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METHODS OF TREATI NG AUTO MVUNE AND | NFLAMVATORY

DI SEASES FI ELD OF THE I NVENTI ON Thi s invention rel ates
w@ewsngd7’sy to the use of CD3 nodul ators, such BGT/US2005/011767

anti-CD3 anti bodi es, to induce immunol ogi cal tol erance

and nodul ation of the inmune response for the

treat nent of autoi mmune di seases and/or inflammatory

di sorders. BACKGROUND OF THE | NVENTI ON The i nmrune

systemis highly conplex and tightly regulated, wth

many al ternative pathways capabl e of conpensati ng

deficiencies in other parts of the system There are

however occasi ons when the i mmune response becones a

cause of disease or other undesirable conditions if

activated. Such diseases or undesirable conditions

are, for exanple, autoi mune di seases, graft rejection
METHODS\OIP TREATING AUTOIMMUNB 2ONDOINFRAVIMASTORY

psoriasis, chronic infl RS sdi seases such as

atherosclerosis, and in annatlon in general. In these

cases and others i nvol vi ng i nappropriate or undesired

i nrune response, thdWEL) QF BHIINVENEION need f or

I mmunosuppr ession. Accordingly, there exists a need

f ' t {

| e aTRERh rSech0aly Bl B AT Bkl MR G
antibTdis, toNENT M@rnuitﬁegimi\ielmanmnd snodnletioh ofth¢ lremliegegpenseyfor the

Dd [ activity, |eads

ﬁ&mﬁgﬁéﬁgFQﬁ?t ?%§£%$LE&%$a %“ﬁﬁdggﬁggrat nodel for
clinical uveitis and a decrease in atherosclerotic
pl ague devel opnerBAGCKGROUNDWFTHEISEENTION Cl i ni ca
atherosclerosis Accordingly, the invention features

ods of eve nhibiti.ng i nfl ammti on
o e s e e helt Sl g s R ke ligineive
pathvg§8 edpablepf bc}hﬁlbﬁéﬁﬁgﬁcﬁﬂ&icibs adekhevmatth bhifie efstdnhl ETRkS S E Bowever
eItIS IS characteril

r educ vi sual cu
occasgiey PEIe il IPTBF AR Gst PRSTIRNe eI G iFouts % AteE N T4bfp conditions

if actWhicl € Q¥th diseases or undesirable conditions are, for example, autoimmune diseases,

graft rejection after transplantation, allergy to innocuous antigens, psoriasis, chronic
inflammatory diseases such as atherosclerosis, and inflammation in general. In these cases and
others involving inappropriate or undesired immune response, there is a clinical need for
immunosuppression.

Accordingly, there exists a need for compositions that can be used in the treatment of

immune-related diseases and/or disorders.
SUMMARY OF THE INVENTION

The invention is based on the discovery that a modulation of CD3 expression or activity,
leads to an inhibition of inflammation in a rat model for clinical uveitis and a decrease in
atherosclerotic plaque development in a mouse model for clinical atherosclerosis. Accordingly,
the invention features methods of preventing or inhibiting inflammation in a bodily tissue. An
inflamed tissue is characterized generally by redness, pain and swelling of the tissue. Uveitis is
characterized by reduced visual acuity, cells and turbidity (fibrin, denatured proteins) in vitreous
(posterior part of the eye) and anterior chamber. The tissue includes ocular tissue, e.g., uvea or
cardiac tissue, e.g., a vein, an artery, or a capillary.
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(posterior part of the eye) and anterior chanber. The
ti ssue includes ocular tissue, e.g., uvea or cardiac
WO e®soey75e. g., a vein, an artery, or a PCT/US2005/011767
capillary. I nflammuation is inhibited by exposing a cel
or tissue to a CD3 nodul ator in an anmount that |eads
to a reduction in the production of a proinflamatory
cytokine, an increase in an anti inflanmatory cytokine
or in an anount that |eads to i munol ogical tolerance.
The invention provides nethods of inhibiting the
formati on of atherosclerotic plaque by exposing a CD3
expressing cell to a CD3 nodul ator. Atherosclerotic

PlIAG8 dtfoni it EBY Stpeking Bakll MRs@ B dTDDhoRIAGUE an amount
associated with the arterral wall is reduced after

that l@ﬂwsw@lcﬁlen fHbe poduation of aprintlegpme ayiekingandpcgease in an anti-
inflarBXRBSH R of ffarGabuhiihibiRko ﬁﬁﬁm@@hda to‘ferﬁﬁh( cel |

that i § capabl e of expressing CD3 g., nphocyt e
s (J&h inyentgpnprevadias methpss pf @é}bptmgéh%\foamt@al Qiﬁﬁhﬁ’@SCFef@@F plaque by

expoélmsgea\lM C]é)?1 ?ﬁfrgs@m@lcgl?% £EDY mnllato‘ﬁl ﬁ{efbgélga%ﬁ% ﬁ%ﬂﬁe{}? inhitifeh kuch

ssue . uct s,
that theyampuntefgdasiue aﬁndatsqbwv@b the msaltwsé}sta eediieedzafier expbsureth the CD3

moduialt] Sen ngér) 24 to%ae%r% §1'c!}%sﬁ1jé % the %Iﬁ’»t Pﬁlﬁaﬁgr of becomi ng

at the cell or
t |’J§$L¢ell issng oeslt taaitle dapab]b k»f bmesﬁim Clﬁﬁ!dajgaa @mphﬁhﬁga swehlas a T-cell.
The ngﬁglt 1'@ ﬁ]%%%lalft%g ch eg g]g ltlgel bg & C %{338?}@ :?[11 g]ﬁlag}(f:%l% Xhe( ’F—bgll 1s within a
t1ssue\/b Er eolym@h nede Winyph. dudte dyinpht eéﬁsels anddpien.f Thd mHse&s AR idfherd

reve i.n | evi.at ] a t om of
issuq (i £ N84 Tt EPGE PGEDT PG aR et tha the cll o
tissueSiyl Eér@ardtdmgmﬁf Q8T mddulatdik TaE celeorisaRiinghndddted directly or indirectly
i nfl am utory di sorder and adm nistering to the subject

(e, yystepica gl 1s can Hod B8 05% €Vi&dnpound t hat

d qq{e%%ﬁﬁoﬂ i]ﬁ) fRXihfeE ﬁﬁzﬂféﬂs O prévehtivg dr)alieViatiddS syfddom of an
activities include T-cel] activation. ©Mthods of

inflarprpateryrispgder by Gleptifying afabicsFuEPEnE I Ok Gk of develoaingep
inflartRoFRAYr & Qﬁcﬁadxﬁlﬁﬂstéﬁﬁ% td 198 sBFRIPLD3 ntftluiardeD3

anti bodi es. nodul ators are adm ni stered al one or

i i\ €BABIadakalos s agompoakbipkdectsptes therprpraspina & aptivayoA CO5r CD3
DO PREE SR Hford rM&ﬁodé%?gleﬁﬁnh% ?aJeu %&x}aﬂéﬂ ﬁg‘%h%b{wn in

|sor5 For exanple nodul a dm ni st ered
the arjj €R3 wduhaw&l@ﬁ, dor examplat gnf- CD?n@Iéxbﬁ@p% @D&éﬂ@duleéors are

wani GBS0 6% S IVATIRE BN e

1mm1un$uppxelsmmxhugsalsd¢ ©dtsat an inflammatory disorder. For example, CD3 modulator

actlv%l

is administered with corticosteroid, a statin, interferon beta, a nonsteroidal anti-inflammatory
drugs (NSAIDs), methotrexate, Cyclosporin A or a disease-modifying anti-theumatic drugs
(DMARD:s).

The subject is a mammal such as human, mouse, rat, dog, cat, cow, horse, and pig. The
subject is suffering from or at risk of developing an inflammatory disorder. Inflammatory
disorders include cardiovascular inflammation, ocular inflammation, gastrointestinal
inflammation, hepatic inflammation, pulmonary inflammation, autoimmune disorders or
muscular inflammation. A subject suffering from or at risk of developing inflammatory disorder

is identified by methods known in the art, e.g., gross examination of tissue or detection of
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(DMARDs). The subject is a manmmal such as hunan,
nmouse, rat, dog, cat, cow, horse, and pig. The subject
wo 200899765 i ng fromor at risk of devel opi ng anPCT/US2005/011767

inflammatory disorder. Inflanmatory di sorders include

cardi ovascul ar i nfl anmati on, ocul ar inflammati on,

gastrointestinal inflanmtion, hepatic inflammtion,

pul nonary i nflammati on, autoi nmune di sorders or

muscul ar inflammati on. A subject suffering fromor at

ri sk of developing inflammatory disorder is identified

by nethods known in the art, e.g., gross exam nation

of tissue or detection ofinflammation associated in
1nﬂmﬁrh§tﬁ)ﬂ%ss%51a{%h9@gssu§¥ﬂm3m tdrﬁbf df %ﬁ?ﬁ Ay uﬂﬁ‘&dé%gm redness

pai n, redness and f the fected tiss
andSWJﬂln%sftb@ hf&mdéésm?efl ned all technical and scientific

{4 aﬂ‘éis gtm,gw%e& gkﬁéeb ggve%h%lzag gr;@ ritRR MQ pf3 hgggmya% Yhe same
meaning iag bortun oy undﬁemodjw doe IOﬁmgmaryﬁdhlhmugham’et\hludsthmdventmn

mat eri al,s sim,| ar ui.val ent t.o,th
belon%s rzgl?br? e hgdsuelsnél aten s(lemlparr é)(r: f:clluéval%Jljc 9({ t§g§ 5cn&e§ geﬁ%m can be
used iptiesEadtice byestingad thegmsmhhxennm, aichleanethodstaad inatesiald s

cri be b ow Al'l publications at ent : .
desmgﬁcgﬁl% 38 H?Ié*n%gnt APRCEH oSy Daysalse il ather refeenees msgtioned
hereil @& ﬁicBrp@fa@edl Hy&efemeai&mbnbammf EMmENEEast Bf doRMick, the present

nt.i ret I n the. case of anﬂl t he resent

specification, fnil udinesdetinitions, v fiatlaﬁsfhe weterials.gngthess, and,

exampediae i18RrathRRn{Be %ie&ioﬁmtéﬁﬁém%,lmﬁﬁﬁg exanpl es are
|IIustrat|ve only and are not_intended to be limting

wvésadwgawféh% yedionfvill he apnavedh frp@ﬁhwollpwwe

detaﬂ@cp&@E%nfaﬁ@%me follow ng detailed description and

clains. BRI EF DESCRI PTION OF THE FIGURES Figure 1 is a

graph depicting the clinical and histological effects

of anti-CD3 theBRHF DESCRIPTIN QF/BHE FIGURBSlel . Figure 2

is a graph depicting the inhibitory effect of anti-CD3

ao ;i %u?%y is g%r%}hfhcfeh]ﬁﬁﬁé &%Qfll{ljl(?aé %@&%lo%?c%?éﬁﬁ&%%g%%t EED% fﬂ%%aepy ina
rat uveitibioidelor y ef fect of anti-CD3 therapy on the

P I?F‘i:)g%.rre(:“ > issl aogr}aph depicting the inhibitory effect of anti-CD3 therapy on atherosclerotic

plaque development in the aortic root of mice.
Figure 3 is a graph depicting the inhibitory effect of anti-CD3 therapy on the progression

of established atherosclerotic lesions in mice,
DETAILED DESCRIPTION OF THE INVENTION

The invention is based in part on the discovery that a modulation of CD3 expression or
activity results in a reduced immune response and an anti-inflammatory effect. More
specifically, administration of an anti-CD3 antibody resulted in a reduction of signs and
symptoms associated with uveitis and a reduction of atherosclerotic plaque development.

CD3 is a complex of at least five membrane-bound polypeptides in mature T-
lymphocytes that are non-covalently associated with one another and with the T-cell receptor.

The CD3 complex includes the gamma, delta, epsilon, zeta, and eta chains (also referred to as
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of established atherosclerotic Iesions in mce.

DETAI LED DESCRI PTI ON OF THE | NVENTI ON The invention is
whawsem9t7ss part on the di scovery that a nodul at POIUS$005/011767
CD3 expression or activity results in a reduced i nmune

response and an anti-inflanmmtory effect. Mre

specifically, admnistration of an anti-CD3 anti body

resulted in a reduction of signs and synptons

associated with uveitis and a reduction of

at heroscl erotic plaque devel opnent. CD3 is a conpl ex

of at least five nenbrane-bound pol ypeptides in mature

Tl ynphocytes that are non-coval ently associated with
sobuiSf IO DOk oL £ Bt 04 CORRbAPIor BNt gtivaring
Slgnalétttathehﬁhonlgsmaf‘él@Tralerred to assubunl ts). V\hen antl gen

binds to the T-cell receptor, the CD3 conpl ex
CDS#{ogﬂé%i"ces the activating signals to the cytopl asm of

CD3 Mbdul ators A CD3 nodul ator refers to

an agent that nodul ates the expression or activity of

ClA3CDBynodukioh aifes td sh agedihat niddglaty eﬁtexpfe@dmi &@Sictivity of CD3. By

ncr.eases decrease or .neutralizes the e>ﬂ3 sion or
modul TG Jhe RG8 PTATIOISS IERaETH (Prams T ARLa Ze ee&%wﬁaoe or
actlwf}fcﬁ"l@ﬁw CA G@3@c€fv1%ﬁihélu@é’ét fo¥ @dahile, Shiddading d Tl activation signal. T-

activation is defined an increase in calcium

cell agfivation i definpd by @B incrpass mé‘éwnbme%tesi Freteggiar oG MiFegr|an increase in

cell swcé ?&@pt&% G&PLOS SRdy Qkanllﬂ}e 3-indr&se BF PPN Sotivatidn i em%&ad bya
T-cell ‘activation is characterized by a decrease of

decregsg|of P%]Wmnﬁﬂéﬂla'teé dntfageliutas 6CMA and of B2 regsatosin ItlLapzesence of the
comp&ﬁﬁl%gfnggu%d kda E@%b&h@é&‘?ﬁ@coﬂfﬁgﬁﬂ‘? Iﬁ@g@ﬁﬂgfj? séémteﬁ for

bsence of the conpou I ntrace
example.hyia eonpetitbve imywamphssay dyycintibasiop eraxitmipe aasmmmmgcrmlly

| |
B SRR LB T 13813, U AOTRIENS g i
to an He seeemidr ngibodsxsunip hethe B§56blattlépdu ning binding to an
y antd bod

CéBéDg gm%?&%l%{' ml%ﬁlélf:? g«% ex ]%Q argt?( aérrﬂplﬂee an@ies or % ts thereof

Optioaaityi, ﬂl@dn@@mr antlbexg'rm atsmglb kbie adti-COBtantibalyl ybispdetic anti-CD3
Loanti - ant.i bod In chai nti - ant i

aniv & PRt S % Py O Uit mh BB
antibaalyf thu’B3nduotd OB yictivilye Atainbidetly tHheantibodyds b uattialigng anti-CD3
antibo%?l,t t'h{lsgll:t)%‘educes CD3 activity.
Anti-CD3 antibodies are well known in the art. Exemplary anti~-CD3 antibodies include, but are
not limited to, OKT3, G4.18, 145-2C11, Leu4, HIT3a, BC3, SK7, SP34, RIV-9, and UCHT1.
Preferably, the anti-CD3 antibody binds the same epitopes as OKT3, G4.18, 145-2C11, Leud4,
HIT3a, BC3, SK7, SP34, RIV-9, and UCHT1. Preferably, the antibody has been humanized or

equinized as to reduce the host’s immune response to the antibody.

Those skilled in the art will recognize that it is possible to determine, without undue
experimentation, if an antibody has the same epitopes as anti-CD3 antibody OKT3, G4.18, 145-
2C11, Leu4, HIT3a, BC3, SK7, SP34, RIV-9, and UCHT1 by ascertaining whether the former
prevents the latter from binding to a CD3 antigen polypeptide or other T cell surface antigen
polypeptide. The CD3 antigen polypeptide is for example the CD3 epsilon polypeptide
complexed with another CD3 subunit polypeptide (e.g., gamma, delta, epsilon, zeta or eta
chains.) If the antibody being tested competes with an antibody of the invention, as shown by a
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anti body, thus, it induces CD3 activity.
Alternatively, the antibody is a neutralizing anti-CD3
wa@pdaosioedys thus, it reduces CD3 activity. AntiPCDBS2005/011767
anti bodies are well known in the art. Exenplary
anti-CD3 anti bodies include, but are not limted to,
OKT3, (4.18, 145-2Cl11, Leu4, H T3a, BC3, SK7, SP34,
RTV-9, and UCHTI. Preferably, the anti-CD3 anti body
bi nds the sane epitopes as OKT3, (4.18, 145-2Cl11,
Leu4, HI T3a, BC3, SK7, SP34, RTV-9, and UCHTI .
Preferably, the antibody has been humani zed or
equi ni zed as to reduce the host's i mMmune response to
. . B | e
decre%%%? Q]ﬂ{h'n? 89 Hied Sﬁ}gcfdg o‘cflﬁ{e C#nf Sel}llr)rllp rt}lééﬂqh a‘%ﬁ%dﬁ%ﬂﬁ)g&gﬂa e same, Or
a closebypelated;mpttqm dm,othef wap tcaddtarmumwm&sr Mmltibaduehas plet sppaficity of

an an@ﬂ th&ven d 41(1) %%t}g antég'ogi’y Im‘f) 101%" Witﬁ e
antlg?mglpgmda!on@‘ cmlile(irﬁ&e attigen bokypaitide Wﬁh@(ﬂﬁﬁl it helofrﬁftlly&éactive, and
r.om bi t ant.i tide or,other. T. .
then a4 e By inglesFegcn Aoy E AR Detsdedia F ybeed n s
abilitP®) btk CO8 or T deD bur@ca rmdlg%n b@p@‘ﬂae E3hd QHibLEG) W&staﬁs
co Iezibagll ﬂt_lw n her unij t olype tlde .
1@6&% tks %’33 £ Pasih eﬁaé%eao dionalpegiha |eplt<tmfespe°1ﬁcﬁy as

the ar@iBbiysTdNe RGOt €St ed conmpetes with an antl body of the
inventjon, as shown by adecrease in binding by the

arssiuBHPTem, thefgrm 'r'%lhw efers i nmpnoglopplinmolesdlas
ulﬂbﬁglc&lﬂ/ z{cﬂ% sdf ‘imﬁmﬁ&é?&ﬁhlﬂ (Irgﬂn@fe@ﬂes EQ 'dfngﬁe%ules tflllat contain

her” way determ ne whet her an anti
an anigradifding qﬂy ﬂ@rc spenifigpily biods/iromundieactsvidnen enfiges. Such antibodies
agﬁlh nyen Wi
mclu%golg&ﬁﬁg 2{1}&18&]?3&11 XI?Q%“ cﬁzﬁﬁ? ]5',,1,, ﬁ‘r% : %Iadgg-”?aa ﬁtagrnéﬁ@ and an Fy,
expregraonijuary| Befarphin thmmilbocii}t isiagullydrmeen|aptibasiyc BiyvspecHically bind” or

s A Bl AP 8 B0 B D R o of BLRL R A

of theblepidedtan8g<BlRAd dpesThoc slabt (s iadevitnithgenlypajtideept binls.at friich
t . ' ¥, bei n t ed S|nh|b|tedthen in all
1°Wef|a‘|§“éﬁfirk#6%8‘g H’ﬁ%g@e{%ﬁ Bné or functionally

edusivgal lendin, thaqotiemm pépcrtogq-j caclfdesi lany;/pmsnrt dttaﬂaerﬁﬂﬂanb@gble bf specific
t he inventi

bindife}p ap ang o B IR R ohe ot e oite T R elides any

proteﬁ%teﬁﬁnmrchpdbt&f @f)eckﬁﬁhiﬁtﬁ@ mbmhllnﬁluﬁd) globulialog TLdel $eceptor.
t hat an .anti gen binding site

EpltOPlﬁ gfteg]blg'&t}t? }rls(l}g]isf gpnﬁlﬁ,ﬂ:fé: St 1&% cql\grpmm molecules such
as am@{¥ dcig Br suPBEdIdeadhaind @ald @fially have specific three dimensional structural

characteristics, as well as specific charge characteristics. An antibody is said to specifically bind
an antigen when the dissociation constant is < 1 pM; preferably < 100 nM and most preferably <
10 nM.

As used herein, the terms "immunological binding," and "immunological binding
properties” refer to the non-covalent interactions of the type that occur between an
immunoglobulin molecule and an antigen for which the immunoglobulin is specific. The
strength, or affinity of immunological binding interactions can be expressed in terms of the
dissociation constant (K4) of the interaction, wherein a smaller K4 represents a greater affinity.
Immunological binding properties of selected polypeptides are quantified using methods well

known in the art. One such method entails measuring the rates of antigen-binding site/antigen
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i ncl ude, polyclonal, nonoclonal, chineric, single
chain, Fat Fab' and F(ab')2 fragnents, and an Fab
wexpsesssdn |ibrary. Preferably, the anti body PGI/ES2005/011767
fully human anti body. By "specifically bind" or
"immunoreacts with" is neant that the anti body reacts
Wi th one or note antigenic determ nants of the desired
antigen and does not react (i.e., bind) with other
pol ypepti des or binds at nmuch lower affinity (Kd > 10
5) with other polypeptides. As used herein, the term
"epi tope" includes any protein determ nant capabl e of
specific binding to an i munogl obulin, an scFv, or a

complbx $6ihlatib € SRIRTiRbeiatiohS whereil thR lr:it&ﬂl%peﬂd%' th!éj@cﬁlcé}ﬁﬁétlons of the
rotein determ nant capable of specific binding to an

comp1p CHPETRSES: the atfimtyf the.iptsractipn eehgemetrciapappsices that equally influence
the rag:qﬁ ?Bﬁpdﬂ@moﬁs UFst lbbﬂ] tﬁ@‘b?x' r§1{e cQﬁstzﬁlli‘e(m,s %«lj the afo 'réf@ constant"

surrace groupi ng S of es such as am no aci ds or
Korr) suryoer deéfrrmened Iba pﬂsula&mx qfélmanomenrraws gp@&nefapt@altrhtpeef association

and dfsié&Fa'ﬁ fl o&@%Nﬁttulf 1%8@'8 15 sa E:ngre !r%fr(]) ognﬁﬁf ﬁ%ﬂy ble sﬁ%c&nceﬂaﬁon

Speci |c charge ¢ aract
of all pa:ra&ptersl tfoi whdtddyto bfmldyaamdamqugletn tiwhiissotibtondiossat iKat ($xe,

generg{?yeﬁ ?1%% FV? 4<919é) % éodzplﬁré; 4%& ngﬂM an dﬁém dsy of the present

inventiorni®gaia k@gpecificallyi bt tog, CDzaqﬂtopea whetiht egiikitiunbbinding gonstant

.proper ef the n oval ent interactians
(Ko ip ﬁé%ﬁ@%frﬁbd 208 b porcmetraly s %Mo@qddmﬁ P’E?f“ﬁﬂ?liéchQPM to
about@HM; 3d§ RS Gy ds8dys WhthGh rddMichRABIAGEE ARSI 0R sinfilar assays known
specific. The strength, or affinity of imunol ogica
to thops skaliedgn thetar act i ons can be expressed in terms of the

digss Qgsh%ﬁlb %G&lﬂsﬁl@ Rhtitoly b @BE uivgﬁldn%lﬁ{ @ertQQ efFR&T fhdlion, so

a smal <J represents a greater af fini

asto mhmméh%@feéavenbssw@ﬂwgmbbw an {rpasing dhmyeg- @&qt%]cﬂlseases For
exam?lgl %’yﬁ(@fﬁ% L A6 (ﬁf EnHd %ﬁddﬁﬁe@lﬂnﬂd%gﬁ 1%555' qgéteﬁ’ﬁh ovdﬁr%qm%rohain

e such ent al | s”neasur| ng
disulfrdgtbesd fqnnamn ig s tsigiodi e bomedineti¢ @élhequhuwenﬁqumm bave

lmpm%géim r@aﬁagﬁo@ﬂa P 06 lﬂcrgggéso @érﬁaﬁ- aRd o .n?'? and

ncen I ons™ 0 e conplex partners, the A
antlbcmlﬁ/ deh@dﬁnﬁceﬂld&tQMXlatyc(AMe(Sae@apwﬁ altleFxp Madt 176:

1191 ?%l%’.@'aﬂé Eﬂcfpg umas ot f48’ ?%%0%532 idJﬁﬁ“ AR uve'T \3i antibody

can be arphicareti that Km:f@uab]ﬁrre genmﬂ@am}nmﬁy hwewahaméchtomp‘lemént lysis and

anck i e dee s S8 S P o3 riediSin t 2535 35"
I Antibodiés dépdrificdy mﬂh&eﬁ'nté?chmqmpﬁich ast af@ifiity chromatography using

protein A or protein G, which provide primarily the IgG fraction of immune serum.

-D

Subsequently, or alternatively, the specific antigen which is the target of the immunoglobulin
sought, or an epitope thereof, may be immobilized on a column to purify the immune specific
antibody by immunoaffinity chromatography. Purification of immunoglobulins is discussed, for
example, by D. Wilkinson (The Scientist, published by The Scientist, Inc., Philadelphia PA, Vol.
14, No. 8 (April 17, 2000), pp. 25-28).

Therapeutic Methods

Inflammation is inhibited by exposing, e.g., contacting a tissue or a CD3 expressing cell

with a CD3 modulator, e.g., an anti-CD3 antibody. A CD3 expressing cell is for example, a
6
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of all paraneters not related to affinity, and is
equal to the dissociation constant Kd. (See,
w@ewsngd7by, Davies et al. (1990) Annual Rev Bi BCHE82005/011767
59:439-473). An antibody of the present invention is
said to specifically bind to a CD3 epitope when the
equi | i brium bi nding constant (K<j) is <1 nM
preferably 100 nM nore preferably < 10 nM and nost
preferably < 100 pMto about 1 pM as neasured by
assays such as radioligand binding assays or simlar
assays known to those skilled in the art. It is
desirable to nodify the antibody of the invention wth
e t h
Iyt S RS ET bRt TR @y ThAPSIETe k1l and Th2)
and natmru:xﬂerrTebeaikSe disglies @a@@%eateﬂoncled@m@m@ywbﬁm@ e.g., an intestinal

e L L E

oculari tissidh é.g., irésgthe mhaﬂiﬁmdlyrmmlch ¢herdid, canheintdyistubus

.at . d t | 1
TR TR e e e
swelliagibf the &yatéietﬁ@ﬁdenmipamdl tb u kissue mat basaok béehyin CARRXCCvith b sm
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dual, Fc re%} ons_and can thereby have enhanc
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Anti bodies are purified by well-known techni ques, such

CD3 meduiatets graadminipieion ity it siicient b9 decesere (& 8o AnipbibpEg-n
1nﬂan§hat3\§]c%kﬂl% Qchﬂgﬂdﬁr 'mlﬂlﬁmﬁrﬁﬁoﬂyﬁbﬁcﬁd&% 4 Qﬁolﬁﬁe ﬂhmh'(ﬁi%es an

Subsequent | al ternativel t he specif
inflangpatpryeespasec i pre-i aﬁ@rg@ytobme w@dﬁmf«arr%gmﬂsumeﬂeulﬂn mw-1,

tumor%l%?x%lgﬁg factr é’f‘lQF? i tlﬂ Re.d bl 1'1319&0 Hﬁgé’m@%niﬂmi??bllokeﬁ?g a3Ha gMIP-1

unm to puri e | nmune ecrfic anti b
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or
e T Mo o BRSO Sl e
cytokima that reidheds anl Ia’libtnnat@;\xesp@ise Mﬂ:;re smgmﬁ&H(yApr anti-ifffammatory
0 25- T P ' .
cytokﬁnﬁ ﬁm%)ttotlgJ 1% By métga%%%ait r{g %{zt"blﬁgg %ésﬁon’yg gﬁr;rtggﬁatg ﬁ{etnl%ggﬁglé &egé]orfgé Anti-
inflanfchitoeptok st imgludefor example, the interleukin (IL)-1 receptor antagonist, TGFp,
1L-4, IL-6, IL-10, IL-11, and IL-13. Cytokines are detected for example in the serum, plasma or

the tissue. Cytokine production is measured by methods known in the art. For example,

cytokine production is determined using an immunoassay specific for a pro-inflammatory
cytokine or an anti-inflammatory cytokine.

An inflammatory response is evaluated morphologically by observing tissue damage,
localized redness, swelling of the affected area, cells and turbidity in the vitreous and anterior
chamber of the eye. Alternatively, an inflammatory response is evaluated by measuring c-
reactive protein, or IL-1 in the tissue, serum or plasma. A return to baseline white blood count
also indicates a decrease in inflammation.

Alternatively, the inflammation is reduced by exposing a tissue or a CD3 expressing cell
to a CD3 modulator in an amount to redistribute and/or eliminate the CD3-T cell receptor

complex or CD3 complex on the surface of a cell, e.g., a lymphocyte. For example, the CD3
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with a CD3 nodul ator, e.g., an anti-CD3 anti body. A
CD3 expressing cell is for exanple, alynphocyte such
w@g008/0997681 1. T cells include T cytotoxic cel|lBCT/US2005/011767
hel per cells (e.g., Thl and Th2) and natural killer
T-cells. Tissues to be treated include a
gastrointestinal tissue, e.g., an intestinal tissue, a
cardiac tissue, e.g., a vein, artery or capillary, a
pul monary tissue, a dermal tissue, an ocular tissue,
e.g., iris, the ciliary body, or the choroid, or a
hepatic tissue. Inhibition of inflammation can be
characterized by a reduction of redness, pain and
expre?s'\il% AeHri1 e)%]:)?etd%tht 4 €85 'lah% {na f’ égg“&dg}ﬁ‘@ﬁ’ s'.%.,s’l%}flﬁ:e the CD3
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gﬁgtenicallr._ modul ators are adm nistered in
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complex op drswirfage fpgell rsplisindnerpolegiea) Kpppsessivn mmuneftelﬁrance
Irmmﬁﬁﬁ?ﬁlesugﬁr@gsﬁihl 1§H1'é 'f'.ﬁluQé fodidunt 4 HFRFal RRGHASESHoh&GD Al antigens,
8, macr ophage | nflamatory
resultpxgon élemllenatwnmf ang w1 morle sahpha of 3 auseimanung disgrdet ¢ra depase in
Akt elgg}g{e%o%@ hﬂﬂa’iﬂl&bgﬁfr Eg%résgﬁoﬁ‘ﬁ %{3‘% Pﬁ‘“LQ; t%/ét gt@ggnth the
CD3 poddaot is gnthdpawna Mhiss, imfbeologicad suypprassiok nSrpartlcglady useful in treating
[ f I )
or ané%XJt% farégmﬂaﬂa of%tnaglgt% aﬁﬂ? trﬂ%glr%m %X ﬁtEa%ﬁ 2@%% M%F%ce is the
faﬂure tq:enqnmb amﬁlhmmmb@pysedypslkacrﬁe anagqmomdun@urthg allllcﬂtaaom bifone or
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withdraas amhas] nh;imﬁ&lb@@ﬂ&olkﬂ’aﬁéﬂ’is partithayeustful ﬁafeaﬁﬂgmlﬂlevlatmg a
BT T NN ) Ry
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The formation of atherosclerotic plaque on an artery, i.e. arterial wall, is reduced or

prevented by administering to a subject a CD3 modulator. Plaque is a combination of
cholesterol, other fatty materials, calcium, and blood components that accumulate within the
artery wall lining. A reduction of atherosclerotic plaque is defined by a decrease in luminal
narrowing, i.e., a widening of the lumen. Luminal width is measured by methods known in the
art, such as contrast angiography and Doppler velocity waveform analysis.

The methods are useful to alleviate the symptoms of a variety of inflammatory disorders
or autoimmune disorders. The inflammatory disorder is acute or chronic. Inflammatory

disorders include cardiovascular inflammation (e.g., atherosclerosis, stroke), gastrointestinal
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| ocal i zed redness, swelling of the affected area,
cells and turbidity in the vitreous and anteri or
webagioes7sdf the eye. Alternatively, an inflame€DUg2005/011767
response i s evaluated by neasuring creactive protein,
or IL-1 in the tissue, serumor plasma. Areturn to
baseline white bl ood count al so indicates a decrease
ininflammation. Alternatively, the inflamation is
reduced by exposing a tissue or a CD3 expressing cel
to a CD3 nodul ator in an anount to redistribute and/or
elimnate the CD3-T cell receptor conplex or CD3
conpl ex on the surface of a cell, e.g., a lynphocyte.
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sheuh3Sid BN BF RS sl By BRiR e e ARt vis Sedbiops  ora
mﬂaﬁﬁ@toﬂi@d?sdﬂ@@ﬂ( e fetotontls, ginbBieiti @l koridtitis); fahkﬁtr@@ﬁlantatlon (e.g.,
dul ator. Alternativel ﬁﬁééR@ contact of a cell with

alloggat or &pROBAStGICCH Y O SRR °Redi st ri bution and/ or

el Autbifdtuine disedsed i) 3or bxaple, ARREEd REMENITREE¥CY ByhdiBme
cell results in immunol ogi cal suppression

surrace
(AIDg, W Llﬁmfﬁevwa é‘iaéfh\‘f’éh 21 AHHRIFINES CemPone b Alenssia grralag ankplosing

spondyditik WnBpHioRpH¥RpiAtsy AdroR8, %ﬁilmmm@mgdlsmgbige htofdhthune hemolytic
antigens, resulting.in the alleviation of one or nore

anemad, appiRRInGhepatitis ABIRMYRRIEFSEF ¢iesaATEDY) suloimmang n
1ymph&ﬁolafelfaheéma:%% (AEPHP a&smhlmmm%@eé @Dgﬁ?gg; ?ﬂ%‘ Behcet’s

is reversible once treatnent with t

discagg, pHAVRVARSTTLGY IR PP ORGP Pt gue mimins
dysfBide SHIBL YCHTRY, Lhrdlh PSR, BBl bl BpiyAlln Gy (crPD),

cicatfi¢ighpe@phiedldseatibaggludinindisehsel, trgsteyndyome (hohmgndiseants ﬁbgos disease,
denn&tﬁﬁxg D5 Eub B, ERBH ltlélfs é’s@éﬂuﬁﬁﬂme& ﬁ@gé}%ﬁﬁ&e}nﬂl{ EBSm
At on of one o

fhror e an au
ﬁbromb'@msciéravm’ dizetbeceilisin-B anetsm;lmmé IIhaahimou:r’sythqums; schopaﬂnc

L I St e ——
deperatent datstes ilne]/l&@kjuv&mmnhrdmc Bthrtmn (Sl s cﬁsdﬁm),tJhE,ml& rheamhtoid
arthn%s }i\ﬁemeré s glsease, Mixod conndctie %ss%g tdl%éasg,rn%ﬂﬁﬁg sclerogis, myasthenia
gravis, pernacious anemia, polyarteritis nodosa, polychondritis, polyglandular syndromes,
polymyalgia rheumatica, polymyositis and dermatomyositis, primary agammaglobulinemia,
primary biliary cirrhosis, psoriasis, psoriatic arthritis, Raynaud’s phenomena, Reiter’s syndrome,
rheumatic fever, rheumatoid arthritis, sarcoidosis, scleroderma (progressive systemic sclerosis
(PSS), also known as systemic sclerosis (SS)), Sjégren’s syndrome, stiff-man syndrome,
systemic lupus erythematosus, Takayasu arteritis, temporal arteritis/giant cell arteritis, ulcerative
colitis, uveitis, vitiligo and Wegener’s granulomatosis.

The methods described herein lead to a reduction in the severity or the alleviation of one

or more symptoms of an inflammatory disorder or an autoimmune disorder such as those
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wi t hdrawn. Thus, imunol ogi cal tol erance is
particularly useful in treating or alleviating a
wayeosoeatsdf a chronic i nflammatory di sorder. LPODUSEON11767
i mmunol ogi cal tol erance can be achi eved either through
sol ubl e nechani snms such as cytokines or via direct
cell-cell contact involving but not limted to
Granzyme A, Granzyne B and/or Perform The formation
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includdeickd $1s6dl nauﬁtyt tels ankiutbidity (ﬁlbﬁh eBn@idd giobahd) @i he vitreous and

cari al hives, ] oede topic dermatitis,
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Vasculitis is an inflammation of the blood vessels. Inflammation is a condition in which
tissue is damaged by blood cells entering the tissues. These are mostly white blood cells which
circulate and serve as our major defense against infection. Ordinarily, white blood cells destroy
bacteria and viruses. However, they can also damage normal tissue if they invade it. Vasculitis
can affect very small blood vessels (capillaries), medium-size blood vessels (arterioles or
venules), or large blood vessels (arteries and veins).

Vasculitis can cause many different symptoms, depending upon what tissues are involved

and the severity of the tissue damage. Some patients are not ill and notice occasional spots on
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anem a, autoi nmune hepatitis, autoi nmune inner ear

di sease (Al ED), autoimune |ynphoproliferative
wa@ydioenTes (ALPS), aut oi nmune t hronbocyt openi ¢ PCI/ps2oas/011767
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 levelsqypehnermal- systeni ¢ | upus eryt hemat osus, Takayasu

arteritis, tenporal arteritis/giant cell arteritis,
Aﬂwﬂﬁ&é%ﬁgive colitis, uveitis, vitiligo and Wegener's
granuf onat osi s. The net hods described herein lead to a
reduction in the severity or the alleviation of one or
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: di _ . -
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Aatlherosc erorng oiten shovx% no symptoms untsﬂ flow within a blood vessel has become

seriously compromised. Typical symptoms of atherosclerosis include chest pain when a coronary
artery is involved, or leg pain when a leg artery is involved. Sometimes symptoms occur only
with exertion. In some people, however, they may occur at rest.

Risk factors include smoking, diabetes, obesity, high blood cholesterol, a diet high in fats,
and having a personal or family history of heart disease. Cerebrovascular disease, peripheral
vascular disease, high blood pressure, and kidney disease involving dialysis are also disorders

that may be associated with atherosclerosis.
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Weitis defined as inflammtion of the uvea. The uvea
consists of three structures: the iris, the ciliary
whoag/09estl t he choroid. The iris is the col or eBICT/US2005/011767
structure surrounding the pupil, visible in the front
of the eye. The ciliary body is a structure containing
nmuscle and is |located behind the iris which focuses
the lens. The choroid is a |l ayer containing bl ood
vessels that |line the back of the eye and is | ocated
between the retina and the osclera. Synptons of
uveitis include reduced visual acuity, cells and
turbidity (fibrin, denatured proteins) in the vitreous
and anterior chanber of the eye and vasculitis of
Theratc@tit RAdhiMessehS. The iris may adhere to the |ens
capsul e (posterior synechia) or, less commonly, to the
peri pheral cornea (anterior s nechi a). Addi tionally,
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bl ood vessel s eri ol'es or venules), or

as an asHuRpaitgely @rrap@%lpr@sc rgdrdion-eThesqomporaci optignally m&&@@s a
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are 1 nvol ved the severity of the t’issue damage.
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The therapeutic compounds described herein are formulated into compositions for other

routes of administration utilizing conventional methods. For example, a therapeutic compound
inhibitor is formulated in a capsule or a tablet for oral administration. Capsules may contain any
standard pharmaceutically acceptable materials such as gelatin or cellulose. Tablets may be
formulated in accordance with conventional procedures by compressing mixtures of a
therapeutic compound with a solid carrier and a lubricant. Examples of solid carriers include
starch and sugar bentonite. The compound is administered in the form of a hard shell tablet or a
capsule containing a binder, e.g., lactose or mannitol, a conventional filler, and a tableting agent.
Other formulations include an ointment, suppository, paste, spray, patch, cream, gel, resorbable
sponge, or foam. Such formulations are produced using methods well known in the art.
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| oss, fatigue, petechiae, purpura, areas of dead skin

can appear as ulcers (especially around the ankles),
wa@ewsnge7sh joints and a frank arthritis with pBECTPS2005/011767

swel ling and heat in joints, headaches, behaviora

di sturbances, confusion, seizures, strokes, nunbness

and tingling. The diagnosis of vasculitis is based on

a person's nedical history, current synptons, a

conpl ete physical exam nation, and the results of

speci alized | aboratory tests. Blood abnormalities

whi ch often occur when vasculitis is present include
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theran?%t?%éo%ﬁébgéﬁgf aléii’rgétstg%t%;scér@gglgfas lsolilll > |clglgpt F le?rlélzlaldr(?umstered

by nn?ﬁlﬁllﬂgl (BfiheraRtRly e dH Gfg%n sithGs @R 1ﬁ»tbéiﬁib| dt 1ivB€or! sﬁli@'taneous]y) a
i ni ng. of an arterﬁ e., plaque) and has a

sohdgrrgwbqbteammx which bfﬂ}eaqu Bpeundpiadipgentand gyaunding

mmm£§T$¥stﬂ§§ue can erode the wall of the artery,
dimnish its elasticity (stretchiness) and interfere

wbhexamplsdfor thevreatmpentiofessstecintesiinglonflupmetor] digudess. tep compound
s o8R0 R OCAY Bl AL PR, Tl

admini$tsiiod cympoand u;radmlrhsqud adaverdegngeataly drigrailye For local

admini ! td%r | %rclon 81%1}(1—11’1‘%) dégpgtgd (VIFP %r@a%% s{ﬁ?n&ﬁg ﬁﬂc&ﬂﬂ%&c’c cf)ntact

BrE3K: rave
with gasiailc tissudt e asaloand st mixdire eﬁcompnomdsns)sleytmebmd umvivd by

mﬂhfBﬁ%ﬁ%%%@%gﬁgf@%g%gﬁ¥§3ﬁﬁFgﬁgﬁb@° osclgE2;YS

| Meflatheatioh e Sthe piger (. hﬁ’paﬁls) orteeated y‘or&lxmﬂply bysnﬂlmg)in\‘/ceiﬂse liver

ai n when | e art IS anO
vasenps & GBS oRA R o SitpRPob el Bsrtohent 1B SE B e Seof o
reduc@ euRYAized inkE)eriftRi¢al a6Mdmimaion o€ fieverRirflaninftion lﬁﬂld\xﬁﬁg adegical
snoki ng, di abetes, obesity, high blood cholesterol, a
eventgi et high in fats, and having a personal or famly
hirst @E ﬁegﬁlemh&malogﬁmﬁﬂarﬁﬁﬁmrm@ﬁmhm isGidmansiered

erlg'eral vascul ar di sease,

h bl ood press
intro R S S r GIATRGT BIOP G e earBpingh (i Eptiocat

administration, a compound-impregnated wafer or resorbable sponge is placed in direct contact

),

with CNS tissue. The compound or mixture of compounds is slowly released in vivo by diffusion
of the drug from the wafer and erosion of the polymer matrix. Alternatively, the compound is
infused into the brain or cerebrospinal fluid using known methods. For example, a burr hole ring
with a catheter for use as an injection port is positioned to engage the skull at a burr hole drilled
into the skull. A fluid reservoir connected to the catheter is accessed by a needle or stylet
inserted through a septum positioned over the top of the burr hole ring. A catheter assembly
(e.g., an assembly described in U.S. Patent No. 5,954,687) provides a fluid flow path suitable for
the transfer of fluids to or from selected location at, near or within the brain to allow
administration of the drug over a period of time.

For treatment of cardiac inflammation, the compound is delivered for example to the

cardiac tissue by direct intracoronary injection through the chest wall or using standard
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that may be associated with
at heroscl erosi s. Therapeuti c Adm ni strati on The
w0 poos9976%1 | ncl udes admi ni stering to a subj ectPCEUSR005/011767
human or a horse, a conposition conprising a CD3
nodul ator (referred to herein as a "therapeutic
conpound”). An effective anmount of a therapeutic
compound is preferably fromabout 0.1 ng/kg to about
150 ng/ kg. Effective doses vary, as recogni zed by
those skilled in the art, depending on route of
adm ni stration, excipient usage, and coadm ni stration
w th ot her therapeutlc treatnents including use of
perclémwevs atheter basefl methedovndepBearessopie suidancg pf@rwgieet inigefipnsinto tissue
suchfaf fhetn{}%@&rhﬂlgl ?rﬂﬁﬁ\!l%ﬁ‘ bt Bﬁgﬁ&tﬁj fidBY A % tﬁg c?thétx%gms%seﬂed into
parti cul ar 'ammat ory di sorder. er apeut
a bo&bgumm Ay Y%{EWI Hgowperylsythetdie ot 4 WﬁN@naaﬂmﬁm useé togadmunster

the cgltﬂg o o gtn%ﬁ%el? tl?eie& m%@édﬁ‘g Egﬁé&oﬁgm&e%té@ [)r% £lte t'tﬁ'alf is placed n

acordngprebsels usi ng standard net hods. The phar rmceutl caI
ound is, adm.ni ster to _such.an.individ usi n
Ao Rl s P bB Py isiing i cstibg by

inhalatieh. T tcome urs atel dﬁhverranhalhd fprm bA&Pderdsol dpedi sth byes@&ed

par ent er al | . Subcut ane , intraperjtoneally, .
con i RGeS RO s Db e g, o

andﬁﬁﬁhnistered prophyl actically, or after the detection

of an inflanmataory event such as an, asthma attack or
anCgtiardnilanmationds freated, 1o exauanis, by administerhe theeanprpund topically to

the efy9 I RhPuRS afe PR TN exhpi8, if gq&&@a geloﬁqlﬁch o éﬁﬁh{%dt c
drugs to treat inflammatory disorders. Exanples of

Ointmgptpagelsior diogpahle iguidsanaydie dshiveaer o eaulay éﬁmns&yﬁ@ms &pown to the
art shdB Gl HSlRicABHER lé?ecﬁéﬂpls‘tts' Rﬂe?nﬁ{vel& o e BGhpHBISLE '&Elﬁe?edqﬂ an polymer

I sotoni ¢ saline soluti on, ucose sol uti on,
implayri thah isrplasedy arier ﬁleﬂlnﬁfrrmgﬁm@taflaw theceyepOationally, the compounds are

ddn%éﬁ'%&&ﬂ&dbﬁta”dard sol ubi i zi ng agents such as PVP or
cycl éextrl ns are also utilized as pharnmaceuti cal

ex¥ayoilgistis trfated ek rangg speafic fanghedisciapexsni b groenpb vasdulitis
treat?cpssrstre{ﬁgc{zﬁg &y h{u%v&;%ﬁpa?&ﬁlgétrﬁ%ﬁ Hh% %ﬁ%ﬂ%&h are

nto conposi routes of
adfikenCR3 mmtlnlatorsaré hlsgadugnisiored emthl ip werljumtivh odih . onf or more

addﬁ?o)éx?nu qu cog{ Rr?&gul asca%%g ‘%{.‘f? n!n :;I{}o blot St og?n Immunosuppressive

capsufr e or apl e
agen@ difar Bxeﬁilp’lathe(ﬂ’D3 ﬁaqhﬂatblease ammmsmrddan noraln;aatﬂinamdamy of a variety of

ol BLEBCOHt LA Ly Bpceplable rRLerial g, sueh as, gelatin,

Suitable known therapies for the treatment of autoimmune diseases and/or inflammatory

disorders for use with methods of the invention include, but are not limited to, methotrexate,
Cyclosporin A (including, for example, cyclosporin microemulsion and tacrolimus),
corticosteroids, statins, interferon beta, nonsteroidal anti-inflammatory drugs (NSAIDs) and the
disease-modifying anti-rheumatic drugs (DMARDs). The additional therapeutic is administered
prior to, after or concomitantly with administration of a CD3 modulator.

The beneficial effect of the combination includes, but is not limited to, pharmacokinetic
or pharmacodynamic co-action resulting from the combination of therapeutic agents.
Administration of these therapeutic agents in combination typically is carried out over a defined

time period (usually minutes, hours, days or weeks depending upon the combination selected).
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formul ated in accordance with conventi onal procedures
by conpressing m xtures of a therapeutic conpound with
w@2@shyadstarrier and a |ubricant. Exanpl es of BOI/US2005/011767
carriers include starch and sugar bentonite. The
conmpound is adm nistered in the formof a hard shell
tabl et or a capsule containing a binder, e.g., |actose
or mannitol, a conventional filler, and a tableting
agent. Other fornulations include an ointnent,
suppository, paste, spray, patch, cream gel,
resor babl e sponge, or foam Such fornulations are
produced using nethods well known in the
“Conbirtatidintempg Uhay; booganetaliyl i nat, entedded ¢ éncomps thetidin@itiftration of
cont a of .t he conpoynd with the affected tissue.
two oR O e oS RRD L SRArhmoREh S SRREE g
incide_i?mdllyanidi _aﬂb(ljtfaxil}t ﬁﬂﬂf iahe @ﬂ?ﬁr&ﬁbnﬁiﬁ}’t}iﬁﬂﬁrbkgﬁinbﬁﬁoﬁpmlﬁiﬂaﬁon
i S. ied to.the area of skin affected. ) .
therapy i PIRa e pfB RGBT O RESh RN IC eaRifing ssawnid

mann8 HabR] Widrdie cachdBdrbpeaniahdcs is GOARAIRES 13 BIGSRN S hEW 8Fas
y inplanti % (either directly into an organ such as

by i . .
admigiffgatiph pipseriReranstic ageafs, grat ket vie ahide therapputic agenth.dn ar
substArfRiSRy Qgiﬁit&eﬁﬁrﬁéﬁlem&@ﬁﬁaﬁv‘sﬂnﬂﬁh&ﬁ§ 8@minlEHRA R

into adjacent and surroundi hg tissues of the subject.

acconpishasly fogxample,dy adménisteréngtterthetsubitctgasinglarapsudshaving a fixed ratio

or s BIIRL Bt 48 PRGSO 0 B0 EGIL A k.
gdbe teppritissagents Tnebesylgiinstered byl fhiershwe rautd arbycidfipgentmebites. For

exarmbf?, B ALSAGHE bl b Y Nk LEGEALY bOLaBh Rl
ocCal adammnistration, a compound-inpregnate

b For
warerYor
intraver@s i ediioe whe figethes thekapeed agentslof the tomisintintmayi Hehadministered
tric tissue. The ound or .m xture, af. conpoynds
orts Sefsir b 5 S i BRI B L B ol
theragentierngehs nvayferadmirdsteed by mracdnotdiajeptidry IMhe se@ichéein which the

I nf.l ammation of. the.liver (i.e... hepatitis) is treated
theragelic PR st mdRistedt el Shantly Eiical e eSiog ey Ao can
embr&8 lthet ddoninigtentiba bNihe therdpenticaizpms Bdldestritied ap&ei ih GRa} combination

s _.usef ul d%l?g%edu,ce generali zed

.. i.pfusion or |avage |i. .

with gtfge biplaically aeie HigteqianR G R-45HE BPEDIER . ThT &Pk pdon

treatriedt.) WieRgtha cGtbigattonl th@MBMurthdrebmpihies b hebBRfeatent, the non-
neur ol ogi flsm’mtl on.the conmpound is adm ni stered

al i
drug greafraent g9y EE Fondypted at anxswitabl tge 30 long as aRenefigigd effect from the co-
actiorl ¥fthkSdoRibinafibR of (he tHePdpBRicAEBOMd donlirfd rediBintiOshleved. For

example, in appropriate cases, the beneficial effect is still achieved when the non-drug treatment

is temporally removed from the administration of the therapeutic agents, perhaps by days or even
weeks.

To evaluate whether a patient is benefiting from the administration of an anti-CD3
antibody, alone or in combination, one would examine the patient’s symptoms and/or immune
response in a quantitative way, and compare the patient’s symptoms and/or immune response
before and after treatment with the antibody. For example, a patient’s symptom can be
determined by measuring a particular symptom, or set of symptoms, in a patient before and after
treatment with an anti-CD3 antibody. For example, one could measure and monitor symptoms
such as fever, joint pain, muscle weakness using any of the standard measurement techniques

known in the art. In a successful treatment, the patient status will have improved (i.e., the
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adm ni stration, a conpound-i npregnated wafer or
resor babl e sponge is placed in direct contact with CNS
W0 p@s0ee755he conmpound or m xture of conpounds PGI/BEE04/§11767

rel eased in vivo by diffusion of the drug fromthe

waf er and erosion of the polynmer matrix.

Alternatively, the conpound is infused into the brain

or cerebrospinal fluid using known nethods. For

exanple, a burr hole ring wwth a catheter for use as

an injection port is positioned to engage the skull at

a burr hole drilled into the skull. Afluid reservoir

connected to the catheter is accessed by a needl e or
measgtepkeBmumhsevillduve ecnagdi, ar the ima o potited progressive wilt heve
increisQR of the burr hole ring. A catheter assenbly (e.g.

n'gssenbly described in U S. Patent No. 5,954, 687)
p rRov é)dm@lea irf thel trelatflentve { patitis, anti-CAY3| atibatiestdar bé sdmmiaisered in

ui.ds to or fro sel e tion at ear or .
cori G U g By or e R i (G PR ok e RpRG»Ripige andor
statnﬁVfBilkeﬁlsé),Qfahﬁfﬂs ﬁfhc&ddmﬁth fdlgeabd @gﬁ H@Oiohﬁ’g ]Z;iﬁaraﬁi (ﬁ@sorllasm can be

i.nflanmati o e caonpound. i ivere or _exanple t
treated it ORI PR g&&éﬂﬂ{ﬁp 41%%?151?3@9 Bﬁlp@exd.(lﬂﬂlxnnab)
and/dr PuesE AR ERBSt Wal | or u3|ng st andar dper cut aneous

cat heter based nethods under quoroscoa&g gU|dance for

dilp detreptmeatel thenmnaieid apthiiis, be apfthD3gnt Hioyipistgred with
cortldOE‘tfeMﬁis ORetBbtratel @ngétpbﬂﬁ Al & ffsakéﬁl%me (ﬁfﬂlﬁﬁfag)e Efbrel

i's inserted di ['umen.” Any varlety of
Gﬂm@@ﬂﬁhaﬁﬁﬂ@@FW@KAﬂﬂﬂﬁmndﬂperfu5|on catheter, is used to

?"‘iﬁhéﬁté&/gﬁ I EQIRAMN r bty € h RahbKaS of‘aH gm? @%Qg&deg,

IS coate I'mpregnated on a stent t

Glatimmebacstader (ﬁoymel Int@feroroireta-1a GAvbnahMterfomnlbstathae(aﬂaﬂ,
Interilfe g g?%ﬁ%gﬁstag%o@% J@z{ot%rtr(])g’; ivﬂ%xlnf 1%PI M@&e? )i?]eé( alglethason?
(Decairorg¥iethplpredpisalpné ﬂ]rpv@d@scﬂh macﬂox:hnmasqme (Deltasatic} peliyatatins.

W?aﬁentsbw1 2?{%651. & abelL.Jes tma Eatﬁ i b ) %m uie &zﬁ)letgg r{ th? TA%\?}?&]?#B%), are

also admuinsterati edecohd ageak,anqﬂ B, fobyxamibﬂn MLt s arigatat dedl rmﬁp mmpbund
|caII o the e The .c ds .are delive
‘gﬂ% gucfes P{# eraféﬁe mhrﬂi’lg;SPSdl n ?leag? ﬁpﬁ‘aﬁtpo{asmﬁm cgannel
ommékmtnents gels or droppable Iiquids may be delivered
by o liv kno to the art such as
o S P, b BborR B sdrar ey Btk piopRy g ceRe o, Bior o the
onset@P AR AUGIEENRE Bisd ik iaM@bEiRflimaidrydéot @) or therapeutically (i.e., during the

course of an autoimmune disease and/or inflammatory disorder) to the patient.

In the methods of the invention, the modulators are administered in a therapeuticaily
effective amount. A “therapeutically effective amount” of a CD3 modulator refers to the amount
needed to acfn'eve a therapeutic objective, such as the treatment of an antoimmune disease and/or
inflammatory disorder, or alleviating a symptom associated with an autoimmune disease and/or
inflammatory disorder.

All publications and patent documents cited herein are incorporated herein by reference
as if each such publication or document was specifically and individually indicated to be
incorporated herein by reference. Citation of publications and patent documents is not intended
as an admission that any is pertinent prior art, nor does it constitute any admission as to the

contents or date of the same. The invention having now been described by way of written
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i mplant that is placed under the under the conjunctiva
of the eye. Optionally, the conpounds are delivered
waeymse7eal |y, Vasculitis is treated via a rouP€r/US2005/011767

specific for the effected area. In general, vasculitis

treated systemcally by intravenous adm ni stration of

the CD3 nodul ator. The CD3 nodul ators are al so

adm nistered with in conjunction with one or nore

addi ti onal therapeutic conpound such as an

anti-inflammatory agent or an i Mmunosuppressive agent.

For exanple the CD3 nodul ator are administered in

conmbi nation with any of a variety of known therapies
descriptipn,tthase of gkildl imethe altbfwilamsogtmmhm theti igecasion cate/wacticed in a variety

ey ¢
of emtlbﬁ«]‘él %,?ﬂea%%l Et% ?&é%?l?ﬁsdes%u ti0 Qrécgea se Yg}bélf)%r 2l o?fc’)urpgsres of
illustiatiéd arnimat bmytatibrsafitithes] simk drat fodlewwi t h net hods of t he
i nvention include, but imted to,
nmet hot rexate, Cycl ospor Wﬁ"ﬁbl udi ng, for exanple,
cycl osporin m croenul sion and tacrolinus),
EXAWBILE Ic antiaPIod dstibaslicatin ths Tréahent bEUekitibet a,

R D s o e A T B 4P By g oned s

(mAbaddat tdcoprade CINTIsafLAs] fof exadnpds] OKT3S R34 WAHTIVN 68.9. (Skle@f, June,
ot al gl tanae 130 ges S PPt et opmnel. Bkt pg 0865 and

HaywahRt; k)€ Smmbsl. 658193 (1I983159t ed to, phar rracoki neti c or
phar macodynam c co-action resulting fromt

c ohBRHEdTERPSe Rt b Chd drpnpelony émbydyﬁa%thlv%@lv aefergd to as

G4.18 BR®8dY, hAk aRRU 5 REEIMIS rdt hoaQ i ubakd, qgldésmaéaaé é Yin WBildner G,
carried out over a defined tine erlod usual

Diedsighgriebsing ib FrharaudiR By - W@@R%O%ﬁé%@r?é’ﬁrﬁ@ (H9R); tah‘ém Wildner G,
Dledlmm&ﬁﬁlm Relmehad) 15@P IR0 tﬂﬂ@mﬁx antTB0¥y r&is with T-

general Iy is not, intended to enconpass t
cell reggptompssediated GR3¢ell-suuace entigsn Eoupfl op Iﬂw@cme rpalpelmal d

AT, S PG, ot EPEL AL (0P AR OF FrabBBhasion 55

trar | y
459-468 15198 hiNedros, 0., etvd., prixpeMed.ili9-c8i2dA (1998 MivmiaDilopand W.J.

KomécE%g g@%ﬁ a§01I 'T{))S@Oqeﬁeﬁx dseﬁbgﬁgg g?nnl stration of

erapeu caen nas tial manner, that
i sTo evhlapteitie cﬁ&cts of huﬁr—ﬁpé uitemapyagelneitib,$xpdhhemkaﬂ tepipdmate uveitis

dlffer nt .ti tr of these
@A pfs B ol Bens B8 o Bl Har T ) bR iRerbiok 03
partlcagtemnsl)aylm f@neﬁmbsﬁlamis @lelght sppraximatelyddd greack)ed = 3 rats/group,

receiveﬁ %gtl S r}}yj egt ny ot%i.éfr)y llbﬁffpc%ﬁs ggnryferc]: e% %t lJ’ls)é]Ag SB £nved from the

retinal autoantigen S-antigen (SAg).

30 minutes before and on days 1, 2, and 3 after transfer of transgenic T cells to induce
EAU, rats received i.p. injections of 300 pl of a phosphate buffered saline (PBS) solution (Group
1) or G4.18 antibody in 300 pl of PBS (Group 2). Each group of rats was monitored daily for
clinical indicia of uveitis. The clinical grading criteria used herein considered only inflammation
in the anterior part of the eye graded using an ophthalmoscope, as described, e.g., in de Smet ez
al., J. Autoimmun., vol. 6: 587 (1993). The clinical grading criteria used in the experiments

described herein are shown below in Table A:
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acconpl i shed, for exanple, by adm nistering to the
subj ect a single capsule having a fixed ratio of each
wWo b@sapeet i c agent or in nultiple, single capseCEES1005/011767
each of the therapeutic agents. The therapeutic agents
can be admi nistered by the sanme route or by different
routes. For exanple, a first therapeutic agent of the
conbi nation sel ected may be adm ni stered by
i ntravenous injection while the other therapeutic
agents of the conbinati on maybe adm ni stered orally.
Alternatively, for exanple, all therapeutic agents may
be adm ni stered oraIIy or all therapeutic agents may
be adm ni stered i ntravenous injection. The sequence
i nTW‘FéhC!iHEalﬁéﬂfg Gflﬁ%‘laagents are admnistered is

GradlO marTow y criticat . Conbr matiom therapy"—atso tan
ra ace the adm nistrati di*8¥P4%e therapeutic agents

05 28| dbsearitibecsaloueial infliibBBY infiliEs Redds o Wd HazPiditor
: blhﬁ@@b@ally active |ngred|ents and nhon- drug theraples

et SUT] tontreatment—)—Where—the
1.0 cod%Pﬁ% 9¥%€F§B§¥PﬁEPH€Fnconprlses a non-drug

2.0 tr%ﬁipﬂ%?da,coh@&tdl@ﬂﬂédiﬁltﬁé&lahﬁﬂ?ﬂﬁnﬂay be conducted a

+al of f o £
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3.0t hforpaion o RyRPYPe conbi nati on of the therapeutic
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exanp Ipl

R R OB R TS Sl o Bt e ke
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destrﬁmah wak eontlneted 61 eschpatt ll“ﬁﬁhlsio&)gbﬁﬂﬁftbﬁd d&crﬁfe@ Medethonsidered only
adn1n|strat|on of an body, alone or in

the dEHHAI AL TN 8 T R R -ertp et cBiRFeckonsy pstegsribed, e.2.,

in de Sﬁ@f & all ARG RSN V6IS 6:58N(1898) Ak |hlsﬁﬂd>gl&il WEMing @Afria used in the
mpar e the patient's synptons. and/or 1nmmine response

XDOBBPE} WPSaHRFIAPIERY F FheTREIY Wi hiethie. ant i body. For
exanple, a patient's synptom can be determ ned by
nmeasuring a particular synptom or set of synptons, in
a patient before and after treatnent with an anti-CD3
anti body. For exanple, one could neasure and nonitor
synpt ons such as fever, joint pain, nuscle weakness
usi ng any of the standard neasurenent techni ques known
inthe art. In a successful treatnent, the patient
status wll have inproved (j.e., thenmeasurenent nunber
wi || have decreased, or the time to sustained
progression wll have
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i ncreased.). For exanple, in the treatnment of uveitis,
anti-CD3 anti bodi es can be adm nistered in conjunction

WORM0K/09%95%. , corticosteroids, methotrexate, CyrCDERWNG/OI1767

A, Cycl ophosphani de and/or statins. Likew se, patients
afflicted with a disease such as Crohn's Di sease or
psoriasis can be treated with a conbination of an
anti-CD3 anti body of the invention and Rem caid
(I'nfliximb), and/or Hum ra (Adalinmumab). In the
treatnment of rheumatoid arthritis, the anti-CD3

anti bodies are co-admnistered with corticosteroids,
net hotrexate, Cyclosporin A, statins, Rem cade
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o Formation of Dalen-Fuchs nodules and development of subretinal
neovascularization

—P—

4.0

e Full thickness retinal damage in > 1/ 4 of the retina
e Total destruction of retinal architecture

Clinical signs of uveitis began to appear on day 3 of the experiment described herein.

Figure 1 is a graph depicting the clinical and histological effects (as determined using the

grading criteria described above in Tables A and B) on uveitis progression in rats that received

PBS (i.e., Group 1) and rats that received the anti-CD3 antibody (i.e., Group 2). The results

presented herein are reported as the mean of the maximal scores from all eyes of the group from

the entire observation time.
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i nflammatory di sorder. Al publications and patent
docunents cited herein are incorporated herein by

WO edosnga1s® as if each such publication or docuPE€nUSM85011767
specifically and individually indicated to be
i ncorporated herein by reference. Ctation of
publicati ons and patent docunents is not intended as
an admi ssion that any is pertinent prior art, nor does
it constitute any admi ssion as to the contents or date
of the same. The invention having now been descri bed

by way of writtendescription, those of skill in the
art will recognize that the invention can b e
EXAMPIA 2: dari-¢C A3 Antibodiestiy thofTrentinediofAtitesosalebsish at t he

f Of}f‘ege?fe@tg o? Sﬁf Fb@taht%d%g ﬂ] £3 %‘n%n t ok% {hg]{osc %romf wteﬁa evaluated

pur poses o ustration an
usingA kminmster i tmofied G:D?vwntiE}@WPHESexEéﬁﬁ&WhﬁidscnbeAm&netrEWe designed to

B e S MU TEWATIR S S
the effct L’ff)mDBCDBI ﬂier@moh lﬂmiirﬁges(sfﬂﬁb))f edthiaishddegiRgecetoticiions.
TN e

that bYilGe mdliseAlD3 o QRIen dmdf JFR m &ﬁ&%
Haywar d. et an(le e fdllon cifn of (1988Y) A pul)%gusedto

evaluﬁﬁﬁlﬁhﬂeefﬁmtswf paii-CBBtheranyo d Poresk okmalp SBYRHBOS57BL/6 mice were used
asa Iﬁ)&ﬁ[ 5t i 9%9 Fo%f:l@foglg dF%%Ixsqgl?gélal ]aﬁ(% Q&]EIJOPC(?&XHC sle’E‘cﬁAD tdg\%lc?pment

inan in e rat no uvel
analysis,cas welllyps waxﬂmtron@pd Byteking @ﬁ@yst\ﬂohttmmgtehdncér Weneded @it high-

cholegkéfobdté (L ég@ﬁfghﬂe&zﬁﬂlﬁ ol a?aﬁ?rﬁlﬁ&ﬁ%e?&% 3ek§29nv}’3 g%eﬁ(ab %

(50 pe20R3Y/ day) lvas %nﬁ&temaltmibﬂdyousge(mf 3 ot chns'Eaﬁivle days begmnmg 1
recepto soci ate el |l -surf.ace an en found on
Weektbﬁ&ﬁ%@y e pE’quEJIH%F grmﬁff%m#ﬁr?&ey?@? aw%r e fevelopment of
ather@ledﬂicrﬂdqua's) eel3 wecks (5=9) &%\éi\'hrﬁﬁ’éﬂn@ tid }B%h clﬁ‘le’é{erol diet (i.e., to

%Qs %ant ion 55: 459-468 (1993) SO et
evaluatﬁ cpt ?}ﬁ RO ibodnen Ehi @rczglf@@al} o blihod pfherosclerotic

lesior)) ACY¥krol GBS S for ¥3 wedRB AIFBLOb for PR dict)ReRABRct3T in parallel
37 46 (1997). To eval uate t'he effects of anti-

with rapy on uveitis, experimental autoinmune uveitis
( %h@royw&oﬁﬂqéi&%%lﬂﬁq B %&%fabgﬁﬁﬂgl Rfta bt ARSI hIRGE!

g T cell transfer process.
analyzed by Sudan IV staining for lipid deposition (F1gures 2 and 3). An average of lipid

deposition from 6 sections (5 pm) separated by 50 pm from each other was calculated for each
aortic root. Quantification of lipid deposition was performed by computer image analysis using
the MetaMorph6 software (Zeiss). The results presented herein are expressed as mean = s.e.m.
Differences between the values were considered significant at P < 0.05 using the two-tailed
Student’s T-test.

As shown in Figure 2, anti-CD3 therapy inhibited atherosclerotic plaque development in
the mice. In addition, Figure 3 demonstrates that anti-CD3 therapy also reduced (i.e., inhibited)

the progression of atherosclerotic plaque development in established lesions.

20



particular, on Day O, female Lew s rats (weight
approxi mately 140 g each), n = 3 rats/group, received
wW@eoos/og753 nj ection of 2.4 x. 106 L37 cells tramcf/Es1008011767
wi th PDSAg-2/3 derived fromthe retinal autoantigen
S-antigen (SAg). 30 m nutes before and on days 1, 2,
and 3 after transfer of transgenic T cells to induce
EAU, rats received i.p. injections of 300 mM of a
phosphat e buffered saline (PBS) solution (Goup 1) or
4.18 antibody in 300 mM of PBS (G oup 2). Each group
of rats was nonitored daily for clinical indicia of
uveitis. The clinical grading criteria used herein
consi dered only infl agygt anterior part of
the eye graded using an ogﬁﬂ qﬁ%@%ope as descri bed,
e. e A ]ﬂ T with YR
%;)O&Hb'ﬁﬂge@&?%s?g?@%eﬁgg)leﬁé criteria usg% detaﬁ%c}]ée%anuon
theregf( e forpeping dessptiange intdndedionlluststesind wot 1beit the scope BlkHeanvention,
iteria *h =
whioflie fineq By bl S e SRR, DL per S IY p ana

5 modl@hammem;eWitlmtheacqphbféelfdml@clei&;s. 12, the experinent
was term nated, and histol ogi cal evaluation of retina
destruction was conducted on each rat. The
hi stol ogical criteria described herein considered only
the destruction of the retina, as assessed on Day 9
post-treatnment cryosections, as described, e.g., in de
Smet et al., J. Autoinmmun., vol. 6:587 (1993). The
hi stol ogical grading criteria used in the experinents
descri bed herein are shown below in Table B: Table B
Hi stol ogical Grading Criteria Cdinical signs of
uveitis began to appear on day 3 of the experinent
described herein. Figure 1 is a graph depicting the
clinical and histol ogical effects (as determ ned using
the grading criteria described above in Tables A and
B) on uveitis progression in rats that received PBS
(i.e., Goup 1) and rats that received the anti-CD3
antibody (i.e., Goup 2). The results presented herein
are reported as the nmean of the maxi mal scores from
all eyes of the group fromthe entire observation
ti me. EXAMPLE 2: Anti-CD3 Anti bodies in the Treatnent
of Atherosclerosis The effects of anti-CD3 anti bodi es
in the treatnment of atherosclerosis were eval uated
using a hanmster anti-nouse CD3 anti body. The
experinments described herein were designed to
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eval uate the effect of anti-CD3 therapy on the
devel opnent of atherosclerotic plaques, as well as the
w@bdoso9765 anti - CD3 therapy on the progressi onP@f/US2005/011767
est abl i shed atherosclerotic Iesions. A cell |ine
produci ng F(ab') 2 fragnents of the hanster 145 2C 1
nonocl onal anti body that binds to nouse CD3e {i.e., to
the epsilon chain of the murine CD3 conpl ex) was used
to evaluate the effects of anti-CD3 therapy. 10-week
old male LDLR-/- C57BL/6 mi ce were used as a nodel of
in vivo atherosclerosis. For histological and
at heroscl eroti c plaque devel opnent anal ysis, as well

as proliferation and cytokine analysis, littermate
Whatiiscdaiwedds:f ed vvi th highchol esterol diet (1.25 %
cholesterol 0 %cholate) for 13 weeks or 24 weeks.

/ / day t d
L PR i o S s TR S D S
1dent\1@iﬁ|g ab&ﬁjecft@uf(fe’hng o i at @isk of develspiny adie 1ﬁﬂ[tﬁ?nrﬁzft6@c‘cﬁso@der and

body on t he devel opment of
adm%{SF?é‘P&‘tﬁi %{’ieﬁt"}’j‘laﬁﬁ angipodys weeks {n = 9) after
initiating the high cholesterol diet {i.e., to

evaluate the effect of the anti-CD3 antibody on the

2. prEpreghednf chimds WApPRSAE RS wdibediis pdrainisiesedingn amount
sufﬁgfglﬁttcg ﬁhubm‘ th€expRossion of £ mﬂ%nﬂ’ﬁt%l‘yscﬂdlﬁ{e 0T ﬁhci’ea@e ﬁl@ bxgéssion of an
weeks diet) were injected in parallel wth
anti-inflaemetory evieline | esi ons within the thoraco- abdonlna
aorta and aortic sinus were anal yzed by Sudan IV
staining for |ipid deposition (Figures 2 and 3). An
3. avErayehet ofldaiind., wbprolsm spidanti {hangibedscis rdmisisteBedriman amount
h other was cal cul ated for
mﬁﬁ&@ﬂﬂ&%@ﬁ%ug%ﬁgg gﬂ%ﬁﬁﬁﬂJgﬁﬁhtlon of lipid deposition
was performed by conputer image anaIyS|s usi ng the
Met.aMbr twar nt
4 ol BT, SutreR iR u T1 SRBRGT R an amoun
sufﬁheﬁtmmdu¢d1mnumblwg$al\/teheﬁmmn5| dered significant at P
<0.05 using the two-tailed Student's T-test. As shown
in Figure 2, anti-CD3 therapy inhibited
5. atTigrmabédtsfeldin 1pvacein soid\aalin@yedni mofiocldhal fitibedy. | n
addi ti on, Figure 3 denonstrates that anti-CD3 therapy
al so reduced {i.e., inhibited) the progression of

6 athesmaréesfeldig spivassa sdla\nﬁln@aaﬁmanm%d?&st@ﬁahy Eh@sh monoclonal

| esi ons. & her Enbodi nents
antibody.

7. The method of claim 1, wherein said inflammatory disorder is a chronic inflammatory

disorder or an acute inflammatory disorder.

8. The method of claim 1, wherein said inflammatory disorder is an autoimmune disease.
9. The method of claim 1, wherein said inflammatory disorder is uveitis, vasculitis or
atherosclerosis.
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Wil e the invention has been described in conjunction
with the detail ed description thereof, the foregoing
wale@sndgsi on is intended to illustrate and notPCT/IB1005/011767
the scope of the invention, which is defined by the
scope of the appended clains. O her aspects,
advant ages, and nodifications are within the scope of
the following clainms. Wat is claimed is: 1. A nethod
of treating or alleviating a synptom of an
i nflammat ory di sorder conprising identifying a subject
suffering fromor at risk of devel oping said
i nfl ammat ory di sorder and administering to said
10. sulfjeandth@ivfaiin 1 CRerain shidaabject 2s a Hilganre bheghind. cl ai m
1, wherein said anti-CD3 antibody is adm nistered in
an anount sufficient to inhibit the expression of an
11. i Nficanemddosfytlat tt ORirtR€r cdplikia s e@sRistdiia g eXPiEsHijceNardntan
. . anti-inflammatory cytokine. 3. The nmethod of claiml1,
inflaggafory FEeabIT FO ARPUDEBBPIETHYE8 i s admi nistered in an
-anmobunt sufficient to induce immnol ogi cal suppression.
4. The method of claim1, wherein said anti-CD3 )
12, anthegeriyod of clagmil hi ehesoip gaid antirinfampiatary agent primspHmoguppressive

i . 1 o] o H R - m
sl 89458 R Q6 Bl ) A0 S Tl
(NS ARs), methiotrexasd, Corlasnenis A oivedissape-madifyimpantiethewrastic drugs
@Hﬂgﬁ?%gOdy is a fully human nonocl onal anti body. 7. The

ne

d of claim1l, wherein said inflanmatory disorder
is a chronic inflanmatory di sorder or an acute

i nf,l ammatory,di sorder.. 8 The methpd of claim 1, :
13, oA et 3P s i QRESPT R BB dispasion o
tacrolimeease. 9. The nethod of claim1, wherein said

i nflammatory disorder is uveitis, vasculitis or

at heroscl erosis. 10. The method of claim 1, wherein
14. s ?A d}eﬂmhjr@mbifn'g ﬂ"lelifoﬂmn 00 ﬁﬂlérﬁscﬁ@%tﬁd’)ﬂaqué bn ad hﬂerﬁﬂébﬁlpﬂésin g

of clajm1, . further conprising admnistering to sa
admigigiering to 2L h 30 aﬁ?T%ﬂ%?@" agent or an

i mrunosuppr essi ve agent

15.  The method of claim 14, wherein said anti-CD3 antibody is administered in an amount
sufficient to inhibit the expression of an inflammatory cytokine or increase the expression of an

anti-inflammatory cytokine in said arterial tissue.
16.  The method of claim 15, wherein said antibody is a monoclonal antibody.

17. The method of claim 16, wherein said monoclonal antibody is a fully human monoclonal

antibody.

18. A method of inhibiting tissue inflammation comprising exposing an inflamed tissue to an
anti-CD3 antibody.

19.  The method of claim 18, wherein said anti-CD3 antibody is administered in an amount
sufficient to inhibit the expression of an inflammatory cytokine or increase the expression of an

anti-inflammatory cytokine in said inflamed tissue.
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12. The nmethod of claim 11, wherein said
anti-inflanmatory agent or inmunosuppressive agent is

wa2@s/09976Hst eroid, a statin, interferon beta, BCT/US2005/011767

20. :

nonst eroi dal anti-infl-ammat ory drugs (NSAI Ds),
met hot rexate, Cyclosporin A or a disease-nodifying
anti-rheumatic drugs (DMARDs). 13. The nethod of claim
12, wherein the Cyclosporin Ais a cyclosporin
m croemnul sion or tacrolimnmus. 14. A nethod reducing the
formati on of atherosclerotic plaque on an artery
conprising admnistering to a subject an anti-CD3
anti body. 15. The nethod of claim 14, wherein said
anti-CD3 anti body is administered in an anount

f[ érﬁ!a 5& o}c(?a]hx[nll'ékgh&eigx%%d%nﬁaro § ogc(clonal anubocrl;y

I'ne or rncrea e expressior of an

antl-lnflannatory cytoklne |n sald arterlal tissue.

Eg%glgtﬁﬁt gﬁ?‘fﬂ&;?d iykl Lr}? s%' ﬁxéo ﬁ% g“@}oldgﬂ anﬁhlll?( guann ogoclonal

mnmumgreln sai d nonocl onal antibody is a fully human

22,

nonocl onal antibody. 18. A nethod of inhibiting tissue
i nflanmati on conprising exposing an inflamed tissue to
anTREWnkbth6D8f Adthl 130 HYereihInid HiiGic P ROHarfsaifed RioBuldSissue.
wherein said anti-CD3 anti body is admnistered in an
anmount sufficient to inhibit the expression of an

i nfl ammat ory cytokine or increase the expression of an
anti-inflamatory cytokine in said inflamed tissue. 20.
The nmethod of claim 18, wherein said antibody is a
nonocl onal anti body. 21. The nethod of clai m 20,
wher ei n sai d nonocl onal antibody is a fully human
nonocl onal anti body. 22. The nethod of clai m 18,
wherein said tissue is vascular tissue or ocul ar
tissue.
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