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experience simlar synptons and require therapies
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immuh K S ARG Bt i B B GRS B RIS Tan.ang thus the
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cl at ed bot h creati ¢ inflapgmatjon
joveni BERAHS'meilibepgiogufibiisateifie dhtiooul Lailing peare inthe
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these antigenic peptides through their speci fic T cell
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presented only in conplex with major
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associate with the TcR (Sanel son et al., 1985, Cell
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activatiomd . It Bhsbeeh Shdwi2 thaGiechetivgtinggDopertiosand sph batesuli fmm TcR cross-

e SIS Bl SR Bl o s s
via 1ts%%¥t%d§%{l’aﬂ&1&§‘& af.e1988l 8hr. 3CkhMadd1 o158 6456518 Telpens et al., 1985, J.

mAbs reduces the toxicity of t hese agents
Immuiidtat 341498t 15020801 etralan 986, 4ielli lormB®L &S0t 81RERS). T'owaxample, the use

of OK% m?aé&]ou }&f tggﬁ%gSe% fgtg%?‘tloﬁlr 1 Bl et? -b dF;l; gellslagg'ﬁ?gg &eaﬂ'r?gggells prior to
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nmun. ; ; Ferran, 1990, Transpl antati.on, 8 éf
(Abramwmm% ffralﬁplévﬁaa% 4f @é%t@laiteélﬁaﬁht 1089). rRepogigd gigie sifects of
oK FIRTBER S8 kb, DB B o, s
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1988, Aﬁﬁnmdld Did 994121481 42038) 992 T‘éadsmaﬁtraagys@nes)sl ve
Monocl onal Anti bodi es Exhi biti ng Reduced T cell

Activation [0016] U.S. Pat. No. 6,491,916, U S. Pat.
application Pub. No. 2005/0064514 and U. S. Pat.

appl i cation Pub. No. 2005/0037000 describe the

nodi fication of the Fc regions of




i mmunogl obul i ns such that the variant nol ecul es
exhi bit enhanced or reduced binding to various Fc
. woeaceEphores wWhen conpared to i munogl ohul i ns w PaTwiske6/027386
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<l apnl| . . . oy E y
R e T E L R
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t.ailorj t af f i ni for Aacti ' or, suppr.essi ve
Transp < TR Ao Gpb ool riitierd i degeafbol; Tiathigat Proc.
22:192d?:8AIe§feF mlﬁ_l'aﬁtafi&ﬁQZW, P 1ma&s 8l ﬁﬁﬁqhﬂ.?%; Ferran, 1990,

control ed. For exanple, nutations in the portion
Transpléntationy 81642k dn @iditon, p&vitumwesubls eeportdd i infidearingF(3HW R fragments

of 1435 B Aok AP e PHe e eSSl T 2B e of FATR binding
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et al., 1992, 8th International Congress of '1nmunol o

L ! gy
vivo (Hgsgg TraqsplgnePree., 4991, 28840; Hirsohs bllawnumol. o5 7147:2088).
1537-1543; Xu et al., 2000, Cell Inmmunol. 200:16-26).
| npor t 24t | yImphinoswipmessine Mibipoclenali Antibddies ExlphigingyRe¢duced T
i nduce TcR gelHAkt@wdtiom and i mmunosupression (Xu et al.,

10016{ nen Foh 801 @S T 1085 Pt SR EaioEeD. oo indp el SBhand U .

Pat. applBhi G PUH. M. bHE5/603T00O B8sclbe theGRIdifioRBnIr & Fe regions of
i mrunol ogi cal di seases, Etgrtl cul arly autoi nmune

immurfidetadios sudhythaidhe marsmemiotegules exhibilbnleamcedior reduced binding to various

e reSE OB LSt B SRR 7 HG5EPL AR Bhcwr e

patent§hpplivatiomvdRatimedifivitidas tothe Fdrbdibsd dfaEGAMtiBddies such that the

.anti bodi es that specifically bind the epsilon subunit =
affinityifeuihe Ferfeisgleaivatpgnhanegsd exedycsel. Bydpiiring theafhinity for activating
o a3 40PHL 555, S Ay B0 SR i ma may
be mosdeidetidelg cohteeiled, FobOxidnpl€lmButdddi, in MiROAH, Matod 2f & hmmanized

OKT3\g1 b2y Rrop g Greo A0 bl 1A gienBpaltogge binding of the

mAb 18 1AERH an@ A fne IFYHT and@ and RS 194 nlafledPRAuRA G ctivdlind phenotype in
preferred enbodi nent, the anti body has the binding

vitro (&frere ¢4 ali, 199%f 8% InternationaleCongness (o6 Framuaplogh 832 8Okkgre et al., 1994,

Trans R iEo Sy 8 15ACATAbro B ng e f EPaRELTREPEPAG2 ey, ois

varianEMAY Ridiks)the Caplcity 1l ifdhscet TeR Medglaieh &1 ihepe0dspredsTon (Xu et al.,
and/ or conpetes for binding with OKT3, such as a

2000)humani zed version of the antibody OKT3, such as OKT3-7
(see the antibodies disclosed in U S. Patent No.

6, 491, 916, which is incorporated herein by reference
i P itsWﬂEﬁMﬁﬂﬂiﬂ)odi ments, the anti-CD3

anti body has di m nished (such as, but not linmted to,
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adminfiter ey hateidctrcthei@p@iticllpos prophydadiicelie hdebible@ount of an anti-
detectabl e binding to at | east one FcgR as determ ned

CD3 apijbedys dypartisylar,fhe methode obithe invention providefpbedmisisgtion of

8 o SR RN 55 LT 0 e
exampd€) cl agbotiizamalWgor heydetdesined 8in (b.gs Suianized b chimerized

. less thap.1% onpar bi ndi y i, bady
versioRSGh AEE A W HEDOHS Ly oa0ePar A 0. iadH o Ho 02 37 AMA030, or
compddé REBIARLY e, SR1LCCRIB-£3A1 NAONIYTH 191008 M3 58 Rding, and

as det erm ned by assays routine in the art. In
addition or alternatively, the anti-CD3 anti body has
di m ni shed (such as, but nof limted to, |less than
50% | ess than 40% Iless than 30% |ess than 20% | ess
than 10% Iless than 5% or |ess than 1% as conpared to
bi ndi ng by an anti body having a w | d-type,




gl ycosyl ated Fc domain) or, nore preferably, no
detectabl e binding to any conpl enent receptors, such
wapoAbgnedas determined in routinely used assaper/usm06/027386

- mdy by Based e Al dg @R &6 nteti3or Igfé baskbionedln 4 Brefigtedcothpdinned, the

: t.her. aphodi i cks. ip.
oY B o RIROLLIREES o 05 BALLRGY BT AR, B0 B U
PatentaNusi 4,688,019 did &1l hE&00 & mddel are iicorpordted Bntdfb@dye herein in their

ri ses. an Fc domain havip or nore amno. acid

entiretiegl g ISR 4he 0ERE PERE OR 1A BBY/ORFOBPRIeS fiog buding gt PK T3,
L0 J d o1
s o QB ) s RS9k o 1P B g

discloded @B U. 1P atay@Noa6 40 b0 16,0onltich 13 incoepaetetherimbyrmfersnce in its entirety).

In certgp o mets.cbs 4ntt-hOB b Be D rinibed Fich gt ot HEHed to ess

than 5?%‘,’%% {h9R 409TRIst 88 30%, KGs GRABOMN, NaY Hpe 13910k fihm38% 8P less than
e.g., substitution, iRAsertion, deletion) at position

1% as 28apared thbinRingrbyginamtib@ihavingk wild v, glysnsy2@sd Feippain) or,

of .the Fc regjon...In a specific ex | g . 1n.accordance .. .
more {FEHAT A6 ERBBIREn 15 et PSR EresiRgaR N gS Foutne in
the artC ¢BihkS&Bbemehts@EBhIRL AI38VAti®ody BaddinifishddqBudhtas, but not limited

position 234 (CH2) of the Fc region with alanine and a
to, less thes 60 You tesothan ttO0fse d4ss then 3935 16’(563121}1 28, tless thg 10&pyilesg than 5% or

W al ani ne. -1 L e i Or '
s R DR A G o EOEARRGH Be
domaiﬁ))dffpfrioﬁéi‘preﬁﬂalﬂ?, rdﬁf%dtabﬂhﬁhﬂhdﬁggao shbeit Ihb]tﬁtHCQR adtdetermined by assays

Se a4 E . ! ;

routind (i Py 4 SR8 PLAICPIRSHEIIa6e BT PRtodg e tiptpiahed Guch as,
but no%ﬁmﬂﬁ@ b5 QTGP Teds T84, 18T RRAI IPBISss thiE2 RALIERQH 10%,

of the T’'nvention conprises .an Fc domain conprising an
less thah 4% ordesatthanok¥otas compaéd of bintliag By anegiibedy( i@z awdd-dype,

al anjne. at .position 235 qof the F ion (CH2 al,so
elyco o SR Rt el peerat's BpOBeTry wfgRent

thrs€such ab, €14, B i imihe®in BUGRY QEAGRERE] BPfarBlule: ffdiments, the
reeep h]gv?ur? aan aﬂani ne at positi on‘y 234 o%a;}t he Fc region,

antibofiCkaglvnedylated! In efberembodiments.she prtikody Jaks ap Fe empin (.2, is a Fab
i o, ( CHR) ., Ln..parti i At i .
s A e SR IHASE) i S R s U ABbP Obipics

Fc dofid/hating@nk eg hns adipcicldraddifieatking tHae rgluce GKatRdish binding of the Fe
I (ala-ala), _see U S. Patent No. 6, 49%,, :%6, which i g .
domaifdp algast e F it atdier Byne & BB RsnWiicl Tedomag gppy be derived
he ) N - .
o QSO SO chU: QB PO AT T4, sy o on
or moR3F IgGOAEBR, TGS, onlwiv. | Inrvepainteindoldandnys, phaarnitithedy of the invention

compiER b EoBRH ARG o SBre d CER AT Rpptiop daeko) o positon

234 of 8Bt ESon RATTY ARl a8 podiiGH I @ HD) AT ity Fd deBion! URHSpecific example in
(particularly,” cutaneous), inflammatory bowel disease .

accordan@Dyvith Cris kmbgdiient dbeantipdepiithe Vnvegtion eqmprises pp Fpdemain having

oo GEARRSE b LA R R APRRL i 2P e osion
235 (O Fde Bé rdghte willy ehinen e tied eamhplg 8o uscorduns el bjithahis

with early stage disease to slow or reduce the damag[e,
embodimep, thecaniibedy phiha ivPnBeRICTRRTHERAh F'e dpmgi haing a gypstitution at

. f . . |
posit Tt e P R e R s iogh o ) & the e
regiont @HY) evitthglutand¢ dedc & otheemboglsments,ithe aitiody iofl redavantion

¢yt okine rel ease syndrone.previousl ssqci.ated w
compEShs A S CPREH T A AR & Panton s £t Hedngeeioh (CH2) and an
alaninR@f bdSitrAr35 GiMthé FERBIANAH HISSkndWi AkdnnRld-gheasfbody. In yet other

syndrone is mani fested by, for exanple, headache,

nausea, vomting, fever, nyalgias, arthral gias and

shaki ng and may be caused by i ncreased serum | evels

of, for exanmple, IL-2, IL-6, IL-10, TNFa, and IFNg .

In certain enbodi nents, the nethods of the invention

reduce the incidence and/or reduce the severity of the

N Y - » o o s o o S o,
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relative a simlar admnistration of nmurine OKT3. The
nmet hods al so reduce the incidence and severity of

othevooemdyer se ef f ects, such as, but_ not |In1thTHEZMMMZBS6
g B0 O feruvRRseRicempy SR fomahaping an alanine ai

positi a%a‘ﬁ_c%fgl:xeg%“ IR 10?1'??5—%23}1 ?llﬁ’%%_lp a%féll)ai’ﬂa%‘fl&g 535 of the Fc region (CH2).
In parﬁdlﬂarl“d&ﬂxoxihmm Ithb antiboéubf thp émieatiorf BEIKT37reoagitistigithe mutations

di .
ST R P 7
is here‘%?ﬁmgﬁor%d b ?efbﬂ%ﬁ@é‘fn' iR bntift 0 Mh Bﬁl%r @b8dimehts; the ahjﬁb&ly of the

'O," TNFa, " I FNg) are undet€ctable in the sefum of
inventsomi mblmmispmid H;w;domansha\ong aglutonstent positttwc3nown in t he

10018E 10 B ign PR PRy o6 of el Braveryipe gr
amehdrbcﬁrilé)the %’Eﬂorﬂs PNehtoBMubE dHe4seS§RH ak MypHEDHDetes) }%BIIQSIS

| ect | ow ng admi ni strati on of one or nore doses

rheumefouiaartlaﬁtss m@%(pamqutawy cutanesuf)d nél@ﬁ]n@aé@wdmml dispage (B3D), Crohn’s

d1seas?,hucll%er%l bvgd;tohé% 6111%}{%;)/1% r%cfefoemsss E];f% g%ﬁg ?atnztg%l%]aﬁ%t n‘hgg’l geaft vs. host
diseast (@VHEDO&tE. POGicHIgLN] the hdifods bﬁmeabmtloﬂz& a&l@éﬁﬂagedue $ssubjects
t han about 150 pg/m, |ess than about 125 | ess
with ephy ptaghdigeasq gDslgyg/Oﬁ{edup@% glfile g@togamgﬁuty prcbmaintain a
high 1{J%g§f %@% ag@/dgg(;({]qc? t]#eglzeéd : ﬂad%hé;fggﬁt A Oln%flmon 111% $Sethods of the
inventidnedilvaitagtoudly recgicﬁthe 1h161$18ndehffm>r adyoltin A@lmgiente of camklne release
t han apo ut 35

syndrqrpg, prgvioysl Pg@ssrﬂma eéi \ﬁlﬂa %ﬁlsnﬁqttrg%g% SP urtage3 thp agﬁlg‘mhes é’%@ 13rpartlcular
ant1—C®3%t1?9d19§ , CY168iBe td1aRe @9&1-1‘51113 % ﬂﬁgﬁﬁested"tﬁﬁ ﬁ)rteklﬁiﬁgfébﬁ’éhﬁache

| €ss t han about % , less than about
nauseg) Q/bmmng, dver, toieahgiad acthradeipsgpnd s akles end prapi balsewsed @y increased

w1 B8 B e REPN TSl froimens

methoﬁg bithe ihRS&foh RAGcAe lﬂﬁm@en@@ afid/or leg6ce the Qé\/eﬁtbo@lﬁ th@ symptoms of
or less than about 1 pg/m_. In still other

cytoklgp(mi@p:sp(gmcgomg assopiatedpyith @n@;@ﬁrﬁ‘@@l Qfeanganubpqi_y of thp fnygntion
relatlvle Labs}rgg?r a%‘gﬁtéls\!ré:tgm CE‘I%K%GOQT? eqhe ﬂle g QEO %&H&Eﬂ‘fg 1H@idence and

e or of her ne nown 1 n
severl@r dﬁoﬂﬁ@aﬂmmqmmh;mWMI bitinonlimited tvg BBV aadivaticmSmsaunbgenicity
CD3 ant y.to sai ect.

d
(prodisBipR BRI HE: FHSHiS PP OISR CBH AT 'ngﬂéssmyawﬁmpema

L Relal et shengss than about 10 pg/ni, from
thromH etr%ctaa o %)pless t han about 15 pg/m, from

[0019]1 n d et ebt @dniam ctmbddezslsnts,lrfaﬂowbmadnﬂmtp@iom of ohe @rmore doses of anti-

CD3 3 g ect ab {'cbccplgﬁ%g{ ha%[h%%o th%lélv bytpﬁlgﬁ,? (e.g., IL-2, IL-6,
IL-10 UmP& QFNQEQ@ uh@etb&aisle i AR saRAbF A sﬂ%d& by ELOSA or any other method

undetectable to | ess than about 50 from
knowny i et tfetdetection o6 seumipsptediso li othst %@bQﬁlmenﬁsmﬁe or more cytokmes

e EEIEE: D016 | 9050| BAPOERRLd AL o) Mt v

adminigitheibe of ald @ rhoreldesss dflaﬁranamm arﬁﬂﬁdpgi $did sibjertaccording to
undetectable to | ess than ou 250

,, from
methagls éré‘t'b@d{l‘éﬁé‘Fl@n plFomESatiRanO s uggmg/mflfls%ﬁ than about 225
pg/mluﬁ b+ l?cﬁft 906 gg/?fgsl%ﬁ A& al?cﬁﬁ? s g%o lglgésnfhan Mouk 9@Fg/ml less than

ss than about . In stil
about dﬂﬁ @g/ndnlueﬂjhhm anu,t 160 pg/onl, less thaw ghhapik PO eg/nqlelegs thap gbout 80 pg/ml,

less th&p gb%tjg peggpl gianlag%or%ﬁngﬁess ; eCtb %(g%g/ h? lg rtHér':ﬂ about 45

pg/mlt REs Mk hbcfu@h ynﬁlgleagimaﬂ laBt 35 élgﬂnlo_fesﬁ)ﬂﬁn@bomg@ﬁﬁ @&s than
of an anti - anti body to said subject according to

met hods of the invention at a concentration range from
about 5 pg/m to |less than about 10 pg/m, from about
5 pg/m to less than about 15 pg/m, from about 5
pg/m to | ess than about 20 pg/m, fromabout 5 pg/n
to Iess than about 25 pg/m from about 5 pg/m to

o " I ~~N I T =
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about 50 pg/m, fromabout 5 pg/m to | ess than about
75 pg/m, fromabout 5 pg/m to |less than about 100

. + « WPaboToooden om about / to | ess than about  BED/US2006/027386
" dbout ggpsﬁr%h P OREARR 28 pg@l}lmwf ep é‘%@lttlgé’ﬂ/“é]b It thap@oout 14 pg/mi,

r
less thglgfct?gu’t lff3 ngyrgﬂggégé‘%hﬁ aptgét%b p?gq, f2 tlfaﬁ%ﬁoﬂqqmg/r%ggess than about 10

ut 5 ess than abo
pg/ml,dgdsrthan arouf P pginalblest than poguti8 tgdml, dess thanahowiopg/mB9ess than about

6 pe/oflleFs e RORH o mgnl Lt S et SRR A dhaviabg it 5l g than
about 8 9@51@19 bf 1@5% 1.;1%En o ?%gﬁﬁl. NRE11 S¥Hep Elhﬁ&ﬁ%ﬂeﬁts,s@r[é)dp Rbre@ytokines

subj ect follow ng adm ni stration of one or nore

(e.g, HoSeH -6fLaH),dniHa, O¢y)amay brodsteated imdhelsswijof etsubjpctde. 8., by ELISA

| ea out 109 east about  25% at | east about .
or otheythad Rittin 8% ot olEe PR ofioe'eE e 3052 bt ap anti-cD3
antiboadp edéaid Afect a&cdr(ﬁﬁ% to RBRYEs DAY inRhtideaSt coab@ittatidd 2Hge from

at | east about 200% at |east about 225% at | east

undetegibls todegdhangbopeHkpe/mbdiam préetscizhle falgst thabehaut 35 pggml, from
0 0
undetdRjableBusBRAHbHER B B, 1R TR OB 0 ab RS gy, rom
undeteatablestad éssabaiiboGOIpg/ail, ft@ashdabmatile WRS thai ab@ad0 pg/ml, from
0 0 0
undetqac%%ﬁett tpﬁgsgt{%maﬂfb@@e 50215&/%2%;9 an e@%%%%éﬁgg;th% i &5 pe/ml, from

undeteeibRibNES éha[h a‘%)%ﬁymo%ogéﬁlg Grodt! Gh@e@é%%}% R 1{%%%144& %@fg; £50 pg/ml, from

simlar admnistrati mur i ne . I'n ano
undetegtabbedioesstthant dbeunZiOhmedmb firanh endetectatie resseblarcawut B%0 pg/mi, from

undetch b orleRsRhanci i U0l e BROeieebaily boPestpe S gsq mggml, or
from 1€ BleBliaBletdds® fhaﬁfab@tﬁ_elog?gﬂﬁlr. Gn 408 StheP bmBHdiaRhis; §4Lor more

antibody to said subject by at |east about 1 fold, at
cytokinesdz1g ,abodt 1126.f1b+ ), TatF ol nagychet degectasl id thesgeruna g€ & subject (e.g.,

£ ol | east ahout: 5.fold.. .ea bout 6
by BLRPHE offe! el Rl e ARF ool a7 St RgRhord oses of
an antl-€BStanfbedit toSafdBubiectdccbidaft toaxabidds P tedindentidh ak & @6iicentration
about 12 fold, at |east about 14 fold, at |east abo

fol d

range frgmfaPoyt 5 pg/mlda dss Hgsaboutd Omsrmal, frgm abonsy paldup 1o fhen about 15
fold.

pom, Pl abB S A28 SR hpdooP 0 pefh, HERTIOATS Phiraf ol than about2s

pg/ml| East abalbbdpg/id tb tdsslthaabdbwdStpgabl Uurorb @bdwilSchg/mt td lesssthan about
about 75 fold or, .at | east,about 10 old. relative to

35 vefie Seopr it 5 Be0 s BaRabEH R b e ot T if Bphan

about S€ pp/M10 ot bk §$)§/nﬂstp Fest @il abo@tf 753;) il fr& about 5 pg/ml to less
admnistration of nmurine OKT3. [00 Wth respect to

than abeusd Ofpatmloffrony pleout 5 pénldpdess thaneabant 1 50amémh fromaligut Spg/ml to

adm ni red .t achiev. 0] intain a el , gf
ess o Gl P8Rl BnBRa oy Bt Wil By 23 B, gy about s et
to less|tB&Baion@BOY poHhl, dréffosn Akt 5 pYml 1©9&sstiamboubds0, pd/BES
n 6% |less than 5.5%or 5%or |ess, At the

h

[0020]t niti a oW Fherrepmbedpgis, theampibadsofithe mvantign reduceriag detectable,
. LY Z. 59 . %.

e o} B8 Apl By IR Y ph e RybAR 8 LEE R TRt e

adminfstrativl &6 G drpn@t doses lof ameas-lSdantibodn® abbebiet bf at least about

h t t f di tes, h dmi ni ti
10%, GCHS} ik ol et ot S kot 25 81 it BgptH A0 et Least
about %5;@,' £86hsBibdu® 850% % %iast%%t B, of B4t £HUP 2009804t A% about 225%,

1
30% or 20% of beta-cell function prior to initiation
at leasbpbaut 5@ %reritlcasTaloundTioni atdeast abwut $90% Has lepst abouCEiP %, at least about

o ' i Lvent a o, Lhereby sl ow nset or. -
350% MABORRE A PR F S POUERE sl G bRt e RESGbp G s00%,
least aboLA00%0, atiEhstiaBbutB00R) at 1Bhst aB6Lit 1000, aft 168t bBMRNDOOM relative to the

provi des net hods of treatnent such that a single

treatnment or treatnment every 6 nonths, every 9 nonths,

every 12 nonths, every 15 n®nths, every 18 nonths, or

every 24 nonths with an anti-CD3 anti body (preferably,

wi t hout any intervening treatnent with anti-CD3

anti bodies), results in a level of HAl or HAlc is 7%

o ~ N7 o ~n7s o P Y. Y o . ~n 7
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Specifically, in such nmethods of the invention a
single treatnent or treatnent every 6 nonths, every 9
wmmm?()ﬁevery 12 nonths, every 15 nonths, everPgTA82006/027386

ségf¥ ok i otz takineR &0 KR o4 theavbjectisy malf ploaigimilar

adm1n1@ﬁ’§tﬁ;n ¥1%e g“ Yx§ er eﬂfbgﬁ He B0 Me ﬁ%ér}ﬁfon reduces
anti - an ies ecr ease average level

the detetshblere. gAyEILIS AL bendeatratéontofloyie abmmte kalamwthelﬁb%m of a subject
about 15% aqout 20% abo t 25% abo 30%, about

followingde adfmstiaen of AT B8 oSS GHAn B K{D%@%bo &ﬁﬁal(g%}éaect by at

least aﬁaﬂqtfoﬁ%@lgést a@aﬁtz £6R% 438cf %&@@%mt 8 1048 aMu% atfm%nst least about 5

evel's a hs, 15 nont
fold, atieadt AboutdrfoRY at‘rieaﬂﬂahomf%fefd a1hleasp abwtdesli a‘elaas'mhd)ut 9 fnld at least

about BERYaf FisBbroftad o e abous 14 Tofehgh ERBBE 6 fold. at least about

18 folcr %Pﬁéét%goﬁwmlcﬁ afRRt ABout @Y T6 M, & mﬂamt 3@ Y§lelyat Ieast about 35 fold,
hs, every 15 nonths, every 18 nonths, or ever

24

at leas’nabpu’r 40 fadd.iap 13@5@’0@9‘:1451@)1&, raébast@hputvﬁ Orfoklth tat leasg about 75 fold or at

t he .avera Qr
teast o BRFO 0148 B SR A5 o8 chSlr it bl sorom ot
subJecgasEh/ﬁeSIﬂbQﬂé sialffar adaitistrh8h ofdatbe OKM3. about 20% about

25% about 30% about 35% about 40%_ about 45% or

[0021]about 'Witraspeeidaiecarent of pyre t ﬁileb@tﬁe Hhe D3 aatibaly is

L
oo 5o TP g 08 g o B o 1 s
than 8%5&1@"7(5%, ladsttlsn 2%Slesgihen 1515%1; ]afnsntﬂlalm 6%, ieeathmrStS% or 5% or

very 6 nonths, every 9 nths
less. Ao gy SRR BN 1] S5 Y10l B Ch LS Sy Loss than
7.5%, 3 Hiafr%s. ltﬁ?ldé’S%C Q¢ bR g"/J Br, it PRIFNAES, Rbmi4Y8-6% (preferably
I nvention erably, wthout “any I nterveni ng
measuterdeatthnaeahsemetdf ottret ire@BRntifor idvddiessych ahadnzinisiragen plesxepgenous

1nsu11r§o§%5%{ﬁ1%g/gera§%ﬂqve %‘@{nggtgto]{ﬁ%st %étﬁ’? bg‘r &9 5 (y) ’LRO%’ 40%
30% o@@@% ARUL 0¥ &TondirRAtEnitidtidA oft Bestinehl) OPhd ﬁﬁﬁmisftaﬂibn of the anti-

levels in a patient that initiated conventi onal
CD3 ammb@dwﬁempvmta daredge; thgreby slomiiespnssherpragiesionaithgdisease and

ni stered ny t
reine g TSGR, ST P S Emetods o
treatmeBIHubE thala Hﬁ@le’tﬁeatrﬁé’ntmb atdtment&venp6 tvsiths] Bvenp Atninmthspevery 12
24 nonths after the previ ous treatnmen

monthgryerielS BB TvERt 18 MRBthgArieveiy aﬂ?mt{a%a&goz%llﬁ-'ém antibody
(prefel%%g} Qisbel £ 1}1@r‘§eﬁm§?¥e%tm t Wit Jitiec D3 taﬁﬁb&hé%? Fﬁ:élﬂit@ jna level of
ponse in-a et erm ned

by a m xed
HA1 dral &1 @is &6 bems @Wﬁﬁx) lesn 6 oxgbsusc 6§% olkss; alni% ouéets 6 months, 9

t ol pr an 1)
montyy AR B BRE e B o Bty et ek oo b
spem@éall&fﬁ%hei?ﬁfethda@bf aRtigvdrayea %ﬁgledkb'&lm&lt‘bﬂrbatfﬂéﬁﬂé\lm6 months,
as determ ned by the C peptide response to MVIT,

every 9@'<5mhso evaryd 2 phensls, gvarE d8 masthenpvesy é8 axuths, gievesy %amths with

o s B BSbL F),  AcPEL G R i),

decreds@ir the @be&@@leﬁ)ﬂﬁ&l@l UEHRE ¢ O thepaniebgdiboet 1oy abber Hbbyabout 15%,

MMIT) resulting in an area under r 0 o
sbout 23ks 5 350 RPHEBEG S o4y e A o015 57 gut 35, about 55%,
A @t 6 h hs,
about %6% %l:ﬁtgt §§g &d%out ’gﬁraf g%/ gcglrﬁgat%fﬁ aﬁf?-%rf%ﬂg?eg&ﬁl.ﬁv%% t mont s, 9 months
12 mcmh’s 15 moatd;j 18 mnnthsjm F4rmrenhs dter pheowedioss treetttmcnlfs I@ﬁddltlon after
that after smé treat

weatmep Rt LFRp o8 Sheshie o B diReSnit € RLEB ey §r opeated every 6
montHED@J;e'FyS9 nfOHBRSY eviddy TR M daghs, €48y Y5 ﬁﬁ)nﬁﬁné\k@y l@mo@ﬂﬁfyré%ry 24
hs with an anti- CD3 antibody (preferably, wthout

any intervening treatment with anti-CD3 anti bodies),

the level of C peptide resppbnse in the patient is at

| east 99% at |east 98% at |east 95% at |east 90%

at least 85% at least 80% at |east 75% at |east

70% at |east 65%or at |east 60% of the




i

| b

pre-treatnent response as determned at 6 nonths, 9
months, 12 nonths, 15 nonths, 18 nonths, or 24 nonths

] Wefzt)(avoopdm o] }E) j,ous treatnent. Specifi cal ly, i BCEUSR006/027386
nionthigEpigisib L5 rvithest dhw iateryeming eatwentavid) s1-6 DBraatibediey), the average

level &f@ﬁ?ﬁ&eﬁklg Yr?fh% é)gtlgfﬁ%ﬁgﬁmm%é{&g }SX gbgmr(})t.f/%, atoufiY &@ou&% 5%, about
nmonths, ever ever nmont or eve

5%, atrown 1 0%, amcmhli% abyutuit 2073 atsont iz’ﬁ%dgbcmt BW)dabtgltB@%UEltdmde%, about
of the_jnventi onﬂﬁ)r eferably, wt i ntervening

45%, erabattrdite avFAPas Rt@éreaﬁquﬁlfemlé@ thﬁl%a ogghs: L eyonths, 15
monthtg,\leO &nﬁﬁﬁg e e%ﬁrea%"lf 14 Gthér elﬂf)odlmentsyafter a

ase glucose ¢ anpp oce ure nrie pa len rease
single elsatnmnt or tesadment eveleysﬁsmanths, ee/ssl @Qmonthk syt hhmoﬁﬂn% every 15

montls gy vl GBOHBE ¥ R IR BHE A g L aibody Bociipmto the
metho@?of@@'irﬁ%nﬁ&ﬁ(ﬁ?&@fa‘%y withogtanfaniehenisttRiatrh & wRIHEMHOTD3

treatnent. In additi’on, aftef a si ngle treatnent or
antibotlies)atheeverage bavl & T hohEIA levie tye @itinwiris esates fhanyaboot 10%, about

2o, TR R0, AR LA RL S, st oD o S Bl e 00

less theh tHelevdlmerntadtient thpt iaftRtcatiodventiohdlatsatradht witht silendlitgcal
treatment with anti- CD3 anti bodies t he average

parampigiseand gras@dpunisiorsd congsiond tregtmentRiter thosmre amaymt oftime, which

levels F)&éggé) &&%rgyﬂécg%%srﬁg%tt}@ %g}g‘tﬂg 3%%%{}}1 é %‘i%lg@g g? glé)n'tlﬁ 824 months

afterthdﬁpmvi‘ohetréamehs in a patient who initiated

convention tes therap r.clinica
100225 ol Tigh ARG b AL BY “CUPRHSE PO fepeiieve, or
ma1nt§1ﬁ %@@?@Dﬁi’cﬁe" re g&%s@mrﬂ)ﬁfbfbct £ dMned sy IRMQ.md 1oBRhE test
sal d peptide response being
(MMBE; mhglue@e aoleﬁmn@twstr(@Gﬁf),mMahs;oui wolemanehtest (IGTT) or two phase

glucose g Zazﬁl 1§c}ug%2 e%eir'ﬁﬁg,paéi}ilef glﬂ}agﬁgg r%w%ﬁtep 4 gsrhage residual B cell
functi§h BOdRerifiRABVERE (Opepiide dsPBie t6 WEVIY TS O, m@:rTememo phase
nmont hs, every 12 nonths, every 15 nont hs, every

glucosersiarhys progedusy ag i 1,% knawidppasskilledingke atht n mrr&ﬁtep@@élynems the
d t.h
pri AR 2 KB B DAL SO 98 B bl
procecﬁﬂé (ﬂi@i@ta%%) MMTFE) fbalhltlﬁg irSarL]ﬂ]ﬁ‘Vﬁumeﬁcm@Bt (lA:TQC)‘ @& dease’ o
or two ucpse Cla ure
pmol/@y%Q émablprylferq\h&rrﬁ lqagistf é)m%‘é’ﬂl/%‘lﬂa‘ﬁn%&@@’rﬁf refetaplizat ea&bl 00
./ 2 '
pmol/%ﬁvg%lé [%ﬁb%v%n }fﬁ%qun@ ?ﬁ'ldi/%ﬂé/ﬁrﬁ}%ln?‘mﬂ} acﬁﬁhcﬁlﬂ%d A provides
methods ef ®eainbyt, sualt tHaeafkdr agiﬁlgiﬂt:rbdtmenmmaatment eney & months, every 9

refer t |eas 00 or, Ve
montiRe ey EAr0poN T DGO, e 1 POUon s Ha BV Eh an anti-
CD3 dﬁ'ﬁ%(ﬁsgpr&"eﬁgﬁrt RgthodZanfBateR@ning IreAMitnf Sith @tifOD3 Bitibddies), the
24 nonths after the previous treatnent. ;9[80024 The
level ofdi-peptideaesponsein e patisnt i@t leas N9 at legst & %o, at least
90%, R 165} Rade TSP B0AS o 8ok PNt 10 A SIS B b bl Rl 6056 of the
pre-trdxti@edtlredponet ds@lateririddtae 5 Moneles, B yndnithiss 12 waﬂfs 1 51mishihs, 18 months,
Rel ease (FPIR), In preferred odi nment s, H p t| ent
or 24 gyoathe @fteltthgﬁreglcw@ dreatmgnt. a%]éecgfﬂg Ipripshch wethods of the 1nvent10n after a
soaeRT o LEn o i Boto gty ) s vy 1
montkﬁ5®fepy'rb8 mbnthaj ot ee'aszt 244m0nqult/hhp aati- G]Ehamtlbrtﬁ@ acemyling to methods

of the yegfih reashy, oL B O BEG i merd Pl A gD Palgdies, the

avera eQ@ven 150 L deptiti® rd@p@rﬁs@% aqlxuelrrtm dAENUSTI6r tﬂﬂi—plﬁis}é glucesesclamp
han 8 years of age and prlor to adnministration of an

anti-CD3 anti body, the FPIR is at |east 50 pnol/1, at
| east 100 pnol /1, at |east ®O0 pnol/1, at |east 300
prol /1, at |east 350 pnol/1, preferably at |east 400
prmol /1, at | east




500 pnol /1, preferably, at |east 550 pnol/1, nore
preferably at |east 600 pnol/1, or even at |east 700

. Wprm(b7/011906u 4 on he i nventio i.des. nmeChas3006/027386
proceRe f HERERGR QRO EAsar by feve hog lélﬁ?ﬁs@m a4 RSrThar 0%, less than 20%,
less thah %@‘ng tH2%20Y% @esgﬁﬁh%% }Sregtr%ﬁtsﬂ‘ieve?é’ & d’et%med at 6
every 15 nonths, every nmontns, o every
monthsj 9 aronths, 12 manths, 16 momhs;dlfi mmghs; oe24renontls afiet the prev1ous treatment.
nventi o fer ab ut a i nt erveni

In add Q55 B stdle FreGEnt SHir e Byad AP O e B Ripuhgeevery 12
montﬂseafe&y 99 ¥onts, é\@faysm 288hs dr dvE§Sid 5% Hith a8 asti- A9Yantibody

| east 85% | east 80% at "l east 75% at | east .
accordm%o xacthpéa@ﬁthﬁ W@mora(pmf@abtv, it efany mategyering tesatnmmb wvith anti-

N R L T

phase RhR¥beOt18mp hectkOs in thopatediiicad 1bast 10%, 309%30%L 419655096, 70% or
the invention, after a single treatment or_treat nent

100% @yestsy tianthalaysls iee ptjens wheriniisted spryaptional dinhetes thesapst with

t

simila R S s TR P LEC g R BL B Mol
month, B\nestith, a2 Iﬁm{tbflérlﬁbxhth,or%trmmb %amd bdid ﬁéptﬁiﬁer@onse being

re a - ti.bodi es teaver e FPIR
deteminﬁecfl ﬂg e é»r% ma%fﬁs é%@ntgy 1I5é%%m]@5h &% mogghs, e 24 s after the
prewo%{ctregtgﬁtthan 10% |l ess than 20% |ess than 30% | ess

han 40% | ess than 50% of the pre-treatnent |evels,
[0023]5 aid FH @edlé'ltsemhodmlﬂanﬁs afiert heingle tm‘umtehSor tlt@trrreﬂttelvsny Glfmonths,

evry BRI o1 TR, B 3 PRBPRS G BF ol et 2 months it
an anti-CEBtHEBSIENROMirkk (0RRS MStholY 6f the %\féﬁﬁ&h prefeMdlyy whthout any

mont hs, every 15 nonths, every 18 nonths, or every 24
intervening Heatpieptwih a@nﬂm@p@ba@h@ﬁ;)btbéyaa&mtbhwer@gcmpmdﬁeresponse to

MMT?E@Q%%/IZ %ﬁ "lé Pr ea Kfsg Ig'luocﬂgaa En&{ rﬁ% telil%ali%,SI?IﬂX"l{P resulting in

an AUdVef afgeastH) ﬁnbl]knt/b@() pat. | F0pmblémE240 s 160 palsl/md U0 nFa g0

42{0/ 50% 70% or 100%greater than the levels in a
pmol/g, LA QR v#bPAY l 24 Ltk opFe Rl Fh leash Wrwpdany 3 mjsy, more

a i.ste
preferdi Bt R 102 prig 280 DA Baf R ARAD il "L response
determimert i mobthsn® ntonths1 5 monthk, r mé&hsydi§trhonaks, iop @4 nsomitlds after the
. FPh_ R determ ned 6 nonths, 9 nonths, 12 nonths, 15

PrevIORX HEHEICIh 8 ot hs, or 24 nmonths after the previous

[0024] I eat MR detbihifRRM! cff'@p%?ﬁ%l@%s?@ﬂieﬁs adtdaSlire f ﬁlc@mf@nctlon as is
treatnent or treatnent ever mont hs, every 9 nonth

knowrptpeqng skitleddmthesut. dy ether embadiments, B@vléﬁylcm@n aoresidual ﬂwell function

is dete?xﬁﬁ{eﬁ be %E ﬁfé{%% I#él‘il? rl}(}geﬁa? éﬂPI%ggIé]fapg%% m%c ﬁ%e%% 19 )patlents

greatet thiag Bv@Bisg ap¢ Qat pﬁiﬁtto Mrhhns’mttlbn 6ban aﬁI-Cm(Hnﬁﬁb)dy dfhtie invention
patients have a FPIR at |l east 300 pnol/1, at

have amRmf@F est 390 pral/Ast §pasta}50| rezelfl a8 depshHf) pn_lol/ln@trléfs?ﬁo pmol/l, at
el

least 58%&%@%{%%@&%1 A ?@E%sé @8@ phidhl, rr]tﬁe ﬁfeggr\iﬁlg aft ea%teéfl‘)% &J&H or even at

least 780 ph@di@;t Iﬁﬁrqﬁsm:dd/ ehbodimémeafir pﬁﬁéhtq{)lrmé than 83tards eﬁage &0prior to

oS TGS BRSSO R ek o0 Bl 1 o Sy
least 280 %)nol@ éh'i tbabtP0R ps1e) rdf‘léh@ﬁ?:ﬁ)tprﬁolﬂgﬁl%ﬁ?abl af Ak 180 th%l/l at least

5 nont hs, 18 nont hs mont’hs after
500 prpelélvp@t@abIVe@éﬂmWS 0 r[r@@élstjnorerpreﬁere@&y gfjeast 6@ pmol/l, or even at least

700 B 0 R BI SRRER b g s

treatmeteatireambent beerg ijlcﬁﬁlﬁs doas 9ﬁﬁ<5nth§ @uiérk € 2aadYithd, sV érgtlisanonths,
of insulin or requires |less than 30 U kg/day, |ess
than 20 U kg/day, less than 10 U kg/day, less than 5
U kg/ day, less than 1 U kg/dday, preferably |ess than
0.5 u/ kg/ day, even nore preferably |l ess than 0.25
U kg/ day. In other enbodinents, a single treatnent or
treat rrent every 6 rmnt hs every. 9 nont hs every 12

. e . o~ A



W nuw 4 p’WGQ 7/@%,, -4

intervening treatment with anti-CD3 anti bodies),
results in either a decrease (for exanple, of 10%
0%.,..ar 50% .i.n the, unt_ of i nsul PAT/US2006/027386
every 1 é?ﬁﬂﬁ%%ﬁ"@%’%@ gﬁ’é‘ﬂé@é’}”ﬂﬂ%%n%eﬁg &QnH ge@cpr,qliqgﬁg the methods of the
inven@AS(pAIEraB L Witho8f arly 1St HeRink SRMHEEH wWRG antie tit¥dies), th i
1nveni ncr easea I(};f’o Ilegs atngan 1°e/omf§ess thaan@%g?%]g%%hanlefb%eFPIR '
at least 88%, ahlanst 20%, ot lehst 98%, htdrasB 0080 it lears 85Yanat least 80%, at least 75%, at

i nj ste on _aver, er .day as conpar ed t .
st AV B8R or e PL RATE i eRbus e papecsay PR d¥fermined 6
monthEEY hdinths€ MPRG0IABN SmoAthS, RthEnths, @ALABUN IR aflel BRIPI®ASuS treatment.
every 6 nonths, every 9 nonths, every 12 nonths, every

Specifiglypintish methady of thenmyentien, afiier @ viogle treatmentoh reatineht exery 6

ntj.- ant i cordin he..met hods, of the
mont Y Bl 8RB ARRGRNE el f5 IRGuITraRy L PiglnidCor every 24
montHsvAe areaiti-BDBndbddy 4eB8rdaid! tb Hiedinehbds 658 idventioh @heferably,
average dajly dose of insulin that is 10% 20% 50%

withoytzry infguyenimgdseptnent withantifeD3 oetibagiestidhe gvesaped TR in the patient
de:cred.(s@s?’l(!g}L 185 a4 ?(% ftﬁ)ath 5 ,qésts'tﬁaﬂlt @%,%éﬁﬁﬁz@%}l%&ttﬁ& 30%, less than
I. €, simlar chem cal paranet er’s at e ‘begi nni'ng of
40%, tekethan 0% afrthy partrqaeneradgvelshadid FRIR detbrniiaed b vedhtlish@ months, 12
ant | - nti body treatnent, [0026], I n other .
monﬂ’éniﬁolalpﬁggt 128 PGSR CH GRRNUBTalteR e ITURAYS rrimety e additign, after a
single 244 dnt 8P b AnfAUPRGYE BiThfhs ERIeHPY ﬁﬁongié, er? 12 thonfhs, SverP15
or nore episodes i a one-day,” two-day, 5-day, 15-da
monthgy evesy thynopthsj ackvary 2ZompuihedithansintiiCla3 kytitwidy ne¢oading to the

atjents nat having,been adm ni stered the anti.- .
method§bf B85 <3Bbn AaF D N HaC| PR G g RpPy i ni-CD3
antiboR{eSY, Sd RArRBIFPUR IR HeDatihies RALAsENO%] 309N, 4%, 308RI7D% or 100%
of age, 18 years of age, under 15 years of age, under
greate&ﬂlapg@ level ipgpaticnh e igtigted eenvehtionpd diabetes thgeapyvith similar
ctnc §b e, BERL AR B P BP0 g0t BT
month] 22 yemtls 16fmagie or 18 mohthdekiod 201y ERIRSdeddrnagR] 6 monk ®emonths, 12

enpodi nents, the patient is an adult. [0028] In .
months e phs el iuantherr ¢4 mopdissiisy BerPrREguy EERTQ In specific

cnbo i ARRPARE S P SRt AP ALTASER O oy, ey 12
monthef evietpel amonthSD8/egnt § tmodihs.arcveryi Mgnomnths wéth metahED diintibody

.he inventian. .l.n.a specifi nbodi,ment, the subjec .
accordis e 15¥ PR a6 V- BEBPS (e aiEy. UG Py TR fment with
anti-CD3 &tib@aiegﬁm@ipfaﬁ@m@ﬁaw FYERIT at {cA& 300RnRAN, HE4MD0 pmol/,

received the transplanted islet cells is younger than
prefergbly, af depst5W¥ pragld, word prefpeabhgatrlcash 690 pgolle ar evenfat kagst 700 pmol/l

9 | en [ [ ubj ec
or o RRRd 8 BOTE EPOELT I 85050 Bl S pgBHAESh o
pmol/eafory prfagsls adfeatti3s0 phidise eval & 1630100 sheleEorgatientSCider 8
years %qnti bodj es to reduce or slow gr ogressi on of the

! h
gshseddidRdstormined 8t bmasihsy & mondh. 1 heroathsel 1 mopthe 18 months,

or 24 BY@L afér th@@f&% tleQmeakanpl &, adm ni stration of an

I mmunosuppressant or anti-inflammtory, required to
[0025ranageln dtberdipseifis embpiB}s ofttlee inmerivni veith espart pr the itdeisnent of

C [ nat.ion. t her apy, net hods. The nethods of the. . .
type 1ERRPEIA e B PR AT CAle SHHICR B e F O 4Spnisgion of
insulirbéreveghdifeh 16ds@RdRU/HeRTay! loss BAK DO CMkAday, Rk ﬂféh'l@ﬂﬂk%/d&ﬁ less than

as standard i mmunosuppressant and/or anti-inflammafory

5 Ulkg davaioe hand Vikehios: metsrably fessib . Sorkelfey, ieyrmmot profesably less
' I,S €, W . respec 1
than 0RSTIUBRIAY S HPShE: crbodiiBIE aXindl b A3RECS: o Svety 6 months,

every D mweitiis, everyd g nbntlexloveny $5 efoachsadwaing 1 inidatts] dedvery 24 months with
t herapies for diabetes, such as, but not Iimted to,
adm ni stration of insulin, GP-1 anal ogs, G.P-I
agoni sts (e.g., exenatide),2pranlintide or a
conbi nati on thereof. The




e e s« WORDOTRIOMBY

CD3 anti bodi es of the invention may further be
adm ni stered with other therapies such as anti
ents, steroidal therapies (forpexaspios27386

sl ory, A ) ) ) L
ah“anti'r&?m?émbpﬁ%%qcég ipgto the mediods of Gsilention ipierabls grigiout any
interv{ihg (EQREn WA A SRMSaief) RAMSANPL SR @ Sxample, of
10%, 20%i 30%) lt(]‘i?ﬁ,&ir’dro%as'n (ttbd&‘a@vh@ﬁi} of ifrlsmlixeneqﬂimécbon budrageqier day, or no

l[imted to, COX-2 i_nh'l,bi tors, aspirin, |ibuprof ?n, .
changg it fhs RFFAES 2RO AL MSULiR S0P PR laY; AlcihBEIsaRs of less than 1%, less
than 565184 YACHORABRRA T0% B?RH%TEEE B6% o?‘ihéd?iﬁaaﬁmiﬂi@ﬂef@a%ﬁ Byverage, per

ndpr oxen, ketoprofen, etc. et a- agoni st's, ant

day acdvobpanektgitice prgdreagmerit avemmgndabe o insnim peredetys Ig tetain embodiments, a

. .exanple, but not limted.,to, T cell .recept
single ARt B S RPRORIoRES PECHL BTG RIRLECr ey 12 mapfhs,every 15
montiieRe} | DhoRIRNSSoveSYIPbABs dhad A3 afiBaliabsording to the
agoni'sts, |ynphokine inhibitors, etc.), . '
methodsofitheduyspties §aafesably (vdthoabanytigtervesing trgatment with anti-CD3
. thotrexate or cycl ospori n. nt, - o L C %
antibaBes S B G e el B0 oA i R IR o PPN 904, 99
less tHaf fhddavieRips daflp doXciidugin réilired Gér d patiehedmilasly situated (i.e., similar
etanercept and _inflixinmab)), dapsone and psoralens. In .
chemiglnaggmetersiabidic begingingfof theanpifh Op e werigdbaidiad nphreepived the anti-
; efractory to conventional treatnents are
b3 %égggggﬁgﬁ%% nmet hods of the invention. [0031]
[0026Pccor dimgtheoerhbrelimamethe arethotll ef i tinve@i3n asstiit od yedustion in
dm ni stered. s s to_reduce adverse effects, such as
hymﬁwmmm% by &) Sab _ %rcma&eéalsaﬂffSHnarﬂn%%aytwo-gay, S-day, 10-day
or 15-@%&5&# Js%%h@ﬁred%@ﬁnﬁ?a&]fy‘éﬁhét_@@ phtBiEMt HENAE Bedladministered the
EBV- 1 nduced lynphoproliferative di seases, e.g.,
anti-GiBnotibodleazbsdingto thy ipicopeni a (defi ned as<1000

0027 P OGS A et B R R g g oo

underd8ryahis O a8, uhf& 128l Flab@tind8r 9 VéhrPSf ddeCol @ider 5 years of age or
enbodi nents, the invention provides a treatnent
from inggicyrin3 searaehege Somed foohyesrs ef agsskomrs toeyears of agedsom 9 to 12

|.b f d .
vears QEAASRER 00 20GRGATH ol oI ol Pl s Y Bepcf S Bau
[0028fays oin dpécifi@yesnbodim@its ftey subjbcehdsadeaiwnit tsansplasted islet cells and is
.administratjon i.s carried .o Qp gonsecut i days .

admirgsteged » gennhi|stiealb %ﬁﬁ%w&flgﬁfyrﬁf%@w%%?m& of Graticl P antivody
accorc‘ﬂﬁ%ﬁ; th@ i dHRRR bf TGRANSRIGH! TY 8 sHRYR erfhodiffaS! tHe subject having

consecutive days, at least 7 consecutive days, at
receivieé rsnsphantaiisiet celisvieaniadidt. Iatothee apcifs gubskoentsvbe seyect having
s B R Ao SBESH 500 B Y R NEEL 15y
of ag€mbodi nents, the adm nistration of a dose of the

anti-CD3 anti body of the invention occurs on no nore
[0029] han 2Ilxgnmeembodimenta s therjpvanbion, suhipatsutionag Eom apeautoimmune

: a t t]

s ey TEEG 00 BB VB Bl A G AR o e
or slowiprégredsion of thodisend hhd & @ays, orpeeviedt #n Inbaasdin the level of therapy,
consecutjvyve days, no nore than 9 consecytive days,,ng
for exppl. pdraiISTiotioh AL UL R TVRO USSP ABR e RBRARD: reduired to manage
the di§@gsecutive days, or on no nore than 12 consecutive

days. In yet other enbodi nents, the dosage regi nen can
[0030be 2 ddhsinventiesslso Brogides combinetie théragysetiords| dhe meghods of the

e 5551 o R BRSSP kSRR Y e Yy

indicdtion, SU¥E a®§taRfsd irdiuddsugfissall arld@s Sntiliffl&Bmbedirtreatments
enbodi nents, the dose admnistered is the sane each

day of the reginmen. However, in preferred enbodi nents
the dose adm ni stered escalldtes over the first few
days, e.g., over at least the first three days, of the
reginmen to reduce or elimnate the incidence of

cyt oki ne rel ease syndrone. [0032] In specific

Y T LT o o o, o - o I



nmg/ kg/ day. In other specific enmbodinents, the dose on
day 1 of the reginen is 1-3 rrg/kg/day preferably 1.6

. .worb angd. escal at to the dail Se as PeTiusew6/027386
R A S 0 (R Y S Penisstony
respe@fo $9¥e i-d1a'bgi%s %Hé’brﬁ%-@ﬂﬁanﬁg@&ﬂh&tagff 8fiR 1Q%ﬁoﬂfmag be administered

appr oxi mat el y kg/ 2 approxi mat
along3vith oth¢tbeérdpips faydiabaiesFuab ps, dut mlmhlyedao,'iadmgfﬂsghmayof insulin,

GLP- 8 gg}%a%sr, %}Lﬁ’opt?gc&ll eé%ex#g?t%ﬁ cpg Fl?{q&gq%gfqggfbma i0 l‘c'l?e%of The
CD3 &iiihedicieithe iBRnHaY mhy ffigr HU Qﬂﬁﬁhstél%d &ﬂm &h&ttﬁéﬁﬁe@smh as anti-
dose of approxi mately 1.42 / kg/ da da

g/ day, ay
lnﬂanap@ipmamts;eﬂgrosiavthmnag/(ﬂnyxalnnledw ngt larpﬁf:d)ta, ghxcetqmq_q;ds

dexar%n%{lass / daéﬁgﬁlﬁe %ggfgc%&%) (OBl 15% p%nffo@?,k / dai}/-io?one azulfidine,

etc.), h&OSBoiddd apfi-lvelangpeoiiéd «Nmmq i(fo2 Bk &nple it d66Emited to, COX-2
adm ni stered i s based on surface area. For exanple f he

inhibipss cspiging ugiofne diclefenapyetodalac, denoppoleamyindgsmethagintkeiplorac,

o HRRTRLIRA o AL 5801 gL TR, o

chollﬂerglohgtmts emhmdomdnlst,or}t fentha S e&almplhyblit not htriﬁled tedi mﬂl’receptor
E’i 35-1 /er/da(gci refira]iy 57 ny /nQ/daéfand

modufsforsy cxalind e qhie T qlgﬁom el depleiing agnisnpeiing antpgonists,

monoﬁf?l@‘égorgé’ts q?hﬁpﬁoklﬂfe imibifrd gﬁzé ngrﬁﬁm%ﬁ?ﬂ@%)sgrrltg S&cﬂ@% bht pot limited

he Subject s adm nister 0se o imately 5
to, ma’ﬂgdtrﬁxﬂtﬁay cydospoaip), 2ntippgogenangings (15, anglas@tidangd TNF-o antagomsts

approxi ma 2 /,n2/ da on day.4.
anclof bR o P Rleo i Ty W i di et ylapsgne and
psoralehe meghamenbbinitsde 8 ¥nvehilod 3G AB&E waRaAk 8B8dome 3 fractory to
day 1, the subject is admnistered a dose of
convegipnad kepErearsare seatedypsing mglhodsal daynveZntgmr oxi nat el y
[00312%2r ggllA%@%ﬁ{g t? glibslﬂeé(r}ﬁ% a@lg anH F%fé;ﬁnﬁgt[hgdg %yé?%l 1815terect so as to reduce
adverspefttays, duchtab ﬂledeh)I&ﬁ‘d rel@s@@ﬁﬁbd’ia’tﬁd @ﬁtﬁdmﬁb&@&ﬁinﬁlhlstratlon EBV

actlvaggg r(%;%;lg%ﬁ)yzélnggé%ﬁ ymplgfp@glﬁf%%@%@ algga;ﬁg;( IengBtt neil)r)l/onucleosm) or

lymplggsﬁlg XddTREE hi< l%g tl@éﬁ%g%@%%éteg}t@; %ﬂﬂ%ﬁg@ﬁ%’?&idﬁ%ﬁmﬂ D3

1, the subje
antibealpgsy @ atst @dycezaeﬂfnmgba@lndalwatmn ofl éhe d@dmapiptratidnreh @asticular

74 er/da ubsequept. days, .. .
embod}wp g% b]i RIZPQ{IC% /aﬁﬁflﬂ%%}l% retge)t@%h?f] thyimgégap?q gf a dose of the anti-
CD3 £ipegy fBi‘Qtdi&ys 130428 g st 18a3R06 Ay T ldhys, gfdaw@%;y@qo days, 11

rel ease and ot her adverse effects, the initial
days, 12 days, 13 dgys @3 14¢leys laaseferrad emhedimentst e edministeationdwwayried out
0 :
om ol 538 57 OB By R R By s
conseahﬁmtda?@ atleagttoadnserbting daifs, atilenst 2sonsahabie dhyd)@uifeast 8 consecutive
about 2 hours, about 4 hours, or, about 6 hours.a ore
days, gtplg%qt (Jcogsrg:\c%tl\fe,fgﬁs at Jeastyh0 qogsquggve; ays, @ 1%'4:?& 5l 601‘@8@.1’[9/6 days, or at
least 1@%%&%&@&;%”% Qﬂ(hef &ﬁb«?cﬁ&'eﬂ@ Nhp gamin?s{%ﬂﬁh A3 §HS§:¢€(9% thflanti-CD3
portions at ‘intervals o ours. For
antlbodx@fﬁﬁiesnvqltmﬁ ougirk gh daynai@ﬁenﬂscoamunvesdmﬂmb iord them 3
of 3-4 als of 6 ursto reduce

i
COHSC?‘ﬁEfe @y mo grorg aBkl ‘i?é‘s"r"élﬁl?é%\g%‘/sc%g’%e 0 3 GAPSTPR YL "‘i-‘/évﬁlo more
than 6onkdt@tidd4yR0EY motd ¥h&@ 7 eahdRc@iRAy B tSore R 8 E(ﬁﬁéé{ﬁ% days, no
dose is delivered in equal portions at 6, 8,
more e P dopsaskijed days.ne wetechae Hbenfispattive dayshao prore thand 1@bnsecut1ve
bs t
days, b\ b6 SRR 17 RORCLAGSTASE yoE PG SRREERS, g doge regimen
can belDdaysror 163sJBodaysionless,vadays of 8 6)] dalym oplesd, 6rdagslor less, 7 days or less,
enbodi nents, the anti-CD3 anti bodi es are adm ni stered
parenterally, for exanple, intravenously,
i ntranmuscul arly or subcutandously, or, alternatively,
are adm nistered orally. The anti-CD3 anti bodi es nay
al so be adm ni stered as a sustai ned rel ease




formul ation. [0037] Additionally, in certain
enbodi nent s, the i nvention provi des methods and

o A WO TIBMEB4 Of m Lsterin CD3, ant.i.bodi es pCinats2006/027386
s o} BN e alsey 10 9o ek e nIS e i s TS B AT, o
14 dapd b:€64sS 18 @@ﬁalﬁsemmmém thd M35k @EmiRstei@d Ok REME BAEARS of the

apoptosis, activation of EBV, inmmune reaction agai ns
regimgpe meyergmrgﬁrme@ gmxyodlmpnfgﬁb@ é@ﬁe@dnamemred escalates over the first few

s, DS R B PR Rl R nianc o

cytokﬁlladelémls Monef adm nistering anti-CD3 anti bodi es that
reduce the severity and/or incidence of adverse
[0032¢f f ect dn sReeHicoambasimenistthe doferadaminisieredyis 5100/ kigddayaprsferably, 20-
0 t react | n
30 ugﬂ%?&g °§e(§ﬁ%énl¥ ggﬁ&xﬁﬁla‘cﬁg\%pﬂe lng/d r??%pprom%ga%ely 5k. 26

ug/kgriayt fiopther specifierepitodiydndy €y dosebn ﬂ&ﬁ (Dr(b@ﬁ’feyre infeBGE 1. BNug/kg/day,
rel t|ve to the._ side effﬁpts associated with a sinilar

Preferﬁf'@{ i Hal‘%/éig%éﬁl Anchessalates iy &&%_Yr ;ie%ﬁ fé@clwdtlmfdrﬁtqlf pbove by day 3,
4,5 ' i
ug/lcjéé%&cﬁﬁ&iiozﬁ;gﬂ% ig%f;/ (M?'E iﬁ ?ﬁiﬁiﬁﬁﬁiﬁjﬁ;l day
R I LR
oo OTRA BT b Y B g, 0 R, o

day 2 epprogimaie]y éhbt&/bg/d@y, ohaley Bapprozasetelyrldnsd/leg/dasd owudah 4
ool G SRR RN BP0y RE RS 081

[0033pant i - COBothsi sﬂeeﬂu errﬂﬁdnﬁdiﬁs ﬂ%‘dbﬁ@ ﬁdhﬂﬁnéiétbﬁi isPHsbd &Dé’urface area.

ant i body from said ned TERM NOLOGY [0039} 5
For exgaue ?b@rd@ﬁ%admlﬁ@tftr@d %1751}6&2 ug/c_m /dayppictyalitit Koyl 059 wgdn/day,

v USSP SRR R 2 HIRSE oL 184 4R sl 1

other @Iﬁﬁdldﬁnem ths edschar dxyri, oftthe rdgimen isasal (Iﬁgxg/mﬁ’dﬁ}h ereferably 57
ol ypepti des referstoapoly ept t hat
ng/m %%&aaé sl PP IR B % St r D HRo b Ttb g 6 or 7.
For ex@ﬁip‘fep QRtdaglq, ﬁ’l@tsuﬁﬁ@&% Mﬁmﬁ?&@cﬁ§@5§el of o gfmfr?étﬁ%aﬂ & /m*/day, on
siml'ar or 1dentical am no acid seque con
day 2 pppirgpiapislpd 15 @g/np &@ye@sd@ Baprirbeimataly 23k pg/nd éday, on day 4

ooro K 8 A5 SR ERLRRL s SRRy 1 st

embod;iﬁlem} on dhy ¢, the %ﬁEjbc& id &ﬁm@lst&@c’ﬁa a6R of appiofl rhaﬁw?]rWSS pgAn*/day, on
pol ypept i de havi ng an_am no acid sequence that is at

day 2 F‘E%I@l‘m%%( 08¢ ug/élaédays@%laYa?t ande%lbﬁeqme%daas, appepximayshy, 1818
0/ |
) S8l oS BT ALy REE Bl L o

approXlgmsﬂy SB’P/ngﬂh /tl]zgash d%%@pmgximdy 499 %g?nz/ﬁy be aﬁﬁ 3 98%subsequent

i dent.i t he aci.d sequence o secon

days, ?Rﬂr%eﬁ{a%éfb !(l%!}n a?so nAnotier g e&a&&a& dﬂ%@% thgsrbisetiise

admin®@GHe R a6se dTahpibkith iy 288 ﬁ@%fda?t(ﬁﬂ d'ég% @Pﬁ{b{el %ﬁl %@mz/day,
a_nucl eoti de"sequencé encoding a sec ypepti

on daya3 amfbmecﬂleubdﬁ}’SMWImmel'yol ld&p@/me!éa}dues at |east 10
cid r ues, at least 15 conti uous

o34£ 7 PR oBlning it e B ass okt e i apd other

adverse@Sieotdthe indtiall tRatst 232, 3061 4 oy areaerahﬁﬁlsﬁ:@édqn&%%nw%y IV. For
at Ieast 40 contiguous am no acid residues, at |eaSt

example acdone L ¢ merike/ e ey bradminsdrediexer abeut| Seaimtesoabout 15 minutes,
[ Qs
cbout JORARYE B0 STMInLES DG 1Bk AEREL RO UA0M ZHSHS, orapgue
hours.r esi dues, at |east 90 contlguous am no acid residues,
at | east 100 contiguous anmino acid residues, at Ieast
125 contiguous am no acid residues, or at |east 150
contiguous am no acid residides; and (c) a pol ypeptide
encoded by a



nucl eoti de sequence that is at |east 30% at |east

35% at |east 40% at | east 45% at | east 50% at

- wbOeas002B%Y,. Aat. t 00/ at east 65% . at | ea®CTABY06/027386
[00555 | o2l 2 ngag Spéﬁﬁs the iifial dosgises tots tp ggual to the daily

dose a?@h@enﬁtof Iﬂ?@i%%ln?él/gd% is ﬁfml ﬁ&%d B PGRiAL '&Einﬁ&k/aﬁ 8f 8 "SE 1 gor 12 hours.

nucl eoti de sequence encoding a second

For exaoipyg @dﬁlugécgmayrdcse ] adrmmtmabmﬁoar tlgsea of Mqrgzikg at intervals of 6

nours SSRGS e 5 Slghe TRt ety AGviiietinaot e phibodS” In certain
embo@SeaRCthD Ml et U6R: is aéﬂﬁve‘r?écf i1 ek Potford aP6) $/ RO Qﬁ idl ﬁoﬁfﬁﬁtervals

be det er m ned by methods known to those ski'l'l in
In othey qmquﬁmmtau thg portionnef the itrnilttr@at dasg ipnspase d‘ee®bqum¢qum1g 1nterva1

such’cf?atr dos %é ?lﬁbg ,_th gn@ f‘%ﬁl%gﬁet | fcr :fgg??gﬁ’

[0036]i CT OSﬁDerdeﬁ%ﬁodﬁﬂerﬂﬁ&lﬁﬁﬁl%DB RRtBRT&eR¢ adidRistdbd parenterally,
of two am no acid sequences or of two nucleic acid

for exampigettiascnouply, WEgmasealygrsubutanteusly o, disrnatiply, are

adminfRERRbLAO" TRUERRIGT3 Aiftitduies BADUIGIR dFribiHFAU GGl hided release
€ sequence am no” acl

formubatignence for opti mal aI ignment with a second am no

cid or nuclejc.acid, seq he am.no acid
10037fes. duééﬁﬁwnﬁl&béu%aw%sm pd @smseisem@pﬂan BAVIlSS gethpds and
reglm&%sdftaﬂﬁlﬂﬁst@fmé‘b&?t -£9)3 gﬁ%)@(ﬂéé {hbORZu@ the LARRLFAPG cf ﬁﬁdence of
When a position in the first sequence I's o cuple y
adverseteffestasuctnas, hot = lighited $0,dytokare migesep apopdesig ectivagion of EBV,

correspondi ng,.posij.t ond. sequence, .t hen
immuf e PRI PRb I e ey dy DPRGRE i Sy Acugeiia,
thromP&dyesRhial HQBEdndirydaf0Ben TnfEhdr'embDaRMERE 8% inSerion provides

function of the nunber of identical p03|t|ons shared

methogy andwegieepsci eémiristering ani-CBE matibgdies thatsduceghe severity and/or
1nc1deg<ge§&: ddg%lge gﬁ?{}% gg)c%' angLg g@ féﬁl 0P {ohe%t?i(m{a E&Q%es% a%optoms activation of

EBV, saquantastiaf sgaile tiraimt-CoR ghttbody J94phogdiga, anemia, neutropenia,
eterm nation of percent identity betwe

thromg@admgléé)r@gqpngp@dn@@tl%%wp it e $1des ffq:@tsaas;/\ggzlated with a similar
ain G AL B O D08 SO i
[0038F onpar Thomvefitisnyn stheuenioemersts tmewdémeﬁhbdmmﬁ;jroducmg anti-CD3

an’uboﬁar L uiqr’,ysw&gﬁmfed Tg'\g)gdleﬁ,rsaeh asNQPT not Alggaed tgctfumamzed OKTyl
(ala-ald), $o BHEE61RSIBpRBdular SRTAREntWRCIAVERIRGrEANes methodss ofhproducmg

I hcor porated by reference hereinin its enti rety
anti-CRY} aakibodipt HampRsing @ ﬁ\@i@rrmge(éH@ welis thehNBbAST trapsocted with the

B T TR e —

expre3vinfodisad dniCID3 tuib B AT bnteebedingdaidemtigCBantibody from said
. paraneters set, e.g., for score=100, wordl ength=12 to
mediagpt aj n nucl eoti de sequences honol ogous to a nucl ei ¢

acid nol ecul es of the present invention. BLAST protein
sear chdd cammw_éﬁd Wi t h t he XBLAST program
[0039]8ar anmeh e lySeSiidrein Sthd ternd ‘%bél?tg roﬁﬂl'é%h}ﬁﬂ Wb ﬁsetdqn conjunction

btain" am no aci d sequences gous t'6 a prote
with amwingbey lrefens totang npmbeewithinrly & rot il @b ofﬂme mlﬁetramoed glambeﬂ

[ ignnents for .co rison 0 dBLASTc
0040 RE sl e R st G R PR BE Rom Dot ZolyPeras elers to o
polypégéilﬁls Blaf pOsksies Refnila? 9t RRBAcP AR tiohd £E&3hd ﬁ@iy}ﬁeptlde but does not

5| - BLAST can be used to performan iterated search
necessaflyceouise etsimiirr adantice| amino acifh sweb@q Qifetbﬁ sepohé polypeptide, or

I . I ]
posses%g%%tﬁl%?Q%éﬁglélﬁlas?rﬂélgﬁffmgg §ec8{1$ Bgl of Sl%igp%pﬁlge that has a
respective progranms (e.g., of XBLAST and NBLAST) can
be used (see, e.g., the NCBI6 website). Another
preferred, non-limting exanple of a nathemati cal
algorithmutilized for the conparison of sequences is
the al gorlthm of l\/yers and MIler, 1988, CABICS 4:1

A A —




i ncorporated by reference herein in its entirety. Such
an algorithmis incorporated in the ALI GN program

: \2@078100084 2. 0)..Whi is part CCG sequen®eT/US2006/027386
Sl i SoOP RO Bl A RALGIPHEY ok et 1945 ¢ of e
f 0 %
ouovsahgg%?y?égg? drﬁ%@??ﬁh@?n%iﬂggga@& 5&1[11?&%;@%9? gr 18?“ ?Q‘Ml thaast 35%, at
least %O%,aaﬂs 1@@?\@%,)ﬁt defastS Wa rat beastedol,. at [€@OUEN6, B eapied e it least 70%, at

e PR P 0SSR A0 0 St e

amind\didd %dfue@de' oW sB@nﬂé}ﬁﬁPypebﬁdé? %ﬂ)%cﬂﬁbé%gg@ g{lég@l(@:% B}r/] a éxgcleotlde

identit pi ca only exact
sequeperothat hy%zgldgg@undeéﬁ ]n.genttqqumgnsﬁo aamgleogde Bequehes encoding a second

L N A

residueh, it leakt 1C5rcolnd§|liﬂuSGiﬁhné Biti€ kdsidueq it Reakt J05donBEGARIaEniAS acid residues,

i norgani c nmolecule and is structurally simlar to the
at leagt2p §Pn‘i§$‘§’§ﬁ pngracidhissigues, at leait 46 Petigoeaminomsidsidues, at least
50 coﬁgé’ughg argfrﬂgteaeclicﬁfegﬁu sagtie lggsfl?gb thati eg;bpﬂ%m%&%%gﬁgﬁ% 5 1edsPh6 Eontiguous
ammcmmd teotdliyed, nbigas 80 cohtigupas mmhr&x:athcbresxdnes:} la’alehstmlceﬁwgm‘)us amino

ss t han D). that hl ock hi bi reduces or
acid S 1R T GO 2GHE 8 rwf #h 52 S cgraguats Amino acid
residuRf, ARPIRK 500bATH0Es aththoVR(d l‘ékﬁﬁum{cyﬁg)togﬁgﬁﬁﬂe encoded by a

antagonlst reduces the function, Aacti
nucleefidsrsegusinos1that isaih teabtey0 %ol ast 36 Yhat kst 4046 tat 16864544, at least 50%, at

least § 5€f’1 %5 g?t(ydig)s/&) at Le@%ségé { %‘6?70% aaﬁéigétsﬁ%% 6}% legfta@e/%[ @? I/ ast 85%, at

least 9519’%&1‘( &dastl 5596 br £19%st 99%li@asitalad Yhe BicldoBas Eecﬁ flee e’ih"codmg a second
Ieast 70% at | east 7596 at | east 80% east 859

polypggtidee Aspolwprpfidavithesimilarghucigre igta seeensk padgpeptide wfery éo 20
pons GRS 3450 5 0L U 016 ALG LD i)
polypemalea HEIB b‘ébuhtme of mplotypeptedn cEanabeaiﬁtelrrbgﬂddby mélhkbmrkglogvn to those
.., ant j bodi.es, | odi chi meric anti bodi es,
Slﬂﬂe@%%? SR ARt Je%tﬁ e to; prgYie S9qRIPRAIE O BT EYal qeaaphy.
I
nucled%r é@%\ﬁ/’i)@m %ﬁoﬂ:aglgét) I&rfglﬁg?lg%:ags?n gﬂﬂ I%Hjs%;llggrn kvhlglé?&trgﬂ nicroscopy.
[00411 | ncl udip dgterneing the parcént kdentityt afvwdiassnd acids¢qusochses obfwo nucleic
e|nv ntion and epi e-hi nding fragnents of an
acid et BE S Rhves R R PP P Pidiogrle Bhps can be
introdLEBAUA GgH RQLdncd offB lfied Ahso Aid of ABKAOhaE 'sé@lieh&’e ﬂff"obﬂﬁal alignment

fragnments of i mmnogl obulin nolecules, i.e., nolecules
with asgeqndcsnina peid gr nheleicgeid ssawricely Wietaging ﬁﬂdﬂi@ﬂgﬂl% of hveleotides at

M
correspglg"ﬁﬁéj éﬁﬁlgﬁ%ﬁl Ig%tg)fng ?g égél%og%g S)fémfia@%rg &b éé:’%rq%l@: When a position
in the ﬁgﬁ%cqﬂegéﬁhs @ndiph@l% the sarael bmirassid fe6iddd br Asclet8rid as the
the te n1 C eptide"” refers to a 31-amno acjd

he
COH@SB%%f gyRositiqnip FrayFRRey e the molecples afsigeticabitdhat position.
The pér@éﬂhdiéﬁtltﬂé?%@éﬂlhb By& S 'eﬁée% 1§:§ ﬁﬁ@%&l &Etﬂb Eum@er % 1dentlca1
connect i ng pepti de (C an ai n
positignseharsd by the %qmtn@asv@ @, %Zubaptyl Teumberaif mkntmaltdverlappmg

posRREF] AT o8l DR SF o B RSl e e

same lghgttose stinmulation. G peptide is thus released from

t he pancr eas i.n equi-nolar anmpunts with insulin and
[0042]may be The éeterayinafiopenfipsrcent ideniiy fefivear twaseduences can also be
accomplj &e“ %%n%&emgtg%%ca’ﬁél g?gl)g([% %fp%fgli‘rf/&pteﬁg{l =11 1?1}1g &xd %le of a
mathematicd] yfgepitlind etilizemit for tirpoinpessarofaws Reqrate is ertdgerhm of Karlin

whi ch has been altered by the introduction of am no

acid residue substitutions, deletions or additions.

The term "derivative" as us€d herein also refers to a

pol ypepti de whi ch has been nodified, Le, by the

coval ent attachment of any type



of nolecule to the pol ypeptide. For exanple, but not
by vvay of limtation, an antibody nay be nodified,

e AR B bR o b el o K o o o Tl B SR i At
Altscnmowgzt PREY, WA CkEA0SEr GLEP& 9@59&3&9&# e&ch%f%ﬂé}gﬁ Rihereby

lin aggtoacellu ar ligand or ot her proteln
incorppspled ircferepot heveiptin dfe enfuy‘tyb eSysh ad atgedithny 1sr:1he<vrpolated into the

NBLARE oA SHL AP plt A SOORRLAE R T hort BRT 184! BrasT

nucleﬁm’@ea&lhwd:@ade%ﬁbrrﬁ@cﬁimh #id BL AR edtill O prog it plinkfers set,
synthesi s of tunicanycin, etc, Further, a derivative

€.g. fﬁbﬁcy?ﬁ’é‘dppd%foﬁ?‘é%ﬂg@bﬂ?é@ pblainanusieotide éeqﬁempee hemglogaws to a nucleic acid

ol L 56 S PSSP RIS BRBRBSTS R i e
XBLAA&T pl‘ogr&n\pamnﬁﬁrs stk g | &%91](3 7% wosdlendiB£Rioobtiih @rrﬁﬁf a8d
" and "dis used i nterchangeably t

der "
SequeP%qS ’r“foiogé)ué qu%lpltqt% mOEPCa %Qfﬁb%@iesenlt Hiveatien. c abtamtg_apped
ahgmh@l{tQTor%Hfr@hﬂmﬁ s§§ gﬁgged BrU%§%ah '?)% %ﬁﬁ? ecfé?érﬁ: ?’}i% %ltschul et

he term "aut ol rder tore O a con
al., 199ﬁ Huelaisj g ds Kt&aﬂ&ﬁﬁ 89-B4QH Alernativelyt, RS]-BLiAsSTieandseddsed to perform

an e B Bt 3G et Slhepr b miongd). When utiizing
BLAJ1 Qﬁ@be(ﬁBLASqd ax'itﬁPSILBLasttﬂ'i@gﬂaﬁfs Mhe @BfaLR %Qﬁme[e@g 6f e b & |pectlve

fragments of a eptide or protein having antigeni ¢
progragps mmf&é%hA&T@@d LiAST)caabeanéhsbs, erg.gheNallIyvebnite). Another

prefer%mn,rgﬁllgélgﬁﬂgé@?a#&é ? £ rrn% ’ éah%aﬁ talg8r1ﬂ%b BPG%FZ@H ﬁ]g%&%\f)arqgon of
sequepestieihn atdoaithre lof My*éﬁs a&hﬁ Millet,N0d3, CABLOR'SE 1L1V, Hhich is hereby
,%n epi t ope. havi ng anti geni c activity is
incorRFYGH FITFRGE 55 Bt FHUClar SyFoRerBOR Sk MorBafated in the ALIGN
I

progr PG 2loF WA Bk bt fi8ld oG Qiﬁgﬁc@algg.g{eﬁg Beedl PHcidBY. When

utlhzleg( ElwpﬁLIQICiN' pragram cﬁas:sagparm@%u%ugmc}:seqmﬁoeg ;a@r;mme 20 W@Igr];lt residue
necessay,i e nogeni c. used herein, the

table, ?cgf“]ﬁf “Eﬂ" %@ﬁ%ﬂf %@géap P?)mi%"gééagf’@‘lfeéir m nal region

[0043Pf an Tﬁ@ﬁ&@éﬁ’dd&ﬁ%} l‘%tw@éﬁ Mﬁu&fé@s %%%Eérﬁ?neﬁ%émg techmques

vara(l human | gG heavy chain Fc region i°s
similag tef ﬁgudqsgrﬂmdra@pm; Withoom vajtemp gllawing lgepsc dnisaleylating percent identity,

: eql of an 1gG conprises two
typlcalg sban% o %gkllér%sarg‘égiﬁl?ghd CH3. The CH2 domain of a
[0044hunan AgGsddhareig) e tdml ‘aBalbg? B the BortxtaF a n@ﬁ%rot@fﬁ%@éoﬁ})s analog
usual Iy extends . fromam no acids 231 to am no acid

refers §ya seopRd orgaRiCcs Aareat melasulearhislymssessiaimer arddeitticg! function as
domain i.s
ot D OSBRSS SR AT IS R SR s
molecdlemai n. Rather, two N-linked branched carbohydrate
hai ns ,are nterp sed between,t CH2, domai ns of
(004550 %) P ARBSL G 1R fmp OBAgOmH P%‘&{q%ﬁ%omﬁ@ plesierny protein,

polypeﬁ;ﬁﬁ@ | felpfidd, laBfbodyh §ntﬂiéﬁ§’ ElabMEn faréehﬁofe@ﬁb d&%ﬁ‘g’lﬂn@l@cdlg Hess than
eav%lﬁc hai'n is that the EU 1 ndex as

10 kDsthgt elaeless inibitsy @d@%ﬁ S)r oéuttakimemibe @glctlah dctlmy ausd/or, ex@tdfssmn of

enothe ol o AL S ool sices i SRR Bt anor

expresKiaba)tf andsthéraﬁsletule bhet 1@@#@‘9 64, BOlest 159 alleaR oYY H 1e§slt125%, at least

., antibg [1 052] The ' 50(ge region” is generally
30%, g dgastiny o 1east H% At Megst 435 atleastL ) % it FresEt6.ct ldasii¥e, at least

% ) 0 Y, o
65%, ag %tnédl# ,% Feds ?ﬁj oB% gﬁgtsfg"ﬂ:aﬁ] (l:ée gtgéf /;ﬁag?(e%ﬁf?@o{a)?f at east 95 % or at least
99% relativel tasucoosrslt sich es plusphhlebuﬂferednseﬂglel(PBS) heavy c h a| n

S-S binds in the sane
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positi ons. [0053] As used herein the term"early
stage" wth respect to an autoi nmune di sorder or
wonbhi7aovmte or vy di_sor der refers to C g‘nl St at @6T/US2006/027386

" [0040kp et i ngsdsed hereln. thgdermsnpnhadyy pp %f)@l,es oo v@noclonal
anuboqie@%eﬁfs ec?fic SRRk %ﬁmﬂanaﬁocqssf 'h{h%QmQ@ci Slfbodles, KJB

in th t. Additionally, early Stages autol mrun
ant1bodmm1@c@hmn EVB (SCH n)mhxgtewhdmwntlbedlss tFap |fragh1eyts;eR(labb iftagments,

s PRI AL S
antiboldfts €6 MRIHIIRR of ﬁiélnvedti%\%é dps @ﬁtdi’)fe BIdRE 8L SRS BPEtYy ofttHe above. In

manage the di sease used herein, the t

particulgy, ag‘rnlmdles inelpide gnmgnqgl mrmde@ﬂeswﬂymgpmphnglcally actlve fragments

ot im RN GR A8 1) BOlSuPTRUE TR rn BeveiB iR isuous

Immua&globulRCholet@lss chtetse, ofahy kRt g1 PG ORE] NG U%Da BAan@RY, class
i

resi dues, at_ | east 20 contiguous am no ac resi dues,

(e.g., Gl Iekios I, kebint legu6nd I&‘h) ﬁbs%i%s residues, at |east
0 contyi ul I

[0047g0n ii g%x(s) glgé)dél’r?nergig] ’l!glg t%ﬁ‘lr P%ﬁt | ?esf rs% 0,2 83? aagrhng gmfi p g%tlde cleaved
from pgroinsalin #ssit d;lmayermd tb éxasalin, 7£&om@m1ﬁn gmsi.sss afan o cledih,th connecting

i due conti guqQus_ 80 am nq acid residues,
Peptldaiérpéaeé@o 4 @E&f@mu rogpsul mé%&e@@g 8&@%%@%&5&% the
secreté‘tg' Raditd of @e?:!t célI%Sm tlgk B&ﬂéreﬁs()@ﬁh MO afd B c%gécg&e@% insulin in

dues, I east contiguous am no acid residues,
resporge té glasosecsumlzgmuﬁ -péBidamd thos mdsaded ﬁemcth@pancaias lire@pti-molar

cont 0 0 acid sid or at ast .
amoufid RS Bendheripedfs i G ERogfia Rl v duetion
[0048pEqUENAG uadd RENBE 18R] ‘Bﬂéﬁpzitiv‘ée in 13 cBnRRESH Jdlpeptides refers to a
enbodi nent, a fr agrrent of a poly tide retains at
polypepsigs thay AeMPTiFRStANGMIDY aqithsequenseys ﬁpﬁ bas be[e@@!i@]ed/ks' thesisgroduction
of amfﬂgr ? d gs%llf?e s&b?ﬁt@tlm%su ggl%fé%{r%%g aﬁﬁlﬁg{{% rn]f%em ﬁ% eg I‘IV&%)IV as used herein

also r&&@ tﬁ@ﬁl pelypéptﬁie Wlaals hastheen Riodgfiedy Se,ayi the c@@lldilt ﬁﬁ@dhdm&ﬁof any type
ast 1&P§ont i guous anmi no aci d residues,

| eas
of mo gulg &fl]e PHGS. NPT sxamplechyt dlgg‘gy wgy of gg]é’r@tl% an antlbody may be
n 26l t geqQus
mod1f§r9n, éri‘g'gac %grcragg%{ ués e%g% égé%fe}§ bdfﬁ 8h&? %‘?Og?ndhtrlllg acrd
derivatlwl(xmllalsknoam pre‘ashngblockmg ggmps;spretnmllyt)c akeavhgleﬁ]sml{dlgem a cellular
|.east 60 contiguous am no si dues, | east, 7Q
ligand 3 g RIS i, VA vl el os e B puftoess Y thebtiestao
modifREHR @ﬁigcteaﬁﬁqlﬁg RAowa to thBRSI skANni tHY AMSInAAIRAB MR nd€liflited to
resi dues, | east contiguous 100 am no acid residues,
specifigtchemiost cl@@vﬂgpgqmw:iatmﬁoawh@omn@ab@@u synidesis af tunisamycin, ete.
Furthel S BB EBOYBerAR: A Aot G GG nh-<} 83T amino acias. A
polypépide ld@mmﬁlegﬁ@sem AQirAildr @r idfiicH] €8nctioh adthel RaFeptide from which it
conti guous 250 anmino acid residues of the amno acid
was d@é"&éence of second, different polypeptide, wherein
aid p te R b
(04921 3, PREULGR B DAL YRR U5 P A Bt SRS Bty o
refer tde cosditohér @subjedthin pagtienlir Ursitenm Mlmrmuherd&#ees% it used

at .conprises amni_no Aacl d sequence of
iterc Rt Rpiadhe g “FERBEP U ST B RTET 8RB0 GR 1 & Subjet
charadi@izell &Y ic¥Rulhi) @k fRfand AR Grg@ﬂ By Quas ¥ SEaHeMFodE rddction of the
het erol ogous protein (i.e., "a'second protein or
subject tiniss 9o a¢llst ?léﬁgﬁ%md/oraﬁ&%@g or derivative thereof

o0sf! 1 8000 e B DALY 0P ey o

proteie l“mdﬁlg m’ﬁigemc a ifnusinogeri¢ adtigity i€ afpiindE prefefabls iniandimgal, and
nol ecul e and a heterol ogous protein, polypeptide, or
peptide. [0057] As used herein, the term"host cell"
refers to the particular sul§ject cell transfected



with a nucleic acid nol ecul e and the progeny or
potential progeny of such a cell. Progeny of such a
woeabhd7/ 4not be jdentical to . the parent cell PCT/US2006/027386

MOst PReLAay i} R AU AR RBIGRSIe¥ING I WoR e actidtyde @ fragment of a
{ i

PO By 3D e e P A, AR Having

antigemincdctividy &cd filagnodng ofi b @olypetidelve phasin ta edlﬁchgzermmbody

immolypipRriedlly Wafns St educry Ghdher HallibRg Ty Bhe O skl in the ar for
examPl¥ B lidlabasgiysa %ﬁ@%ﬁﬂa'ezaﬂ%%}aa desd ﬁm'ﬂéaes@aag %@tlﬂnﬁﬁ/bnogemc
Q

sequences at |east 60% 70% prefera
[0051] dent | Aalusebhasaiahthgtterar “Komsgionl ISyJSiB(étradaﬁrh)atiE-ltejmzr@di reghon of an

10 R BT 0 05, B AR chain

regiolP¥sdefifel & strBthfioﬁﬁ: @bfﬁl%ﬁb e0BYboxy WiniMHd. EPheSFcIeE®n of an [gG
N. Y. (1989), 6.3, 1- 6, which I s _hereby incorporated

compH§es twp SRS dwaa@fsﬂCHa apd EH8nThedi2 domaiprmg a human IgG Fe region
(also f%?é?reld'tg‘ag “@&”%mll %sﬁal éj 5&8{3‘33&0 é{'rﬁ ' 'a% d(s };’WLE Emf‘no c‘iad 341. The
on a so un1c
CH3 dtﬁnalﬁ:sf i hﬁrham@ﬁ Ey rayncm utsuahja e)etel\!tBSﬂ‘tﬁﬁ amindlacldsd 4336447 The CH2
2% SDS, at about rred, non-limtin

f
doma@)&%ﬁ‘b‘ﬂlée & ppiipisor ﬁ&% 1 iyt wish agkshen dopisis._Rptber, two Ninked
branchbdUatithh% &atedhatdd ofc it e@heRRAH theARQ @D%ﬁeﬁﬁﬁg'%g%ﬁ’ )ﬁéact native

one or hore washes in 0.2 X SSC, 0.1% S at 5
IgG. (i.e., one or nore washes at 500 C, 550 C, 600 C or

50 O nder st ood t nucI ei c | t.he
10001P 00 ThiotughSi B Fihinh Seeoiiraliet iR ap e dpees Bhenin on 120
heavylthBini i§lthaCoiRE 81U tnes 8 mabat QNS Sédlieﬁl:éé dfPré&teins of Immunological
nuqbeotlde sequence consi stin onfy A or T

Iereius? bl YglbSovioe o AHBI1h, cxpivesly apaprporated herein by
p ¥ » cose
referen&\é qg{aj bﬁgg%tci: | 13;%821%%1 r&fe%dg tﬁe d%‘ﬂ%)eﬁi%g%rf grg u ﬁ%\f %U
mﬂﬂxﬂyplca| synpt ons of hypoglycenta such as smeatlness
ausea,_ bl urred vision seeln

0052 i n’eﬂgg hlﬁgmt?gtqnpés a%raéty cteéﬁgct@ S tetqlmtgat)as@m.qlwm to Pro230 of

humad BICL 1 139, %%HH S8 1
. mggknessgea d/oﬁ)ra6¥ ear ngﬁggﬁg?wﬁgﬁwIéglSeWcheby
placingdheefirst artdhlesttcgstrine irenidires [ﬁmduh@hxb&ryheagya olidin 88Ibinds in the same

vari ations thereof refer to an agent that nodul ates a
Mst' s i nmune system In certain enbodiments, an

[00531 MTUNO AR Ak Bl @it tIROR “bailyBdladeMHMASYIRRT ®SS3toiARRA disorder or
n certain other enbodinents, an inmmunonodul atory

inflamgppgony disordgs refarsrio ehisichimiates wesiingge ast therminiorvel aiiteria fyr positive
dlagn(?rsogﬁe&sé dédé&dr&é}%F dgﬂﬁecﬁge??lﬁ%lt k{n&g}é tﬂf: a Adrcrl?uonta Yok grly stages

positi

on prote
autoinantmddishréars ot hﬁlragmmwryrmto@aerb ficaltly gRhibét naigEhdlor ndlicdissue
or gani.c | ecul es. [0061] As used herein, the term

damage; Reple Bt %lgpwnmeﬁaécttoa 26 r%ﬂwreg)@ty mipippabmadisydnigrvention,
e.g., lcy\«@ﬁg&s BFE Jer @ 1R g)etﬁan ﬁ?(ﬁpéak fusion proteins

ant'i bodi es or “ffagnments ereo that specifically
[0054b| nd t s aseddreréigethe tarmet ‘ffagagnentfesstd adwptide or polypeptide comprising

an amB'g) lk?%ﬁﬁ?%‘l—f«gt’ E?Jtttq ﬁ%@%&’&‘??‘% ek ﬁ?ﬂg‘géj ggﬁqO contiguous

aminodiid 1@SiHudERyt 1040 U5 LontRhdas atﬁﬁi@tdcﬂie&sﬁﬁespgﬂ ¥R P 8@ Fzuous amino
with lower affinity as deterni ned by,

acid rsifygh ghlegsiy’s coptigudrs aming acd mrduasaagsgstmdmtlgmpus lagino acid
icall

res1dugsr bt le‘ésg%ggggﬁ uQ Emﬁr{oaeg:gc?%éiz{u%% %{3 ][ea 8§tﬁg F a%ff‘n& I)ésmues at
least 7Arohtigss amieS a&:ﬂdihalsyl,ue.ﬁ at lchadoaisguens 80 agimNicd tdenlues, at least

i mmunospecifically bind to an antigen do not

cross-react with other antigens. [0062] As used

herein, the term"i munospe®ifically binds to a CD3

pol ypepti de" and anal ogous terns refer to peptides,

pol ypepti des, fusion proteins and anti bodi es or

fragnents thereof that speC|f|caIIy blnd to a CD3



bind to other polypeptides. A peptide or polypeptide
that i mmunospecifically binds to a CD3 pol ypepti de may

conggggg é‘?}%‘%ﬁ%&iﬁ:&%{é@ﬁﬂ% gl Cglé’u%i%ug ﬁ Sgl\ggtggbrlgg%ég Sggﬁ) ?gg)s%cn%
com@oﬁg 995 amHo éékhl%ﬁldﬁe%s §M§a§fn90‘@oﬂt ubﬁgemﬁlhb acﬁ%m@l%y Seast

ragnents |rmunospeC|f|caIy bind to a
contlgmluy é%%@md‘@ am%/rebiéu@s atslsast eargiguons QA dmine Iaalded51dues or at least

contigioth IS0 Sl i EieRuds or3A R0 Bl vdrse BT E R pdpeptide. Ina

specifié agp&dimehi) 8 fiaehefioMGlol Fieptde Febasd at%dsho&t fBétion of the
anti gens. Anti bodi es or fr agnment s t hat

polypepiiienospeci fical Iy bind to a CD3 pol ypeptide can be
[00551§je nf:' ];zﬂxse%g% Lgrremeﬁl%@tjn? “fugé{tlonn}’ﬁg?rﬁ%%y fefer aH?ptbd%)Pr Bplypeptide
compflﬁlﬁg Iatmﬁchﬁﬁct Qtfqubthdedﬁ" asleedqtisf doadbhdtstatio 408 residues, at least 10
pol ypeptide when it binds to a CD3 pol ypeptide with
contigyioyh amingracidhiepiduess aileash 1 asontigueds amé@cqcmrémdm gldras; 20
contléil%gg %@mﬂﬁéd;%gggess‘e %@?%t ﬁg%gﬁ é%ltoﬁg glﬁ}n%h%gi dreﬁﬁﬁ&, @east 40
contlg'uusum anfordoehtesidessayidedsELO S@;st)guoﬁeamna agid, reﬁdulés aieldas,t 60
989, Funda taI nol o Second Edi t.i on,
contlgyro&; AMINQIGSI ?as%g@t %éu%%gme\;w ﬁSlqiléeshgrlgaég,contlguous 80
amind RGP FRRF B, 8¢ leIQM cBﬁ%gﬂo%E‘ 98 aREi A teRidubS a?féﬁétrcgﬁ%%uofug”ioo amino
a di scussion regardi ng anti body specificity
acid reggéupsharedsheontigeousd2naniino eddinsidtes,om IeasteHSQrognngllQUB @mino acid

iy Pl 081356081 SBILERLL 5, R, MR BT b4y

residue§,Jrfat hstidaati@lode 250 AmMd L1 REAREYIfaRS hkinddlddequence of second,
t her apeutic agents are adm nistered to a subject with

differgntgrokypertéte, wherein spid parsign pr aelypeptisie retaias apleattione Sgwtion of the

h @g%gj red prior to {e.g., 5 mnutes, 15
Secon&rﬁaﬁﬂﬁ”%g, r?n%ltrqgt es, 45 minutes, 1 hour, 2 hour s, 4
[0056hour s, A6 dsedjhe?famlﬂlehcmtr ‘Susigd pi‘tﬂmn’s refé8 tdﬂ@pbls'peﬂtﬂie that comprises

o A s T O o S e e, o T e,

t;to
nd o GERTAEE ) e SIS HRUETS y lhBh
fragmivty emalogondeivativelBeleofdigferedd tHap tnesfirstiBrobed ps fung@onal fragment,

hour s 6 hours, .1 week, 2 ks, 3 eks 5
analog BE4Gvalvs BRIFCD: g8 RER e GBS haisie MGy cpiattses’s 3
bi d@dﬁbl@bﬁwﬁaawﬂﬂ § BESIEIA, }Btﬂﬂwg H@Qir @ tfe. t her apeutic

e nt to a subjeec(t)g’bvl\l/l ?h a sor 0%4e As used

[0057her e n Astuied heskin the destmthoatcalls refhes to @mm@cw subject cell transfected
with aqﬂwélgg id Bﬁhé’oﬁ%ﬁn&qge %lfogéljag&tﬂ%g&tt% ﬁrs gén ?g gﬁeltl) " Progeny of
such saceli lhx%}dlyot\fdelldéntllcsl te tiespaastiticall kryndfeed Wfth@lﬁi thigledd acid molecule due

material or contaminatin roteins fromthe cell or
to RS, SRS JATIAHICEH T ok CRRFiy gHpceqging generations or
1ntegr§t'1’(ﬁ§$ﬁﬁé hadibiy a&ﬁ‘?ﬁol@c‘ful&ﬁ%ﬁlﬁ%osﬂeﬁ%@g&ﬁ s or other

chem cal s when chem cal synt hesi he | anguage
[0058F subst astused heyerhr the teyfn &B’Ibtldiza&r umdet etringédt conditiomk¥’slescribes

cons SR FESRERH oy BB SR OHRSREL e PR B s s

- 70%, pfe@ér@bm 79%) addnkibAdY ehch GRRAYFILAN fehN B@ididedto each other. Such
conmponents of the cells fromwhich it i's isolated or

stringend copdifipRTRIE FpWD tIbese skilladin the abpnd efa befonydiagtirgen Protocols
; j ; j : d b n l.
in Molgaleh BBl Sl Rt SR K ¢ B8 SR R WY P
incorppeqitd bieref@eheedepdin deits énigetyn Ipond, Bon-loditiag txdasly stringent

having | ess than about 30% 20% 10% or 5% (by dry

wei ght) of heterol ogous protein (also referred to

herein as a "contam nating Jrotein"). Wen the

pepti de, pol ypeptide, fusion protein or antibody is

reconmbi nantly produced, it is also preferably

substantlally free of culture medium i.e., culture

e o " I NN 7 A NN 7 N PN Y 4




or antibody is produced by chem cal synthesis, it is
preferably substantially free of chem caI precursors

- - - WOR0@TdR064 chem . Se I ORCT/US2006/027386
b R O e Q8 P55 4165 R BB v e (S5 o about
450 O, IRWADY dhelod Sncty Waﬁlﬁz‘é I11§0 afx ke, @Q% S]§§ at QﬁJuY BSPE! ¥ a preferred,

usi on protein or anti body. Accordingly
non-ligyitipg exanpe strisgent Iwblpdlz@upn q@odylpepanedgbnﬂusmmnpﬁmtseﬂat about

450 RN Ik SRRRRR L SEB o K 42, G rmor

washd@@dt ﬁ@@m ﬁﬁcﬁC 605C QR 656 @9 elt s YdetdddaMhOhud Sk %E1§§ bf the invention
referred enbodi nrent, a CD3 binding nolecule is

do nor %lué? aucleicrcisppleeplepihal Isforidige ewd@rdhmmpndlannemkﬂy GD3
nucle@cﬂfe' sggge)ﬁgh ol S?i:ﬁ‘g 2dn [égglﬁﬂm Jsed herein, the term

con nuc eic acid nDIecuIes

[0059] ef ers Atsmsed hereinethe taed thypoglecdmhie ephibd! refersRRAISdEEucose level
her ngélelc aci d npl ecul es which are present in

in 2 syt RRlec b SO EL Bt quléltﬁwlaém%l SR fhsmpglycemia such as
|
sweatMe§€ AYREa, b'i"ﬁh d ﬁ@iloﬁ&c? g 855 b{"s %ﬁ%ﬂﬁy&?,ﬁ@%ﬂ% ﬁpso%hlﬂ%} t&sue,

2 CONA nol ecul
irritabdéy | falnimgnelammmiyadkin, oonfumbn ureevcmenbssl,m/wkﬁésspr{rmklhmﬁdd lyart beat.
econbi,nant éechn' ues, ...or substﬁftlall free of

[0060Lhem c &5 YERGPD,IhE TPl Grmamomediiatory sesit e rgaHens thgreof refer
to an £péRt MESM3&Eatel B h@stmlﬁﬁﬁﬁfe%sjst@lﬂbQQbé@ﬁ em@ocﬁﬁfehﬁ' facid

nol ecul e encodi ng a CD3 bi hding nolecule i's isolated.
immupemedidetnes agsniis animmuandppistsant aget.ncdeetoin atbércmbodiments, an

oS8 A A0 SRR A RS s

but aryhdtirm@sPRe§milbmaledalek g@pades! %‘@yﬂ)d@‘ﬁﬁ@i if@for Srofbins, antibodies,
anti-CD3 antjbody therapy) refers to a state in which
morgapr?emﬁlﬁﬁ‘rﬂéhtmlwc g9ty angd prggnigreolesulefor e si de ef fects
0061 RSSOCI S ose effects
[ ]ay * oki %tes %rge eégéﬁg @5% iﬁgtﬁgﬁﬁ %gjegiﬁcaﬁi/ hiZ{d% g(i A anit antigen ardt analogous
terms deern to @splidasepalypdptides, fimttnosrotsisl and antibatlies ((rt,ﬂ‘agkr&nts thereof that

PR R T M
peptidB AF ﬁblérf)éﬁ’ﬁd%@heﬂ uﬁ%ﬁﬁm%pe@fircgll)%ﬂ@s &f drffrigen {11%9 81dd t6%ther peptides or

used ereln terns non- responsr ve
polypepéiflesawith rltywerdaéﬁmty redepraminedity, t.ge aananhnmssdrysaBmarerm loyher assays

a 0 tic or. therapeutic
raow s B ReBhPRR efiehtir i dShaodr e BlY Pipci i Biaen may
cross-te@ctivel wigly el e ant eﬁp rlefeeyarmy QREbAESPSH PioRtbntd thiy t he
aut oi._nmune . di sor pically, such patients suffer

1mmurqsarﬁ1§%a}lartén mrsanéleeh 9 yotacé@wéacd g dptherantizensqui r e

ddi »
[0062]2133 IOE:: g?g e&e?ma%ﬁogﬁe%l%&ﬁg C}{Hgttg ng?d%’iS}Tol%%eptlde and

analogosetéring reEfelnt,o Iiep‘eddsepdiypepndeﬂ Gistorarothé's amd Antibodidsadtfiagents
cl.ude

thereog@%ﬁ%%gﬁsﬁw Qmﬁma ﬁp{cﬂo 2k %i!% Slga %emtherggfrﬁﬂd,@@tqo@ precifically
bind tcPd‘)thQ’\fﬁ)l VA fdélo? ch?:rthéit BN@.&B%% aﬁg Yl nﬁ§ toa CD3
anal

anal ogs of or R ecul es
polypek@éldgmerbmce@ qnbarnpgptlde@ ot palarmﬂtetes wuthllemn affinignad dng;ammed by,
e not m t.e sine or

e.2. i Rione ¢ et aspBnaf et o ARS8 Tiogpaents tha

1mmuerspR|iﬂcdm|tﬁ1€dlioQSCDQ mBlyp&htite hmdbd ¢resk- @a&m%ﬁ?reuﬂﬁf antlgens
nd benef icial attributes to the nol ecul es such
Pfefer?@ preeor fragmenisthat imsunogpreificstly dinditace @Qéemlypeptlde or
e S
fragmeg‘l?'tﬂneb%&f gg?llo?&%giae%gﬂn\%@&s@tggﬁxgggﬁn &?tlebogfes %&J? gmgn R4
immurgepdsi ficadly héutied, CHapolypaitiieah bt litle&ufi@dl goséNaatplis hyand
doubl e- stranded portions, and may contain
triple-stranded portions, but preferably is
doubl e-stranded DNA. s use éX2ein, e erns prop y ac ic
agen an prop y ac ic agen s re er o



CD3 bi ndi ng nol ecul es which can be used in the
prevention, treatnent, rmnagerrent or anelioration of

~ i R A G BBl BB S PR oL SRR A ARG o
fragmreﬁﬂ‘ tﬁéx%of Bind¥eciHeBIIpR 4 ©pd 'p%g/_})é?ti& whéﬂﬂ?% %5‘?0 ¥ emﬁmﬁoepuae

derivatives thereof) used erein
with hlehqmaffpntyﬁhgn @c@ymbsisyemtm entigen aadoternnined efiag sxpaimental

tochnlgfil, s A MhoiR B ioteats BRI T RARH Brlel it iuiRomhg: aspays

(ELISAY) eS&y e, Q"ﬁﬁl @fl., 298h, mh@eﬁentdl Im&RMbRIgH REDROEIEBS Raven Press,
the term™ hlactlca %/ef ective anount™ refers to
2l

New ¥k 8&@@%%3381‘ 3§r(Wéiw&1| is bgpebnincpipetajedsf feferprestheran in its entirety) for
recurrence or onset of one or
a d1sc8§s?éﬁef3gar'&1{ﬁg a‘ﬁﬁ%?&f@g@ gf()sirt er . u[ 0071] As used herein,

[0063] he t eAsRiIséPheremnibe,term fih@ymbination” s B B @8 bORore than one
the prevention_of the recurrence or onset of

refer
prophasl@é%?ndz@rtae@mwﬂentéf Thpuse pf dherietm e orombipatignigoey jot restrict
the org%\finﬁ ﬁ&g{l}%rtg%ﬂgylé& @‘&&rg éﬂe{ﬂé{‘ ?%efl%s?ﬂ% %@?g%sécarted loa subﬁef‘ct with a
disorde@O0AZ]rstAprotedadtieroe therapeutipagenocal Be ddndhiscesd plisitoge. g, 5 minutes,

.schedul es and dosin The ocol s _herein
15 g D ROHE S Tgan hEobro? s ‘P bl éalaq% 13 hqurs, 24 hours, 48
hours! ‘}'?l'icﬁﬁ@ l%'h%uﬁr P%@I@lfweélgoi%elés4 Wels Ber&iks, 6 @vl@%(s 8 weeks, or 12

phrase “side effects" enconpasses unwanted and advérse
weekselﬁeffe@i sonfonztanklz vethy of mbgequeatipr(@gh)ilranmtes, Idr minutes, 30 minutes, 45

i RRE 950 A5, P S5 53 BB g, 9 s 1

week, @W@dk%e?a whEksad WRERE SeldeR6 16 WEdkE) BwkblQ! aPY2 (8eld-afted the
prophylactlc or t her apeutic agent) n1ght be harnful or
adminigirabieh of & sesoe @ronhwhare ¢ olthgapeudis agpnidp gsubjpelewitlsa disorder.
ssoci
[00642 . %ged’\flérplu | Y t196d§tteﬁ altnt e cg{t? ec# 2 pgﬁgc}e, B?Iypeptlde,

ntlbo Ies 1Nnc ose Si

fusiorcyroteki aireannbbd;aﬁers yonalpeptigle, fadyieptitie, fhsici prossin Hﬁﬁllhtfbbﬂy which is
u-li ke synptons,, respiratory distre

substq%giélllygfrg%{)fcfﬁllu@ Hb'atteg or cqntaminating profeinszom §lilescell or 'tissue source
from WRRREAS USniveACH é(l%t’aﬁt‘i‘algfffré%%\f chéMTRNORERGs 0?8?1 @hemlcals when

neut ropeni a, thronbocytopenia or secondary In
chemlhalghsyfndmemd chid lasgmagg é‘s@)stahed@aﬁefeof detlelmo matenal” 1ncludes

b na in, i se, .
prepa R T5PH A0 B iSOty Rk whigh Biieuds
polyp&iaRidafubien pRALineR anMBdtytik Béparft@VREm c@H@lbﬂé&ﬁponents of the cells from
arthral gi as, shaking and increased serum | evel s of,
whichdt 8. 1solqtgd or repqmblnapq%z nEducedrFd’ huq;,mphé&n@olmqpth@( iﬁmpgl protein or
antlbozai tlléait Ilgéér?ilgé‘@én%ﬁlyt iJPetee ogaclégu@?rghﬁtlgrlgrﬂglug&}%gﬁaé‘gtgon%f f g%%.ﬁtlde
polypqrtide ﬁl@l@ﬁfﬂ)}ot&& dﬂ&ﬁﬁbdtﬁfrlﬁlvmg les3ehdnedbtit 369902096 0% R 5% (by dry

ient" are used ably. As used herein
Welghpwgthﬁw%gwé g e ol S% err%tﬁ@gf@afﬂ% as § spampigating piqieik), When the
peptldErﬁ(fl%e%Hhé’ fﬁsﬂﬁm&n b Qﬁt%'dygstécg}ﬁ nﬁﬁoﬂ A 8%(%%’ g is als@preferably

hor se,
substaptlalﬂwfree Qfecugture madlnmn keyCLdt’urGimhdmmn)epreaﬂds teos than about 20%, 10%,

. 007 h th . .
or S et ey o Bing s og BHREe BHPGte B BT BckFign protein
or antibod§ Refreé@RME by cBEAIEEsyttHesH, it § pikRbef idshhialy e viidRemical

additive effects of any two or nore singleageius. y er
precuss@rsiog ohepehegnigals.din.iihig seriwated fpmyshpmigal preceisosrogpéist Fleemicals

iSRS o, A03RR 03P R
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| ess frequently reduces thes




toxicity associated with the adm nistration of said
agents to a subjected wthout reducing the efficacy of

w5« WORDEN/0@ revention or treatnment of PCT/US2006/027386
than a9 n Ay e’z&%b%f (ol diy Weéﬁi’& qfi Cﬁ}ﬁmlcal BipAABES oFf Fempounds other
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to a nyaleig ecidonaeBlorhishigsapsraesiifren qmr ohcleizracidenalsedes which are
r t nage or_anel j.or.at i,on
presel{tl?l? tﬁ% n%¥lﬁ‘£‘l nggﬁxlele Sog ﬁl%?lél%lco?mgﬁlozﬁ{lge cQver. an 1solgt d” nucleic acid
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molec L8 AR e R GO GBS R A BEHE PGP f Gfoss bellular
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such terms refer to a reductlon |n a hunan S average
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in the peri pher al bl ood. 4. DESCRI PTI ON OF THE FI GURES
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term ° &W\ﬁﬁﬂaaﬁc %geé Iie r%lg):]ag‘igr@ est(ﬁg%#ﬂ,%ml ANt ang derivatives

thereofgauences of the variable domains fromthe human
anti bodi es chosen as acceptor framework, REI (SE I D

[0070NO. 2) Asmsedkertingthe tesmetipronhatactiplly effeetivearaut refiy to that
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Prever&%ﬂ%l f &he Fequirence O OngsheHYE qrARQTE SVBPYEFL fiap AriodHERES Ph
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espectively of the light. chain of a
10072{ 5 B e Beigine & “Bretoel infar Sie SRS Gosha rebimens. The
protocRll HgeiA 6l dnSBASELHNGRe ah € FRREE :]_QY%hX/lacﬁé mﬁ&&eﬁ@é‘lyﬂ/c [rBRIcHls.
of a humani zed OKTS3. [008 3. Schematic
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unwarh&d’ﬂbﬁt dedanded éffthyare ﬁot@fd&@&ﬁlly&dvérse DEA AlivdrR effect from a therapy
DESCRI PTI ON OF THE | NVENTI ON_ [ 008213éi The present
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i ments,..the anti to t SI | on subuni t

symptS RSy BT R RE T BB sroe R TGHETSR: PRgpIosis.
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TNFoi Thl, A BITEOBIES 26 151Gt RS EhbAAHHERY inpared Alfss aypericrced
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am no ac resi dues as described herein to
[0074]exh| bi Asmusetlioeein;Tthe édrins dethjec M“mndmtbareﬁmai biterdhangeably. As
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monksppensehurgggoandimore prefenably.a a2 708, which is her eby
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| exes are e accessory ruc
therapttitid agehansldulﬁ: & hbe eﬂ@étﬁ%&hm{)ﬂhe sidinat sffedts bf atyatiouR @ibre single
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bi nding of the TcRto its ligand. Binding of the
anti-CD3 antibody OKT3 to the TcR nediates TcR

. wOlhoekmemws and..i.Qhi.bi t . al |.oan co n t i onPamaS2006/027386
PR T R T
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S0 SR AP AR T BB, R Smcnco
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Ofcmﬁﬁﬂmﬁﬁhhmb'yotyplc anti bodi es occurring in sone
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op3 Hfiding BRIRES 534 Rusb e Tomreaiea imati-bgment o
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embodiments; Bderm Hhenapeusistagerth rafers yorphid SN eantibndies (. g., OKT3 and

varlarﬁnA(gecf%'ﬁ%tnf( gﬁg (g*?arl ng cells through the Fc portion of

or exanple, OKT3, resulting in
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therspgf 1Bt Pt FGROUS SR ‘gaiagﬁﬁf%%%%%ﬂr? Rhed a6, atfeast 3%
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of the TcR conplex resulting in suboptiml signaling.
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could lead to
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t h t f
Fic. (b I 8k Yomlp® bumfTREZSY: Seiahes Wi ™s danppr
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I S O SRS R L O 8858l wten

compgred] ype pon-tedifeadiinenanited OKES sxfbodgsi on and/ or rel ease

el ative t he cytoki ne expression and/or rel ease
[0083Lss oci éﬂ?@d&&% ERADR AP petcridrIIynpsuppresyivgiagents Airpqied against an

AR ERHRSRIIE i hogkiyl 1

imar BRSSO AL LSO RSB by

124: 27@18113?«1@@}31@ d'nefelby alhdoypdnatadiby cefere@i@Shepeih yp peititety)loThOCTD3 complexes
n increase .in aEUanScen%Jatlon cyt okj nes such

are bekgvelélcto é)% ac?q-gf@r& S rvtl(f_turfs pee e aptll_vaélon pignals 2I11tlgfﬁ upon

bindirglof tASTLR té feligMdYUMifdind o FthRIaRGICIHH YRy @’I@ﬁ% ﬁHﬁQ TER mediates
antibody. In an alternaitive enbodi nent, anti bodies

TeR blogkeds mdinbibjse slleansiaen secognidon @daceﬁaaﬁb@ﬂesi p¥otaxitsty (Landegren et

o, 1P R0 50550 B0 G S SREST 300 i o,

1986, tAmnoRev.dnnskioll.[4:593, tdvd offhichSe hefthe dteeitratdd b iefeRhcdherein in its
X I%gl ne can he neasured by any techni que well known to
entireiypre Hpes; the adminisfeationiof seap agunercell dirgagdgnAps, inlading OKT3,

may 11?chﬂe SUE acff?z{hoﬁd%glugmtgqg (?K/S'E@Iﬁ‘it% rélggée%rftsgve?ﬂ%lygorkﬂ@ M fcluding IL-

E

ses of anti - acco
2, IL- @éﬁmﬂsandﬂFNhe(Atmmme@nl%@bektemﬂ 1%9@ Thisl-préfduchbn 6f cytokines

I L-10,, TNFa F are_u etetabl t he serum of
has beggEPRER aBth 5 ISR T i BEER HRPROT IGhPeTHetsction of
mAbs@Whn Wsuvite ] 986; iCMicBbud 80890 B QfeBlvite, 1%89%919 gray, qug ent the
enmbodi menfs, one or nore cytokines (e.g gl
producpt;_o.n]_qf anﬂIMFIéopll: %?nthwowplcdletlb@ﬁl@cchmmlgen seme mlteﬁts after one or

v G OIS 525y PSB85 as e

antlbodEE botr sametchs (ifotgpy)] il précledyWuBBdguait A &s ﬁﬁﬁlethwalte
t han about 250 pg/m, less than about 225 pg/ | ess
1988)¢ han about 200 pg/ M, |ess than about 175 pg/ m | ess
0084 han a / 1 | S
0084} D20 256111809 Bt ESEofuPALBE0 hrJE BAL M 555
consequgace afitbel bro@ﬁ}llp@hg"lbetweeﬁﬂ“ lym@ho@iesind 7@ racga/ptﬂr (Fe¢rsearing cells
b /m, | th I
o0 S i 5t P TS Bip o o oot
cell tybémbeab@ UI9965J qgﬁr{ﬂnol |1@$§ 3bhatuBhert 96@ Jpﬁxﬁlﬂmoll BA21337, cach of
t han about 25 pg/ M, less than abodt 20 pg
whlchtlmbmelasbme@rpwtepdgbymeferm@séletemam lmmmam 1bgﬁtr¥CD3I raAbs did not

stlmul%tﬁalnce rgtlfeiailoﬁ% Pﬂtfo Plgls t@ﬁgﬁ vg%g%ﬁmo}%l %g /tﬂplastilcegébound to

FcR+ #ultien @b@lﬂﬁtn& @@é idclude@ $1$tHefbaﬁu1%t(%H Lﬁr PS8 Imrh @503, 484) which is

about 7 pg/ | ess than about | ess_than
herebydggca}pogteﬁigqy,ﬁefem@g dejeppin @&gufet)q) Sgy}mcrosp-é@gmghﬁ $WKT3 through

P n
FeRs IR el ol eaon  AQpAREE 1 2h e (% i8S Jod T gmmnl.
139:2873t whichesh¢rebygincotpbraled Wyl referedde-hbfhin TiNEsentikdtiNg B) pRyifdretion of

detected in the serumof a subject (e.g., by ELISA or

ot her nmethod known in the art) follow ng

adm ni stration of one or nm®8e doses of an anti-CD3

anti body to said subject according to nethods of the

i nvention at a concentration range from undetectabl e

to Iess t han about 10 pg/m from undet ect abl e to Iess

I A I T oy o "



undetectable to | ess than about 30 pg/m, from
undet ect able to |l ess than about 40 pg/ M, from

GRS 37 521 B 3tAo TR:8) i DO ES
couldllbﬂtlbﬁioﬁéd bbtie dnfi-FESAbL IWGZ &th'é injd¥dioR ‘i’dtﬁhmcé BPF(hb')z fragments of
undetectable to | ess than about 150 pg/m,

145-2(1} 4 éndircedh piaificant iawainopnprespion tvithoot igeeting mlloTrcell activation

SO SHENE AEh HREATE BRGS0 an 5 e

administcheibe of mbOKIbIgMewtdlahaﬁaﬁhmtdlmeﬂ g/r%uce@ FcRifdiated T cell
undet ect abl Ciless t han about, 400 In still
activaliphas CanbRE MMQCT HIBOR eBi B meseffe@tsgn chingpapzees in vivo
(Parlelwle’t q,99% 10, TNFa | FNg) may be detected in the serum
ject (e.g., by ELISA or other nmethod known in
[00851 he ar tA)dnhnistrambmg" atirCD3 stitatieshaohlse beercassoviated tith @Sinsient

an. apti-CD3_.anti bady.to said supject_accardi
rerovius AGENGR SORRTFHHE Yot SAHEam ComeRHBrS | FHBaY) fafastion.

Anti- @lb@ 'elhtﬂ%d?gfemmérﬁ’ hh€88o Béhﬁffomtbeﬁ?mpﬁl dHivat %& ?r@eg?% apoptotic to

ess than about 15 pg/ni, froma
some Ecﬁe&pomdau@m Hhacﬁsam)m th@Se p@iqiﬂ are funcdlgarabaitheyompygbetlose related
e han t abou
and e SrasiBfy, O Rihufl Rl i RfioRae st B BitRgten gpshitin iduprimal
51gnaltﬂgan about 35 pg/m, from about 5 pg/m to |ess than
about 40 pg/m , from about 5 to |l ess than about

[008650 g/ s TmmaY R Of gltpgmmﬁ theé@m/ ¢anche obbrinad tpsmolecularly
r gm
modﬂgﬁl/g'ﬁle %ﬁ{bgﬁ% ?@&Hﬁcéﬁf&ﬁﬂ?ﬁx g"g(l;lﬁgg% m{R teldessol?cﬁlgﬁd BT ead to
lower abldular aZﬂOamgi aﬂd refucetht@dicitytin iy foﬁi retadn HR9Bigihad in@dBAdEuppressive
Hft%/ C[&’ m about 5 pg/m to |less than about 300
proPe‘ﬁ’ﬁ? e3tiPedim about 5 pg/m to less than about 350
pg/ m . [10092] In sti II ot her errbodl rrents t he rret hods
of t heSilnyeAmtibadies & 0O 2 D3P olvpEE
concentration of one or nore cytok| nes in serumof a

[0087]s ubj eclt shepld drireegenized dahpmiibodiea thas nnmmp@clﬁpaltmbled to a CD3

plsE3n S ) 7B DL R B4R BBl i

to a CBOYplypeplidmsintludfdut a5 limited &ﬁSKTabHuMZD@ 01%29 at cm@@l/scm

bou % | east. _about 150% at | east about
ucH Vs, S00AB L BSERS, B S pon SP3SaRAV-Ae OF Bad(Gee Herold et
1,2 5 §
200505 s Lo o o215 0ty 0B
11:462H0LitCBT 584L., 4999, dasusphibttivpn 48063-531 ; Ke;aae:ulerbmai BOBYN. Engl. J.

TR TN RN

J. Imnnmbatlegqnmma Brans enill, ab8 R NnPfurdal 6b: 9083 91: vra[H‘L?er etal., 1989,
toki nes in serum of the sub ect as a result of

Immu@@ln@ff 49-580Waties et &t il 887, dlur. rJuImmemth%lﬂ hlélrﬁ;ﬂ@@tledge etal, 1991,
Eur. J gl‘ﬂjgig%l mt27lt7rf72ge{fgr%dﬁt%§& éck%hg: gn glol?gﬁrﬁlﬁglgﬁimg\?aessen et al.,

1989, freaneplamt Bf@anBlO% M)IH Sallardeohl. a%mmB@tEﬁpoImmmagﬂ -he7-505;
adm at e or_ nore doses of ant i - CD3
Tsoukag gt a@oié){%é ﬁgﬁ i $640-§4, weppqcbNely. &5hOf WhiGhgh herehy
incorpo RSt byyefksinge Heftiflin % enifATf a9} L T2/, o Rond B! (Sge Takas e
al. 1986|Jd1mmnn¢leh3;& 68b628, whidlois ierehy incegstratad by tefBrehcd ltbreiatin its
entiret ﬁast about 9 fold, at |east about 10 fold, at |east
bout 12 fol d, at | east about 14 fold, at |east about
0088]L6 f ol The gresdne asien@diPproviliSs £:01 hat 8amlunédpebific
[ ]fol d, at ?gast about 25 fold, bgfhelgt(tead;t aboﬁét%so é’lgrbmdtoaCD3
polypepfide gxpressae Byien Zumuge gell sich peadt ceblbwbcrenmalcbarmbOétes modulate an
| east about 45 fold, at |east about 50 fold, at |east
about 75 fold or at |east &9out 100 fold reI ative to
the concentration of said one or nore cytokines in the
serum of a subject as a result of a simlar
adm ni strati on of rrurl ne G(TS [0093] I n anot her

Y T LT - "




to one of skill in the art. In an alternative
enbodi nent, anti bodi es that |rmunospeC|f| cally bind to

e RSS9, 100 LBICE el | eperoyrimamun e
bind fo% OD8 plypédtideldirebtly Beindlrbetl Ty'rﬁocﬁﬂe% h%r%ﬁoﬁy dr @Jhocytes

anti bodi es that i munospecifically bi

prefelpabbf;m@ph@alebl@od Ficells Intnarteculdr, ﬂlﬁpregmt-lnmdmﬁ [pnov1des antibodies that

R e ST W T

modumwth% actitityl €afetipBéralloos T cll. | east 2 days at least 5
ays, at least 7 d‘?fi; at | east 10 days or nore in an

[0089ﬂ n vi t b2 sResHic erbedimealanighodies that ikmunpspeoifialdy bind to a CD3

sy P A P00 50 PR 3t

least ﬁﬁ%yqndaq:ast f'dié/o i et hdalsi 6097, at édakst GEOH waﬁasm%,m ddast B36Lat 2% 80%, at
t 35% at | east 40_% at | east

| ea
least %at iqasq %tat g@% 9%, qr @b lopst(§9n angk inhibitk celbprplifgration by at least
25%, bR % S { 0 2 ¢
o, HERRL 3TA B4t 5SR2 bt IEAYUOR o 1BAP50RINICRY 55001080 U6, ot Loast
65%, a‘hlhas’d) 70%Tatdedtﬂt 7pYoohi least 80V at lbyst 85% etdsist 90%aalasst 95%, or at least

98% 153517 458 P 1y g 95y HeSaribad e Bogr WA Kaskh gm0t il in the art. In
anothér@asodBRft, Miibddict 8RS Iml%gr{@sbgclﬂé‘allyrblﬂd % €D3 g&l}ga' f)tl'i(fré inhibit

assay descri bed herein or [ 1-kndbwn to one
alloantigen fpgogition bB981ls by atlnest Hé%, elribastl B O%n et leash 85%g at least 40%, at

s SO B0 LR 0 STTDRSR L, Wb,

least 8596 alFIEaStEQ@G@taO Ieaét 'PBeA o aBXRIt OSSR ARYin 3ol NG 0GBy described
s a T cell rmnocyt e, and nacrophage.

hefelwmlla%lmm i a¥e of FKidrn 9 a7k kp anpther Faberiiment afibogies that
S5 EBNCH K EVNSRSER AN PLOFS0 iy b o
25%, @deest 30%6y &demsti3 %, adeastrm)%eatdedst 56%cHt lesst 85%, sdbdst 60%, at least

o R ATEL T SOl S 8 e v o

98% iRuh IS0 BRI VilrdaiBy dbRribEP RGN el ARl X‘H% of skill i
° mul tll sl %m fi é ant i bodi gs urréln anetl bodi es &%Srﬁglﬂlllzuégle art.

[0090hnt i boki ansthee hmrbedmmana rnfibotesabat 1mnmgioeperctfzauaﬂy Birsl to a CD3

polyp%p%lglg\élén f)§ nﬁ Iegcl)flc h CS)‘F mae%ig{efésl?lg g&l/yr re%qae in'an in Rzzvo ()r in vitro

assay dfﬂi:rlbd:djlhdiiém I Gve(lélﬂiolwn| t6on@Bf 1806H @8 attl NE kI b8y eBb&iments,
nti-Ild antibodies to antibodies of the invention),

antlbogﬁza oggqetl%‘ﬁ‘@ngp it ﬁgnmpgs@ﬁ@ﬁp@llyobm@ﬁya @D3tm>éymp@d@redu¢p cytokine

t
expres@% dn@)& %aggﬁlgﬁ% gl? %&Emé %%ﬁ)@ea?lldfr(])r ?r%%gé% a ?soglageﬁl Jvith
muring @ﬂﬁ]lﬁa’ah(aglm atvb pr acvzrmasmrdeswrlﬁd héreimdgk@ckwﬁ tcﬂone of skill in the

art, T il itodiRint S A G LR RRpRY A e e Rpolypeptide do
not indRk ¥RRIré4€in thEohdBIHAGS &Q&hh& Bk §§ Y éeSIFle y,tlpezMIL -4, TL-6, IL-9,

i nvention can be of any type (e.g
IL-12, 129 1L11§ An gmdsengiypf a glibject a(lmngst@red g@ﬂh, arj agiﬁbpdj' g@3 an alternative

crbod B, o f00eR Wae Lo e BRBUPRT % PP Btimsles cvtokine

expressioatand/ontelese ﬁﬂarf inOalrd Yr b vieh és@ayade@%d@lq{eyﬁﬁ BF WEB-1&BHn to one of
dlat the activity of T cells conprise an Fc donai n
skill inythe fss FANCERERtIHS of @ cyfoking fan by-pneasgrs! by teghnique well-

knomf‘ﬂo%@of@l&ll%ﬁm%%?h%& W@Af or may conprise one or

nore fragnents and/or *déiai ns ¥ rom one or nore type
(e.g., 1gG IgE, IgM I1gD IgA and IgY), class (e.qg.,
IgGL, 1gG, 1gG, 1g&A4, 1gAlL and 1 gA2) or subcl ass of
I mmunogl obulin nolecule. In a preferred enbodi nent,
the anti bodi es that inmmunos¥yecifically bind to a CD3
pol ypepti de and nediate the activity of T cells
conprise an Fc domain or fragnment thereof that does
not bind to an FcR expressed by an i mune cell




[0097] The antibodies that immunospecifically bind to
a CD3 pol ypepti de rmy be fromany animal origin

wonodmxdpms o -GSy nmur POE/US2006/027386
0053 5nkey ! ‘ﬂgaé emp%cgﬁe{lts n%gg‘fvm(gg%’?‘l'\’élﬁgﬂ?‘ﬁ‘ Of ORFOF MOERAQSes of anti-
CD3 @ibelly B¥esibjecPaRbRliablomethhEs dthé Qﬁ@ht?o% @frtokﬂﬂ@s (e.g., IL-2, IL-6,

i nvention are human or humani zed nonocl onal

IL-10aWNFe.0d N3 areryndetactable ilrbtimselslm pisaid m’oumbbp BEI9A oahihyyother method

' nol i l nckude an di es havin .
knov? D Ale B8 B R ot R el I P BaR Ss0ioh e ovokines
(e.g., D42, Dodi Hs 10,SOVRG EIEN‘/)flﬁay Bbl ﬂchtbdﬂHJt'ﬁegéxﬁﬁlUdﬂarbu +ect following

I|brar| s or frommcethat express anti bodi es Trom
adminigiratign agﬁl&ord}lone degesph ap aathcé%f antibedy trosaikeibjesh agcoirding to
methoﬂﬁ ?g%ﬁég Lt:log ?%cé}tfégpgs:‘@@%%sttb%ip%@h @ﬁﬂeé//fn‘f less than about 225

pg/miMebst ﬂl&lpebnu‘t 200 pg'hilpleg th&l abont be5 pged) 1E$scthirpz!ibo](¢ﬂlt ﬂi(fpgﬁﬂ less than
e speciTtiC or

about E% ol Ofﬁhg‘il 5@55 &51 tﬂﬁ%ethglgé 90 Rt lersothaabet 80 pg/ml,
less tHARabAREO pRUAD ] Ié§ tlﬁn Qﬁ&ﬁ%@ d%ﬂﬁgée'sg %%&%Bﬁf ﬁ}%ﬁ%@gs b about 45

support naterla cat
pg/mldggsitiazn shoui\d) QgéflﬂsﬁwhamcﬁﬁB@(pgﬁﬂ leasthat\Eb AR 30 PRI, less than

about ngg/‘ml #ﬁa% ha.gn Iioﬁ 2@%}%& e§,sl a% 8 outi%g)ggn]élpgs ‘Hlan about 14 pg/ml,

less then 8Bt 93 o/mN thsH1HAQ hb&E 92 1, 1 {
ess thian Qi 18 pg AN 2 1R HbolA (f%m;J @‘gggalﬁ%g()&ll%czgiquessmanabomm

pe/mlessehgn dhowbP petal lsas tgn plgus rSeméIel lhess dian abouti % jsg/ml, less than about
6 pe/nleh ] Bi adud SR s BBl MRPT gAY F B teppthan

about P @ksnplept lestethar Bbout $ PRGN T8 selYbat BRBbdinRAtsadd d1aHMe cytokines

t_i nospecif __cally binds to a CD3 poiype tide
(e.g:, hﬂ? 22@5 He iTattoe AN wimeascbindategied iorthe saypmofipsubject (e.g., by ELISA

A ROR 8 A P g

ant1body oL®id subgct h@asd‘m@to)(néﬂ%dﬂ del’lé. invattidrest sitcohCohiaiod rangé from

undetelﬁfagfetetp ﬁ%sg t%a&%g%%ﬁ{ t?ﬁ%a e{z\]/lg)[ l\e/sslthan erl}oout 15 pg/ml, from

detdcBLE 0 368 Chdnl
s 4, S IR .

undetegtablegtg dess tlpmmbouti30 m/ml deosn uBdetectiMollSs, tha.n aHoaaaé@ pa/il, from

undete%%%}é]les L ano?ﬁ g d‘{hgﬁ\%/H%det%cﬁab e%,]‘iol lg%g tyS pg/ml, from
undetectableno $¢e chdhi abatd I)OOl}ngrdE; filogn @ndetR B Mﬂ@a@tﬂhdi‘leaﬂa@ﬁlﬁ) pg/ml from

te (anti bod + antigen Koi r
undetefableqg st Hiah SO UL ), G EHsFRcEbie todes ﬂsanlabou@%% pg/ml, from

t
T T e
from untietectablXtd Bssithsh aliqut Hed pgintiadn ] Sther émbdcﬁﬁﬂﬁnfs hﬁi& dp mbre

10"5 s S Iessthn5X1065,
eytoking Eeo it 156 1D TRBa IRy oy b% diperpdn the seriga f 4 pisbiect (e,
by ELIBA’ & &thér, métﬁ@&kﬂd%ﬁﬁnﬁhé(aﬁpfoﬁo%mgjadlnﬁﬁﬁtr&t%%fjo% %r ﬁlo}e doses of

| ess t han , | ess t han
an antiff¢lB3 eptikadlydaied ISWIH mt acgmrdmgtt@ bwthods hithe invention at a concentratmn

e $ATMIBBREELY Rkl 06580 RoBIREPALAS L, B o 13

pg/ml, Iﬁ@&s aliduas pg/oX td Qes5 tlfanﬂa,bohtempg/ﬁa eralfia a@oﬁtt SE]-p /hg%@lersi‘ﬁiﬁn about 25
, ess an

pg/ml, sf“im 88%%?35 Rﬂj@h tqlesssth@l qbourt é@, §g/m1a hrom abopp 5 @ghnlito I¢ss skan about
S
35 pe/inl Hork GBS peimi &7feed bbb RoMI> ol abeie S piAftodths han
about 50aimbsiyewiaboutad pgy/mb tmkéss then abd@id3 5 peinylp dfvinh aisoth 3pganl to less
affinity constant or K (kon/koff) of at least 102 M1,
at least 5 X 102 M1, at least 10 3 M1, at least 5 X
103 M1, at least 104 M1, dt least 5 X 104 M 1, at
| east 105M'1, at least 5 X 105 M1, at |east 106M 1,
at least 5 X 106M 1, at least 107 M1, at least 5 X
107M 1, at Ieast 108 M1, at |east 5 X 108M4 , at

oy A PN N OOR oy N7 AN N oy AN A N



M 1, at least 101 1 M1, at least 5 X 101 1 M1, at
| east 1012 M1, at least 5 X 1012 M 1, at |east 1013

ISR Sl s R

less tR4nkBodtD 00 ph/ml, FroehboRe ngﬁ‘ﬂil t611626 eHaBBbut 250 pfthi, D86 about 5 pe/mi
t hat |rmunospe0|f|ca I inds to a CD3 pol ypeptide has

to lesthgn 8340 pafnle onEermmbowrs padm toless thamybat 35@pg/mtlhan

02 M5O BI0 e TR R I i e

eg. bﬁ ELIS&S(&)ntérﬂfatlﬂ;ﬂ of b bxﬁﬁ@retcmlrﬁs o durh dvla shisjest fbﬂ@ﬁmg the
less than.5 X 10 8 | ess than 10 9 'Mb

admlrth{g\ﬁog oL ORGOIMRKS 40§§Ssoftaﬁélﬁt1@fj_ antipdy dée spid Behied b)( amast about

o 06k AN e e IO, Ll ol g

about|125%, atHeast EbOﬁtIGO%Saﬂ\YEas[ it § 7504, dtQedkdaddut |2@(3% zithwst Qoout 225%,

et A o 55 b A5 T 5kt st sout
350%l MPWWS%a&lléﬁspAﬁb@Méﬁ%, tgagt Q&lu D6 eﬂ“featsﬁ bout ?OO% at

humani zed OKT3’ or an anti gen- i ng ragn%nt
least aboyt, 700(’/o)raele@st abone8 byt asrbant 300%d at kastiaboutg ooe%u relasive to the

conceété é)noégalgl ogg?)g éré)gg cgﬁﬁ\sgs mge%:}%%op %g@&@@&%ggesaﬁ o? a similar
admllﬂstﬁﬁ&n O fhurifie OKIS. 98 hnaihe:r EnbcilimHOiHeeRGRo PEF MBLERntiGh reduces

i ncorporated herein by reference inits entirety), or
the defagtablenp.goby L Acpuesntiation of ore eronwe (cpiokineat the setym of a subject

RN O bl o hOF BRPT 5P bR TE i st
least aBoutl lefodd, chy 1elvitrde 6EB fold/iak gaﬁlaao&@lfow 22RA% aBButllJond %Bleast about 5
Nunmber CRL-8001 Sever al humani

fold, o S 0nat S1oldet st BoR) bIH.Gh EReGONS 1t RapeappURBIod, a least
about @0 %o‘i& & 16t é%u@!ﬂ ?dl& ea{t ﬂs@% uteﬁpﬂﬁld, %&st a]@Qutal%t foglo gé/ least about
to a pol'ypeptidé i’s

| munospec | i cal
18 fOld%C&t le@ﬂTabou‘aZ(ﬁﬁﬂcﬂ \aaiaavtelboﬁt 234'631 atlegst ahourted0i fakelg atQKIsB about 35 fold,

ot DRSS bt 398 D 5 Sl o

least ab8@L@BlfoldteRtiSORFthE ConRARANNBIhid (Hé %r BIdRS Eftbkines in the serum of a
i nvention al so provides antibodies that

subject phrpselb o€ p pineitar Wmmmtmuan chauping ﬂﬁb& i de, said

s O GRS, L s AT o
polypdptida mdzueei T(aéII[ 3nélgy@n an ﬁﬁ@d &2 MOirfo aselididseribkd l@erﬁlh opfll-known

WENﬁ In a preferred enbodi nent, the
to onejof g4 %‘%f '@kﬁ@ aalrﬂlﬁe’a)@aye eBhRstimeets aptihodias hat rmamospecifically bind

0 COSPAY 508 &y ANRE 1 E0UE00 e S NEKTEE s e

or welEKl)ovamtzb’ are & shﬂhmyhe::m| In azothedenbbdinent) anliwidiesahatd

ec 0ot i de seguence set _forth
RS AT S B o 0l o SRS s Sponsivencs
for at @ANOTY MBIkes, 4t68asP BSEN bt leAY Q%hﬁnaﬁlea?s@ﬁ%ﬁt‘é' QQ§ast 12 hours, at least
anti bodi es that i nmmunospeci fical [y bind t

24 hO%way]@eﬁtz s, afdgagt %ldwsb@idmﬁ daymp e lsasth da)mm mdrkén an in vitro
(" havi.n am no aci d sequence of

assay Qo Madneteim b SO0 1y eGSR ‘(e.g., SEQ ID NO 3

[0094]or SEQnI dnotier dmbédieh®Apntidodicd thut Qﬁlﬁflﬁl@ﬁ)eeﬂf@@m’ BRAke a CD3

OKT3 anti body conpri ses chain
DolyDCB s PRI CEh A A D 8 454 25 mHent FOLinal EASH. ot least 40%,a
least Sb%gﬁ‘ttle&lﬂ @5% §@ltea§‘t @b ad lgas“?‘g@A)l 1Nk %o égﬁl:-:rgt 7?‘%) at least 80%, at

[or a Tight chain encoded by a nuc
least 85{%1, aetdadst 9@%np1rlﬁ@t 8§% breatderst 28%biadé irddbju Troel pﬁcdtfelﬁﬂdiﬁ By at least
in SEQID NO 10 (FIG 2A). [00105] The present
i nvention al so provides antibodies that
i mmunospecifically bind to3® CD3 pol ypeptide, said
anti bodi es conprising a VH donai n di scl osed herein, or
a VH domai n of



an anti body di scl osed herein, conbined with a VL
domai n di scl osed herein, or other VLonmain, ine presen

" s e WO RUEVOOD B il @Fpr OV] n_j, 0ol a | 0 PETIUS2®B/027386
259, GAR L G V4 e o bBpieria0 e 199 0T Beat SeGupt feat i ta at leas
65%, Mt 17894 atlieast 1769 dt 1RESt B0, aCleast 8%, HY @ﬁdt @o%agl'éast 95%, or at least

onmal n

anti body disclosed herein, conbined with a
98% @ xingdeorHs vl hassay desetibed herpin onmieH-knpe@10 6he bhskill in the art.

ertai [ t L sol.at ed cl ej. cid .nol ecul e,
100957 G I SR TER Bt ipt PR AR el SoBhes b s ebificatty
binds @8 QD3 pdRptide doesaiot dewsthblo Bihdoe EPTchst ohg Fa rédpiR T@idR”)

havi ng the am no acid sequence of a VH domai n of
expregiGewy ep damuRrs sell sib as p Neglly mogpeyte, BumsrophegsEAdditionally or

altern%@zﬁ?%tﬂgé d(&tﬁain of glqlgngtﬁlo i i%%g%rggﬂicgfgybgﬁ){dggog%$D§%olypeptide

nucli erc ac not ecul e "'encodes "a

does nidi dttettabhyrbishiecirieior aidry FER fiekgréssedbyChiBinaiydet sudB as a T cell,
sai d ?Inti bo@é conprising a heavy chain having the

monogyfe, A MACHPRIAEience of the heavy chain of hOKT3g- |

0096f 2l a- alagyineisSthas B intbshéicaAl v ide

[ 'E§)0108] I'n one errg%gl rreSEt l%aﬁpibgo atée@)%lgg}yi)?%udfclp%}ude’ but are

not limisédoumeneslord estilotliesn iubisgycifit antiiodias ninspacidtibodies, \humanized

et TR, ARl PP S TR L Mo Bagments,
F(ab’ Pieamhéniy Hisal e pked @d? gﬂiﬂ:‘) aﬁwalgﬁi%ﬁwbr%,(m%ﬁar):aggb\@é’s (including,

or SEQID NO4 (FIG _100109] In"a prefe
e.g., apHié antikadies ta aniikastiestad hening¢nsion), an{l dpitereshindieg dragmeats of any of

t t ' nospeci fi call i.n t Cq

e a0, e DI RRSELGRETBLA0FF, 807 o Rhepide ot
immuhagloingintheleeulesundiaintuapieilychfe pditond Einneidbdbafin molecules,
. h%TSg- | disclosed in FIG 2B (SEQ ID NQC, éﬂjb-%’ i
Le., mogrswied fhat poriss PRentigsiYading Ate thahmmencspedfioally hinds to a CD3
Pl TR e o I o BB BE L MR bt con e of gy e e 106, Te,
IgM, kght, ipbeyd tefypelass (ag. G IgOndE@;, NaGi, TgAL hel R, or avtidss of
immu g n eyl O irmre s o R Byt Sekss st Repmgnospecifically
bind t6 EICB®3 pdBypephide and/meBRIFHE altANHy T R8s RBMPAsAH] B domain or a

sequence of the VL domain of a h OKT3, for

unani zed T
fragmentahgspef (e 8rthe GHRICCH3 pandgEDINgD rivghons ¢fandc dompain), or may comprise

one o8k A RRIRHEE BB A R R G g Co M fep. 1en

and Ig@DBclpsl(y pe DiG [ egGS 2 Gh, 3G, DOUYanddBRY) 6iisiBeldssE@iunoglobulin
ain conprising the amno acid sequence of the heavy

C {
moleceﬁa iha greferred srappbwantoe antibesiesdhatrmaunonpeciiialy bins g 2 CD3
- . C .
popSRHSRE Rl T ol s bl SEFOSGA Y Ty fhorort
does natbind t@en HeR expresseé by fantilmuhe géit. chai n of a humani zed

TS TR R TRy o o
any ariBIOsH i ﬁkﬁldiﬁé‘lﬁrdsrb)éxﬁ @%ﬁn‘ﬁﬁal@ (@%&%\%ﬁa@ M@ el Q&qéég,ta {Bgép, rabbit,

i mmunospecifically binds to a pol'ypepti de,
goat, gyprdatpegl yamelpeissi rghickhea \Rrefethlyn therantibediebyf the miehtorcare

j | le ¢ ri sing t nul eot.i de sequence of SE .
homarf ) R £ e EYRY drihfidhel "oy el 3 BB EaSHsg sty bind
to a CDB@bBipeptiieiifcliid faibodics BATAE Hehihd 8cilYed1RAEd 6P human
) sequence of SEQ ID NO 10 (FIG 2A).iiij in one emo
immupqgepulin gpd pntghadies isplatadfrapshyiean ipwanpglabylip dibearies or from mice
that exdPdsY RERJIER FR RS ne or nore VH CDRs discl osed

. e)dii!sn FIG 1B In anot]ﬁg%egnbodi ment, antibodi es that
i mmunospecifically bind to a CD3 pol ypepti de conprise
nore than one of the

33



VH CDRs disclosed in FIG [B. [00112] In one
enbodi nent, anti bodi es that i mmunospecifically bind to

e e WA 20DB 0Pl Qnpri se a. r nore of tRreTNIS2006/027386
oG R aR e SolRL 26 8,06 T o el
mono@iﬁﬁcﬁﬁlg Gisﬁ&nﬁb afispedifetR P gﬁ‘dafe'r ﬁﬁﬂﬂléf)e&'ﬁ@ﬁ!%t M\?Et sg%%glc antibodies may

ep tide conpri se nore t han oné of
be sp@ﬁlﬁf‘c §leféer¢nt emt@es loAa C[I@)mqlspentude anotalde spedifeifordath a CD3

polypB e i B e PEIRRE Gl o lich i bt Gocle polpeptids or ol

suppokd ﬁateha ad, HHEPOT pmaﬁ@twhs GIR934 7313, GW@Cbzmsﬁiz Gvd 94/00360, and
WO 92fﬁﬁ\§ﬁt anot her enbodi ment, anti bodi es

dsbhiet alo 41 Iympnal gl 47460562539 BoUﬁo é’ptelnﬁbloﬁdhﬂ%@é

7% SRR Sl AR AR 88 of B.0) Bmfoe i s

1553 [1302), 4hcH of valrich Isdrerabytinetirpaated b&ﬁéﬁefﬁhdda ﬁéreﬁhf 1nt1i3%nt1rety
nvention that i nmunospegifi cal Illyq bind to a

l0099h)o| y pe F BESERrBYSnEen Brpvites derutivodisnibat %‘Wﬁ@ high binding affinity for
j t

¢ DTN HEPBEIRTATAARN, Py e M BB RBu s o

CD3 ;pcﬂmepa}ie Rircanmsesniationirateennstan oaksaater(entitddg (Ab) + hotiiens

mmunospeci fically bind to a CO3 polyp eEOtld?1
(Ag)s saﬁd“ﬁrﬂ@ pbaileast EGMr s s@h@aﬁérX\lﬁiMlés, apfeasth at least 5 X

o' BT Rl AF R e S DTy Vo oy SO 1 e prsgored

embo@ﬁﬁe.nt bR ahtibdBFRRASPRRINLLSRIANIIP bR tPa @D@?%tl)ﬂoggude ?as a ko of at

£ Fl\ffl ,de. " St andard liechnl ques, kqown
least X 107 M 157t atdeast § XcHR Myes ueiddast 40T Mi's bt brestrfuXalt0f A at least 107

-1 -1t I 7 oy ding an anti body of the
Ms f%@g%{tllggﬁ% |I\gc gl %“S‘, S?&?“’@gm e, site-directed
[0010011t age e siher RehbBEImdiE dinain6iBoduthadaRsioSpiti ity bagdlé & CD3
in amno acid substitutions. Preferably, the

polypcjﬁrdev]aa‘SIa\/lﬁs rateGntitiedyt @ty -t dmige &EAgDﬁ NAbagigll of less than 10° T less
bStI?}utl ons, Izesls than 20 a acid su stltutl ons,
thanSl%dQ § hdesstanalf 0 » kees dhas 355 19" m ,llQﬁﬁéhanllé)s§ 't lesrithad5 X 107 s
9.4 o 5t-h a;cu
tess tEf10° tﬁ%%&ﬁ%%’?d o, PR g 87 L0 30 BB RAOPS, ftgpghan 10°
Jess tuaa§th1aém ,3esa thamol oeicsu lpllesmhsﬁ 50@1@ o615 Jese thah61$)58 stlmams Ban 5 X 1085

e S gl R Brbl e o gr b BanEnts. (e e vhembediment, an
antibod@ Yieat %ﬁﬁﬁlﬁ&éﬁ@&ﬁ%ﬁl%@@t@&@ﬁi& Z)HB/?)E]{)ﬁdétHaQ Q?{onalfigegazgﬁl A 10751

one gr nor e predlcte non- ess
less thand D7 ae,sles(suthamsxalm 150, lesd tham &¢ dbé@sﬂmdﬁ(dﬂésﬁdbss than 107 s,

s 55 58 S U0, A0 PRS0 OBREE LS BLIe 5 ¢ 107

Lorlssshiouféhn” is one in which the amino acid residue

is replaced with an am no acid residue having a side
[0010thai n i anether smbpdiment warag@bodyath@u mr@gmowearﬁqaay hiridg to a CD3

pooGELSHER, BRI PRSI ) CORBER

least 1@3chsamasth@w3d\4§; atdeash B e & lgnst 5 Ky negl, aan@vsm(ﬁm at least 5

X 10° 3%"%%&@ RS o e LGB el B P 36 S, attast 10
an'eXsQ I5rse 10*91'5115’&5@%913)9 1 Uk %{@X 158K I”Erleéslﬂ?ﬁm%“ Cat least 5 X 100

tyrosife, cysteine), nonpol ar side chains
ableagiilfe, Mv,aﬁtllwetSXeltﬁbl W', af lswit d0C I, at teastteX ]ﬂi)dew at least 10"

M, AR PP 159 e £ P b st 5

10%° Mdh dh §et dnétl@r embydig®h)@n aﬂﬁ&&&'tﬁd@ﬁhﬁﬁosﬂe&ﬂﬁh@ﬁ’ﬁﬁﬂs to a CD3
histidine). Alternativel i/{,td(rrut ations can bg introduced

polypepsidabag 3 dissasigioncpnsiant 95 Ke (orfkon of teselthay 182 ddassethan 5 X 107 M,
such as by saturation nutagenesis, and the resultant
mut ants can be screened for34bi ol ogi cal activity to
identify nutants that retain activity. Follow ng
nmut agenesi s, the encoded anti body can be expressed and
the activity of the antibody can be determ ned.



[00116] In a specific enbodiment, the present
i nvention provides for antibodies that

e eE sel) BTy €58, pol YgeRL e

less tHuarsEXi 12€ 0,1 QIshiv 1 61 91 GesO thal B 2 1@1‘?11\@ 0eaGhsh {E5MV %%s fhan 5 X 10° 7
substltytlons in the \garlable Ilg (VL) donmai

M, lespgharaH) eMadass thap\iHf 100 Mvhiless thamelO rl\é,slesstthmméﬁho. cM la$ssthan 1010

. 582 2 RS SO Y st

X 10° %%nmesmm@l 16€auelesehal 5 XUOThBL, QT hawi 10M* 8N 8eBRhafY X 107 M, less
no aci d resi du substltutl ons in one or nmore VL

"hle:Dl%‘I ahlfﬁ%ﬂl%ﬁex& Mbre VH CDRs. The anti body
R p e TR

polypE}s i humbeiz¢OKAY or an whtigen-Ending Iﬁragin\é@t. thérebf £k ®r more
{orlts bility to bind to a CD3 %ilg tide, or for
compiementagiy ¢ t?WIBIWgﬁPﬂIB‘PSt( CPRsof h‘é‘@t‘m@ 3)-0PKfIGrhap the amino acid
sequeﬁ@ dlkctlé(set:loe bl nﬁi Big P}ceﬁtf?%ﬁ RI63kI016 r@; 19801 Qld 6{5439? L 91t65(teach of which
ity to Thduce T ce y5i's, or'its a
is 1nccp‘pemmdtheretm bateferenemml its@ntitety)omethe amimy &id yequbmf the monoclonal
SSQC

antibo U ch g ﬁwﬁgé%ktgauﬁlga% o gigarln Type é&lt&re C%llectlon

(ATCC®)'UIUI§)H? afitdrsiad Byulbiard Nﬁ&s%so%ﬁﬁﬁ’e{ YPABLIA9 on July 28, 1993 as
onprises a nucl eotide sequence that hybridizes tg

AcceSﬁl@é—INPéany ERJe§ e c¥evert butnanjzedvesrsiomoef QKEB aanetla;cmggrted inU.S.

Patenth{I 8 Zgé%%lg%l%g nﬁ'l II%S n@@ atélﬁ-;_en %ﬁﬁgﬁhggf a%t}!tglo fig g%ﬂ {mmunos eg1ﬁcally binds

to a CDG i tpeptide is@ogOK T3y bdbrihatiat 0O OKIB, gl h@thai2dd OK PV dhtigen-
6x. sodi um.chl gri de/sodiumcitrate (S C) at about 45 0C
binding fyaggieat ohPKdde 0% mase pretarakl neshymanizegos shynmeripogesim tereof.
out i
[0010?.’9. | ﬁg%“ 1ff€:’ ertiiGhedt QP Yes@rﬁ)t 6u%gfﬁ Cfsgig%\llﬂe%glﬁpbnodles that

di zation to i ei'c acl
immugosBSEfietllyathod b CIB0EIfmptideysdidantibodieocommistngsiiedld ivavy
. X SSC/ 0. 2% SDS at. about 68_0 r under ot her
(VEidp %Pﬂ“‘i‘%/%ﬁ o A SANBEIO § SRS SHPHERL & PETRRGHAOKTS (e.8.
SEQ IﬂN@@ @EC?H]) NO:8 Br SE IBNO(s &8, {19), Iﬁ)égﬂgeﬁed éﬂﬁb@lﬁ'{em the

9, Currfent Protoc In M
humalgzqﬂ QEQ“ 3 aVbedYI COH(BUé@Ena Redyl ichinregmpsisiog itz @sino lapicl. sequenhce of the

O T3PE Sl Hed e el AR DY HENDSB QRSP it i Chain

encodé®Ebeh Autlsiciackl Iﬁﬁlbb\ﬂebm}lpns{l@é)ﬂéaﬂucleﬁt@e $R86&ickisét forth in SEQ ID
enbaodi nent, an anti body that imunospecifically binds

NO:13 §1g. ¢o8 poI ypepti de conprises a nucl eoti de sequence
hat h

000 o L RS S d G e bR 855k B Br RS A es har
immuimspedifical byt hind ta 2CDB Ipobipepidden Shlﬂ)hl@tlbdﬁh&koﬁxpﬁlsim@a variable light
“VL”E | oridel/ sodiumcitr, te 880(23(3(f 45 0C foll owned
( ol TG g iR S scaiopcenielel, dmesmat aummged OKTS (e..
SEQ IDNGS or SEQMINOM Bith YA Fnl Y8R red %ﬁ%&in&é% th@h@namzed OKT3

hybridi zati on toer-Du unu nuci ei c aci
antibogipeoppiises adightrehraén eemeprésing e ambSCiGd sé;zw@m (ﬁ’tthahﬁﬁfml light

chain B ISEOING TG pB)ARER' o [RiQiehip BkodtR typ musleic aid

molecuale tcofnpeiging filgy meXevtide Sequétieseeforthfin ME(% D RO:1EA9G. 2A?
989, Current Protocols in Mlecular Biology, Vol
[001"% een PuPiesst Hyendaplsaproyides prtibogieg thps frmmpnpspgcifically bind to a
a,l}@% r
CD3 pg%éﬁtldé] Sid r eby dﬁ(ér%ccgr olrS lag g@&%% gn e(rﬁ%%%%d%’g%ég O%QV?H domain of
an antibpdy élstllosﬁﬂ heyein] @dbigdd with aVS[pmnefm diselvbathereinf or cﬂﬂer VL
anti body that imunospecifically binds to a CD3
pol ypepti de conprises an am no acid sequence of a VH
domain or an am no acid se¥ence a VL donai h encoded
by a nucl eotide sequence that hybridizes to the
nucl eoti de sequence encodi ng




w1 WOIZDE7TE090BO LN,

the VH or VL domains of a humani zed OKT3 under
stringent conditions, e.g., hybridization to
d ) . LINA iiﬁ@?x sodi umﬁ Icgri e/ sodi unPCITiUuS2406/027386
omaied e PLESCRIRY NS THEGr providesqrphodiftha imavnospresieadlyjbipd to a
CD3 $blpeptté, Raili%nBbSies cARingdVEAontain HREBEd NI Yor a VL domain of
stringent conditions, e.g., {%ﬁrl di zation to
an antihqdy ghisclnsedh Heneine | combinedi with » VEk&d@indisalweed het8inQ@ other VH
doma{ ol | oned by one or nore washes in 0.1 X SSC/ 0. 2% SDS
4t about 68 OC, or under ot her stringent hybridization

[00106pndi t IDeGtaEBBodiRNisEBolbRI hieISR R{d SKicthleleAcddd§ an antibody
art (see, for exanple, Ausubel, F et al., eds.,

i > . | .M
that imoygnospegifieal it bipdologcePa ppiyprusidscericdantiiody sgupriviop 2 WH domain

i GRS B S £ 5EPS} i B AMASR (P Bipiqr, s

NO:8 i SHQ I3 NGpeb)G.ilByor por at ed by reference herein in
its entirety). [00120] In another enbodi nent, an
[OOIOZiﬂ i bog‘ya pragITqdRrbRsapent; 4 iselpted nyelsipsacidomglecyg encodes an

antibo%%tcaﬂeﬁ SRhiuHSsHe SR 618D £ODA %oﬁfbigg\i;ﬁe? %&ﬂﬁﬁb&l& ecgn%éysigg a heavy

or an am no acld sequence o enco
chain hardhg theiadene ecjd eeqentdaf thé ikaviydhaimso fthOK Toy- h (ata-ela) didelosed in

codi ng any one of VH CDRs or VL CDRs of the
FIGﬁmmﬁgﬁh body produced by the cell line
[0010%&602 '0%@&é@lﬁﬁbcﬁﬁ@ntwfa)ed%cﬁmm%[bcmé'm@('jdes an antibody that

) 3001 under stringent conditions e.g.,
immupgspe¢ifralbt hinds toe EDB pelypbsidedsabiantihodgxompdsingr VL domain having

chl or.i,de/ sodi um citrate .(S at_.ab 5.0C follo
the i G54 SRR S8 e B 8PS hetor B0 Hkagereaexapls G D Noss
or SEQADA%0:4GF1@nHey. highly stringent conditions, e.g.,

gﬁbri di zatign to filter-bound nucleic acid in 6xSSC at
[00108f, oyt ks preferend) cophodiment anaiselatedppeleifepsitbmolequl encodes an

. . 20 . 5 . St . .
miocBS R AR D Oy, RO RS e o e
chain b&iihg thenntihe acd sequeQe @flthe lightavhainhedh ORIl dieclbseddn FIG. 2B

' that i mmunospecifically binds to a CD3
(SEQSISNfgiﬁ/i de conprises an am no acid sequence of a VH
00116PR anth ABRAEABoaRAH SRINELnRIeiB add SEALEAAAE Baniibody

_nucl eoti de sequences t'hat hybridizes to the nucleoti
that ingioumespecifcadiydundstg atGid3 polyperitidnadaidattibody yomposing e ¥ thfomain

vind [Pk BRS04k O BT Ly BR A GRAS e, s

NO:7,/BHQ IDINGRE | &BEQ IDINGSFIRUE) b4 VI d&aaaﬁqﬂivmglthe amino acid
chloride/sodiumcitrate (SSC) at about 45 OC fol | owed

sequetsip obite BE dapieén olesshiananized DKk Sdoy examplsEQID Al§yator SEQ ID NO:4

(FIG. ER% 68, danGthteP &%%@diﬁle%{] LY it P ER M SRR IS encGad an angibody that
ybridization tou c’ai X a a ou 0O OWe Yy Ohé or nor
immunosB&Efieal 3% GRS o at CIab poly p&fi 48 Giaidantibode comphisiig a heavy chain
Stri gent hybri di zat i ofn condi tj ons which are known to
compriipg: B9 gming.Aqie Seayenteeoting heqvy gaaip pf p humagiged PK 13, for example the
aminomgﬁ%ﬁfe of BOKRANL10@MYahalcld SHHPRP O gs(g‘c%‘kﬂ) W 8 8nd/or a

i to a > pol ypepti de conprises an am no sequenée
light chiiatcomprising Iteeaaning594d sequdneasf the Gight cltain efmhum&igedd®K T3, for

e e R bR oo SRS .
embodib¥nts athe lif@atioPPYvidat ah e@fHod) A4 irﬁﬁluﬁbsfﬂe@iﬁ%hll}ggﬂﬁis to a CD3

identical to the am no acid sequence of the nonocl onal
polypephide.rsaigdhansipedieurapming fBeavy|chainjeneodsd by nustpignaith mofgsule

. ' - 1. of .

comp STEEHE bR SERSIAD P N A0 1| A0 oty rcoded by
a nucleio acid @Bequdd yoprpiisinethe mupledtdesseqiienzdloN SEQCIDINOETUENIG2A ).

that is at | east 35% at |east 40% at | east 45% at

| east 50% at |east 55% at | east 60% at | east 65%

at least 70% at | east 75%36at | east 80% at | east

85% at |east 90% at |east 95% or at |east 99%

identical to the am no acid



sequence of a humani zed OKT3 (e.g., hOKT3g-1). [00123]
I'n anot her enbodi ment, an antibody that

@Ci Li.cals bi nds to ol ype t| dePCT/USZOO6/027386
" foo g g Bt e ot B B SR albR Ein te AL
polypb%tuﬁ:t confisé a 3ador @brd VHS(EDRQ 3(9501%56& 1%513?@} ffﬁ 6%11 Qﬁotﬂl&%ﬁ{bodmen‘c

| east 55% at | east % at | east
' antlchb@ssthatm%unaﬁpqce“@gﬂy b3ghto atCDEep@lvpfam% cannphmbreaﬁ% one of the

%.at, east 95% or at | east 99% i denti cal
v R fi8sed fE i 1B, hOKT3g-1) .

donal'nof a humani zed OKT3 (e.qg.,

[00112P0124]in bhe enbddients MRebHds Mhat 11ﬂﬁ1uﬁ6§pe@ﬂ’i@éﬂl}‘ B@H to a CD3
i mmunospecifically binds to a CD3 polypeptid

po ypewﬁrqomw@ﬁ OBPPIHBOEfdhe ¥ E (ARa dtsﬁloae n FdehAn I pzather

embogig%?% ecgessf’cﬁ?éw%ﬁw{ogf&s ciéﬁ\é/%&}ﬂtto a {)‘1?1 %6 )ade C{)I%%fc'ge more than

one of thasSiL (Z!D}R;s didcldsednt FITh%A. at | east 80% at | east 85%

| east 90% | east 95% .or at. | east 99% i denti cal
o113} | b ATy pacilsrsnbogimart %qhﬁ%@la@mu@ép@ci ooy CD3
polypélﬂ%?elé]n pHIE oY &SRB VIl S&QQHPgéﬁm?d‘&ﬁ (?‘qh&% VL CDRs
t cofnpete with an anti descri be ereln

disclolséchiahi 1. 1.4. dn @B3npthey pﬁbd)dldent bhntitaodégselatfiimenunospecifically bind to a

o3 SRR Rerpistin s T ety SHDEDESTRETDBEs 1R apdanore than

oneofmewC@Rts,dlééﬁfsedfﬁiFwaAt hereof or antigen binding
gments thereof. For exanple, antibodies provided by

[001 lﬂhe i nlenatlen cobegisent,antihodrsTof the inventéon that inveunospecifically bind

e G(TS QF .an enbi n
to 2 CPRieepfy Sl SRR PR g oy AL RS g and an
alaninkmt ﬁdssi)tﬁdle%SSemeaﬂdfnqu el@mdnmmtg of K¥®aidt @b QIU87I) nvent I on
ses anti bodi es that conpete w th ChAgl
100115 Gor T 35 PrrsciiseRirn o AFpvides RBUbndF bR igoR HagpReHically bind o a
t a
CD3 Sl 0 Bk, G PRL PSR o 208 0B v
domaiamtarBdd CER stdesdribed peig onatdilableNB 9he of ordimgey skitin the art, that
. t her eqf M antigen-bi nding,fr nt .thereof for
immueipici el iR 5 T BRSPS disan i Ebainuse K i those of skill in
the ar€dR R8I0, infr H®1cB hAFRMns 'nﬁ‘ﬂfé%lcféﬁtl&é"&aﬁm 2f&oding an antibody of
anti bodi es that conpete with UCHTI or a derivative
the inygpéipaofclgdingnfos mm@dmwmen@dMﬁ@mﬂms P @Bfmddiated mutagenesis
e
wlnch%gh%ﬁ%g%lﬁqé)nag}écps%%sﬁ%? o%n t Ir%fgaabg)g ﬁ}eh lnvgf(mes é{fcéuiﬁel[ew than 25 amino

acid shlcsuﬂltmns aeséehan\/lﬂ driti@o tabrrsabitit@iond nlemham ef aﬁhr[djédikgsubstltutmns
fragment thereof for binding to the pol ype

less thap 15 38tipRacid prbstifytions fess dhaperaming wg%b@én@ouw@ea@a% amino acid

substiffi6RETRES SR %lhpggl'd%ﬁbﬁﬁeﬁon% 059% §Sq %m'ic}c?%u%st%m&ls relative
erivative thereof or an ant

to the btiginebmoleoule bimalprederte emhimdﬁ%tp«hb yipxemtivdeha\lemoamvmﬁlr‘e amino

acidsstgs?fi fic enbodi ment, the (ﬁsent i nvent i on encanpas

WOTTRieD? 8 et ERHPETSHTEFicse appreeEntial qEHRQ agif vest ues (ie.,

aminotRRT REHu& wiibh aRtod @ﬁtl@dl ek the) aﬁtf%gmfnuhﬂﬁdsggélﬁgﬁfy bind to a CD3
bi nding to the CD3 pol ypeptide. In”another Specit

POIYP%WldébIl mnseltvh@vm@e r@eld; sub%tmlﬁl @y iepooimpeisisk the amino acid residue
a.derivati
is rep I? er eﬂ?&g%n{&rfr? a%lan ﬁggg B @avﬁ% ?‘1%1 f%éad?r@’ﬁtth atﬁ'f@}l%ro?haf%er "Péfhities of
aminobichiiesiguésthaiing s(da3haidls withximéler: chafzed R¥dWdenRHfd inGhe art. These
enmpodi nent, the present invention enconpasses
familigying ggirmaioraqits vghbrsicesidg %hﬁﬂnsmgs dysine, arginipe.nigtiding), acidic side

ChamStb(?’%l E%ar?%ac?ﬁ %1%1 pol @pepthq% P %Ergiﬁ%t ﬁlﬁﬁg %8%’(:%1? |&(I:le’ asparagine,

glutanend) ediime thrgortihg tyrosige tysieme mohpolaesidocpasyey. , alanine, valine,
anti bodi es that conpete with BH 1 or a derivative
t hereof or an antigen-binding fragnent thereof for
bi nding to the CD3 pol ypeptd’de. I n another specific
enbodi ment, the present invention enconpasses
anti bodi es that conpete with T2/30 or a derivative
thereof or an antigen-binding fragnent




thereof for binding to the CD3 pol ypeptide. In another
speci fic enbodi ment, the present invention enconpasses

T T e
eg., tﬁﬂeeﬁhe,gva‘hﬁe ibsletdie) RAd Midaitic dRle chRind (W05 NEostRE Bhdryfalanine,

mbodi nment, t he pr esent i nvention enconpasses
tryptoah@n, bastidins) Aét@rn@twqur@ut@ﬁlqns cBChe mtroalugl@rnav@amlwlong all or part of

the co%l?n%%ﬁ&ech g lég%%%g y pe%[upag SnerS}s }1}%}%&@1‘&&1&1{&%&8 can be

screer@difoelbioRypical adivitpne kiRntify inviants ten re&fiaRRwSS EFollowing mutagenesis,
ant i bod| es that conpete with SP34 or a derivative

the encpdadeasfibedy egn l%ﬁﬁmg‘éﬁﬁdﬁnﬁah%@ctwﬁa@ﬁﬂmmmh@w egletermined.
[001 IB]mr;d' N E?pécﬁ éﬁ[l?oecfglg% \t}a'r Ent &h{)eenﬁlggkgpog\é%eégglc Addet fbSdies that

1mmuamstpeb1@dalé58b1hhadi a Cmﬁq&ﬂ@ephﬂdf] sEiH\Aﬂﬁb@hesﬁcdﬁ@’risM@tﬂw &mino acid
bi ndi ng fragnment thereof for

her or an en-
sequepg& i § umanlﬁ%ggﬁlé% PO aTE ATHD S FoRERe Spessittiogs in the
varlatﬁémglﬁ' (VBN dombHEanRI R 38574b1é Hé’f@ ()(WI} dg?ﬁg{rggfe?@@sent invention also

ant | bod| és that conpete wt ative
provides émee@mbodleathaamnmgtmpcn1ﬁ@hllrygnmd ‘a)g:n@BB pblypegtade, $20d antibodies

compl g o S RaB LR a8t e S5 A e
substififtfoh® BbRSor it VIPODRE @ndot SndBShoRIVIA (IS, VRhE ¥Ribody generated
t hereof or an antigen-bindin fra%gent t hereof for

by intgoidueing gubssitutinas aphe poi dpmpin, Y& CD IQB]dOmIam andéydfl, CDRs of

I C. s es. VH demai ns
rmal OISR S0 TORE 5 YL BTRLBRgl LB SRR B 00 03
polypﬂj‘tldﬁlj (bﬂ”fot‘ hieabihityoto nutiibis TQfell @Ehﬁihoﬁﬁéﬂ fofdBatsiltyi to @ehiBi$ T cell
or derivatives or_ variants thereof

thf?fa‘il% R g@rfﬁ@ abﬂlt&ﬁc@éuw §peleisde. for s abiliyde |prfrV@nt treat or

el AR B Hore NiSpBES SRDbiA|R AN ypRySRERIRARS Rl

[0011%er i vain ¥ epecher afodimery, amari’unbndpﬂmédmﬁ]ﬁ’i’c&pedlﬁmlm binisng a CD3
to..a CD3 .pol e. The |nven|ona

polypeshidh TRREES ST e eTes g SR pH B oThe THASUE R srrgace

encod3URe ®RofloRd %nﬁlﬁ(ﬁiy produc@ﬂ'%fy A @11QirR dePbkited wiltht ATCC® as
ies known in the art, or defivatives or variants

Accespiga MNawtber &R IO lﬁgle( sjmggemp@mpbuwepgq, dEbridipatipn to filter-bound
DNA %&C éofdluﬁn %H%gg%/g(?cﬁﬁm itl:]a%\:/\ﬁ ¥ E\Aﬁ’a& I)f Olgcf e@%’ng afosi‘grslore

washeslat OQ&SS@E) 1% SDSodt abeut $0-65 mfmﬂbﬂﬁghl@éﬁﬁlgeﬁ@d‘onﬁitf&ﬂib Ng.,
pol ypepti de. [0012 é]s The anti podi es t hat
X,

hybﬂdilffﬁ‘ilﬁﬁ &2 Ples-poung nugleis acil indxSSEra apitp dpfalloaver y|ang @r more

washeg‘ﬁ{ ) ‘I"’X KYeR. %‘%@Dsﬁlﬁt%baﬁ’t%Sdeegr uider ofér it % ﬁﬁg&ﬁ’*?hﬁ@&atlon conditions
att achnment e of mdlecule to e-an ody

whichswckndvirato thosca:ifeshﬂl 1atthlmh(mmtfor Sampdes anslies], M. enslt, edy., 1989,

Currel\gamﬁ(rogogaksezg A(c?{gciu Wa@/gpog&ea\zct)lng ﬁ%@@&bl@ﬁ%lg\fsgg,élgtgé lfr?ce and John

Wiley® $685 YWAINGR Y ot 8t paload 6.9 -6.D83H 311099 swhich i is hereb incorporated by
phosphor yI ation, am dation, derivatization %

refereggiediceain ithigy eritiet). ng groups, proteolytic cl eavage

nkag ul.ar _Ligan o) o) er rot

00118, P8 ShePgfEntifhenty 80P B! B iRy BeGminasgo o s

polypaimtle bymisrisesna duelbidl€jseqaendenledt lh(}“}bln@zeshutthd}mlclédtlﬂb k&fhence
spechl c chem cal cl eavage, acetyl ation

encod@gﬂhﬂﬂgelﬂ?& Oltrbt wislsr siginggritcrdirigns . g dibediagtionto fdtes-bound DNA
in 6x SOefint blﬁﬁﬁ!ié/é’odlﬁrﬁ QitBR! dCS\Sgg aY?od(ﬁé% lf’dv%decgreo%%ror R4r€ washes in

non-cl assical amno a e prese
0.2xS$@Nei SOIS alaboutF0edsi ‘desindat hiphigisamgehtadonditions, e. g., hybridization to

i mmunospecifically bind to a CD3 pol ypepti de, said

anti bodi es conprising a framework regi on known to

those of skill in the art. Breferably, the fragnent

region of an anti body of the invention is hunan.

[00129] The present invention al so enconpasses

ant i bodi es whi ch i nmunospecifically




bind to a CD3 pol ypeptide, said antibodi es conprising
the am no acid sequence of OKT3 or a derivative

w, e w0 WORGNTADH064 82 Qi i zed e. hOKT3g- PLT/UsRM06/027386
e e e e PO se il R S by §56 Go0ra BErergh 0. X
SSC/0.2%LSTS At ATRNGE°K, beGHdRNSthe! frif@int B BH BRI BRMSns which are
ant i bodi es whi ch i mmunospecifically bind to a

knowp ¢ ﬂﬂpéfp‘?ﬁ il tﬁdhp pitseet foo example, Awsubels Eddertab, afs., 0BIB Current
Pl ARSI e LTS B vy

Sons, St S éw Morlo BiSpdgBs 6.86 -6.8 BrERdQ! 10,3, SeHi SR hefebly ril%;o\ﬁB'(Bra‘clced by reference

.and/or VL domains. [00130] The present invention also
hereingifdisgptEd®s ant i bodi es whi ch i nunospeci fical Iy bind

. . : . o th

R e L e

polypeptigle canmiprisesinzamin®Kdid séquegice o EKSEbrhain oihid Amifistaid REGence a VL
or nore am no aci d_residue_ substitutions)

e.g. ne G ¢ .
domaﬁwngw@dffég(r% Risleotidh gequensrehisr ik Dridigr oiesthe padedide spaeence encoding
the VAR08 $8NorhAINEHE 4 &ﬂn%{iééa @Ew L& st eflycsc%ﬂﬂi FOJ. g' }:i}g:ridization to

ody t haf A

conprising an anti I nunospeci 1 ca S
filter-baund [P08 ip Ok ppdiptn dhéoradedsodivnetiernte!(8§6Yst gholiy4eil fullewed by one or

oo ARSI B8 o, .
hybrid@PdtioR a6l ilttObdurlucRic 4APhIASSENE 2B 480 B8oREd bP6ne or more

i nvention include derivatives that are otherw se
washegiel 0 1i26 §SC/0.2% SIhY at abeuica 41, entnder ptheh steingersthyhrigizatjqreconditions

. 10f cul 0 antib ch that coval.e
it BRAREH, Bl R AL B AL SHEORARE SRR chah g 1989
CurreanPiogsiolsainVeleci&nBiotdgdydolal] Graén Publishifg Ass6ci@®s, Inc..and John

., ay deriva ives i c u e antibodies that have been
Wiley s §PRS. 4 Now York gt pese bayl-&sioand 22k, yphiel isrhereby incorporated by

@eq{el] b horyl ati on, am dation, derivatization

rdbmﬁy ﬁ%&EPg?gﬁggsfng/blocking groups, proteolytic
[0012@] eavabegnothenleadedinens anehtibddyrthit igmnchospectfidally binds to a CD3

rotein, .etc. Any of. nunerous i.cal nodifications
volypdhiide Famprifasyan mitie Stig SRHENE CaTEICIIRer oh AV S seoRgoe of a VL

CDR &Rbddd % 4 Bc1ERideSBG &t hat BRMdERS tE1RABLEt de sequence encoding any
acetylation, fornylation, nmetabolic synthesis 8?

one of; YHij e il (R ofxtidintonoelahdlyntibovy mreduoed biyviee cadline deposited

. 0 [ One _or .o an: ical. am.no acids. 5.1. e
wit ERIELR S e o AR GREESE HRo e SerRiopR s hybridization
to filtdr@RIBE DN & 656 Soddim ChREidgestiing cifene (STt aBAiti40di f8Bowed by one

is limted by problens of "first dose” side effects.
or mope; yashesyiadk2 340 49% S8 81 ahosh 68 ¢ bimipderdighly stingent conditions,
o2 HHRLAR SOIEENSER KOUCLAYn SARCR L © AIELE by one v
washes i 0.1 ¥ 88§ 2 Sixhatabbet, 68t "Cc bpunden atheesttivigerit hiybigdization conditions

. .diarrhea, abdoninpal. pain, malaise, muscle/joint aches
Whmhﬁfﬁail“ﬁ’%@,tﬁ%sr‘?é’lpégﬁépéli‘ei%d weakness. The first dose
[00128] de eff Sotr emBolifldn® YR AntitbdShFIHSRL ogli'eclf%c@mt}‘gﬁfd'@__?o a CD3

ted by the Fc

production and cytokine releasSe stinula
polypepéige epmpffises amaming add seguenceanfd BdIGDR Bt gn amirfecapil sequence of a

VLR R B 80y AT B SRR s oo

the moneclogall dntibodydprsaudceddty théeclbkkaddpositedt wigh e ABCERIRB Accession
Fc receBtors are defined by their specificity for

Number 3§05 puderstrdngsnt samditiond re. gaxdatbpidezatior to Blikspgognd DINA in 6x
: r Ll e S
sodiur BRlo A s e (O MR8 L O EP A P ERERIREY s
0.2xS38. 100 8DiSs e 5665t &, vandes Higlaly sttaigentndondisionkliecd), hybridization to
accessory cells will be engaged in a given response
(reviewed by Ravetch J.V. et al. 1991, Annu. Rev.
| mmunol . 9: 457-92; Gerber 3.S. et al. 2001




M crobes and Infection, 3: 131-139; Billadeau D.D. et
al . 2002, The Journal of Cdinical Investigation,

SRS STV gl 200 SR

SSC/0.2090.818 at abdulFH S G ubtderek
553- 60, aeachl of which is lﬁégrs gglge?tﬁgﬁglgfgg&{e%oné%k% Which are

knowp &g thoenekskibinghaattn its entirety). The different Fc

0B OePL 5 G5k, SAREST A PO o

polypéptﬂm dompmmmmgy acfﬂfseqdelﬁﬂél et D)8 leash 350, He PeIaEtmo%‘ %: least 45%, at
%th ed. 1999, El sevier Science Ltd/ Garl
least B4t iq@pwgs o Ao U%, B RBERD 7%, o PP Yot lﬂap)\‘o'}%,@d fengt 80%, at
I ot t B 3
least 2?’5%},:{‘% Teilégtf? t/FefuaZ !lere&?]’ﬂc% I{%aog ag Iya%% /%Pdexéfgc%?go rﬁ}: ggleﬁl ), acid pequence of the

monocledalcatibodyeprodacedbe thd cdlEist deposicd ywig mmAaHS(O(QIa@LA@;dessmn
r mnimze toxicity

Numtigh ERT 4l thaeing soadeni ﬁ?rbq?n%gégiéﬁlahmmwe@ﬁcqlwmds toa
CD3 Ibd]yﬁéiﬁlﬂ@ébﬁp(nsreggﬁ'ﬁfnﬂg) &ﬁ%@é%?%%é Qat%eﬁg?m HedsPF0%Cat least

to one or nobre I ng prote
45%, aidagst 56%, atlmtﬁé%t atFIeasnt 60Yooat easv 650G, axdeasoﬂo%patdemm at least
Fc region,,

o, TR A0 5 b O g e
sequelﬁ(%cﬁ‘a,huhﬁiﬁzeﬂgﬁ(Tﬂgzl\é lﬁ@@TBi'-@)’\ and 1gY), class (e.g.

9&, 1g&3 . ecreases or elininates

(001250 il i then embedinsno e a@tlbwdyrféatﬂnfglmosmﬁﬁnaﬂv binds taa CD3
polypGiiE3bPSes M hihd R SEncEA Ok VNG RIRE bl 63} 19 A5%, at toast

40%, amdelast 45,%; atdéasca@%bﬁ ledst 85fN&t ledst 60%Nga6dst es%aatdée@f 70%, at least

o g@? Typi t he yndlflcaglon occurs in the

75% ooft eAsh °r @d?%ﬁ 0%, atdeash?I%ernyat lassif % identicatdo the VH

domalh%fgmﬁnﬁﬁlzg&)bﬁ{ﬁgg {We j'educed or elimnated by
altering or e ing one or nore glycosyl groups on

[00124)ne | nIrrmoeheFembe@;mmns anfkatipddycbatyimahinospeeHicall¢ binds to a CD3

poly RS s S YR speRrant & B dorein Beiiaal lset J5Iw,ai last

40%, aanéaéms%gatué@t EO%,I & 1@as@9$%, éth@stst 6% dgfiddst @51% étrfeast 70%, at least
fucos Iatlon nul , or elimnated by

75%, gdepsye® yqté&asb&S /gmzt;lmt:&%, @rlueaahfi’fr% arcit thantcl9% ideaticao the VL

. | ycosylation site (e.qg.
domalbﬁzgl@{?%%%%d g?{ycogxgl’gjﬁlgﬁws’ )?e at positions 297- 299
[00125]n t heTk3-frestonbivetior€@Bmphsids Agiboaids Bt bB:a F@tfe QEthU AGibody

ified

.St ndar hods known in the art and exenp
descri aitfir Omﬁnddﬁg I tPeobipeptide. | lnvanesibn embedmmg the present
r
e fH LGB NSEEL APCRISE IRAGDRIP BABKERLM G b
derivatiygsghérnef Qr@lnagembmd'lhg fagfnenistth&rsofa Fdr bxamble,gantlbodles provided by

ertle ules of. th |nvent|on for_an
the inBRRREFah TRl Py C%T e et 4 tpmenized IRTE or an antigen-
binding Fa@ARENMERLT Rk biiApeHRICEBpoRRR ?@d@qﬁ%ﬁ%&‘ﬂﬁ@fﬁc ethbodiment,
the art for determning Fc-FCR'interactions .
the pregpridnYengon predimngssss anibgddesrtheficompeie waith €hRglye Lati ndprivative

T Y T T

spec1ﬁ8@ﬁtblodmléit 4he pricseit @fvablion eddomplisaglhmiboRlcd pedt tb@petefwith HuM291
es of the_ invention are al so characteri zed

t he .nol ecu

ora deBVa"FYP ‘{l??rleP O R retiggriind é&gsfé%%n%?hem@?rrhlmlﬁg toothe (323
r r

Do e Bl 88 Bl orBfhsses antibodies that
competrpwitle WICEHET loér & deriviativethereoh ohavmttgbmbirﬁﬂin@ﬁmgnm thereof for binding

properties in in vivo nodels (such as those descri bed

and di scl osed herein) as those in in vitro based

assays However, the present40i nventi on does not excl ude

nol ecul es of the invention that do not exhibit the

desi red phenotype in in vitro based assays but do

exhi bit the desired phenotype in vivo.



[00136] Fey Receptors [00137] Each nmenber of this
famly is an |ntegral merrbrane gl ycopr ot ei n,

" s&mmsmn racel | ul ar. do ns rel ated to aPC2AS21406/027386
to'the S0 §ri%bfﬂ Anotiies FReCiis Sora iment, the proigHtdnYRUHGR §RGPMPpasses

antlboaﬁ'ﬁ Rkt ROm! ?9@%&1’&1 Bl 2R deﬂ%t%ych&%ia&%%nggélﬁblﬁd&fg fragment thereof
vari able Tength. There are three known FcgRs

for bintbeg ‘@rﬂ;c €di)3ﬁm@ﬂ]ep’d}ﬂ:@4lp anpthgRée¢ioaR)hodiment, the present invention

encon ey ARy AP EPPRCY b Adsl2 bt h Bl Yariog i antigen-
binding T g dn® fhérdif GridiRg © thé MBS, Ongii‘lotﬁéﬁsﬂ:e‘éﬁESembodlment

ol 'owing ligation. These di arretrlcallg o&gg
the prq%sl@m:mmﬁ@nre@gmnpasws&w@@dlaﬁ:ﬂm eompgie Wish &4 ergvattlrvre thereof or

o e ST ERGERIRGb 18 By LB, 1 IHIAR e

embodi@H, khefpre@atiint/ention e@eémp@semu@ﬁdldmiﬁs&mﬁm with CLB-T3/3 or a
substr at es (e.g., PI3K) and | eadin tgf to the rel ease of
a

derivagiye therqod oran ém%eﬁréwmda%frggmm teesprfrigs bindingdo Fier{elh gokypeptide. In

anothé Sggaﬁor )E}P&{lllﬁge}ét, gl%,. Iﬂ‘gﬁgi ﬁuﬁlﬁl@cﬁ%&%gﬁgs‘?szﬁ#ﬁgﬁdiﬁthgt (/‘ompete with

BMA@ﬁben’a dbrﬂfanmﬂhemoﬁorcanqutlg&pbﬂﬁmg-ﬁmgmm tteeen€ fgrIthdihg to the CD3
zes, hos i nosi_t ol nessenqers rel eased

SH P d
Polyp%&"@sng% bt sbesifiae mﬁ%fd thernaesepl YEIion SRFRRISSES anitbodies that
comp&€ WItqu;H Phor &@é‘ﬁﬁﬁ%@ﬂ%}eﬁf Bf SVERHLABiddMy fffrhdhX tl%freof for binding to

intracel lular Ca++ . Thus crosslinlcing of” F cg
the Clapplypeptidee Imandtheaispengfic empadigent, thefpregRt lllwqatqnmmcangasses

i.nhi.bi.ts cellu onsiveness. [.00138]. Metho
antiboli iR e RmBRG stola/ ATSET B HRDE Rbisels b5 BuieNE ohaf B Bhement
thereoB & HiMaM@ e OD’&*%dlﬂ%ptlﬂe t Feandtter spedifRy Bifﬁ’éﬂélﬂﬁélﬁdthe present
xa

herein. For e tokine release may b e neasur ed
mvenmgn %a@msswaré@@d@s t@hccanpet@ PHIA G2 er ¢ dertvadive hepeaf opar antigen-

bindi affﬂg%f‘eﬂf\%ﬁreé%‘gcg f)%bdfg\%l e aC(]:js3 ] y&lptlégelal atother spléci%c embodiment,

the présestima¢miongyicordplisses24tiB&Bes thacdongietemite B3sra derlvatlve thereof or

i ncqrporated herein by reference in its entjiret
an antigeRine, Fagnert R P HOMRipdedo FP@:Q&% eelyBeRfidfedy am% specific
embocﬁﬁféfé{f Hieeaﬁ%eér%ﬁ'f in%?ﬁﬁ%@n@&ﬁpésﬁ@éezfﬁﬁ'gg%e?ﬂﬁt EH?ﬁpéte; Fith&$34Qr a
derivafim¢ theresdioi an @nt{geh-b)ding fragneremqucpf fm:rzbmdmg 1@ )h,e CD3 polypeptide. In
anothe!f:%'éeecr %eu% wlﬁggesﬁekbgﬁg)g: oflgl\er_nc%mpeism angbogmiagcompete with
RIV-9! defa-derivhii¥d therebPér eml ﬁg&@blnaﬁ@ , frd P RAE thefdof Bdr- blncﬁﬁé)ﬂo the CD3

Rheumat ol ogy, 40:. 724-738; Soubrane et al., 199
polyp@itided In @mthdr spacsfiq gnbedimanio thegrpseht mgentwwnp@nmsw antibodies that
compeﬂg @1234*313/% a %e?irvgp\?egglﬂlrggf ¢BISaneE[}1tt1§EI? %Mlglr{gotgﬁgnt ﬁle?eolf%grqomdmg to
the CIW3 paymp‘nﬁlb e grotifer @ﬁec{aﬁhc dr:]rglﬁbdimaﬁw thehmésant JAk/érEmngincélhﬁasses

ari es my slight t he human | gG heay
antlbogwa et porappe @Yl@rﬁgél Grisaliv e hetao OE R mtk&ww%ﬁﬁ%mem
thereofﬁ?r HeRiROWYhE @f[ﬁ‘ PE@@ Fc region of an 1gG
onprises two co domai ns, CH2 and CH3. The CH2

[00126ﬂo mai NnThé psény mnﬂugealﬁo enqoprpasaes Val damaies tat esnpase with the VH

domaiéﬁ?ﬁ-aa"agg%gg LD 1scl:'i eg%%ggﬁth diﬂg]?fggof %t dian%:—%&Dg %ntibodies

knowd ﬁgh@artt@t&hwtlmbﬁnmanwtﬁe@eamoﬁ BindGigds 23433 F@lyﬂép_/ﬁde Ina
The CH2 domain is unique in that it _is not closel

Spemfmmt@dlwrtththa REseEANeaHaR ancorpnapes VH demaing thek @@npete with the VH
domaifl B R LS o SAARRLN Bepl 2% M Bk RO R e AR RE o
polypdpmdpr ghe preseht émdentiomelsd snconipasses WEndomainethapeqpassesith the VL

nol ecul es conprising a variant F c region, wherein

said variant Fc region may b e of any type (e.g., 19G

IgE, IgM 1gD, IgA and I1gY)41 class (e.g., 1gG 1, 1gG

2, 1gG 3, 1gG4, IgA 1 and IgA 2) or subclass of

i mmunogl obul i n




nol ecul e and wherein said variant Fc region conprises
at |l east one amno acid nodification relative to a

T T N R BN
knownh th th® @rtaért dedivehivHs 98 vaSSRk tAFeBT for bhﬁilﬁ’%‘ ﬂoVaeCDSP p@lypeptlde Ina

conparable nmol ecul e conprising the
specificcggbngimen, the @p@@ntflnv,enélnb gugomRasses tVHed@nans thatrmrepete with a VL

sonaECEELE, IR EAB U RAPRUGED AR LR 2L

polyp@jﬁﬁeyl aI anl ne or a substitution at position 238 with
a substitution at position 265 with

[0012a] am n@he é@tl@dwﬁhftt impupespeaificglbsbingd tma £53 nalypeptide include
derlvaaku'e’st ﬁgﬂ dre ﬁ%dgﬁedo L s’tan %’ HOG 8)%56:%% htg%s nP&SafS;(B?% quzgol)%ule to the

antlbody pm‘rﬂgatrmWakant attaghiinsiti fﬂat' exampé, I:ﬁwﬁd)tibyosnw d)ff lﬁmltatlon the antibody
SU S i U jon a POSj

deﬂvaﬂvgﬁjﬁgltlﬁt atttww&tthaééléw besn ek M&%moaylamlh @cettstatlon

s BRS80S0 00850 B L Ly v,
proteoﬂ)l‘tmlwgm dinkage thrageHilaetigamd oa otheb ptateing dtanAay of numerous

BB R RO O BT Bt i
specifRtl cABIMNAI 8lREvAk, RefildtioRNfoddlanbh %&bﬁﬂlﬁ:%ﬂ@tem?l’)f t%mcamy%m etc.

substitution at position 2 5 wth glutamc acid and
Additignally, ﬂ@rdezwtlw mhy gorgringas or.umoae ubelagsiaat aoinoacids.

[0012%OSI ti ef- émg%n\gmvl?:ng%ﬁj ztélg(g]gfovl t%o%*es&%%owg%ﬁ%wltl%bind toa
CD3 mﬂ}@apﬂ@a a#id adtibgiisd dongiisdg ﬁ‘arhéW@kQélgl&ehl&ﬁn & those of skill in the
substitution at position 234 with al ani ne and at
art. Profrrably Jhe Sragmgnksgion of apirilbedy @f therinygisiondy human.
nmbodi .
(0012810001 FEDbresdif g?\%gﬁ%lgatsgag%@gtgég@%o%mléﬂ Fahb 2 Becifically
bind t¢ @ @&mﬂypﬂpﬁde,fsatdlmttbweé ¢omayirisinpsthb bmsiiredadie Seﬁlumaarof OKT3 ora

nat.i ons .of the L.ficat.li liste erein
derivafli BeRGE. iy ROHAERINTA 15 16 kOl 26 | Ea DA e dincpne or more
amino @@ﬂd%bﬁﬁuﬁ@ﬁs? ‘irf'ih@ %rﬁ)évo&lb?e 19k N odse S &h DS BR RS SitiBo@iEs which

known to one’ skil in the art. [00141] The invention
lmmuwpmﬁ@@,ls/égnd@t ahGEé pbbtpepmmmglso theeﬁtmlno acidisagueate of OKT3 or a

el RS XA RS AE) O s SRt P amin i

residu@ s tivaioasinht rag@orlt fioak bPtheOfH and/BNVILRehAIR t he
i nvention Con”prl Si ng adm ni steri ng an effecti ve anopunt

[0013Qif one g PrgpRng lra/ﬁtltl%@lﬁfe@m@mp@ms ppfibedias grhichrizemunospecifically
v
ind RSBl MBI LR LR R BT o
derivabud thaodof, Ietgnaﬂmman[zeﬂ i}y @B\ge,rhOIéﬁBqt Il s ithgatiations (e. g one or more
remar, seal.v. , diarrhea, abdom nal
am1n°ﬁat%ﬁeﬂﬁ‘ét SPSERR0Ch e art 4 BeinsHaT ARG and

[0013g€ener alhZpdsdie akRBEs alt@]?&efdwfdt RABPHioRE R @Omﬁrﬁ?nsgtan antibody

i'nventi on enc asses hods for reducing at
that mm@l@pmﬁ@lﬂwés&dp atCeRB wlnbﬁptlrle end dbeterodogdas pblypentide.

S I DT e —

antibody ti Tcéllsdg at | east one synptom associated with

cyt oki ne re] ease s% ndrome) conprising, administering an
[00132%f f ect Theeanitbodiss obthedmiention fnshude darivaibgs et ae ofipswise modified,

e by Y BN AR HESCH B 8 ot SEHGTELE0 1 B A0 B hat covggent
attachmergtidoe$ aot menntheahitibedyi fiem GiKiEIngdyntigen and/vt generating ian anti-
vivo assay described herein or known in the art.
[00142] The present invention provides for antibodies
that i mmunospecif cally bind to a CD3 pol ypepti de
whi ch have a extended half-life in vivo. In
particul ar, the present invention prOV|des anti bodi es
that |nnunospe0|f|cally blnd to a polypeptlde




than 30 days, greater than 35 days, greater than 40
days, greater than 45 days, greater than 2 nont hs,

rze(wmpom eat er .t.han..4 nt POT[‘/US2006/027386
Rt it SahBin Ree nof BB TaSor ka0 TR et T BrAves hetuce
antib&di¢sCtiihtdiave becdf medifie® . €5y §19cdbylation) %@iy%@h egylation,
anti bodi es, single chali.n anti bodi es and Fab }?ra ment s)

phospharyiatipg, Bilaﬁ@%awﬁwéﬂzaﬂﬁ% by kpoywiy n@ﬂeqﬁa@g@&ﬂk@g gg@ms, a@teoly‘uc
I n _be
L7 AL 8 PR 100 ARy
mod1ﬁm1nan$ lmaﬁ be earried onbbgglqmwmteslnﬁques,ClnCltnﬂinlggButl b lifited®, @pecific
tern] nus of the antl%‘?fll es or . via
chem@akql?aaﬁg%ﬁpﬁas afpw fpunyada, metadrlip sunthesis efdppigagycin, ete.

AddittdiaBf rth@&erWaﬁog ? cBftfa o‘ii‘?ﬁdré/ ﬁ&l‘l-éf%él&ﬂ a}xﬂg& adigSul ts
e used.

In mMmn ml loss of bio oglca activit

The degree @f; £0 “ @ﬁg ﬁ é m)niﬁg b

SDS- PAGE an§ 1.F 'iioggo% idBs AB b&!llgssgfllt cﬁfle 1(}41s
[00138pnj ugdhe ose mﬁ‘théiﬁp?em'ml maondcisial antibbéieaint lirhivetl ®BSproblems of “first

ny eact ed _PEG, can. be _separated fro nt i body- PEG
dose” &[? %&Se@rgvi%t? Side SfEriSanage B g ﬁﬁ&‘%? EHABIgES to severe toxicity,
can b&ﬂﬁlﬁﬁ@%@&f@ﬁﬂ&mcﬁﬁ@i?fhb&%é &4l a§rﬁ1Fl*P ? %hﬁ@ﬂl%&?s headache,

tested for binding activity as wel or In
tremogfriajiscalpmiging gharﬁtehmomd pkinpmalatse, mmmg oirit askeésl dndipains, and

T (T T VAT TR

produbgdd add dyeoldie Mlease Sahulaled Oy g TeReIoAlTd N/Iﬁb'b%ﬂiﬁg fd%hnd activating
one or _nore anmno acid nodifications (i.

an FoyRyps ep FeeR-eprtainingseslle i ons or del eti ons) | nto an IgG

001§ES" 2 FORB s ST AR AT 058

recogmitign domainemtat u@halln oPti Fctépdor. Wo. rec\@t&gé&?&ﬁﬂed by their
nte natlona Publ i cati on. No. WO 97/3463 1; and U.S.
specifisiydpt InNBUnag @P%név‘styp%cﬁ@r EFanpIF-cltF egentors dptiglaare geferred to as

FcyR. hE'if?érEth}écersﬁf rc@ﬂ‘scﬁeak Pc 'réc%gt%fbt fof SttdbodRes bf dirfild: PO ‘?}éoe and the

njugates he present |1 nvention enconpass
lsowpﬁmftwlbsd}odetmln@enhlbh achiessyry caigmatitte enbageddh atghah response

(reviehFTHNFAREEL ﬁy:al Y 01]']%ghzgrﬁeag?@ﬁgylgﬁ%gg{ﬁgGerberJ S. et al. 2001

Microbe\ SR80 S: h3 E—QS 94 Billbidauan ., E‘zozﬂ BV2RTBETbNnal of Clinical

jugations) to a het er ol ogous_pol ypepti de %or a
Investfadigheii0Dn b4 eb6ST: Rrestelr B of dr2008abrerse, 20: P80y Rewich 1. o

Y 4 |
o 08 A Pl P e 358 99, ek S, i,
is herdbgdatorpfibted bytré@temos hawinia 1‘@©hdf?et>?f Thb Glfg@éf_i'tﬂ:%ﬁ%d#ﬁ)rs the cells
i on_does no

to generate fusjon proteins. The
that expr gf‘érn‘ ang thedbigowae precHiciiyds Sm%@nzﬁéynéfabl@rl (edamsedyfiom

Immuhbﬁlgl%ﬁysﬁg:l{%ﬁﬁl% SysRim ﬁ%ﬁ%@h%nd?%géa 0 ey 1896 P?sa%%???lence
arg et er ol 0gous pol ypep particular ce

Ltd/ Galyk'pmlsPU(Dhslgng, New &okls, )whuah istherebyy mnoomorated by irefexeinv@herbin in its
entiref sing or conjugating the anti bodies to antibodies
%’Eem fic for particular cell surface receptors such

[00135? . €. Phe 1n@514t1(ﬂﬂtﬂu§:5?§>og{éﬂ%§f @bﬁﬂﬁdlﬁé ﬁﬁﬂé&llés YR dueB or eliminate

enconpasses anti bodies or antig bi ndi ng
at leasrﬂ pagyFERtemiaseqciated wih first #ﬁm@qﬁ&cta emdl’qrymbirm@e taxicity associated
sequences. s
s RS SyLAS A B S i oo
to onearinonte FeyR. SSudH‘(éD%[ﬂdéﬁg Protel’ dGIpHiss & §hae Fcirégidn having one or

h hj st t he t ded
more ?j%%@gljgfrg(:)cp %‘ %%Q%%%e apﬁg tosaiJ %gg %%EtF@%eg}ggn\M]geor\e/lln sg1d lécnreglon may be

i SERSIET s () LU B0 e TR 9%, M

al ., 1989, Proc. Natl. Acad. Sci. USA 86:821-824
(which is hereby incorporat4d by reference herein in
its entirety), for instance, hexa-histidine provides
for convenient purification of the fusion protein.

O her peptide tags useful for purification include,




but are not limted to, the hemaggl utinin" HA" tag,
whi ch corresponds to an epitope derivedroiu e unucH d
iR son QTiUS2006/027386

¢ e o WO 000614 Qi 1
(g0 R TEROGH SEISesa ar By BTt ierle Tt EReaton decteases or
elimin@f¥k bifRing oﬁﬁg FE Bfonef drafiore FRGR s, kEQ7EAh addgpRFBRERIIA type Fe region.
invention further enconpasses antibodies or
The n@dxﬂcg‘@qm Jm tmipaib/ a,‘nragwglng aeid subsiiteitsin. tHhewever, the modification can be an
tide

amino aghcﬁé 1aa13 or le%)ght ymgaﬁﬁ%h%@ogﬁf%ﬁ(glh&cgfs in the CH2 and/or

hinge tdp@dra Q@lﬂérh@tnﬁéﬁn ®friding FRTFcA610n6 BflihoRs FHR sk b esttubéd 6 dhhinated
fragrrent t hereof that ininmunospecifically binds to a

by alteriye G5 6 lypwtnlg@@e RegoseslyeriyLigiatiesion encinghae dgaeaipes. Fo
glyco%?a{tﬁ@é&lg ?58 algt%§1 g}rﬂnglétgﬁ 'tb9 V%e%hc%is weéfl I%W@ttﬁl% 51‘% Bbr example, Fc

glycodyhﬁfoﬁmem be altéreahbi ptaducihg she I&dincba&illl thigt 1£T&¢fﬁilent ﬁmﬁlces}gatlon (e.g.,
-emtters. cytotoxm or ctotoxwaen
Juco n}lh el ehimynaled %a%&qosy@tl%mym OB %ﬂ@e’«}cr%modlﬂcatwn that

alters at?ﬁ‘gllrngt%ﬁ gzglﬁo%])f R)gl g Maxoﬁr glg@&g[% @ﬁ%: ﬁﬁ%’smons 297-

299 ingha @i dbinmeif), FeyR |bd1dnrg tandow rdmsued%mgetandmﬂmhd)ds known in the

w an BT ASLSTOPRSL 0, L nEEl stne. WLOBLASLLAG et b

they ha¥¥d RREACdbrHoA @wo%;h@%ﬁ@ids@d‘@y IyRpHkARYSbdhction or cytokine release.
actinomycin D, 1- dehydrotestosterone,

The afffinitins @od bindirigyopastiescefithemolestiea ofihe envelnhd@ éariand’cR are initially
anol o and anal,o

cerernfRPLARE bRl TR AT RS B RUR Pl B AR oo imthe ar

for defegfiting Fd-FER trderactivds, 24, Sspoéiffic IbinMidgLsk #ndic region to an FeR including
antinmetabolites (e.g., nethotrexate, 6-nercaptopurine,

but nog Limited éyEEH A assapyHE pes ARIONSIeFnB e AG fImunoprecipitation assays
r [

(See Sgcet 52?)2 tfﬁgﬁ%ra#? lﬁé(ilﬁhclhﬁg p?ﬁ%%?egn‘gu Ceﬁm?lecﬁ%l?sp%f é[}l% hrfventlon are also

charaod:arzmi by iim mtx(oEfBﬁM)onam:‘tszi}G rfmraietelmauﬁﬁmté) or more FcyR mediator effector

cell ol B SATEPRS W PRSP e A BERBRTEHPE i catisd he invention
have sth@d B’iﬁﬂ&é plobeftiePR) inGivPhdkéLs Xsucﬁ At {HolS bfé%lchﬁ@ﬁaxfd‘%h&losed herein)

daunorubi cin (fornerly daunonycin) and doxorubicin),
as thosgriniib viro lzfgageq @ssgys quafgwrntbnmsnnt(lﬁmnmn |dyes not exclude molecules of

the 1nv(eRﬁ1]E.51 %mtlg 2)1’ & tr#Pf( g?ﬁlfed%éﬂc{ta 18 116 V1tr(\/nt?aﬁ%cf itasg'frq?srgé,& gﬂ 8Xh1blt the

desue&pﬁ&ﬂoaﬁidlﬁQ)vo [00148] Further, an anti body or an

anti gen-bi ndi ng fragnent ther eof t hat
[0013§]n| mun89peedepiotal |y binds to a CD3 pol ypeptide may be

onj ug .
(0013900} {PRRAIn bR JeGE BATH, Lim MEDA Bnfid PoBlotely Wsossing
extraob]limler chanpmnmtatezﬂ totalE2-sp efiimmubegiebul in-etatedl dignaing, atsirgde

membigg FPEIALY SR 80 T BGEHPBL P O B e eplrd iy here ae three

knowﬂ"péyﬁs}’dé'@@ﬁa{éﬁ FRyRI(@DRI] FLR AL HPBPAAPERITAET B6)Ndhfth exhibit
desired biological activity. Such proteins nmay

extensivedioneogyt it aexenepiles! byadisiandt gersasc Botisaciiyating and inhibitoyy signals

nas .ex 0 the a t,0xi n; prot
are rafG TS PRORTR R B g B b e i Bl dog fonctions
result ﬁﬁhﬁtlfueﬁ@ﬂ-dﬂfféreﬁd%blaﬁoil% tHé&IlﬂEreﬁf &Mﬂiorf isetbAhs. (InNkehenhl, the binding
| atel et derived growh factor , tissue

ofa cw@wnﬁwéﬁe destain, ks R FepRi analrm desults Hyegiivation of
downstreSm suldfardd (e. }NII_)IglKg afld ﬁé&dﬂ@%&}%&re?e%?é‘&f p%mﬁgmmatory mediators. In
ant1 -angl ogen g., ostati'n
contraginthedtimtingpf mcqmldlmemarggicah)knanmmpﬁnyﬁﬂmmlfsl irphesphbrylation of
as, for exanple, a |lynphokine (e.g., interleukin-1
("rL- 1"), IL-2, 1L-6, IL-10, granul ocyte nmacrophage
colony stinulating factor (44Gw CSF"), and granul ocyte
colony stinmulating factor ("G CSF")), or a growh
factor (e.g., growth hornone; . Xxu ne my a so inc u
e, or exanp e, , , as ngand and/ or VEGF ( See,



WD 99/ 23105, respectively, each of which is hereby
|ncorporated by reference herein inits entirety).

o R LR e
(SHIBN ISBIIP ¢1tyd1ﬁi1yzes Waspab@Bbeto]l AMekidapss 8sledsed as a gonsequence of FeyRI
Y.
| mmunot ar geti ng Drugs I n Cancer Therapy

medl%fwS&Pdfmasﬁtamwoescmmu@t&ﬁcmevqm@gaml,nﬂrczé|o£i1r;tadelbﬂar Ca™,

Thus Bopyl Rl drgoTR s g 8 gPlfog s by By Biiflon g imhiis

cellulﬁu‘espcmbivenbsar ug Delivery (2nd Ed.), Robinson et al.
ds -53 (Marcel Dekker, |nc. 1987); Thorpe,
[0013§]§nt i b%{}ﬁ@iﬁq iresesuiEye lyppbelgns Brodyetinnsandreyakinsalease are known

Rl G L T R SR T —

by measeing)seciefion 47 EytbkiGe ihOabng bufne Iitsitel tt(js Resiibt &M-O%E, IFN-y. See,
eutic Use

&8 ngd# %}grgg\iqo%Eﬂ%ml%gﬁg@csﬁggl&gggﬁﬁmma@%y, 4pn724-738; each of which
R e

measiPngssscietighdf lyaphoKines jmeludingdiut notlfBiRsd forfmerelkin RB(Z[L-2), .

8 h t
toterl st Hed) msbaskinf e, Breteniy 2 o bl idsukioe 1 0Es16), PDGE.
{
TGF- G/ TG (R INEIRN TA . LSl BTy, MICKIETENL BREN 6, TNy, 1GF-1, 1GF-
II. Focexqruglas ®d, Isaaca esalc @00, Riicirnatodyp46 onmm Sodbriat al., 1993,

Pl ) 0y TS S RS RS 0E) et oy

[00139Ef er el&% leéd"hér&% @R HEtRe. reélgg’léjdseﬁfbt AP 12 ]S tePhinal region of an
anti bi ndi ng fragments thereof

IgG hﬁ: @@p édthouglarhqbobmlmles may vanBslightly pibp hinten hgry hbmry chain Fec

o AR YRR B e 5t b e s

comp@&s twe ebistant So@Bins OCHY a8UOPB! TheiC1E éi'@iﬁam it hﬁfn%n 'I'étt} Fc region
mted to, glass, cellulose, polyacrylamde, nyl

(also rﬁ@ﬂﬂs?étt? A% r{éx slomamiipnalbyaxanda &ogy amisbyaeids B3 | @n@nms apid 341. The
15

c 5g80H a5kt YT BHAFRU o A WS T 7. e o

domain rn:vmhqee Attt Stoet clogelCRErdali widh ﬁltg)thﬁildeﬁiairﬁ SRather two N-linked

rtic r anti-CD3 antibodies, to a _sub
braﬂdf?ﬁ 5%3 %’hﬁmsr&FF ’QE?BE’%E‘E Beth&Pn Predve ﬁ%ﬁl%aom@mé af yigtact native
IgG. or anel i orati ng an autoi mmune di sorder or one or nore
ynptons thereof. In particular, the present invention
[0014(?13 di r bepreferied eﬁﬁ@dmn%tMn‘«ﬁmlpnvmWaammnle cogprising a

ecul es, _parti
variant ROl SRR L8 Wi ER Rt he b BP9 Bl deM, TeD,
IgA addTal)haxs (£¢., GePRIES,, t%@;t Igtp, ot eﬁh’drIQAE)‘brFﬁbél%‘é%@hﬁﬁﬁnoglobuhn
to a_subject, preferab human sub
molecple @pd Mibiersan saigl éamarﬁ gc rfeaioramlprmeaaﬁ lﬂ@st Qn%amrnomt@nodlﬁcatlon
relat1V§ ¥6T£’ ng:agtygé e ké%l?(ﬁlt @v?nch—varl nl?cnliegltolérdl%ﬁsg r'i'z?t b?ndf%}ygl* %s Fdetermined
by stamiard hwamlemm 1n|th1a/m~n hnd)dlsdlmﬂ Ueezin, belhtivg © d@ingatdbld @dlecule

reata, .ankyl gsi ng litis,
comprisi B SETPy BF AR b it POPMITHAL A nmpre amino acid
modifi @ht%ﬁﬁiﬁnc@&ﬁo@isﬂﬂ}ﬂaﬁqﬁb%ﬁ%? s Ompie aas%ﬁﬁﬁcﬁfloﬁét@gmon 233 with
aut oi mune henol yti ¢ anem a, autoi mune hepat |
phenylglaniieneimeubstipition iat positimP38rvitli argmineg ot @ substingion at position 265
ase,

with altagfng,g:? g L3 Er‘)gt?tuﬂ%)n Ft&%;g ?ﬁg mﬂ’eﬁiﬂﬁﬁn%i{?@reor&esﬂlhﬁ{t}nﬁnsat position

270 wﬁ]hﬁl@:l‘mme drad subsitutioirat R seive U0 %ﬂh%pﬁ&%’lﬁé QTR subdtl iR at position
chronic inflammuatory denyelinating pol yneuropat hy,

Chur g- St rauss syndr one,

45



cicatrical penphigoid, CREST syndrone, cold agglutinin
di sease, Crohn's disease, discoid |upus, essential

.sznmbo nem a fi br omy oBCTiUS2006/027386
MR ShasnE P Repatior 26! Eh Shidnd] G WPSHHRGh o posiion
298 viehsihenfhlanihe! b4 Qibgfifutién af ﬂisﬁi@)ﬁtZDB Qmﬂllﬂsﬁﬁﬁg{ n¥; or a subs’ututlon at
fibrosis, idiopathic thronbocytopenia purp
posvtlpl?1 P99 with anp amino aid etherthan sm))ne qrglnemlm cqmatshbsmutlon at position 265
[ r.t hemat o
it QR0 BELIEA S0 il SO, B 205U B ST G e an

at posttidni 2971 veitls gluesnsiae;sor atsybeitdticd at lptm’dﬁl@ 26%diidlodetaticeRe 8% at
nmyast heni_a gravi s, i gus vul garis,

posma%?-%ﬁ? itBalntnce s fasuh% igp ﬁEPQSttl%l %édmlaglutamw acid and at position
297 \&@ﬁi e%&tgﬁlﬁ{%d bid bl?ﬂSthl?iO}{g. &%&4‘c\¥1ﬂf£lgﬁ§ﬁ§ ’a?(P %t ﬁ/olg aﬁ%’i? with

matica, po oSt er mat omyosi
alamrmgan"am@lswhtlbm altqmsmonmﬁmmtlyalhmhd: afcyatq:ioﬁllhbﬁ 98BS with glutamic acid. In
sis, psoriatic arthritjs, ynaul d' s phenanenon,
anothfghybopliuery yﬁﬁa OBRE: MRFRAEP Fid o iations Whickabelishoingine to all

FcyRsSé‘dn%!’rf%Q @6MBinabROS 8 Re &oamgﬁmlsteﬁtﬂegm Gﬁgolﬁl%ﬁﬂgt'i&ﬁ%f the

systemi c | upus erythematosus, |upus eryt oSus

modlﬁcanalyealwdahetr@n |W1tlsa,nyttbatpm>a¢onﬁarmﬂubmdmg togCBRB2A CEDB2B and
tis rat oI|t uvei , vascu i.des

D163 fseleetnfiss Hcift Aot FBelobestinrdt Gt ki 1oam SHileats B art.
[0014&] d Wécrﬁa Bivefiti €@ @RUhPEREO Blethod SRIFBedt PBRBnating at least one

di sorders are al so associ ated with an inflamrmatory
symplegrassediaed with disst dore pide pHecses patienbendiesminimining txicity associated

er _and an i.nfl a

with BRI AR B O R e A R e BT Sfrdetive
amouﬂ,l ctf @nber mbay amilbed]!ez 6ﬁtha$n\!eﬁf1braﬁllﬁ>d Bethods 50the (ﬁ{v%ntlon reduce at least

Ies of % nngtory di sorders which can
one SY;S‘FF& r?ts%)&lat Hh gyfokine pelpasg syndrams dechuding bt lwtﬂlmlteﬁéo high fever,

hil t |

chi ls/'i‘i%?x@gg?%dﬁdgm g%gﬂﬁ%{%wgmﬁtpﬁ {:ﬂ%ﬁml%%e%,’ gpd&éﬁmg&l 0,0 rhﬂlcutsg qnuscle/Jomt

aches gid paing; and genenalized evephmamnhrqerlﬁln%ﬁmﬁhlﬁéiﬁ’fﬂ)le 1rﬁbﬂ1t&fr@n@ompasses
ord ndi f nt it

methey a5 isuie R SARLT oy RN ProoF s oSBT e gt andlor

mmmﬁilh%“l tdxidify, asbotidt@VRh @ﬂﬂurﬁﬁffa%@h Y8 hi$ antfiddy ‘blf”ﬂ%rlh(f‘entmn (e.g.,
ammation resulting fromchronic V|ra or bacteria
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cycl osporin showed early cl46ni cal prom se in the

treatment of type | diabetes, e.g. maintenance of b

cell function, as with all general inmunosuppressants,
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nunber of severe side effects. [00155] Use of the
invention in the context of diabetes therefore
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branchi¢dapdymer danivatization that sesphte ineminipaldgssexfdiialngios] actiwity will be used.
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ensur€propbr corfpPatiooAPRG esolecdtilds 16 helaftidp diet. NUArea B8 PEGCcan be separated
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from Ribody R paniueates by 5izeesxelusion or by ionexchargsaghaemetogeaphy. PEG-
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one of MBfel en‘ﬁ?o B RN ERohE {z’.te.r, %Eﬁﬁiluﬂmns,riﬁ%rﬁéﬁ%%ehe&iggsé%@t]o an IgG
cel unction prior to, during, and after therapy
constamh doineinasskdaeintiyg fmpmedisthees tipréfeblyer Bi or lingd¥c dmyain

nmet hgd kno to.one . of..ordi nar i1 Lo the art. .
fragmgh 6% € BoifEeBRH B ELPHERATe- SHA g i enit uication No.
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of percentage gl ycoslyated henogl obi n (HAl “and HAI c)

in its ¢Hiretlie standard for eval uati on of bl ood gl ucose
control (DCCT, 1993, N. Engl. J . Med. 329:977-986).
Al t er nati vebyl,2 cAatibode dongagaves of daily insulin
eds, -pepti.de | evel s/response oglycem.c ..
001430725 15 B i ebb a0 tpodt R REHERE Gpoipe dapents
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red GRS 850 B B8 Bpp AR Sy b o
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vivo, g B P AR A D B AP Bt fredtc ] BAGESr col surtace
receptoRdrsach 8s, eighfdammt opg. hyperproliferative skin disease
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[0014¢)opul al hePresant HIvieBtOmR#E0 oRAvEPasTes artibodias or anfigan-binding fragments

' e , . itish J f
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peptidbyo faefliate pasfitutioni En% pirefértes] eattiodirgénts, .the%ml@i(hlﬁfﬁoﬁicid sequence is a
150,.000 new cases_of psorjiasis and approxi nate 400
hexa- Ty iRCPapidtn L e I&P‘_éldF‘sz% oab vs%en(@l@éﬁmﬂsﬁﬁsf, 4259 Eton
Avend8; Shatsw S, C A8 1881 Phimofed bikers! Arafky 6 Whizh aY@&ﬁ{ﬂrgbx%ially available. As

her eby i ncorporated by Teference herein in
descrilgst inr(eani? et abh9§9pBroccDatiohcady fei. US ApRto3d 1a824s(wikch is hereby
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(Ashcroft, DM, et al. 00, J . of din. Pharm And
but areppetlispitedg, the hemagaleoin8HABdeg, ivdtichscaresspings 4e e epitang derived
by i ndurated, erythenatous scaling plaques nost
commonly | ocated on the scalp or the extensor aspects
of the el bows and knees, but may occur at any skin
site. Present treatnent opt47ons currently avail able
for psoriasis include topical agents, phototherapy and
system c agents. Topical treatnents are first-1line
therapy for patients




with mld to noderate plaque psoriasis. Systemc
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dehydpatst@siérbne, lofudddértic6idb, drocalR! RALEAYSTRocMM, SRogrnolol, and
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[0014:5\/ ai | a%ﬁﬂ@{ePhaglraé"glif"%@ g‘[aad’ﬁ{f‘gé? -Blrdi agmeny eiset B, 1
immundspecificillgXiindyfto pstid3 pslyperiide nelyWetot g aten &S & Bfrdfeliiossent or
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ST S R TN
A, pseBEH b1 leSotOkR2 0 PMBhREN S ok iny :{i‘g&@i’ﬁ SubR umdPR¥SHSE #tor,

) a
_ d obal Assessment (PGA) and F Psoriasis Score
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secrete the lubricating fluid in the joints as
foreign. Inflammation results, and the cartil age and
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within the joints to beconme narrow and the bones to
fuse together. Rheumatoid arthritis creates stiffness,
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herein'byaeRRshck ings g{tﬁaﬁ{' i ncl ude gol d, nethotrexate and
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limiteq 5, 8|36, R0 PRlRErylaERe, R5los, polsiEsser. pobrigy! sblowide 505
polyp@bylthe patients treated with a combination of
rre¥hot rexate and anti-TNF-a agents such as reconbi nant
sol ubl g4recgp 3, I - ipigally significant
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[00152]r eat nElmt prefaint friventidn is déatta® it themmpies svisdh inkolve a@dintidteting CD3
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of theinvention in the context of RA there
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pai nful joints, the presence of joint stiffness in the
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escribed_infra) ﬁresentl y

methol ecfgtﬁm ze dono ens g?
dspidifie fy R el Aol lipitsd &0, agthma; %ncﬁﬁlill gs, inflammatory
bowel ARkt 8ffoR¥ oBsthREVE b@l%onat%’ &15@1’5’@{%(?@13) {aHQx‘gﬁd @E‘(gﬁgrs S}%ﬁﬁonary

transplants may be directly noni
fibrosip,j updi )”ererttfttted] sndmé.ykoaﬁhnopmt\he;undsﬁfgmtmttedzarﬂmpaﬂnm arthnas

1nﬂamﬁl% [5% %% %1?/? a é:g.t%lgtcl:%% Ll ri,tog féiﬁ%}ﬁ’&lg ong: \Q%Igg ‘tbacteria
1nfect1&19a®@&tp$es oTltIﬁﬂ*yiésl SThsaiiehi\SBiRR SAEH tr@itedbiﬁté%bm%% with the

D sorders [0016/] Patients wth autoi mune di sorders
compogitigns ad pethgdsoiihe uw&nfé@sinﬁlglde,ﬂw akeroy linfiteE T, plasae psoriasis,
pustula[rﬁ)aglg%FsZ@r B&’eq‘ﬂﬁ ?1%151 @t‘l%i epsS stmeXt 1g{f?ge;§]s%nasw

tiron, e pa
i ncreasi ng ays of CTL that recognl ze
donor - speclé’i‘f aﬁ?ﬁé@%s. Such aut oreactive or
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donor-reactive CTL may be detected in the transpl ant
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ne.or nore i-CD3 a |bod|e erein the course
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ng/ kg/ da 65 kg/day, 60 no/ kg/ day, / day,
auto/dgt@pr,@ﬁyl %paa}nd of rn@dlwg/oggye cligpahgynpypas pf i 1113@une dlsorders detection

of speéggé %qﬂ%(% o ni@éag% L%%ylg él)?/()Q‘e '%%{sﬁg//e }4 gg&?ﬁqg{ sis dﬂ"the disorder.
[001681y/ k g/ ﬂm/ass@sﬁzaﬂgl’sb @é disad toSluﬁig‘lfy Q)bdﬁﬂie aBsoZutﬁBhk@éld@M the

: [kg/ day, 2 / kgl.d 2 g/ day
propoxﬁﬁggg ?‘gﬁﬂfggtive'écﬁ]g ggeé?rgél} g%@nﬂﬁi %‘ﬁﬁ a59 ?)e@pl};rq}d)}%]/ ggple, in both
pre- cllﬁtca@uﬂ}yc{é%g ?ﬁ‘uetﬁs ﬂlaﬁﬁédégé&?\)éd Reraly. O SOB{ekeBtHtn §1 both the

certai n enbodi ments, the dose escalates over the
severltmnd coursé pFihe ahialnmn@ne br alkxgra:fl &saflet mey d@pedlodxfd axidefollowed
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combigationivéith the aalfabetiv Gutoaritigeh fof EXAnRBTR-2, FBdetSot aBtotdS8ve CTL
escal ates over e first three days of fhe treat nent

regi men until the daily prophylactically or
therapeutically effective anmount of one or nore
anti-CD3 antibodies is achieved. In certain

enbodi nents, a subject is a@dmnistered a treatnent
regi men conprising one or nore doses of a

prophyl actically or therapeutically effective anount
of ~one or nore antl-CIB antlbodles mhereln the
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ng/ kg, 1 ng/kg, 1.5 ng/kg, 2 ng/kg, 4 ng/kg, 5 nol/kg,
10 ng/ kg, 15 rrg/ kg 20 ng/ kg, 25 ny/ kg 30 ng/ kg, 35

presm M?bﬂ%%r leﬁ%/ q(%b-d% Hg )suﬁééct / kgPeggg’{sczggr%/g%l?%
undergaﬁg ther&y um{gktﬁe m%’c'hoﬁ%kﬂne idRteR/ kg, or 125 m;l/ kg, as

at ment progresses. In certain enbodinents, a
[0016% bj ectlhp sompennds of Bredavention ean iiﬂé%be ld@él lmwwnmpmbmangn with, for
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bmduf@ﬁ&tlau@mmmdem fotelaeions éfhee prveptior. act i cal Iy or
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era
00179hct or Ak igen-spscifiy @He% e bsrdetected usingfcvide vetiety of assays, including
uh&pbPle. £f
i u%?i I(et%g’eEIfzi[S?I@;/r ) %ssfa yI ag?cfl%sgllﬁ?%}rag?er ? %Stg?égtggﬁgﬁ%c aﬁ%flx)g’ as described
hereinsfrfaedmbwntcaarpemdm sﬁillcﬂhm the attor e anti - CD3 anti bodies is

hi eved. .[ 0018 eC|f|c iment, a subject
0o17fK " 1 &gﬁ{}g’&@eﬁ?‘}i gver b Euhigmagioe Ogﬁhswéﬁrepras@é%%pr therapeutic
effect@@&sﬂa&%e%ﬁalh@t%é ma@frtf%ftﬁé ﬁfﬁ'e%el]igg’ of@élh%lg %Ek)sé &55'1 extetded treatment
ng/ kg of |ess, fess, /'kg or |ess,
time pgBodyl & diowis, déws,swe@@ ongiolnghsor | ess, 85 ng/kg or |ess,

80 ng/ kg or less, 75 ng/kg or less, 70 ng/ kg or |ess,
65 ng/ kg or Sne%sThéfhmuﬁanlerbﬂSﬂactﬁﬁVMm or |ess,

0 ng/ or |ess, /K | ess, .40 ng/ r les
001725 12 e Gimp@Biins 35 FEEEs BF theSatencoB airgpepgeudiy el forthe
preverﬁﬂ)n”ﬁéeﬁﬂle@tr or|aﬁ&$iora115n QSB/F li‘.éll %edﬁe&&ﬁdwéa@esr@i{cﬁ ds Qﬁtoln%ﬁﬁme disorders
/kg or less, 2.5 or |ess, ng/ kg or | ess,

ngy
characiergeﬁ@y leprensed Sssll n]ﬁltrgm@ofdwnuphg@tesom affptied tissussaws,
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presemsatrmtaadﬁ)r edco g:liltlamt ThervathgositiQ b netHdd0 4R 1disd kel PéBE
nbodi ment , gb j ect | s subcut aneously adm ni stered

PfeVGIEW& rathgrior agehietagon gf gty rg désorqieésr, eharggtenized dty|igereased T

cell acﬁgé’téd'ﬂge{ﬂﬂ%r %Erllirgrﬁag zra_nt?g'_%g J)%%gﬁng W g f%cieénﬂ@a%&t? the 1nvent10n
provideeswthod§ ofigédtipgoprevasing, ﬁ@nat@igmg‘ melilo%mg tHés}nmz‘tkms Of an

autonrlfngétie di %S%éﬂk‘g ]%%1}71I 'g\zie’ ]g]gb%é i e%rtlv}: gé]itls E@rmjyskglegl;latoid
anM1tiseﬁ1§us gﬁn[&h'ﬂg él[taﬂe%ﬁé); pﬁlaﬂg hKBritN, 1ﬂf%§r§mat§1§r Wéf leeése (IBD),

ess, ess, 20 ng/ kg of less
ulcera‘u@-)@htl}gnggypl@gscbmsu% gﬁfectg frotyy qxrga@tramsemtat@n&n@rk@ VB rhost disease
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early stgesrof the atiﬁoimﬁEBe aidtdsb Qddhﬁﬁtlﬁg)mﬂﬁ e¥QRtdantab€ 8dsuling from the

anel i orate one or nore synptons of an_ autoi mrune
automﬂ*il%rrewwn[d@@)i@&lz}rlngﬁnm@héﬁd@%wmn ¢g.Jojdesss dfstandard

| m~h
therap%:,ﬂgtg) &?ﬁgg@?ﬁg Sc;lfgs,eé’%f g g?{ae {n?eg]é g%%%ﬁ( cfé%r eggszqugga ntglln Ci)gq level
functioming @slspremt, sip'vk gr mduéeeazishtlc&@l m;hk anﬁaigel s, tK5 n{w{dﬂl of the
I / k

1nvent16)Ea W%ﬁr%du@éh%@é%ob?ddl‘gé@l tl}gr g%gglrn@éérgsor @61%10@@ t%e disease
or diso®&&, NU g Or ess, ngy g or ess, 30 ng g or ess, ng/kg

or |less, 20 ng/kg or less, 15 ng/kg or less, 10 ng/kg
[00173); | esle,a Befered gmbpdimest pharscatidalcampdsiims camprfikg one or more

cp2 i fecly T8 8 58 cH AR e80TI R o

times tapir¢ratorasdice aﬂfe@teaﬁﬁ, or slo@adr reduca ARleéeiRtif PURE fAfictidBlaSsociated

oms of an_autoimmune di sorder. |In another
with T&%"Eﬁ diehelas n 4 fbischt M yelfRgdereshodimentygnavey lgregthartaageutical

compogﬁoﬂgé&ﬂpﬁ’éin &iSor n%k '@ﬁ‘&n@ﬁgln‘?ﬁéculgg %g PEQ of fno}reeérﬁr-CD3
ess, kg or “l'ess g or Tess,
65 ng/kg or | ess, 60 ng/kg or less, 55 ng/kg or |ess,
50 ng/ kg or Iess, 45 ng/ kg %r Iess, 40 ng/ kg or | ess,
35 ng/ kg or less, 30 ng/ kg or less, 25 ng/ kg or |ess,
20 ng/ kg or less, 15 ng/kg or less, 10 ng/kg or |ess,
5 ng/kg or Iess 2.5 ngl/ kg or Iess 2 ng/kg or Iess




adm ni stered over about 6 hours, about 4 hours, about
2 hours, about 1.5 hours, about 1 hour, about 50
m nut e bowiS200/027386
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with dTabedsaa a sabjebkithat Hab Rad & alRfpeat cRRpSS redfic ARAYEN ESsue. In
seconds to prevent, treat or ameliorate one or nore

accordapgp ptighese ea}bodunqntq;ﬁhm@e@uw@@ct s peel g@ictibn may be assessed by
QBB o RO IR 5o 30y BRI v o

frequmyesmgbgbﬁfeﬁﬁ@e@mﬂe@rasalisrcagsea ResaichBist.ration of one
nor e doses_ of adoro phyl actically or therapeutically

(0017} £ et fwa Spaskimembrdipme Aii-Glod thesambiis mg Inperabehechave at least
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92, LB RO IS0, SOBGO8TEK RSP 578 0 R v

75%, oif lemsh 60%y, antoast SA94, hi-1€138 4094t atdeskt 86%s dedst 208 or at least 10% residual

dm_.ni st ered t sal d . su I n anot her enbodi ment,
B cell ?‘H@Uﬂ%aﬁ CBRBFRE ﬁ*ﬁfﬁ@é&n&hﬁm PoRylation (hy 8e% S fdpe, and
generﬁ'he@l J%H‘Héféﬁngiea ‘BS/O thdds dRSEHRg ﬁ&gﬁ%ﬂ&%ﬁqg 0RE ofbidfifary skill in

m ni stration one or nore doses
the artorluphyﬂhammb@dlmymo eftéroar apewié omirtey of tibatateht withananti-CD3

antlbo%ﬁ g{;ﬁ;}o&;hngﬁ(g% n 18n ggggxéeg ﬁtcefdi %gtg:ilogp E{l%rpgluer% decreases by less

than 1% QENRhaAC3% Cleb tharP1 0% NREARSYD 0% Aleby theh é@%t 1e¥EthaARB% or less than
one or nore anti-CD3 anti bodi es shoul d’ be

50% ﬁdl‘m priey eament lewvels alndyes aumqﬂe@temhodenmt aﬁﬂyc ineengiahsaftgu ent or more
v al.ly .or
cours 2 eflnd BiBARL AR bt e ERERE S Gl e ogp ot
ﬁmctlmobf thd patiés iemeihtditedsabtlesdt9p e bt 1eﬁstt9ls% hierd (90% @t least 80%, at
S Ie s than 809 cells/mB, |ess than 75
least 70, %k‘ﬁ?ﬁ@ |%fsa§lqaﬁta$9/ﬁreﬁp@érp¢t§¥eﬁhlsvelﬁ Eayapt leﬁ@trﬂ wgths, at least 6

o241 SR on 58 LAED FRSSH S50 R, g 1

30 rnolnéssaftet 16 £84 pf treataweot He ranemhodnbmimmnttdf ehemaaentaulnsaﬁteﬂoae or more

cour DR A e D RS v

functin bf the baGkas & ﬁﬁln@alwd% Byl DDAk KaR 0586l 1RRS '96'*/ & le¥st 80%, at
ef fective anmount of one or noré anti-CD3 antli bodres

least 79 at hﬂéstrﬁ%(n et dast W% 9frptl¢trea,tm@nt|@mis farat leosti4 moetdis, at least 6

r%géas{ mo glrsg%ﬁ% rgg 2% rrngtg hls tg?asf Lgslinglrr}télg,?a[rt Eezﬁsﬁu%f mgnt%s or at least

30 moaftisatitt the eﬁﬂmﬂﬁéatm%ntcumd d@és Adredue the medBlyaiphboaglt b&ﬁ}t of the
Pr ef er abl the mean absol ute IyrrEJhoc yte count in the

patientigrpwchan 00ellsimlslesobon dad palsile lesp an dPABFIS k. less dan 650
cells/nglg%sgﬁ%%ﬁgt&és/@f, I1és§%’t§ah 5%@%91191%'1 'léésqﬂﬁw S(ﬁ‘)tceh%ﬁt 1e§§5t9an 400

, uu cens/i
cells/nalg lessithah 380 icelibs/af 0122 0i cells/nd 08 kasmf n am&hﬂremhmdﬁnam bf tHelBvention,
anti bodi es.

ofer o O PRSI SRO LR CEONE bk b oRTIPRTERFORES 1o the invention the
level of 85' deB/fiFhction oTRIRY Stk ABE ﬁiaYnt&lEQcpatca% hdasy 9'9% a@%ﬁt@(ﬂ o8k &a¥t 90%, at

cells/m to approxinmately 1100 cel
least 84 ﬁbb@ﬁﬁﬂ@%’t}, ylt Irag 66, |®/atdeastc§0§(ppfmtrmwemm>r at least 4

oSSR TR Efod 8 48 PR S gy o

monthd 230t bt S]/rﬁbnthﬁwﬂbd’r@bfd efmlt@tbéaﬁﬁé?lt aed ﬂ@e‘sfﬂot feduce the mean platelet

r oxi, mat e 100 cells/m, approxi mately 750
count QR BRI {6 kb bRoAIHERGHY0 ot et e ghan Orpdetelegp/mL, less

o 3508 s SOPSCHA T o10 01seb b o0 i

cells/m, approximtely 800 cells/m to approxinately
1100 ceIIs/n1, approximately 800 cells/m to
approximately 1000 cells/m, approxi mately 900
cells/m to approximately 100 cells/m, approxi mately
900 cells/mM to approximtely 1100 cells/m,
approximately 900 cells/m to approximately 1000
ceIIs/n1 or apprOX|nater 1000 ceIIs to apprOX|nater
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aut oi nmune di sorder by admi nistering one or nore doses
of a pr ophyl actically or therapeutically effective
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than 1€5|0mOO>pllen‘ﬂb’$SJ’rM 0t000©e0 pEtdlbts/nfl dB@&lsow 1000 cells/nl is
ntained in_a subject with an autoi mune di sorder by
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nen of a phophyl actically or, therapeutically

Ulkg/ é?ﬁ%??li?e Ty Al St bogimenca bspan i gdmipiered diopescifiasophylactically
or the%ﬁﬁtl(ﬁﬁ HB R unt BEMEES btk ahdi \(ﬁJBt ﬁ}tﬁ)toﬁ%g fo 'Ticihleve a reduction in

nosuppressi ve agents one or
said humaaistdedy orsukio wquﬂemeﬁifs by tasleasti 110% aslegft 1abmr I&btlzo%i St least 35%,

ia, h t
at leas%);géi, glh]g?sj} %} Af %é]%lg%{%ép gléﬁst r’és‘lé)iflgle{égsé‘;ﬁe gts least 60%, at least 65%, at
least 70%"’&'? QRS B, dt BAKOSRR] a@leaﬁtrH’SW QY fegﬁ%b cﬁaﬁ rE@@ﬂﬂﬁﬁ%Vds. In yet
i1ls, dizziness, nausea, asthenia, al n st
anothqzraflmboeltrh@ﬁtof piteelgwm)l, aftbr ane hleraprqgoatsgs af trgsinant with an anti-CD3
hinit tion,
i M58 PR B o S B emens by
least m%)cat lodB 1594, Gat 1ab1EXO05, Qi leaStCASH/Y, it 1caft 3006, faP Rl 40983k least 45%, at
Vi rus apop tosis of T cells and an increased risk of

least 3&q et B-‘ﬁ /ee'ﬂﬁ ie&FT{ﬁQ(Vysp?ébiaﬁif“&/arﬁébﬁSt 7080, ah berbtet5 %, at least 80%, or at
I, ion,.of

least 8;@6 82{) eﬁﬂ%ﬁglp Iﬁlgﬁ %8 @8)1? At?f%] gl.ra % pe qs %‘lcq t 8 monals at least 9

montlaf ftdedst VEmmthgnat IEEfst D&moﬁfhsm Neasedy mofdBs, @nit lekangOQﬁonths after the
Eoes not |nduce or rgw¥ces relative to other

end o gapther egbedimentRf thy inyshtionpltenaeros maaragses of

treatniéﬁﬁ"@ﬂﬁ ﬁﬁj aﬁ’t’i C‘iﬁs"’ &libed§ faéc%?chﬁ to\g.’h[: ﬁ{veﬁﬁ&{‘th@ BORICEBA bl & Ftient’s daily
(fever, tachycardi a,” bardyc hypert ensi on,

insulimyaguirensitohy at leeste084, aticest|l 5%y enlesst QAo i laast 35%, at least 30%, at

st ONRPER o BOSCRED B AR OB a9 7o,

least 71384, At [AHBI%, R GBRESt 85V S REFRBAnt TR TL $rail@inBd for at least 4
pruritus, psoriasis, rhinitis, sweating, injection

monthei gt deascd Brangs, ahleashinaathst atdeast A monthseatdeast I8 glonthsodt least 24
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montf {34k D SEERH 0o/ HEER O e GRG b Okl g s

lymphoege mtmﬂmpasneﬂtgtoaeq@ rdmm,l)k)aens/ma,l lless tbatn 75 0 cells/ml less than 700
al |y fffectlve anpunt of

cellsigfiss g 637 erimbdes qoﬁéeﬂff/@&tlﬁséﬁbalb?50a<‘r?11§/mlo]|efiﬁ1*’l}ﬁle500
cells/rﬁil' §5‘§§ ffl%ﬁ 4(’5@&: @2111[ %8§§ L% Oﬁtceljrsé 5?10 gell?@ﬁ‘ltciﬁe

nont hs mont
[00176110 nt hsInoyet anothmﬁrinls)danemtomglﬂnamsﬁubgﬁct hivdng Wypeé hldlabetes is

rev ous dose or d r rising. a .
adminf3 ) SR st S RHIP T O Bp IGY et pmount of e
or moRfan@NEDP bt desad phestivB sA0huRAA s S pepthiR ot Wfresﬁel%% t§MMTT,
dosz&e regi mnen may be adm nistered as a natter

OGTTeesUfsd, ovah éhowﬁﬁmedfﬁ@bagtsbmpa@e@qu‘t 2 abaut éu rmnlhfe about 5
monthgI a%%ﬁpfhohﬁl%ue[b\eﬁgzgﬂo %iééab%{ g%oglgl'gt ?J;o%!t hé'l\#)nr%%, @‘mao months,

about $ y mhﬂﬂﬁalﬁﬁts 0Z nhed, aoub 13 siodths Ldl:@ummﬂﬁndlls S&bode?1 fhenths or
dose or dosage regi men

ve terthelnltlal
about 24? m&ﬁjmp %ﬁ’ gﬁf PHBaEenheldhs MVERHiqs atie e S nyre cppses of
treatmbMWEIRE ArPihti-P3hnkiBsBESdcotdin o&lf?@ﬁm%?ntlcﬁl Eeé’épquﬁ%pgﬂse or FPIR
dosage regi men conpri si ng prophyl acti
of the pateant tpeMIMEB) QG T dr dGHT\decimases by 1ok tizmel %y lessothan 5%, less than
anti-CD3 anti bodies may be admi nistered to a subject
when, for exanple, the subject's average daily insulin
use at 1 nonth, 2 nonths, 4&8nonths, 6 nonths, 8
nont hs, 12 nonths, 15 nonths, 18 nonths or 24 nonths
or longer after initial or previous treatnment with
antl CD3 antlbodles does not decrease by at Ieast 5%
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conpared to pre-treatnent levels. Alternatively, with
respect to d| abet es, a repeat dose or dosage regi nen

In yetmysﬂi@ﬁerablmlmeﬁﬁ ¢riBélinventeons biresmk ovhfe cdiRSesOF HERnRnt with an anti-
the subject's or HAIC levels at 1 month, 2 months,

CD3 antibedy h@:orctsnm#lﬁ invegtipw e ks peptize sesnonss or TP TRwi thesyatiest to

MMT‘T?eVI Wy t f eam {ftam%?h &rlgaestﬁ ?%t eﬁrl?a{sgbgd aI laagt ﬂ%@, at least 80%,

at leasi GOVgasleadt pOM, dreakehstFU of pregesinedtQ8gelefor |aﬁ&§§t 4208Aaths, at least 6
east 30% at |east 40% at |east 50% at | east

monﬂ@o@féle%st mendhs, sideqst AL maths: atdeas 48 menthseadeash@danonths, or at least
30 mdéanO e?ﬂle Ad BF BedthRat RholeY&h odnln@ntadﬂfl@ﬁﬁfe?tloélo after one or more

Iment, wth respect to di abetes repea
coursebo digetnieng) wmthmncantlfﬁi]DS amipody praypding mmeaaifdnjnoﬁ tthe C-peptide

o PRl L SRSt Gl oo s
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the mmrlsambh@wte?%t oDhe phﬂikam 13126 thARBEO EdIRMK Q%% tHAR780 LAIm, less
50% nore than 60% nore than 70% nore t han 80% or

than 798 cgllymbdess danctorsaH el lessghen e@eeel vt lepwiian §50 selly/iml, less than
500 cSZRIRY, RRY fah Ao TNRIAPYER: R Mo Qfty R of 2iPot }ml%}t1%$9dy

and one or nore prophy iC or 1 herapeutic agen
[00173) her Ihamitlen Em-bﬁ‘mmlntal Jobjceis admhﬂstafeﬂ loaelsr fn@fe unit doses of
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approximagaly piayd pek.capaysmmstelyncb pgkg, pproxinataip - 10i prg/]tga dpproximately
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ng/kg oY 6hd16tt th6reint ISD3 kA AFAb BroVBhCGEHt B amBGkaR FRYr ‘f'nore symptoms
nmol ecul es., Any agent ich is known to be useful,

of an gyipigrnyneslispadss, prsterlenly digbetes: rl@r@npt}neb@nbsgilmsefd afS@‘VJthh%

B LTI oo £ GRARR R0 PZLAD 5 6, 955 BRE, o0 o

95 ug/ﬁgsiﬁ Kﬂﬁ’kg,@émgdeg l39 @@/kgﬂ 78 P»fokgﬂm GRg VIS5t Ip/ked) G@HIg'/ké?@S ng/ke, 50

L&t’ y in ac nce VVI/% the | nvention describ
nglkey gs{a‘& Hekgeh ke/kaPupéke, BQtugékgel?u@e/kg, 13
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roat ol o ts for rashes an
antivoffE8 OO RUTT% o E5Ncinie s PR s bl shfitoimimud disorder,
particlfx®§ eab&sRt herapy (e.g., PUVA) and topical agents such
as enollients, salicyli c acid, coal tar, topical

[00178}t er o b Ortecﬂmhs)&illm@ﬁr a suhiest @raﬁmslstet@mrmair nyire doses omOO ng/kg
or less 'i"?:% ﬁg&% flegs 1 éﬁﬁﬁﬁ%g%?tléss és%t( E&F ug/ﬁg or esg 9% ng/kg or

| "aniat or

less, 96 qxlgﬂqgm$¢se,r &5 ekd er lgss, 80 gk @'(Mse Hl@@/k‘% df QESQ 70 ipgaer less, 65
i ds non steriod

v/ {655 P el ey 58 O sty S0 Mgtk ors, 4 ke PEless, 40 ke or
less, 39 ?J’k%fd?'i‘éég 30K EP e s, Q@ﬁgmr%eo?rlecs% 202%% 3191%% $5$ig/kg or less, 10

i chol i nerdgic agents a

ng/kg Dl’dﬁfﬁm dmgdig atlensy2 Ageriesor(lessg? ug/kgnk lesgrigapg/g or less, 1 ug/kg or
nol ecules, a T cell receptor nodul ators, cytokine
recept or nDduIators, T cell depleting agents, cytokine
ant agoni sts, nonoki ne antag®ni sts, |ynphocyte
inhibitors, or anti-cancer agents), gold injections,
sul phasal azi ne, penicillam ne, anti-angi ogenic agents
(e.g., angiostatin, TNF-aantagonists (e.qg.,




anti - TNFaanti bodi es), and endostatin), dapsone,
psoral ens (e.g., nethoxalen and tri oxsal en)

" o leSsW\fa??Ly’igg;mMM 5,4 g%S’ﬂ ?%/Eg 8?’1% gtll lﬂﬁr}%g sg Blrg i neqﬁ'gé%gﬁog@é?rsgnore

anti-GDBlarpidde of tHerhveniby td PRV EAYbPARENOrAS %ﬁ& oi"ﬁl'oke‘ 5P of an

to one of skill in the art nay al so be used in the
autolpmiRG disordet sueingsduit poidiitest tordizbetesvent i on.
[0017 bEm’ no 'Ti'? g#ijt{ﬁ% Qﬁlﬁocﬂ&%ﬂﬁ,?tgg @gb gééc 1?6 %&rgl%és?eggc[ FE %s‘?g{ relggnen

compnﬁlng bﬁe bfﬂﬁbf&dds&ﬁﬁbﬂﬁ@phyi&ithdley obﬂh&rapélmcaﬂy effedtive@ehount of one or
he i nf | ammat ory response, the conpl ement cascade,

more Plgh bgdigs.|Whesid et @uEReof ér,e@tmepms,agmmlstered over 2 days, 3 days,
¢ do 2 s o AN SUEFEIORFTF P12 BRICEY N o g o,

anotha‘lmmig)duabﬂtsthefsulbjbﬁ is adminestesyd s evatmlent winte domprising one or more
|nvent 0 an i munonodul at ory
doses Qgg H@Fﬁ’ﬁp%\ﬁ&s"rg}?ﬁa B%*g %fe°¥lﬁ‘°eam%"ﬁm F%%‘b‘&ﬁ%eeantlr@3
antibddiAewheRROgE mséofmtmm@mwt&wwﬂw N, 5”@d7‘|8a9 ef, 11, 12,
nmore than one aspect of the | mmune response.
13 or M e@mec@d/ee}atm) dinrstifitanothet ¢rabodiment;, ihersubjebtds admlnlstered a treatment

istrati ent
regimgl i b Bors Hopes e B Al St Baip Toatie amount
of onsSethEetans- (E]D}Tuﬁtﬂooﬂ%‘épx@ﬂ&&nqwémrkd S tRtmém iPadBeBtdéLover no

enbadi nent of thenv' , uc u uu omu a o ge s or

more S1ap gs BQ 50Ee @anﬁuwemp@stb@h 4.enq Moz than oo, meig thar@meanets than 7,

h t
no rno% {}ﬁnt8 ﬁ%Bg)YLQ ﬁlttah 1&0 ﬁl%irénﬁg}g ?? ?)grﬁél%bﬁ%y 1 la%? r1]1I10re %hanOIIZ no more
than 1|3mmnmmd tithammt lerOn&gaﬁt/e dsysndd stilhothsit ¢mlbd’afnhaﬂif§&h@ Eybject is

I n ot her _enbodi nents, an i nmunonodul at ory agent

adm1q1§erﬁéla treatagent bqgﬁam]@o%?s&tﬁjq)r@ Or|IpETG dpsesioh @ prophylactically or
e e e O S R PR oot Phcr i e B of
treatmegeis admaystored ookl deu drrbess,rﬁ dayk er teswid duys beless, 5 days or less, 6 days

ores BEELRLS 5 HE0, DTS E] ER 5 s S lt B o

less, 1BQIag®bE 1RBs or/ Y damﬂﬁﬂ@QHbﬁE @mbod@emt tﬁ@ﬁfeaki’ﬁeﬁter%%’%eﬁci:ompnses
to inhibit the interacti on between TH cells an

admingsgeringoinses efifhe B@@hﬂﬂ@ﬁ?@&y of therapenienllyteigctivve anavmt ofpne or more

antl-C!ljggﬁgL%ER g%"les&g yés rg)&hd.@{% ‘Ye Ir? #ded%i%/ gg ex;e(r)y Q‘htdg}; ec'egt'ain
embodihfehgribhio@tadompistaetliiyihe sa@an A dafyLUi'(ﬂﬁd RBin®h. ih&erah+

nd/ or C[%+ T cells. For exanple, antibodies specific
embodgients, ¢ et sinEIS{siselp GRAMEH RSN FORPBF RS A8 At Blofedoses of a
oo SSEKGHS or Bl L BE) S RDT B8 b2 i
Where[rOtthi Qﬁjphb/lacacqﬂyefreherrmtuanﬁb@bffwmc amomtteﬂ 2090 pg/kg/day, 175

ks 3L BN S5 B AIES SRRSO S5, ey, 5

ug/kgﬂdammrgmgrh@t g5 xmgﬂ@%tfswng/kg@ay \@%g/lzg?aa;l B@ ngﬁkgrday, 55

sSpecl es as the recipient telns, ypepti des

ug/kg/éﬁmp@mgﬂ@&(dass 45 alg/lqgédarye%m n@/kg/idéy,l 3|5l¢@/kgvidﬁ)’d 3 @ugéklg/day, 26

ve/ie S ETREN IR el A8 B B R ER BB Bl o5

ng/ke/slafp) wd/kg/day 3hllnglag/dh}*]6 ;;g/leg/eayjs 5 mkg/a@;ptzl LS/ d B, 1. 6 ug/kg/day,

des | |
1.5 ey e o a7 083 SIKEIRY cbd Gzt gn 00 bese/day. Tn
certairl @HEMihRAts, BB B0 esBRLEs HI Qltf@’%ﬁ? Fdufth, ﬁﬁ?ﬁ@?@f‘ﬁﬂs@%@ fof the doses of

|nnunonndu1atory agents are admnistered to a su
the treqiniemt segimen lustthte daily woplgtdaticathyorctheliapadkelly effentlvb tamount of one

subsequent to, or conconmitantly with the therapeutic

and/ or prophylactic agents of the invention.

Preferably, one or nore praophyl actic, therapeutic or

i mrunonodul atory agents are adm nistered to a subject

with an inflammtory or autoi mune di sease to reduce

or inhibit one or nore synptons of the dlsease or

e Y a1 o o o o o o



B e

Any technique well-known to one skilled in the art can
be used to neasure one or nore aspects of the i mune
W O8I0 S(IMI articul a t her eby PCT/US2006/027386
Sl BBl ALY, IR PRES S oS RE RY B cocaiares over the
first threedagrordhe ammnta@gn entlﬁhtlﬁﬂﬂe@aﬂy' pfc%y}acﬂléhu?f RS &letchily
enbodi nent, an absolute nphocyte count of

effectb\fgmphgﬁ @}ewrgwe @g‘ﬁ@%@fgmo@e@f@camvyd Gblocecteinl ebodBnents, a
subj etlgf% ﬁd&ﬁﬁ?gﬁﬁ% %%{cgﬂﬁ}n’% %gﬂn&(féoﬁrrqusﬁ{g ({n% %bggggeels aha p%%ylactwally
or theﬁtpaumhaﬂy rffectivesatiiudt bf vhd dt radre atiti WIBEMBodles, wherein the

tory disorder_is not admnistered an
pr OPIWE%HE??% thesprsuficallyesffeciiye apent isinstspsadddnt, ¢. ﬁpl@dﬂyn%kg, 0.02 pg/ke,

004 00 R LETOSAEDR w980 FELLRLTES b 53 v, 07

ug/kgclsug/ignhﬁ ugrkg, éspg/kgw Qgde) b ﬂgﬂﬂgﬁlﬁmgﬂcg,slsi ugfkg,@!oqxg/kg, 25 pglkg, 30

gkeo ey &”ﬁéﬁg&&éﬂgé i éf]g/lighgﬁ Eg@af Sgke. 03 hg/ke. 70 ugike, 75
ng/kgl SUTE@’Q o £190 298108 |3/1& BEMIks gﬁrﬁg é,tgf‘k asc"H&{tﬁgﬁt

anmmat ory_ or - aut ol nmune_di séa
progreseesndi eeitdiy em@ddum@ntﬁr aisvltjedsiis admmigisteredro treatarperpinarf comprising
S8ase ne r ns Such a
one of e o3&t Sopflindiieny STHRGaRR0D f stz oot of one or more anti-
CD3 agipedits v(iHerélﬂ ﬁldjprﬁﬁl%ﬂﬁcti@ﬁll}oér th&@pédﬁ?éﬂll‘ﬁ eFYSHE8 'thbﬂﬁt is increased by
| ast for hours, days, weeks, or nonths. Preferab

a factenf 11355 AL3c0M Of] 1rﬁuatfﬁ@tpb®if 2. Tacsereft2 h aifactones 29, mrérfector of 5 until
the da?i ﬁ%?(ﬁ)%?lgg{l%eﬂﬁr feesrglge%?lcgfyhe%ec{lbe a#lﬁrn{%% 05960 %gfeean‘ugéfn

antibddtsrisachi®etiour s, 14 hours, 16 hours, 18 hours, 24
ours, 36 ho or, 48 hours) af ew days

[OOISE]ayS In %{%ﬁr ogéna%;iéme@: @%ect s 1glgrauscy ilarly@dg‘awgered@ne Or more
doses 3£ QU‘O ﬁ@/ﬁg%r (&s Drefedb Yfggjl%/ﬁ%%ﬁggss I1 %(ﬁ Hgﬁg % 1688, 185 I%Lg/kg or less,

weeks) e transi ent ion Gf
100 uglkg aoless, é)épgd{gotdésst e pgks eakss, 5 pafkg drdessnd pg’kg or less, 75 pg/kg

esthe actlc o) utlc
orlest, T RBRBY TS ot Hke rieF B LA IT ) 1O BB AaIglNg or ess, 45
png/kg € leds, 0l LKL QS QNP Qlfv,/'kg oPeR% @'O"]fg/kgo&l REPS [ 1&S or Wss, 20 pg/kg or
peptldes with prop { actic, therapeutic or

less, 15 mglkesrdens) H bg/iigaé ds%iStNe/lkeg ordesst @isre/keper logseP viglhewr less, 1.5
pere B BERLLE D R APOY AR, B  KIGTARIEL Gy B prmao nc oo

antlboﬂwbjtcepﬁevmtl theza0r bl ABTIFRING oY ndFe S ROMTBNEN SltSRABEN disorder.
ccordance with the met hods of the iInvention. Further,

[OOISﬁucI ei B another smbadiness aswbiset in suksatangesly adminisiripdefs or more
doses gf(; %g?fgg%/ﬁ%m 9% Le‘é% lﬂgﬁ{/alﬁlgpf g,[g‘?ﬁﬁéﬂgss P50 Y Q/Egtof fl§S 129} ug/kg or less,

erapéutic
100 ug/hgunhm@ﬁlpgﬂ@qr lesst 9O/ jug/leg onlessj Bﬁlwgﬂ{gl ordess, %(hag/hgm less, 75 pug/kg

or less 2@3%2%)?&&%%%3/ %E}]is]ggsff }tkgl ngeﬁé,uigl ;{gelé) E)rI lgs(?ss 50 ug/kg or less, 45
ng/kg bATE) qm@n&%&gﬁsﬂ %sflg/kg toweeﬁeo%/@ddp 184583 28 0e bP1eRs, 20 ugfkg or

SUbj ect Wt ammat ory or aut oi mmune di Sease i n
less, 13 dedigchaness. 1R nagkg heleﬁeﬁmgdsg @rflesshd Singlkegrariless, 2 pg/kg or less, 1.5

s B LR o U0 IR G BOTLRES LA 5,309 i
antlbodmmﬁdm ) tedad byarﬁelidrstﬂetoyie of mbhﬁﬁsyfrrlﬂtd)mb engt Mutvintudeydsorder.

r ot ei pal ypept i de, geptl de. [00194] Proteins,
[0018%0| yp £ang Ie @gﬁp’p @ég ieftds eramensaislysdiinistered one or more
doses Bf PPOYL RS bPles§ If)%f@tﬁﬁlﬂf@ ggl rﬁ bﬁ@%&” QQ}EQ&E%} ?ers¥ ﬁq.fgg]&g(zor less, 80

can be produced by any
ng/ke or lege 96 lugﬁ@brﬂasemmg/sger less, gs ug@g&pﬂms GIBug@(lag obleks, 85 pg/kg or
al. (eds.), 1999, Short Protocols in Ml ecular
Bi ol ogy, Fourth Edition, John Wley & Sons, NY (hereby
i ncorporated by reference drein in its entirety),
whi ch describes nmethods of producing proteins,
pol ypeptides, or peptides, and which is incorporated
hereln by reference |n its entlrety Amtlbodles whi ch

. T .



Patent No. 6, 245,527 and in Harlow and Lane
Anti bodi es: A Laboratory Manual, Cold Spring Harbor

woabowead 8BCTMWISR @/
" feds) Daf?w?%m%soﬁiﬁgﬁ‘gr?oﬁ’eéﬁan%/%@ ok g Eiondiep, S0 HEIKE O lese, 25
ng/kgeHléss S0V ug/Ky @ﬂ‘l@gsahzs xtg/k%st@mé@ Idl@é/kg%lele%) ?ﬁgﬂ&% &1k, 2.5 pg/kg or

avai | abl e and known to function as

less, % Mkap@l@@a,é Swg/kmmﬂﬁﬁﬂ?édlgﬂm@rlysSa@émg@(gmréesss@d) 5 pgfkper less of

hods_.of the inven
oneoFRHH%Q# ??%mﬂ?ﬂ§g§88ﬁ?@@3%ﬁ“oﬁﬁﬁﬁ% '%6pg§5pyngé$pgpp§ofan
autonﬁﬁmﬁ@dla@el&t [eanother @iﬁb&i’iﬂi’eﬂtemehﬂtra/dehé@ &ReoP100 fg/¥k BPIess 95
any techni que well-known to one skilled inQOL uu

ug/kg@r less, 90 Le/lkher sby 85 eadke o lgspr80 patkilesss 49 parkefor Tess, 70 ug/kg or

s, G, B0 LRSI 09000 BN B 60 2 s

ug/kga:mﬂess GBQx@I[g olesh 86 pafig oo bes,®S5 ugblt@ondesspw hglkglo@* 163K, 15 pg/kg or
1 her apeuti c ggﬁnts ot her than ? antib
ess, ]19r Sdess, b upigor bS8phy Heakeios les, % %k&a%@sssd Soitg/kg pr less, 1

ug/kg'o? 1&s W@h?&g ot g o?'Otﬂ?é/ké bERL B Yne B ﬁ{b?e tpCf)%.ra%)lﬂg@dles is
enb ant i body

“enbodi nen t he ‘conbi'natton of an anti -
admmastctedt omrcaiohyu Geloirs, aboutthlervap ebvit@ lages) abaities hdvrgmba 1 hour,

about %@ d/nmg’r@% ab%@y boié)&tessgye\/%% % @Sé@ nﬂgg‘;ﬁes g&t %gﬁnutes
about 3rmi3804 kebhie mRLARNYbAR tirkinbie, 519)@1[ 3P 8tbhds & b86E 10 fcdnds to

subj ect with an aufoi mune or i nflammatory di sorder
preventhipat oF pinekioreiecme v ora bysmitoms f pa petbipemane dlsorder

[0018 i OS'OE}FQE ebl egnbpo(r%l%g 1§r}'a %\1‘ t?r{]e@g%lpsoqhﬁcg ?yarﬁlg& cga.gw a subj ect with

an autoidﬂﬁtmd dl‘l@(bfrdaﬂs aspekseCBafoad adirdiften el AU RS s@atZfA%S one or more doses
preferably a 25% 30% 359@ 40% 45% 50% 55% 60%

ofa p)@gé’laqtgp%ly prtherapguticapls giffecinog, angmuy ef O1FEWLIBeLE 4161CD3 antlbodles to

detern'ilﬁg %Hh@f‘oﬂerbrﬁﬁ‘@re sﬂﬂée@ﬂ%ﬁhb&@ O?Ect ﬁﬂ)&ﬁ?fakfrlﬁ?éi' r tl?Jr%?eﬂUcally

tissue or joint in a
effectivie sorodet of@ne an mmt mtw@MandbsmeﬂMuNbe@tdmmsmabmsaidesﬁibject In
with inflanmmtion th er treatnent al one,
anothatphod Bl Piiste abpte BHRIORME O OF o SHacg ipfpautoimmune
dlsord@ﬂis|as§5§%d%fdr@ Qﬁ’d/@ﬁaf@é’ﬂ @h@%lﬁfstrﬂ%@oﬂanWYﬂcﬁ‘Q Hb&es %f a

eraﬁgutlc agents other than anti-CD3 antibodi es has
prOPh}alﬁctspa péthemﬁum&lmeiffvétn@fmmt of or@)memg\e anfi€C1F amthodies to

aeterfle FpPH ity P SRR AT o Arh BT S thrmpputicat

effectiiva um@tmtajf o8 abhré ankCDdesfBedeDdhoall e ddR8nRRkddBdhRSubject.
and/ or | ess frequent adm nistration of anti-CD3
Preferablyi pytsegientsiose ef aprophilastieslly on thorapsutieadlyzefisgtiyearpount of one or

more é(ﬂtf bD@'&nﬁH&d?és'MB?a inlsPHrd P{ETRL %ﬁl ¥i el 1?%(:’191[11 h_gc Pdu?ft’?s less than
actic or therapeutic ef et 6
800 ceﬂ]lsmnm uas tlefn 2SHeellsinem lessithan 400 eeusmm? ldashgess dellshan’, less
qd in

than 6@@{:@ | a@t I G %g(g)ﬁ{e?lgfé%j ierﬂs ﬁ@ad&%gggl;l%mlq i 300 cells/mm? or less.

[00184) evenIﬂ é?ﬁtlﬁf efnb6&hIFR) tth@ﬁaeﬁﬁa@b‘ltu@é 1 %y% count in a subject with an
inflammatory disorder ‘and/or less ffe

autoingawedisardertis dﬂemln@djmomp dichadnzivisiretiar oﬁ adrshdesgtof e

oot S0 P0IBTS s and

mean gsbhd lymphecyze B@lrﬂ&ﬁ ORitérBE PASY 0 3IhOAdrhiRBtiaAYEdE 61 br more
reduce or_avoi d unwanted or adverse side effects

subseqyeR{qsay &t RiPPIYIRticallvyias thewepeuticaliy effectivemmannt ef onglos more anti-

CD3 aff68tics tﬁéﬁfé‘bgﬁ tmﬂé ab%asfu%é 1@3&@@5&&& ﬁ@%kbﬁ%&% &Steast 900

or aut oi mune or |n
cells/nyrot, préfenablyad kaﬂaﬁiOmeﬂs/(mmap bd laaBI ¢000 tdillslﬂihﬁ3 tat EatIe50 cells/mm’, at
protocol. [00197] The prophylactic or therapeutlc
agents of the conbination therapies of the present
i nvention can be adm ni ster@@d concom tantly,
concurrently or sequentially. The prophylactic or
t herapeutic agents of the conbination therapies of the
present invention can also be cyclically




adm ni stered. Cycling therapy invol ves the
admnistration of a first prophylactic or therapeutic

e SRR 2 PRI D PLIL R o0 LIS Pl Pt

admirdgefionidPh stk ofborefornidre asd DeagAbERY t hi s
sequential admnistration, i.e the cycle, in order

[00185hr ¢ ude amothercenaiodisners, & meansabsakue ymphecyie eouryef approximately 700
. ' . . h :
ol ko P A0 B BSOS P SRRy 100
cells/fl, 2pprokinvittly e colls/tdb & aipréSammbienat000rellyal apyrd-eRaR8] 700 to
cific ﬁnbodinent, t he present inyention

|
appromgl&??lgfg‘?@o gelsinh gaPIogMaiply Ve ceibyml for approxagatehinknigi sels/ml,
l-i=Q1.ar d g | '
ope S SO PORBEIRE IHISHORE ORASARLET Y i
approsanalelyrd 060 deltsémiy apisoRignagepi7 60 s¢lsr/mhg dpproséhatelydijoeetls/ml,

P oD anti . d
o B8] bt R SR S TS S
approRitdt€19di1 66 cellsNnB apprekidfi&y SQwﬁﬁylﬁ%tap?foQﬁnﬁél?slmb cells/ml,

i nvention provides a method for preventing, treating,
approrianedeliy 990 celts/mbrisl dpproximatglyoi?80 sellstod eppsorpnately 900 cells/ml to

' 1 t.h an _aut oi i nf | amat or isQrder
epprof e et A Ry S0 pilsenfly Bamimetyriong opm, or
approSiaiels UDP@E&11sab ep@bximhay AD00 cdHBn AL tldHAsh6s irPNeLtRRe with an

or nore prophylactic or therapeutic agents other than

autoirgimine disprdanby adainisieringioae oF moze dosea of 2 piephyipctically or
8 At ' ' i. 13... 100199]. The .

L ) T —
mean tbsdite hgnphoepeong drppmwRlimaelst7i00 geldital o bdllfﬁ»?f IQOOO cells/ml is

. .S jated with t 0j ' t
maintRED Loty oL 31 B P TISHE HisAer BUSL B GHpIng g of more dlses of
prophfBlANS R "tﬂe@ﬂaeﬁﬁca‘?@i et SRdu? BPPIQJ ot bR BRI DS R ibodies.

anti bodi es and one”or nore prophylactic, therapeutic

[00186) i mrimaspagificatnarodimerenths adRimefteatiablof on¢ tiemore doses or a dosage

. nonodul at o agents are n adm ni stered to a .
regimat B BB AT aE B RT3 A AIb &GP gignt-CD3
antiboMER B e SRR AhAICE of WIBBRG¥IaBvE RUther ilanh @D Supgph&Bive @Bents one or more

cells/mm, less than 550 cells/mB, |ess than 600
of the dellevsingwpwanted er pdvgrresbbciseyital sign@bnoramditieh@everOachycardia,

ls . .7 . t han 80 .

bardy S8 hBRHeng GE Byl b Bp BT s RihebiEliPepsoie
leukomemiid, siromBocykbpesia)] lreadadhe edleily, dibzirhy dhwentasthphiapbackain, chest

. % subsque{gt to the adm nistration of one or nore . . . .
pain (SRoSLRFESUER: YAEhesr Myplei. PRIMUPISFBHUPIOLaHS: thigélis, SWeasing, injection site
reactic Rh&R1aMibh AMn@EsLl KO L orﬂut?ifs{i@[]g@étﬂéyac‘#i'véf?&ggf Epstein Barr

t he absol ute lynphocyte court of sald subject is

Virus,dgoptosis oéd dells emtaminqueessdwisk|of dewlopibg cartuin tybes &f ddncém In

the art, including, €.0., flow cytonetry or frypa .
snothig i bt IncRiipistspiorciisph RERES dasoph igylacticaly o
therape ity iePactfeith RS o PorBRIr hte hl- M EXRIMoHRY dods RRIdREe or reduces

. managing or ameliorating one or nore synptons
relativg4e glichinamupe UAPIEssitseagents onaotimeis ¢fole Edlopvinginmyanted or adverse

L nd: [ ' | ect. hyl acti cal | r .
e TMINS SR 1040, SSRGS RAN 5L ShE, Rorension,
hematalogicalGB@nar(tuidnid] lgmpascisbnie, psubippatia chriosbbtytosdnia), headache, chills,
. . therapeutically effective apount of insulin. In one i
dizzingssy RSt ABtheRipebapk BB Rhes | RAUH B DEFSSEN diprrhepnyrigia, pain,
o - ti ' . 0 . C .
P R PB4 gh Bl vk of
conprising adm nistering to said subject a
prophyl actically or therapeutically effective anount
of one or nore anti-CD3 anti bodi es and a
prophylactically or therapedtically effective anount
of GLPI or G.PI analog. In one enbodi nent, the present
i nvention provides a nethod forpreven i , r ng,
managi ng or ame e or nore sSynp ons associa e w ia e




said method conprising adm nistering to said subject a
pr ophyl acti caI I y or therapeutically effective anount
wof oalmmaau o PCT/US2006/027386

d
- G RS b O LR 000 B ol GRS

ofdex&top@gedfaﬂlamtﬂfp@gofaﬁﬁb@g thereof. In one enbodinent, the

Er esent invention Er ovides a nmet hod for preventing,
[0018¢} eat i Hyaceridrags withdhe ianentiosr teidase erdosage negimeen comprising a
prophgpégﬂ?éa‘ﬂg%ﬁ gﬁg%hﬁgagg'eéﬁe%pve?%ﬁggﬁ gf g{ﬁ%& ndi?re an 108D3 antibodies for the

treatrrmnt)q)ﬂm'll autdimmaldeydisorddr hedyepatipdated dt ) rﬁéﬂtBCZ meethsWombhths, 6
one or ies and a

r e anfi- tibo
monﬂﬁr %BWF%% ggnths, Limpwgﬁa geRiEary 3 wends of loaseiafien the initial or
preVlC{%lE g@%&r’%ﬂsdebrs]?ée é@nﬁe{ﬁ?&gﬁﬂ)g:s% éphg}l%éi?ﬂ%&f%?ﬁﬂa@gbﬁg’egiifective
amountrafwea bi mgre ante@D3ryfibodiesaditegepeat dosel dr dosdgenegimee neiy be

admlng%fﬁzﬁﬁi Fggﬁ.@% Qf %%&%;%F%gsy%tggg égsgge}tgeé&ﬁ a(ljd glﬁctngmgune disorder
M&FAHY £d

recur i adit Eu r})lgﬁ?}zde ﬁgllg{r'z]vtnligl}(ﬁ;%gﬁgégio:r gﬁelvkdﬁs %Bg@&tdé)\éggeq%&% or when

sympteme ghsplciaéadi widh Faid @utom@u@qo@mrd@mld yotéfmpaoeiafter thamitial dose or

8L enbodi rren resent
dosagspiB ot by P AR RO AP Mo n B MG Fiiom, g respect to
diabeto® aaghoagdeve c2Bkdgeradines c@ﬂﬂﬁrlﬁhg HRESHhSIREDRTor therapeutically
assocl ated with psoriasis, said method conprising
effectiyg amonat s gr mpre anti Cojinebedies wb bﬁ 9dlamlst@rad rtcya gibject when, for

cxmBSiERELEH LI SRR, D8l T, 6 o

monthshb?r ApBthE) I%ﬂnblythe,f HSBﬁbnthsaommnﬁth@f)r lmgdsmﬁree itﬂﬁiaﬂ or bﬂ:wous
Sent i nventiaon provid

treatmﬁg& \ngg gu'[:tg m@ﬁ%hieﬁ tslc?éastqoé gGrERge bﬁﬁh@t@:ft égﬁ),@,t least 10%, at least 20%,

at leas®BBY0 1845k NO%ORE SOT & 15FBHR 1@a%§ 9@%?5@9%13%6‘% or at least 90%
psoriasis in a subject, said nethod conpfisin

compagethiornretesainmnt leyelsa mdtegwijelwt vsatlplesmhyﬂoahabeml ] ;epeart dose or
thera eutical.ly effecti

dosaet N ARE e ingn FrosR RN I PtnaR it AT oumt of one or

more AdteCBButibEdbd f{laf?f)é 8&hinyseradRLDSubct WRER GbF &xdife, e Sibject's
Phar maceuti cal Conpositions [00201] The present

HAT qriHe loyilst dunerb, ?c@ﬁlptbél“tm@ﬁbsaf@ml@ﬂié & menthsdtmonths, 15
monthB8! HPHX t?§ gls %\n4 ﬁ'ﬁ)ﬂ‘gﬁ au(i %Eﬁ%fitjeg E‘mﬁiﬂ o(fg)??v%usr[f) a?méc'r}f %{ho %i-cD3

assocl a
antibodies do det deckeasabyg peleadt 586, atlead Ile’J tf leastQONY @SlehstGD%, at least 40%,

c ri ses or. no anti-CD3 anti podi es. |In another

at leasE SRRttt 88‘2 &R % Frieashhhroics é&ﬁeﬂgo% cqppipaged to pre-treatment
n n - :

evels U A S50 B AR SOOI S PB e e

comprmt!gmpnophy)lactwﬂp ok Sesapanticatly ieffeDbyccant dund dﬁ/ona/xhenca‘e anti-CD3

i.bod
anibof s e G e R L oG o SRR GREPI LS C-peptide response

at 1 meABOZ hiBREHs, 4 rREHEPO SriontlRNS BRI ﬁﬁoﬁthﬁafﬂ #BRth§} B3nordhs or 24
anal 0og, derivative, fragment t her eof t hat

months ﬁﬁm@,rpeé“@il fiitiall qrprasions dreaEnepbWiH D3 petindiqsgeaeaies by more
4N 3 9 f10b
than 5% nfb ﬁven fh%ﬁqbs{ggmog%?g/ghorg %/S ngc%rig glraltg4 /h 0. fore than 50%,
more thamﬁ@%; mioonthan G0 noec thap 8O oy |naﬁé teald0Y% edmpared to pre-treatment
Jevels therapeutically effective anmount of one or nore
evelS-anti - CD3 anti bodi es, and a pharnaceutical |y acceptable
carrler In_a speC|f|c enbodi nent, the term
"phar maceut 524 | Qﬁ&%ﬂi&ﬁns approved by a
regul at oryagency of the Federal o a "stal e governnent
or listed in the U S. Pharmacopei a or other generally
recogni zed pharnmacopeia for use in animals, and nore
particularly in humans. Thedterm"carrier"” refers to a
di l uent, adjuvant {e.g., Freund's adjuvant (conplete
and inconplete)), excipient, or vehicle with which the
t herapeutic is adm nistered. Such pharnmaceuti cal



'

- {ODRSPIIOOE 0kisf AR ATARTBbR LS cpyRSAn PTG T

can be sterile liquids, such as water and oils,
i ncl udi ng those of petroleum aninmal, vegetable or

sesane O

antibqlyedndrone dr aiake prophyibeie drhﬁer@;b‘@hﬁ@?ﬁiﬂi bthad the® ARQSII éﬂﬁbodles and
meth%% adm ni stered | ntravenously. i ne sol uti ons and

Jeorrsveating  irating oy a@?%@'ﬁ“@ﬂ OREATIRITH ﬁEfné’EmlSaﬂssqmajed with an

inflarR inje &gﬁ e ISY%J utH :dgsrc])gc?errgk“ %‘ﬁﬂ?&%&ﬁgﬁﬁg 1n1 a?rmg to said subject one

or mogxcff mcbwmspdsnmhmd@h&'ap&umh or gfdpthpl&em ah@ﬁtsdﬁﬁud§ i &‘é@lot limited to,
flour, chalk, silica sodi um

Peptlcgﬁe@ﬁ%nesﬁ b@&%&%gwo@f%? a¢id malequies, %@? wplecules, mimetic

163 | ¥ |
agen | g@gétg@dru% 11%%%% ﬁ?é) cgir?]:('sj %(11 o‘f?'z{ngé m?%&?lgy f%ﬁ %eanwhé(fh is known
to be wigifid borokhiclh h@hzeemasalior is atirréntlyi h@lrgussd fortthelprefentiSnbr€atment or

et PGB S AR LTS T tont

can bd/¥kehiif 86:8Pinati¥n with@n GRERIS 4dtHBdy {d ac‘é@ﬂhﬁ&dwnﬁ 8t it Sfion

contain m nor amounts of mettlng or emul sif yi ng

descripgbhersin. dixapples of Heeh aggntsgerieds, butres eofdumwhﬂotanubsdycﬁmtgments

oLP| o5 AL S8 A REORLTD? e SR, By oo o

derlcaiwémﬂs&hn aleBmaobgidaagenksfor fashds dndsiellmh 04 Cﬁlﬁbtotherapy (ie.,
| ude standard carriers such as phar maceu%l cal

u“ra"b%l%‘(?e@d@ﬁwﬁ)a Rhtoslemqtheraps . 8. sEIeW andw@@t?@é agmts such as emollients,
e
sahcy@%1 rﬁ%g ﬁr%)tﬁletaﬁ 29%1 &%gﬁg?,géﬁ@@ C(s)ﬁ{%t 5 o?cfs ‘hogr ma}:’le ehl rCB?f analogs (e.g.,
calcipo’a'rene)e taxamteaeda&slaoplbddeilmbldd?,eaﬂtlngﬂmmtcﬁb ApEMS (. | &ticosteroids
ences' dg& Martin. Suc hq% oaglons wi | |
(g FSﬂ‘i“é‘?ri‘? aq 6%9?@8‘9‘?)0%@?‘3?0&%00% efteiortst nengptegjodal anti-inflammatory
drugs €4 § e&dphrie 1&@6&@5 Rlofenke, %BH ﬂ@@ bi 1ﬁh19ft01ts? p%&lﬁfs anticholinergic
agent 1Erefera y in purified form togeth
agent%zmdtrg@ H xanthines), @mnmpmoéulaw agentsa(egr, csmaﬂ&)rgdmc footaeules, a T cell

B A L i i
monolan@ agth i e IARPlslytERhibitbREoPHAL FRES Wk, gold i 1nJ ectlons

npositions are sterile and in suitable formf >
SUIPha&%IWIHF@eFH&t Jagine, @na-agamg@m agentefees ,aa@tg;osmna'ﬁNﬁm antagomsts (e.g.,

bj et and
et TRHGB8 L R 0 LN ool T A0 kBB B
anti- matalmebagmtst(e gi, mydm)y(yﬁHOMQame)alahﬁ\-vhal a@misnaRt anibidies (e.g,
har ma eutl psitions, of the invention | ocal

|
erythogy i e leH) ﬁfggﬁ%mu?%%é A, 22e i welirggoge foaRns sl in the art
may alY ’be uSsd BRI RERod SRt Mﬁpcﬁﬁw‘ﬂ@%f @k 1111\}6?1151‘7“ hﬂtﬂi.mé)rﬁgﬂhatory agents

i nfusion, by injection, or by means an 1 npla
can affegt ehe arpheraor bléhsmgcisfof hajomuwrs, responsepiaracubjecbr Aspects of the

t t I h
s 5 PSR Bt SPGB TR0 oSG compleens
cascacﬁﬂ[éhlitb@te&dﬂdﬂgmflﬁo@m diffetStiand, BRAMeraficH, %n%? bifB&od RK&Hbn,

to use materials to which the anti-CD3 ‘anti body does
monogyd anghr haspphilsoputsy andithe peltulas commmidation among eells of the immune
[ i cl
osten SRR ABSALRE AL 8058 Aot G5 Gy st moculates e
aspect’,M ﬂle]lﬁﬁﬂulﬁ&@s‘@o(ﬂ@ 9@ )othef embbdigiends, an iﬂ‘ﬂmhhd&ﬁ@dhﬂﬁ@ry dzehh@odulates

ectious Di sease and. Cance
more tE%rb g% eﬁ%eﬁ?ﬁoﬁe (B @rterred glgboc}qg}gnt of the invention, the

administratior 0%@&@1%oknddulator? aberf? tc‘l‘@ k@edt ﬂﬂhﬁ?se&%educes one or more
|ncorporated by reference hereinin its entirety).
aspect§ oo 1bj¢at’ symmungaesponsesrpabilitientin atshecifio apbsdimennottha
be delivered in a controlled rel ease or sustained
rel ease system In one enbodi nent, a punp nay be used
to achieve controlled or sustained rel ease (see
Langer, supra; Sefton, 1987, CRC Crit. Ref. Bi oned.
Eng. 14:20; Buchwald et al., 1980, Surgery 88:507;
Saudek et aI 1989 N Engl. J. Med. 321: 574 each of

Y T T




t

enbodi nent, polyneric materials can be used to achieve
controlled or sustained rel ease of the anti bodi es of

= e O O B RS RS

In acobﬁth&cé w1tﬁ|ﬂ€é 1lﬁlvaﬁ1on, Sopeninadradiuldtbgrdedid i§ A anti-CD3 antlbody In
%r ol ed Drug Bioavailability, ug Product Design
Certal%ﬁ péiFestsyaih Remupeditataryrepal i nptananyi-inflameatorNegent. In other

embod e & T o B 8306 P bhaile oG vy oter

embOdlﬁ&ﬁtsl 8m1mmumorﬁ@c8ﬂét9@ agBir ik lﬁgt @KTalor a d&ﬁ%weﬂiﬁiaof
uro 25: 351, et a 1989, J . Neurosur 7
l0018§ielos) Anun@urpgtogﬁiﬁ'a i agept gney by pplectod & infefash MARGL interactions

o $45 B {8 QU TD wB ARS8 Bt B

formamgn M1mm1m5ﬁﬁdulamwag%‘ﬂ' iy bk iselatted to iNbibitWie Bdra@Rndbetween THI

N NN E T AL —

may b8 Yeleated eflaltce|(& SﬁlhiBiMFUsh fe8y) $he b
/ limted ta(l) ( ? dr g@ eﬁ hy|ﬁ6né{ég§g)py&igfe§)ﬁlﬁapﬁ activity

and/orp@pgt(qm hla;lg/p BB eT celdo | qrazampliecardibiodies specific for T cells

can begt%: %%? e i ?/cg:ﬁg?t&br e}éelat[g (aeagleaﬁl?e)%,l V@Etﬁi‘[%tpni%aogg?raﬁon, differentiation,

activity ahy/foNfurictivh opgDAO hmdzlarrel)):s* PekNd vi nyl al cohol),
ol yacryl am_de, pal y(ethylene glycol), polylactides
[0019€1P|_A) I%Psﬁfqrﬁéteﬂrﬂ@dew@ Byelsins dealypepiidesyr peptides (including
. f
antibo R B R0 R ph RS 6t S E BB ho iy agomts are
deriveil fiemt thefspme spécidsea dleadetipiannplithe prasins, Sp‘o@@)leptlm or peptides so as to
1ﬁdu“§h%@g Bt%rlle and blode r.adabl e. @{et anotﬁ
fiiop. of g0 ipiuRG asBeRSS 10 Lost BIiOFFélaF P YE%@@%%P%deS In

anothe@ @Ebf@@ed%xﬁﬁ&ﬁmbﬁ‘t Rhexinishyiefis Elﬂﬁmtaﬂ %B@Pﬁ)%lh§ Bﬂ@gﬁﬁches or

the lungs, thus requiring onl ractie
Peptldgﬁltélﬂteafﬁ gtibizesias (lmnomogul,ato@o egtsitigre ﬂmmm di mahanized.

pl i cat nroIIe Rel ease

[00191F 5 13 A(“?%@ ce WC\'/%f g TRERHED. GRS OF Fiogs B‘%Pgifléﬁl%;)’efapeﬁpc or

immuiceh@ITENCE dgem@lafé ddhihik@redth ials@bpéet witld A2 hilhnrRd rlaﬁﬁlummune
rel.ease systens are discussed in the review by er

diseasg pROIfo; %@ﬁ@ﬁ]@@ to 49y cpgeomitaly wifh |t1@qwth¢1§pﬁétceﬂ@¢/0r pr0p ylactic agents

r ent.i r et
ot RERSPEUALCARY FE0PHERERIRIR, O hyELigle
agentstape ipﬂmlaiwdme&w&t subjeetiwith lae asfeanfrasto! @{aumimnﬁmmﬁsle%d’c@ reduce or

mhlbltﬂ’?g Iog grforrrg rgg]é&g%lls g?gmeﬁls se%ge ctpggtes%qlzﬂrt]s (Pé%lé %@g%e {g:g}gc?ngg géjsrecessary

Any te@h&ﬂéﬁ&%ll-ﬂtﬂow@tgéﬂé)ﬁc@f& 1n|?ﬂzrarpé'a94 bRl @B"m]%ure one or more aspects
0698, .Ning et al 1996, "Intratunora
of the mameg yerponsSe kiea gap‘hyul@tf sudyjelelty raadh ﬂ@mb(yrde@almnmrwmogrr&ﬁéssary to

admin %:2 %) gy%gémid}ggtggfgaeéegﬁqgag ug]ecﬁzilglgg}rg z? %THE( iment, an absolute
lymphtMgdeb edud of asgoxiaia @) §0M0calls/nk!) Préferably! 690i Rfs/mm>, more 700

mul si ons, " PDA_Jour nal of Phar maceuti cal ci enc - , e a
Cells/mm > apdymgstepraferably $Q0 cellsinapsisgrainiaipedin Ambjessdin fmther preferred

embodﬁ'ﬂ%rﬁ'r %%’1%?(%3 }Aﬁﬁlgﬁ%@%{ﬁ% QA 1nﬂ%tm?%a§é,r9élésgrde5¥%&f_t Administered an

lmmmmodmml agmaﬁhemabq@mf bmmlﬂfawsbﬂ‘e cB&ﬁdﬁbO@%dlIs/ﬂﬂ@h%ﬂleF@@SO
t or Loc livery, " Proc
cellsand T3 Te B0 ISR Crde St Slin: oxisrs 50 vl ehless, 750
cells/mif @iNedsSor STDERYIAL RH 188! €i n by reference in their
entirety. [00208] A pharmaceutical conposition of the
invention is fornulated to be conpatible with its
i ntended route of admi nistration. Exanples of routes
of adm nistration include, but are not limted to,
parenteral, e.g., intravenows, intradernal
subcut aneous, oral (e.g., inhalation), intranasal,

transdermal (topical), transnucosal, and rectal
adn1n|strat|on In a speC|f|c enbodlnent the

s r T | o o o

e

e



phar maceuti cal conposition adapted for intravenous,
WO ﬁ@%%@neous i ntramuscul ar, oral, int ranasq.k;TﬁfSZ()%/OZB%

h d
(001925 b e Le e HEHEREt SEa T RaoeR Bt SRRt o
1mmuﬂoﬂqoﬂﬁ&?6r? %F&ﬁs Wetaﬁnﬁlﬁb&:feﬂ @0 R@5 e uigSar @Klagubiedy apestdinmune

adm ni st Ion to human bei ngs. Typi cal Ig
dlseaser:m’qscte ittai g ety ieduderarrinivibih @m;orammerﬁsmqt%m thp digease or of the immune

re,sponﬁee Ci\gcbg%/an Etng%%gﬁ!)rsrg l%ﬁoﬁ 0?8#62%%?&%1%%%&% ofR&8ease or of the

1mmm1%%|ybt9ﬂn| daBilfXg FRORDEs, AN, Weél@p@d maeutas!t hefdrsblg thé trassient inhibition
i gnocamme to ease pain at the s ﬁfi}e of the inje

t
or redicOBOBI 4 bk 26D IES GHaRSE P SHESHTEHY SROELA prgeiew hours
(e.g., ﬁgq,r{ll%n: 2‘{ ¢ egl%ao?xﬁség ﬂ)urg 12%}{1)%5‘: q.[ffi’l%ﬁfst l@ﬂéurg a3 Rfurs, 24 hours, 36

an’ oi ntnment, cream
hours, bf a8 seek)alfewalaghie.d. B days, 4 dBls, 5 dhlﬁl;rﬁ days, § pdaagg or 14 days), or a few

G T T A
or mox}gla%é@sc&{{ 4 ﬁﬁ{aasgg)!r Sﬁﬁl@z%ﬁr?ﬁg H@f)&%@ léﬁflérfé@s e prophylactlc and/or

maceut | ca sage Lea & Febi ger
therapahicl magabiftiesof a‘ﬁ/hn@ CIIQB&)t;bodalm ch i s hereby incorpor at ed

by reference her irety. .For..non-s
10019315 pi ca u@ﬁ@ﬁj@e ’?’813%165 ?}’ICQ @?}ﬁ o ?t81n§ é:mlyp eBIIE- o 5 R gﬁ&b‘k’%
proph}tlé’é'tfﬁs tlfé?e[&ﬁﬁcs bﬂﬂnﬁurfc%ddhfb!’tor? cify @ proRie, W?pd@hﬂéﬁ, 8r peptides
npatlbevmthtoplcal i cati on and havi ng
with pd;phalmctlc \xh@ewtwr pmxe@ramﬂglatg%@tt@ﬁy £Hmbe m@rstea%to a subject

with eyl fipe P G S f ot A B R RREAPBr o fvention

Furthe@ IR0 a@d Moleiles en&QlMg?deiwahVésL aendgs, fraghetes or wnmntsl’oef proteins,
Iike, which are, if desire tg sterilized or B‘n
polypentiges, ioa pyptidse feith Rrephylactips Be@peiic oy damispRg 111?*2& %wvﬂya or
! 1l b dBgwith
derlvaYigérs gﬁago g entg ld; f/ﬁ‘f cﬁgorét? Ik 5%0)%%1%% 1&{& ogﬁn%?l 8
prophﬂﬁét&s ﬂ{eeapeiﬁlh er 1n$mumm¢chllatt«zrplacamt3d%1d@@dﬁmnﬁ@f ddrtelasgbject with an

prayabl e aerosol,. preparati
inlampiago S GHISLERR SRR oLy RADIBHOGPER & Db fgign
Pr eferlalblg uélféh'd@ﬁ(’&tl\/%@ ra‘h‘a%@s, daﬁmﬁ@ ﬁllf(ﬂﬁ@ginérﬂs fetdTh ¥idrephiladticatherapeutic

Ssurized volatil ge@ qaseous propell ant, such
or 1mmsndm<ﬁhth£)tpry(ﬁctlmy af @q lﬁ@ib ghovild-eypenppisin, pplygeriidsy or peptide.

mect ant.s. can,al sg.be ad t J
[0019gﬁnpo SETOERS pé)#aa aggegg%r pfegﬁ(g%s tﬁ?t%g'g& ! eegfjﬁ rgxﬁ\‘% actic, t%aerapeunc
or imBiedm S gitbiyonahtsicag be picdntel B anywedhnidurovell-kuowrhia the art or
art.. . como e amns ereln

describerhpessint iSgAse. & aRhaier r Aruheled 2 al- e 149 Shirt Pesiqols in Molecular
Blolo%E rl:%éﬁ}l ono ﬁo nw& g&c Q40 _Y @ERBY mc'oﬂ)d?ﬁ[a& b$ %fé‘rrence herein in its

euti ¢ agents” for use according
entirety), \k/lmeh ﬁéﬁ‘&ﬁei mlethﬂdmbf orodedng jreteda pelrypqdeey, od eeptidss.cand which

|ntheformof n_aer qsol ra ent
s e S B SREL R BRI B b g opsic
therap%ﬂh& ﬁf &H@ddlé’t@fy aglnid can Bé fRIA0EQA, by fn‘itmiéd&&lé@cnbed inU.S.

oro uor onet hane, di chl or ot et raf | uor oet hane,

Patent:HD b §5 kamdkindiarkswhend lanetAutibedigaisA Lphowiosy Mpswalgfold Spring

e S Ao S0 JEFS, 0 B i i

referehd@FthEis eRdtyC rtfeidblie agafts thet ge cogmleatiplly fwiilablsend known to
an inhaler or jinsufflator may be fornul ated coa& nin

functign s WERpLY Iersic, Sherapratic GRhBRHHR AN HOT AL BES ¢ cOthpositions
and npe?ﬁo%s%k’ 1ﬁ§erlti?ﬁt 9%€ pRAIphylaiic l?herée&gt?lé o1 mllﬁluﬁélﬁodulatoxg activity of
nposi t1ons o Phvent T on ar be adm nistere
an agérit&lah Pe déﬂeﬁnmdmsznbland@r oawivdBy fugy teohmqesiwoll-knpyn tqone skilled in
the formof, e.g., tablets, capsules, cachets,
gel caps, sol uti ons suspensi ons and the like. Tablets
or capsul es can be prepared by conventional neans with
phar naceutical |y acceptabl e excipients such as binding
agents (e.g., pregelatinised naize




starch, polyvinyl pyrrolidone or hydroxypropyl
nmet hyl cel lul ose); fillers (e.g., |actose,
g - WOT20070009068 L o b & el | ul or. cal ¢ci um hydr 0geRCT/US2006/027386
the WO RN B O iyt b afiof Bkl P S B R
for theexpaedsionaf patticalanpraciantiwh @ cstimpRi@y At &Mhn@lcytokines.
sodi um starch, glycolate); or wetting agents (e.g. ",
[00198hdi umlha Gepybinatipmpbene or more aptIR antivagicp and oa e

g - [ . .~rhd QU repafratio for .
popt LR SSLUSR LA ! Uyt oo A 0e SPGB 8 oy
or thespluiid effest insysubp=t than sitk@erains alone. IheyttaifBdmb&diments, the
combfag e csh ¢ 05 Par b 16 mseRtE 00 S heBIRERbY e gt than an anti-
CD3 2fiBBAF AhiRS 2 TB%, QF%?B@%%%, b CANOY Jtioh, O3 (BARZ 0, 7004, 75%

wi t h ‘phar maceut | ¢al | y acteptabl'e’ additi ves ‘Such’as”” ’ ?
80%, 836p209di G0 ay88ebefter prophydantisiar therapentip effeetlih alsalsiect with an
enmul sifyin

autoing%}réliﬁ%/ @rtiiflﬁ_es _n%{qrgﬁfsgo ﬁﬂ%&%g@%gieg ’een& gh{c’) a%%gcular eml?odiments,

the cox®aEbBSf bfe 8 moR! AMANADY ahtibdids¥n lRbshyl &b Bl ﬂféﬁ?@ﬁt@é agent
or fractionated vegetable oils); and préservative

other {hen gn antirkiPantibedy peipgies p-204/d pealsbbly2024%.s3 036, X506,Hi086, 45%, 50%,

0 I, d)co, T af 1,20 sQ eentain buffer salts,
5% B Sy o T Bt ST a3 i SRy Rducifon e
inflan@Rpion of b paticuRi epRhatiésas sr foatt i0h Shbjed With &f indhn@htdF \Misorder or
be suitably fornulated for slow release, controlled
an autpimmgnedisprder jkish jeasseeiated with dnilammpetigmiipm eithes tigatment alone. In
[ . Bt t he
other hFSEREN e CORDihdn of ISk Plos? ML ETTARUAN AnPbnd Sfnore
prophgldaticnergherapéutic alggnts njhec than anti€ 0. gntibpdies hasard ajneed themadditive
o or continu gf jnfusion.  Fornul ations for injection may
cliect g SRR APt 1 atHOIeClyda g8 argrmiuge gr inflapmgiony disoedegy
[00191_?_“ Mul The SQRBINSPH RLRBIER of Welifv AR oA SRGTe RIvRT Bb¥REL ¥8mnti-CD3
_ The conpositions may take such forms as suspensions,
antibodigis and/onkssofre@rent adnsinsstriationof antieC DA quibadesy preifarbllly humanized
and . cont,al n_fornul at or.y,agents such as suspendi ng, .
OKT3 8 g st R b e ot 5Oty Biathiels apyppiyiactic or
therapbtitéc efedct.VEhd QSIS theRieD 6f 1he idRWHSH eddbldMoiRE dosages of the
constitution with a suitable vehicle, e.g., sterile

v . "y . . . . e . .
prophypetisquriberpretigagets ublsedin corjungiioncoitpadi-CD3wathodies for the
: 0S.: I
provefBRAR ek SHEln RS HARRE Bl BBl dbEHE R B T e
adminéstratioc ofsubb ptaphytactio bhtheragbytivedgentis $o a kM) eck44itH ah autoimmune or
) addition to the formul ati ons descri bed &revi ously, the
inflamapigry Sisordsado aghigweer ARG T Hhsyarsite cliests Sprupabisgtion
therap@$ o tHAGRMANtIBH SRAICBbF Mbid BHFEEPDBadietsk W el a8l ARRI with the
“may be adm nistered by I nplantation f or exanple
admingstrbion efwoest single agertt tlaaras eudnalfdryexisting bymbmatiemthsapliea for
.injecti.on. Thus, .for. exa e, .the conpositions be.
antoinybis i iR mRAORY i5PTstr FUSHIY HEP FBPY SRR, HRR Ehce With the
treatmeB @6loadls (for exanple as an emulsion in an acceptable
oil) or ion exchange resins, or as sparingly soluble
[0019er i vathamephylasticeordhgspreutis sgentsplthe aginpingtipn teapirs|of the present
: . |1 f i hvent . .
imventi el B o GERH BB sohBitgorl STk AR, Fresrphytactio o
therapadivespeais lof tieadobsbinatioh uhkeapibosfthé pres@d invehtomtardlso Baigftlically
. as those derjived from hydrqchloric, phosphoric, . .
admlﬂ&_&ﬁé?$ Cyebing tapy igoes e &3ma§§traénoe of afinet PrpRydactis Ppihgrapeutic
agent Rir bhefidd bPMBe SHABwWES b BRSA nﬁﬁﬁt'fré‘cﬁﬁ& dr ra%@:&f?iﬁirgﬁﬂylactic or therapeutic
otassi um anmmoni um <cal cium ferric hydroxi des,
agent 10z @ peopy dialihe end tepeatingthisrsequential- alntiyistation i.et Herytle, in order to
hi sti di ne, procaine, etc. [00216] Cenerally, the
i ngredi ents of conpositions of the invention are
supplied either separately @r m xed together in unit
dosage form for exanple, as a dry |yophilized powder
or water free concentrate in a hernetically seal ed
cont ai ner such as an anpoul e or sachette



i ndicating the quantity of active agent. Were the
conposition is to be adm ni stered by i nfusi on it can
woeodivmpesnsed wi.th an infusion bottle containj RGT/US2006/027386

‘reducedhe deyelo Ahcsistnesic e b theagerts: t9aveld qr sed e sde ettects of
one ofttltf@%%jeﬁ /61817 nmpﬁ)vé@ma éfﬁéé rf S d¥edubbfet i on, an

anp e o0 sterilTe water I Nnj ectl on or sallne can

be provided so tHag. ltMeth@ di]senfﬁonﬂ)mitmnﬂ‘hGMrl or

dni ni |
1001981, e Pt 85 56 e HROHERE Toaregiet e ichfiovideg method or
preven%ﬁgl RIS Smay 1r@26fﬂﬁél_ﬁh‘£ﬁ necae&m&b htd ﬁls%sdcfh@ed with an

nventlon IS pacC aged in a herneti cal sea ed
autommmeaur nieflansmatoryadiserderdmacybigcto said @rnmmrxgaﬂdnmglstenng to

s s Bt 35 85 g a0 OBl R Hpeic aens

other tRRIRABCD3MHb&died. Na al prvRitd embb&intuf) fhd Iﬁéseﬁ'ém&'eﬁﬁc)h provides a
sterilized Iyophilized powder or water free

methoé Soraupitanting tiesting. eanaginiEce amelipsringPne O SRS @gsqciated
wit sBEAORFANGS b et Bitsole Iy YR AiRLAE ol
adrmnfsttbin@@b saiPsetjedtaint vr moreami-CDo raatibédiesndame ior €1d3e prophylactic or
ant i bodi es, or pharmaceutical conpositions of the
therap@lﬁmaen@ oihies ﬂsaa&arw% aaiibpdies, Wagrginat Qapwﬁmf theqni-CD3
ant1bo§i% arﬁtzéa%mgl cally sealed container at a unit
sage 0 | east 5 ng, nore preferably at |east 10
[001991g, at Th@lamenl ﬁwngt;orapromlasmeﬂﬁdﬂgf pIaVeritma,surea&Bgmgane@mg or
| east 45 at | east 50. /I at . .
ameliqrating ong{y e SWHBtOW&ﬁWCHr%E %%Bﬁg}%{qe P ammatory disorder in
a subj écjﬂ ehAPathbEs @RS sy niPREFABESHid 6 fled% eRPOSinbieA%-0D3
he i nvention should be stored at between 2 and 8C in
antlbodtes and pug @ranomqmwmyte@hc,ath@rapmmcm gpm}apg@pd@lat@ry agents. Preferably,

th h
e RRRLL RS P PP gl o
mﬂam@{a%r?rd&’é@)lr&ér\ﬂﬂiobé %sEllﬁ@MﬁaphW:ﬁB Ic@unllfs laswuhsn 500 teﬂlsﬂmﬁa less than

hou urs, W|th|n hours I ij L %}Oh%?ﬁ/s
550 cafistopmp less N@?@r@o oily/minh @Sh@ﬂlﬁ 6350 6?1 #b p/gjm’, less
than 7?6 bAR A %s%tthmme 7 1&%&1@5@%%&1@5@&9%@ 1458 Man %@%ells/mm
nore of the anti - ant i I es, or pharnaceuti cal

Thus, ﬁompmﬁeﬁadmwfmﬂh,epnam‘z@ ot subaequsmstb (ot achmimstraﬂquuﬁ @he or more

ormin a hernetical seal ed cont nd| cat.i n the
dosages Bl Oy iU OHTR PO e FE SO A e o
mﬂanﬁﬁh%ox}y'd?éb‘r&’erf BE AbHutd B@nﬁﬂﬁﬂ%‘c@ﬁﬁr&qaﬁ%ﬁﬂ@éﬂ it USermivied by
ina hernetically seal ed container at |east
techniqueaBvelgkmdwn teoime of skiflén dhsf art, ancluding te. 0. owrgytametrgor trypan blue
least 1 ng/m, at least 2.5 ng/m, at least 5 ng/m,
at | east 8 rTg/ m, at least 10 ng/m, at |east 15
[0020%’]9/ kg, Iréénd &ﬁﬁidnﬁ&tp@é Plesedtinved@sh pﬁﬁ/ld@/aﬁ‘heth@i fdr@m&antmg,
5 mg/m or at_ least 100 ng/m . The liquid for ls)hou
treatlngen@n@%o%nqj@gmrpn‘g@r Hypde @g@ptpms ,aﬁ%)m@‘qug/y iabetes, said method
fecti t
compr?sﬁ%?c}rﬁlglasterg{r %Qg é%]éi suble e@c d r%k@é&ﬁ%ﬁgglﬁ{%ﬁé@?&ﬁ]ﬁaﬂ%@f ective amoun
of onel orvent ianti-G133 padodige dnd a pmphglanMaillga)lr therapeatieadly effective amount of

1nsuln§ 0 tcg{ggﬁ{lqo?iuc n a’[ ﬁ?ﬂ%s%&%ﬁﬁ?rﬁé@l eF 5%‘?%@?1&1 f%h gf%tven %g, treating,
managiﬂggpéhéli&ﬁ‘tﬁqgr@ﬁé wor nfor€ §@hpBths aBRcRERISHIR 8bétBs, 3aldasdhod

di spenser device that may contain one or nore unit
compms&qbnmmtwgd@ seidisubing amephudadtipally @rgth@r@p@mcallyrh@ecﬂve amount

of oneg%glﬁorga téf gb:gﬁ pegc Q‘?Efwggﬁfnﬁ@ker u eﬁ{ aﬁly e?fectlve amount of

GLP1lioa@yIedi @atop. dﬁ ohdembedipesi, tieqiteseal mtrélmdnrpt@ﬂﬂd:mmﬂ]ed for
derived froma subject that is the sane species origin
or species reactivity as recipient of such
conpositions. Thus, in a pr@ferred enbodi nent, hunman
or humani zed anti bodi es are adm nistered to a human
patient for therapy or prophylaxis. [00221] The anount
of the conp03|t|on of the invention which will be

Y Y

counts



treatment, prevention or anelioration of one or nore
synpt ons associated with an infl armatory di sease or

weaub@iamsme di sor.der e% ?e det er m ned st angarais2006/027386
preventipg, Healng  aanagiiey A AMeEArAtnE apne %ma%?ssam PIBBAERPAIGY sdth diabetes,
said mgﬂﬁomﬂ EI&g gglt 'a&xhhﬁﬁeﬂﬁ%ﬂg sglgfsggjégpaemn 2h Sp%?ac%tﬁ:gll‘l{; gﬁ%l%ra?éutlcally
effectismamemg wif dub er nlets ahticCIRS entitidiey and atpnepliylesttinal it orgherapratically

efectfi {5t o B o Soaled BetsPE I e e Tt B pese dmsation

providédd i«h%ﬁw.o@%f% 1Rferftin rmrédﬁnglﬂla@gﬁfg AHnBRbr AR Ve bEore symptoms
syst ens or anti bodies, proteins,

assocn}j@d yigh @nab@@g,, sapﬁalpwihdé sompising edminisieringdp weidenbisnipas s ed

prophykf%ctltcgla QLk Yx?g%)éu 5:68& ﬁg‘%ﬁ’g %gl%uﬁgcg' o%?o& gmg?d a]%to PRLbS&Es and a

proph}ﬂﬁti!cﬁlﬂbt ostheegyutirailg bifecte afduatd Hamytlivcordasageg thereof. In another
dm nistered to a patient is between 0.0001 ng/ kg and

embodznelﬁg @resenfoowtwg/pk@ﬂ%ﬁw mefheg) for prevsnting iremgng« glaaﬁgmg or

ot 5y POy 8 SO o i

adminiy@tikg to ﬁh1ﬂ)@6kﬁe¢tg/ﬁf@phy¢acﬁca§ll§f orghdegpeufic@lBOdf fdcdvOarhbunt of the

30555 AL i i

of ms‘]&gi n Wtﬁéﬁm&%ﬁéﬁl thY pre3biiTRRy ARbh BRAARS ahﬁé&ﬁocﬂfo‘r BRYBAhting,
'ife wthin the human body than antibodies from

treatmg,tmatagsm| agmlidteging one hemioraymptes poasietet ovithrsoriasis, said

.Th .
method o P fnE SRR e ok RIS R A1 CePRTTBALY gfective

amour®@bt 8t B SleIng-CHY bikRlics he a%@cﬁﬂhﬁ!ﬁcﬂéﬁllyfdrﬂ%i%&lﬁcﬂfy effective
adm ni stration of antibodi es of e invention or

amourft phmethetrexatp. elwthﬁaymb@dlrr@au deadpesent HY SRR OVige sk method for
pre:venﬁiglg1 t%éag% : %%g i (ﬁta'n%ﬁ]io af(t)1pg Iéﬁ% %{nope ﬁ%{éﬁ G)H%( assoma’ggd thh psoriasis
in a subjeat, a4itl @fist@d ¢adipri¥ing/ilininisioting e saip subjéct aq»rophylactlcally or

Prophylactjc Utility [00223] CD3 ndln
therap%l«‘«éﬂ&fb%f%qﬁev'e.a?@amt ?lfytae huppngsgd *HF" tl%?f{m p‘gﬁ“ 3@8 ar,

he ability
proph FRERIPE) AR Bt ns%gﬁzé%ﬁm%z%%a%m. de.  Suth

an ass na gtion (e.g., Houghten,
1992, 5o ok ‘PC%{‘BQ on beads (Lam 1991,

[00201at ur eT]fBeSpm&ZH BA/)sntlcmnprondpssm(n‘i}wdrons f©9Be trpdingnte prophylax1s and

555- 556 on bacteria (U.S.. .Patent. No. 5 9
amehoesﬂ@pcgfogg of boge SYSARIEHS aﬁagl(ﬂeé vg%a%@%omgn%ﬂéima t)afy
dlsordgb 213% S Qéﬁic cRBBbiaRRt, %o gdélho&t:orﬁbnses 38835 mBreOgti-0B8 lantibodies.

. USA 89:1865- 1 or on phage (Scott and
In anogm @mbocilgggt asgm@n@goqugnms 8090 Mexe nqe(lelqgg@)molecules encoding
one 0ISccl’ enc ﬁé% (’s)6 Cwirla et al., 1990, Proc. Natl.
AlHg 4¥56378- 6382: and Felici, 1991, J .
[00202yD] . BlnCd speBiZﬁ eatbbd 34y, e(cﬁ)@qh)sﬂfontcbﬁ@ﬁsésefn%ar(dbs ant$body,

incorporated hereininits entlreaﬁ@by r ef e). CD3
wherep; saifh 3i-rBP @etibesy 8 RAUMRB PEhBREHZ¢LRARH? body. Inyet another

preferllbem%aﬂl’? i fd &ﬁ'lh}#?%ltﬁh%g @H?é% h%n%g adaﬁal%gﬁdérﬂ%{ive,
e assayed for thelir specificity an |n|ty or a
fragm¢2DEheped it pnintimosjeoliizady biai3tdPa |pntypnpti®sul es may be

ssayed for .i n ecific bindin a . .
10020883757 Sl Bs e B E L AcsomAEyHofiof fhedpion is a pharmaceutical
compdRRIoKP SRR d8Bp It GHRYCoIBLSOS pRopayRctidally be t@’fa{peutlcally effective

| mmunoassays” whi ch can be used to ana

amourt gfronopepaelefant-GPa @nmi@dmsdm@rmm@mmwm eceniablggarier. Ina
I t te 3
spemf%%#b%&lﬁn%ée}{?ﬁ t%l%: {t/ééQna gg{rlr?a’g?/ 1 cgﬁr;{:td&ce %r%let Sgans 2 ercs)’ved bcyha regulatory
western bl ots, radi oi mmunoassays, ELISA (enzyne |inked
I mmunosor bent assay), "sandMi ch" i nmmunoassays,
i Mmi unopr eci pi tati on assays, precipitin reactions, gel
di ffusion precipitin reactions, imunodiffusion
assays, agglutination assays, conplenent-fixation




i mrunor adi onetri c assays, fluorescent imunoassays,
WO 206osded A | mmunoassays, to nanme but a few PUGRISAFHSAYSS6

agenc lr?g :‘}L %%Fgfmg\ggglol\/ S Q{{}?Sfetéi,% t%‘ Qt% ijgpugnarcgpela or other generally
recoglhihécbphalrmac@efd fofMse M@hlmals an@ %ré%é@i}éul‘&ﬂ;s gmﬁ&%‘: ‘The term

New York, which is i ncorporat ed referenc erei'n

“oarriey gelgritp psilypnt, sjnvant & g, Frenudie aé.maw (eampldemumplete)),

exclplllaflﬂmS{ Jséétﬁlégﬁ w Vgg%gﬁ% tfferg &ltll W agchbl get?%/%\ég%hmcgutwal carriers

can bags&mie dllghids comob as satek wed oils, ﬁucmlﬁhhé BbLOSF Rirofehd, Sninthl 3vegetable or
%@/sm buffer such as RIPA buffer il%N -40 or ‘Trit
synthef{c 5igin, Sughsasdcaniilo sgbRan ail.aningta, Wb‘&?@m@mlsnwtma\tkb Water is 2

i S Sy A o i

soluti¢nshang iagwsoss {iextgasc aEzﬂ)mpexﬁlvﬂutum@ rcad Bl3b Be efi fy'éﬂ‘as 11qu1d carriers,
bi_ndi ng nol ecul e of interest

partiof A7 lws?tﬁglwgg‘gens i %CDE&H%WW%I pEvipigats dncludesgarch, glucose,
lactosé,Buélose, kelafin AnfIOW3) fl&lr, @[Qtlkcvsﬂﬁg gEn P?cﬁiiﬁts?éa&té AR ST

protein G sephar ose beads
monogtepsiipdalcngpdivm Chboldb‘, diwdhhlm milk, gﬂwcﬂohpre’iﬁleﬁp wlesdlj water, ethanol

and th %Eg@%?dfgh'ggaér'l }H,H%ﬁé(lbbe (ed.,

ALl q ,4. NACS v, ‘.,"
2000, mhicmqm irogfovated by BétEtreﬁ&t héréln'u‘irlfb‘ @%%85' Rirt Pﬁa@m?aceutlcal Assaciation,
particular antigen can be assessed by, e.g., western

Washlﬁgf@p Bfallyisicempoyitionif desired, can alsh sonfein mingk dmbents of wetting or

emuls@ﬁ%’%?%@ t%g bﬁn@fgg’@% tagﬁné? f)[fh% éo%{p%fsft{éﬁt% c%ai?k%ﬁﬁgp% of solutions,
suspensiminecanudsivn, tableS3pifis) cytpﬁﬂ)ésg ﬁ@w@’m sdeaihed sedsh Eormulations and the

Iear| ng the cell lysate wt
like. @@Eﬁ)ﬁ%ﬁa@ %é%wgsdudﬁ fuf chterueh aggh@map@g@abm@es of mannitol,
1 d, 0
o RS S0, ORBSILIE iyl U Py, o
Exampjed of suitatje phamvalcs;tlc&l @mn&s atendescritfedvin Yﬂmmr@tonlﬁ)Pﬁﬁmhceutwal

¥ eby,. i cor ted y reference herein in
Scienaly 801 o B B ST PR oS B i By 6y SC i on egapevtically
effectw@ﬁﬁbltuﬁ%&' a @E@ﬂ@[eﬂcﬂg opﬂl@ﬁa%bﬁhesagéﬁd Refer el ﬁ&&f&ﬁfﬁﬁh Sogether with
y

acryl am de ge

the protein sanples in
a sultabl%m@wf @DEHM@E ag gp@mndngh rmifer mpwgﬂlmnlsmcgfm thﬁ patient.
The fohﬁﬁag(g}% él‘?) 1tt t’h@ F}ﬁydg ro%m1 in J‘rg Hg {Psl Brgierrrgﬁlembordﬁnr%ntt qﬁe

pharmmeum:at ebﬂnpbsnsﬁns zE‘é/EiEnIEranﬂyxh auitabl foel it dinkiBisFRITAY RNSubject,
PBS with 3% BSA or non-fat

i,n bl ogki sol utio .
Pfefefar‘??ﬁ ) am%ﬁﬁ%& bifgl-Epe ﬁéﬁfﬁfﬁ&b{é‘ mapghisn HEPiestfand mqsé prgferably a
humanRB§edveen 20), bl ocking the nenbrane with CD3 bindi ng
nol'ecul e of interest (e.g., an antibody of interest)

[00204di | ut dul aispedifio ckbndintzut, fitemay baddsimbletit edmizidierahe phatmaceutical
n ant i body

buf fer. [ therre ne wth
compoffiRRL e i ion Qs locti i g hareRimE) he R Eived by
for exahlg Rne AGYEBIVEE o SHBRAH R, %cﬁf—‘mﬂlsmrp B8y $8ERRISE: by means of an
per oxi dase_ or aI kal i ne phosp atasé)” of radi oactive
lmplanﬁéﬁlédupmbn( beige of 3 pprogs, nppgioyous; pugedatinions biaterial, rigeluding

LY N A ———

antibodyk bdrk miust béeken to wuewhaterbuds fonolvibie dgeatil @Daantkydy®es not absorb.
aramgters.that can be nodified to increase the signal

[00205fi5; ¢ 1fa Anoiher srbadiietet he rempesiten ke debiversd iravesicle, in
artlcufak" El‘hBSonn‘i’é @@é‘ﬁ&hg%? Sc@fgﬁé gh@gﬁ"ﬁ ?%’%r @9%)?%6% Qz};ﬁ d?xjx ﬁlé)losomes in

Ausubel rent
the Thqrapm Iegeatzg s IBisgasggyd Oato¢er Tgped-denestiih eyd BidBarsds.)| biss, New
New York at 10.8.1, which is hereby incorporated by
reference herein in its entirety. [00227] ELI SAs
conprise preparing CD3 Pol ypeptide, coating the well
of a 96 well 1




mcrotiter plate with the CD3 pol ypeptide, adding the
CD3 bi nding nol ecule of interest conjugated to a

- o - WoebeEgalsh e, corpaund such .as, en Le SUbSPCEB2006/027386,
ToR R G0 oL G Bl 3R e FROSPRA b egach of
whch R h%fb%y!&ﬁlob@ﬁ@d by %{E@hb@ﬂer&ﬁﬁn fs Bl of tine, and
detecting the presence of the CD3 pol ypeptide. In

[00206] | SAs Im pret a@m.hebemb@d;glerrb thecapimgposition gaie be delivdomkinaaontrolled

releasd D Bulint RN 3RS touahe BrTOPUER Bt HBY Bhied traehigre
contrcmﬂdﬁﬁf Whaiféd teldacs @3& Lagaen) g ngtérp 188 TetRC (@ Ref. Biomed. Eng.
onpound may be added to the wel | . Further, instead of

14: 20@:Bat>hwaajdﬁh% We80, Sprgeny 88:80GDBugel 9t|c9épi9839eN tngl. §0¥led. 321:574,
h
each %a‘gﬂ, ﬁ]gsn}{egebsrqgeog‘g%%dbo f%get&%? hér& g?tgc Jbeit}g E%%r%clbtﬁe{d

emboﬁﬁ)lenb,@o@dﬁhﬂﬂ: Iﬁabhalmmgbé tiedael dd:Hld:\xen:oﬁfroHéth@Btalned release of the
pol ypeptide to the coated wel|. One of skill in

antibegigs ofdhg BveRtioR s Wagmsashacei(seer & hMeéléabﬁﬁpléqaeonmﬁ Controlled
r e

ReisC ST TIN5 CROTAREDLARGLIRATR o Drg

Bioaviedabifityr Diney ProbidsctU3esignnand. Perfegaamten$mélefAnd Bal (edse), Wiley, New

York m%ggj%aggrg%{gﬁggggs \1/%5?39% N%:r ' e b@(ﬁrg o‘i\%%%gring] quem 23:61; see
also Ll\é%?/emr h9@s Skiende 228:100; Whriny NG D891 RERNAQLEH e%by Howard et al.,

rence herein in its entirety. [00228] The bindi'ng
1989,dt Newiosyrgof 1408D8).8i PademidNond16d0,37E WS. BaiemaNo. 5,916,597; U.S. Patent

No. SR RE PSR RN penli s B APlenf o> daR B8 ek Byiiaign No. Wo

99/150y4;cRAEPEIT Riblieatidr bW RSFRVES3, 638 ofX¥aigH € hefebd incorporated by
conpetitive bindin assay |s a radi gi_ mmunoassa

referepefiyIpigiin ¢S enfiretyn lesrpipplymgsepsed lopsstained jsiqgss pamulations

incluc(ee gtr aér% g{lﬁﬁl{c%dzt%b%olggl@ %fy &%ﬁgﬁ%@%ﬁéﬂtgﬁ ﬁf(iﬂeﬂplﬂnethacrylate),

poly(m&l&@ﬂ@dp@mt}gﬁma&mmﬁl&acea@ pdignotdiaectlicaridf pdigdycolides

(PLGY goeRtdres. PrHNAYRYPIgPRe). Ko BPhacRbe Depobiegrydamide,
"poly(%tﬁ*t}leﬁ'e mw %@&%&Q L@%b?B@l‘,&ga&id@%f‘@y&ﬁfdeé)f{?ﬁm?a&hdbe

m t he cat chard” pl ot “anal ysi s
polyo@beogsédrs.t Inarpreferied ambedivmuht, CB3pdliymedi wegd v b susidived witease formulation

T AT G N E—

embobhmlﬂt NG oRRb &b usaitcl el R syferd chRBEpRbeCAROxifty of the
3H or 1251) in the presence of increasing

theramuﬁa %ﬁérgetdfe -4he Bagpdhemyeawiaing gnionairationioh gheriysiemig dose (see, e.g.,

0 ef4zC
Goodl 08 Okl ApBLGHGHY G GFAN oo BAER bRCH 1 1000,
which @me&bpﬁnoﬁm)rd&ecmﬁy nefernéelvantiagn ito emireyy pol ypepti de.

Acor e kln c,anal ysis conprises, apalyzin he .
l0020§| ndi n&ogﬂa a1l elegns ssieons 8 dlicuspest %ﬂ‘if{%ﬂﬁw géiﬂ%%(lwo Science
249:1657. @§3 Yt 1%9&5#‘1&%%3&3 d By ?&Eﬁﬁcé@r&ﬁ% ] eﬁ’t‘i}efylyeA‘fny technique

surfacé. [0023 bi ndi ng nol ecul es,
knowp & oneef Skrll iaurthé atcw baused dol pm;lucemxstaumdpoleam forrsuleﬁons

t.he i nventi on nals be as ed, f or bilit
compligfieiolt 8 poRrEbauE: S0me S R & et fetesh e o . patent
No. 4@@6@881 red ;ﬁmwa@ﬁlwormuomg PCT ¢hBInN@Esn lW'Ot%ﬁZO'GQS’ MNing et al.,
expressi on of cytokines and/or T cell activation

1996 r‘r‘ératr@éweoralrEe@mnau@%othmpw efep Hywaw Cofongancer Xepogat Using a
) I?n (14

susaiE RAEL UG Ml CREORSsE 070 199 Sy o mivods
Medidfed Bang Thigetmgyft loomet Ciyculdorgt Elﬁﬁl@lolﬁ‘s P ddwsal of thihaceutical

RT- PCR can be used to neasure the expressi on cyt oki nes

and T cell activation markers. In a preferred

enbodi nent, a CD3 bi ndi ng m3l ecul e or conposition of

the invention is tested for its ability to induce the

expression of IFN-g and/or |IL-2.




[00231] The anti-CD3 anti bodi es, and conpositions of
the invention can al so be assayed for their ability to

"~ scithRe TRago o S030AnaG Rt TR0 RlRerdre Rosiens Camer tor a
bFGFcﬁhﬁboﬂyQ&adlérﬂﬂavﬁ@%w%p%ﬁéﬁib%d’ Pr8: B, %m# %ggg%%? %ﬁact Mater.

el ectrophoretic shift assays (EM
24: 85§fﬁ5|4; adamel odP8%, “Miatbeocappdstion @H&e@inbet Huwentzedn

vondial RpdSeh 8 | Sl BifiPerdz e ool 5) B G g pioact M.

24:75860] &a¢h of whithas fhco e@Hérbfﬁ@Meﬂe@e@@f&ﬁ%nﬁfe@ﬁ of
t he 1nvention to nodulate T cell proliferation can be

[00208§ s es s euiPlipyageuical copopifien of Hie mm@pp éy Frmulateditp pp gpmpatible

with 1?4 Mfe.nﬁgc“ E%@tdﬁﬂ%@“}wfﬁ%ll lﬁqga%?)feg %?gcﬂ“ﬁgst Aty ai%égﬁjistg%mn include, but are

not hmd:tﬁqbfts pafemxam €g.1 intravénoRRtintraRRriaal) sitr utadsdidorda(evd. { ihBalation),
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re ere%?%"r AR ES F’é&e n KPR SB’iaF% g p&@ﬁ@%ﬁ? iy ‘é1 Cqug tySemi-solid or
solid fiitnk ch@ghsiRk B bR} oPb: &Qﬂ@e%&bwﬁf&&:cﬁfpa’f@l@%ﬁh topical application
bi ochem cal based assays, preferably in a gy
and hevipg @ dHeamic vissawky, Profesatin areater ﬂ@névamr@ﬁ]@mce caplyygd Suitable
formtﬁ%{bﬁgﬁa: <, ftrﬁgl}c(:ttlﬁlg'ig%lnl %lﬁtib%s as[ugl?efngirogé %gﬂ{#]élg 3 Ql%am's_, ointments,
powdemRgdliramehts, satvesCayid,the Iikdle lwdhclf}gare,hlﬂtlesi]mti é.td:rlﬁ‘izteé@r dxedwith auxiliary
ELl SA assay, sur aspon res
agents {ff Ry BYeEHAINFY 413 ﬂweassgvagﬁlng&gmtﬁﬁae@@% %-‘f?i%if Hpfpneing various
propeRtd, &BK LY I6F LM ﬂé ak¥stis Rreg_ e.f Ofikl Lansle tgg{%glddd%‘ ﬁns include
can be any assay Known | he art for characteriz
spraydhieaapsakpraparatigRs whdicat thd aetiegugrodient pteférablytin ocmblnatlon with a

. qparison of anti dsvmthalt echre n
solid oF IR R LpBiFrs PRTERE AT ROT B4t BESUF G50  QaE 6 Gy @ Eascous
propellént} §iRh ax fieai), 6f 1ndaeﬂli18@z%%oﬁfe N1biRtufiabrs OF h@hedtnts 6arfatso be added
interaction. Non-limting exanples of effector cell

to pharpaequtisHlsontpasitieananskdasagafforms Hlesirata Famlestpisheh additional
mgred'{‘e”ﬁt?%‘é%fgfla@%inn&ﬂ@%' on, incl uple but are no_t I imted

ant i pendent ceI | mediated cytotoxicity
(ADCC), anti body-dependent phagocytosi s,

73



phagocytosis, opsonization, opsonophagocytosis, cel
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and U.S. Pat. Appl. Pub. No. 20050037000 Al .[00239]
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such agents are adm ni stered separately or as an
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I'nventi on l'owi ng are sonme assays provided as
2°C and 4@ s odgidanantdiyerl i m tati on. [00245] The principle

[0021 Eovnma le ! Hr#grsrgé ?&Bﬁ t nr Eé}re)s}nae;nélaﬂfplroa % tﬁatythgbc%%ﬁossﬁmn of the
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Med. 1861737-1747, which is hereby incorporated by
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is incorpetgtedrhereim By deforenes Myitsrentredn TPSERIGRICESpL e dn alI‘”rﬂBethOdS of the
1nvent1%rélél\%/ﬁldg ryape%o% 1124 1%@ 16 §lulas kh&:lﬁgglb YR ALRick RErr{iHEBAman

genes e nouse heavy and |i ght
FcyRIIEAQaiuﬂe kﬂdiﬂ]mugF@MIIArrn@e esyinguinen F erRIIéAenIudq:dmockout

f t I I I th t
FC’YRIHAJﬁr’l]?Cé :ggrg?mg %ggg %ﬁ O By E W,l%lg (B?,ckouteF cyRIIIA mice
carrymg%ﬂg{agonﬁgg%ﬁgmhﬁﬁt%mml n particul ar, honozygous

e JH region prevents endogenous anti body

br oduct | on.s Jhe gl fih GIPHYlidiablefbfisl | S ar e

expanded an ySts to produ
[00241F hi merSecerad spectThéthe phamrdceutivabeonapasitians or B apHeLeD? éntlbodles of

produce h ous, of fsprin S
e i S ST 9245 RLSPEL DA LD, SR ST ot
organish? DTSR af @ﬁﬁbﬁ%n%ﬁlr}n@d& 6y <eh, &dr e tdegiedtl th&ageutlcailctwlqr prdor to use

portion of a polypeptide, the invention. 'Mnogcl.onal ¢
in humam IEHB@K@SPEI ase@xseuhlalg a%fh@c usefh &0 éﬂ?ﬁfft}}% wagthe mlmStratlon ora

specifig Bﬁ Al e ald o‘m ({n&go;ltg)g }1e 5@1[&%19 @%}IL QuIEUrQ GssHyN iGvhich a patient

tissue éaﬂlﬁl@ﬁ@r&bﬁl il eultuk@A8d Eﬂlﬁsemm dlr(mlﬁiwh,y cbh‘lactled m’é)gaephaonaceutlcal
m ce rearrange during B cell differentiati

composmlgg,e@géh@ eifeqy aé @fc@d:ompgglgo% WP ﬁ]@s%ﬁamggeﬁﬁpﬁ%erved The tissue
samplet %an ﬁun % opsy, frotn al?bﬁgéu@ntt qqpﬂe%’a@l’ovdstthé ﬁleﬁ’tﬁ@hbﬁ ef the

u ce usef ul tg M and
therapé@ﬁal%ﬂtnlobt(ﬁffeeﬁve faororsargeted badtena afd thy ﬂyrqmghwghyd@gst effective

therapil&gggugllecp ?ew)uga gach1 nt | bfofgxla{s 8_1[1§ % néf%ﬂgl\%z ﬁi?’ l’ﬂ)%éi%%ents in vitro
assays C cgﬁ Bé eﬁf@& 88t With ESh&eRBae 5O Bell fyped Hivelved Iheﬁryautmﬁnnune or

ed di scussion of this technol ogy, for produci I%gh
mﬂammamm disatdeb (aig.e$ cali®), touletanminsiiba PharaacaHicalempasition et the

tocqgl s _f.or oduci nti bodi es, see, e.g.,
invent aaaﬁnlaegnf%ﬁ{w %%@&Bfggs VO 96/ 34096, and WD
[0024@6/ 33735 ccadandd with ﬂlatlﬁsféﬁltlbiﬁ),&hnﬁ:aﬂt‘cﬁls&ﬁiﬁ) hﬁnﬁﬁﬁ}bj_@& need not be

3,425, 5,569,825, 5,661, 016, 5, 806 814
perforand llsor@glgtosbawnm@té ﬂi%nr@phyﬁa&ap 68&1/3{ ﬁ*&ra&ﬁu%? GranicD3

antlbogleeg €rNikD ah Flhlrma? d%l%tﬁ(éheé tit-CBQ anﬁ@éﬂ'—i@s’klaﬁsoe%ﬂﬁblpolated to
geni'x,  I'nc. reenont and harm ( San

humankQsé ,are(‘s%)fﬁciamt fbedengsiyeting the prcmhwljaetm or themapesigiusidity of said
dlrecge_ agai nst a selected antigen using technol ogy

anti-CE3Anf1gedieh "t hat descri bed above. [00268] A chineric

[0024@']”t I bodYiSD R aff RIEd|cBn bEteslel Gl siltableatmbl poddl ispemoprior to use

the anti1 body are derived fromdifferent, imunogl obul. nk
in hummiseSuI:Iesmmvbmhdd§Y$t©mS prcbislechut gremrtispited tarfspBifeechicken,

N L Ly

Ina s@ciﬂd &ﬁocﬁﬁm@d’c of tHeQi&Qentﬂbn Chbiraling Ihdbtehm]ds atbzsstq@m azgguse model
and U S. Patent Nos. 5,807,715, 4,816,567, 4,816, 397,
and 6, 331, 415, which are irmor porat ed herein by




reference in their entirety. [00269] A humani zed

anti body is an antibody or its variant or fragnent
woheor@odoewhi ch i s capable of binding to a predeCemsemnen27386
" system. a®uichgrodel nybtaits ark widelp usmdawdlk-mmtonh‘? é@ll@chalﬁam g3

binding FHEIGHIOEH GBUF PATAESHY SRR G S AbePant PRy TR hgure may vary.
Said asfllsNRc1agd fhe %&ﬂ%ﬁﬂ%glﬁe X dd8finiBlefAg Cmmiﬁ?cﬂhg dléonlesfand whether
umani zed anti’'body conprises substantially all of at

such agbmaste adnenistered sepapichl dnasppedmigpicabl e domai ns (Fab,
Fab' F E
s o7 WO P g
compos IR R irRHIQ ¢ MMl deferfined. by wdigorariand éxperyientah dniadal models of
substantially all of the framework regi 5bfhoﬁ?J
inflamnoeftory ailaeitin knowim inole et and descaibed Hsyro!! éé‘ﬁﬁg qaad Wilder
“Arthrl{:> %]fscf Algtb B%I}n{lﬂl%l%@%%d ANk E}Fﬁj% Al S10e& ORALBES BTextbook of

an 1 himino Uli'n const ant region
Rheumétbloky, MéCh€Rbd of.(6dsat Chhpter 30J(IIBB anahﬁeblggi 0993)j which is hereby
Odinarily, the antjbody w | Cont oththel| ht1 dels of
incorpegtied y #ScA hegein i 1§ GHEEDy EOPGRP B A0 APy afial models o

1nﬂamlﬂ %éfy r&%@n%&@&nﬁﬂ%ﬁ%@ﬂmﬁﬁ@@is%é’s éaﬁ(‘a'lsléd& Usb@ tdddsess the anti-

regi ons of the heavy chain.
inflamrit&teryhuotigity zsﬁahta@ﬂ%andbodnemorbﬂlama@u‘tl@cﬂ cempesitiens oflimeegtion. The

of i mmunogl obul i n i nclu D, 1gA and
followipg gre sQme agsay's PEdrdes e?“i‘fli‘g]ﬁﬁi g‘?ﬁcggcfl\{lé’éﬁ lgnGFaU@g | gG3 and
[00245L 9 G4 K;ﬁh!n 1l AEMHGRSIANHor dARMIor iffl@nmatory disease known in the

I ng constant domain where it js desd dd
art andtmdd:lymb@l mmﬂuaﬁwmmmdb@dwr@%ns Bt magdplspeqllagen-induced arthritis rat

t he |
and mo&1§ef gxpggz(l%/ gncg%rﬂ}gp s L}cgff %.rtfiﬁu i) r 11! ahd t%ﬁstceg }%t%gﬁi AHGRcribed in
CroffofdONM dhd M dRR Bf “WrenritizGad @mﬁm@@m Penmals”,\th Aathafitivend

lied Gogiomert Sopeniet Kimvaitio MhCbrer SRS bibbepiy 30 Loe and
Febige%}lolﬁhied ctgﬁﬂ a?e&(?e%g@})?}gfe% %ts éntl(r@@ 297%61@1 gﬂl-igﬁi?ged dithritis

(CIA) i@raﬂ ahiies endileb for ittkathnhan ahitcﬁmnﬁmeeimamhe@nagui Btiritis RAN

(v 5 B R PR EE A B D SR BRIt i

in its eﬁ‘gllggﬁ NGRR £ideQ HRR hdRRd BRaky §R8icdby ltmmﬁlstraﬁkdl of
ting particular constant domains to op

heteroldgsusrtgpe HfcbHageor Countertay shsl.i 19804 Natiie 28405 m%%%fﬁcart et at, 1986,

art. The f r Imdahl, R.,
T e e
1999, EGS. BAY. qrstmézssmt(emth@e geferchbss 1§Ihe§reby {ﬁDB?rmrattd]by reference
consensus framework may be nutageni zed by

herein swlfs eiitirety).on, i nsertion or deletion of at |east one

[0024({; Iets Ied 3%%(2 91onat Caﬁlﬂl.eal C}Q or 151?5}” e %Bﬁélq}i‘&aé’é canti®o be used to

NOt “EOr respon e consensus or . .
assess ‘tﬁkﬁeﬁiﬂ&lﬁ?rdf tigendnitibODy anﬁinmhesrmt[ﬂiamsutldabmms,ﬂlmslolf inygation (Kim

cat. BB St s B ST ) LD e s

R $IRHERH BYGERrent®h& e ih €18 eﬁ@loéty)af(lﬂceratlve cholitis
105, egﬂwﬁhl?{e:srg glgreater than 95% Humani zed anti bqdy

and Crohn’ sbhsepsemjel benay Fiflaguateiyeoyveb fliseasenihberacb dRSHIT i janimals.

s 5 3510n B2 S M 0N ) BB A cpcin

sulfatep ‘dﬁ(!l H&@Fah‘%ﬁlf&i!@ or YRnE410826M; irehdling it nBalimited Nos .
539, 5,530,101, and 5,585, 0 eneerlcgﬂ) Is orally ¢
tnmtrcvl:@gmrreadphﬁgnc( wid GPNRR) mek asktic pd © chpks s sfppals orally to
3 36 Mol ecul ar | mmunol ogy
mduc ?l a;t%gég%gqls ?%ém cka et al., 1994, Protein

Engi neering 7(6):805-814; and Roguska et al., 1994,
PNAS 91: 969-973), chain sh#fling (U S. Patent No.
5,565, 332), and techni ques disclosed in, e.g., US.
Pat. No. 6,407,213, U.S. Pat. No. 5,766,886, WO
9317105 Tan et al., J. Irmunol 169: 1119 25 (2002),

N o, "~ _L_:._ p— A PN N NN SN NN N N\ A A




Baca et al., J. Biol. Chem 272(16):10678-84 (1997),
Roguska et al., Protein Eng 9(10):895 904 (1996),
[002‘2]/(61? %7%0%@& lngpdgf 3 ea{sthgg q;léesusegg(?%?g)%-?}ge]e Qgg@%ﬁogﬁ’tﬂﬁ@
antlboéh%g gﬁﬁharéﬁmeal@mp@ﬁﬁ%sl&qﬁ?f)ntlﬂ)g 9 ALk BRA ong> %Qﬁ‘f 68l is the
iol. 235(3):959-73 (1994 and U.
murm@ak@mve Hainsfeﬂ\tuoddllﬁl whBE/Ae0alegen ptov@@éi@n ot FH 12@(515’,12 remplent mice

results%ﬁgf—g%{f?c\ﬁ(gtitcf;n nlagf | 95 % &g%ﬁ’&\%?@%der %g%é%%c Jlt?lh%n InfensC neutrophilic

(THl)fahdt%Mﬁéﬂhllﬁ@Q}PZ)QUﬂég tticdagl lﬁﬂmﬁmatdtye@ YhdeliCbhet al., 1997 J. Exp.

correspondi ng residue fromthe CDR donor anti body t

Med. H61é37- 1%47efvéndb1silereh1zs inppenoraind byeafetsneriraiein mrﬁésu@lrety)
[00245{Jr ane HlnilaﬁUbS ltfg} éu%‘ I;hr%\.'in% sg)?{férg éne% cﬂ% IRENG ISVt efficacy

nown

of anti-@D8 faﬁﬁlﬁddi’é%r%aﬁrﬁ@e@[@%l @Jiﬂpcfsttﬁiﬁ@wtﬂ(/eﬁt@@i d&hﬁﬁlal ﬁlodels for
identify framework residues inportant for antig

autoinpnye digpragrs sudipsdyree! diabgies ﬂ%wdta@tqnaww y"YEﬁ*ﬂ}g é}m
eruthefn a)rsrg%g %&ﬁ%ﬁ%@pﬁﬁ s@ﬁ"vgab;ééglnc?é've %é%f]%lggé%(e%%? ZCPO4 PNAS

101: 14@2@61?416961;’13 ledidead et,al. 1 D988, Amtimmeniy29233-246hKighat el., 1999,

BiochighE BT 8y 8P Ben el BN ! RSRCE AR A e i e

1ncom8&%@$ﬁef@éﬁdehﬁ?@1@ﬁl itaqkikdrg). t he 1ight chains, can be
produced by nethods well-known in the art. See

[002491 echninmefficacy of antigdd3 atibodienen pbarnRgdutizBl @@aposijiong pf invention
2000 rm BI ot chnol
can l | R e 00 agtphiguane s GieCAndiS BOGR rpefihab Il
enceplfé@élﬁf/\éhtMEA@) @RleD 1OAF ¥ h é ﬁfnléﬁﬁal anaimiuk disabd @ﬂ‘the central
WO 94/ 04678, WO 94/ 255 and WO 01/44301, each
nervoxwfsymﬁmc(ﬁ?N&) (ZrosH gblat ¥4, Heme Rﬁv,blylm@wér?e%% which is Gereby

o L0 o R GPILERARSEHLR Ak Btk

automﬁmmr doﬁdﬂ@namnuqﬂaemdrd@s QERU AR 1semcmmage etfha aatt-mbdidied

i.mmynospeci fically bin ept i de.
autoimpRq diouHen B ISE A oUe s RB hy etk B ean pagimalian species
o B G ok D8Rl SRR SBognic

proteodipitk @LPY.oSHa ymicecdre o tsisteptililt straie o€ odes (&h%a)mnldbmtyl mfluctlon of

EAE, ‘&ﬁ?ealilr%e etvlgilﬁg ap g % 52 @F%b%g%ygaﬁ?éhggt%gg %ﬁﬁrate is identifiable

withinRBé YN | BRE 's?&ﬁarﬂ:@hﬁ? abdshs iRWIBPY-1 E}Btﬁfé épeawa T elitrb€eptor
art. The nucl eoti de seg ence of anti bodie

(TCR) uﬁmg@ﬁ@@@w (TeMBR+)of @A Gol-geftsant é@clwméé%@tlkﬁ gh@h, 1994, Cell
75598, fhich B R AN B I AR RS En, o5
[oozsm]u man | E&ﬁh@@ffy dsSayk Rovwn tmthoh@slmlilﬂhnsbﬂmemebb wsad calévaduate anti-

t hese anti bod| es can pbe determ ned usji.ng. hods wel |
CD3 aatBogies or th ghagmaceytical compogitignt figelo at‘&dﬁ?@nf(ﬂa}wwamm and/or
inflamSig giRakdsi cul ar ami no acids are assenbled in such a

way to generate a nucleic acid that encodes the
[0025Hnt i bo&fhe toBikity aadfookfivacy etantid€Da notibhdics Qr@alamwbm&'

e.assenbl ed fr che caII t he
comp Ao 6 T BN THEE tFAeprE] Ly PR ROk A PEjeedpres incel
culturdy or-exp&¥entBl Qfﬁﬁﬁl@ Y, £ U d@t@nﬁﬂiﬁlg HBILEN, (tBe H@é@&hal to 50% of the

i ncor por at ed reference herein in its entirety

populaieing pnd the.Fé?sio &t)ﬁe dpsedherepeutisells ghfiechias ins 5@ 06@&90&9@19@) The dose
ratio b%lcvlze%g)q i % 't}faé?aﬁn gt?@éf?écgayﬁg ghaeiorﬂ%%iagﬁﬁ ﬁc:ieéitaa{}ﬁ ﬁg&%?o%{%%gressed as the
ratio I_Q])glomblchﬁﬁt@m antﬂ*@d&s thae exlabp large thatdpewicihdicheare preferred.

| i gated ol i gonucl eotides by PCR [00273]

Alternatively, a polynucl eotide encodi ng an anti body

may be generated from 84



nucleic acid froma suitable source. If a clone
containing a nucleic acid encoding a particular

y . 3&2@9¢@pﬂ¥1i3wﬂ9£ avai |l abl e, but the sequence oPCIrUS2006/027386
 While aatiCThbaiytiboiiics chat exlibit kovdewide effenizmey be assdd camnsbeildge taken to

he, i nmunogl obul i b ' | hesi
osion 35T RERL SRR Bl BEaS I o USRS
minimi&%r{tiiap&aﬁﬁé/ e 18 inff&iW el ]k Bi@ ilYerél8)) esdrice sidé effssts.or
nucl (f preferably

el c aci Eol A+ RNA, isolated from '
[00252]any t Thsdata obtametlifonehrcel spiye erayamd sumpl stadighcande used in

hybri doma cells sel g > |0
rormui g BB RS Y BRI Al ablgk b
agents [RsipRETE@bIVRIhidi Zaid o floprctilain@torrantrAions ent mobidettheEDso with
sequence or by cloning using an oli onucleotldﬁgﬂ{obe R
little orgpdexititys Tl dasage way VRYUVIHHD géh@ng%a%ﬁlé@gﬂworl qQspgp torm
€.,0. 1,3 C f e ' - d beth
ernploy B SRR AE R Pl Tl ¥ ddent (30 (R AR bt
inventiéfYhd themphaicallp effectivetdoss epltieeatiheted imitialg fromateteglture assays.
usi ng any net hod wel | gnlgvvn N the. ar i éo 274% O%C% fon range
A dosemtpy heferageted an auigiabmodels fo 2qhisva A iisBlapng 2lagRe SPREeREH! &

that inc;ugms gllé(‘ibeoo 1 ie.q %é%%ﬁg?ﬁaﬁoﬁgf HIIQ l@e@ B& PO tHEachRves a half-maximal

ul'at’ed "Usi n ods well known in the art for

inhibitibhef synptpmkpds deterofinediio lcelb tultiue.s Segheinfosmatien gan be used to more

r econbi nant t echpi ques,. site direc '
accuratpkyrdetegpine Ltsggé\lﬁqea 0 Eg(rgmﬂ &ev?lﬁ dn Pfggﬁ% I&ngag?ebs eg@??,gfgg example,

o erRiRE QA8 b hyMol ecul ar Cl oning, A

by hlgHL}é}gor atory nﬁal ma%%g%dy Col d Spring Harhor d
[00253Labor &fBecacy iCptayeSng ordroatind e AUtNYIERRE HERIdeemaybe demonstrated,

eds.,. 1998, .Current .P | §: . Lol RENion to red
e 2. DYy b G e O it Br FRpROM A of fhoRGition fo reduce

one or FREEE 8mb 8Ff Bieutdimhi@k disetdet, te tédusd metun agrohe tngphocyte counts,
ant i bodi es having a differ

nt _am no aci d _sequence, f.or..

to decreasarfitedl ach vatiasaiedeskians | el Brodiigaton. ig Feg]ﬁ%‘? ek prggction, orto

na/ Ofr Sl Y . irf tréatiapaRBeRE tay b
moduldfgng br 3R a(%tlfla{f%ec y%% qﬁéﬁllleﬁsgfffoggfw t hi n ng@r amewor )
demonkegbQRS. bgidegcting i abilitecbmiith€M3 aDbibodiesorompesitiongéthe

framework regi ons may be natur al QCCUr ki :

inventiop e eadyeR 0 cgr}:g%g@p(m%g)éqlsoﬁgl’lbeéﬁdjtoé}rgefegea%lr: @%%r#gﬁ response to

r e 1¢,80 SeducSiHRidail irehent £6988ylix), or to
T R fhcl 6 5% g@%‘?‘ﬁge( oy ,
decreake T oelpactaatin rypanefeetie indas tiswiee iifigasyiin BreypptingAnfeafipg an

i st] f h f i
a5 ol AP SRR 2 0 By ke
antibolly AEIRIKorRM ings safstoDRs tierafatamanny disoidsndy dedrease T cell

Specifically binds to a CD3 po eptide. Preferabl
activation, i desosase ogurprcg,lfe@ﬁ@n,dp nrp@lp{;%egﬁ:?erfg me gytokine proﬁllbs, to reduce

.Subst.i tution : A6n W4 M 5:438n b BEEBWGF o improve quality of
chklP%Bﬁogﬁgfonanod{%dggrae\élpgr%go df/l,gnt éejyém’ nllc%g%\ci dsubstitut] ons
life. 1 nmprove binding of the antibody to its antigen.
Addi tional ly, such nethaods nmay.be used to i
(0025%ci d SBeEeD iR PURGTGIO I EEFaHEY Bt ah e ofoehn UL nder and
swollehbinPO0Ed. B afid Bhidieh £185d1d6G1es RApaincindaliscags defivi, and the
intrachai n“disulfide bond to generate antibody . . o of X
ESR/GRP .ePioigesssion ok straptamkiontt dampge maY paatsassad Y Quptjigjeye scoring of A-

nds. O her t tions, t : | ith

rays OB R ATES e SLT; SRR b RHELRN b umans vi
inﬂanﬁﬂféltbﬂéudi’sfor&é}@ @the 52l RECENBIINANE RXRRESBIeENQ@Ftionnaire (HAQ),

MOLECULES OF THE | NVENTI ON [ 00276] Once a nucleic acid
and quadituefidfe charasaiprrpsherettitR Best-3%e i nvention (i. e.,

anti bodi es) has been obtained, the vector for the

production of the nolecul es may be produced by

reconbi nant DNA technol ogy using techni ques well known

in the art. Methods which &5e well known to those

skilled in the art can be used to construct expression
vectors containing the




codi ng sequences for the nolecules of the invention

and appropriate transcriptional and transl ational
woand70dossi gnal s. These rret hods |ncI ude, for eremnjseo06/027386
TNV B80T TR ipg ountsand Rercent Binding

t echnigue a in VIO ‘ t
oo 25 By RSB O] AL okt of e
antlbodﬁls or é&ﬁ?@sﬂ&i ¢Tahd Brvekidcito m@ducé\ohabomatecﬂyynﬂm'sx af an Adoimmune
d Spring Harbor Laborat

Spr.in
or donowpmﬁc inpprugisorder aseneripheraf b blgad ! Ympi’g%teéaﬁ?té R be
[ 6] d
monitorg R st sHRAE Ll ROk o BRIt 28 Poriplthal bloo
lymphoB§tes bduntdiniat raramial cmbe)dete[rﬁ)mﬁﬂqy Ag., okpindsg i sample of peripheral

blood oo R, meGEnty P AL (sSSP BRI h O B fGRPebls of yripheral

blood s@%}% %sgﬁ?%% n&?{g’ Q‘gh’n I1&ﬂ§ﬁ§%£q%@ (Pl?arﬁaﬁ@ﬁéra@i%h{ cé@i’nfugatmn and

ques ., electroporation,
countingithoBaiphbetesusigypanrbluarbriphtrel tiavg WG@B l¢quts in mammal can be

srm B AL S b G BB AR 3Bl e i

such as']ﬂés%&l{!ls 8%, Pk, hee bf‘Ff%BHJI—%aqlhd"(Pihﬁﬁﬁdcid) %raﬁémdeﬂitﬁﬁig&tlon labeling
expr essi’on of the nolécul es of the invention.is

the T celtsgsuit]ameahtﬂy)da dugﬁsd tOt aT ik antigenisheles P8, GP3eCPrsadLD8

which §R5nigea IR SionykPe 855 {x@]r&?ﬂgﬁﬁé F‘SS‘%EPS%T c%lls by FACS,

FurthetS 8lel ¥fetéifa %)m@aq@m&)settomer detlh 6ce| €D21,ded, D&, 694
he i.nvention may be ejther. bact

CDS RO AR R men RA) st Y derared Shrb Sebea it S0 o
or the expression of whole

one Ofﬁgbéﬂglenans‘t%fllﬁért%ggf obulin nol ecule. In particular

[00256g8mm|"1rlﬁrpeﬁﬁhiage sfICD3 q:@l}(ﬁlapmm expasstldy p@uahcgra]ddp«pcglymphocytes

ﬁ@%%nagglggjggg g{;ergcg@geb fos ﬁﬁ fog ft%?s%lﬁa&te‘r ?% mhﬁmmg{r%on of one

ds¥&d faslafhtesb ti@nkhown to one
or morf 6 QTIPSR BG4 [ LKA Wi Samdaalte 45q1

of sklllﬁntikeedut Ehe mrcemm&f @%pommmdpwgprgsej byepriphgra &hpeﬂ“ cells

is her [ nc te re C tSF 1
bound by @t~ Qﬁ};/ antt[ba @e&eﬁ/lg?ecf l%;, %% o,g’b@tb"t]clgl;i(lgl? g ggli'ﬁgle e:rlphe:lr:1 )
e EmRY, &ﬁ\réﬁﬂ |th& B }St@ pfremsothéreompbaents efSperipheral bloo
blood ﬁ%rﬁnt i fied ks)y t hegmet ho g?%t he_i nventi on.

Such .
such abplssmenpneses JriceljEvengue B etAdinE Fauiifigatipn. gpd labeling the
codin { ARG @jugated
T Ceusr?ﬁ AL} gg% dcﬁ H% gi%%egjbﬂseeﬁﬁggﬁ ?ﬁ%&]ut?lérfl ?{S‘E‘t’mﬁt algo | uear
to FITC%ﬂeﬁeﬁﬁbddel dictetiite b Tl anm@eimmch an€D8s B a5rCD8 which is

transfected with t a i ate nu
conjugstsdb RbEsengxih 884 deiah RuIEIEE LBt L ST S pagi-CD3
bmdln%]n]id‘lewﬂ]eﬁﬁﬁo nﬂfélé’cﬁ% to PHE ARy BT clellsmabéigd tx@th an antibody directed to
oor gani s such as bacteria (e.g., E. coli and B.
aTceBlatbﬁgdmLs)ngtEmeor med with reconbinant bacteri ophage
DNA, plasmid DNA or cosmi d DNA expression vectors
cont ai fieng Medidds (ﬁgguémngAflmbotlhe mol ecul es

om0 Al 15 ol B PR 8t can e s

by any 1%9@1'39 KAGWE iy @RSkt BXREeFEhens ¥eaitibodies; dmpaiinilag by chemical
sequences encoding the nolecul es_identified by the

synthamtdn@d@enabl}'t hierdcapbienbepIessioBdechrigups. sy st ems” i nf ect ed

th b
[0025& ul 05&9’%&??8%8% éellclhéﬁaﬁ?ljwe S eg enc eg tbg{n(%tg ((:ialﬁ nagu% he 0o°
produdd WCwdrRss prbeedurés *&elll-k;lovm & ﬁietatto For efantyile, a4 mwean 4n<§1gen can be

pl ant cel | st ens |nfe ted Co t V] FUS
amnln@%?rpéavaéwu%ge%tapgna(lelng dlftga E}Wé‘iegﬁ%g'? itsyfnidgarats, eto. to
(CaW) and tobacco nosaic virus (TNN) or transforned
W th reconbi nant plasm d ex§¢ression vectors (e.g., Ti
pl asm d) contai ni ng sequences encodi ng the nol ecul es
identified by the nethods of the invention; or
manmal i an cell systens (e.g., CCS,

bound




CHO, BHK, 293, 293T, 3T3 cells, lynphotic cells (see
U S 5,807, 715), Per C. 6 cells (human retinal cells

— qu_e"gfqyauggq b Cr ucel I ) harboring reconmbi nant erpTAS3006/027386
" induce the peidugtiors ST eantdinige polyclonalantibodies spgeticvipnthe human antigen.

. J't'enone of nm lian cell . l.othi '
VariouspApERR e FEBIR A £ kg foBptes BT AL Ln the hos
species 3@ MAM LA Butladd fotPindEale, Frettes (aapldie and/incormplétednineral gels

pronoter). [00280] In bacterial systens, a, nunber of
such as ejyprisemihydroxéds, surdcaagtivsesuheionges sidonsdyspleciiime phgenic polyols,

.dependi on i 0 . ' .
ptyui TG PR 20RO E b, B ptein
useful HnfihQkdfivants SuétoasBCEr(batiliedalnfette-Gniveiny embeaynabactefium parvum.

c{i]hl?ar maceuti cal conpqsitions of an antibody, vectors
Such adjmyagts are plse tvelld@owRin #8Aon of high | evel s of fusion

[00259Eregit ?a ng{cl% uc%%’%\‘?é@t@%?@rt? l%&?aﬁjéd Nsi%‘i L deBhridBYofl8chniques known

'ude, but are not "limted,
in the attdndlbding theouskiof hydmidessd, cavombitant, aplPR¥R disRlayhieehnsioggs, or a

.1983, EMBO.J. 2:1791, ich is, hereby.incorporated .
combinglipntherrod e SRPI% m%mgﬁf{hailﬁ?ﬁ?s i B %4%‘2?‘?1%5“1% f¥fidoma
techniqlﬂ%i ig@l?tﬁiflg‘%ﬂgée%o%% R1RGE: diMalt | fbO@taathld, el Fdilowak bly,

e-vector in frane with the |ac coding)@rde%ion
Antibodies:t AdtabaratargiManupt, ¢Celd Sprisg plageiud efioragarK Praset2ded. 1988);

.nouye. & | nouye 985 ucl e, ¢ Agi . :
e 5L w0 STRGEIenALBR R Sl & S el S 1 Blsyien N Y-
1981) (34t BXORn6&ARcorf@ated By refeienbe irSthbie eptgties)c Thp erat @abroglonal

_“reference herein in its entirety)  and the |i K(ei. gGEﬁn
antibody® es vsesl heagin iy = lipsted de antibodisy preskised @F‘@%E’g‘r}‘yb“ oma technology.
ol ypept i d AS| of. &i j - '
The werB SRR SERPATIAT PUChERD thl BRPNLPE AL pone
includifg Enyllubloticapdkagoti as phagetvborpyaid nct thef method Py ediich it is
cells by adsorption and binding to a matrix
producgd-ut at hi one- agar ose beads fol | owed by elution in the
rese b and & Spdeifan 6 lies SsiAf Bybridoma
[002608esi g%?hg%s goggﬁgggi{%ﬁ?%gn%?égﬁ%gr@a%t or Xa_ prot easge y.
technoloke awagetiss sebwelbkndvat inttheat| Brieflytmicgeen bepemppiged with a CD3

. can be released fromth T. noi et .00281. :
antiger RAEe &5 STANT FESPUGF SR ah P o B Rain GFafp f £ED3 antigen
(preferﬁ)ﬂgly&ﬁg 5 Q5tiSenty iafekfetdofNR e mBustsRehinishamoast spleehds harvested and

express foreign genes. The virus grows in

splenoSpeisplated afTha gploroaiies @ then fusad by Frellkaaynderdpigyes to any suitable

sSe nce 1nm e i L\ RV i
eSS g e B il Sl IR e M aldomas
selecteBla€ enBM B¢ tintRAtdilotionf TierhybeiibMa olaes trerthgreasgayed biyenethods

ol yhedrin pronoter). [00282] I l.ian host .cel
oo e B STEES. LGORSEL LR THRIEL o, sy 58
inventigil.'p lfﬁ'esél*?é% fillid GATERS g&{éﬁc{lﬁf RRtaFHARGY IVHIS of BntitRAksAGndR generated by

Ssi on vect or e “ant | body codi ng sequence of
immuriizihg héed withposidve hyaidethatcborgs adenovi r us

transcripti.on/trans| ati.on control.co ex, ot T
[00261)] 5¢ ¢ p‘éﬂ‘ﬁ’ﬁ‘%‘&g{yawa PRSP ARYSIEgn PR %ngélql%déér? { ge@e];%tlnglﬁt1bod1es by
culturifif) b Wb GorBE 081 §BRMtihP @R altEbddf B tHeSidveriohveheasirNAvferably, the

genofre by in vitro or in vivo reconbination. Insertjon
hybridomaads generaseslenfusiig splegportesgsoleied figm amoyshiiauiesdgvith a CD3

. region El_or .E3 1| | ts 1 - [ te Ml ;
antige i rucTop R thdShinssh ity By BidoRERREMIRR troth téusion for
hybridbfENNEE Gy kdcieterah entidody iableito badiited C1d3 atiges (greferady, CD3 &
. Logan & Shenk, 1984, Proc. Natl. Acad. Sci. USA
antige®y : 355- 359, which is hereby i ncorporated by reference
herein in its entirety). Specific initiation signals

may al so be required for efficient translation of

i nserted anti body codi ng sequences. These signals

include the ATG initiation&odon and adj acent

sequences. Furthernore, the initiation codon nust be

in phase with the reading frane of the desired coding

sequence to ensure translation of the entire insert.
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synthetic. The efficiency of expression may be
enhanced by the inclusion of appropriate transcription

- wenhamoerss el enents, transcription termnators, PETMS2006/027386
* 00262]( See Bitbosriragments whio recogmiznanesificCIp3 aptigsms (preferably, CU3 e

g R BT L BLGR hAR LSRR i L Aot

and F(aB9} fraginbitk Bf tRYnRati6N afsbeWhoditedrby pfdi«t(ﬂﬁtlct dileavage of
expression of the inserted sequences, or nmodifje 9
immunqglehudisealequies, geng cppERs Sich 3 RapaindsaPevee Ea&sfrﬁgaﬁnts or pepsin
es d
(o rodJBE BT APURTD SR ol 8 XESRL Rl et i
constant fegivntaad tthd QHItdmmﬁwaﬁzﬂhe heavyfchhine Horthe the. anfibbdies efithe present

host cells have characteri c .an c nech
invertiqrogenilfe hsaspab A SIg PN DI3E0 BB EY HEF LTS KASURAR A bn
[00263]8f pr ﬁ{ ﬁiagé d?sﬁgly%&ﬁ ﬁﬁloﬁ&fai a9 RIb kAl R a?@lil'spllayééﬁfn the

hos ste can sen to enSure the correct
surface 106 ghdgepattiobes walnich pnopéswh@udﬁomd@eqmﬁgmopdmgéhﬁn In

sed. To thi otic host
particlgh 0GR SeARBCRAnREAag Vb ey eh By pefit Suldafil cona
librarieQ{e {1 o% 1 SFBhYridd @GNS A{tRAries @F WEFesyd Adsued), TABBDNA encoding the VH

orylation of the gene product may be used. Such

and Vermrmmhs B0 rdwosfoumdnmthqmmm sobv ligker hydi’CR apd eloged pto a

s g B g B BEP T B e e
phage. mg@&%a in [HOZBRIhoEo hrel t?;ﬁlgalt}emameﬂﬂoghplyagelmblwmgi Git4ridoM 13 and

reconbi nant proteins, stable
the VHgnd Vs fergaingoie wyapieaom bR SeeOmibeH 8 phggegone I or gene
VIIL. @ﬁg [&33 e?seglg%gabﬁg&y? ﬁfhnﬁ NEmMER iR tp"aﬁ)ap@cular antigen can be

an-using express vectors which
selecte® BFdantifiad with astigen] #8., ofing Bbkled anfigam, orfantigercladung ot gaptured to a

be transforned ontrolle ro
solid surfgse 65 8%38n FXGRP e(§|o?@E§gA}eqi§1gay( efgo QS @%b%@fb&‘ﬁe%ﬁ TAPe
antlbocﬁt%adﬁﬁ'&@%se t frﬁ/%ﬁt%ﬂ PliveB to’E His@l@ﬁ&lrlﬁ Brifkimsacke Al 1895 0N Immunol.

, a sel ectable marker. Fol | ow

Methodsnt82cHui; |Amesoeft at hB®%of. dmganNMeth@@ ],{Séelﬂgdl 8L6e[<|%§lehﬁr)9ugh et al.,

1994, 5 S, B sl 00 AR 194
AdvanSRlif ﬁ?ﬁllah@log%kqouzlsot@ m@@nadgionlafﬁ PO TEBOY/ Qo4 Iigernational
Publicatimagrsa B0 ORZBIB IO 1 78T WD o eiPE s gl shfhy SR 1236,
wo 93/Pds3r W 85a04Y, G Wod s ﬁoga&dﬁ’@ ¢ bORRCNGNY. @8pRRds g3 409,

nes. IS ﬁE advantageous

5,403, 4@99 58@ 7!371@ 4]H€908(} 6J750 7531@8M4(7h5,6ﬂp;69&§5,43§§08 5 516 637,
di es of e ngi neer ed cel
5,750 1 15m 6 0T P ) gy L IO PP SEAR P erein by

n.,of conpounds that interact directly or
referen%gghlb i §/LyWI th the anti bodi es of the invention. .
[00264] 0028 s desnuibdsein thf atwak e@ftﬂneocﬁs;;gzﬁgir @hggé}@;ﬁcggn,l}g@ antibody coding

clu but not t he her ' j

cron o 8 0 s DB LOB3 RIS Yy e
antlboﬁm?%}(ﬁﬁ‘} B Bed 8 bkt eﬁ%ﬁﬂt@frh@ﬂéﬂ dndaxpfesscalsin any desired host,

(Szybal'ska & Szybal s 1992, Proc. Natl. Acad [ )
mcludmsmamanalmzqells,anwcb@@hs plantssls pResti HEBFFieFarfss e?saieémbed below.

| leXgmbloyed

Techn(qu%/\% reconm%m%rgtﬂrgn%%%‘r% tFlabzfgﬁ b S %%19?2 gitsaiggrgﬁ’;stb%n aBILRYERHloy
using @BthbaEtwal inttke fie suchi asnhese dmldsed insR(@T asblidation h@» Y Qp2/22324;

selection for_the, foll dhfr. frer
Mullisagst 804085 8T rNIBET S oL Ipg et oty 9b g0 B g % and

Nat| Acad. Sci. USA 77:357; O Hare etal, 1981, Proc.

Natl. Acad. Sci. USA: ;" p wh'ci dtfi tef' S res stance

to mycop eno ¢ ac (Mulligan & Berg, 1981, Proc. Natl.

Acad. Sci. USA 78: 2072); r88o, which confers

resi stance to the am nogl ycoside G 418 d i ni cal

Phar macy 12: 488-505; Wi and Wi, 1991, 3:87-95;

Tol stoshev, 1993, Ann. Rev. Pharmacol Toxi col .
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Ander son, 1993, Ann. Rev. Biochem 62:191-217; My,
1993, 775 TECH 11(5):155-215). Methods commonly known
. Wwonod7wesmut of reconbi nant DNA technol ogy whi cRCTAIS2096/027386
e Btter sl sEO IR ESHERE Phd 04 1-h04u6saidarfesances incerpgrated byjmpiegence in their
. .Ogrrent Protocols in Ml ecul ar Biology, John Wley &
entiretiagyys  NY: Kriegl er, 1990, Gene Transfer and
[00265]FXPr €8 i&ﬁbraté\ viRROsibedks, VIR atimStsiakluding RIHE 85 VLMYicleotide
and in Chapters 12 and 13, Dracopoli et al., ﬁeds,),
sequencOtestOgtipresite, PRbE Hawfing FefuFRAPEA PERIPR tihciestyighan i eap be used to

: NY,: .Col berr.e- . al : ol
o 5 O, P 0, D A3l Bt e o
skill in MEGHD MECPTR eSplified Vel édmaihs cahdddslorBdinto3@ctbdsiox pfessiop a VH

of said references is hereby incgorporat ref.erenc .
constan e92é9th eigh the Buragn gww.w{lﬁéz%qmﬁ%ad g&ﬁ‘g&é@mﬁﬁ%% iomams
can be @fgré inwécfb?%&gog%sls%%ea(‘#/ﬂ\‘ﬁﬁ‘sttéﬁ RedidH) oL HuRcSapes! oPMmbg constant

or anp or a review, see Bebbington an
regionsHPRéfaribB), theRlretousfor efpressiignhs VikhseWL glemgénsecomprise an EF-1o,

anplification for the expression of, cl oned genes. in
promoti RITPiR e AIPRIDRATE o5 g roble doefiagandiil Copathsyond o
selecti X8 dich 19Bmyct)i Bk VEI HANED Yo BB iR akodond into one vector

reference herein in its entirety). Wien a marker in )
expresdifiethe @etessary poustant eoghonss Sihadreany ehain ¢nygisiog vectors and light chain

convergglglgi%c{ii{)r% ikéleet@E}i? ?%{rgg%(?ct%cgﬁohge 1 ]fﬁ/eg\nltcf génle%%%] Lej:gélt&ea %E ;L]rgnsient cell lines
that exﬁ'égﬁf)ﬁlgl_-l@ﬁcgtﬁ aRiRdiRf e. b Graiskete@ritmies Bhavetd these of skill in the art.
anpl |

ied region is associated with the, nucleoti ge .
[00266% e que dioe serhe Byes, npkufingdy vivemsa okatibadiss in Hgmagsian Jyypiro

W |l also incr . :Geldompletely h
detecu%? %ﬁsgysg:fctégay) ) Itqg%%é’iﬁq"#é ﬁﬁlgéltl 3%: cél 11]n%i§1r§ f}n i dl&e. ompletely human
antibodi€s dré @miﬁ:@l&flﬁ dediable forvheeappuiisseamentafthomsnshbjette. Human

i nvention, t

e first vector .encodi a. heavy chain ..
antibodi qapds Sty pEpYTED oHTBeIbAG 1SB0aHA et BE e Eag diplay
| A0l eha oV Gl | dgi ot WemMEFh@nSodIBbul
methoc!:soc%? %fb%aggﬁfﬁlglﬁglg Ieg%%ig%%é grrﬁﬁ%?? whi ch enabl egw lfl i
sequeneép) Beeaigor@SsPatentdfoshé#d4.881h and 4.ghe,1 thignd International Publication

oo (BRI oSS TSI R AP BT o0 96375,

and WO 1Y RERY | GRE of WhichUS thediporatd Betsin Hyhefekdrghiin ithertirety.
shoul d be pl aced before the heaq\gly chain to. avoid an
[00267x ces sHhan antibodies ean Hleaby PioREFH YSHIIEAIFGNC migggghich are

. ture 322:52: Ko : _ h Sgi b
incapsbBt 535856 el Flaget A i FrBblp bl pdagtlch 88 ppres human
immuro@iHuBA gendie Fei exantblé,the Burhan bdayy and Hehtmbaindgimuno globulin gene

sequences for the heayy and |ight chains.may conpris .
com S St oAt & S PR cmryonie
stem obllY/ eﬁlttérﬁ{x}iv(e’iy e h eﬁlnxta!rilaﬁfé!r@@bn,%ﬁst@tﬁqa%ibﬁ,% iveasity nggion may

éxpressed, 1t mayun%)e purified by any method known in. .
be intrbtheced ritito fnbruse embfyiooat stem celfs ipadditiopte theduman heavy and light chain

anti bodi es, for, exanpl.e. by chr t ogr aph i :
scnes, oHRAUE A i 191 SRR AT BTGP0 Dy ST Py £y T ersd R functional
separaflff6t SibnfltBioba9 Widf the intF¥datinofhundmeuzoppbabin loehby

chromat ogr aphy), centrifugation,differenti al )
homolegbusire¢dnlyinatism. By paitiguler.hemozy gavs deletipn ehtiedu &egieh Piegents

urificatjon of .pol ti -] i afe: ded and

endos gy ptiaigy e SisoBE) THEBOUAER Hooftic A ERs o cxppnded an
microffeedheblasiicyle taplodutectimene triden Theichgnertc mineare thgn be bred to

routi ne experinentation, nmany equivalents . to the . .
produesRainazygous R GRIAS MChHXPr§Te ﬂf{ﬁ%% ﬁli’tﬁ%ﬁ’ﬂle&eik? %B’é%gemc mice are
' SLE EAHIKALBDS Selédi8d ArteBRACH. 41PoEportion of a polypeptide
lmmugl%écg%gggbeﬁ?bb);ﬂt 0e flol I of\:/vi ng cl fag?m‘sd{sé]l’[ 00290] Al

publ i cations, patents and patent applications

mentioned in this specifica8 on are herein

i ncorporated by reference into the specification to

the same extent as if each




i ndi vi dual publication, patent or patent application
was specifically and individually indicated to be
woneovpareat ed herein by reference. WHAT | S CL
™ 6f the 1%@%@%) Tonpelenal m@bogiﬁ%éierﬁeﬁﬁﬁsﬁi@stahes@%s? %ﬁggggg&%@mﬁ%
eed

immunifE Lol et U YRR AR B, e hihell™?
immundg@éblmlﬂttraasgehﬁﬁ Apboitet by Itlilg/traafsgﬁnd: miee raamange dofing B cell

ti-CD3 anti body that h | east 50%

dlfferenﬁa%%@g Rt N clfa@ésgwf% A SaeliG BH%SW% (s, using
such a tg\éﬂngrp{ey R?%F&sf%%'p%d ueb Bfepd uﬁ@dlli Rem IEGStI Allg®Nand IgE

toxicit rrehodo treatlngL
antibodies. Rut @i ovenviewdifsids Ubehncﬂog)afm narqaiuamlgrhgman@nQWSo onberg

and Hu%zgﬁélr 8§1 ]:‘5’@ P{drp t]%nglgctgr £8§' ?gd lfjjﬁhﬁ sSl ﬁ?xc%p% eﬁ%‘%’ reference

h hh@r | 63} h Ye@fi£EaikdusaoR BN teblin £ pro@R8ing h
erein egﬁ%%t hat gs at Iélas? 50%r§duc ygff}ngl;ong ?% gltnan

antlbodies and hunnen EmgBclphal antibodiest and aagtoopls Forproducing sjigla apgbodies, see,

oo PR DR ORIV AT AR B 5 P

Nos. 3, 43FBJ9263|5%25 128/ §335475251569,805, 3166 1,006, §46%3,808, 5,8e318, and
hod of claim1 or 2 vvhereln sai d .antj bod

5,939 53&1\@]@1@]@ Breyingrperated bgﬁyfe]:e(pﬁghergm imAkeinentisely- d&e Tzq)tpn%tgmpanies
such as ébr%hlﬁ(wﬁ}er @&erﬁ&gd&$ﬂ Elﬁ)@r?%p}%ﬂﬁ f(%(ﬂ } o%@%Aﬁ&@He%&%&g‘éq to provide

aim1 or
human sﬂﬂfbd&?d’stdnfé@t(é& a@mﬁﬁ amelectéétammgembismgbedm&quanmlar to that descrlbed
conpl enent related receptors. 6. The nethod of claim1l
above. or 2, wherein said anti body does not detectably bind

[00268% Cl g clﬁmeﬁ@ ﬁﬂé‘)ﬁg‘?éja RlolchiRiiivhi® differenhBéreibRs &ff the antibody are

nths after sal dmnistration, said patient
derivedrfesm |duféﬁemtamnmmogh>behm momlesu c Mev@dts errprpgucing ¢himage antibodies

sai.d ut0| orde f cla 1
are knogin iy Sor SR 8- Blovrioh 1955 SRR ARARS: €] B SiBe O |
BloTecﬁquaémm GHlIFRP L. 1@89 TJhﬁnﬂiﬁhJSlloMeﬂ{od@HaﬁﬂBl 202 #hd U.S. Patent
wherein said anti-CD3 anti bod)éﬁl s chineric

Nos. 5,80R@hT, 46%16,500., 4,$h@3%bend 6,331 .44 P avhich arevm@frrgwﬁteééxe&m by
antibody is.a humani zed or chinmerized versi on of OKT3,
referenﬁ%’dlg ’6%93?, CLB-T3/3, M291 YTH 12.5 or BMAO30. 11.

[00269]'_h e met hedatibeddmibouPis anhatibody erdistvasiabt dydhgmiest thereof which is

gl ycosyl ated. 12. The et ho f .claim 10, .where
capablesgﬁ Rinding ityHd agpdp‘@rrg@p W&pg dv%mfgcommge%frﬁ@aw&k region having

substann aﬁ#r B miBGER Se%m 2k oA hIRA BRIV RES 288 afCDR BAFInS

an am no d nodification, wherein said
substanmﬁyft]neeainﬁo adidrsaquendo efa nat-hivinan lramyogigbtmn 14 humppgized antibody

s I T A
Fab R r’%é Fvﬁhfwrﬁ@h Fi¢ 0B AtiABas! ¢Tahe ODRMregivys Eo@d3pdad tofthese of a

of claim 14, wherein said antibody is hu
non humamwmunagl@ballna(l es donareatihediead efl o pestanaly alpo oFthe Hamework

reglonsp%rg Iﬂ?eoggl i?lh?l gaﬁuﬁrlg{ngq{yoélg?v.ﬂ{] Sc%@gé?{su Iéﬁﬁ:% ]{%m g ﬁumamzed
antibod3oMed cethsr@Rs at lehdBR)portlonasd raatmm?rmnoglobuhn constant region (Fc) typically
that of a human immunoglobulin. Ordinarily, the antibody will contain both the light chain as
well as at least the variable domain of a heavy chain. The antibody also may include the CH1,
hinge, CH2, CH3, and CH4 regions of the heavy chain. The humanized antibody can be
selected from any class of immunoglobulins, including IgM, IgG, IgD, IgA and IgE, and any
isotype, including IgG1, IgG2, [gG3 and 1gG4. Usually the constant domain is a complement
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colitis, Crohn's disease, nmultiple sclerosis, effects

formorgan transplantation, or graft vs. host disease
wOGMHmN06l7. The met hod of claim 16, wherein sacwus2006/027386

fixing candtard ddghaiswhgt yide dgdiret doat t@mwe&@pﬁb@ﬁmthwmtmc

w254 065 SRR B0, SPRE KSR R B s e

constan‘f\'ﬁ@rhﬁhrﬂna%ﬂierfPt'ﬁ@II%~I ,’ZeaasECEﬁ@ﬂiﬁemo{d W& SandoV Hlebﬁﬂarﬁniybmalns that can
FcgR 19. The nethod of claim_ 16 wherein sai

be usedduvotaimenbodimentriithg mvatos inclhde Dat @8 noﬁbmllt%@ frekarpg and C-
gammaglf @glgjgirggslc%ibe&hﬁ (ﬁ{ngo L' %&733%'1% }lr P 'T?@ 215 N8 iiAhd those

atlen ess or the pepti de
describé® A0 BSBat@lflt Gl Sd8231<’;1307¢62tcht0c§ which ix derebp mcorp]iraediby ecference
test (MMIT) results in a rrean area. under t he curve for
herein intils efhrety. af hejhurpanizsdamntihedyl BAK eompIESCRANGNGeS from morg han one

class orngcgtgf % et(i%&fn \P%?ucuw gBﬁsj'téht gbfﬁafﬂ@ [ nﬁsz %Esn?eﬂ' | ffector functions

erage ose of ihsulin of said
is withipahé @dinaiynskik &sts abty The frmreevdrlhamd GDRLyeggmsl afa hehanizedantibody

t th
et S AP R e
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Caldascft ak) PrteinBng. \Aﬁége&i‘ﬁ GOBPYD. Morrares ahs Méﬂm%%ﬁ) 26 000),
r.eat toth
Baca em-?l Hel, Chel, 329@@%51 1 Sﬁ%srr -§7AR05% @)fg}lgi%ae? fﬁ’?f?%‘ﬁ% Bh& 9810):895 904
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f said patient is |less than
which is incorporated by reference herein in its entirety. Often framework residues in the

framework regions will be substituted with the corresponding residue from the CDR donor
antibody to alter, preferably improve, antigen binding. These framework substitutions are
identified by methods well known in the art, e.g., by modeling of the interactions of the CDR
and framework residues to identify framework residues important for antigen binding and
sequence comparison to identify unusual framework residues at particular positions. (See, e.g.,
Queen et al., U.S. Patent No. 5,585,089; and Riechmann et al., 1988, Nature 332:323, which are

incorporated herein by reference in their entireties.)
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32. The nethod of claim 20, wherein twelve nonths
after said treatnent the Cpeptide response of said
woabozantosto a MMIT decreases by no nore than 10@4/US2006/027386
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in suchcﬁb@@ss‘fozﬁ%ing@f% Me{lg%{ﬁ% eﬁgﬁ%rgpﬁ%{hé %{%ﬂgcﬁwl (r?u‘%% rﬁ?é’b’%?lf@f%ﬁde
encodilgga %‘gfaﬁ@?ﬁd%a ré :skgéjmgltad ¢lofl MehillyZynMegr&l Sligonuéleotides (e.g., as

Ises adm nistration of doses of said
describad i Kotyeiaret ab, 1994eBioTachidqesideddt whish daljesebyincorppgated by

met hod of claim16,. erein.sajd treat LS
refereng@ RIS B AETGOB WHS AT 0P SIPH oS DR bR pArepcE
oligom:ilé;l%d.gs @&Rﬁﬁﬁ?ﬂ)hﬁ%ng Y the sé@uenddendvdingabe aftibokdg) mntding and
erein said treatment conprises adm nistrat L‘ion 01 des b
ligatingl ofthesabligoaideativies rodyharemplifipstien phika lizated Qgerpcigpades by
days. 47. The nethod of claiml1 or 2, wherein said
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[oozmni LbOQNerﬁaiV@g/, bBmbtlastide anodiag ah bmibodgysay bksgenFated from
me

od of claim 16, wherein said treatnent, conprises ..
nucleicuahid frowt # aitabls serrcgioesclofe RfAnNiaR fPHEIE #6il SEOfHgRE particular

L
encodidl gesinefumgldbulin hiaydechemicaly mpnthesized or abieined dtam pgeitable source
(e.g, a(rjl%tsibody cDNA library, or a cDNA library generated from, or nucleic acid, preferably
poly A+ RNA, isolated from, any tissue or cells expressing the antibody, such as hybridoma
cells selected to express an antibody of the invention) by PCR amplification using synthetic
primers hybridizable to the 3* and 5° ends of the sequence or by cloning using an

oligonucleotide probe specific for the particular gene sequence to identify, e.g., a cDNA clone
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50. The nethod of claim 16, wherein said treatnent
conpri ses a dosage regi men conprising doses of
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techniques, synthetic techniques, and in vivo genetic recombination. (See, for example, the

techniques described in Sambrook et al., 1990, Molecular Cloning, A Laboratory Manual, 2d
Ed., Cold Spring Harbor Laboratory, Cold Spring Harbor, NY and Ausubel et al. eds., 1998,
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76. The nmethod of claim75, wherein said adm nistering
is intravenous and provi ded over a period of at | east
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etal., lg\%fﬁg/l‘é% . Sdlgz 2 ?e%&?%p\gh&ﬂ 1s<}§e§&ﬁf 191@’01'5&%% U:yeh%fe%@e ‘h@lrcm in its

<211> 107 <212>"PRT <21

entirety\f ti fi cial Sequence

[00279] A variety of host-expression vector systems may be utilized to express the
molecules identified by the methods of the invention. Such host-expression systems represent
vehicles by which the coding sequences of the molecules of the invention may be produced and
subsequently purified, but also represent cells which may, when transformed or transfected with
the appropriate nucleotide coding sequences, express the molecules of the invention in situ.
These include, but are not limited to, microorganisms such as bacteria (e.g., E. coli and B.
subtilis) transformed with recombinant bacteriophage DNA, plasmid DNA or cosmid DNA
expression vectors containing coding sequences for the molecules identified by the methods of
the invention; yeast (e.g., Saccharomyces Pichia) transformed with recombinant yeast
expression vectors containing sequences encoding the molecules identified by the methods of
the invention; insect cell systems infected with recombinant virus expression vectors (e.g.,
baculovirus) containing the sequences encoding the molecules identified by the methods of the
invention; plant cell systems infected with recombinant virus expression vectors (e.g.,
cauliflower mosaic virus (CaMV) and tobacco mosaic virus (TMV) or transformed with
recombinant plasmid expression vectors (e.g., Ti plasmid) containing sequences encoding the
molecules identified by the methods of the invention; or mammalian cell systems (e.g., COS,
CHO, BHK, 293, 293T, 3T3 cells, lymphotic cells (see U.S. 5,807,715), Per C.6 cells (human

retinal cells developed by Crucell) harboring recombinant expression constructs containing
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<220> <223> huneni zed |ight chain Okt3vl variable
reglon <400> 1 An lie Val Leu Thr GAn Ser Pro Ala lie

" - WOi ,,gy&am“\lxa Ser‘ Pro Ay 1 5 10 15 G u Lys Val pCiushme/027386
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from malrplﬁla 1ﬁu£v1§4%}Fs ng ,4%; ﬁ%&@ %‘ép‘l-lo-{ér tﬁ (/aé:> alV%ﬁ %Eﬁ >})romote:r).

[002807va! Pfrpoae‘le%aﬂy%teﬁﬁea ﬁﬁlﬂb@ﬂ d/f e§§1¥es§&1 5&’[&@ n@y}be&@.ﬁzaﬁtgeously
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compositiths o848 EntfHoHyf\l'détoaé whil iereteths Bﬂﬁ%sﬁﬁlﬂingh Ighitls Gﬁﬁlsron protein
vari abl e domain from REl <400> 2

productethat srerremlily posifiedsaay|be desjsgbla %ucéevlec‘sgg 1n@,19e, b':@ arfémi lmited, to
the E. cA.IS %x@e%&?ﬂreﬁg}q 59%8-&%!:'@%?[ éﬁa Rody, Erged S '1‘7@@ Rivﬂlé}?ls hereby

Tyr Gn Gn Thr Pro
1ncorpo§£ltyd by/ ﬁef&bﬂceﬁfeﬁanh.)t&tslﬁmréig)g 1M1c$5hd@1tﬂ:@d$ryodl@ geqalence may be

ligated ggilxgéua%é(hg%tpee %g;ﬁ)lr?gw. \é%héglefzﬁsf ﬁ;ﬂcﬁ{lgﬁeegloﬁﬁ%ethat a éélron protein
is prod@%ﬁ ﬂ{@uv gcﬁ]s ﬁﬂl}gg&’rc Thu é@ @%S%CZQ?%CQSQ{%SBQ%_Wl -IM09; Van Heeke
& schualee 1GR9, JGlelG?lyenmA 5_59§ -3569, €&ch oﬁwblchﬁ; hexglyy mggrgﬁgé

reference herein in its entirety); and the like. pGEX vectors may also be used to express foreign
polypeptides as fusion proteins with glutathione S-transferase (GST). In general, such fusion
proteins are soluble and can easily be purified from lysed cells by adsorption and binding to a
matrix glutathione-agarose beads followed by elution in the presence of free gluta-thione. The
pGEX vectors are designed to include thrombin or factor Xa protease cleavage sites so that the
cloned target gene product can be released from the GST moiety.

[00281] In an insect system, Autographa californica nuclear polyhedrosis virus (AcNPV)
is used as a vector to express foreign genes. The virus grows in Spodoptera Sfrugiperda cells.
The antibody coding sequence may be cloned individually into non-essential regions (e.g., the
polyhedrin gene) of the virus and placed under control of an AcNPV promoter (e.g., the
polyhedrin promoter).

[00282] In mammalian host cells, a number of viral-based expression systems may be
utilized. Tn cases where an adenovirus is used as an expression vector, the antibody coding
sequence of interest may be ligated to an adenovirus transcription/translation control complex,
e.g., the late promoter and tripartite leader sequence. This chimeric gene may then be inserted in
the adenovirus genome by iz vitro or in vivo recombination. Insertion in a non-essential region
of the viral genome (e.g., region E1 or E3) will result in a recombinant virus that is viable and
capable of expressing the immunoglobulin molecule in infected hosts (e.g., see Logan & Shenk,
1984, Proc. Natl. Acad. Sci. USA 81:355-359, which is hereby incorporated by reference herein
in its entirety). Specific initiation signals may also be required for efficient translation of
inserted antibody coding sequences. These signals include the ATG initiation codon and
adjacent sequences. Furthermore, the initiation codon must be in phase with the reading frame

of the desired coding sequence to ensure translation of the entire insert. These exogenous
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<210> 3 <211> 107 <212> PRT <213> Artificial Sequence
<220> <223> gLA -light chain variable donmain of a

AL ; md Okt 3|vj <400> 3 Asp He G n Mt Thr €cwuSe06/027386
ransla{ti eﬁ’ BanSisheialdid Seitiaioraccdeons sam be@fiya viaritylq origings pothmngtural and

synthetigp {l‘hQ Q{fggengb I%W%swnmy% ?P%e ] %§%§{r’c§e o@onﬂ? agﬂ_ ﬂmate

t dh Bl HyghsdNptiontett
ranscn}% %ﬂ‘lﬁn%‘? ehﬁsﬂts rro SSeI? i Arg Pﬁgférsss‘ré@ éEB& ]gg?feg gzyasi 511980 Methods

in Enzy;@my 1586 1@49 Whmch islprebyrinqrporpled bmpfem@e bareindggyits IP@HretY)

o229 ) SRt 5 e g on o

the 1nseﬁedﬂ s@uﬁnc-@ﬁ rorln&difi Zpi\odds@s'ﬂliﬂ gohe @rddiat ihGbe sRtlite fa.shlon
11> 107 <212> PRT <213> Artifici al Sequeni:e <2
desired. <SQ<31>1ng4iltﬁcaﬂl¢n§K€ gc BhicasWationa prdrigssssing (66§ eﬂm‘ggﬁ ngr&tem

ot A B Gy B et o
characteridic @48 s ﬁe“dn@c}ﬁﬁfsnﬁe"br iBe poéf&tan&iatloﬂ'aylf prdvessimpandangdification of
Asn Trp rGInGInThrFroGI Lys Ala Prq Lys
protindTanl 14ne PRI ARDTOPsiaiss Fies S od siants oy e gnsure the
correct m%dlfp cra801§§1r1d ﬁrogef Hl% oP8ie i@re)fgrﬁﬁfoteln expressed. To this end, eukaryotlc
host cells which possess the cellular machinery for proper processing of the primary transcript,
glycosylation, and phosphorylation of the gene product may be used. Such mammalian host
cells include but are not limited to CHO, VERY, BHK, Hela, COS, MDCK, 293, 293T, 313,
WI38, BT483, Hs578T, HTB2, BT20 and T47D, CRL7030 and Hs578Bst.
[00284] For long-term, high-yield production of recombinant proteins, stable expression
is preferred. For example, cell lines which stably express an antibody of the invention may be
engineered. Rather than using expression vectors which contain viral origins of replication, host
cells can be transformed with DNA controlled by appropriate expression control elements (e.g.,
promoter, enhancer, sequences, transcription terminators, polyadenylation sites, efc.), and a
selectable marker. Following the introduction of the foreign DNA, engineered cells may be
allowed to grow for 1-2 days in an enriched media, and then are switched to a selective media.
The selectable marker in the recombinant plasmid confers resistance to the selection and allows
cells to stably integrate the plasmid into their chromosomes and grow to form foci which in turn
can be cloned and expanded into cell lines. This method may advantageously be used to
engineer cell lines which express the antibodies of the invention. Such engineered cell lines
may be particularly useful in screening and evaluation of compounds that interact directly or
indirectly with the antibodies of the invention.
[00285] A number of selection systems may be used, including but not limited to the
herpes simplex virus thymidine kinase (Wigler et al., 1977, Cell 11: 223), hypoxanthine-guanine
phosphoribosyltransferase (Szybalska & Szybalski, 1992, Proc. Natl. Acad. Sci. USA 48: 202),
and adenine phosphoribosyltransferase (Lowy et al., 1980, Cell 22: 817) genes can be employed
in tk-, hgprt- or aprt- cells, respectively. Also, antimetabolite resistance can be used as the basis
of selection for the following genes: dhft, which confers resistance to methotrexate (Wigler et
al., 1980, Proc. Natl. Acad. Sci. USA 77:357; O’Hare et al., 1981, Proc. Natl. Acad. Sci. USA
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descnb;:é 1y ugldoe al efls. Eé@%@u%%ﬁgfa?@?’mn%@ é%%@ﬁgjéé?hn Wiley &

Sons, P@‘{YaK}{@élefr M990 YherfeYiSasPerdid %{pﬁsﬁoﬁ\w LA¥ératyy MdRalAStckton Press,
s Leu Asp Tyr Trp Adn dy 100 105 110

NY; aﬁﬂ'mn Cﬁaptet‘_selﬁ argr 13y Rraggpli géal @5), 4994 CuwreapRrptocpisgn Human

e T A P BB, P O e 1
hygro, ¥eicHR {8 Fesfatahc Sty higdrymyeih (Vatertd er d21, 0983, Yrehe §0:147) (each of said

references is hereby incorporated by reference herein in its entirety).

[00286] The expression levels of an antibody of the invention can be increased by vector

amplification (for a review, see Bebbington and Hentschel, The use of vectors based on gene

amplification for the expression of cloned genes in mammalian cells in DNA cloning, Vol. 3

(Academic Press, New York, 1987) (which is hereby incorporated by reference herein in its
entirety). When a marker in the vector system expressing an antibody is amplifiable, increase in
the level of inhibitor present in culture of host cell will increase the number of copies of the
marker gene. Since the amplified region is associated with the nucleotide sequence of the
antibody, production of the antibody will also increase (Crouse et al., 1983, Mol. Cell. Biol.
3:257).

[00287] The host cell may be co-transfected with two expression vectors of the invention,
the first vector encoding a heavy chain derived polypeptide and the second vector encoding a
light chain derived polypeptide. The two vectors may contain identical selectable markers
which enable equal expression of heavy and light chain polypeptides. Alternatively, a single
vector may be used which encodes both heavy and light chain polypeptides. In such situations,
the light chain should be placed before the heavy chain to avoid an excess of toxic free heavy
chain (Proudfoot, 1986, Nature 322:52; Kohler, 1980, Proc. Natl. Acad. Sci. USA 77:2197, each
of which is hereby incorporated by reference herein in its entirety). The coding sequences for
the heavy and light chains may comprise cDNA or genomic DNA.

[00288] Once a molecule of the invention (j.e., antibodies) has been recombinantly
expressed, it may be purified by any method known in the art for purification of polypeptides or
antibodies, for example, by chromatography (e.g., ion exchange, affinity, particularly by affinity

for the specific antigen after Protein A, and sizing column chromatography), centrifugation,
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15 10 15 Ser Leu Arg Leu Ser Cys Ser Ser Ser Ay Phe

lie Phe Ser Ser Tyr 20 25 30 Ala Met Tyr Trp Val Arg

VOL2007Al0806#Pr 0 O v Leu Gu Trp Val 35 40prdD/uAb@6/027386
dlffeﬁéﬁfﬁél&diubaItir;qx b%@y/&ﬂ;ﬁr aapd@é rtecbsmuafw thg purifjqatinn of pelypeptides or

Ser Val 50 55 60 Lys Gy Arg Phe Thr lie Ser Arg Asp
antibodig&n Ser Lys Asn Thr Leu Phe 65 70 75 80 Leu G n Met

Asp Ser Leu Arg Pro Qu Asp Thr Gy Val Tyr Phe Cys 85

90 95_Al Gy Gy Hs Gy Phe Cys Ser Ser Al a

er 00 105 110 Pro Asp Tyr Trp Gy Qn
hr Pro_Val Thr Val Ser Ser 20 125, <210>

[00289]<211>Th<159 Sklilféin&R Mylreoqanize; o é“e‘iﬁf&éﬁ%’@’%ﬁb&m more than

Bhdaherd Bﬂt!lﬁ@"hhx?eﬁﬁ
routine SARH AR Cl\alert ol BPYRofRBIKdARhrs bt v Gy Gy
descnbééﬁﬁerélﬁl Sfﬂzmeq'ﬂ‘imlﬁttymgeﬂdeﬁ td be tBcoBepasied byAhg f@wlwﬂlalms

[00290]Thr N&ll Y gca%%és 3 Yenjﬁgaéld@a% g? 5 lxg?tgong n}{%ﬁecé% s éQmﬁcatlon

&ntd tBe cifldat Mh@ﬁ@n@éitep&rﬂ 1ﬁa¢h
arehere?‘mcgﬁﬁ’%mﬁdb 1'%ﬁ&ﬂr%lsn Gn Lyps%lPhg 50 55 60 Lys Asp

1nd1v1d19-ﬂ @umhnaubn,qaa&at orpagentapplivatiossias pesifaHy HLdéY}dm%bf le@wated to
18 n Met Asp Ser Leu Arg Pro Ju Asp Thr
be1nco®0§,at%lerwr RETEE 85 90 95 Ala Arg Tyr Tyr Asp Asp

Hs Tyr Cys Leu Asp Tyr Trp Ay Gn Gy 100 105 110
Thr Pro Val Thr Val Ser Ser
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115 <210> 8 <211> 119 <212> PRT <213> Artifici al
Sequence <220> <223> gHA - heavy chain variabl e donain
woho@/dogsani zed Okt 3vh <400> 8 G n Val G n LeuPyalusedos/27386
Eer Ery (LSIy gy Val Val Gdn Pro Gy Arg 1 5 10 15 Ser
eu eu Ser Cys Lys Ala Ser Gy Tyr Thr Phe Thr
WHATMQLN%I@ 25 30 Thr Met His Trp Val Arg Gn Ala Pro

Gy Lixsnéthyd bftueaBing afi mptoimmuBs digorddsoGimelibyating the sgmptoms

therof 6 DG AR o s gt edihbrpe i tag P opp bty o

a1 flefre& A
onpeftafe . B8y 75, o oo o

bmdmngy mt IEyst oAs ﬁcch thakiias amibodgywith & wilddpperye dampingvereinsaid
100 105 110 Thr Pro Val Thr Val Ser Ser 115 <210>
adm1n1s§ra\g/grilie§ul 5 Bimal IBEEIY 135 Artificial Sequence <220>

5223> AQHEho &) 8 M ¥Yat i ainutbikinaBe alsdmwbnaméllaammus aptoms
Gkt 3vh<400> 9 @ n \Ig/al Gn Leu Val dn Ser ?1 »
@é]?énta

thereof itad pAtient @ me@rtber@fysw grethog csz@lpmSmS@flmE@ﬁFewggt%%tﬁ

therape%?allwffeﬁl & Se Xﬁ’u-é@)@ aﬁpﬁo% ‘@a@ a{)éﬁsté@)"//g%ggi&d

binding®h Wt [Bas ode @cyR than an antlbody with a wild type Fc domain, wherein said
administration reduces the symptoms of cytokine release syndrome relative to an equivalent

administration of murine OKT3.

3. The method of claim 1 or 2 wherein said antibody does not detectably bind to
any FeyR. ‘

4, The method of claim 1 or 2, wherein said antibody has at least 50% reduced
binding to Clq.

5. The method of claim 1 or 2, wherein said antibody does not detectably bind to
any complement related receptors.

6. The method of claim 1 or 2, wherein said antibody does not detectably bind to
Clgq.

7. The method of claim 1 or 2, wherein six months after said administration, said

patient requires no increase in adjunctive therapy to manage said autoimmune disorder.

8. The method of claim 1 or 2, wherein said patient is in the early stages of said
autoimmune disease.

9. The method of claim 1 or 2, wherein said anti-CD3 antibody is chimeric or
humanized.

10.  The method of claim 9, wherein said antibody is a humanized or chimerized
version of OKT3, Leu-4, 500A2, CLB-T3/3, M291, YTH 12.5 or BMA030.

11.  The method of claim 9, wherein said antibody is aglycosylated.

12.  The method of claim 10, wherein said antibody is aglycosylated.

13.  The method of claim 9, wherein said antibody comprises an Fc domain having
an amino acid modification, wherein said modified Fc domain does not bind any FeyR.

14.  The method of claim 10, whetein said antibody comprises an Fc domain

having an amino acid modification, wherein said modified Fc domain does not bind any FcyR.
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35 40 45 Gy Tyr He Asn Pro Ser Arg Gy Tyr Thr Asn

Tyr Asn G n Lys Val 50 55 60 Lys Asp Arg Phe Thr H e
wano7Angpehsp Asn Ser Lys Asn Thr Ala Phe 65 70P¢%/180006/027386

Leu G n Met Asp Ser Leu Arg Pro Gu Asp Thr Ay Val

Tyr  Phge f¥mo8df 9Rird 34 ABerfinGailldntibydy AIRnASRHICK T3 ala-ala.

Cys Leu Asp Tyr Trp Gy Gn Ay 100 105 H O Thr Pro

V&l Thhe mgthogef clgim 110172, wheein sail agqimmerodisgrderss e 1

. <213> Artificia eque < > A i :
ciabeted, gistastre ool G RS TR ARG Bl B R B0y ggsrative
colitis, &fbIMt OUGALE GdulGsle gtlaios R efftciotm ok gangtagelagation, or graft vs.

"ctacaggt gt ccactccgac 60 atccagatga cccagtctcc
host disgasst(£x tctgcttctg tcggagacag agtcacaatc 120
atg aSht t ; gcagac
Mot o EbB UGl TERA 16, ARl AR PR fikd
agoct Tge hietmdadapimnds, whetkagaid mtibddy tahpgies ah d'c domain

.gctctggaac agactacaca_ ttcacaatct, ctictctcca acctgaggac
compriSian i PrEAMOACK DO YBEH otk 41 HOTED BYCRSREeN Y c domdih does
notbin{lﬁl?fﬁtch.gg acagggaaca 360 aagctgcaga tcacaagaac

gt'g

gcggcg ccgtctgtct tcatcttccc gccatctgat 420
gagcafht getimdtafchgads wipreinstigtautogmymge disgeder ifabitngacdiabetes.

R L e e IS
patient AYLAGRYL RV OGARAOCRPEIL ASPEEE LE Said pALHAGLE Inigsac@edl golgance
600 aaagcagact acgagaaaca caaagtctac gcctgcgaa

test (MMERIOaesalts an gygee axgagodeshe ewye gh%léllf@ééé@ﬁg&f?at least 100

mol/mjaacaggggfa gagtgttag 699 <210> 11 <211> 232 <212> PRT
p 213> Artificial Sequence <220> <223> Anino acid

e quUehe n@fthdde cldightto, eihaiein sik nfonths after said treatment the average

daily dose of insulin of said patient increases by no more than 30 U/kg/day relative to the pre-

treatment average daily dose.

22.  The method of claim 19, wherein six months after said treatment the average
daily dose of insulin of said patient increases by no more than 10 Ul/kg/day relative to the pre-
treatment average daily dose.

23.  The method of claim 19, wherein six months after said treatment the average
daily dose of insulin of said patient has not increased relative to the pre-treatment average
daily dose.

24.  The method of claim 19, wherein six months after said treatment said patient
requires an average daily dose of insulin of no more than 0.5 Ulkg/day.

25.  The method of claim 19, wherein six months after said treatment said patient
requires an average daily dose of insulin of no more than 0.2 U/kg/day.

26. The method of claim 19, wherein six months after said treatment the HAlc of
said patient is less than 7.5%.

27. The method of claim 19, wherein twelve months after said treatment the HAlc
of said patient is less than 7.5%.

28. The method of claim 19, wherein twelve months after said treatment the C-
peptide response of said patient to a MMTT decreases by no more than 10% relative to the

pre-treatment response.
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humani zed OKT3 <400> 11 Met Gy Trp Ser Cys He He

Leu Phe Leu Val Ala Thr Ala Thr Ay 1 5 10 15 Val H s
wano7Aepel e G n Met Thr A n Ser Pro Ser Ser LegT®msR006/027386

Ala 20 25 30 Ser Val Gy Asp Arg Val Thr He Thr Cys

?f é‘ll" fle é%fho & cl ?ﬁﬁ lya\kfhe'}ém‘l@eﬂé nefthsiofter N tR&ieht the C-

Ala Pro Lys Arg 50 55
peptide g@sﬁomsehbf eaﬂimatlé:stﬂo IMMSEE rdeﬂmsﬁéﬂ &l raor8dhanGl % relativeoghe
er Phe 65 70 75 80 Ser Ay Ser Gy Ser Ay Thr

Pre'tfea%ﬁltfﬁs%oﬁ?ﬁ Phe Thr He Ser Ser Leu 85 90 95 G n Pro

§9.U A3Re Hlethodl (ﬁ clHih ZEzﬁrh&Hn &Y fhofdR afbiNsald Reab@entIae HAlc of
Asn 100 105 H O Pro e Thr Phe Ay G n Gy Thr Lys

said patiemtiisGess thhre7.3%. Arg Thr Val 115 120 125 Ala Ala Pro

?ﬁ{, %g ﬁ@ogeq% gll'sle} Zﬁg\?vhﬁl% tgr%[v (?nt@a%:’ﬁ %&dhﬁ;ﬂmﬁ%ﬁ the HAlc

ofsaidéﬁ{énﬁfsqefhﬁaanyS%Pro Arg 145 150 155 160 Qu Ala Lys

An Tr Val Asp Asn Ala L A n_ Ser
335 17be mbﬂl@gcrf clgin 76 Whessin wslvernentty gﬁ@%ﬁld&%"@%ﬁ the C-

peptide Eésd?o ef oIS gld 1ent|_t¥r l\iﬁfTTlé&r%a bégﬁb B t[;?ﬁ%g 1@3361-{Ne to the

pre-trea%&@ntéreﬁ)og@d \T/yulr Alha Cys G u Val Thr H| s Gn Gy Leu

er Ser roaTr2102152 h

@By Gilige ayeghorbaf oy Apvbeiciiveberb oD s SRR the C-
peptlde & %ﬁséatgit §a d ?%%h%@%%@ﬁlﬁidé@%?s By2Romobdihhe 844 @Ritive to the

uence o eavy chain of a
pre—treatment response.
34.  The method of claim 1 or 2, wherein said treatment comprises administration

of doses of said antibody on at least 4 consecutive days.

35.  The method of claim 1 or 2, wherein said treatment comprises administration
of doses of said antibody on at least 5 consecutive days.

36.  The method of claim 1 or 2, wherein said treatment comprises administration
of doses of said antibody on at least 6 consecutive days.

37.  The method of claim 1 or 2, wherein said treatment comprises administration
of doses of said antibody on at least 7 consecutive days.

38.  The method of claim 1 or 2, wherein said treatment comprises administration
of doses of said antibody on at least 8 consecutive days.

39.  The method of claim 1 or 2, wherein said treatment comprises administration
of doses of said antibody on at least 9 consecutive days.

40.  The method of claim 1 or 2, wherein said treatment comprises administration
of doses of said antibody on at least 10 consecutive days.

41.  The method of claim 1 or 2, wherein said treatment comprises administration
of doses of said antibody on at least 11 consecutive days.

42.  The method of claim 1 or 2, wherein said treatment comprises administration
of doses of said antibody on no more than 11 consecutive days.

43.  The method of claim 1 or 2, wherein said treatment comprises administration

of doses of said antibody on no more than 10 consecutive days.
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humani zed OKT3 <400> 12 at gggatgga gct gt at cat

cctcttcttg gtagcaacag ctacaggtgt ccactcccag 60
wokb@ageicgg t gcagt ct gg aggaggagt c gtccagcct g gaaeygisc@sin2?7386

gagactgtct 120 tgtaaggctt ctggatacac cttcactaga

{f‘ ¢ agﬁg%rggthﬁg b ?lgfn‘f 2%r 3CRHGEISE1d t}é@m&ﬁ%%ﬁ%gig%cadministration

cga ggat acatt aatcctagca gaggttatac taactacaat
of dose2ARaidapabedyt ganageecthgadiconmcatatetdays. agagacaat t

ctaa t [ 300 cag.
453 ag gﬁ@aea‘ggthgg gé ?]@;:ngzl g’ Wh%r@gggﬁg%%%%}t gg%ﬁ?e%%égﬁnistration of
&meso%%&fﬁﬁ%@%%og§8hﬂﬂéﬂkﬁ}&&ﬁgﬁﬂﬁﬁ9&%@9taCCCng t caccgt gag

cagc accaagggcc catcggtctt ccccctggcea
46;ct cThemathad aficlatntlé, whggngeiddtearsent gomgtisestaggninistration of

ctgcc t caaggactac ,jtccccgaag cggtgacggt gtcgtggaac
doses o‘%&?ﬁ%@%ﬁ%@&@&%&ﬁ@@&&é@ S%c&ﬁﬁ%gacygtc ttcccgggtgg %9

i ct aRILCiol GRIBRA 1 orOOVhbRE BT kréAmesP@aBes administration

gaccgtgccc tccagcagct tgggcaccca gacctacatc 660

of doses g%’gbagitﬁ??d%bg a? atag@ di:oéqwa?@a&e §gt ggaca agaaagttga
aaa C ’ e

gg’ag Cig%{n&thgéé)é 8%&%35’ %rg%lcsa?igtgé‘a%gnt;ct%gr@;ﬁg%% %;fmmstratmn of

doses ogﬁ%&gtgg{éﬁg otﬁ%%ﬁ&@t@l%h AeaRéativgdajsct cccggac ccct gaggtc
t

te.aagihe g@%@%ggtc g@ﬂgo%&(g; @/hgégg%@g%g%m%gﬁ% o ?sggadministration
of doses IFEARYAGA 1820GE0CA0G, AadAgCAtFe gARCAgCacy 960

t B g J

cagcgtcct caccgtcctg cdccaggact ggctgaatgg
6029079t arthdd2d chagt 1gc ahggin eidtreanast @yuristte desage regimen

.gcccccat cg agaaaaccat ct.ccgaagcec, 1080 . aa G .
comprigioe gergaat DoiReaRe FgrRE 2 600 greeey R L LESERE M RAC tays ofsaid
dosage%élé:hglegagaaccagg t cagcctgac ctgcctggtc aaaggcttct

ccagcga catcgccgtg 1200 gagt gggaga gcaat gggca
§¢ c ggataactizacdlatzngd, ehasirsicdosege RGeS 41%@9 or less.

oo BE A e ShERIP SRR Shr iag 08 Asapensed
3a99C HGL GGtREPCIART 50, 6eBERgadgoshg8 teghgerisad days or less.

tgtctccggg taaatg?a 1407 <210> 13 <211>,468_<271 > PR'lr
$213> Themidthad of cldanifb ndereipsaid dagS seeRPh i A%ffyd or less.

quence of. t he. heav LA of i: .

el SRR, IRkt oo polppaipet sty
Aga ThiheGhathdd 5f AQNL50, Velerdih sai®dosa@t megimbn @& hdays @r {ass.
Gn Ser Ay dy Gy Vval Val G.n .20

57.  The méthod of claim 50, wherein said dosagg ?eg%r%en is 10 days or less.
58.  The method of claim 50, wherein said dosage regimen is 11 days or less.
59.  The method of claim 50, wherein said dosage regimen is 12 days or less.
60.  The method of claim 50, wherein said dosage regimen is 13 days or less.
61.  The method of claim 50, wherein said dosage regimen is 14 days or less.
62.  The method of claim 50, wherein the dose on day 1 is approximately 1.6
ng/kg, the dose on day 2 is approximately 3.2 ng/ke, the dose on day 3 is approximately 6.5
png/ke, the dose on day 4 is approximately 13 pg/kg, and the dose on subsequent days is
approximately 26 pg/kg.
63.  The method of claim 62, wherein said dosage regimen is 5 days or less.
64.  The method of claim 62, wherein said dosage regimen is 6 days or less.
65.  The method of claim 62, wherein said dosage regimen is 7 days or less.

66. The method of claim 62, wherein said dosage regimen is 8 days or less.
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Pro Gy Arg Ser Leu Arg Leu Ser Cys Lys Ala Ser @

Tyr Thr Phe 35 40 45 Thr Arg Tyr Thr Met His Trp Vgl
wong@gnehl a Pro Gy Lys Gy Leu 50 55 60 G u PCp/usc@e/027386

Gy Tyr I|e Asn Pro Ser Arg Gy Tyr Thr Asn Tyr Asn 65

¥
i@ gy bY Oy g RailiisdgBdediflon |4 9 B or .
Sﬂlie Iheﬂho@\bﬁclﬁ‘im@;‘lmhe@&p saikirdo@gp regimen 0910 d&ys ot dess.

61_9\5/:; Tl}liie mpﬁboq 92011@36Tyr @’19 @pﬁl r%pe5¥%1 %ﬁ‘ys‘ﬁﬁ h’ess_

. AcISRh 62 Whds theh
al Sﬁﬁ é\lg ¢ 6 Pr oh Séeq;{;l Sgg%ﬁoﬁf/gsé ré%r eTEér_)még?ySSﬁ%ess'
ess

Thike ﬁhéfhod 5ec1a55 62.00hexpia spidalosege regipnenyis 13 daysval

a.y

':E%f Affge mgﬁo@;g clgn(,g g\gh%élﬁ Yol Thr rggw%}?? 11’&%’&{%'1658.

?ﬁhe PiRe ﬂ'l%@ioa 3P 011139 1”k 3, Mﬁérei-rﬁéélcﬁréhtlﬁemt cOafprisksy/a malti-day
Ser Leu Ser Ser Val Val Thr 195 200 205 Val  Pro

dosage ﬁg[mﬁem vieich, loaat Bagt e firstday qﬁ%lmultl fay @%?A&eﬂlf%] said

antlbodurssa(f is %e?d %ngugglge%%ippr 1%11%%11 1ST(§{€’[ Eefgt écg}ﬁésur%s%&ntervals
of at ledsV@h&'ﬂrs d;gaglngéggal%ﬁaﬂéé@tgﬂﬁo@ﬁs Pro Ala Pro Gu Al g
Ser Vi
Bho | b metiotpd clash 1In2, PeGreRIGREoE WBtDisFoe Sufti-dey

dosage Ee)ggm-rh ! ‘ﬁ@gh gnuat éaalst tﬁg rﬁr@ﬁﬁy é@éaﬂy glultiahy dssgd) ?églrﬁ&{ said

u Val Lys Phe Asn
antlbodg% addainishsed ol 1Mcr‘d@d1n@c&rt1ﬁ19§3at2ﬁ5rvﬁt$0>f‘€alea$ﬂl6ShQNS$a amn@prvals of

s Thr Lys Pro u dn Tyr Asn Ser Thr 305
at 1east§mug;19r ajJpferrgls Oﬁrﬁgle%fulz&l’é’f“%er Val Leu Thr Val Leu

|7|BS Gile A3holir gt ol 1ASD, wherein said administering is selected from the

group consisting of intravenous, intramuscular, subcutaneous or oral.

76.  The method of claim 75, wherein said administering is intravenous and
provided over a period of at least 30 minutes.

77. The method of claim 19, in which said administration is in combination with
administration of insulin.

78. The method of claim 1 or 2, in which said administration is in combination
with administration of an immunosuppressant.

79. The method of claim 19, in which said administration is in combination with
administration of exenatide.

80. The method of claim 19, in which said administration is in combination with
administration of pramlintide.

81.  The method of claim 1 or 2, in which said administering does not result in
EBV-induced lymphoproliferative diseases or lymphocyte counts less than 1000
lymphocytes/pl serum.

82. A method of producing a humanized anti~-CD3 antibody, said method
comprising:

(a) culturing CHO cells that have been transfected with the expression
vector pMGX 1303, or progeny thereof, in media under conditions suitable for

expression of said anti-CD3 antibody; and
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325 330 335 Ay Lys Gu Tyr

Lys Cys Lys Val Ser Asn

Lys Ala Leu Pro Ala Pro 340 345 350 lie G u Lys Thr
woi2e0788906kys Ala Lys Gy Gn Pro Arg Qu Pro GrpaoTA52006/027386
Leu Pro Pro Ser Arg Asp G u Leu

Thr As s Leu
val L@?Z 1%" e?in¥%dgm b0 ”%g’gdf%nﬁa fRmaly® S50
&95 4D Iﬁ?eﬂhoff bﬁclﬁinu 8Sewhefsin sﬁtl)ﬁntﬂ(ED?Pamft@IdM i@K TAgh (ala-ala).

360 365 Val

Tyr Lys Thr
Asp Ay Ser
Val Asp Lys
Cys Ser Val
His Tyr Thr
Pro Ay Lys

Tyr

Thr
Phe
Ser
435
A n
465

Thr

Pro
Phe
Arg

Lys

405 410 415

Leu Tyr Ser

Trp Gn An
440 445 Met Hi s

Ser

Leu Ser
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Pro Val Leu Asp Ser
Lys Leu Thr420 425 430
Ay Asn Val Phe Ser
Gu Ala Leu H's Asn
Leu 450 455 460 Ser



