?r?%tr?% ation for

uence el c acl

g.
?faeﬁ'?"tt%? s P EL?eFafeersu ﬁf—"l QF‘F‘{Sﬁe‘b@%‘?VGt AeoKling\ip quthheory of the
liniveritibn, cdvain nvhbtel prestat glahices es] HEMNRAS ind€Fen@BrEr cbMBINAIRAVYF hormonal

€ en es of
g%raltpg% c}h 'a%f%dﬁﬂaliﬂﬁm§9 %2@&3 éi%os% cgqfhg'r fnﬁ%%% %cgease any
6nnj_unfsupp§e§§|\fe| ?ﬁ?ﬁ% of q_rprqgeq_s stg_:m that morm]ggal etapy, combined with CTLA4
bBcidd céln plofitié iaféfBdhcedE¥RIIorM6IEndRl BrhRlRDIe¥ponkd &vhen compared to
@ﬂk¥ﬁ ¥ Shares 100% sequence identity or sequence
¥ over the heavy chain and the |ight chain,
or Wi !rtpnewelbh@aw thérbormongl therapy lpeyihis adimiistered in muitiple doses over

Sfmﬁécﬂgr@ét% thed v mefthd. DRRYeoSS! fﬁcetn%ﬂelf Erﬁmfﬁr%i Qﬁﬁr{g tlhe period of

f;regte 1%%% moﬂysegf]dhﬂstr?tmf ofthe %or:[noial tﬁ§a@/ InultEPle doses of the
alﬂilbptﬂm@mbdmlhlnte@doowera eetad iohereater tthan and irhandty  sTrar e&riod of
aﬁmlhlgﬁbn &Qr/@ltlpré[}foge@cgf %hlﬁfo@;bj)\)ér a Blriod %@ﬁ%r&%ongmthw&eoverlap

erably east 90% mor e
plske Peyipgf e sl @F*z?droy%%na' herat '@S%fheéer@%owr@ the period of
pqlralﬁletram §f antitfody e@bthe P&Ydd of ednisisieation ofedinidnyl thérapy may overlap by

%Mé}? @vo%éﬂthsar¢$%ep\f?§et %H&hé}%ﬁ%dxﬁuﬁﬁt lhe%ﬂ"x?cﬁ Q@%Jrlm Ristration of

full-1len sequences, or over
eMardy,ang gﬁ&ﬁaqdeqfﬁdmwsmw REhosBeGEHerRRy wer'@éwqrﬁ@am/sm months.
AQWQUIG}JBEE afpreciated b be sidlled inges ot pioaddoREB tHardEcBure $ie@M, the period

or efrllen(rlasg %ontorf‘ ﬁ%r}hol?fal t%’?éb%gngs \ke(?l lésfhe ‘B%Qf? gfe%wénﬁsérgtlondoéﬁp b[ogy may
pyer '%ﬂ@@ﬁ@@“@?qﬁﬁ ingigatap t@mewd@ h@eWQW'y beredi n sequence
Of gernrﬁnbtﬁ@r dptdoimantiividre WhdrhofnttRall thedsHy Hab Bbdn cﬁs%@M@nU&ﬁbecause

Pl S ool e ror B S dePeddf Btiond Betbl e anmpprecite. usig
pithas the game cé\ﬁeﬁlﬁﬁemtehqonefaert@tﬂpy agait dseasst ad@fistergatpreviously) in
Ethaldre vy @Q' yntl @Itl_ALl eRgbod) 4 % tl% efdnad)| %rmé“al ltl‘?e?a%gl comprises

RI g t | east 99% uence(

S gy 547 Bpedia RerepCroeBiof &) o AlrNAPGeTnd 3 LH-RH agonist
geaiendegesiand banRHentgeristbhearhativaTLan dntbdbgyib.gC AAIN4.13.1, 6.1.1,
Mﬁlmu%gh SpifnRBhBN of Eﬂgrﬂ@gﬁﬁmdlﬁd’ p&yo%rtheraﬁ %?evpy rrablglhtﬁe pprmonal

I'1ght chain varia I on seguence, R
t he sequences of antlbody 3. 1. 1 4.1. 1 4 8 1 4 10 2,
4.13.1, 4.14.3, 6.1.1, ticilinunab, 11.6.1, 11.7.1,
12.3.1.1, 12.9.1.1, ipilinmnmab. Even nore preferably,
the anti body shares 100% sequence identity or sequence
simlarity over the heavy chain and the |Iight chain
varlable reglon sequences, or mnth the heavy chaln or

o - o o o,
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sequence of germine DP50 or with the Iight chain
sequence of germine A27, or germline Ol2. In one

wentwdion@nt of the present invention, the anti PoUgws2006/007650

shares at | east 80% nore preferably, at |east 85%
even nore preferably, at |eagf, 90% yet nore
preferably, at |east 95% nore preferably, at |east
99% sequence identity or sequence simlarity with the
heavy chain, the light chain, or both, sequences from

'ﬁ’@ap& R %Iu&g‘]’blﬁ”lst rh)t ﬁrﬂ fed E&m&lﬂ%ﬂﬁ&hﬂﬁ%ﬂier ﬁﬁ]ta%ﬂdez and leuprolide,

an %ea%?"?'lstst%ﬁd g’nft' Ié?ela {b°dtvu°c¥?'l 3 REliPAltS oreptes ien ope monih. In another
BohbBditberdt, mlignlOddkbed of thgartibodyreami theE\bﬁrﬁodéDth&aW &dent @B l¥ministered
tan@ tlﬁn;;éngﬁ’qya@rﬁﬁr@ﬁaﬁioﬁ%p%’esﬁqggﬂ d'tﬁj B%rH%) aIQQﬁseq%Vésﬂap over a

arit eav
P?fd%qfrﬁéie%Sh?rtﬁJ@wﬂFR4 W|th antibody 3.1.1, 4.1.1,

4. 8. 1)n vkt érQ)tl'%r erfibokineht, hérnﬂeﬂa@her@yleor%pns‘rﬂg%& ieam%rmone therapy
byt ot i ey oot R T

SPRENERIGY T@ﬁbpegormonal eherapy8eivyprining et fEastf ®oaltmnyionahtherapy agents,

ir@fb‘b? p|%5|9.!1hg ﬁaﬁﬂalrﬂﬁﬁr%gfm i B@ﬁ’rlebépy & adnﬁ'ﬁére«%ﬁ)é thrﬁ&ne -dependent
east % nore prefera

PRAGE 80 PR knEb e Bt b poenLih o foybgmol ban e gotormined
F"@F@‘HtWhPSP the stalos) basToe bednmeteamningds buli iHeret the p:ﬁtfeaMyas @bireteived prior

ﬁ&%ﬁé" Q%?apgl r qmtt%ﬁtlwkhrﬁ ¥ rBe %%@nd’vb%%g% %Pﬁ% {1 g&ﬁn maximal

lﬁ %QE.F guen(l:es m i ne anot

BB RO formprs H}eé?&!é apfﬁ\w@f?fqdowth %W@T&ﬁﬂuabmyy therapy may
Blodfdes Mwneflt date @084 imbiaetheremeinatdhymayaproli®aptredeYoexposure of
ﬁlﬁ%ﬂsﬂ&ﬁr@arﬁlbg@ raﬁ@hrydeg%%fé %{g%mgr%o ;yrg%srvn%ﬁ%ctt(s ) of gngrogens such

refera r
8’@ bEn d’ﬁﬂ‘”'ﬂﬁ)éﬁs%ﬁéf"@rta‘bltlymra'ﬁcﬁjtﬂgs!m@ @é&ﬂm%éhereby providing a
thepéutit perefit s gpeipe simlarity with the light chain
Seque‘ﬂﬁfés fﬁ]?;rgrA:bRgilment ?futgg mFRntlr?n Wergpgwf prggiata é:@ﬂcfelgrllsehqymone-

FR4 regi on sequences o
gepsndenh ag ﬁ@%\f?&ﬁ@yn@ﬁﬁt l@ﬁst m@omoeelémranymem ndependdndly selected

Miﬁ b aflyarkifaes S GiRH 8@8donB0 %nd H‘I)_Hﬂ%pé&fn%f %p& ¥m e@éctwe amount of

g%l Cﬁj{ éﬂptg)gﬁyg) opgr gntfgg%{nﬁ@a@/g rtléer?ﬂ? e a%p?teregtto the patient.
A@'@ggn@traggm/@f teecloproesbthedenageanis and theetiendy erag ovarlkbaBihd ach may be

inkifs e
AMU le tfr?@ gh@%&k &B@d{gﬂ rnd :%: Eﬁ'log 'tr%gﬁra)? g d{eed Rét, &/@Fl%i ﬁ?@nﬂzm of the
Pukpe prirgpiment may ae qdjusfed ag indipaied agd gs \Ioulq k?ecqqdprﬁ{qﬁqlgy one skilled in
tmqaﬁoflcanqeltre"atrmentlZ 3. 1. 1, 12.9.1.1, ipilimmb. Even

nor e RERHSEABA Yor tihe thbb{ﬂgd%{nds AL €8or gr(}’é’(" ﬁw%palﬂ)?n%gerh? either

[ d?l’lt It OI‘ seguence sim rit over
- T eprentialing Wea%enueqr@eétem hé pharmacoutoal

mrtplotmmlycoﬂqpﬂrsﬁg beth helanti€T8 AL ,antbodi) a?d otk drdndre afdifdhaBhormonal
tﬁer%péylageq'\{sc brlrd Q&%Fﬁa n’rg?ltw% o]r mo]r(g' s%;%a%ate péa ngra%eu%éalll tcorB?osttnﬂ%s one

er
reedng t*]en‘i‘f’é’rﬁ“&ﬁ angi 'Pfé’yaﬁﬂdl tb@dwegh)ar%@r@m |tieen g @dit®BeY hormonal
theregy poefter ablyer, althblgasbo Srifmisteien dmcfoﬁmma%rﬁr(@ﬂjo)ﬁt) therapy

f bl 5%
&Eo%ga%géﬁ Ay SYEF %SE{ tﬁ%‘%a%ee i %St Bt e%”g%grm e (gbsrﬂﬂompasses
Slmﬁ%‘e%léq%h@é'ah desgparelp dosing of) the rivtividiahédnanonénts vl thh treatment.

Ad’di&rorhﬁﬂﬁlVMh&Q Qinnarﬁa%yllrslgibgn r%?@e@ ru;?tﬂ%?ﬂg)ﬂ%g%nﬂ\"tﬁ@ hBrl?ﬁonal therapy
g@ﬁ% '?ar% ﬁ,gDRsééegto 8 (ﬁge %‘ialé‘%é'ﬂ‘ie aﬁq, gﬁtlikﬁ)h or p;héubcutaneous or

ipframusedsr isiections(eat, leersiideB(94s mudeestqndether ol yomiddation may be
doRHer8PY scBYalR dmgrn%cgrte&%agwnonét | east 90% yet

nore preferably, at |east 95% nore preferably, at

| east 99% and nost preferably, about 100% sequence
identity or sequence simlarity with the light chain
CDR-1, CDR-2 and CDR-3 sequences with the CDR-1 ,

CDR-2 and CDR-3 sequences of germine V1 A27, or

germine V 012. Exanpl es of antibodies enployable in

the present |nventi on, and et hods of produci ng them

~ a2 2
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reference. Certain uses for these anti bodies to treat
vari ous cancers were discussed in U S. Patent

wéppleitoe®i on No. 10/ 153, 382, now published as BCEUS2006/007650

Pat ent Application Publication No. 2003/0086930, which
is incorporated by reference.gs if set forthinits
entirety herein. Characteristics of human anti-CTLA4
anti bodi es useful in the nethods of the invention are
extensively discussed in, e.g., US. Patent No.

6 682 i3fe ttfé”f?ea‘trﬂ&tt Lég:% ﬁs‘&& 'cQ%%ﬁ%teEﬁg ! n&}n%|napoq gﬁér%d gnti-CTLA4

uences an antib such as
élm! ogbaryd at lg_asj_tw04ho]'_mg_ne tﬁergpylagez;tslqgegts may]kg, #modg many3others, an
@nttarddrodengial gdﬁaﬁf&tb:.plnlréleﬁsln]g hdrihoﬁe XenR) 3nthgdnist, and a luteinizing

hembndrdsosigthorBbe IR adbhh AL HE PR g 2he peents are
seRyreinclbs apf svcrtteth@mg infentidneerivempgssan chuk ighet liptiteil ris, @demplary

b&ﬁﬁcﬁmd@ﬁrt leash s theaéffor‘éﬁrhéntnﬁq%d t Hﬂ)ﬂﬁ&taﬁ Q{Hgédggtbd" ggééth ?:rég% More
\/ |

i PSS o B < O i i e g eaamice
é@ﬁscmmesmm |(NILH§DRE3§) Vilkemads ¢EULERINNBROGENNS and the like.

BRAYNal HME-ahdr8bdns CRGidES n@Besrtrbloﬁ\ﬁ’Em %H& Soro ern@W%«N@%CUR)

e antil is sel eCte rom an ant
?8H%q%fr8‘?'?1§e"taﬁ@9f'Eﬂ“i“on%r{ét"ﬁ"') PP egPOEMOBE @R, abarel
ETHENAXER) | auhd éstpalenn (SLEPPERELIN)Le Fhetay ylu@intkingi iphhorehraleBsnghormones
g.@khp@b&ﬁstég lr:lc!u]de 4—:\91 lleu érefci;n %Ie%o‘}(ilr!dg %Ul?ﬂ??ﬂs f%l%FiD goserelin

| CI
Galkpha, ausgre’"hﬁ%PPFiﬁﬁf\%nta@torqm.<P50f\ﬁepm>. angihadike. In one
ambod]meht,esthellha[ttHS'Slﬁm pargibady U Sd ycdgﬁl'nﬁihlételféay Wt an anti-androgen
: pon
QJ ggea%r gvliﬂé#e{ﬁ g%né{ &Ibép%'u?d%g{spp SPup 'nattoﬁ' pf plhigast two
P?rveﬁt |”tﬁﬁaF@Ht'ﬁﬁﬁ§af§sQ?§Neéi ama@egvahorrewl iberapnagenCanGAN anti-CTLA4

arﬁtﬂobtmdeﬁ&n@adseusym@t.m)ehtwt ed to these particul ar
human anti bod

ant i bqdi articul ar whi |
are ?\gfng’?erde%@e@hpe Ii"ﬁre'é'nlj‘?uBt‘i’}( ides 15 A 'Hﬁm%yc’ %ﬁt dsg ‘i’f jlteinizing
h‘?ﬂ’f’ﬁﬂe ERERiDG dioeseoner (HIRE), antdgenistay elrrupotidee iscaseph Sgeseatment of,

Qrﬁ@rfglbtharnfhllrbgdbrﬁﬁatée&ﬁééﬂllﬁsrﬁ'enOfen&ﬁ%tr'rlTogé Q{g' ﬁiéﬂds #omen, and
hu niz

s
PR PR E R R0 i Loy CuTo o ol CRCAATPHbRdeuprold,
@xfeﬁi'pﬂr|Obmemaﬂmr\etmblva§luteﬂdet iaiusefdl fos |tnagtmntt ofaprsgetBi dancer. The
WOEHEBA enéontpassed dgglb?%n CRERATL AL Qghb@d W%d.ﬁé‘ﬂ%t-ﬂ%th anti-androgen

{q'elpertm re, the skilled artisan, based
PERY.GULh & Brigit e 'EFdH%r'etpr"d%td wcw%'ﬂetaar?m@ﬁevvavh adjuvant,
prdés gt line\eedtseamdilige @t ndnimétastdlictrdingrPsant thwlﬁ’e{mcal recurrence)

mm%&gstéﬁ% &r&gtaﬁe QndY PRY rgtgeqﬁe RS Jtactlgﬁx%% as %adjuvant

| nst ead I nvention i nc S an
tﬁ?@attf?é&r%&f“ea?ﬁt‘c?fet%a pamﬁ&ﬁ*fb{dt‘@?gdluwt theespy [ aﬁntleeteteé prior to
awyrm:bken;denknmamqenﬂ etd’leth@hbrn(oﬁalghera;ﬁjCé’rﬁQihltll&giyRm&S/ combination is

Qcijrﬁrq%t@%éd I‘IQF fgrdr(?s%tt m R&dltlohleﬁﬁ) th&ﬁﬁ,’l{ﬁ'“att?{‘q %%lgyogf %Fhaé't'b‘)dy

for ducing an can
PEFRNES0A. S"%%@éeﬁjpéﬁ“ tbﬁec@b@t‘@dsfot}@mm Prostpteptany as exemplified
gsemhedadrdierein and in, e.g., U S Patent No.
6 682,736, t nson et al . and U.S. Pat. App. . Pub. _
B PebRB A BHerten Far by Sitied 4 anrs noca bRk FTRpy pror o
W%ue@*%mrd thethamt drfapy atheamedtberdyin wedef ti sdneitizet the adnereells or to
SherREO SorAdrey tﬁé}B[S‘é?dﬁc béheﬁtqgme%tlérﬁnHWN&Jer ﬁl Scﬁals ngt limited to

eutic a ent usin e novel
‘h%P%? J“Vt*ﬁéefﬂ %s'é?tt‘eﬁ Wgé‘?ﬁt%&ﬁ °EW€(HW5%\%°§§§” Reaef along the entire
dissepdent Esatpedductadurase.pgbat rot Bmisgen) aijuvat; RAMEPSA (prior to the
mamal , i.e., XenoMwuse(tnm) (Abgenix, Inc., Frenont,
CA) as disclosed inthe U S 6,682,736, to Hanson et
al . Another transgeni c nouse system for production of
"human" antibodies is referred to as "HuMAb- Mouse(tm"
(Medarex, Princeton, NJ), which contains human
i mmunogl obul i n genem niloci that encodes unrearranged
human heavy (mu and gamma) and kappa |ight chain
|nnunoglobulln sequences, together mnth targeted
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fully human, but "humani zed". In particular, nurine
anti bodi es or antibodies from ot her species can be

wOhwsanie@ed” or "primatized" using techni ques werius2006/007650

known in the art. See, e.g., Wnter and Harris

| mmunol . Today 14:43-46 (199%%1 Wight etal. Crit.
Reviews in Inmmunol. 12:125-1 (1992), and US Pat ent
No. 4,816,567, to Cabilly et al, and Mage and Lanoyi
i n Monocl onal Anti body Production Techni ques and

ﬁ@ﬁe‘a?éﬁ@é 'o@%ﬁm&gﬂy e?/%eWmerlX%Béé‘éL Qﬁkfh'gtrhhel eézotad f\l% and?or third-line

. Thus, hunmani z ineric anti
yéﬁEAﬁwgﬂFﬁﬁﬁdles derived from any species
(i nCI THé pigserit igérstion iy Be Anthelweibeed At addi@al dg@Al and therapies,

B0 eh a0 Wb s bep], BusweiRlen Bl oyroshg petint

Tieatiis, & PaHgNt kA S%hiﬁciqgéﬁﬁddlt'@mh clirmoerepy mistl agentsweli-known, such
bd) DU Uit t@Q@B\Mh tr&btdp rrﬁﬁ)ttérg %l&é@%aﬂ@yﬁhs@ﬁgh\ﬁ@§ alkylating agents,

P38 S EL sl B SE stns. skt rpsern

fegertpmmeditdtern (§§|ﬁMb)e st &8, ietdndt igvted td, nasofgitameC and ‘angiogenesis
nAvitdd/Man manmal , and hybrldonas derived therefrom
but c be expressed in cell lines other than

an al s
hybr i dORGRCUIREIGRYEP PLennYRAreUs| e ve hagn desicabedsinigs ingtance, U.S.
Paientédpplicetimi Rublication Mel2004(00Da818, Notd0e3/a0869am tNol, PADI210085014, and

ffﬁ@%tlbmut)l?éah&? ﬂlo c@ld Oglb?@lgg aé(nﬁb# %&éﬁ akd %ltpo%ted byb reference

rocan Ty [ture
Qmam FWP?%&P% %ﬁﬁf%es%mhé?ﬁg@@uﬂwaws crelqé)y bl #rs, nOIKI&'B(D'fed to,
Bp@sontdicice Heinhibices;| sthebabybobiasspevackiagy cétﬁihﬂﬁab Cﬁéﬂltﬁmumab

AROkSY, tﬂébt‘dﬂﬁé(ﬁbCS%rhéux{nggéﬁ IGg?? @Wd@ﬁﬂatrﬂ A58 4188, and

carcl noma cel
e dkedrsrempinerzneytie aR%Nsmsh as, bl nos limited teur@@tmpe(eéﬁﬁva%gm 1248

(SuTENT), NgUbZEBR e 1SUAkS 13y ERSY , 43-9THECt ,mc&ﬁéénﬁﬂeam c&&bée%ase (IDO)

l}{ffﬂ) oﬁéjgelgﬁﬁg gg't}s%g e%X%iBrerggd a?qrs &%‘R&% ?8 F'als%lx}%g igne), taxanes vinca
@@%‘i‘ﬁ, iesaZolemide, gngioggaedis ibleiters EGER drbibitors MPEGE ihidhitors, erbB2

@;@iﬂir ehibitérs AR Sk EtNe %@éﬂt@?&c ,, faFFFéE prRih rﬂgns?@r%pﬁlhlbltors and

and Ausub
S5 iR, bR BeoPes 'r\n'bme 1 s G oMo, tlines,
Wpeyacgm&; tignorislyedife G Rgens; Heesshoek proessiasad ﬂJyr&t eaines; dendritic

drackidhie cali méqépﬁgso | a@%@tn{ H&'Itsasﬁla{eD@Et orﬁ’s@ss € ee Ig’:i"t%agonlsts

hers. | Ut ari ne _synt etase s s
aé’@%?‘g@'gieo%‘“? GH %'EU‘s’g’eBO AQURTo cestiBTlatont fnoleﬁ“'% fﬁﬂzc?PénCD%
RW-t! hEX1HB e tBB, RatdenICO SNO D30 241 A2/ BAHC I Nand 024,605 2B3nist aRthodies
Naeto?323997B1, and European Patent Application No.
EP89303964, I n one enbodi nent, the antibody used is
made 4 MREIINES EPvey terethods| dhtthmintentiey ma dieafyehas pombined with
t(e@SpiEDon, ¢.0., ateot dullrirafsENOCHOR b prdvide Amkibedy Heﬁefmﬁ patient

éfﬁ??t]ga'@tﬁ:s oLtﬁtebl:% %tewgg t?‘a}é? 1a tatlorI]B (’)Ti‘}“g (5)% p%%grg}eg reacordmg to the

escC
%th‘é’[ssk"%&ﬂmés 9é't ang) maBbetaéQQ?n@p Br eeiniggovsestémgell transplantation.
AdBitigtelly 201 él@@@lr) thea s mfo@lfi%’p@fé@ﬁfé Qéée%_éfthﬁ@'d@cIOQré ®rovided

ST ABRC? i o AP A SLE by poeons
%Pét@@ﬁ@ fremangﬁs‘\ maicteEdtdoeaer. Yherei themaibge noroprisgs stem cell transplant,
t@%f@%@ ok fh@telnﬁbodﬁﬂgr/nf%e ﬂefa%‘}%ﬁ Ente ﬁr@ﬁﬁét%ﬁ Sah B2 léhllhl(grs%red after

rom non- COS ation e anti
Iﬁnr%lg‘ueasg Frp chﬁ-% %rfxrgra HV)S é?fi’y‘?fﬁq frem (trg@splan@tl@n for example in the
p'eh@t efkipmaoretto dp mohiit post Eraagphantatiorl 318 :c3f%din éﬂnB&ﬁ&ént@mﬂﬂ @5t dose

I%%Igﬁedgﬂgg gﬁod(ozggmggl ?ol’fgs#éﬂ oqgu(rj#to rmontﬁsnpdst @gnsplantatlon

i nventi on enconpasses using an anti-CTLA4 anti body
conprising an altered glycosylation pattern. The
skilled artisan woul d appreci ate, based upon the

di scl osure provided herein, that an anti-CTLA4

anti body can be nodified to conprise additional,

femer or dlfferent glycosylatlons S|tes conpared mnth

L
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coval ent and non-coval ent nodification, including, but
not limted to, linking the polypeptide to one of a

weoanieaby9of nonpr ot ei naceous polymers, e.g., PCT/US2006/007650

pol yet hyl ene gl ycol, pol ypropyl ene glycol, or

pol yoxyal kyl enes, in the manngr set forth in, for
exanple, U S. Patent Application Publication Nos.
2003/ 0207346 and 2004/0132640, and U.S. Pat. Nos.
4, 640, 835; 4,496, 689; 4,301, 144; 4,670,41 7; 4,791

’Tla(?tgplarﬂatfbn 7@3'{%@ ar@‘qgé&lbém%_rylw)y treatt Q@s .A&gﬁﬂb Al?praelbaum in Harrison’s

asses using. an antl - h
?l?'{f"f"a‘gsnﬁf grmag A’{fdict”?oﬁh‘ipl‘?éﬁéo?rauﬁ‘fﬁlﬁﬁ r’% B0t B red., McGraw-Hill
Coofgmsiosal 12901 which lsatel‘ubmorﬁaétéﬂhatehtﬂwéfer@ﬁ&d{pept i de,
or fr %ﬂg%%senth?\(/&qgn a}é%eenggﬁ%tsgee ﬁte ggemmlst |<r)r(1) tgf 8ﬁ]eh31erapeutlc

produced "usi ng Fecon
Geenss Bradaitien E’ @tﬁ'&@t/’d agthady end b@rm@galtth@amhaqmtsl oSuch therapeutic

lagetiﬂtseInﬁludéJénahgfasii‘bediﬁnﬁéi'I vactindsaefi-Rfsclitiea C?Qe\;}fgt gﬁ rblﬁ@atlve agents,

t he skj san woul d un
Qﬁ“ érh& B eacﬁg'ﬁaé aéjral%nta‘ed Pl’ieeff’ré‘?qw aPHSPe%aqents include
@Pﬁﬁﬁﬁtm@ hijdroehigrids, ararisamen hydenbleride, rant Inetagiopraaidk. ¢ &referred anti-
aramﬁ@t afE ihatdedifheAbREHIE Bla RFBRET ILIRROBUC l&pérémnd@{ﬁwmoolunn)

eased stability and seru
({?Ctrﬁ?ngpg?g%'&[?%%hgﬁ@ body of the invention and such
m)l ecin erpthar eenbiodimentrtee invertiool éativtes eldminfstdring aohi &®ent with anti-
Hﬂﬁﬁeaﬂ%ﬁecg %Féﬂ % g&fnt lfksfnd?céted 2‘2 tﬂéqtf%ﬁﬁtlerqnofn&t?gt J‘%Iammatory

|nh % g gartlcu ar sire

REXETER of KB SRRy dechoRa980is a0 3Tan oy, steroids wih

tostqalw;ewfartdlgcamdsemdes [ENTOEORM)1 arttieshtittiresrarkbiosis fatddr TONF) drugs
S ih& &L‘SE}' n

geggonbl nanltﬂEtMe%ehnl q%é?ceg EﬁéﬁEL Qdﬁ%g %%ﬁhy MIRA-

4,816, 397), and cell-cell fu3|on techni ques (see e.g.,

U S. PahethCTIMG. Arflib&iles6, 771 . The effector functl on of

the apt h may be chan

i sot yl&edng%gtltbgﬁmgnt {h %TLRA}/ gr&t)odjyl ysels gé?avw q'?/ the amino

phseaugce %Fhel\@«l\ﬂoﬂ‘@r'se\?afi‘q wso @Cmbt?@permes setfedisin SEQ ID NOs: 3,15

i g Z?h ar V@%ﬁothmdlﬂﬁﬁﬁth@WL o el &R tand tﬁ)ﬁ¥ Gﬁndnsgé thb LRGo acid
Se lerk no g‘?(t?%rg’ gﬁs%r @Mﬁ éa%i |ag§‘ ng o&'me’)&’é‘ﬁfﬂa@'y t?\? ¥t 8ergYs regions of

@ﬁ@ﬂtﬂ@dy camprisg theqamio dcigneluenass Isenfortmin $EQ ID §IG23 (Vi 4.1.1) and
st iy ee: 93(5/,_ 8£ﬂ1j1)t F@p&%%ﬂﬁ Qﬁ§§m95 aE B%ed{t@ﬁéé@@eﬁfoﬁﬁ%‘ %5 ID NO:15

ed
B 150 DT B GuE “Dha erptiiyy e drediagiockhepaences set
forile oy PER 4P ND: 217e f\&i tigilimgmabg angh SEQSIDM 38 [hatticim@mab), respectively.
fnbﬁt bl atiy) tt%eéﬂttlﬁdb??sgncmnutngﬁ %o@ﬂﬁW#Q@b@%{@ﬁ@ﬁ WhIClt1 h%s t(ljje heavy

ssed, herein, as wel use ny an
ﬁ*ﬂ&p E?"H gMiR&CE sgHeAessof SUPOPGICHIMUMALISEQ | D NOs: 1- 36,
and flonehamotreompbodingad, e gmio rsidaetudnedbPie hé@gladhdlh &8®prises
tﬂé af‘nﬁtgta\éfdeseaéen@ ﬁ%ofdgd L)g 8 %a& 93(’?’ § %?rﬁéﬁs?@ﬂ [ etécnel? ﬁCld‘ sequences

i kewm se nNBan [

%eéi?deﬁb%é%f B %ﬁﬁ%% dp yawofberrthmlntenéﬂ@dtght chain comprises
the anindi 2ig ﬁqﬁ@ﬂ@@ﬂ&ﬂe@ﬁﬁ@d\bé@c afid @%blﬁﬁt@ th’é R Dacid sequences

N
T P S .
tB‘f’l é@'”ﬁr‘?é\(ﬁlsdelt?”ﬂﬁst ¢ﬂCD¢’fP§J ltyealelhlcmgds peroprisihedhdsudEinacid sequences

é&@lﬂdrﬂ\ ihe@étl)'lly m@r(ﬁsé@t&ahh% t)heant@néEQ CIE'—I@%? (light chain 4.1.1),
natit on

era
B REO RS DR S oua e s s BBRUSRCEto bttt ra.t) anc
S ID)N@H@S(“QhFGhairhGH;B 1pmespsitively;ehditine tutkicadcid, sdgaaes set forth in
upon the disclosure provided herein, would understand
that the invention is not limted to adm nistration of
only a single antibody; rather, the invention
enconpasses adm nistering at | east one anti-CILA4
anti body, e.g., one of 4.1.1, 4.13.1, or ticilinumab,
in conbination with a therapeutic agent. Further, any
conmbi nation of anti-CTLA-4 antibodi es can be conbi ned
Wi th at Ieast one therapeutlc agent and the present
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(published June 8, 2000, as WD 00/32231); U.S. Pat.
Nos. 5,81 1,097, 5,855,887, 6,051,227, and 6, 207, 156;

w286/1Pe91 No. 5,844,095, to Linsley et al.; | RCT/UApPL/007650

No. PCT/ US92/ 05202 (published Jan. 7, 1993, as WO
93/00431); U.S. Patent Appl. . 10/ 153, 382 (published
May 8, 2003, as US 2003/ 0086930); U.S. Pat. Appl. No.
10/ 673, 738 (published Febr uary 24, 2005 as US

2005/ 0042223); U.S. Pat. No. 11/085, 368

(ggt@bic‘s%mﬁﬁ %Eﬁbg aér%ﬁcﬂuﬁl%Q%) ﬂ%ﬁ dé%ﬁ%ﬁé 9%@%7%%@ gcnsmumab

ectixelbl . No. 60/ 664,364 (filed March 23, 2005); U.S.
Pat . Apghermébie, trﬁsOéﬁtﬁ)édﬁfzan (cfohipﬁﬁa W&y ZoBain 2808 ; acH Sequence

E:’%prl ] H‘iumaﬁ%DFggtﬁugﬁ e]Enf:e!asIege lvucLEoméI%e 9123658)(” 3|-?'31 gene, or

55?533@'@ ‘Régbﬁ’ﬁ*ﬁﬁ@nsri%rg@lcmmtm@emwt Isendetptasd et theoVy, 3-33 gene

pﬁ@dbﬁﬁtorﬁ e 1 ArbUgRLFR IS She I‘i‘éévy @I%Prp\‘?h'i"lgblg gégéénnr@ ah %h%@?%olecule
|

h t ol u
TR A SFEAAAL e ol B i e ) o,
iﬁ?éﬁtl W‘J/St)/étl"é@f e pueterally, rag least Y1fe edeosmoneryeir@bly, at least 94%, yet more
Preffpauly, laPiRadt logos! ﬁ‘n@lﬁécgﬁ@lfer%l 1 N6 ResRH Ran H&F@ &Qﬁe%glybé(t least 98%,

era euti c situation

S Y PR iR 207 T P Frab 180 s ateehy o he soquence fom
adobni st hal 18 NG i fupB1 §¥e. 'Pf dP‘F‘ a&.e\ijﬂ, §‘rflq manab and

ES{F as used herein refers to p si'cal
5 suited as unitary dosages for t he rrarmal | an

subj eclths ahtibdde ctir @athedconasd CDRI rbg@&ﬁhatbﬂibmg:ham derlved from the
Rﬁ?egreﬁwgr(ﬂbrﬂgg QM?‘%# E%n?r[\?e%’?t bﬁ!ﬁ r%g? fo‘fI an antﬁ;ogy se%c?ed from the

‘gro uce desi euti
afé’g CPaStigg °\fM3t1h1 t4hklr &ii A 2pﬁéaﬁa&éet3; 641, digtimumab, 11.6.1,

The1stzexi f,i2cot. 1, oplich@iabt he dosage unit fornms of the

i nvent | ire nt on

(a eoq%rﬁ %&58&1@ 'g[rgac?'er '€ ﬂ%?”@ﬂ@'ﬁﬁ‘g 'Efg”ga?ﬁﬂw‘?e}ﬁ‘eCTLA”'
Ef7 bR ok *Pfé"r‘ alyeferabty. the aphh@phyaracmbltbuaﬁrigamth B71 fyith an ICq of

asot eoetM onRdef, Plord Bl%felrélf? bedut 90 $M SNENE Nor b{bﬂpﬁbeat%ﬁ{ 5 nM or

&erco oundlp ctive conpound for

t wers re 8r]3 e?eﬁ : ei?odlggp@ or fo(wef ,or fz\tfnb‘%orﬁ B'Ee&ﬂab(%éﬁr example, about
ﬁewag @\A@al Ieevisgatpe walibpdydrhinhibicbindngewitngl -3 evite sih 1G4, 6ffabout 100
a@er IQQ&dh*nBr‘eq{r‘efEr‘ablpelogﬂM gr%\/@e!fefgr’ B Iena/\én Fel Mg@r glyt %{J ﬁt 5nM

|t b t
vt Biska EGrap. et} 2 b ordost o eeeeraméégééféc@é&mt 1 0M or

loerul d be adj usted over tinme according to the

i ndi VFLQM@J lm%eﬁggbsaﬁeﬂrﬂg%ﬁﬁb?ﬂ@ tlhtjﬂg(gnﬁegn S{ndln afﬁﬁ\ity for

g_? ad mngsterln or supervi si

Lpt4hcg aE%LHﬁBSﬁrlgEﬁ?éer aHiAY. ﬂ?aﬁt Prﬁ@?&?{eaboalh & sorsgseatércafiinity, more
frefersbly, atroat eXEroplgasater affiny, aR6l edérembi@t priftBR dasbut 0" or greater
ddifg,t the scope or practice of the clained

conposition. An exenplary, non-limting range for a

t her afeuRticGIILAY astipadytinaisien mp antibasy tht cempilendyr binding with an

antibadyihatied I&(ﬂavy’dér&ﬂrgdl dh@intafhiroRidl s@&{%ﬁé@cﬁ ah 8nifod} @é?&;ted from the

u / t about t | east abou
ﬁgﬂn éo/nélsﬂ% n"%%é- , an.?, 3 llmumf%, L}‘nfﬁ Egnd g |Fugasr, Qﬁ(ﬁlnf' -CTLA4
aI'SbW/CngCOWR?te ferdirdiigevithbaniibody-iBGnumpbk g, or for exanpl e
about|n ]angtﬁeﬂ'f&%ﬂfcgﬂmé?ﬁ th@ran%mL%rWUFos; g‘ﬁ eﬁ&/ \%% aantibody

for ex % H , for exa

hging & Vpéga” olfd 8?3'%%8‘51'%%6 20 BRriEDIgEhosy ﬁgfdkagvarablef light chain
seseampé.@nd/abibe hea andjidoy CORBequracaardd activoeyd.1.11 hes. ﬂmDMm; 6.1.1.
dr %ic /d

e ey o5 o2 B o P P onel i hlefan Gy it
maxi mum t ol erated dose (MID), to assess dose limting
toxicity (DLT), if any, associated with adm nistration

of anti body- hornonal therapy combi nation therapy. Dose
escal ation conprises increasing doses, such as, but

not limted to, 0.1 ng/kg, 0.3 ng/kg, 1 ny/kg, 3,

ng/kg 6 ng/kg 10 ng/kg and 15 ng/kg ~or any

o o oy " e
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adm ni stered, for exanple, over a period of about an
hour and a half to about five hours. In one

wentmdion®nt , the anti body is adm ni stered as arPeTmgk®6/007650

IV infusion at about 100 ml per hour, nore preferably,
the rate is about 200 m per _jfour, and the infusion
rate may be determ ned by the skilled artisan
according to art-recogni zed nmethods. I n one

enbodi nent, a single dose or nultiples doses of the

d LA4 i b
ﬁ% l%g% gﬁ&mgg? ecﬁ%ﬁ‘ {Hnr% e{?% ’se&mﬁcegpt\)ana%]_et lseqdeengl ggé?or CDR

§%‘V@F%S ofi areantippgly |splecteq from "??a@[‘)lﬂiec@é'ﬁ'i'ﬁﬁll Q§t4é‘F1edr 1Bdsé.14.3, 6.1.1,
for ﬁiﬁim&lﬁtdbybmdsuﬁ"lar%&eﬂaﬁ&)d&néiﬁ){he Qﬂiﬁ@dﬁcr&ﬁ%mp&@é?ﬁrth an antibody

PP Bl R oGRS B G emicesso irutnsh
once & ymer ernbw@ewt g iventige s meoficdrbusirgranrang1Cait A4 antibody that

ﬁ:@ﬁprﬁ%é@ﬂ?ﬁe&ﬁy cﬁé(lﬁ CO¥mpridthg ‘fﬁae.—i?ﬁno Q@@E@ugncgsﬁ%ly&q"\@ﬁﬁ& and CDR-
\/

28 d
3ot TSRS SRy re A &0 Slidrer HECHBH: RO Podat GOR 3, of
?Oadﬁyeyde@myﬁﬁﬂﬂday&#)@memmgkhﬁea Aot 48,1, @vier2y 448X, 4.14.3,
BNt Siimae a6 Y, 1171, a@%‘ 11,204 15. Bq ner %U@Aceé Hgfr%%anges from

t can be adm nistered several tines per
31% R EVRRET T lal SRS thﬁ@fOUﬁée'veS%eﬂaoysere\véer V\aa@qrewherem the
werekrvaineerhangdsi ard seleetkd fremethy graupr dohsiviegkof repddelent, of nonpolar
Fosfoluds BV ro@r?er 'EBHEJE% Jeﬁﬁtﬁgyreiﬁ'aéen%mto?%bﬁp Qﬁaq%&te Fes?’ég&r bther polar

or any other perio vi des
Heqharged resifugh éeq!?&eméwtof pqlwecmarge@h (Rsislegs By of mo@b@@r%drresndues
bed s@sttution efraciealy $iildrhesidics ﬂoﬁ@oﬁi&ﬁaﬁ%s@@ﬂu%nk'wherem the

ﬁ -@Jhg JH%R/Q ?{?ytup&gba% S€E gécée&dafgoﬁno[h% gr ptcHns%lh% 8 ssugstglét‘oH @f polar
P*Faé%ﬁderes'd%fef QRS L@Phqf ged residuen anfeﬁl@stltuifpnmﬁ @orneFo isiteer for polar
Q&@U&eaummﬂebh@mambﬁge admi ni stration of the antlbody

d h d h
ther agVe BhBsereaoe e uihionaFe Palromreshae Tereyeedn . 5. or
Beamitinieid shangesl free fbe aeralineg senuerde idithid Gareework omE®Rokgions. In

bShed 3dmbRfmane! tbne aa?rtr@dd?”&dn?ar}t%ofé%y 12 ONarbifE 2@ anges in the
gate uch that g@ mnjstration i s substanti al

SRR SFeNSotS. Felgt i 19 Sinass B’nthlehEQRerﬁ%'B‘??paé’kége preferred
smbarimaertti thiel antibaiyt enfaos daeauthamdnamins tacat thangesf int he framework

?égtoh?%% el thdper '39{{1599@1 th(eh%l@ﬁ’é/guc?rgenlh asgr%rérrkﬁ‘%hbodrment the

m ni stration of etwo nedi at t her
BR7EeS P hedrameworkdeqinsars ?P&Fervag've é@%@?%r {hegiihtegipng #g somatic
adtationsst rat i on of either agent in the absence of the

ot her In %mer ERB&J A@frg th@ a&%é&yﬁél%re%@?e%{sﬁ&ﬂ} c%g é)rel?e%abhp at least

|nvent|on
ER ?regmeerw@% a WéStrﬂQr"rrdﬁtdpor?Wé@fa’EW aﬁjéf?ﬂst P46, preferably, at

®elsti 9504 e prefdbl af 102 BBINssHuERe(), Shiné BOd,aiklelRA@M, or both)

t
g%{t)m:')]rg{e%u%rgg ﬂ:arslty {c])gesr ﬁeeg& ang gghk? ﬁh? 'ﬁﬁm eng{hh%erqgwes or over
hgdeavyaeidhetent ahain, rsawr@tﬁlyowﬁrt Ihle saauanbesdy. antitrgly @ulr. i loh 4.8.1,

ofo. Qhﬁ13651t1|4rwt6ﬁhaﬁd:ﬁmﬁﬁf%bﬂ adjysteds, Qqqoﬁﬁb H]gt ﬁ){ﬂm@mab Even
Var acC S

saridelly, of e %raFrSéﬁﬁ“garw@ﬁres' S shseBi 5 iRl over e
hﬁﬂleﬂﬂ!n airbtha ight sbainit or dthithentzetaivp chdirs orf thies tight chatro isbpanately, of an
Wtﬁadﬂé@feglﬁ%magrqrbgéwah &PWP%&?HQ?H Eh@.%,.aé?ﬁlﬂtticfﬁmumab,

gﬁg S 5. chenot her'apeut i ¢ and/of “antivira
gs' 7 ﬁ§1ﬁaﬁ§ dt'niefigymaty t er nat i vel y, the

conpolmmm@)m)ar eralyodipesnd ding mtlsb(ﬁ/rﬁdreanat rvautraofya oAy preferably, at least
¥Re lﬂ—:-ver?m re]feraglg 4t YRk d&gr %t nl\rgg re era Iaastt BL?% more preferably,
ant’i body-therapedtic agent “co . or any

pernmutati on thereof. Further, the conpound(s) may be
adm ni stered an hour, a day, a week, or even nore,

after adm nistration of radiation, stem cel

transplant, or administration of any therapeutic agent
(e.g., cytokine, chenotherapeutic conpound, and the

Iike) ~or any pernutatlon thereof The frequency and

o, . e N a o
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wo 206¢n&Ysi de administered s.c, to about 3.5 anpdr/yRedEo7eso
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per dose for LUPRON DEPOT adni ni stered nont hl y i.m,
and 11.23 and 22.5 ng for doses of LUPRON DEPOT

adm ni stered every three nonihs, and about 30 ng for
LUPRON DEPOT admi ni stered every four nonths.

Al ternative regi mens enconpass, inter alia, 1 ny

| euprolide adm ni stered daily as a single subcutaneous

;t'?éa%%vneve%q?e B CQ! RL&'RY, gxq%xcet Bgrﬂﬁyemtq%c@%mllanty

r‘amuscu % anﬁn r regl nens
®Rbthe Neavyt A light chaim u&-éqnetaﬁﬁq‘e%morr@mrsth%hew&r e light chain,

éelﬁb(@t’élyl With theNSeqabides G l;,%uwm ke ygerrdlinadvyi O 25 taed gemdihe DPS0

d
TSI e ey v e T
10064 senustel idantily as\sequencaneinmiiaritepyshthedlgagy clam étmup@m‘,t of germline

%tl%({%glg%t' mé@g ﬁmngféim(aau&ke Y wmh@fmh& qhthline GhRA4
i P She PEUSTROHGe FHBAM BIe 2P a0 Bl rgoiblyt last 85%.

éveh maonel pefdratly, \at leastedto getmparespreferableati least A4 Yo oprefsrablye at least
@éj/mrrmré fnre%Hbﬁn atqgasE @é‘}p rs@!qdque(aﬁd afibi2BR hicRM&Ikad bolhl identity

particul ar where xlsamnlstered W th
PrSERYSICe SRy O\tﬁréf}ﬂ 'I?ﬁié\t ?ftﬂ’é'g thpigeapghls egiogseauences, or over the
heanpoicthé bight etrdini \zpidlyle cxglon Bequeded, sersratelg.dvibnvig sequences of antibody
syeniyse) ﬁ‘t4 ﬂ)a%iﬁ@i he ,3é.4.¥_t|cn% 825 sQN¢1 ﬁ@'dﬂztd Pab.g.1.1,

cle of e/ant| |samn|stered | owm n
'sa/@gqnalr efé\tearvgpre RIsTeeablyy @P@P%H?Py shaspo L0 ?ﬁ%%‘céﬂef‘%% opgeduence
&umumpbved eleaRdavi @Byin ahe tredighn tisdirevarbip asgies seqyenaes, or with the
%%ﬁgerﬁ'é?nr gr B ‘ﬁ%hq rcﬁgll\ X%\ utEFc% géﬂé?attelyp %§%P %thb%% ¥el<9c¥éa f?om antlbody

sur ge
it -l - %ﬂ»t%@r%ﬁé@rﬂb '& 143811 G'P""ahmﬁtbda;@ 1pﬂb§én12 th1 12.9.1.1,

iph@m,ma[gl ent. Bical ut am de can be adm ni stered

accor to st a
t he aElt EP{ ‘é’f‘?gﬂn fgﬁ a!%gﬂgg/dsga%gngyeg \é\gda) morrle prefergbly at least
8tk aviers merequieferably, gh daastcRi)e. ivet naame arefaniy. pahlngqt A4%f mesmpreferably,

2004k 054, %ntrf‘?org%éféfgaly R eher gl )éeqtk&n@@kdéﬁtﬂﬁbtdééqu&wce similarity
adm ni st er ed per. 0s

g\ﬁb heaw ﬁB‘t’"é V?[ agﬁ rﬁ@or’bﬁ%um wr%\f}'gﬂw gwem,\éalr gtﬁ%‘ B?cvence of heavy
beradiheUDRF0 EMrich $s ardalielsl of tirer \@d3-Bd pertehlecifs) pwithf e fight ehain variable
énc%fof 5&' Iuﬁé S/-t«27d8§jeﬂﬁln§)(/c b@z E@etn Hmcﬁlgre%rﬁfl)ﬁ krRdn¥body heavy

cal utam eu r ol ant | LA4 are
R ERA] ST ﬂﬁrqSh@OF/q F%‘i“eﬂ%?y idgptity |5 sepyeaFe Sjuidly with the
§dalipnce Tdi gemdiing P50 loir ewth tHealight ehairs squuedicer ailgeynline A27, or germline
thigcontl nued after day 14 (D14). In one enbodi nent,
euprolide and the anti body are co-admni ni stered on D28
and Dg@onqgvéppdmnéofﬁp%préf my,gnt:p@ d}m Ftibery shares at least 80%, more
pidrerdbs beleast 85% levéh mbi] erbiaplp, @tleasbooms, Yot mdig pereaiyh et least

?gb} | npug)rceI eferag}é at Peagttg%r’/o gﬁ(gﬂayée l «8m (5 lé%bl?eﬂcéaglmﬁarﬂp\ﬁ‘?n the heavy

f5 O Qoout
ehmmmht chaing enbaith GG%UGSCQ?JN’@Q FRb thlcslghgcﬂégmthathm FRpthrough FR4

AlyRhNRjupEROGH dRaRddy 3.1, Dm abous 134 n8L KO138.0, 4.8 500 K. ticilimumab,

ekl 2701 BER e ufy P o ey AR S By snres

nwn sEnene idgultiysr eehuencesinairivl aMerghavhedvy. tigbtherdwth, sequences from

'thrlﬂbﬂ\ww \MthtJh%b&dD%f@P%LhH Q. 14S10.2TRAB 1i $.448N€1 .1, ticlimumab,
e readi [y established, and

a|

ﬂfw@-%ﬂ‘ bt1|2\?’é bﬂ%ﬁﬁt B’?ddQ'P’BV'H@b a detectabl e

t her apeartotter bepediinenttod e Pedeneintentiam tied antibbéy shares at least 80%,
e fagld, N [ rtai

kB e, RS B et Il g R L ot preferabiv o

exanples in no way limt the dose and adm ni stration

regi men that can be provided to a patient in

practicing the present invention. Further, one skilled

in the art would understand, once arned with the

teachi ngs provided herein, that a therapeutic benefit,

such as, but not Ilmted to det ect abl e decrease in

o S s T o Y ~r~ A
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on the sanme day of each dose cycle. In another
enbodi nent, |euprolide is adm nistered every

woweersigt@i ght days and ticilinmumab is adm ni st eCE&MAS2006/007650

every three nonths. Additionally, bicalutamde is
adm ni stered daily for fourtegn days starting on the
day the antibody and |euprolide are co-adm nistered.
Preferably, bicalutamde is not adm nistered during
subsequent dose cycl es; however, bical utam de may be

E[’é%gﬂ 5‘59§t ﬁlﬁl%d%rje%ré gp%gﬂérégﬂ%%‘ﬁ y%r}’]oe Ff'toetn;qjefeFab 0 rabé:u? nl%S‘% sequence

than fourtee nventi on’ enconp
AfleRiity 06 BRAUBREG FINEREIVUVIHIND 218w thain sPaepreest rame FRY tfamgh "FR3 with
fr@i AR e ghERBA@Gibm b&dubides ergeqﬁnﬁetm:gentl body and t he

L) B8k R b B L3RR ot
mFrpgterabivn et lapst 8alpemven ﬁﬁbresvrefﬁeblm&ast Pk .aysy nosmnprbterably, at

PLABl o5t ﬁbl‘edpr@feFelBE/r abﬁafaQtr €9%,05Hd ngsta&gfle%rblyafaﬁcﬁﬁ 100% sequence
&%nunlstratlon af r maceu

D {2 eV B RS o T B s win e
aRd thn%MfR%Mmme&ntes:dlgemrnpUsM?l ongerolyepsicseng an
ant i - g&r@%n@d’bﬁinﬁﬂ%‘f thpresdht r’f\Oédnl@riﬁé)érﬁﬁ%Q%%& @Fst 80%, more

n COﬁbl nati on with | east or nona
P Wgerr%’g\gl aé&@ﬁtt%s P ﬁd@b%@eﬂ?ﬁe?byefﬂ@ﬁ%@o%r ¥thmge greferghly, at least
&b mamdrefegrably, a ld@aﬂﬂ"/arsbqa@om wentityasrdsegqudnkk Bhlilagpwitisthe heavy
é%h tr?e IBH@JhEﬁC&LHo&hC éERCP EBRSZ érhi%bﬁ@ée H?éssqﬁ’ a® bo&ﬁ&'ih, 4141,

381011851 211 4t B clo @il ot § U R AG: 1 B{2.0.1.1, piimumab.
Efzérembnevmefdmse ik mtnbddeaﬁéreeneo%&emmaé idehigty apyeq%l@fétéumuanty

bﬁbe%%ﬂé S@M %*P'b‘ﬁthf %bRa1d 'Bdﬂ 2°' E&‘ED% tsgqu%nc?c’ets i CLrtivddy 3.1.1,
éﬁﬂl6§dy4692h6ﬂ%6nﬁr4ﬁH%?hévm@g@ﬁl1éﬁd éhé1oi2hﬁﬁe“2911 and

phisiurapeut i cal |y acceptabl e carrlers one or nore

addi t | I nd/or in

SRl BB ROl BT e o
gnete prefgiablys atddent 86%t eveadngameaierablnl dt yeabe9Qys,, yet more preferably, at
IeastrW/?r}ﬁbﬁ-}' Méfeiaﬁlyaat RAsteSYIS ach‘al MBstO&ef\Q@bllyeatgcm@ 100% b, sequence

é?ﬁ? E’Eg’a%egbencg ‘bdéﬁ‘? E‘?aVy gﬂfan ﬁ?,)@l ] ?&?8%52 sequences with the
@@Rﬂmndt@%@lsmuahdey of gerpiirelDR5@psul e f or m However, the
skill ﬁ]@@@éﬂo‘ﬂ%@@mm&t Hﬂg@ﬁégﬁgﬂverﬁ%q &igtsn&es at I?ast 80%,

di scl osure provided herein nvent i

"PFf RE§raPY: %)‘H%%Sé 85%r eveRyMe IREsTeraldiy, abiAask 905h et qeeeefeferab*y at
feastt ¥So, ohoradmefaiablyy att ieast, 99a4) caridh@odt i gt€ferabgt BIUt 10698, sequence
|d@Ntﬁ;n$r' sgaue%@& QW%?@ﬁbfﬂngﬁt QMW %@k' £ E:D%rz g%t(ﬂﬂg 3%equences with

wnnlsterlng an nat |

Wsﬁ%hm %%ﬁwp@%aéﬁﬁuewemf a%mw@e kaw mermlanmw etr-t o,
adm nEﬁmdsl’a)@ar&iaﬁdiesaﬂmﬁyalﬂ@ panapredant ivenBordbhd REBSYs of producing

?’ugljﬁnyrla %e%:ggedvhaan%lnﬁ the?sr Sl’ét Pa t%'f#tL/%RPc% rﬁ}] @%@b&%@ﬁ e Isgued as

an’anti -
P gatﬁﬁ‘trﬂosﬁéﬁ??ﬁ? &t n%’ﬁ'— N 7 @T/d800/23356 (paHtSh@gMarcM 2001, as WO

011 a4)ubamasitbap ipfiludhas b odnbivh BEINESQIN0S Mebdr§Y Wl@éetoqem) Int.

B! QRS T e LB B s .

aftl 09(7.1T5_:)3515 @Bt 6.094327, enrtB12@75156bedch rbwhich g hemlpdmied by reference
hdPkih. 'VVMI@W@rm@fHﬁ% M HRRS dnd MicRicSkA %E&eﬁ%&ﬁt‘n{; tcs){ﬂese antibodies

% <§d an aqueous conposition adm nistered

I e‘t’_\'}’er)‘a'” WHRH derERienoteA e dountiy §).S. Ratent We- I%Wﬁé6 a5 wel as
WICs@RT §04 thechegeantdasst foeth indthissefapplidttions br@mereb@ incorporated herein by
RfAGEL cing the nmethods of the invention conprising

adm ni stration of any anti-CTLA4 anti body

i nconmbi nati on with any hornonal therapy agent, but the
invention is not limted to these fornul ations, but
conprises any fornulation as can be readily determ ned

by one skilled in the art once arned with the

teachi ngs provided herein for use in the nethods of

the |nvent|on The antlbodles enployed in the

o, . o o, I Y 1
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enhance the shelf [ife or effectiveness of the
anti body or antibody portion. The anti bodies may be in

wea wrioedy of fornms. These include, for exanpl eCTiUSenesd07650

forms, such as liquid solutions (e.g., injectable and
i nfusible solutions), dispersjons or suspensions, and
| i posones. The preferred formdepends on the intended
node of adm nistration and therapeutic application.
Typical preferred conpositions are in the form of

i nj eclcaRhif usds iopfﬂfé§é Qlﬂ%otﬂ% W .{rgaﬁ‘;&gncfdgcgn&‘?s were discussed in U.S.

CO ositions sim

rfPPURRISING £ 1O Rt naxvtphblehwe@s Yt Pbte'dl A@@hcanqmpubncatuon No.
poaaﬁoesa%d whithes informetedbhysrblerhtdas i st BAR m& BfitRdty heif. »

intr a&ﬁé}g& Istu%%ﬁ%gwgnq LALI %t{bgﬁ%r e ﬁ@ 6} é inﬁtgods of the invention

i nt ranuscu a pre erred
et s0siyely dsasrdrinsa @r 4@ Botentiva. £68A386 andfingside antiodies having

amjne etib @Bquehéesa)ﬂaﬁ Bﬁrbo&y &KlcR S afdt ﬁa‘%ﬂémﬁnéntlb&d@% A, 4.1.1, 4.81,

b [ red by |ntr scu ar o
%gu?g%éo%ff rﬂumekh 11§pel]?1 d- dBApdsitPdrsand ipiimumab.
fl' Wlpmpqr&almgl@teb@ rBQtI@]ds usingardibstiesizompusiddhe drhigo acid sequences of
th@rtﬁtl)ﬁé eNhe ‘Plfea\fmﬂf IR Biehs 3 dhedh AUnfiSiRiies. T w&PQP%'sé 'Bprising

%F ﬁorgBF as a solution, m croenu
QB%r 8% rf)%%’ﬁrrﬁs deseritsdie fheoFtgus- @@dsﬁpP’lﬁéﬁ%F @nd patent. The
iventierbdisn dopcemsgeintiiohdiey coroprising threaatiabne re@bt&r df the heavy and light chains

bf"‘ih@s?et Qﬁl‘b@dlesso' W 'aﬁ&ﬁ‘ercéﬁbog 5,9{ qtpea"aﬁt%ow Qe%%(e%o{roe}d ngantlbody

requl re anoun |
8‘25”R'i'§'ﬂ$ thﬁﬁﬂ'#“@ﬁ Vagpbia gy RR BRnG Pei ?@H@@P@ﬁtﬂse heavy and fight
ehinyelf shttddabaviel, as1requj rad2, kaklipwad. by 1f4, ltcnedab, 11.6.1,

LA IR oA 1 EINCLE bl flper si ons ar e prepar ed by
|ncorﬁprat|n e active conpound into a sterile

vehi cY\@il4 fg@nt-ohtad ﬁ@'badmélpelsaﬁdsme\mstymermdmavrbamcbferred the
$killed beigan, basdd apdirethe Ui@@bsﬁldsl ;ﬁﬂ\hd?edf Heﬂé"ﬁ Wc)@l@ %p@r@éﬂé@ i3t 86 invention

TRGKBosht's W, AP o u LA FuBREESCErR i Pl g hese parutr
W'é?c@?sf eoraweriedariyo whiky élpmaraant@mw e\, theyinvegtiand in no
\ﬁ/é)ﬁﬁrﬁ%odfoyw\ﬁar{ Rafibodies! Fi%ea PEVHRI A ehéiinasdd Vl%efu# antlbodles
Jel (rﬂgglsl ent %}Ieus apr?/ ng it nal desi Eed i ngre en ro

acprevi §P St ¥ £ I”T"é &d 288Ut t‘l’l‘é‘?e‘é‘&f hurgpized "and/or
fimesiead dntipadétist Aisof althosg the iantibodias exeen plitiéd tieseim @ere d‘th ned using
£XaRgdkAc nftYnntdiCe. b'?% Rbus? oRBkdi ashlt‘lﬁgn %mbﬁ’& R,ngllttﬂre skilled

%Q i nt,enance he required particle size

0" Bro%d BB ghrelanige i el orodtipstian fat e present
iPyentiamig et krhitedrtptah mtitafdy ipnjdacddal) BEOSTHYSAly i Hes pemmé}anethod
Ih§t@ébgme .ﬁ\ﬁéﬁhﬂn lpMudeQ Calnuaqlu'n Qﬂ'LAX‘ aﬂtrﬁgfi)? Bﬂggl?c%h tb%/ %ﬂ¥ m[etho elﬂctzludlng

s absor 1 on,
%P?té'mé{?fa o MatiPs E"%'én étwtqmdéd e@reea'ﬁg Beagadiwpwv ghrafiesdand the

lizg) @ tw e detejoped innteé hads fd¢ pestdcihd) ah BRY- @TIIA4 érmsédydif EH&: invention.
B’\As&&‘% thd &tén@hé %flo%@ﬂ)row?&r h%?é.r? %rﬁ" ih e @%t DatentNo. 6,682,736,

i nhal at i on,
trrRgsop ﬁé?'aa%vﬁc PaipfApR- E4tb- |N§3n§002&’<}€’é8f|b1|4e¢®raké@bl in the art can readily

mmimbeérnmda]t@f anafibddly %&éfél&d)r%%aﬂn%nﬁéf%&&?@%% iin combination with a

Ho%dn%[wgr b‘eu‘?c a%enplthL%\/t ngcg/%al o{;th(%]cgéiilsrc@aed rﬁggn needl €
appr ededar @dntbswemm wpmbmesamnn@aamtlbddme mmiwt:@j mrrdj dtransgenic
AERHEMER a2t NEhbMBLseM [ApaTY, |REPERRHLRT CHPAS dEEIS%Fd in the

certain enbodinents, the ant
Lﬂgyé %éédlﬁé S%E?%sdn\ﬁ} %]h a carrier that will protect the
conpduntierdtgasgesic moags gsteal fegseiucton oh‘hasar aaiotisok kdehed to as
"HEVRRARBUL O We@érb?%rmb&% u¢j ”\Qmw&fi’é}ﬁss hurﬁz{na%%noa%uhn gene
pat ches, m croencapsul a ed iver
Biodegradable bi oconpati bl e pol yners can be used
such as ethylene vinyl acetate, polyanhydrides,
pol ygl ycolic acid, collagen, polyorthoesters, and
polylactic acid. Many nethods for the preparation of
such fornul ations are patented or generally known to
t hose skllled in the art. See e.g., Sustalned and

~ a1 -~ 1 ~ -~ ! - ~
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Wth regard to a hornonal therapy agent, the agent can

be present in the pharmaceutical conposition in the
woaomwioicsa physi ol ogi cally acceptabl e ester or PeaiUus2006/007650

such as in combination with a physiologically

acceptabl e cation or anion, ag is well known in the

art. The formul ati ons of the phar maceuti ca

conmposi tions described herein may be prepared by any

met hod known or hereafter developed in the art of

Hmwﬁlﬁé?' ﬂgdﬁes uHreg Eéllhumgrlljh?a]\&r(ac & n\%/tég%n%a F&m?ﬁ%a light chain

i ncl ude the st ep rln lng
|'Wff‘d‘°§§’§‘d't’3lsﬁﬂtieﬁﬁﬁwoﬂﬂh%’ V&*@rf?rgéﬁed orutatipes that Imﬁl\';et@thh@ndogenous

aLCaRISkippa ichgh esti @vhBerg 0. taire 368:5566%5 E@HY), @hd U.S. Pat. No.
g l'e, shaping or packaging the product into a
esired single- or multi-dose unit. A pharnaceutica
conposSiowpyeh B ipvestiannyssst husrennayti-GB-Agr @tibodis, produced using any

ﬂ@@g&geﬂ}agﬁal Sthds] but BB inite@ $o, Q%e:iélggl'l‘@ I\WJUSETM ﬁ‘ﬁ BegF KabUShIkI
Ul

RSt Tollo bt et Bl 481 GRS o el S 9772
é?@ﬁ@ogwpmemt gloMatuires Biatg clanopt & 86 & 2000)) eUS. datennAppiitdtibe Publication

ﬂ@t QOOQ/OH UL e?\ﬁll&:ryar;ll-g Gt Qmagﬂtthé) f—lulwg\t? M@Gée'wg‘ll\/léda%rxeghn%g{on NJ)

g thM g@ﬁ osa

e ”%ol'}Pd FE?é““erﬁ i %‘tpéar Jaus. ghe inyefios epcesppasses
as"(moam/amfcza”mm Bntivody @oduokd stirgary tdoK@AIE oSeikdr naﬁ-hurﬁé}f anlmal
exanplneanoﬁlgleern@dfm ?{ tiﬁ.\nﬁﬁlw&ersden%f gdjﬁ‘nnghoq}gsoﬂ%% mventlon are not

relative anpounts o tirve ingred
hymanebit i umanivedsc E‘é’ﬁf“ﬁ'ﬂ?reméﬁlerﬁ ?Od'eaﬁdafa'hwes from other species

cathchet ‘hamardized’ NG ﬁdhe&lﬂéds usmlg &clﬁ)’ﬂ‘rﬁkmﬂ? Mdv»(c‘\ah th@%ﬁp Q! &.8NWinter
Qrgjelﬁét?rﬁ’s M;%ﬁ&t ')'o?!gy W Asj 46 ( VQr?ng rldL wews in mtgzp az 125-168

eCt
eHeR)s %ﬂd%/‘l’\% Paigatit draﬁ@ 5%6?1 C?h'@/ etltand ngnd lhampyé in Monoclonal
RAHBPAS Plotidiion SechBiqla® and Mpphcatick @8 783y, chpbel&éﬁfﬂ%| Rlew York,

Lt 100%
TR SRR Al Sy e s v
W@'ﬁedn@mng %QMﬁmMm @btaipesfrosicameliisas debmibed in, e.g., U.S.
P&V RBS.1 5760608 dndrd, mr08¢ oﬁpéaéi@rm‘éﬂ &nHl rHem%rrﬁ Qsjq}eﬁ 129 %k/ human

%ﬂﬁ(gaceutlcala% L Lve ag ent articul arl
PURBT RS Afin A ef%fgeéﬂ‘i SSenhiBIRRRAIC e nOwEetegs disciosed
kanein.- dlarrheals chenot her apeuti c agents, cytokines,

and t R@will ik gppr&ﬁ%ﬂéar U%Eedelﬂ)on Qr{e didd fbgtﬂ'le E‘Eﬂdéfﬂ\e%ﬁ ea{ntltioﬁes for use in

ormul ati ons har naceuti ca
RYRAIPY ﬁamwbé?éﬂeﬁéfae UENRYP NIV BHP P MAPMEle aMhdbidpmas derived
tAsrelige dbuten elso be &xpeasesttie callinedbthdn tah hrideas. of a

phar ' out

oher s SQTRGRAL 0l LGRS B p o
Belydes gy hmostalzgshjcel finesnzyaiiaiie %‘P"Qtt s meTaDf TypheCulire Colloction
@Amacymcrdihd banodaited®i dhirBe héiﬁ@éf@@ar% @rdéﬁ’é? hsb TBpNGEK, HeLa

S PR LR LY A e
EHR9ESi Fellsola-gb yiep ﬁizécNbemaf@ma!ﬂﬁe)rQi‘@wpmrﬁledI@rydcy cells can also be

ammye@aidmgeéctdrfaeyéa@ma&t tah@ﬁaﬁt'%EIBUQh ? surglh cal
sSItiron [ ou

InCIS\/l'l %egg %tlocn ?) $a nﬁ ow t S as but not
ti ssus SEhEPFsY P hySIFER-€0 PG Bt =g Sl tert sy

limitegh &y thiose H@crlbepam ard. eBahbreaknanai Russell, IMDrawular Cloning, A Laboratory
Wma@mcﬁé sgr.ﬁg%rs&rl PHER, cQHtsdrﬁg MRk | Y ?@@1)‘ Bnd Ausubel et al.,

neous, I ntraperitoneal, |ntranusc
GHERLERRRRR 1 Hp BT o aTe: Wi GPR Y (2004 pnesoression
Wetehs inglwds dihfdofolte atduotase @T)Hla?)ﬂiaae‘d’@@@mk,l éradmg many others. The
%gﬁﬂgﬁ?g%dﬁ% s& lsiét%sl(gﬁe{p SSi |‘? @éc%é Ilﬁe IQI ?%rr? t|n gorr]mectlon with
pharnaceutlcally acceptable carrier, such as sterile
water or sterile isotonic saline. Such formul ati ons
may be prepared, packaged, or sold in a formsuitable
for bolus admnistration or for continuous
adm ni stration. Injectable formulations nay be
prepared packaged or soId in un|t dosage forn1 such
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addi tional ingredients such as the dispersing agents,
wetting agents, or suspendi ng agents descri bed herein.

weucads/19i@ii | e i njectable formul ati ons may be prepaseme/007650

using a non-toxic parenterally-acceptable diluent or
sol vent, such as water or 1, 3gbutane diol, for

exanpl e. O her acceptable diluents and sol vents

i nclude, but are not limted to, Ringer's solution,

i sotoni c sodi um chl oride soluti on and fixed oils such

@ﬁro§¥éﬁtﬁb€én&s%m%84é§1 ﬁb O?J.Séf)% SENo. q?:v\%%bﬁm and Furgpean Patent

par ent al | dm ni strab orrru i ons are

(Reicaitea N%&E’é REP 'Ecﬂ’iﬁreﬂ‘é’éd"t“ﬁ'é te tantieedy Hegdeidineade i NSO cells
biog mgln%sﬁrﬁlsb/mthmﬁe&&mm (®s-Ash). Wérﬂiﬂﬁ} erﬁb&iﬁﬁén@ttﬂe%hﬂb&ﬂ/ is made

o) ab e

B0 CABRARTHIDHPR ot PRERSAIHR o REIIORD Il o Fiterpgooroe
HoApPIs ethppdiamesal el Sigfdch %@@@pma@fne 788P{-AEY (20010rand references
byedrigpdiobi ¢ materials such as an enulsion, an ion

exchapge .re S ly_sol e polynmer, or a ,
spari %g? grees Id l%qta@eg‘%fs of rt}% %F@c’% &héﬂoﬁﬁ\?éﬁﬂmﬂa"? Aygagyation may
bawpietrred foi rder taopreventeiiangsstin ghepthe strainegeduity, @harmiatokinetic, and/or
@m&:ﬁhﬂmﬁﬂ&m r%@lﬂtm@I frorh Sor R Har B cdshi hmap&rthg the antlbody can be

F Eﬁdebp a& &r ost atﬁ cancer an
‘F%Vr"g Y EMNNEET £8T £i% & "IRBYAE abMeé{hEa@rmol @&%&& (1987)) and/or
dm'%fdytmdsr(same antakirewddinretlalngrapoBibdhem. Bibenye @69:52(1d8®).

t her apginel, Ctﬁé ||r¥/eﬁfoﬁx e&lkéﬂ&esﬁép% QrL ﬁ‘ﬁ CJ‘I'LeKQlS gnt%?@/ com lsmg an

r nonal era ents pl rca
F'?? WPy hﬁ|$§"'%ﬁf%ﬁﬁn dedle @PU@C'%FS ebaé‘?d Yroe the dlsclosure
pwwﬁ&dhﬁelmma an plﬁFCE'D.Mahhﬁd}‘r&iﬁtiwﬁodﬁfed&d’lﬁ)nﬁpﬁyeﬁéﬂditl@ﬁhl fewer, or
@ﬁ%’gﬁgg‘:&?’mﬁ aglbés kbt%n‘fﬂ ?E{g ﬁs& *%%tgra a)boccurh?ﬁ qn&bctdlx Such
ORflifiqations Are P%%?Hqurfn 1§-ghb- SoPateﬁteAml@@@hPubjnp@@n dioar 2003/0207336,

Eat00®01570e8s endinfematichal ménupllﬂm(:éﬂoﬁ hb@ wWde1/s 1&M§£ﬂd (4893,

The | n des a Kit

hor rmﬁééﬁ!%hé & the eﬁrt%{Ion CS'EP%\F % u%%gn 3'?3 F‘”tl %{@qﬁ? hoghregapgless of the
eixf@@rmhé?ryopresenhen Thﬁtanilh@d]/ udersoer,Toeteas dertexte@heAdremodeling the
gyﬁordaa Presadt oh E%lybdﬂ)\/&élﬁ ét@rﬂveﬂﬂt%mﬁ‘atm the2ftan@REuOEIPHRke described

bT5h Bk 5o o B NG 355520 ane o sz, an
\‘J%r Paiginti Abmlicatiani Bublicdtion hidos 0P(98(06689 1,012004/E 3R64D, tzmoa(o142856
Fkiog 200, BHE Ub%temtmﬁe'ébé 6f§21%rBFn'aﬁ§§t RN instructional

mater'l__ué_! ﬁFtlng orth pertinent information for

the uS&"gF MerjeveRtop ePEP"tHaé%‘FF UBPaR atteC Bdyi@siibody withany art-known
aalendrand nbmcayalentendaitiidationnihcludingebltinbt InaIEP itd, $ﬁ€ing&he b@ﬁfébtlde to
&'ré%f @%l‘lét@%ﬂpr@t@héc@g%y po@ﬁeﬁsc%%d tpf)%&ﬁ)]{léme#a/%d &oiyp&op%lene glycol,

a_rfolyo&/alkylangs an f_—be anney sgt frth in, foragafgng_lgms (qutﬁnp Applipaiibn Publication
m@xzommzoma ahe 2)04/EGERA0NETIU BT BSENGD L1640 B3E2 406,610 d)801,144;

fogqqgir‘ﬂl}}ﬁ}éwl 1, 4.13.1, 6.1.1, ticilinunab,

re preferably, the antibody is
sel e ijionglynthg invention encemppsses Jusing4an] gntiz;TLA4 Jantibotly,, or antigen-

tamithgt dottioh tHEtesR RhimEM: ;legln %Ul’ﬁ@@in@eé‘é; a Eﬁﬁar”‘é&dﬁpg@umm polypeptlde

t ast. on sel ected fr
SRR BRSE Whening R SRAoE Podi 4SO AGOR retnods by
W\‘@”‘@t%élﬁ@mel‘mm@ﬁ@ aa@[§’!3(7,Ctdlngtﬂll'eecl‘ﬂlﬂﬁrlc-pEilJtEBl’r (ogEmcheEmcal linkage of
tRé Mbeéepﬁdesﬁc@tfoﬂé dad sKRled BRBarSH& cgb Lsta%ﬂtohceaé}q{eg gﬁtﬁ 1he t@achlngs

ouhgﬁ : t&% %}e non- st er ol ant1-andro

LS PR P LUTSE AT, 2P PlkngH dhe BT @b parcRenfer desirable
Z}ahm@bmrhms sécls ée boi atalimdent fo; ABEssg atbbilily halsetierbif-ife to the
i Stro r.ot erone,
e FR e R S Lk

selected fromthe group consisting of abarelix and
histrelin. And in a further aspect, the LHRH is

sel ected fromthe group consisting of |euprolide,
goserelin, buserelin, and tryptorelin, and the |ike.

The invention enconpasses a kit for treatnent of

hornDne |ndependent prostate cancer, mhere the k|t

.
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e.g., any toxicities that arise during treatnent. The
di scl osures of each and every patent, patent

weapmisitoe®di on, and publication cited herei n ar ePO&UskN6/007650

i ncorporated herein by reference in their entirety.
The invention is further descyibed in detail by
reference to the foll ow ng experinental exanples.
These exanpl es are provided for purposes of
illustration only, and are not intended to be I|n1t|ng

unl es ok ‘Ma?%resgg‘fé tédefg u;@HSt]he tlrhlgntlgﬂvn%nél o m%Qlf?/ possess a

in _no way be const
PB’*‘?LﬂﬁMdﬁﬁf ed ieghpe- Rathes Jhe ?@P%'ras ggmﬂﬁajqxﬂcaa@owﬁsawuww @nd can

o8 ciooipas Swidhyd alnereattdr Vsigl @Mv@ﬁtﬁ)néﬂhte@ﬂﬂw@QQ oONErhedd GRAbe direct

B oyl 35, 5561 DRI 257012y A
%ﬁ’ﬁteﬂ% 88¥6.Adents in the Neoadjuvant Treatment
Of Hi ghe Bitsdhor RirRedraérandanmsdied st the Hvsntidh ik Qfeoéfaﬁée% isotype

ST 1 4 S o 6 L o A e s,

berdhsronrerependenger emtommstientfor stlbkitiay ¢ @ avotiad dirolaghese use of

bipechid, inRAGHtoRAS %P%iolasaa‘@dr@s?érﬁ&& neoaolJ uvant therapy.
n for this is defined usin

The t et. popul at | g

the r ?‘@%“8? aé‘?%‘@%e i dalt e @P‘l‘ é'ﬁ'&'@”'?"'ﬂ%taéeadg%? anfigodies and the

qubmgﬁ lof thy verfiabjearebiohsogfitiesdritijodtasrdre preddeningen (Fiduréss1-3), and in
Bﬁ‘a‘th)nls ané HQQ‘% Fe?é]{erp.:\éd Erh}?lnggpﬁcﬁét&?ﬂérg R |I E%Ede?&&odetnaﬁhe full-

sease confi ned

\@APQ} ﬁsﬂﬁeea?s ?féE%FPraé\H*a%*'eae%?Jieﬂ@mpaéﬁep rﬁ]uetei"\/@s Wef @glthe use of any
amtibadynentprisiddtae eéqueecestsbl BripASEEND N 1-86, lah@ furthsr d&ﬁﬁ)ﬁsmg any

9(91@%@38:@:?' r¥§ardl (§f'| FVPF ng rﬁo?%ﬁnt g%a}sseos ngé’\\fnvé%%cteegel? ?lkewse

ears
H‘ysf"%fﬁf’dw 8?’1‘%8@968? |f@H?@S"W§9ql@f‘%e at 'Pﬂlhyhﬂabl gk afiyo portion thereof,

meludiyg RBSfeduandeUsoaing ahasiligeabif@ind bricte @AY AYb, 8N the used
%&b}ﬁ?ﬁg%%emﬁhogggfytﬁﬂ%pnal conbi hati on therapy as

sed here ?npatlents ECOG (Eastern
Coopefitsi e shiledrdigyn. Gneripipvipet iy therteachsigatpusided intain, would

&b@rysapp?éﬂibt@(lﬂé‘( el Qm-C'ﬂ_AQ §§t%§§y3tﬁg'a ufic ARk ¢ ?fﬁgnatlon of the

anen‘%‘l a Igrsn lglir lﬁ% | ‘51 ﬁ? 05 aS,Cl Il ca

%”a‘f @ RS Y e BF8RS ’H'aCETLﬁﬁ aptitediesidi ng
opht hEdrihet, ok ckiles esthaent based wpiogrise discladiire browidad hgrkin, would
irRieRI ‘ﬂ’(amﬁé |%nt%yls Jtot |I§ﬁ&)!0%ﬂi r@ira{}n%@%ﬂlg%%ngré)%%ody rather,

i\hemat ocrit ﬂ$ C count
BRAWPYPP ﬁniffswafsee Rigisferjes %‘H‘%?éb‘ﬁ’ﬁtaﬂ%@n%ﬁ”&'?’@ﬁﬁ e.g., one of 4.1.1,
£ 3. o rar diellim@Eh, ld_ﬁﬁ)blfﬂiﬂ@‘l’]‘ﬁlﬂ’i &l fergpbB@B R ertU Furthe Ny Bombination of

SHHUSO 2 artiBSHidt Ban WeSBmbiHEd \ﬁltl'pﬁllégst on rth&?é«%ﬁﬁé g%eat ar}dhthe gresent

i n¢l udi n rotelnuria and urine se
IPVROHOR CAPTFEPS FNISUET OB TsGINNRRd iPArMUtatien fharepi] |
pr ot hinooriei emibddiment BT the uériamt ﬂthﬂéthdb@ﬂi%le th& dnB@ILAY @ntibody

ﬂsﬁhﬁé@ tlcumﬁquggiﬁreraJp{%o’@%eht of t ? Em(\?%lgr(? rtE% g]gcﬁ-‘oﬂ% use an anti-

serum | g vel are
AlidneniiRedy- sreedaint Padhe fammng eppltcetrons sndeptatants: n&LS. Patent

/amdcaﬂdsramnsaco@}amesz Cno(NF’Ié)sue%pa@U@nPbt%ntohsab%ﬁﬂmﬁ Int. Appl. No.

e Bol BRURGOKNEES, 25 3 S BlsbEr 8, pebliot o, 1otz o
(amhﬁftﬁédfyoweﬁmrsn&nZOOAt agldys PA04/E2EXE8RS.8ndPat dMef. So. 10/776,649

W&%SNO\PefnbéPer %@4 eyalygat e

%@@%@ %g%/e; g} qs] | abs 26?14/(;2%%% EET%%PIF% Ir&Rﬁ‘pp - No.
%, cGhRG Maen s 200 caoalV, BT/ 42 n{srch xaniacl 19D1, also

kapvees MR- Oémbndﬁpllh’rmmaba\ﬂédawpmre]caﬁn am it Oxhyt. INGr POTIBS99/28739

r b s

B Ao R a2 h P\t U BiL G osoer. ssn227,

conpl eted: any adverse events, ECOG PS, vital signs

and wei ght, physical exam nati on (i ncl udi ng signs of

autoi mmunity), ECG and DRE. Sanples for henatol ogy

and chem stry panels, along with PT, APTT, CRP and PSA

are obtai ned. Post-operative assessnents are perforned

approxi mately two weeks follow ng surgery. The
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therapy, the patients are eval uated approxi mately one
nmonth after the post-operative assessnent. Patients

wanecass@ssed for ECOG PS, a physical exam nat POWUS2006/007650

(i ncluding signs of autoimunity), and a digital

rectal exam A blood sanple faor PSA is al so obtained.
Patients are followed every three nonths until disease
recurrence or PSA progression or a nmaxi mnum of 24
nmonths or until the start of an alternative

ﬁﬁﬁ ra%\%? Ykd. G & eﬁ’%t {965 Wiy 69‘%‘3}4 eﬁlms‘fey”EtSa it S%pr?l A& 1 % Ss0/05202

ave denons
dptlihadiany 7.r188%jag &VQJ%/@QﬁI)hwéePﬁ@m pﬁ\ppldwan 0/8§538apuplished May 8,

2003, Ao g 2003/beBab30YA.BDPR. AdpE NAPY/EEEBY (ﬁumﬂécv F&Jr&w 24, 2005 as

OB g LA, g A B S L L0
@00H/Q226878); A4S Bgis Appl. No. &MER4E56 (et INow: ¢p2094); d&Sc Phtbedpl. No.
B0/8Y4, S84Sii¥d Knglfch tz@ %@MCIJ%S paf Aﬁ}ﬁtrxlob&%(m%é '(fPé?i%arch 23, 2005); U.S.

atio fol |l 'owi ng end
SR BN o DB ol 7. s e st @ e Avs. 25
Qombxogre55|on Time to progression and overal
survi yigl pRb& 8@kt €d using the Kapl an- Mei er product
limt nmethod. The antibody is provided in 10 m clear
gl ass DoFagedeqinens may bmpdistat tgprvide dbriontimuay dasiredifpsponse for the
sedavknt rhstiodd ofi tad ing@Mibrai Fos ekantply, @l sigwl Eidlhsanﬂ()lﬁﬁ Q@hlmétleﬂeﬁ several

‘afvndé((p dgg%é VT?a@lb)e é?jtn rﬁé?érled g&%ﬁ%‘?m\ﬁb@o@é mal)h ?pé?c’ t lonallés r%duced or

ag ueous SO I on conp
HFﬁVeﬁ?e p8% yRdraes By 806 edlsencmooanes deragentie hsilgetioe ltais gepecially

adantagduvds p@dt fdﬂrﬁtllatbsp:ﬂér&&ﬁld ceapRHo tih dBdgehlist Qfmnn%r ease of

gg'?'hs’@f"ﬁ'iﬁﬁ %m@ qt o? do atJEISog%r Lgnrlt r{%r{on %gfs[?ﬁlhgr&m refers to physically
PeTPlenis sitped aaamam @qse@q;don taespragimiatien f(u_ldﬁR@N))e &pated; each unit

lebrahing amr%tdﬁwt |Jﬁ a@ﬁ/@tHoﬂ'@BdrBrbaWhltaﬁd aH foroduce the desired
gwra y #4 ass %% gzﬂt BW néa re speci
5REYC £ SSSPHOR QS Bl eLtcar e Eﬁer?@F‘éﬁca“O” for

the domgssxnmfwrroqo)‘()hermvdmngn @é dalated bCEnddreatyt deperdigntadn (a) the unique
@lﬁb‘i&téﬁgtlcl d’ﬂll{\é‘ %ntlb%d\']r%g Yre ‘Bértlcﬁfd?rgché? euhtp of ‘B@gb%%‘n& Wect to be

r%% qﬁIJFectlon of eupro
M ang, % iifafiass inherent ip din &t %@P@p%wﬂm Puhenegtiveeopmpound
nthelreahnectad imdividiegs. st udy was anended to reinitiate

dose ﬁ%cték)@hbt%]thgttdogadeyéﬁé arg d\‘la‘aryl i ethe be §nd dsesergpéflﬁ% condition

Thr ee patients recel ve ose eve
(Y REH gty S BIPgce Aneror SUIFBIREpSS oft Kcop LAleTpRersiood tha for
bdnaj’mmyl)ar su%&ﬁsp&ﬁﬂﬁﬂc&tageor@gﬁ@ﬁé sHoul d)etaaju&edﬂ&/ek fime BE®RYing to the

@Iﬁgg a‘?tnle&:p J{dsth%%%ﬁé%a?&agm% kﬁ’leatgrgs})ri dngglg ﬁnyg or. SﬁJperwsmg the
F%P'étfa“?'b?fme %mpaS'BQﬁ‘ﬁear@ﬁhas doseage reperseseplerth tergin facsr exetmplary only
bhd &é ndtHgndeen lisha e s@@jﬂ'ﬂ? Bﬁébtﬂ;g oftRe Elaithed cdrfbition.

Prefe I bi cal
cach Ba0 1Pl SR rFos Rie LERe By e Eptgh o an antbocy
aq’f@m'ytemé@cws@w todhe isrention isrep ldasit abontubtiotie, adfleast about 5 mglkg, at

Rhgabsik a(mnﬁﬁig thxsre theln albJuP PIMbRS ok & &3t ébo@tm%trﬁ%@ AP Eample about
eal s en as a

P Bbirpliarit ep st Blap BEos. o B BiayBaabo 120 Mok, o for cxampl
ahroahs2USDMg, cofor amdlmbpummeﬂoh@kg‘rgr fo\dxample @bodn5-2d mg/kg, or for
Lol Gn |

RSB A Loy o i ool 1«
Be%e i s escal ated, e.g., fron11 to 3 ng/kg, from3 to

6 ng/ Rgtheq@dsd eseatatnt wotddd! A kg ,usen@d ddi@mink kies mBASES tolerated

g (@ﬁﬁﬁlt@tagsgséjaé rrgtl'ﬁlgqgﬁc?tk E[Bl?lt elg anJhta%sj%%fa% wﬁﬁ a(dgﬂ rbsérlatlon of

ose subj'e
cohort VVthln each nem1cohort there is no reqU|red
wai ti ng period between subjects. Subsequent cohorts
are not opened until the first subject at the current
dose | evel is observed for 2 1 days and subsequent
subj ects are observed for 14 days. Moirre preferably,
the startlng dose 'S nalntalned unless tOXICIty or any

o, o - - . o
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2 out of 3 patients treated with the conbinati on of
hor nonal therapy and CTLA4 bl ockade had grade 3

wdizereroeal Most notably, the severity (durati ORCEWS2006/007650

magni t ude) of the diarrhea was significantly higher
than observed previously in agy other study at any
dose level. For instance, a patient received 3 ng/kg
of ticilimmab and hornonal therapy exhibited
prolonged diarrhea. This suggests an interaction

2o Gl Il that
PR ER Rl LR ARl il LOMRE i ey ccs
é\‘ﬁﬁ‘aﬂ%o@’t n% pteteD 1 9okedsd ra@/ksbd "t%‘gb% mg/kg, 6 mg/kg, 10 mg/kg, and 15
pivd Necaply @ginbindtiol trl%f aineghothBr &Rsddindnt, |s§cc'eé§ﬁ)@|dbses of 3 mg/kg, 6

%@I/k?t ﬁg 16 %g}kﬁ grem% tergﬂnd tg?a gz%tlﬁ%tjs ?SE%ﬁsgc? fog oglc&Tak? any, as well as

ore ése dal a sugge
B Gﬁ'wwe%treatwteﬁuemg @reripeemeters. HT and CTLA4 bl ockade,

assumimgne dhodfent, itCahtibsiyas abrﬂmét@%d e dh #Hugtbrld RFhulation as a
ese bl e associ ati on

{
el oae selBh R PG dhouhaly 20 atpdf adituimiy P personste bufer
Agtamnal t herapy and CTLA4 bl ockade. A possible
corre |lr%de%b9§?ﬁ1@ﬁe&rgdf' 'fﬂ?-‘;rdogéz2 D %Qmﬁ%te'réa U@n%ﬂ:%oa‘gg&dbolus and the

; %LL br eakt hr ou event

etha/rl{l Hglon esanléng fcgrgglﬁttoncfelﬁga@plsﬁ%%mg/hg infavenous injection of
tleswlitedy ofay hagivet aea bblbe mapthe (rest of d\blbdaerﬁiinealanmbody gdda may be
g}ﬁlﬁlgtere% 3[(y2 mra@qg@s @g%ﬁon( Zg‘p@gdﬁte;m%% F$ ere thgagntlgtgdy may be

isti'c effect me
%P'P'B - PHEPANS WeiRpesedef 389“ttaﬁ oyanga b@lfm@é¢%§mur s. Inone
smb@iimédny, thd adtbadyr s @dmbBsesd/&da isinglt ne lrfﬂj’s&)‘ﬁ%rﬂtab&ltudy ml per hour,
%Pe p?%flgr;%htﬁum rgte% ?t%up%o rﬁl&%é@cwgﬁ {1& E1e d]fusiof ej:naggg det%rmmed by
Hesl aptisey) accng@g&ar{-rﬁ@o%lzgfhmptgmss (pati ent nunber

1005 160ghe srataaintRe D RBingle Ushke R nikipERT OMBBS of the antibody may be
%cir? ﬁl‘é@a%Ctﬁ%ntl Et?‘EAAP rgz)g gﬁggﬁg}égm@ﬁ%r% tge??]humandas frequently as

unor reg
PeYRIahimes dally. orrf inpy b@a@ﬂatsmmessumpemlel $ush (EFiogue @ d4y,.once a

WBsK, ohéé e@f)lﬁfo Wdtk& Cond® B3t st for &L/ Qgéj%e(w% C?la‘fgbfchaégjonce every
I'euprol | de ‘and bi cal uf am

ERPEhERYL® predl fiatn & i Gc oSS FtF 1arRDRBE S AEmIslered, for oxample,
every iMlorvmek;es maesthy, elmrsemeeu days, aveay 05 tiafseetenN3B8 ¢&438,CvBBIBO days,

é\mrﬂd"@é% va@r'WS@ d@ N e tw Jh%tlﬁsv\@ve% ﬂ? aé\)eﬁjgosqal)js every three

eri enced |arr ea and

fEQ B nREVo ¥t PASIEh e AR rrddiEen. db%@mma‘ai Hegamy agent can be
pinvsistated cevaryl tixEagieneny dnte Pers@ye E@lera) Binke PeiSwédke desidy, every
%érméek”g\//éﬁg]llﬂa%e@k n&/et{;gfouéh%gk %Jn?h Sevén?%rg?%jonﬂ]s gvery Six

regressi on or carcino and
PPIAas, @NCq RATYPRECYtaNY OfNSF Priof giaégroy@@sea fegpedicpenefy tagthe patient.
Hiegfreguerfcy attié @osendil Bé readiycapparbhiasimtskiosy arﬁ’&h"énﬁ @I depend upon

%%Hbgrd@f f&ftor% Igﬁc Sﬁll:lt n%g%lrﬁ geﬁggtqie tl)yge trgje eﬁﬁfﬁ% 8ru tLe disease being

%ﬁﬁﬁg@§“¥@@ﬁﬁebum@’§&lely attributed to the androgen

bl OCkl?d@}e é;lﬁtﬂocﬁrh@{izﬁoth€ iSEEERS WhéB édrﬂﬂiﬁl%‘tl&?@l‘ Qﬁ@@ntlbody and
C (0] antl

EnnSie nmE et POy PO 19 B apintore

in: tha&ﬁhey GTLel adminiSiordgi sepeiataty, wr teh differehietrses dintbe day, as well as

é‘iﬁﬁlféﬁ&ﬁ.‘slyTBEr&thﬁgﬁ'ﬁ{es daf, tEI%hA@JaPVMme&ﬁr%ESFP% Qijbstanhally

cal 'y Local i zed Prostate Cancer Patli ent
°@P{emp8f5f‘? Sy o@%ﬁf"?@&”ﬁ'i”&siha? éneoo{feﬂ?é%%a?t@stgawﬁ"h.cgﬂtémeeraneous
gdprinigiratiemaef ticbuanitibgpyraad ittet Hoenamay hetapy fyegDsen elat Bdministration of the
(ZOLADEX) and flutam de (EULEXIN) per hornonal therapy
protocol, e.g., EULEXIN is adm nistered 250 ng tid
(three tines a day), and ZOLADEX is adm nistered 3.6
ng subcut aneously nonthly for a total of four nonths
(2 nonths prior and 2 nonths during radi ot herapy).
Al ternatively, the patient receives 24 additiona
nont hs of treatnment with ZOLADEX. Such reginmen for
adj uvant therapy, typlcally adn1n|stered mnth
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Preferably, the patient is prenedicated with
anti histamne (Hl) at |east one half hour prior to

wonbassiootof ticilimumab. Prenedi cation i s receanmmsdme 007650

but not required. Al'so, an agent with anti-diarrheal
effect may be adm ni stered, g)rcl udi ng those agents
indicated in the treatnent of chronic inflammtory
conditions of the gastrointestinal tract. Such agents
i ncl ude, anong others, steroids with topical act ivity

G\gocrggcaxat%éjg STF%%%%S&M M;tgeptl t)ﬁ(‘zlﬂﬂsa ‘%CIIE?E[% r]I"l(:“a ra%ﬁun‘?’stratlon
st eiheraseptin hEﬁBWEET of tbmeih%rdm i munab [ HUM RA] ) .
Ti ci | iaauitadally, Sn RE@ah @eBodiMedd oMtheCIne@ﬂuorgltﬁ&%nﬁHoai' %nd hormonal

YHe‘;:{agaaﬁéMz%g radrfih%%?e%r r?]err]g thﬁq}%ﬁﬂgqml p-‘eﬁpy &Penidﬁ)a%rw@ eﬁd)prlor to
gemipistsation i kg lentitiody andswhere theredstpetingspesiod betwesn administration of the
(‘a@ﬁMSb%\‘ RGméRal Wréﬁy%@brﬂ'aﬂ@ a@ernfs?rétlon RiFthe: aﬁtlbo%g ¥R Hﬂlratlo:T of the

hal ose di rbate 8 .
RS oh Ao B e il & Ve o torm e L wpe n e
perf oAsestated predibumy, ivicerddin smgmner&ﬂdhé)adl}bomﬁlagd‘]hom’rwe therapy
a&&@s&%%lr@ﬁ&: qQSfﬁnthe@n&rﬁHIr‘Feal witd 9%@19%@ @dltﬁ)ﬁzgfe%rﬁa)unds (other

ose, .as clinical I ndi cat e VAL cal
@B?ma IGa9g s, (ﬁy}?é'ﬂ‘ﬁ&j%“ %%aﬁlmd@g@et'vg§§§§§n%mngmy others).
Sltgnaivelf, taaitapponmiiis)tmey be admpiistepsdarchonn alday, alveelbambals, or even
f'rBFe tﬁeémér@e%%e%ﬂ dyﬁﬁ%?ééﬁ%ht%cgdehr ci&FEﬁaf?oQ\u Qr}:ﬁ?gxr\)%ﬁw%tatlon thereof.

COUﬂt ferent

EYther d?ﬁ C%‘Pﬂoaw(ﬁvéﬂayc%rad%wreﬁﬁg a4 asay, mq\@s%ebh@'rqygn more, after
adm:dnsimatgh WE ER¥ations, dkdnbl %11 tisirsplanty bt édrﬂlﬁlbﬁétlon labf bfAt&bsutic agent

r t
geb gig a@*{eﬁ%%ra&&t?%@ﬁﬁﬁ érng? I‘%anr a{n{ Pré'mtjgl'lsn thereof. The
%ﬁusafm IV RMNiiREon regimes it PQ/ @aSWOQP@EWm P sKiied amtisan and will
agpeh@spon édyﬁﬂﬁiﬂber SFEFRMERs Gdch ded butSRE H‘meldgo l1eyghe en@Q&l/erlty of the

bt ai ed Ba I in
e B 2048 1R PSRl L0 JIP R A Lo Tl R cmpouna
grp@mpﬁ@rﬁismgmgl@ﬁramﬁmdpﬁexmef adirestfatidrl af\iengriersdpoipndrals, and
fE@kdrEASUr ed: PK paraneters, HAHA, response rate and

time o progres Tmato ressi on and overal |

SUr Vi @%ppog&g 'Sc%{F'JST?p'é{taQB"'L%‘?rﬁ‘b gtak‘?;f’b'?'éiﬁs fb PeitraPisguety (.m.;
LUPR@N BEPeT accPriiingatn tstan @Gt Adsiagteginedy weihEndwnen r@aarycomprising,
AR ahé gJ?an rfidiéHn tﬁé%%pd%ﬁa Qalﬁ/e %ﬁm e%vé?y oﬁ{er !’n%ﬁtﬁt atgm%e or four

ant X/ sel ected from4
'gﬂrﬂlt 'rﬁ? P Anduthe e é(ﬁf%%%d&he%e Pﬁ@“ﬁ@%%ﬁ@" PEH@T can be
adiwitad dependingaind vaieqsigat@s af uidesstdod MbyTEHe. skilR@ artisan, and can

o ; i BS asl :
So RO BT B BB ly gt n

TR EIRSY x5SRt URRPN REPOT admimistaredononiily jreperd - 2hand 22.5 mg for
Risss$ nfg_lJ?%l‘PDEBD?ﬂtaﬂmG&WevB@tth@Bﬁrﬁ)n%tJhdmb@&ta@trﬁg for LUPRON

5%’?5&1@1“&6}'}&3&\%@ fP §Angr%er A der; “\S/%re m%nu Sp%qrripags inter alia, 1 mg

r adi ot hera are mns
'E‘ILRJF“RGN}’“"@IS SRSl ps A singieIsaPEiaNeousi imjéction, 2Ri5trhe administered every

ibteéaiddgﬁaﬁ}s]g?e 6%@&&3&).%%06 lebﬁdTﬂngr%/ &tt@##@ﬂné\% kﬂ@\K/n m the art. In
(:Ze?j-%]ﬂm btogl qugnenlavelnh?r? iﬁg@ mfng?fgiy &(?‘i‘fﬂff"é egfzd at any time

dying.\priboor fomadnﬂlwmoﬁ lsuradlioe.niPsdferaigyl 1&upGolidg is administered
;ﬁﬂp@ﬁi&b@é\ﬁ%&%ytv@ﬁgfe%k e'cb!nc%Mé{tXmﬁm‘%HtFa @ﬁ;%@sadw%&f the

nistered. 5 fourteen
?’ﬁ"@iwéfe flodyn | Kyen en';%e @f&L 'N 'F%Or%\'am'%ﬁwens gpdoig ghergmount of
appebxirstdly 7. Siﬁ’@entwatusmrﬁrlyj s further administered a
single IV infusion (100 rp L/hr) of ticilinmnmab as
descri bed herein at a dose of about 1 ng/kg, 3 ny/kg,
6 ng/ kg, 10 nmg/kg or 15 ng/kg. Prophylactic
ahti-diarrheals are given as appropriate. The
treatnent is repeated every 28 days thereafter w thout
dose escal ation, in the absence of intolerable
toxicity or disease progression. LUPRON is
adn1n|stered every tmenty elght days IMat 7.5 ng.

-~ . 1 L S B
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et anercept [ ENBREL], and adali mumab [ HUM RA]).
Ticilimumab is provided in 20 mM clear glass vials

wonods/1aiaubber st opper and an al um num seal . Eaci/use@b/007650

contains 20 ng/mM (with a nomnal fill of 400 ng/vial)

of ticilinmumab, in a sterile_ggueous sol ution

conprising 20 mM histidine butfer, pH 5.5, 84 ng/n

trehal ose di hydrate, 0.2 ng/ni poI ysorbate 80, and 0.1

ng/ M di sodi um EDTA di hydrate. For all patients, ECOG

per f Oﬁm%&mﬁérﬁé GF - th lntléﬂtlor? '\Aﬂgr%gao%ﬂrqst%?g%/ oyv?eu ro{'de L antibody

assessed pre dose,
lgtﬁiapdlag@mcglgr &/h?rﬁﬂl@%pmtgboqimme@g{lr@qﬂerec}\wnh leuprollde and bicalumatide,

tHhyes eyeiel @k ieoproiaelanibddy Bed bsladi@inionizt R Bl 8- éight days Optlonally

%a%%saﬁg%d.ﬁ&h%l ?yc%nﬁf Igu roéf élgrlg} lgla)é%wéﬁi;ﬂgcg%)‘ll?wmg E{géatectomy

é/‘t?tﬁw?refevm @5yt threg ¢yfsle$ @htquaﬂoyde/a@h@dvsm ydiiiskeadd pest-surgery.
Eh@s:}ﬂb@tpﬁ?&@rﬁbly‘ ahéiflr‘df'ﬁosQMréUr}P Q’%be c@ﬁs\%ené@h’vlthm@fm\e lég%/s following

VRS e R Bl i oS abinreni(EE paliba par ! &
thr onﬁwpluamlderpambmdlﬁmﬁ‘@'ﬁ}d, acperding tootdidardt dosteg (dgiMens well-known
fUh&amt Bnkﬂéﬂ‘}i,YrJl ide QpFe‘?éQt‘ily YemiREBk8 'once ;?e‘?"ala B3 a?;%unt ranging

I ase, serum , seru eve
e a?%@eﬁo me{BeAOBHeh '?f@t?fabﬁag'é?'vfﬁf@'dﬁ injsfered Iﬁ’eh%ﬁw(by mouth) in
amtaniidly of l4pbtlxintalelye50i mg dedtr edayl Eeeh amdle preferably, bicalutamide is

Q@ﬁﬁ%?éakfop%é Girsk I?@rte@lp%%}/{r%p iHleS fn‘gpggé r%ﬁ% CRJ & g%o?e preferably,

oW n olnts a
mam}dgslﬁmgglge@gfi dheapiti-G L 3{%%?%%@5@9’6}& therf'rﬁtedayd)f the first
pyoteg(Del S Mhstedtied bivakkamtide B\prefbrdsly da&@mﬁ@dcaﬁeab@ﬂwajmg In one

nt
cAP oA el R R il DB S mor
grg r pr@fldeap gdgyrdstergth 8y At |n@gw & edbeudtt %) nfor angh the antibody is
édnllmitereﬂl b3 vlmftﬁsioﬁ Iai b g sBRRngiAG Blorh Fébbdtmurﬂ'ﬁlhg tonUE /kg, in another

a t chai n_am no
sequ@ﬁ%és%%? %ou(? 37 /K%%wﬂ%‘gaﬁ‘}‘% n SpPIRGT S'HP?dﬂB frag about 3
Mokp 9 Tmeks. Exarrpl e 4: Anti-CTLA4 in Conbination with
At Leasd siiie afigs RO aﬁ?&ﬁa@@%a%%l&n ihd o‘islaﬁs d’é bVidkd Rerein, that

E}S econﬁgi | i.ne Treatpne ??fi“é Hor none-i nd

{REF AP dOPPPLRUTY B Fedpﬁt%"%"ﬁ‘?aé‘c%"‘t'th rﬂi‘éi‘%t"ﬁ”rlﬂeown in the
eepewic @rts.afbel is,( the Imaginungtoktabpedoge @an badéaniiy estapiged, and the
éfe%tl\%dgﬂnﬂurﬁt;?r&ﬁg A BetbGLtng cHwér uﬁ&-lt;g%t\%o?%ahent can also be

i,cal ut anA per stan hor non
5 FYrGEd C@”&' g'ydﬁ(ﬁaﬁéai"sﬂoaﬂ r’ﬁ*ﬁ|a§'m@r3érat'%'oreaﬂgwa%@{eyexemp“ﬂed
lﬁememfﬂ)asret eamptiayis nof wayhienif the sdos€ pad ad@nlsiatioAndgikiPQAN can be
br%w@éinnfb R pti&t ﬁ'Epchthqg%e' J}égeﬂ{r”\?‘e?\h'% arr-l%gap Bée é(l”n’gfn tlng € grt would

‘3‘\62\[3 Fgg’\i"?/ar%%‘g'ﬂb‘ﬁe (cpOngRLAreMided dereimthat ethenapeutic beneﬂt such

asnbutbmdirm&d &5 ddiestable begledde irtetum obdizetnd @5 ﬁ]e@gtagb Qdtredsed level of
ﬁcr?a’éew&g QO reGCUHEACIégamg'ngn ngr{é/ﬁ({qher d>a aaf’r}e{é%%l c% é)le eassessed by a

actic anti-enetl
‘@'P% é‘?f'%)éOde'FQﬂﬁ rnawein tTe ert for easaseing thesefficapie oft tesdtneant pfyprostate
BcétaatRl thabeImRafdde fard\ericBPpissEPRG IR Saal e ek PRbthdd? td BEdeveloped in
tﬁgﬁfﬁﬂge of intolerable toxicity or disease
progr é€ssi on. LUPRON adm ni stered every twentyei ght
days, Inlque smbpdigienty a sotef lealasbihjgctiob ltemprésirigethe ant-CTLA4 antibody is
mrﬁé}b@@i 8 Ghalidnk %t@%b@ﬁét%&@ %rték)&; f?o%r} Leaslh 9 Qg Ir?)aé({ mg/kg

|or to inf usi on enedlca
?PQE% davByetigen trdék‘.fm I é%PtheAP@Bod"aWt a@féﬁtnth@'h elimumab s
aailmnlsteetetaatrarubaé ofedfbbaicid nigiky ebery agbityrdigsit @dyed In yet’léHlodt &fbodiment,

at nen hro :

e R Dok B SR e5 B Bt SR B e FHEf 4 ke awonis
Such agents include, anong others steroids with
topical activity (e.g., budesonide [ ENTOCORT] ), and
anti-tunor necrosis factor (TNF) drugs (e.g.,
i nflixinmb [ REM CADE], etanercept [ENBREL], and
adal i rumab [HUM RA]). Ticilinmumb is provided in 20 m
clear glass V|als mnth a r ubber stopper and an

o e ~ o~ ' o
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chem stry (Al kaline Phosphatase, cal cium chloride,
GGI, LDH, nagnesi um phosphorus, random gl ucose,

weadicuyeour ea, uric acid), urinalysis (blood, PCOUS2WE/N07650

others (activated partial thronmboplastin tinme [APTT],
prothronmbin time (PT), autoar %I body panel, C reactive
protein, TSH, T3, T4, anylase, |ipase, serum C3, C4,
serumlg level), and PSA | evel, are obtained. Baseline
human anti - human anti body (HAHA) titer is determ ned

gg\g)rcﬁ) G% é%ﬁrhét%gé Frg%gtrﬁf)il@t d%ﬁﬁa{i I’t ihe tasntltg)r%é%%td%lms?eéecfi arigkapprommately
ﬁgﬁr_‘&ﬂ@ﬂfg-ﬁ@ht qJaxs-ikereptiesy fﬁ{@ahh@thg apthdy angdeypnolide are co-administered
Bh @@rsams ideylof ehtiBosk @ydks. O %ﬁ&ﬁér%ﬂwb@ﬂﬂelﬂvﬁﬁpﬁ&hhe %LHdWmY@red every

I d t
T A
bicgemidh d$ @dmimistecedadailg f@efqmcetays)fstaamg loeatb¢ deyéhe antibody and
féﬂbﬂom)@@ye &ﬁéo@rﬁﬁlﬁé’re& r ﬂ@?e?abﬂy Bralffardide i& nottédﬁ'hrllétt%%’(ﬂ@.pm% @urBQequent

&ﬁ qurrﬁ % B has the heavy and aln
eyt %”eg%rq% (g oy PEodTimRIFFRE D SYRelERt PIbieT EHor o longer
&hat ifhotdgn dayst | Burthenntheaibvenforaenzb@pdssesAndriniSietinddbitatutamide and/or

Egﬁgﬁo‘éaatt 'af*?&}"pdf\ﬂttdt]ru%t dnﬁlﬂsctrtatlcaﬁ %{:ﬂp&?lang 'fH‘aer ﬁ\%\‘mﬁ&? Hgt limited in

inthe Firstline or Second
RIOY YR eeRsseirdhs felatiut AU TLOTPPY e ATPoBK ke homonsl therapy
Baent. e rtreis Whdrtmonm t tasrbi@t ican e Caitrittistere@ ReiRdr Hefddé,| @Wing Gand/or after

herapy) are adm ni stered both
dupratete *“éea%a%a

and bi cal utam de ( CASODEX) per
PQIIO8IHINSpr ot ocol , e.g., CASODEX is

adm nrrsé ﬁﬁ@ﬂo@&wd&@mpd@bk wefp%'pafaﬂbﬂ érﬁﬁ&e@awﬁanﬁéc&f'&l compositions

E&rﬁpﬁ{s m%}éﬁ l ﬁtl-efLPY4 an%i?od){/I or aRO\{ en b glng f;:»8 ?n {\’R\greeﬁg in cﬁﬁ%matlon with

afdta@sé fro hasmengl tflt?é?rpy aaenth InéQF@ﬂ@ﬁﬂ\ﬂm S%Jecnegi feorn,\e.g. rdnugitieandrogen, a

GhAA aﬁﬂaéJSH" ot, aam RH%E{'{H 0¢H @Qlﬁjéfmééeuﬁ@é%m[gb%ﬁom%ﬁﬁb%s:st of

at  a_.dose,.o0 Ct c ant

Sheu o Ry PP EdPoate Pl nosnt Bl i o Pliccbvpee of an ant
&mkAd @dyefiestivadiveiot beleest @edroymaortat é&rawrmhm) trherfeaf $utable for
%rﬁlhl%’(loﬁl 58 s @il oA tHeYharnidde i cémﬁ&%ﬁ el CIOIQ'IBIQJGG(FI@QIJI’[BOdy or

g &'{ or di Sease %@ l%ressl on. roro [

%Imopﬁxl eéqpé(daggn\}@lng opgeh 9reéqh@macg.5|9§ Y apmpg:tblepaglqﬁ% one or more
Bidiffoeal duitive artdivg inpativepingredisnty roe saak aatb@adtion dflthese.

ant hInSJn@rQnﬂ)gleépro th@tank &%?ems | i8] Qr%%rag% k)o ihfgaevgnously) in

i nfusi on catlo r
BuPafsts P@'dm"r\%'a'e tﬂPé@rm%{ﬁ' HigeRY agpitHegntan- entizandiegan. a GnRH
aftégmrst ney HERH adiohisti $hertesl nke)nnel atihingereb 05 glyagepili/Sapsule form.

ﬁttt%dsﬂllfég taf}ﬁaﬁ (N%&P rﬂﬁ@ér %Q£ q{p%n t ef (lil%rlrc])Tsﬁreopré\{,ll(iied herein,

COﬂ thﬂS r0|n Ina rac
ihak F'\?d'@"e”ﬁ%ﬂﬁg ngft H@F%i tOSthe%uqasarw qthert Bmmelallonacﬂmm foutes of

é(ﬁm@strahb@l{ dlgﬁ oilide [ E&ﬂmméntloﬁﬂr%oﬁigbéseE HRPOrmALBS6R 8 Bethod of
| A
i @lra frRlieh coRafepon i RN FGREpTY, otuing but o

fipited g, mmtqf@g prgvagtetisdpara®ly inda diffecent faghalsonwiisad sifferent route
¥ ddmistiatiGo @1 g. Sédﬁﬂﬂ@ténr@”ﬂw -t LlAm é’hﬂmﬁqal whﬁ@%@ aMrhﬁ,sterlng a

SRR, Frattroen GoataRicP Sl cotis dP Bt gapret (stsrolie) by
otm:rpmcslamgeczmmmacmmmlsiemr@ theudirftibody goiihbrnional8deramy (8lg., a second
érftlﬁf‘ﬁllbﬂsa%tlgddi}y é)g]']%otn%ﬁh tggﬂrplyﬁl Q@tﬁn %otﬁl&%d&?lsmgle

|sod|um drate a pat | ent
%’ﬁoﬂ fiofaifc Btaty @@Jeokﬁ P%{Pp‘§it'©’h§dmﬁﬁ@r%’odf§erv\ﬁiaghY) aneng many
asses Sks pihe-fdRsthg asdissior abscﬁb@nﬁarb&n fdRuERPeabE Practicing the
d | ni gall
Hg@{)ﬁisngfﬁg% aiﬁvenll?n CF%% yr;#n%ﬁ}nﬁ-@irﬁo IC agl’%egrgtarr&é}—] Ad aatlbody in
si gns of aut oi mTunlty) is perforned on Day 1. Sanples
for hematol ogy panel (hematocrit, RBC count, WBC
count, differential), chem stry (Al kaline Phosphat ase,
cal cium chloride, GGI, LDH nagnesium phosphorus,
random gl ucose, sodium urea, uric acid), urinalysis
(bI ood prote| n) ot hers (actlvat ed partl aI

g, R~ ——— o P —
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Kapl an- Mei er product Iimt nmethod. The anti-CTLA4
anti body has the heavy and light chain am no acid

woeemsano®s of at | east one anti body sel ected fPOWUS2006/007650

4.1.1, 4.13.1, ticilinunab, and ipilimmab. The

antlbody has the heavy andlléght chain am no acid
sequences of ticilimmb. The anti-CTLA4 anti body is
ticilinmumab. Exanple 6: Anti-CTLA4 in Sequentia

Conbi nation with Hornonals in the Treatnent of

@g&%ﬂgn d)&?ﬁpﬁ{‘d Brrl?eg gltsi’éar?%l @P%%{ the Ivgrgltoﬁ' i n%{' llmlteid to these
pBuisEene. %t:onvms'éeﬁ W dorpriation ascenbe aﬂaddm@rwed By ene skilled in the

2etBhed Sined ﬁ/ﬂh ihb tda@lﬁiﬁés &&ﬁtie@ (hbllreﬁﬁoerse ot 8rR& ol & HRDPMvention.
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st andarg hal"P OH p&g b’}VS 6’8 Jfe bfe'xﬁorlfgoﬂ%eqj Bfo phaggaceutical
CoOPREN)s Suﬁa%ﬁfn aﬂn@m@laé@ﬁ {9 asubjgeti Typicallyuthe phamigeutical composition

ABRprRs AL eén‘f b&igeﬁb/d fao%a%@éﬁﬁcall &%&&5&@ dofrfdh- AREX)seldS herein,
Fgﬁ ni stte ' G% su cut aneous | pr oxi mately every

RO aREeely SBrpphianey opeer mw@ 3] 0NvgRiF: FPETIOP SpdBgcoatings,
@gtibdeteriay arﬁd)antrftmgailteeerns dayamicaind tahsortion siklaging bgen@n biyd the like that
%@pﬁy&r&gﬁ%lﬁ&rﬁéb&aﬂ\&ndlé o@gﬁgémbéehﬁéaﬁ)ga&g&aﬂy cédhg's incllyde one

anong her s) .. one
ﬁbwﬂ%n% weise rsa'w %{}?ap"&fet téﬁergﬁ PRRPripxiese) Ehglose wlyceialethanol and
hetliké, @s svetl hsaconibinationsiidrdes. 1t MapaGseh ftinar beamlérbrﬁbls ttd iddlid@Nsotonic

%er{té1 Sor e?a%pled gﬁg?arso OIWL[:O%Q @Lchqg )épl %%%qsl
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ic?f’f‘%lt'efh Fthfwcmwﬂb/)aceerpfqblecwbﬁtﬁmﬁ?abw%hs awe ingy @¢ miver enpunts of

atixilarydametatdes aticH easbttidd oNehigfyRY elg¥énts, 0dHeseWRENES -or buffers, which
ht%ﬂ?é/ tlhg?ﬁelf‘ﬁfe%pe#fecg\}eﬁésrs%?t%e ant% g cgl g; a2 %%pr opriate.

ted as I'n or w thout
dose &8¢ anthediesmay fP? if lRevaEe s ehfe@SoF hefsmtrwltee &b example, liquid forms,

Elﬁbhl &l ITqM|d Qblutbng Q§l§ e mi%l’c@glé ehg ||rQlEb|bIeT§k§ﬁJtBﬁ'§)| @8erdichs or suspensions,

?eor§?m%s el'?ng qr(ﬁ‘?rﬂ% %)Hn Cg?ap‘gxﬁ]f dg»e_ A&en%tﬁgjltrso%%t ofoa%%lnrl]stlja{lon and
ﬁ\e@wewinc@amhp@mm Syninst prefeged copgbosithing are iathedigrendf injdctahle or infusible
§(5]E|tloﬁ:§j 's@éﬁd@%hp@sﬁtfoﬁé%lmmﬁo *H@séa&gﬁ Rr 5&&(\/@ qimmb istbMGmans with

osewﬁg(?nts i ndi cated in the treatnent roni c
Pl & 'St y TEBRIPPTEnEo8s A REmGisEeopi 'ﬁtr@ﬁrﬁt%h (egr. dptpavenous,
Suchtagapesit istrapedtonhé, inteamsgula). Nerss pregired Ginttdieht the antibody is

ta@rﬁlhgt@ ted @G} intrhietodL sronb&d %ﬁ d‘§1 Laﬁ&ﬂ-m-g réd eﬂmgdlment the

anti -tunor. necroslis factor

Ppopeinis ﬁ%n'ftﬁfeﬂ/iommusc@?ra%éwb@étsreeotlmmem and
adal i mherageufid-tdMpediions tybicailyl st 58 Rtdrie aalﬁewbtéaﬂwdbﬂhaaorl&nons of

G{aﬁlﬂgct&e AR¢ sWa@ESTtL@' Jong?sﬂoH bz{%ﬁ rbesfg %ﬁ:%?ed a%ng gmt{oH glcroemulsmn

um num Sea
HiERATFIA) ipgspme.ofr ofeRy afdsFeA Biruptutst swtam Ite h\gmg fanceptration. Sterile

Bijeetable @olﬁt@ﬁ@&dﬁoe&ﬁéd&fédﬂﬁ] lr&@m@ﬂ’ahr&d thg arﬁ@of?\ﬂ-u IfHeSrEquﬁJrledﬂ 8mount in an

ﬁ%ﬂjéﬁ?gte SF;IUean %étoge g comtartl%lgria ogsrﬁﬁjlgrg %L&n%%ﬁéckﬁalexe as required,
Wrba{tﬂeef edgigriligation. &ﬁnﬁreﬂm JispeFBDS repreparedipciacasiotiog the active

¥dnh n&hgrésstermmbl@%t Y&t a BHsR d%§§r§ §1$ ﬁ'@dl@ﬁm%ng $efequired other
ns can

PP oy Hog PuREsT sty e pEl i R bl or e preparston of
$tenie Iniediablg soptlvh dhenpblegedmetbeisss peparatiomcirs vagngm afying and freeze

Wﬁlgthgmmdsté’p)ovs}dér d %feféaﬁmlqgr%n@éfs grg/ a%é\ﬂ&laﬁ%sfréﬁ ingredient from a
hemat ol Ict)ﬁg?/él anel (hematocrit %

eﬂeylel.@}yee red |ﬁsp gpgeyf a‘ he ;Rrgpqrﬂ@dlm% a8 ﬁﬂéttoﬁ§én be maintained, for
ealnpleuby the Inlsfot‘)ﬂ edeqatlm[l,ch bDldpltWFa@m (35 rﬂailmtelﬁﬁn% pité kBuired particle

%%{]lq(ﬂ{?, &Léjgf%‘?‘s%essr%ﬁ (ﬁm thg sﬂlrf%c?angc ID o’ng«#{ eblggrlpyon o? injectable

rotern ers
t hronbopl astin tine [APTT] prothron‘ol ntime (PT),
aut oanti body panel, C reactive protein, TSH, T3, T4,
anyl ase, |lipase, serumC3, 4, serumlg |level), and
PSA | evel, are obtained. Baseline human anti - human
anti body (HAHA) titer is determ ned and
phar rracokl net| c (PK) speci nen |s obt a| ned pre- dose
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is ticilinmmb. Exanple 7: Anti-CTLA4 in Sequentia
Conbi nation with Hornonals in the Treatnent of
weélanosnnes1 Dependent Prostate Cancer Patients weCh/US2006/007650
hor none- dependent prostate cancer, including patients
who have not received prior‘ggjnnnal t herapy, are
adm ni stered at | east one course of hornone
t herapyconpri sing at | east one hornone therapy agent
per standard hornonal therapy protocols (e.g.
Fﬁ?@g%@ o (heugr%% ( 8§?tﬁﬁh{|udﬂ ernefhe co%lpcr;@hon an agent that delays
goentian ifey e(m%to@@stqagateasﬁﬁ ?ﬂdéte@*'ed 3.6 ny
subc utra@emusdxes oaﬁ) pé garhinBbel Yy Q\ééﬂe}y dr %fho&@ﬁt&ﬁm in the art lncludlng

wtho%k h‘mn rt%d\d %raq d)farep ra %r‘u.}cg?a{f‘ %Fagorb Ecrpv:al gH(&n‘lfg paﬁa!a ﬁ%(&lj fec al For
("ea ENT&HPUtICsaPQMIqms sthe rpecder®8 Orontg/mtodel off afihipistration rigy subcutaneous,

PhrBaGstler, IFF@JG‘JIFQMSIW iftlisidn€ &h-ne&e MREERAENRS be@ﬁdﬂ&@@ if deswed As

a an 0 t | east one week
il oo e olegeral e ol anairaeds piommstistgtie wit ver
Herendidog@ndife desredoesalts. t her apy agent, the patient is
eque t
?ﬂ. ?E M %%E??égﬁl'ﬁgg?nnﬁﬁrtri tﬁ%@%b@dgﬁh%ﬁ%ﬁprh%réd’] §uldSh %tné{]tgg Wll% protect
Oggfé’t'”d]_ ggqﬁf} @ id; FRRFES: eSHSP VPSt ﬁﬁ:@@trqq%trﬂ%ase formulation, including

lﬁrpdmtsy | ternsdeamal nfaitatied I arlie alictosht s @btee s r&pé.’tétﬁé’ | Bibddgradable,
B_Bgonlid’a@rﬂé rﬂ%)mnets ca Bgaﬂis%ﬁl §1§ch| nge?tﬁj O\Y\Aéﬁ a[c):? ate olhgnthydrldes

dose "escal absence
P%X&'X?P'tcya?ﬁ’ Eﬂ"%@ﬁs@o'wrﬁ’@?%@i%l ol poiectisaggienManys methods for the

ﬂbﬁm‘&tdjn ©asued fonhiildtionddre batsﬁt&ﬂ(brrg@ne(rm%n@}n to @R84 si@RE inRd rt. See,
?;“rs %‘Ellngz{ aIIhP Cv%)ﬂ?rfoile%l I%?eagg D%.ln dbel’)ﬁff L/Ts\ys“tems a ggn { OW?OH, ed., Marcel

not
EﬂﬁPBHPaNPNéaW(Eﬁﬁbct nay be adntnlstered i ncl udi ng

t hoselnaﬁﬁnén&)obxﬁ@htc ﬂk@ﬁltlboﬁgﬁsh&jrﬁlﬁlﬁé{emﬁn Qlira\fehf)&nf'oﬁnulatlon as a

I e Wk,
§Q3 rﬁndaﬁodlam ¢hiaritley a{ e.pil ranbiog éswnabgdet § ENBOORDITE o)y, dredintravenous

f&ﬂﬁdllatfbh' Pk sﬂzﬁ%réaqﬁéo%s fsBfetidAr conthiNRY éjEnu% méﬁ'rjl O entgody with 20 mM
i xi et aner cept

S 61T 0. GNTIRATSETE=t 40 Pl paspt G el HHP 20

cl ear |ngdirm§&r embabdimenttdi tiee inudoldien, thé epfiterdy afddinistered in a sterile

aliigh QHrﬁ})r%%lzo nﬁ@(hlgtl&‘ héahuﬁ%f) e @t%l4§?qlrﬁ%%\g:(:g\1d|h%éﬁe 0.2 mg/ml

m nal
Cﬁ foate 8% ardhfid f’%ﬁﬂmm'tO&NWb Piﬁvqt@te-zch A PEPSEL tp fmulation is
backéged in @éhrglabs viBd whiga rdbbérn sBdppbios =6l iahyitiuat &al.On Znother aspect,

ng/vﬁi coﬂ%lirﬁé%g&p % ﬁgﬁrg %9?08 V\Atg%mnapt:ul > Qr')o‘ﬂm(ED rP%E)er vial.

ate ormance s
vi t aI Wil gfiggard dtpde H@Hyoméutmpyaﬁ@enés@ese@at sPR-heogEesent in the

ptrendelifdal Sonfpasitichan ttﬁ&orﬁrﬁﬁ%ﬁét@@ol@@@éllv@@&%tab@sester or salt, such as

dj
B ebRpEAh i AR AR Bl el Bl TR peut Hlngpn e ot
aut oi ﬁﬁ'ﬂtfﬁrmy’)ﬂﬂqns Qhethe mhﬁf@wcetﬁw@agon:ipos@marpﬁmnﬁedr herein may be

;Iﬂe;!fs?éd) bp @y PRI KdRABI Mefdatter &5@05&9 it the V&?’po@ %%acology In
di

tial i ne Phos
cardr LFH1n“ 8FﬁP%"F OWem”&%@ X’E‘fﬁ?ﬁ’ %ﬁ%gt Bﬁ‘ﬂg htB% ﬁﬁ*bvmgqredlent into
2sgpcidion glith easeier granie wnnoter aizgr aucrets@oratngr.‘é)jl,entsr amiathsfs if iecessary

- rRleSRBIe, HBhE bmackébﬁrtﬁ%elspr&ﬁﬂ |ht‘63ah ﬁ rtg'le br ml(lltbsiigse unit.

throwg [astin time
aut oanf %@agﬁuﬁ%‘m@mpoeﬂ?fb%féfﬁ ‘O\@”b‘?rﬁt@ft?ﬁ prmﬁﬁd packaged, or sold in
iy Bais singlk iupiade, & @t dpluElity ofdingls enitiibsks ALl here@Nd "unit dose”

i& %éc#e%\clﬁrhO(Jp&;f&eog%hlta?ﬁé&gﬂrca@%&g&l%% g%gﬁsgtgaangredaermmed amount of

ant 1 bo

phar macoki netic (PK) specinen is obtained pre-dose.
The follow ng endpoints are neasured: PK paraneters,
HAHA, response rate and tinme to progression. Tine to
progressi on and overall survival are cal cul ated usi ng
t he Kapl an-Mei er product limt nethod. The anti-CTLA4
antlbody has the heavy and Ilght chaln antno aC|d
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hormonal therapy (e.g., leuprolide (LUPRON), goserelin
(ZOLADEX), bical utam de (CASODEX), flutam de

WORWMIEKIAY) , and conbi nations thereof per standacd/us2006/007650

hor monal therapy protocols), are admi nistered at | east
one course of hornone therapﬁggonprising at | east one
hor none t herapy agent per standard hornonal therapy
protocols (e.g., LUPRON is adnministered 7.5 ngy
intranuscularly approxi mately every four weeks,

appr OXI r’gd|?rqmrﬂé §ﬁ18 ”?gf tﬁe QCt'Ugln%%%%&gﬁg%ﬁék%qual to the dosage of

every O ur
Aeraive tr@re@l&nswh'ﬁly Vel by afipinistased toee subles} o @fcopyesient fraction of

fsursd dd%ﬁg‘é Sich ak )for eﬁé\ﬂpl&ldhmw‘brlo‘ﬁemoﬂé&h Qrd@shgd>0 Ny
| east ,.on se 0

tidd

t Ihe r ag@'e QA?%'&G are ‘ér]rts r}%? o%t Vedrdegi (%B%I C}@Fmg‘ieuﬁcgg‘é?cc %"e carrier,
\wee lany @dditinpel ivoredienth dm a atheunacéwigal compokitoradft tbe invhmtion will vary,
laasdnaflg %Sorpﬂche hHé’hﬁ? N@e, ArliedoRtivonad &Y sdb%cﬁ?gé}eﬁ' anb Wrﬁgn dependlng

t he patie snwn steredasmg |nfu3|oné

P9 r8‘|’tett1yc"?’ T REBMESR & 19 Mo AIRBISETSY- aBY Yoy gsexagiele. the
&bmpasitist mb@ comgprisg betweery0.1%@nd yOush (i) akdiyesingrébient.

treat @Q&dlﬁ(’% tBQH’éEQEtﬁQ lﬁ@rédha‘ﬂyt Sl%%ﬁ %Iﬁﬁ&ll @&rh&ﬂltloﬁ B Ihgqnventlon

absence of i1ntolerabletoxicity

mdw&eé |°6'ﬁpr'9ﬁoqne| HIPAR @éd't'qeelpm&m?%euwm rtive @oRRs.| ferticularly
evrgenyplbte nddgitiona hageday $iciatle 7anb-emptics] hantipidrihesl$, kisemotherapeutic
@55{{@@ gﬂlqe%daﬁ/(\hﬁ%mkgntl hi stam ne (Hl) at |east one half

hour |or toinfusion of ticilinmmab, but

pr ene&%oeté‘l"??rrf’rlsgs"ﬁiﬁﬂd rqlseser farfiriatiars of 4 @i@rm%ﬁ‘?litﬁgwpﬂmqfﬂ of the
aventiofl imeily bb ekle efif eehvaniynddRciddirigii St er ed | ncI udl ng

those A@QI?Q(} P?eré Hdégr?rqtgrgl adnn}lél?m%tlénr %‘? 0| n aceu(tlcaA g?m?os élgn includes

i nf | amma
8o Wutﬁgfér?ﬂ@lﬂ'ﬁ*févqmd@araatﬁmg bMtphmﬁh@l b@@@mﬁ ef tigswenof a subject and

Ea@rﬁln%ﬁétloﬂ%f ih¥ ipharmaeullcal cmﬁ@rﬂﬂhﬂﬁglﬁ EY bR the tis308 Parenteral

ﬁrp‘ms r%wgbthpgéﬁﬁ %K%Eéﬁcxét r}fﬁ éWENF%)ttO'[ E%BR%’ r]n%n d2 pharmaceutical
aerapqsmglmm ipipfiton RAJe camsitionnibyedpplicatipr of/ tréecbnipasi@ tough a
slrigREl ng:!lsfi’é‘ns b?’ bﬁéh@aﬂ% tohth@ chBRRfon Sfﬂrg%lﬁeé' <08l @r{étrﬁtlng non-surgical

al urgn ? r% vi al contai ns

WeHk e fike. Jp pa R L QGF"W%WEF'% 'ﬁﬁ?fﬁ%“lo'?t?f’ g include, but is
stidimitee i gumotssess| intraperitoseiptiagiuagula Ointddidih tinjettiore and kidney
g;éty{,@,mus,g,ll—lte@h queS84 Mg/ m trehal ose di hydrate, 0.2

ng/ m )(sor ate 80, and 0.1 ng/m di sodi um EDTA

di hyd |F giulatiprsy of g Phaﬁﬁ?‘ieé‘i*ﬂabcon%ﬂ@’b@r"t%'? frReEenér g taginistration

eorh@lse Shiegarsive ngddibataipmvedRith &pRaracREcY afdeptable $arrier, such as

@{éﬁley\’g{ﬁglor sStérg@ l%ot%ﬁi@ a:gﬁ%r §1Ec%%rﬁ1q1,aﬂgr§s mglobe pr%p%?'ed packaged, or sold

I ndi exam-n

(1 AcPIRiSHERO S For wglumdamlﬁfra egﬁqmwt"ams Hdgpiistratfon.  Injectable

" S Gl oA Frial Yop prepaiea) lfﬁkd@d,(ﬂﬂ s@a)h dnit doe&gY 188n, fsGéh as in ampules or

Wﬁﬁ@ﬁe ?és%%%ré@)%ers &talﬁlll”]r?t? pre(smvitlvFl E%rrr'yﬁaégrbshfgr;[ %ée??erg] administration
Balugs. i are mpilinige to, GBPendiqe, sofligee smulsionp nodp hoaqueous vehicles,

badiéko Bh i RAGBle sﬁﬁghébq)eleh@e%bloklédré:da@@ fg%uléﬂﬁﬁsrhglc%%bs%ed below.
rotelrn aCt i vat ed

|
o AATE oy L PRPFFISTS bt Bots 5HBPTR Forrgiepiefyluing, but ro
hnitesldnt Subrahding astailizing, ar dapérsing agantt e one E8bbdimiaht off4 formulation
ﬂb@ﬁt@ﬁal LdrRASEatioR B RiGSingeientSE B#&Ubé@m' o‘?%’ Fle) poW%Qndor granular)

evel , are obtai ned. Baseline human
D 'Bb&RFOPTiiRY Witht 2 suifableg¥eisiari(ied starile Pyroge“-free Wate") prior to
péranteaCakiimstiation ¢RI recpeitita conmsiabi.ai ned pr e- dose.
The foll ow ng endpoints are neasured: PK paraneters,
HAHA, response rate and tine to progression. Tinme to
progressi on and overall survival are cal cul ated usi ng
t he Kapl an-Meier product Iimt nmethod. The anti-CTLA4
anti body has the heavy and light chain am no acid
sequences of at |east one antibody selected from
4.1.1, 4.13.1, ticilimumab, and ipilinmmb. The
antlbody has the heavy and Ilght chaln an1no aC|d
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protocol s), are adm nistered at |east one course of
hor none therapy conprising at | east one hornone

woOhercapywIagent per standard hornonal therapy prPoTws2i0s/007650

(e.g., LUPRON is admnistered 7.5 ng intranuscularly
approxi mately every four weeks, ZO.ADEX is
adm ni stered 3.6 ng subcut aneously approxi mately every
four weeks, CASODEX is adm nistered 50 ng daily for
fourteen days of the first cycle only, and EULEXIN i's

adm n'Tﬁe ?ﬁﬁﬁag&gcﬂ *bo@rtrgr%l rb%) dbe p%: ?Aalreodm P]Q ed or S Ec} 'P%?) dform of

course o or none era ng a
Grstesie injgeialle ayleoysens re'lwﬁpewepn pitolutierh This shengnsifroersolution may be

favimtiagd atdoddind tB éhd Iddivn @ Rd @Tayf&%ﬁﬁ%@arh aBb'iﬁ‘JrﬁBYheaéJ:ﬁ\Fetrngredrent

th ti ' d
PR eSS hF Dot by e intsdns 2g-Te.sberigging agents
Hescaberl bﬁrela doiske st@flleamefrtet&sfor r@atipns kipyebeeprgpdréd esng a non-toxic

@Er@ht@ﬁally Z&&@ptﬁﬁl@@“lﬁ@lﬂbr ksivdneReat 8 widr NP UL 3. 656 drol for example
I nt ol erabl @ foxl ci

PSR LR Pi el Sn BEPNS iBhhr? 4 oA Hs o Rindr soion,
idienii sotigmechioriig evletion, Bk fited- s ghth dagmtiatic fadnongr: dibheerides.
Rtek ®Bleniafy- M&Mﬁ%@%%réﬁbﬁéﬁwﬁﬁi Ll @Steﬁrg}n@@fi% 'ﬁ?og Whch comprise

eas Qne hour rror to | usl on
Eﬂ?ta"ﬁ AERAIA N FFOPr¥sBline it nvaipasaneiprepgration, efrpsagpemponent of
wibiddegradabledpaiynreh egdterad. f @ahpdstiyndofer adtdinedstiessechr |mplantat|on may

b&ﬁér%g'ﬂﬁrrn#a&%aﬂggﬁge?tablg éo‘ﬁﬁr‘ie‘ﬂg n#nhyfglipc%hbbg %%rra‘s such as an

chroni ¢ 1 nfl ammator
§RUISPRaRILRXPhpage quzﬁ'c@ SISIBSY eRYerR RONMRE| Qi @sparinglysgluble salt.
other¥, kigeroids with topical activity (e.g.

s i ARk ENTEGHE] darcl 4@l b @E?fe%r‘@?% S i one

NF) drugs
RB%E& S niit &d&ffeidnfﬂ’ﬁé@a‘{ﬂélmvpmﬂ)')nonﬁdequdwrmbstats cancer and

ﬁcﬁrﬁbﬂsé@d théraé’eQrtrEélly dffeetfve ginﬂ)ﬁﬁt ¥ & %nt%ﬁ'lth@aft%gaﬁror an antigen-
con

|¥1<>il Eé) % rtro eggoﬁg%q%nmg heriap]elu{jl cg{dy &ge?tryfg )a\pplérrt)of Cﬁt least %woo hormonal
trre@pv pgﬁmglong withaarsappfi¢ates and)inetougiormbinateri@s woiomescshengse of the
&QntrthlBHl ﬁ)tdeﬁbrrﬂr?th@lﬂrﬁétﬁds opﬁe %vémtroﬁdelfﬁg(Jgﬁn ekh‘% % l?é%re described

B O b 0 Vs s o of o

presdnbdintioruiee. Eadtqﬁg’res&'krtsad indudpdsvithiartek ibadyionvei ght are
asses?ﬁ@m%nﬁorﬂﬁél@des erJt eggne%lr &f}%m‘f@% |Poeeg£r%%ﬁﬂ§rgsqate cancer in

dose, as clinica

Q%rtlﬁ‘h'af"?%ﬂfht’rreﬂfc ITl'JarkFr @c'a?ﬁﬁqrm?maa@p& L %@bewthean@ntlon and
gt leass o hambigal teaply tagdnti The Rie fmhmrr@nsdgaaﬁ abphé@rmﬂmcmmg but

R&f.mh ? %ﬁﬂ e, Q@rni%burgtlrﬁ{%to??t{el S;e en s o tto sﬁ)g reent Further,

count, str
thg kit qupfrlsewarblpeta@tror‘@;pateq_qbppttrqﬁg e Qﬁqtrngﬁ mwgﬁrqmg‘or the use of

thaRitlritegl prosiste care@dih t@patira, uric acid), urinalysis

( bl oﬁ@ on 391 &li M nt t% Fgﬁﬁrge%ta:j e%%,'ed r?th(t)]ll'lr/%rﬁéan(w selected from

’éuﬂ o‘bﬁﬂr ‘beal%« 4pb3n*er4 14@, p-¢4ctidiamabotied. h, 11T7SH, 12181.1,T12,9.1.1, and

oDyl @%itunlab,A52-016 Mddlield3 eve(r:r4mor§ %Férf:él}bnl%ilg thé Xﬁ,bbdy i@R8ected from

gﬁf\j J%S?é/?l hir i “%t[“% ne gP”(jTéL{”équ Mg péeﬁe{ably the gntrbody is selected
st mic‘tbkiﬁ he*t14c3 E6PK) arsqjt@mmumabr s obtai ned pre-dose.

The flﬂ'dn@‘é’HBan%QrﬂPﬂ;\b '%ﬁnoﬂél% %{eﬁtqs o Ieaﬁ%b@%?en?r %ected from

onse rate and tine rogr essi on

wraggrgp ??H*b@'&?%ﬂnlst &0 9|L!7'aﬁ<H A9NISHAMAND PLSE- 18 iORg) aspect,
ﬂ'lh entkaplramen Megitber stedidal orInofrsteromat grﬂldand@% amtdnofedlfbect, the

t a ht haln am no. acgj :
e RS e o a0 B e Gfemice. amone
4.1.1, 4.13.1, ticilinumb, and |p|||nunab. The
antibody has the heavy and |ight chain amno acid
sequences of ticilimmb. The anti-CTLA4 anti body is
ticilimmab. The disclosures of each and every patent,
pat ent application, and publication cited herein are
hereby |ncorporated hereln by reference |n thelr

o I T
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treatnment, said nmethod conprising admnistering to
said patient a) an anount of a hornonal therapy agent

wanddapi@an anmount of an anti body, or anti gen- bpPadiusgoo6/007650

portion thereof, that binds human CTLA4, wherein said
anti body or portlon is first qdn1n|stered nore than
one day and | ess than twenty- elght days fol |l ow ng

adm ni stration of said hornonal therapy agent, and
mherein sai d anounts are effective in conbination for

g trAthgr%%g ant?and-lr Bn Wgtsg%gtegga?nr; 2}:19 f;rJOUp géaﬁsrls%ng t% rHegestroI

antlbody or ﬁ t1on ereo ere
CYROEaYs ¢l thewkerg Imaleli arioder asheash teg CaRHJS Isgleatesh dlom the group

cheisany ofapariix ak h|§ﬂ‘éﬁn rmﬁdn Qlda @.fth&la@béet e M#TLRH% Beltééédifrom the
r.e han
AR S BB postoiG Sl €t B Risih oo e

hor m)ﬂh‘? invhetion pancameasses 4 kitThae tresnkoidofoforrbretindependent prostate

m@‘%e?éjmenkﬁtcﬁﬁwls‘ég é?lg/ SRibthafief BPRA! anki @[@Pyanﬁ&%ptand any
hern1 ate adm ni stration of

St ai d
FTPBE s 50 P 06 P, e rAHBE 60O B af pdy. Whie
whabridiisnprefaired, ey inentdn it hetrlapigd tgbia paitisularedombinetibnf IRather, the kit
Eg?cda{p‘ﬁwarﬁ%ﬁbﬁgﬁdﬂg)f Qrﬁoﬁ@r}loﬁ%daf ngelﬂts kﬁown to reduce gndrogen

onad otro iI'n-rel easin or none ﬁl-
VEIE eFPﬁhezu LR 6?%?\’@9rfsélae‘é{§'i3 r?bf *}%% 'tle'u amﬂ)ts for treatment of
agreai. SSuch Ggerfth arerBéthideth qirevedualy nandl, insMdir eiefhoh@iafetia BB Ipounds,

'c;ac‘ncére\la@&rqe%ds%r{apﬁérggﬁmﬂ%g H)%;QS% ﬁs%[ﬂ{f ﬁ{ t de%ﬂ?g atfnormal fell growth

hor none-i nde

fh&7nsph agtiodies o e iligarls rthas righipih ieoe [9rvi Dy rbinding g IGF-1R, a
alcb’nﬁdﬂ’leﬁdpléaﬁd agBntqfaxi; IBELdIkdIdE HRfNurh @6ripduAd, Gh&er’@élbt@fg dnf?motlcs

:
Sk TS e 5 T AP B o e
ﬁﬂt BRo@yiciiies taad giiss @r'@@@%ﬁt'”a@'ﬁor ding to a reginen

sel ectrrsl dibéI6uMre3 BN BES BRY | é\fé@,/ PRGH! patdht %Bﬁlié&loﬁvﬁd/publlcahon cited

t t 15
m§H§M1%¥%¥"ﬁﬁﬁ%ﬁﬁgqﬁmgﬁﬁégﬁé?ﬁ%hq%%“?ﬂ?bh11 ng}hereln
sai d a&he invadlion\g fartner tesdyhedan detait bygreferdnice th the fqlowitg experimental
ERpRRl Thése @)Eanip%sére Oﬁgvu?eﬁlt foP Q)qbf)o&fsl S\C(Jﬁgrafltgrp i, hSnd are not

consj stin uman _an havi ng

e, B bt SheRS s sgpinag TS, 15 BLestion psic no way be
eordtrydti @hbeimdhliitadstobthe délinging edxaepias, BLL AethernshoBid- de candtlued to
QM&%Q& 4?19%}4@ Suﬂvﬂ%‘é V\ﬁ'lﬂ:ﬂ b@Zon%a e&c@nt Qs Q%poﬁm fe?&%’ rovided

havi ng an am no acl d sequence conprising at |eas ong’
AfIREn CDR sequence that corresponds to a CDR sequence
froman antibody sel ect ed EknmmLESe group consi sting of
4.1.1, 4.8.1, 4.10.2, 4.1 14. 3, 6.1.1,
ticilimmb, 11,61, 11 7%@"—‘%%3 1.1, 12.9.1.1, and

i pi | i AuthabLAl : At at o 4Q aR /Anmm$ in_the
Ne@atuv@hareatnadth@ﬁR& lslagtblt@mcéaserof an anti body

Z ellgcggt%ﬂ f@tmfr A ft egcz? ggg W%onrel(?ﬁ,g,{,{‘ g’?ﬁ r??ﬁﬁlrﬁrﬁ,g}a'fitp@y %nd who have
an infermediatepor3high risk ofriecUI2n@: gccprding)) toacurientumediceli sfentiards are

%Wd%s tfd?%nﬁdﬂd?-ﬂo%ng &%M@f&eﬁao@&u@nh %Pé}ﬂy Chak narget population
ajn varil a

R BTt LRt b A oo alea e BrPREp e sovabily o
dattioldgjcally. &nfined4cah@er2 Thid apBrodch id sliphoBed By the bpservation that patients
Mtr%lééag(y @a‘l?inedlt% tRe prosthts: n?aa/]have é%w%hélm (]:al r%p%rr%nc% d%smt@ Whotinitive”

% n. ant i ,..or antig

'ﬁgfﬂ ffP%We'efh & P%rs re, ff}'ﬁaﬂtat'e%ﬁﬁétt@g i @Premowarehwwpt %O@rcl_emg recent
tatd Bhadind Basth tidrectoaPSA toldye rawssnBai Reydagaprgdiats dod digbit failure,
chain am no acid sequences of an anti body sel ected
fromthe group consisting of 4.1.1, 4.8.1, 4.10.2,

4.13.1, 4.14.3, 6.1.1, ticilinmumb, 11.6.1, 11.7.1 .
12.3.1.1, 12.9.1.1, and ipilinmumab; and (f) an

anti body, or antigen-binding portion thereof, that
cross-conpetes for binding with CTLA4 with at | east

one anti body having the heavy and |ight chain am no

aC|d sequences of an antlbody sel ect ed fron1the group

o o e A AN N A A PN oA

efmoenab The
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11. The nmethod of claim1l, wherein said anti body

conprises a heavy chain and a light chain wherein the
wamosaoe®i d sequences of the heavy chain vari aBC®US2006/007650

region of said heavy chain and the Iight chain

vari abl e region of said |ight,,chain are selected from

the group consisting of: (a) ghe am no aci d sequence

of SEQ ID NO 3 and the am no acid sequence of SEQ ID

NO 9; (b) the amino acid sequence of SEQ I D NO 15 and

gg&n%”!uﬁ‘é’ %Cetdhl ALe ﬂ)?%ggf Péqu]MPez.? (] czawd dﬁ{eg)fort peoa ajuvadﬂ (and

mno aci d sequ nce 0 € amn no
Say R EBtikery- FBEQOF@CN@'B@O” theyapy lae dis¢ipsed harelnd sequence
encode&dr Qypettlbﬁis NECH @ i(Eashih @o&;%ﬁéiﬁé‘ %c&&gy&ﬁ@.ﬂ th@nﬂance status,

0 bl AThS o%'gfgé@% EERET 78085 Qb Pdpipeted postdose,
§e<$Lre¢ﬂH3e indi¢gtedie ch blwstChleemumamrt: (irtidahg stihemo®gicf asSEs@ment and
%@né\@ Auboidtnil N8 RAbARI MR lﬁl q§§|\%ﬁ§s foh ﬁ&g&goa/ypatngle(hematocnt

f
R oSt R il SREr iR « PTG B deikelhe dijgeniEisss caicum,
SHQideDGRD, 2BHameghdseimaphpsphatis drapdum ghicesee Bedidhe durby, uric acid),
hh?al;)gféc|(|ﬁél&jlrﬁ};c'p¢ot§iﬁlgfée%ﬁ@ Qi]?nesg% P?]tB\IOarsklila%féQ éa@t‘iavated partial

m no acid uence heav va

W%?Plaﬁfghfﬂm% > RETAL \Péﬂfhfa'BP'@ t'F”@g(f’brh agtoantispey PRATRIS Rggiive protein,
ThH, Tﬁeﬂ'h,ca_[hyg_%e ,Gibadensetym Wbﬁbze iserusd tévamsmm%) (ajr@robtalned
ant i = (0] e i a
sel egtB g%éﬂﬁlo“r}]m?ﬂp %Fr‘t!)@]%%ongsﬁs%dy &_V%'A a)q eflr;m?sa%get%rmop pd and
RRRrMAPkRetre@NY Sraeﬁw iy aPta'aeql ererdeg¢ oﬁfeamwklgetlﬁg alterréotamed at 0
ROl (0st@daordo SRMHIPARES 190Lr iter the antboSERIUSEH. NO 4, SEQ ID

NQ 5, A?'&Sb $E%é)(9G¥% %hd %‘Elx%rie“ fntvgr%‘? hlp gl\‘jj/‘ylmn %L[lagec} Samples for

chai n vari abl é régi on conp
@%ﬂ@ﬁ%gheg@%tryﬂahsmongnvne@@ ABTNQRPOan(EEEQ a@oN@an and

SEQ | BréNgefdvely, Rbpakimaidly Q‘%@IYhehéHU O IRE R thé?q'tlﬁbdy-hormone

al’?tl)lr]? g? t ﬁﬁe?%)ygaréécffor Ir{ilbsséirge ulgéérc]sgteﬁ% aClthde %@9@%%‘?%3“0!18 are
pOnAiged: gl aduerse eventr \HARE &S| |vg1rht319nhaand Wmhi aitlysical examination
|r§ﬂlld€h§ s‘?d?l%f bﬁblﬂ%% I?(% n&da\f)"ﬂ;ﬁ §§H%§§‘ W%eﬁ%lo&?gﬁdqchemlstry

D NO 23
ﬁﬂltefb e ‘H&%Tnépy v@f‘dcﬁ‘% #e Q%f?'f‘ea‘bl e region

conpr Pestogerttive asvessmentsi dres patremeed sappekinfa@it fwd weBSKE following

L@gé}p ;i-zﬁe eéﬁ@t anqﬂg@ne%\%gr%igmgtl% KQIU%QT a%%%%bjf{l&ﬁ%ﬂal signs,

haV| n
%germ”%eeﬁ?}% o8Y ‘%%@hthFP'QQM @E@?rmsmas'&ls REAPTH TSH,
m1315 aapidseSEast, LRI Bibialysd) dAddijonarsadiples RRdybididss B0adoantibody
Vﬁéi\h %s&;fs}/e?twe IAﬁ fi tglg%r%n pk C@g bé%%%zatrg %ssgery aC Ta%ologlcal

sequences
APEPHBA it %Ufg‘ﬁﬁ‘hﬁ’ﬁc'mﬁﬁﬁt‘%éﬁi’veﬁa\?v% a |ight chain

vari abcer)aﬁ@@ @Fo 66 ﬁﬁﬁb@dl\)&%dﬂlﬂ&éﬁ@d@ @%h%oﬁﬁﬂ&ﬁﬂﬁ&%mﬂﬁmatlon

tthgr%f) I@ht %a%eri[% areA evalPﬁt Broxmée%%twﬂ} h?r g% post-operative
%P?ﬁm@et |R?deﬁew9@ﬁ¥esmdd‘9t BE@G Fdne ehysical exapieficr(inciuding signs of

aAtamahits, Leh a‘dfgﬁéﬁé@en bxan$ 3 BloSRdARL B8N i Sish Bbtained.
adn1n%§ter|n%n§ﬁ Wﬁ{ g ent an_anmount of an anti body
that BfIF0S A RAZTY oI tTYER- B afiPRGSHOPEYTESACe or PSA
Rrageesiin, oramdnaximuamoti@é¢ rodntte drountibifel sttrer apyaltagetie, therapeutic

ﬁéﬁﬁ{eﬂlﬁléébé}icm&m&m therapy agent is admnistered in
mul ti doses for a tine greater than one nonth and

wher €l ?%'egtauvviwanﬁ'? He@gnstigied ;?o?ftth%w'qahese%\se qpgonally receive up to

thchei additoeslec/clsirof ngntibéry pittidue thomhonadifieiap tevaryi mem@felght days.
j I e sa apmoun

s A S b e R U S i LA

The nethod of claim 13, wherein said hornonal therapy

agent is adm nistered over a period greater than two

mont hs. 15. The nethod of claim 14, said nethod

further conprising adm nistering nultiple
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doses of said antibody, or portion thereof, over a
period greater than one nonth that overlaps wth said

woeoniondiei adm nistration of said hornonal therPapys2006/007650

agent. 16. The nmethod of claim 15, wherein said period
of adm nistration of said antj,body, or portion
thereof, and said period of adm nistration of said

hor nonal therapy agent overlap by nore than two

nont hs. 17. The nethod of claim 15, wherein said

mul ti @aﬁen@sog‘rg‘% dé? oafteipééqagsn{ '1!? % é’ for Poll?\p 86 gs g%scg' be% ?(Two’usly for the

and said perio stration o
PYFéeiSaPﬁ?nt%@h'ﬁor'BQ’@’ FpPinslionihei@ry-han si x m)nt hs. 18. A
met hodhé adlioling ehdpRats @B tmazburB@r W"&réﬂﬁeﬂ&ﬂ deqa, ﬁ’ésﬁféﬁ@ Bte and

SRR ool L BB i SRR pr s o
KarlaMetgt IPF@@HOF S;m'telﬁeté@ct i ve amount of an anti-CTLA4

antelr gqu ianﬂfodgrbt b@ﬂ&b‘dblhnﬂ})' Mgcl%rdlés@r\né@"@ﬁfﬁgfruﬂg sfdpper and an
u

PRRRToo) R Sereiesy AR el Soe TS0 mghan of ant-CTLAS
getlbedyt, eid # retamiet hweguwtsplummnsamusnng 20f mavh sodium  acetate, 0.2 mg/ml
BOlfdonBRBO0EHRI 40 NBRRAROAR Apfilasi ng hor mone (GRH)

antagoni st, and a |uteinizi n or none-r el easi ng

hor monBe PRISIRIS)Prepesifated, W'ti‘ga” iigtaminst (Hobatdeast Paﬁ’ helf Bour prior to
whisioe iohargiel TLA4 it pemedicgien isi ret kqaisddut am de and sai d

agonl &Etléﬂ% \lv%gp!dmm'ls%?ed %gpro@iep@_ebﬂeﬁlzldm Séglutamlde (8ASODEX) in

OS|t|0n r treat
E ipR Wi an, S'Plt‘p?TLﬁ“r?gt'@dV ﬁ@f"ﬁ'ﬁ@@f’)i dvgre W%F‘F@Mtqn\/@y 1(D1), the
amumas(ﬁdnﬂnstaﬁd! B siﬁJhMm&Bi’oh k)ﬂ}dynL/IﬁH ofantiiCTEA HitiBedyd a dose of

gﬁ{kg{)rk H&ﬁ({{;e?i 6 rﬁ&%gn r"?\[nﬁ&% al I7y5 eff@ﬁnéecf"on of leuprolide

hor rmna ef ap
WFQMDE%@E rfbm*mﬁtan of heptignip Vaegeﬁtim|n§tes®l each edtibody dpse. The

sthey waOLPerien 36 Séidltléga @se @8catdiiibh 208 (HwRe Bhse lé/el le 1 mg/kg. Three

SSRRISLERE Tl e ASANS 0L ToR e o SO s o M
hg@way)s Domaemq c8MirEeSEQURNRE Db®T¢s‘d®atmb1£)mgalﬁngER mg/kg and
S INC. Gonmez -Navarro, Jesus <120> Ther apy of

Pr ost Ie Cance {th CTLA4 Anti bodi es and Hor nbn
Ther aE alyiprisie @6%%‘%@%3@&@9%% prglly. indahid f%@s%tg%f@ae of 50 mg,
ericé per Y76 104 firaBfouride0 dayiobtrbnadiod o ddyl t(CAN OBref2BabR3 bicalutamide

\ﬁgs'sgkerﬁgt/ e ;arz Ofms égc'I-Pda%Q)q 5fa9§ 22 @) 1 5 Za éaglir;tinz %ﬁon diary was

Pat entl n version 3.
re%%”%ﬁfﬁ"@ﬂ?” QH@W"Q’“'S? ﬂ‘ﬁ,}%{‘éit t t g ggctgagct g
ggt t t Pophyactjt taptiiemietids amagaa@,gbgheanma@tegtgwarg a@Oappropnate The

%éﬂg@? g{ag %p@%%@gﬁeq 59 ga@%ﬂ%Q%ﬂéfﬁi cgwt &‘ %ﬁ?)% g}dgigﬁgngﬁl\ﬁ |njectlon of

@éﬁ“’g‘a{& REGET @@g@@%@gofélera@ @@feé R, II?@ Qj‘@c%ﬁb‘g’gf{?@ ing surgery.

t gg angt?:gbllytg@eazgﬁHoaj? foskeggésabigRt, ?e %aﬁﬁr@ﬁﬂi Iﬁﬂg/ﬂé aﬁéhﬁi 8®&ng/kg,
C accalcicc a

grﬂ‘iofrcgﬁ% 549 nqg?’ gg?%ﬁg?h gl%o oses %lsgglatgg éj? 6%‘ 65 ggcelerated titration

CCaagaacac caaa ga
Figg yize g fg@? -geuhting scherpe ytﬂgégagmazjfga@gom V86 each new cohort

theregghé Géduirtd GaBAAS4rBd BEYREMSAGEtACEMsBElIRBIhEM SleGfit Gpened
arglFﬁ:Cfcr%C%ubgggata@gg:g ré c&é%g%talgtﬁt %%C Cdthogngggays and subsequent
subjects are observed for 14 days. More preferably, the starting dose is maintained unless
toxicity or any other adverse indication requires reduction in dose.

Following surgery, up to three additional cycles of antibody-hormone therapy
combination are administered, preferably within 45 days of prostatectomy. After surgery,
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gccctggget gcctggtcaa ggactacttc cccgaaccgg tgacggtgtc
gt ggaact ca 540 ggcgctctga ccagcggcgt gcacaccttc

woeemabgec tacagtcctc aggactctac 600 tccctcagear/us2006/007650

gcgt ggt gac cgtgccctcc agcaacttcg gcacccagac ctacacctgc
660 aacgtagatc acaagcccag caggaccaag gtggacaaga
cagttgagcg caaatgttgt 720 gtcgagtgcc caccgtgccc
agcaccacct gtggcaggac cgtcagtctt cctcttcccc 780
ccaaaaccca aggacaccct catgatctcc cggacccctg aggtcacgtg

%Qﬁb@&fl tzﬂyd%rq g‘%@gg arggg-?é}glg%%F ﬁg/grgq rﬁ gght days without

ttcaactggt acgt ggagdg
figaluiamidicc acgggaggag cagttcaaca gcacgttccg tgtggt cage
960 gltasheREEGhY et BCAfAaganshGES iIrImBRAGEE 3R8Y of three patients

2A. ST25
BEBT ARTL Ins B B & Prohior el A ot e ey of the
geliggsdeaiga W@S@'tlg@mwmg@dWMG daobea. ffeotasatic the present study,
Q@gQﬁG%&%tét%%W% &%g‘gﬁ;@% ﬁorﬂrﬂoﬂg ’tﬁ-‘et{gl » HICHL 8FCa4 %%%(tade had
900 T RRGUEY oG a8 SETo0G LAGHT QT eoU LD ghe diarea was
siggjticentic higher ghart obsened 1R&Gously Gio tenly antteer GRAIRGE t2B@Iose level. For
fhalagas %n%@@%tw5/k§%@ﬂﬂ%%arﬁ%o%&n% tﬁ@raé@g)&blted pr{)Ionged

ctcc at gaggc ct gCcacaac cact acacgc
S%E'E'&"t?t P&S“Q 7 %‘dgfﬁfff%?&ahe“’gﬂ&n fswn%m@apwndzwmumam such that
2 1abiityPRTticHiRLBb Ho mlusa diaehen wd$8rhaAcdd ivika @ BordsRdred to be

Wrmégro‘lbgéglfy ﬁe)flagdylgqh& Ya1L \}I\(%k/ rgaﬁgp{o &g %Isﬁ a%fwr ofpégtion of

§‘é‘|m'-’§§\b ﬁhgre@ge f@sg@a@sygg@gt thgj; tgerq,rriqga vglogmlgnt@aﬁlombatween HT
BidoCOLAY hlyckadd, YaskigbingtHat diaphedaik aﬁ5m4ﬂn4—51e3ib@d \éﬁ‘bcﬂ 'T@lus these

B 8@@%&’%5%5%%\?&0%}?&%%&# }}\égnt—r Q{ Mmun&gged%ﬁge §f8f>ts m)}agated by

Efét
;agr o rthelr_% qnﬁ €684 piypckerieg G\ pasgibig] qerrietionAmstweSe rturh@uresponse in
AeBNdhA afd Buds -E\hfouﬁhlﬂwevl@rlaakTMBUQ_HYéveﬁ%’s h§s’5 bgeQ\ %’éor@dafor single

B St 0SSt o0 R i oot

33(?5)@9@3 €953 (RPQ$))SeThusm theRhmaPbe alsyberdigl &6t mediatéd By hormonal
Re@p\hd Sﬁflbdﬁ!’yghé@ﬁy -Eg%ge\%gé b?yﬂée /—%S%[ga §§ Encfgﬁged;g&eﬁuof diarrhea
a%“’?/i\“ HEREPRT S4Br Trp Asn 145 150 155 160 Ser Gy

Al a Leue JdhortSéthréd pativiat wels enrbied &Reem&Pk® oMiclimdmlab k@b known as

él_ﬁtiBocP &, 25@5%&6?% 0}'@? S%IZa(aer\]}Z ?p Eg{t n e{)er 85-&(3)3) remained

r ger keu Ser "Val .
a_rggtu 396”9%’“ qﬂﬁ@t@r?,staf?ﬁtor@ q hqwos@gctorw s;@y:gne,qsqrhowgqi detectable
tagpr tdg@sdiyrsarter OgrSedf an inflammatory infiltrate around tumor cells (Figure 4). That

is, after three months of antibody therapy and hormonal therapy (leuprolide and

bicalutamide), extensive treatment effects and lymphocytic infiltrates were detected in a
prostatectomy specimen obtained from a patient. The two other patients experienced
diarrhea and did not complete the study.

Evidence of treatment effect was observed in the prostatectomy specimens from
several patients treated with 1 mg/kg and 6 mg/kg. These effects included regression of
carcinoma and benign prostate glandular tissue, lymphocytic infiltrates (see Figure 4), and
signs of acute and chronic inflammation. Both the magnitude of the observed changes in the
glandular tissue, as well as the inflammatory and immune changes, cannot be solely
attributed to the androgen blockade, and therefore suggest an immune-mediated effect of

anti-CTLA4 antibody 11.2.1 (also known as ticilimumab) on the prostate glandular tissue.
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195 200 205 Asn Thr Lys Val Asp Lys Thr Val Gu Arg
Lys Cys Cys Val Gu Cys 210 215 220 Pro Pro Cys Pro

walheeRAomIPro Val Ala Gy Pro Ser Val Phe Leu PReTZ22006/007650

230 235 240 Pro Pro Lys Pro Lys Asp Thr Leu Met lie
Ser Arg Thr Pro Gu Val 245 _é%_o 255 Thr Cys Val Val
Val Asp Val Ser His GQu Asp o Qu Val A@n Phe 260
265 270 Asn Trp Tyr Val Asp Gy Val GQu Val H s Asn
Ala Lys Thr Lys Pro 275 280 285 Arg Gu GQu Gn Phe
Asn Ser Thr Phe Arg Val Vaéxa [GZVaI Leu Thr 290 295

300 val vVal Hs Gn Asp Tr n Gy Lys Gu Tyr
Lys Opati-LyAd/iy Capbingipn \githsatabepsisEwo Atanmengs Thprgpy égents in the

RejQvaik FreBiren df€likitally Lﬁé‘ahﬂaarPrbsitﬁe B8kcekys Thr 325 330

g?g IF‘,%SH qsy mﬁ ﬂmgﬂl 'g%% %;aoﬁrxtg c%%r\é%{ adﬁﬁrr[:ist%;rg (hrgqlfil and during
@dwth@sﬁpyséwh losserglinr (ZOLADEX) alvk flutapisie GEYLEBEB) BEOh@60Nal therapy
BR&cdly b.gPrEvLBRIN Mﬂlﬂlﬁer&i 350/ ?rlg 3 (‘thrJJ ﬁ’mg Y d%@ ﬁﬁEOLADEX is

Pro 370 375 ty

ﬁ?rﬁmgegzd'@eq mg éﬂbcﬂ%e% n&rﬁwl;@oya total offgur w%@ gnonghg prior and 2
PioathPlrigringe tadibiherepg).  Alterndtivaly,Tihe pétient Asieiley 24Sedditidhg) months of
E&ﬂmﬁt%@ Fodpexd 1Quc411r%glﬁ%g %oﬁE%QQiﬁéaﬁfT@.cgly tﬁi Ristered with

V.
%%?@%4%%3@*1&9 bt hroepn is|dpscriggq iny . Hapks|es gl deiin Oncology
E’I@QG 997[8)4(800685 440 <210> 3 <211> 118 <212> PRT <213>

%’ﬁtpé/ﬁi@ﬁ\/ f[pt@f gﬂgﬁlgﬁg@a ,&rﬁ R Ib’@“ti%/% (é(%SH—\LI%E)eof g%gmumab aé
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A&r%nlstered Wltﬁ the antlbc}éy anX/or e(%ry twenty-eight days, subcutaneously at 3.6 mg.

Preferably, the patient is premedicated with antihistamine (H1) at least one half hour

prior to infusion of ticilimumab. Premedication is recommended but not required.

Also, an agent with anti-diarrheal effect may be administered, including those agents
indicated in the treatment of chronic inflammatory conditions of the gastrointestinal tract.
Such agents include, among others, steroids with topical activity (e.g., budesonide
[ENTOCORT]), and anti-tumor necrosis factor (TNF) drugs (e.g., infliximab [REMICADE],
etanercept [ENBREL], and adalimumab [HUMIRA]).

Ticilimumab is provided in 20 mi clear glass vials with a rubber stopper and an
aluminum seal. Each vial contains 20 mg/ml (with a nominal fill of 400 mg/vial) of ticilimumab,
in a sterile aqueous solution comprising 20 mM histidine buffer, pH 5.5, 84 mg/ml trehalose
dihydrate, 0.2 mg/ml polysorbate 80, and 0.1 mg/ml disodium EDTA dihydrate.

For all patients, ECOG performance status, vital signs, and body weight are assessed
pre-dose, and vital signs can be repeated post-dose, as clinically indicated. A physical
examination (including ophthalmologic assessment and signs of autoimmunity) is performed
on Day 1. Samples for hematology panel (hematocrit, RBC count, WBC count, differential),
chemistry (Alkaline Phosphatase, calcium, chloride, GGT, LDH, magnesium, phosphorus,
random glucose, sodium, urea, uric acid), urinalysis (blood, protein), others (activated partial
thromboplastin time [APTT], prothrombin time (PT), autoantibody panel, C reactive protein,

TSH, T3, T4, amylase, lipase, serum C3, C4, serum Ig level), and PSA, are obtained.
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bicalutamide (CASODEX) or flutamide (EULEXIN) per standard hormonal therapy protocol,

e.g., LUPRON is administered 7.5 mg intramuscularly approximately every four weeks,

ZOLADEX is administered 3.6 mg subcutaneously approximately every four weeks,
CASODEX is administered 50 mg daily for fourteen days of the first cycle only, and EULEXIN
is administered 250 mg tid daily. The patient is further administered a single 1V infusion (100
mL/hr) of ticilimumab as described herein at a dose of about 1 mg/kg, 3 mg/kg, 6 mg/kg, 10
mg/kg or 15 mg/kg. Prophylactic anti-diarrheals are given as appropriate.

The treatment is repeated every 28 days thereafter without dose escalation, in the
absence of intolerable toxicity or disease progression. LUPRON is administered every
twenty-eight days, IM at 7.5 mg.

Preferably, the patient is premedicated with antihistamine (H1) at least one half hour
prior to infusion of anti-CTLA4. Premedication is recommended but not required.

Also, an agent with anti-diarrheal effect may be administered, including those agents
indicated in the treatment of chronic inflammatory conditions of the gastrointestinal tract.
Such agents include, among others, steroids with topical activity (e.g., budesonide
[ENTOCORT]), and anti-tumor necrosis factor (TNF) drugs (e.g., infliximab [REMICADE],
etanercept [ENBREL], and adalimumab [HUMIRA]).

Ticilimumab is provided in 20 mi clear glass vials with a rubber stopper and an
aluminum seal. Each vial contains 20 mg/ml (with a nominal fill of 400 mg/vial) of ticilimumab,
in a sterile aqueous solution comprising 20 mM histidine buffer, pH 5.5, 84 mg/ml! trehalose
dihydrate, 0.2 mg/ml polysorbate 80, and 0.1 mg/ml disodium EDTA dihydrate.

For all patients, ECOG performance status, vital signs, and body weight are assessed

pre-dose, and vital signs can be repeated post-dose, as clinically indicated. A physical
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Anti-CTLA4 in Combination with At Least One Hormonal Therapy Agent in the First-

line or Second-line Treatment of Hormone-independent Metastatic Prostate Cancer

Patients with metastatic prostate cancer (following surgery or radiotherapy) are
administered both leuprolide (LUPRON) and bicalutamide (CASODEX) per standard
hormonal therapy protocol, e.g., CASODEX is administered 50 mg daily for fourteen days of
the first cycle only, and LUPRON is administered 7.5 mg intramuscularly approximately every
four weeks. The patient is further administered a single IV infusion (100 mL/hr) of anti-CTLA4
antibodies as described herein at a dose of about 1 mg/kg, 3 mg/kg, 6 mg/kg, 10 mg/kg or 15
mg/kg. Prophylactic anti-emetics and anti-diarrheals are given as appropriate.

The treatment is repeated every 28 days thereafter without dose escalation, in the
absence of intolerable toxicity or disease progression. LUPRON administered every twenty-
eight days, IM at 7.5 mg.

Preferably, the patient is premedicated with antihistamine (H1) at least one half hour
prior to infusion of anti-CTLA4. Premedication is recommended but not required.

Also, an agent with anti-diarrheal effect may be administered, including those agents
indicated in the treatment of chronic inflammatory conditions of the gastrointestinal tract.
Such agents include, among others, steroids with topical activity (e.g., budesonide
[ENTOCORT]), and anti-tumor necrosis factor (TNF) drugs (e.g., infliximab [REMICADE],
etanercept [ENBREL], and adalimumab [HUMIRA]).

Ticilimumab is provided in 20 ml clear glass vials with a rubber stopper and an
aluminum seal. Each vial contains 20 mg/ml (with a nominal fill of 400 mg/vial) of ticilimumab,
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Anti-CTLA4 in Combination with At Least One Hormonal Therapy Agent in the First-
line or Second-line Treatment of Hormone-independent Metastatic Prostate Cancer

Patients with metastatic prostate cancer (following surgery or radiotherapy) are
administered both leuprolide (LUPRON) and bicalutamide (CASODEX) per standard
hormonal therapy protocol, e.g., CASODEX is administered 50 mg daily for fourteen days of
the first cycle only, and LUPRON is administered 7.5 mg intramuscularly approximately every
four weeks. The patient is further administered a single IV infusion (100 mL/hr) of anti-CTLA4
antibody as described herein at a dose of about 15 mg/kg. Prophylactic anti-emetics and
anti-diarrheals are given as appropriate.

The antibody is administered every three months thereafter without dose escalation,
in the absence of intolerable toxicity or disease progression. Leuprolide administered every
twenty-eight days, IM at 7.5 mg.

Preferably, the patient is premedicated with antihistamine (H1) at least one half hour
prior to infusion of anti-CTLA4. Premedication is recommended but not required.

Also, an agent with anti-diarrheal effect may be administered, including those agents
indicated in the treatment of chronic inflammatory conditions of the gastrointestinal tract.

Such agents include, among others, steroids with topical activity (e.g., budesonide
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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, ticilimumab, and ipilimumab. The antibody
has the heavy and light chain amino acid sequences of ticilimumab. The anti-CTLA4 antibody
is ticilimumab.

Example 6:
Anti-CTLA4 in Sequential Combination with Hormonals in the Treatment of Hormone-

Dependent Prostate Cancer

Patients with hormone-dependent prostate cancer, including patients who have not
received prior hormonal therapy, are administered at least one course of hormone therapy
comprising at least one hormone therapy agent per standard hormonal therapy protocols
(e.g., leuprolide (LUPRON) is administered 7.5 mg intramuscularly approximately every four
weeks, goserelin (ZOLADEX) is administered 3.6 mg subcutaneously approximately every
four weeks, bicalutamide (CASODEX) is administered 50 mg daily for fourteen days of the
first cycle only, and flutamide (EULEXIN) is administered 250 mg tid daily, among others).
Following at least one course of hormone therapy and after allowing at least one week but
less than four months to pass after administration of the last dose of hormonal therapy agent,

the patient is sequentially administered a single IV infusion (100 mL/hr) of ticilimumab as
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For all patients, ECOG performance status, vital signs, and body weight are assessed
pre-dose, and vital signs can be repeated post-dose, as clinically indicated. A physical
examination (including ophthalmologic assessment and signs of autoimmunity) is performed
on Day 1. Samples for hematology panel (hematocrit, RBC count, WBC count, differential),
chemistry (Alkaline Phosphatase, calcium, chloride, GGT, LDH, magnesium, phosphorus,
random glucose, sodium, urea, uric acid), urinalysis (blood, protein), others (activated partial
thromboplastin time [APTT], prothrombin time (PT), autoantibody panel, C reactive protein,
TSH, T3, T4, amylase, lipase, serum C3, C4, serum Ig level), and PSA level, are obtained.

Baseline human anti-human antibody (HAHA) titer is determined and
pharmacokinetic (PK) specimen is obtained pre-dose.

The following endpoints 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.

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, ticilimumab, and ipilimumab. The antibody
has the heavy and light chain amino acid sequences of ticilimumab. The anti-CTLA4 antibody
is ticilimumab.

Example 7:

Anti-CTLA4 in Sequential Combination with Hormonals in the Treatment of Hormone-

Dependent Prostate Cancer

Patients with hormone-dependent prostate cancer, including patients who have not

received prior hormonal therapy, are administered at least one course of hormone therapy
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g@cmatlagtoagem@owy geopisEi g tspalgdsaaigsicra@otalolyd of ticilimumab as

destALS RN gtte%d'%g PESlieIE %ﬁ?ﬁ(& Abouft EHrF AR GoRR0 Propéw lactic anti-
caac aggggagagt gttag o5

g C. cc t cacaaa gagct
Qf%g‘“ﬁﬁ 9??1 PPPPUAGD>" PRT <213> Honmp sapi ens <400>
20 G Théitealfeht isetepédited @k nndettedPiviih G ywithbiit ddde SeElattodl in the

Thr L S Ar
%gengég’lr%lﬁra&e%xﬂ:%i Jrglsga%eﬂ#es@o D 2r5 SSULeﬁr NCzSTr pg

Tyr ahe @ptf?nt_?sorgp?plc@fesgi v@hna igtamping (Nﬁbaq_lg@pt [oa¢, hplf Bowgsprior to
#usibh of yiti-CILAL At plevediCation ANr@t Myareihr Ay lie Pro Asp

"/I_'\rh? Eﬁﬁo?ﬁ{ aqg‘nyw@oanﬁ%raﬁrgig%ﬁagm\é%r € agrgln%?-rré}% in@é@ @PE‘%SG agents
mgigatpﬁén meatrqpémentwf cﬂr@mcgyf@n@qtprgcgndﬁ@ns @f yheAgagtr&atestinal tract.
Buéh Rigent85in@GedSamong others, steroids with topical activity (e.g., budesonide
[ENTOCORT]), and anti-tumor necrosis factor (TNF) drugs (e.g., infliximab [REMICADE],
etanercept [ENBREL], and adalimumab [HUMIRA]).

Ticilimumab is provided in 20 mi clear glass vials with a rubber stopper and an

aluminum seal. Each vial contains 20 mg/ml (with a nominal fill of 400 mg/vial) of ticilimumab,
in a sterile aqueous solution comprising 20 mM histidine buffer, pH 5.5, 84 mg/ml trehalose
dihydrate, 0.2 mg/ml polysorbate 80, and 0.1 mg/ml disodium EDTA dihydrate.

For all patients, ECOG performance status, vital signs, and body weight are assessed
pre-dose, and vital signs can be repeated post-dose, as clinically indicated. A physical
examination (including ophthalmologic assessment and signs of autoimmunity) is performed
on Day 1. Samples for hematology panel (hematocrit, RBC count, WBC count, differential),
chemistry (Alkaline Phosphatase, calcium, chloride, GGT, LDH, magnesium, phosphorus,
random glucose, sodium, urea, uric acid), urinalysis (blood, protein), others (activated partial
thromboplastin time [APTT], prothrombin time (PT), autoantibody panel, C reactive protein,
TSH, T3, T4, amylase, lipase, serum C3, C4, serum Ig level), and PSA level, are obtained.

Baseline human anti-human antibbody (HAHA) ftiter is determined and
pharmacokinetic (PK) specimen is obtained pre-dose.

The following endpoints 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.
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Thr Phe Gy Pro Gy Thr Lys Val Asp lie Lys Arg Thr
Val Ala Ala 100 105 110 Pro Ser Val Phe |lie Phe Pro

wénwederedfsp Gu G n Leu Lys Ser Ay 115 120 1RET/TISL006/007650

Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg
Gu Ala 130 135 140 Lys Val gzp Trp Lys Val Asp Asn
Ala Leu Gn Ser Ay Asn Ser n 145 150 155 160 Gu
Ser Val Thr Gu G n Asp Ser Lys Asp Ser Thr Tyr Ser

Leu Ser 165 170 175 Ser Thr Leu Thr Leu Ser Lys Ala

';‘_‘28 TW e%ﬂgcﬁﬁﬁ %}iﬁo&&%s% he-%¥¥ arr_cf I%%bln%%%?’r%g??%éd %(;rqrzugnces of at

et Meoaf\va?dm#%@?sfm@d 1 1951Q@otlczwrﬂahea%lnﬂwrgate yhe antibody

bhsitheysawy bid fight Rairkdmira@dddsebldnce didRiliRtThals: 2ihé antie A4 antibody
at%h <400> 21 Qu lie val Leu Thr Gn Ser Pro Gy

?Sh 'E' %er Leu Ser Pro Gy 1 5 10 15 Gu Arg Ala Thr

Leu Ser Cys Arg Ala Ser GEkxeRmie8/al Ser Ser Tyr 20 25

30 Le lAnt‘NOEFLA_f{ iR S-Eglﬁ?@%l@ogbaﬁdfilm iR LY of oM RalPfr8rahl Baent in

Ser Ser Ar Ala Inr
"_0-'A_ll! ok .l.'!‘p- e S & er5 60 Se? G|y Ser

Ay Tivatightp withehdr hnpné_uadep'éhdenlt [ moﬁaie dsmgerl_eLy. G dolBwing 6frevious
Eerr?oﬁalSQhe(%d’i/ Q@B Ptég%ﬂlc% \(@UPII%I(I) TéSse@ﬁﬁ gdLAgE&) T%{calutamlde

%/%S%%)A%am%é(%&!-Exthbmnf@sm@m@ﬂs hpregbijer-stapdard gwna' therapy
PfeTocal2)l 3re ddmimisterap atlnsst SAE Courst2of Abgnohk aher®ly dGnPrishef at least one
g%lr_l_noig gtggf%%-@éﬁntLE& Naﬁda]r%gﬂ ilrg%na? ]thra;%/?’ pro%éc%? Ze 2{aBRON is

no sapi e
administered 7.5 mg intramuscularly approximately every four weeks, ZOLADEX is

administered 3.6 mg subcutaneously approximately every four weeks, CASODEX is
administered 50 mg daily for fourteen days of the first cycle only, and EULEXIN is
administered 250 mg tid daily). Following at least one course of hormone therapy, and after
allowing a period of at least one week but not more than about four months after the last dose
of hormonal therapy agent is administered, the patient is administered a single IV infusion
(100 mL/hr) of ticilimumab as described herein at a dose of at least 10 mg/kg every twenty
eight days.

The treatment is repeated without dose escalation, in the absence of intolerable
toxicity or disease progression. For instance, LUPRON is administered IM every twenty-eight
days at 7.5 mg.

The patient is premedicated with antihistamine (H1) at least one half hour prior to
infusion of ticilimumab, but premedication is but not required.

Also, an agent with anti-diarrheal effect may be administered, including those agents
indicated in the treatment of chronic inflammatory conditions of the gastrointestinal tract.
Such agents include, among others, steroids with topical activity (e.g., budesonide
[ENTOCORT]), and anti-tumor necrosis factor (TNF) drugs (e.g., infliximab [REMICADE],
etanercept [ENBREL], and adalimumab [HUMIRA]).

Ticilimumab is provided in 20 ml clear glass vials with a rubber stopper and an
aluminum seal. Each vial contains 20 mg/ml (with a nominal fill of 400 mg/vial) of ticilimumab,
in a sterile aqueous solution comprising 20 mM histidine buffer, pH 5.5, 84 mg/ml trehalose
dihydrate, 0.2 mg/ml polysorbate 80, and 0.1 mg/m! disodium EDTA dihydrate.

For all patients, ECOG performance status, vital signs, and body weight are assessed
pre-dose, and vital signs can be repeated post-dose, as clinically indicated. A physical

examination (including ophthalmologic assessment and signs of autoimmunity) is performed
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Page 13PC32692A. ST25 Gy Ala Ser Ser Arg Ala Thr 1 5
<210> 24 <211> 9 <212> PRT <213> Honop sapi ens <400> 24

wa2meGomTyr Gy Arg Ser Pro Phe Thr 1 5 <210>pPeB/Us2bdm07650

1413 <212> DNA <213> Honp sapi ens <400> 25 atggagtttg
ggctgagectg ggttttcctc gttgctghit taagaggtgt ccagtgtcag
60 gtgcagctgg tggagtctgg gggaggcgtg gtccagcctg
ggaggt ccct gagactctcc 120 tgtgcagcgt ctggattcac
cttcagtagc tatggcatgc actgggtccg ccaggctcca 180

Q:g(b% Qg%ﬁ-, &egggr‘:ﬂeg%% é;?g:gr?egyeﬂa?och??{%%tc% th\%%a& %at iﬁgrential)

atac gac ccC caccat ctc
ata/a 'ta"'tec Baeprhriate: ge@'gmapbﬂﬁrgieszcéé%rt @mn%slum phosphorus,

Wbl@m@@ §@:ﬁl@‘ﬂa«ﬁ@é§ ari@adi@! @nalysis Nddal SRR, HeRd GeBARA partial

Srgcgra gaggn; ga TLI'ggcfrgt r?ft@gmqt%rbaec{lﬁf g%ioaeiﬁ%g grbegc C reactive protein,
dabg by dd camvlasgdipase serun €St @@@gwm Igﬂegell) @0d §§A 486!, are obtained.
agcacgtagé:.se AGAHSAC JPGh ARG CLABOG A9kl 399a6kAGdd  and

RhAEGRTGeD ottt et %3800 ctacagt cot

caggadte falowitg eodmandsc ara gosgb grgt:g RKCpdngsters | AR gespaadd @ite and

668 te%@g(?gs%ga i A6 4564rSssfoR 25 AR &ﬁ\ﬁ\%@gpecggculated using the
caac ccaa acaa 0 acagttgagc gcaaatg

%ﬁ?ﬁ’ﬂ; ﬁ'?b‘?@%@é@gb‘f"@@ d.cagcaccacc tgt ggcagga 780

ccgt caye edti-CTIGYcArtibaly hae trad@acCandlipfpeaacatiné 68d gajuehds of at

%&%%ﬂﬂoo@%@leg@gg%&afgq 9?19‘ gtg:llgrgk ?%%qglmab The antibody
cacgaagacc aggtcca gttcaa

%@ a'm@n@kgg% %@trgae@nca%@ia@ames efawggragtga heeatClTAdhantibody
%ﬁmmgmamgttcc gt gt ggt cag cgtcctcacc gttgtgcacc

aggact ggct gaacggcaag 102 caagt gcaaggtctc
caacaaachctcccagccc cca%cgagagaaccat ctcc 1080

eeaueRagags H&é@n@h@&féﬁé&@ﬁro@%@%ﬁt 2'88 cctgacctgc '
ct ggt tctacce atc , _
ggggggg’[&e&% t%'% 3 geugReG '”é%’g%%@gé’é?St %a%?ﬂg Wo{s c‘g’acgcf"e\“f'egt pyevious
mfzre@n@ag‘@ramp(t@%%m@ﬁ% (cRfRfeL CogperrtiggAAGDEX), bicalutamide
@iASUUE\}@) FRt=RAIELEUE ERN), Ghd .OHRRARN I eI 3indad Hormonal therapy
agggga ac tcté:ctc at ctccgt at gcat gagg ctctgcacaa
BORER e 48 POt aitsod S SR AR Ot BRTHE YRRy ST RBRING B dpast one
mem:@mzztn@apyzelgazlaer 4t2idax® TdrmdPRlT tive2dy> ptdtdtdls S @f.,e D8PRON is
l; D(a 14 Ly .
%Qgteﬁeﬁpggn m\éf/‘ lntrg”rﬂséu@alr‘li Qdfé t(ﬁf %f& Wi ¥ \égé_ADEX is

ﬂ‘?"é‘f”'ﬂ*ﬂf"s@@ @gyswﬂr?étafr?ﬂuslwh@op@qm%%y eFprY Tour weeks, CASODEX s
administered 50 mg daily for fourteen days of the first cycle only, and EULEXIN is

administered 250 mg tid daily). Following at least one course of hormone therapy, and after
allowing a period of at least one week but not more than about four months after the last dose
of hormonal therapy agent is administered, the patient is administered a single IV infusion
(100 mL/hr) of ticilimumab as described herein at a dose of at least 15 mg/kg every three
months.

The treatment is repeated without dose escalation, in the absence of intolerable
toxicity or disease progression. For instance, LUPRON is administered IM every twenty-eight
days at 7.5 mg.

The patient is premedicated with antihistamine (H1) at least one half hour prior to
infusion of ticilimumab, but premedication is but not required.

Also, an agent with anti-diarrheal effect may be administered, including those agents

indicated in the treatment of chronic inflammatory conditions of the gastrointestinal tract.



10

15

20

25

30

20 25 30 Gy Met His Trp Val Arg Gn Ala Pro Ay Lys
Gy Leu Qu Trp Val 35 40 45 Ala Val lie Trp Tyr Asp

wohyoe8e169fsn Lys Tyr Tyr Ala Asp Ser Val 50 55r60/uSy®6/007650

Gy Arg Phe Thr Iie Ser Arg Asp Asn Ser Lys Asn Thr
Leu Tyr 65 70 75 80 Leu G n Mgt Asn Ser Leu Arg Al a
G u Asp Thr Ala Val Tyr Tyr @s 85 90 95 Ala Arg Asp
Pro Arg Gy Ala Thr Leu Tyr Tyr Tyr Tyr Tyr Gy Met
100 105 110 Asp Vval Trp G n Gy Thr Thr Val Thr

Ent2Chel JngTB{he 15st &93 Jv%t% Tcéa athv (e budesomde
VA" e iprhoieh aftnepiher idd i

%%TQQQR@ @”E’;@f‘t' “tetor mearoms 5achme,dr@9% e-@u mfralrnatzy[gEMICADE]
é’e‘dﬁeﬂf@'ﬂt [MAS Elg; @n&éaen.ﬂqéﬁaa&ﬁmh@rﬁﬁ])wo Pro Va: L_hr \1/%1!5
T LASN I . . a,. e r er | ya | S
Tr0 1 TRRRPeRR oyl drE oG oal, oFt, vlsywitp g Figgper and an
Flpmingay sepke Fagieyial Sentaing @0 meHnl (Wih drayenal HREZ0G OB DRtEsilimumab,
Vﬁé si¥éAk a U@oué/al)lutBhQ:o ﬁsmE?O Mhlfﬁafﬁe %ﬁferT;m 5@ B4 myml trehalose
Thr "‘Ilfé ’V/Q (gs lys Pro Ser
Pﬁdrﬁtﬁ’ro gmiRqlysa ﬁte sa”‘I* A g OG'UM%?T@@VQ@E? Arg
Lys Cyer dalypstievitsd, EGDG p@yfsrnfaince fRatos, @8 sigh© aid bodyrmeidht are assessed
g@-doNa aar%z\ﬁtaﬁégnszgéu ge4 ergaééd Pﬂoet-d%gé %‘Z%"”E%@' égigatgﬂg A physical

ro Pro Lys Pro r Leu Met ) H €
gxamingtign flﬁqlquygoop@%alnmgxwﬁesevgnt\p@p sigas ofaytoimgyniy) fs performed
SeDatrits S26PleR 6y hamBtoBgy pAssD (Hematodiit RBalcolatWBB&odtNdifferential),

Afé?m;r (A\%flneAls%s éfas%?kal@ﬁ‘{ @&rldéré%g QDglsﬁmgﬂle% uﬁﬁ:})hosphorus

0'2@!3’0%53‘3%/}@ - AFs A 6%4 urigalysis/good eproteiny. otfigrs (getivated partial
tirémidpasthstimd [APTILE troisrBmh im20® TH bltoddibod2 Parley © @abhve protein,

¥§§2‘E¥ 3%%@?%3 éo %I se?&rq_ﬁAs %1 Xrgm% evé‘l??ﬂf |5$_A TAIV% are e_ﬁ)tﬁmed

Pro APgsepe pymgerg ﬁnwmwoar@h@dy%@mm Ther Lsaud@ermmed and
Bﬁ@m@éﬁkm@d’cﬂP@%e@n’én MiibtaTrJ(éﬁ Ld@osésn G n Val Ser 355

360 qu Pﬁ Wi nd%s’tsLe ur P?%r e-EerTyr I%o Sl e rate and
Asp H & A"} QPaF \93‘%’6”??%%0 ke ReBPY®

@na tPPeog@saioAs nTinne o Pyegrespion Timd dMerall Ruorival ere3&8cuB8 using the
&géaﬁm@ier product limit method.

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, ticilimumab, and ipilimumab. The antibody
has the heavy and light chain amino acid sequences of ticilimumab. The anti-CTLA4 antibody
is ticilimumab.

The disclosures of each and every patent, patent application, and publication cited
herein are hereby incorporated herein by reference in their entirety.

While the invention has been disclosed with reference to specific embodiments, it is
apparent that other embodiments and variations of this invention may be devised by others
skilled in the art without departing from the true spirit and scope of the invention. The
appended claims are intended to be construed to include all such embodiments and
equivalent variations.
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Met Leu Asp Ser Asp Gy Ser Phe Phe Leu Tyr Ser Lys
Leu Thr Val 405 410 415 Asp Lys Ser Arg Trp G n Gn

wohyeAsmIval Phe Ser Cys Ser Val Met 420 425 4BOTHIS2006/007650

Gu Ala Leu H's Asn H's Tyr Thr G n Lys Ser Leu Ser
Leu Ser 435 440 445 Page 16PC32692A. ST25 Pro Ay Lys
450 <210> 27 <211> 125 <212>"PRT <213> Honp sapi ens
<400> 27 Adn Val Gn Leu Val Gu Ser Ay Gy Gy Vval
Val Gn Pro Gy Arg 1 5 10 15 Ser Leu Arg Leu Ser Cys

Ala Ala Ser Gy Phe Thr PheC %ISSer Tyr 20 25 30 Ay

Met His Trp Val Arg Gn Al Ady Lys Gy Leu Gu

Trp Vdl 35 Ad0ethsd Air dhevgatrnégns ol prostter canegs iGaypatBt inAgeed of such

ltblfétml-g)if sdi FnefNoa c&%ﬁhsﬁ@radgﬂstéﬂg sH ﬁ)_é{béﬁtl_ﬁaﬁ _Igﬁffogntpci?% hormonal
r lie Ser er eu

Ty et oo 1) P AR ol S iag S Rgeh KAl Ra o HE o] dhat bind

Vaal T LAY wh@peh @i HOb@F oAbertidyr i fids pdRinsteAedgn@@k yhaAlope day and
T&% tll'nﬁ'\utwulry—e-il(_g%[ d%—gg foT&(AﬁngT%JmlﬁstYatx Lof JSQQ %Qﬁon%ﬂ%eﬁg agent, and

@é r Val Ser Ser
f"i‘@r%' ais are effeqtive im¢pmbinption fprspidtrepiientnny sapi ens
<400> 228 dTye Pllnetha'mrof Flhﬁmser \AﬂiefelnT)sbldGarwa oHi grtibn Sthereof is

Jaﬁrbngu?s%e%%d r\a/grfa ol_&ag/ j&&% é > F&'mpﬁﬁ&iﬁ?fﬂé@ ¥agent

Al a Se rThvame% eof 1%269@%98@5@ 1@1t@53/y<210>9rt@0 thereof is
%aéhih%te'l:&j tedsl than RiWdnty-one days following administration of said hormonal therapy
agent.

4. The method of claim 1, wherein administration of said hormonal therapy
agent terminates prior to said first administration of said antibody or portion thereof.

5. The method of claim 1, wherein said hormonal therapy agent is selected from
the group consisting of an anti-androgen, a gonadotropin-releasing hormone (GnRH)
antagonist, and a luteinizing hormone-releasing hormone (LH-RH) agonist.

6. The method of claim 1, wherein said cancer is selected from hormone-
dependent cancer and hormone-independent cancer.

7. The method of claim 1, wherein said cancer is hormone-independent and
said administration of hormonal therapy terminates prior to said first administration of said
antibody or portion thereof.

8. The method of claim 1, wherein said antibody is administered according to a
regimen selected from administering about 10 mg/kg every twenty-eight days and
administering about 15 mg/kg every three months.

9. 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, ticilimumab,
11.6.1, 11.7.1., 12.3.1.1, 12.9.1.1, and ipilimumab;

(c) a human 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, ticilimumab, 11.6.1, 11.7.1,, 12.3.1.1, and 12.9.1.1; ’
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<213> Hono sapi ens <400> 30 Asp Pro Arg Gy Ala Thr
Leu Tyr Tyr Tyr Tyr Tyr Gy Met Asp Val 1 5 10 15

WE20BH0801<211> 714 <212> DNA <213> Honp sapi eR6TAKADE/007650

31 atggacatga gggtccccgc tcagctcctg gggctcctgce

tactctggct ccgaggtgcc 60 agatgtgaca tccagatgac

ccagtctcca tcctccctgt ctgcatctgt aggagacaga 120

gt caccat ca cttgccgggc aagtcagagc attaacagct atttagattg

gt at cagcag 180 aaaccaggga aagcccctaa actcctgatc

tatgctgcat gcagtt 40. cca

t oagt oocag Paaarciazh -AARLIRAMIne lpE S8 SR00es ot homyy chein
€ (s10z E?@@ﬂg%‘ﬁga baftttch@@a{a@a & Bgioact gin andibesgrelected from the group
FOAGLAG bCL.1.21 4.62C1.10.2, 4361, 99aGC bIAgacimaaaRIl 064, 11.7.1., 12.3.1.1,
3315 apac(?lamactg ggctg caccat ct gt cttcatcttc 420

CEGceafiy BIPMEYCagtt gaaat ct gga actgectctg ttgt gt goct

gct gaat aac (480 tancandbertyc ar gatiganginding pagiva daegeaggthat competes for

%ﬁﬂ&bg\g{ﬁt@f LAG IR &t £E& Ak LHABLRAASvIm  Pe heSF2BERGR chain amino acid

TR B L T

acgcc 6 gdgticiiagimebactdant, 1660. dagggmz ga.1geidigiteagdb; and
cacaaagagc 4t ca t

<211> glg é§12>a°‘%%$ﬁg‘g)dga‘gaa%&tn b%dglbgi%rt%ﬂrjrb go?‘qgatibgoss competes
Iferdinging Wil CTirfyt Wit 3¢ legst oneaptingdy h@@rg thepeage andujokt cs‘;@rn amino acid
Waduefites df ab ahfbolip séleqeddran Yl grdupr canbistinghof 4@yis 48019 4Aba, 4.13.1,

2 T Tyr
%% 3859 15€Jnn15'm%bé% f‘?‘i ﬂyﬁzéq ¥ 52 §Q Sr’rbLéﬁrRl]xmangSSVAro
45 Padé- 185@32@!3@%&0@@@ Tyhergin aa'maaﬂbséy is gdyumpe gntipey having the
Sedivy@myhéfﬁbhdﬁf amibe bcidsdhuies Sarkiliflina®0 55 60 Ser Gy

Pre(r) §é¥ Thr Aﬁ'%thgi]gfc m1LﬁHer%]galdr qlb ))/:cosﬂewlsed;a;he@%cham and a
@pi cirgip wwerelrséwe anpipo PP'@ sPengs FOhe DeduyrchrinevaGilyle Region of said
@e:yvy-Ehéln i@ thYdght Ghain l/ér%bIEYé:gloW & sdifligh{dhaitbrd s@\‘e@te&-@gm the group
Jflo fPro Ser Val Phe lie Phe Pro Pro Ser Asp 4
é°'h°"ﬁ_%%°r_ys Ser Gy 115 120 125 Thr Ala Ser Val Val
Cys Leu LeU@)Asn i amiPheaciy sedRenceApig SBRUIDAN@:31 30 1@5amino acid
18Q.ch¥sof ¥ IFIND:dr p Lys Val Asp Asn Ala Leu G n Ser
@y Asn Ser Gn 145 150 155 160 G u Ser Val Thr Qu
an Asp SefPlLys fspMia achteaygce rSEQIP Jip:15 and the ‘amino acid

sequence of SEQ ID NO:21 ;

(c) the amino acid sequence of SEQ ID NO:27 and the amino acid
sequence of SEQ ID NO:33,;
(d) the amino acid sequence encoded by the nucleic acid sequence of

SEQ ID NO:1 and the amino acid sequence encoded by the nucleic acid sequence of SEQ ID
NO:7;

(e) the amino acid sequence encoded by the nucleic acid sequence of
SEQ ID NO:13 and the amino acid sequence encoded by the nucleic acid sequence of SEQ
ID NO:19;

) the amino acid sequence encoded by the nucleic acid 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 ipilimumab.

12. The method of claim 1, wherein said antibody, or antigen-binding portion

thereof, is an antibody selected from the group consisting of:
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165 170 175 Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr
Gu Lys H's Lys Val Tyr 180 185 190 Ala Cys G u Val

wohoocHoss9G N Ay Leu Ser Ser Pro Val Thr Lys SecTtA82006/007650

200 205 Phe Asn Arg Gy Qu Cys 210 <210> 33 <211> 107

<212> PRT <213> Hono sapiens <400> 33 Asp lie G n Met

Thr G n Ser Pro Ser Ser Leu éér Ala Ser Val Gy 1 5 10

15 Asp Arg Val Thr lie Thr Cys Arg Ala Ser G n Ser lie

Asn Ser Tyr 20 25 30 ] Leu Asp Trp Tyr G n Gn Lys Pro
Lys Ala Pro Lys Leu Leu Iie 35 40 45 Page . -

19PC32692A?%T25 aﬁ*yﬁm"?ﬁdé "RYio @heas shan, (BrgiF Ggjon §oyerising the

Vanhind’rcid SequeAcep $ehdoriBen SEQyID5SROZS5 SEQ 1BENOE] gndSBEQ@PYNO:6, and

Tt{]F’(heA‘ﬁQwEdn'ghg-m Ehéﬂ?%ﬂgﬂé rédloﬂ cgﬁlfl)_ lsr?‘??gr théngnﬁQa%d Eét,qrjeﬁgé_?;s%t forth in

r
S%[T_'Q *ﬁ]NO}ﬂPOS[%Hg) NS 1@@”@§EQF\[¥ NBHIg: GI y Pro Gy Thr Lys
Val G u H ¢)Lys ahChitidddp hedid@a Rebvye2hdizy Vﬂlﬂab@ﬂe@bnmﬁprising the

<z§11nﬁ% gr@%ugﬁéys%ggfoﬁi'ﬁ%%%cgﬁb @86%%() ,r;an%%_Ezd_II[?NO 18, and
g @@}BP'@%V%@U%&Q&B CAmaﬂwgdhsem'HS@P'd SeHeqpgs set forth in

SexqQ b 8022 19=q BONS23 had QESZMRIE)ZZRT <213> Honp sapi ens

<400> 36 @ r} G n T%Elbo-r rha§gg aT eavy c airﬁ)n/grie;mer region comprising the

amino acid sequences set forth in SEQ ID NO:28, SEQ ID NO:29, and SEQ ID NO:30, and
further having a light chain variable region comprising the amino acid sequences set forth in
SEQ ID NO:34, SEQ ID NO:35 and SEQ ID NO:36; and

(d) an antibody having a heavy chain variable region comprising the
amino acid sequences of the heavy chain CDR1, CDR2, and CDR3 of antibody ipilimumab,
further having a light chain variable region comprising the amino acid sequences of the light
chain CDR1, CDR2, and CDRS of antibody ipilimumab.

13. A method for the treatment of a hormone-independent prostate cancer in a
patient in need of such treatment, said method comprising administering to said patient an
amount of an antibody that binds human CTLA4, or antigen-binding portion thereof, and an
amount of a hormonal therapy agent, wherein said hormonal therapy agent is administered in
multiple doses for a time greater than one month and wherein said antibody, or portion thereof,
is administered during the period of administration of said hormonal therapy agent, and wherein
said amounts are effective in combination for said treatment.

14. The method of claim 13, wherein said hormonal therapy agent is administered
over a period greater than two months.

15. The method of claim 14, said method further comprising administering multiple
doses of said antibody, or portion thereof, over a period greater than one month that overlaps
with said period of administration of said hormonal therapy agent.

16. The method of claim 15, wherein said period of administration of said antibody,
or portion thereof, and said period of administration of said hormonal therapy agent overlap by
more than two months.

17. The method of claim 15, wherein said multiple doses of said antibody, or
portion thereof, and said period of administration of said hormonal therapy agent overlap by
more than six months.

18. A method for the treatment of hormone-dependent prostate cancer in a
patient in need of such treatment, said method comprising co-administering to said patient a

therapeutically effective amount of an anti-CTLA4 antibody, or antigen-binding portion thereof,
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and a therapeutically effective amount of at least two hormonal therapy agents, wherein said
agent is selected from the group consisting of an anti-androgen, a gonadotropin-releasing
hormone (GnRH) antagonist, and a luteinizing hormone-releasing hormone (LH-RH) agonist.

19. The method of claim 18, wherein said anti-androgen is bicalutamide and said
agonist is leuprolide.

20. A pharmaceutical composition for treatment of prostate cancer, said
composition comprising a therapedtically effective amount of an anti-CTLA4 antibody, or
antigen-binding portion thereof, and a therapeutically effective amount of at least two
hormonal therapy agents, wherein said hormonal therapy agent is selected from the group
consisting of an anti-androgen, a gonadotropin-releasing hormone (GnRH) antagonist, and a
luteinizing hormone-releasing hormone (LH-RH) agonist.



