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subunits. Studies have indicated that IL-12 plays a critical role in the differentiation of naive
T cells into T-helper type 1 CD4" lymphocytes that secrete IFNy. It has also been shown that
IL-12 is essential for T cell dependent immune and inflammatory responses in vivo. See,

" e.g., Cuaet al. (2003) Nature 421:744-748. The IL-12 receptor is composed of IL-12Rp1
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[0004] Interleukin-23 (IL-23) is a heterodimeric cytokine comprised of two subunits,
p19 which is unique to IL-23, and p40, which is shared with IL-12. The p19 subunit is



subunit of I1L-12. 1L-23 nediates signaling by binding
to a heterodineric receptor, conprised of IL-23R and
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Proc. Natl. Acad. Sci. USA 84:3439-43. However, mce
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[0015] In some embodiments, the binding compound comprises a framework region,
wherein the amino acid sequence of the framework region is all or substantially all of a
human immunoglobulin amino acid sequence.

[0016] In some embodiments the light chain and/or heavy chain variable domains
comprise a variant of one or more of the CDRs. In various embodiments the variant domain

comprisesupto 1,2, 3,4, 5, 6,7, 8,9, 10 or more conservatively modified amino acid



5 residues relative to the sequence of the respective
SEQ I D NOGs. Conservative anmno acid substitutions are
waobyiddesl at Table 1. [0017] In sone enbodi nemcs/§d3608/002534
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6 NO 58 and the heavy chain variable domain of SEQ ID
NGO 57, or an antigen binding fragnent thereof.
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tunder AL agsessiamrnumbesPTAGBRLin a swobsblpeking aseam. tln enotkabRs

I
\%L}bh&ﬁﬁ IHe*?We afiSn Qe'lai%é:s tﬁ?:‘%ﬂw %BI%'BB‘udads ﬂ'la?é)rggblﬁ% b3k 1L-23R-
ngadi agell aetmitmaluqh abnﬂnm/mclkdlsg tutarot bmltemtopbnadmgdit -238 Jve mediating the

a SeHof -t h parental antibodies. [0023]
Iprcﬂﬁé‘r&,énorr{e.a,walf ? tcﬁg "bi ndi ng conpound of the

poa2ent i nInaoMe@mbbdmﬁeherthe bowpigicompoundhd aheypredaat invention

const.ant | .on n the chain.c ta
cgnapgsﬁas 8&"%1 ﬁngeéd an\{\g é)‘ con‘gaélsmgg aﬁé@f §} pod Hﬂﬁﬁ%@ﬁeég%selected from the
ﬂ]}RS’bfcl&naﬁlhBGﬂles‘cﬁgil(ﬁsﬂd bérein, naombinatibheltie biimar germting gHs chain and

nbod nents .th t chain constant re
R R el pHiR PHTRAT P GIATc: GBI RUART Fameorks of he
pa@h@nantib0@24] | n vari ous enbodi ments the binding

unds of the sent in tion are ol ycl onal ,
TR ona o soiverralbpdimenisrh bR iregompoNT A agfptpsent invention urther
BinpRAE b B8avychhih dPAGRAH: FegldhSVREEIN thel mVpémewnstam region comprises
i nvention also contenplates that the antigen binding

farvd e of ¥ humandeppodipin copgyiseaionser|agariant tharenh {myarious
%Fgg%gﬁ%ﬁ%ﬁéh@ ghcfﬁ’l( %(angnt f%@n cc}nﬁ@lﬁses %Eénsbg% tor ?%%:Péa human light

@h@iomﬁa&;@@g@nrret hod of suppressi ng an i nmune

(AP, B SRR DA AL B SLH i
epntylclgead bmatlongl, Chiagne tuntahzed of fllg peoarf antibbdies cbrLfragBants thereof.

mount.. ef f ect

'Irl]1 rrgresc?,% ma/entlont also %OH%%gne?es tﬁ’% ?hekane %enfzb ndﬁ?%ﬁagrﬂeng éngn antlbody

tfhtgment selected from the group consisting of Fab Fab’, Fab’-SH, Fv, scFv, F(ab’),, and a
diabody. .

[0025] The present invention encompasses a method of suppressing an immune
response in a human subject comprising administering to a subject in need thereof an
antibody (or a antigen binding fragment thereof) specific for IL-23R in an amount effective to

block IL-23 signaling. In some embodiments, the antibody specific for IL-23R is the



WO 2008/ 106134 PCT/ US2008/ 002534 7 humani zed or
chinmeric antibody. In further enbodi nents, the inmmune

woORHAREA 1S an inflammatory response incl udipge/us2008/002534

arthritis, psoriasis, and inflamuatory bowel disease.
In other enbodinents, the i mine response i s an
aut oi mmune response, including nultiple sclerosis,
uveitis, system c |upus erythematosus and di abetes. In
anot her enbodi nent, the subject has cancer and the
ihOidRiged @ TRADRG R dnﬁb@ﬂinlln fufthelesiiRameents] ;2@ muhé &sponse is an
present inventiqn al. ntenplates adm ni stering a

AP PP AP PRSI s P &Ry disease. In

JERNEbodMBets, AR MWWMSS & akdIRnRIh 8 8B nse, |1ﬁ‘élﬁ’d’l¥1%ﬁﬂltlple
can be in a pharmaceutical composjtion conprisin

Flﬁ'@F'ﬁ’gJ"E'é‘ﬁdeEltﬁ@w Iypus eéﬁ{lcfr@aé(hsu@ anchdi ia.hj,tqsr gg:ﬁnQH}er e%bodlment the
36 Bhs cahfer GRIHNANLAB rd bdre R aP1AY mﬁ&&gu cally
acceptable carrier  or uent. In a further N
d038Hi ment The mréseahwmt@e @tsp @@ntereeim%sdmmmrma g pdditional
%mﬂﬁés%F%re%‘i\/e dr TNUAABHRREGS SEehe Ple BHMihg LS ARTEBS QR present
agent 027] The present invention enconpasses an
iinvghtianegin ha i @ pharmesaytie) copeseionlsemppsing the hiridsig compound, or

f

AT BRI SR ALHERGE M GRARER Wi 2 b B Beccppabe carer
oadilugat. In afartler gmbsdiment, thepharmaopicallsomppsitidrefiirther comprises an
: e y a host cel
?@&%g?%ggrﬁ%%%?%ﬁﬁ ﬁl{fﬁ ec{ 6&%87&?30 enconpassed is a
WMQH] celITmmmpﬁmSmngnbhenumumensmamdmadnmﬂhodmdkmmdmgﬂw
é’e yséjp igd gequgonl pﬁ %ﬁtib%% grglg?dr’%rln?rlﬁgghhﬁc cf’l (rjgl 2 pgund oﬂge present
sieguorc €T hesuelejoragsisad be idmrab;esmmvzbamr ngerattljn éinked to control

ot RER e R R e WY IS b ffrpeSed i a osi

tcéllecdﬂimﬁiﬁgl tb@vécﬁirairﬂ& théthobef ppddudin Ial’pdlypeptme rp@prisin@éulturing the

he | nventi.on, | manuf act ur e
1 B RRET botdion Rt e hiklei® B SAGBIta s S Prossrgh thgrefpyproducing
Mpd}%pﬂldemﬁcﬁécd\@rmg the Ipalyp&itide Yrofhi theRGE cel Pattrddimine
i nf ectious dlsease cterjal,

iéﬂ?% act er "g‘f%?‘g\’ﬁ FaodgPert HigdnvanHeREts eaﬁg “?“rf%la&d'i‘dh‘gg compound of

GHY [R6¥eht ihdnich irDIRS )nanuﬁ&ﬁjféfdftrﬂeancarﬁ&ﬂﬁ for$Hetreatment of disorders
|nflannator¥{ bowel disease, nultiple, sclerogsis,
1

dRFddings bu wited to, inflammaigry diseasqay oifamupgdisgasg gpnssr, infectious
ldsete 1@E. vasAsl ARESbactERA, ViRY 8Nfuh QI int&kidh Afclliding chronic infections),
conposi tions [imted by the af or ement i oned uses.
RUbotes pyasiags.Haflananaeni bavel diseape mukinihsglepsis. dyveitis systemic lupus
RRARERUS élﬁadla&%p A5bthérAtbodinfeARtheSih (htidn RIIREY @Sompositions
conmpound of the present invention for treating
dimiisd duthe aferemerfiongd ugpst  not limited to, inflammtory
gb(ﬁ@?se' at#&héﬁ%‘édﬂieﬁ Qﬁeeinv&)‘ggﬁ‘ ?Jlates' tprﬁﬁ'}ﬂaQ lcal compositions

I sease (e bacteri a acterral, vira
fcompging mb@émg@nmpom@ af mcmesentrlm‘mnbon for éreatmggrdsS)orders including, but
%[)f lm:lit%d 10 mrlprﬁ&ra{o?fﬁﬁeasé rAIltIO eocﬁ%a&(,)ifﬁlcerdin?e%ﬁ&?s disease (e.g.

tiple sclerosis, uvertis, systemc [upus

dngterind mayobapterahd/ind] ertfengad infection, including chronic infections), arthritis,

psoriasis, inflammatory bowel disease, multiple sclerosis, uveitis, systemic lupus

erythematosus and diabetes.



WD 2008/ 106134 PCT/ US2008/ 002534 8 [0030] In sone
enbodi nents, the binding conpound or pharnmaceutica
woERIPAsidy on  of the present invention inducedd/us2008/002534

prol onged period of rem ssion from di sease synptons in

a subject, such that the dosi%g i nterval can be

extended to nuch |longer than the half-life of the

bi ndi ng conmpound in the subject, for exanple in the
treatnment of a relapsing-remtting disease. In various

€0U30Hi Ment [4,soib @mbbdifiedB) thé Bindkg Ro@péund dAbRirmhéeatitQ Bomposition
ag another is 6-, 8-, 6#0-, 12-, }6- ,. 20-, 24-, )
9hth,REREN gpventinyaduces 4 Pelenged BSHRI R Fratitsionsfram digpase symptoms in a
S6HJe AN s Akt RO dosiir ifitehal EdnSHRtextecAddiad FRIGE Wnkdr (RAEME RAIf-life of the
rel apses. BRI EF SCRI PTI ON OF THE DRAW [0031] .
PingtiecomPeHsVia theowpiset &6 A¥arle indhe freatmynt ofa gelapsingrremitting
AREasBU MAHE ECert bddiments, MY ihre R Betwd dn-ofd RN iR arfdl 830 er is 6-,
eavy chain_variable domai n seg;ences. Sequences are

h

8r:d01 déd 16020-¢ 2nd&Weakspor longerg gn othergrggdinentscgingle administration
R ier RFmattA) Bevéhnt rIb20D7- b and hu20D7-c. CDRs

are indicated. Cross references to sequence

identifiers in the Sequence Listing are provided at

Table 4. [0032] gRIBHDESERIPAGN 6 RRWANGSs rat,

mouse and humani zed anti-human IL- ant1 body cl one

[903h}  chai Figwrarlishowecahopasisensé cal € irdemouBdim Brand dumanized (“hu”)

A5y o AR T D e

ORRgled ifer clands cFét.r8B1H G $83B K, e¥@i cw20E% n28iem@eD7-a, hu20D7-b

Aol e e R St Pl S YRR YRS Rline Sequence
oD e sapRdndeg c1arer L e S g B T oo O

H9E. pondt RS grsows PSR oL ouse &R R e Bhf-human 1L-23R
ahtétdy ylode liftatcksin otdiblerddeain Sqbérees! Seqhancesuropiosiiziad for clones

s} oA PSSR PG, R b it S Wl and maop7-1

IODR3rPpoindicadd bgrosefeferemeetot sequehee idaitifieBih et Seqaénck Listing are
each, i.ndi vi dual publication, database entry (e.g.

eEiser Rt %ﬂ% nces or Cenel D entries), patent

application, or patent, was specifically and

individually indicated to be incaorporated by
reference. Citation oPEgH%LEB#§¥%%§%§KH%rein i s not

iju3snded ags adedRerins ﬁicﬁ{aﬁﬁgﬂﬁé appeRddd@faHh & MeSsindular forms of words
pertl nent prior art, nor oes It constitute any

AV a8 sponatasando then einglyde bisir somsspending Riprat fefegences unless the context
RIRHY Giddatcl BheRYisd %@?_Ee%w viR0 843l dequence identifiers used in

PCT/'US2008/ 002534 9 Definitions
this application. All references cited herein are incorporated by reference to the same extent

as if each individual publication, database entry (e.g. Genbank sequences or GenelD entries),

patent application, or patent, was specifically and individually indicated to be incorporated by
reference. Citation of the references herein is not intended as an admission that the reference

is pertinent prior art, nor does it constitute any admission as to the contents or date of these

publications or documents.



[0034] "Proliferative activity" enconpasses an
activity that pronotes, that is necessary for, or

wd Waddessaspeci fically associated with, e.g., RITR2008/002534
cell division, as well as cancer, tunors, dysplasia,
cel | transformation, netastasi$, and angi ogenesi s.
[0035] "Admi nistration" and "treatnent," as it applies
to an animal, human, experinental subject, cell,
tissue, organ, or biological fluid, refers to contact
of anpemmigesmous pharnmaceutical, therapeutic,
di agnostic _agent, or conposition to the ani mal, human,
dOM5pbct,  cRiofifergtive agavityd eRcompagses #)) astiyiy thal Premgieg; that is

n@&%aw ﬁﬁ roﬂﬂa@l% spédificalll bQatinRM With CaE), KRBT cellVidsion, b well as
therapeutlc phar macoki neti ¢, dlagnostlc resear ch,

APnsel KysRAT. rpRlasia, felf etormations msplesis and angiegenesis.

fOU38[TPaS S €87 fifRiisBatior®and ‘ﬁ‘@%ﬂ‘g&ﬁt’ at R af;;hﬁss &S annﬂ§l Mthdn,

as contact of a reagent to a fluid, where the fluid

iexperimegtshsubiact Wil iissuseorga, lor behﬂWhﬂ@ﬂ,rraﬁrSdﬁ COI&M Of an exogenous

t I

lpngerggrl;rchﬁ@il th@rlag&ltlgecﬁggﬁmktﬂ algglllt 5&oﬁ|:§g%{g&e(nnt%6 t}{g?nal\rélﬁlo glirln%n subject,

lgelh dissvg, e osbiclagival Byid. b@rdramstrh@qn”@ed ftreatrferg aeangpfer, .., to
p%ut?co Bhdr& c&k@ne"f‘ic %Elgstlc Fets&{'éhngl{dyex erlmérﬁﬁq‘ﬁartﬁcﬁs Treatment of
Ject ers Brapeutic treat Hent

prcolfb Prydompasses @mtqgt @ﬁﬂemam tvehemasaﬁr\mll aStconta@své ar@gerd ta fluid,

i Li .
%hﬁ%qgg' hmﬁ 1% ﬂ%BLfa&%lkhotﬂg cell ea%ﬁ{wﬁtp 10n’a nd grregt?:rgﬁnt ’a§sotn9eans in

tvitsrsand ex @ivo m‘cmntsemg;ooﬁzasﬁdsy mageat, ldlagﬁosan, tagging comtokition, or
| a Qell Lliesye. S ica
0 fher R iy St g0 S Rl S, o s, et
mcethlerapaltsOreeumentrpmglactlcsortpmbmtm ndasures, tdeeseagehnind diagnostic
tacts |l-23 receptor 3RJ1L-12R131 .
f] EPS e 5eat"éen§ as "rﬁ’p“ésﬁ% POy Vﬁg‘?ﬁ%ry oF TEEFFR Fupiges or cell,

mb:aﬁ for dghn, aicsmpﬁsémhtaeﬂ’&f anaggne wiith anmgxb Elibﬁ}éct Qrcell tlssue

ant aqon t does n ont act e Q‘ or t to
PBsarRe ComR e AR i L G & Tietity SF e S AER pfompasses
aityatibpy Whaé tlﬁ&&blb@dMaéthHI-ZEkbéﬂ%rt(HJ ZIIUHJ-(HHS[B r l%rodlmer) e.g., in

bi ol ogi cal activy Thus, it is us t he, broades

St el ofRioHsl s DU i S0 et Dadegant does no
(contadt el iy of tHelredeptogt h monocl onal anti bodi es),

poGéclonal antibodies, nultispecific antibodies

(W38] b speusedihereim thedern o 5'b°dah refss f%ana&%%foqneeody that exhibits
B G &0 1081041 ARG LYE SThuf, W ik MsddURBHR bAGHdER Q8HsB nd §le€ificadR covers

| ong as they exhibit the desjred bi ol ogi cal activit

pmsqlpn%gnm@é&s Kiapluding felhlength megoolpnal 2@&0616% Pelyclonal antibodies,

o @%@élhc antlbgﬂi%i te‘"% glgp’%gl@‘% RhtibddRE), ERfneri® Emtlb%mek Gfathanized

bi ndi ng ment ereof ' enconpass a fragnment or a

@@tﬂbqsim %y ‘Fm%iham'@ﬁ@Ibe 6tysotlneg assheyl gxhiitgBe dasiredibiplpgical activity.

G33) NS it g LAIHREE Bl Bftsivi- 2R Bnaligel ffhond O bl i Fhgment

I'n sone iments, an anti y or an I gen bi ndinhg

ﬁh@a@ffem atﬂh@némdn@g fragneenpihe@eﬁtencmwm 4 Gagménthi ddariyative of an
ey MaB | Wity Eing e ElRRACRIANy arhitiyg g 1L-23R. 1n some

|enibp<bnteottsyanaa:mbt\)dycqr ahtiadandse fragmegothersobofalie presepBiRvention

\Aﬁ}l lthsrtﬁ\é% @gll \91L IE%S r I)'!OYISL% iQhibitlod BLiAb b A% d tg'hgr)%in as “IL-

orrstsrare said ? nterghan eabl'y
QﬁRllmfhblery adtivit® 3 RSecmeZiﬁ@SttrﬁﬁﬁdﬂL BRTWWS@@@B&M@@I activity of

]fr%ibiting IL-23 signaling, such antagonists are said (interchangeably) to inhibit IL-23R,



inhibit IL-23, or inhibit both IL-23/1L-23R The term
"anti body fragnment” or |L-23R binding fragnent refers
wd Bogadeeit ion of a full length antibody, genemgys2bdd®o2534
antigen binding or variable region t hereof. Exanpl es
of anti body fragnents include ®ab, Fab’ F(ab')2, and
Fv fragnments; diabodies; |inear antibodies
si ngl e-chai n anti body nol ecul es, e.g., sc-Fv; and
mul tispecific antibodies f or med froniantibody
fifkAgB 23 or hybitdtH B.-23I23Ri The fefrR 0aRiBbdOfraghtsnt' VR tIL28R binding

g‘g-éq?llglptfr grtspalf g?)él%tig%gé %.gl llsiiggsﬁial L3 )I‘? §|§$F2${B/ tE? ar}éigen binding or variable

d%’iéd’tﬂ&ﬂeéﬁe Hx@inpie® f ﬁ{tlbb@ﬁﬁﬁgngeﬁ%m@%%@o%b' T@%J)z BQ§Fv fragments;
90% 95% 99% or 100% (or nore) of its IL-23R

dinbpdies é‘i‘“}ﬂr aetiwietf»ysm%iwimgwbai’iymaie?id?%n@ 86 P Wetd multispecific
Whttil;bd%fférhﬁﬂ %Fn aﬁftli)bdw fré/gn(eﬂtseWFkall)I E‘ﬁm@ﬁ@ffa@ﬁent or derivative

bi ol ogi cal effect w| usef 't is also intended
retains atlppshl Wpekits Iile%i3R whibjtoryartivipy. Faefergblyr abinding fragment or

IdBG MIE re¥Ahd aﬁ'ﬂ%a§t T30y 150%, GONASRIY,B0bA 90%”95% %4 8k 100% (or more) of
substitutions that do not substantially alter its

tifis - B3R énhakiitory,actiyity.[atheggh amy bind g fragmentorithoficient afﬁmty to exert
mtdep%vb. lofiSal usred Jciﬁrb% luBefull §f i8R0 frifer@Pd it WaRH¥pecified, a IL-23R
obt al ned ? m a popul ati on of substantially
thindingerrgment can tindbisigivagants hayving cohservatié ethihgakid substitutions that do
QBgémgg?Sﬁygﬂgp&I cLagibopul ation are identical
except 033|b aturafly occurring nutations
t{0038] may bﬁhqmems énonocmnm atibodyimas e heliﬂmocfieartalan antibody

s ar h [ ' te
%g{gingg ?rlogi aspl?oﬁ)glagong nt é{lbgtﬁtﬁgall hlglingééglg&{g%ng%dr’]cﬁecs r.¢., the individual
caomhndrds icmnarllsu(g)ﬂ)b poibldatadn)are amticbtmkyem ifcﬁnmsalble oatsrally occurring

tnYlRalxti%% lh%t ma)S: ée e%re§e%t i t}ulnoé é’lmgpeufn Sap en l%nzg Rt bodlles.flhe hlghly specific,

agains or sp epito es
mexzigfdireated amrmsnd inglé éntiganiuc epitaps. {rhevnohay@ateitiond] (pdigclonal)
ant.i ed fr.

A nRe Rt i T o PR S B S SMBRHES fieleheqinst g specific
do differtadeiopése qhemnatifigr mdnatiomat 1ﬁ)dicatt¢k&haﬂ‘taré’a&d¢f ihy antibody as

| ar thod For ex nocl. o
e BBfained WoBy A Baa sl SiaoBe PR PoR PR R Sogis ot o be
Ié:ﬁfilsﬁﬁlédb Medifﬂﬁrk@%loﬁﬁdi@tn b}?fhetah%d;lg By hwldt%m%g IFsf example, the
escCr.i (0] er e a ure
r%poglgn ? d5:§ tg Beci(lﬁ% 1rh%{:ﬁ?r% v%péit'\ﬁ Brgse()giéléentiém dnay%e made by

l&hefhybﬁééma MNethod figst Geefibod byTItkﬂller@DﬁlOgbO atu;%fEtSBbml &Smay be
al so be isqlated from phage anti librarie

@aﬁdﬁay fasempisani Ry deethrds fvep sty US P*t?z Iziws%}ﬁ 3&¢)- aThe "monoclonal

(aﬂt%&l)es NabylhiSo %%ola@a‘fm@\z&la@@ ﬁht%ﬂ}‘ﬁbr@rﬁesﬁjsm (tﬂegt%i)n qhes described
Bi ol . 222; for exa 5

r'r'bﬁ@ei‘séiﬁ ﬁi alg(1pp 9&&?’@@ %é%r@“rﬁ@ﬁ@% F’E’F'&Séi’ Py (i%ib véd@l Biol. 222: 581-
"sofi (FEdKafmpleant | bodi es (i mmunogl obul i ns) in which a
portion in t he heavy and/or light chain is identical

mam or  hbkoneepsianat @t'@é‘ilﬁfe@p@ﬁ éneﬁg"lcgléqmelnéfe hjmgeric" antibodies
i?rf&@%@io%ﬁlu@? H \VEGh B%Qilmoﬂ opﬁg%gﬁglaﬂ&/orsfi) q:'cﬁa?n fidentical with or
onging to a parti ar anti or subcl ass,
vlinologoscto cemgsporiting gskugriges io hailbv(dse)s dprivedifehang partibulanispégies or
r Lo
JeloHEE N OBt RS TR ek B8 AR rebidy LR LB i
agentibad aMithelr Agmologowsith @bwsondang Wdﬂcﬁsn ﬁmtd@d@nﬁgl\@ﬁ from another

%H&crﬂes\épbagigg%gkgaﬂlgé‘ieip &T/byd‘?lchg?/op&%?&sﬁ, as well as fragments of such



11 anti bodies, so long as they exhibit the desired
bi ol ogi cal activity. U S. Pat. No. 4,816, 567,
wobg/icsen et al. (1984) Proc. Natl. Acad. Sci .pcdafk2008/002534
6851- 6855. [0040] A "domain antibody” is an
i mmunol ogi cal ly functi onal innUnogIobuIin fragnment
containing only the variable region of a heavy chain
or the variable region of a light chain. In sone
i nstances, two or nore VH regions are covalently

JafMibvRAGEs Vot 1bngtasRet dxHitlthd\dietired Biblogikcakaviey. .8 apMNo. 4,816,567;
domai n an VH rﬁ%jons of a bival ent

Meraion it (Y ProgyNar sed et 1B eS APt 1 or on

q0udopens. A0@drhdin Antikydyals@Rimanhéoehily femﬂaﬁalsﬁﬁmwgobulm
antigen binding sites. In sonme instances, the t

KiagmEnH goRpning Qﬁw@e pariableggion Af 7 brawy slipatprithe mrra@@ region of a light
'E@Mﬁvﬁlrson@l?{s%{n%&t @b ,h&‘é'\&ﬁegr&&é ar@&)vgleﬁﬂ’ﬁﬁ)’irfeh Qvnt(‘xsd%ptlde linker

bel ow). [00 used herein, term "si ngl e-chai n
fyerege a bsvebvt Qi‘i*ﬁ"i’ pftbpdy- eTfeﬁrtyot\bi reams Hadyvalans derasin gntibody may

Qé}gartﬁégaﬁlg ot BtreMrt grg%e,y;_ domai ns of anti body, wherein

thése donmins are present in a single polypeptide
dofdilh. Gendr'hivalgnt antibodyy cpmbrjsse pre asigtnbindimg sidesnbr sagresinstances,

\?&]e tQ/%lbY é.itggh \)eQKee%ngeaW? ﬁ]&bﬁcn é_s] %QVeVJg glggi@ﬁtrlﬁtlbodles may

I ch enabll es the sckv to desired’structure
fooblsamﬁcg(ecﬁltﬂlcml)l ng. For a review of scFv, see

Raf un 4% S8 oL ERRMARRLGER 1O MENPP Mk refers 0

QDI ES, Beenbir g and Mor'e
Spmli»ddg ﬁlagfh{emk a;gnperg oV and L d@[ﬁ&n's'id.&ntlb&[}'ﬂfﬁl]ler'ﬂmehese domains

her.
T T e T T —
pblypéptide lipkeF betvasn Biedq.l'mimVLS‘dblmauﬁﬁvlﬁ&(bnaRm thh gEfvito €érm the

hods .231: 2 4
3&71@& ggtic%?lrﬁ‘}(g anggu l’lnblmng'\/e%)rdd%Vlﬁ“f gf sclliiv,nses ﬁg.l {(tg Z 1%94)\%E
mhaslmmamGY bh qumenm AR BODIES) vl DI, Resenburg@héMoore eds.
onain g ggg ?%ng two VH domains with
EW$?' etk p Sitgl e domai n anti bodi es are
flev4apd. [ Oﬁﬂéﬁqo&@cwﬁeﬂmbsmeﬂ Kereif Ao InRfudt cathélledkiggle domain
refers tqg snal

ARtRgiss- Brengign ladlé}'k'{elé‘ggnds\)//%;{: &%Pmbé%éo%ﬁpmgqls@ 230; Reichmann e

|Zi$ «’{11/9999.9 Amihunal Meofls SITEs; WO Yioa6 T80 We 9&@659 19 UBS |P|a9 io.
hai_n_vari abl e domai n VL) in the sane ﬁo ypeptid

&85 979 gne pbogimenty she prsgensveRjioa PRAvidea sInElfidomain anglodies

%Bﬂbltns&%w@ v.gubrﬁﬁhg Wil nRAINeEShs bk thAQind R BRItk m&bwss are
sane ain, the domains are forced to pair with the

é@ﬁﬁpenentary domai ns of another chain and create two

4'49 en- bi gdi,aq h%l"etlr? $he tin2Rstio8Rs' %ﬁrsdt‘s Sfrall Qﬁk%o@? ffagments with
in, e.g. P 404,097; WD 93/11161; and Hol I i ger

éwo alptlge(i pgglg)g ql:tp@ thlcma{ia,gmeA@&gmpsm a he@gpphggr variable domain (Vy)
SHAB4 S iy S il OIVISESER ARIagin v v
Bimt By bsiog a lipker tHap &-tod Seort to allow pairing between the two domains on the same
chain, the domains are forced to pair with the complementary domains of another chain and
create two antigen-binding sites. Diabodies are described more fully in, e.g., EP 404,097,
WO 93/11161; and Holliger et al. (1993) Proc. Natl. Acad. Sci. USA 90: 6444-6448. For a
review of engineered antibody variants generally see Holliger and Hudson (2005) Nat.
Biotechnol. 23:1126-1136.



WD 2008/ 106134 PCT/ US2008/ 002534 12 [0045] As used
herein, the term "humani zed anti body" refers to forns
woobosadkizpodi es that contain sequences from negTR4BRIR/002534

(e.g., nurine) antibodies as Il as human

ant i bodi es. Such antibodi es co®tain m ni mal sequence

derived from non-human i nmunogl obulin. In general,

t he hunmani zed anti body will conprise substantially al

of at |east one, and typically two, variable domains,

[0048hi ch aA{ uset hetels tiRnémathuphafized Miibbde refers to forms of antibodies
ervari abl e | gops cqorrespond tQ those of a non-human

t P AGHERCRS H’EP ngnrhugien (&g pBPERR ARfhogicars el 2 Henanr

BRGOARS. Sich ahh@&ﬂesca‘on@lmﬁmallseqnémegbw frén HEAIUERMGE -
The humani zed anti body opti ona %‘bal so W || conprise

#ompReglabulinp By geneial dhe nanirRd B HPBLYIl emrsish sebatgtially all of at
1R B, dnf @plcaily @\kf& G\Jal'lyblé B&%alﬁ’i nﬁwfx‘k‘ﬁ@l‘i‘ of Jﬂwaﬂgﬂug Bl the
The prefix " hu" "h" is added to anti
BYRshvarigls |l<g>@aﬁq>ra%§0wwt@ﬁh9$é ebaayrumay lwpﬁgmlwnd 4l or
Iama.m.a@dau Fid ﬁ@%gﬁfns QbR 3F £ Rirdhn i mﬂtﬁ@gloﬁuﬁd &asuhn%é The
al though these same designations, depending on
wRewzed antibgdyapsionglkydilsoari cpmprise atrieast @ortionfof an immunoglobulin

Qﬁ{s&'n{: Fi%ﬁ (PJ)O@Echﬂ {lﬁ ahﬁmﬁﬁ] 'irﬁrﬁgn bqﬁn "?ﬂec%gﬁ)? Rhym” , “hu” or
ant i bodres ‘W'l Her a ycorrprlset e sane

Skgis edrded o @titlbtoldle_clpm desigantions ddwn necepraiito disgaguish hunouizied
ﬁr?tfbtoaieg 3R [PPCR?&? l)r/(?deﬁ#ﬁ%nb&n% damggﬁ?é%é;s%g#e%%g&%%ng, (aepending on

I ncrease af I ncrease sta
menuextedlan alsd bulibate the hiirpan fotrhef a patigdarprotEi@D4Bie htnenized forms
{odgnq %%ngliod\%s t n%ox% ? %Ep e/ t‘ﬁ An? C@;( g%uleﬂgels %‘fl ﬁ]e pfarental rodent
pntdwdds; althowhedrtaih fagddcoacid :uuhsrttutmms magde ;ncmdgd to 1hlcr‘5ase affinity,
4,821 3/ 086 104 W02005/ 120571;
%ﬁfﬁﬁ%&ﬁwg¥?g§1 F@g a Tg AdVOﬂfi g fbllvery Rev.

![5(8146]40 656The&mobod1mbffthe:1a’eseﬁnnmm elsol frethdt antéhold 8 ©éth modified
{ {
B BT SOl B Sk AR L SRR U o

5lee4,8pYy. wo@dmmmanmnsooﬁosvms?n wegoammolsmmw d8saNR2006) 4dv. Drug

%%é s angg%“é%g@zééﬂ ut Icgﬁcagpn gaé]&t | o |ea NGH O SYRpress various

acdlidhg offthletilmplugie kyiten{vamgRssible b&ﬁéﬁcn’a_peffe@ﬁ in @laBfosa dn@ kherapy.
the half-life of antibodies in therapeutic_ antibodies.

Alistigsyof 2 e epio msersateg 1o1d shanges L bR iRarfeletions arid

GRskioak), g/wdobylam &QBQIS)EGsS/laﬁén hﬁ@&cﬁlﬂ%ﬁﬂulﬁgl@\li@n CRAMRs #@Nfe Fc can
decr eased use mat eri al See Presta 005

Alsp éllteg);hedallfnhfe pﬁm}mples ﬂtger?gelltnagntlpgql_eg 5A I‘E'@Gﬂlﬂlf lifganay result in

238 rEpeheosink, Wile tHeces@ntitah H&RLsk® BorRkSitnde ARl HEleased use of
antibodies wth intact Fc_regions that provide full _

arafegiak: oyee Pras@tRYRe J Hleggy alir. |Iwem<dsl 16731 gtoW&é | gG ,

46 | NAURR 2nGBMLESTRRL rggnﬁnd&%n QIS PRk ahtﬁaed(e% intact Fo
r anti body dependent ceI ular cytotoxicity

Ngeona thag prgeide dult efif¢ctor funcsionse e en@@bomﬂfssothégGl whlch mduce

Sy ISR T o ARl
p@pgpam thea trgates] dedl. In spmepemebod miamth, the antibadirs ©f the present invention
QI% %‘idl&&'e@ %infcgis% ng%tg iﬂ’%}? S!)Jlt‘?’ve c%llg Hgm%%bagﬁcg}pof%ells In

one embodlment this depletion of IL-23R-positive cells is the depletion of pathogenic Th17



WD 2008/ 106134 PCT/ US2008/ 002534 13 cells. Depletion

of such pathogenic T cell subset may result in
woSMed/fsad rem ssion when effected in subj ectpgT/US2008/002534

suffering froma relapS|ng/ren1tt|ng aut oi nmrune

di sease. [0048] The anti bodi ed3of the pr esent

i nvention also include anti bodi es conjugated to

cyt ot oxi ¢ payl oads, such as cytotoxic agents or

radi onucl i des. Such anti body conjugates may be used

icalsl l]Dt"pléﬁbrheﬁ‘s&Bb/ pitRogeficelCdell\s@bs¢t inay Q;ellilt ﬁhrkdstkiinbd reifidslod when

ressi on their rface. | ar
e BRI .8{5\% ﬂ'[?féﬂpﬁépwefeﬁap%ﬁl remjiting autau s %Sease

'[@Mbpt rex al" 1 anti BSHQUTIRY |R8se RGATMNibA alsS ARAIE Bmtlbodles conjugated to
phtheria toxin, cisplatin, doxgrubicin, abrin toxin,

gnétptemcmayla?ﬂf W5k anexderoxin eests eradipnclidss. Sesteansibadyconjugates may
B@dée@nﬂﬁﬁdlﬁlrﬁﬁhefréﬁ'y 18 8@edtiVelly EFRA AhDRITIRRYs é’iﬁpﬁ'eﬁsﬁn E 23R on their
anti bodi es of the present invention include 1

swiare. Byemplgy cytotoxicagents meiudg rlcmswpcaaﬂ@l%ismthotsééte
Psibdombhas-ex&iBkiRNta &erld'l ﬂ{e'nQ I'tbxp #Jl@lskﬁaﬁ | 3Rof¥Bicin, abrin toxin, gelonin
2006/ 0014225, | DO4Y] term Kuman ant T body"

ﬂre,d pakgwees @ﬂwaﬂmrway Emaplawnﬂ}wm@ééestfgm in immunotherapy with the
EQQ bLeRY l‘e@ermrfueﬁt'l(ﬂl RAGHEnG eS!; OnY ch‘”‘ﬂh"ﬁﬂ u:m?Pand 23g;,

antl contain murine carbohydrat'e chains
Pecdigc ébIS |Pf4teat Applgation Putdicatn¥o. (2@06/0016225 n a

i doma .der.i =}
%8 e ant] e tg#rf dfu ly Burg% n?&%' éngrs to rﬂl ogy h\ét comprises human
amtincgdbbutih atotain sguEses onlg. n}‘\yful’lx)hlsmrmntlbaiy may contam murine
g%%%}lte lajllnls Ef St6 ucg Cgats 116185 &SR glcrit%cl)u\égl {,) 8{ lﬁ)ga ylbxdoma{rgenved from a
hfoamﬁn Snanyn‘ahom‘anmtg)dy’ummatlame’g teddrud am axgﬁbbnj/ thatcomprises

seguences ha LS Ia or oth | ar .
BT ea v RERE R Lo (Sesifhatl ondity Rimapantipody may be
sénepeed/iaraihablar beiag) i a'trangic aninnl hdvngtiintm im@ivloglobulin germline
residue% h an aTt i bo th@t are res&ons w e for

SAPYEH-OBiP %ﬁeﬁ’gsp e O%b@P Sylpfplasie ih Stonpri ses

WSUP aci dag @s‘éd HeREh, flfe@éﬁrﬂ‘h&ﬁ@@iaﬁl’é&é@n&f"l référs to the amino acid
detern1 |on i dues 24 34

"CDR' (e.qg.
aﬂ@%ﬂ cmezfspamblséo@vg%m%g i Hhehygenvarahte region
e&apxﬁkeyamnakabie reSiQUR O mad"&om &h{éﬂ@ﬁty%te%%m@r@t?%iba" or "CDR" (e.g.

50 65 g

SR D SRR Dand 465 15 DEE 3L ioAbadighbhain variabe
@!’)xﬁﬁlﬁ 2R re@fdudUSD{AASRIG A 50-8% ACORE2) andloB- 1@ (CBRIPBD fn the heavy
Heal th Service, National Institutes of Hea
shaimeasishle domain Ghabiatar ak (99 Sqqemcm%fsl’rptﬁ@moahnmunologlcal Interest,
(sﬁme PYRfd ﬁéz.htﬁ Sleﬂ@& Naﬂlorﬁl Ingfaﬁtesi yﬁﬁea%ﬁ §&hése;)Md 55&#& those

and 91-96 (L3 I ght chain vari ab
Enfrema "beenariablp 300105 9&5@5!@@)26&%@9}3 5962 (Lm)ld Oh-96 (L3) in
. | 4
PRt o 45O 03 10 0 s
thein vasiahle domaineifiotria and Lepl(198Bsh dl(@és&tvlef%ﬁr §01-81 Hhdsased herein,
re L3 W s dU I r '
YR AP RO e AL QLR o SRt SRR XA an
hygsindhaiebln mﬂumnengueatd@ﬁeed heedlimaseGDR gesidves. KBlizaresidue numbering above

Péﬂﬁ? et% Itﬁﬁgl(%l%ls %ﬁﬂ%e@ﬂg 08 aftdoe ﬁ&%%ée%gdrh{ %og‘%rs;go%ﬁ kY anil to the

ence nu erin
awemq@amyubmgage‘;eqhﬁewcmhansmg rsgqueSwUlem@ Seguéna@ivariants in both the

le:‘albarltdrl?‘f?ame:work regions are contemplated, and may be represented as “XbbZ”, in which



CDR and franemork regions are contenpl ated, and may be

represented as "XbbZ", in which MD 2008/ 106134
woedd/14e£08/ 002534 14 ani no acid "X' at posi tgcqys2068/002534

is replaced by amno acid "Z", and wherein X and Z are

in either tiple- or single- | dter amino acid code,

and position nunber "bb" is typically defined wth

respect to the nunbering of a specific sequence

di scl osed in the Sequence Listing. [0051] "Binding

@ﬁhﬁﬂlﬁctnﬂtx ’faﬁfpss’lﬁort bba igMeplacdd| by amsiRdcid Qﬁﬂ\lvl@brem X and Z are in

rQ | ecul eptide, antibody or fragne
Blee ot HegTiisrB st R B 5. FUARSBISH noBBpTBP S grpically defined
Wll’hdéd’ﬂ)gct t6 thedubBEGRd of a'Bedif RYu&REBRUBEEd iR IR Beh@hce Listing.
refer to a conplex of nolecules, e.g., a non- coval ent

W] ex, cBlaﬁ’fng sPBRd nsfess (@1 aamolggnde, smakh malsgrleemagrgmolecule,
‘ﬁBIyBéﬂ@ldE %ﬁﬁb@d’i’tdr Yragﬁgﬁtfo'r &ichlo iR kiffddk Or s&u&e rec@&g} Ehsfle of binding

“OBX ation, | ation, cross-I1nking,
é%tar&eatu m%)POfPlPQﬁnfi @!SO @mem(ﬁa corpiex pEmelapites; e.gof non-

Qb%@én?gorﬁ;ﬂe)@ 1d &f g)ﬁtzed W&%ul@sﬁq 3% E(K\'afeﬁgf BPﬁl?rx@cothlently modified

antibodi es, the term "binding conmpoun
pislasulene.gbmaridisd Ay ehesphoryletior redition, drosseinkings cychizativof or limited

c@a %b r{gat i{ &%%l@ of Qinallﬂg ifrggée?t W%h l?Sfed mﬁ rpf}e&q!:ent% aflttlbodles the

conpoun a target associ atron resu
tenmr* bhdgi comppund”’ efersde heth aditmdres amd antigewbinding tfitagments thereof.

ggmﬂng HHGIR %/H;agsomaﬂlon%?&% g&hfggc%m b éown?' };ggeggfﬁgrg%ed

or suspe n S
essapatsin resiits i H;ﬂecrtmntlmtla noohad (Bmmlaremgtloraoﬁlhﬂtiiindgg compound, in

[ n t abll e s
SRTP NG ! O Bl Borlfl s B8 SRRt ip solugin, <inding
Oémmsl'tdlnﬁ efers taa hmtegelb e. g @@ariling' cﬁﬁfpﬁb&ﬁd{&t ¢on651yat10n with a stabilizer,
nod var gnservat ) bstltutlon
PRhiEn R SR SoPenf PraBR i ittt Aslgktnn 1o
1[0052]9 of SkaﬂlsetvﬁtWehy modified asrthntsB yr Goh&ivdtive BEERtutiBY BBfers to

es ent| .re f the oI Jde W t hout
SAERRRE ot B e Bowatp tfpet JPERt inifis St aad ey pien be made
BWdn€ifi Yisentiabrapions bﬁﬂ%b@fyjbe;ﬁidb ithbuttatterivg tﬁ.é alowgafglembityofthe
th in Table 1 as

made i n accor ce w hose set fo

FPFBRBTePi] Sorh SSeRiAArL S GRS 4t HEIeIo BdRar ccordance with
oS teit FoHhi lﬁfI‘ébleCleS%IWS. resi due Conservative

substitution Ala (A) dy; Ser Arg (R Lys, His Asn

A@n; Hs Asp (D Gu; Asn Tapel(C) Ser; Ala Gn (Q

Asn  Au (B) f3em lgyrtonservative Amino Acid Substitutions

Original residue/Conservative substitution|
Ala (A) Gly; Ser
Arg (R) Lys, His
Asn (N) Gin; His
Asp (D) Glu; Asn
Cys (O) Ser; Ala
Gln (Q) Asn
Glu (E) Asp; Gin
Gly (G) Ala
His (H) Asn; Gin

Ile (I) Leu; Val




@ GAla Hs (H Asn; Adn lie Leu; Val W
2008/ 106134 PCT/ US2008/ 002534 15 Origi nal residue

wo0hGRksat | ve substitution Leu (L) Ile; Val Ipygdsiosho2sig

; Hs Mt (M Leu; Ile; Tyr Phe (F) T ; Met; Leu
Pro (P) Ala Ser S Thr Thr (T) SSer Trp T ; Phe Tyr Y
T ;Phe Val (V) Ile; Leu [00531 Those of skill in this
art recogni ze that, in general, single am no acid
substitutions in non-essential regions of a

et vi Ly, Seor o, Qrenl B CRsea e s D U,

Bi ol ogy of the Gene,Lé@®) Beénj am Meatni ngs |Pub. Co.,

p. 224 (4th Edi :[II on)LyS[(Q§>54L The R@r e "consi sts
essentially of," prvarratromns SucH as tongi st
essentially of' Met{NQi st | ng sHat]] of ," as

used throughout tlhe BiaE)fi bat i Opr; Myt Iehai ng, i ndicate
the inclusion of anE; (gflted el emgfls or grjoup of

el ement S, and th ﬂnll efat—irnetust-of—oef—eother
el ements, of siml arS@rr(Sbll flerent Adrure thgn the
recited el ements,| thpg @p not materdepl |y change the
basi ¢ or novel prpperties of the specified gosage

regi men, method, jor Wasi{ion T¥sP -limting
exanpl e, a binding coyeynd|that TenBhests egsentially
of arecited am n{o .ggll g sefuence lgna[yeual so I{ncl ude one
or nore am no aci'ds— ||L.| trei g DUUDLI tut+ons of one or

am no..aci d t hat . d ma
b oTRSR SR LR iR R ar RS SlrRls s
‘stistietibhs/i@ nanw@ssehtial eegimmaqaesrpemdamy nbt ssbidtéritialle Alter binlogical
anel.jorate o

reven [ ,Si of .th
Ao Eaar YR < ah HST VIR Ot Bl R CetiBaienot
mﬁﬁﬁﬁﬂcuthmg&(ﬁib] ©b.ep.22a1@h IEdmah)e or prevent such
ﬁ@g’jom or Effective anpu al sp .neans ,
t suf T‘i‘% ?FF FPSIS SHB cPF V*l%ff'@“oﬁ“ﬁ@%§P§S‘Stﬁ§fcm‘a“y
off @ CtdnéBtiRdBIE tiafll P bf, BasiREd thedbigRdut iRt sbeditication and claims, indicate the

inclusion of any recited elements or group of elements, and the optional inclusion of other

elements, of similar or different nature than the recited elements, that do not materially
change the basic or novel properties of the specified dosage regimen, method, or composition.
As a non-limiting example, a binding compound that consists essentially of a recited amino
acid sequence may also include one or more amino acids, including substitutions of one or
more amino acid residues, that do not materially affect the properties of the binding
compound.

[0055] "Effective amount" encompasses an amount sufficient to ameliorate or prevent
a symptom or sign of the medical condition. Such an effective amount need not necessarily
completely ameliorate or prevent such symptom or sign. Effective amount also means an
amount sufficient to allow or facilitate diagnosis. An effective amount for a particular patient
or veterinary subject may vary depending on factors such as the condition being treated, the
overall health of the patient, the method route and dose of administration and the severity of
side affects. See, e.g., U.S. Pat. No. 5,888,530. An effective amount can be the maximal

dose or dosing protocol that avoids significant side effects or toxic effects. The effect will



or veterinary subject may vary depending on factors
such as the condition being treated, the overall
wd'Red/idiaf the patient, the nethod route and desguhs/002534
adm ni strati on and the severlty of side affects. See,
e.g., US Pat. No. 5,888, 530. 6an effective anmount can
be the maxi mal dose or dosing protocol that avoids
significant side effects or toxic effects. The effect
will WD 2008/ 106134 PCT/ US2008/ 002534 16 result in an
irdpRt Qi/zﬁﬂﬁfﬂﬁ'o@fneﬂt cdiaamdgasiticenermas oF @raﬁetaadyaﬁ&taﬁrsmynsmy by at
| east 5% usua{l at | east 00/ nor e usual a{e .
1ea8is0%% ggre wive Yﬂé%&ﬁ? #07%.4posf Bswally aigopst /éofRé?fS‘B‘PE)/’aé ast 40%,

InRAS brefebily at'l&%teSM AR )S\Qfe)’ab@t at 18358092 Qdal 1 BSitast 70%, more ideally
preferably at |east 60% ideally at |east 70% npre

pleast BYYe, 4nd m%@@a'mdeaafrﬁﬂ%mrq 198% i gefipedjag H@@'@e%nc
\fym-%ﬁq@tel%mb@a%%a%qbﬁa e%l W%'e?al pn@bgmfmhdbook of SOPs

a normal subject. nar

(o_r@@)d d/lenmhaweke, bitergiopm Pff~‘-°<§r B@@d@m F Icu Rent (3803 GpedLaboratory
Ly @B&’&‘éﬁiﬁkﬁfﬁrﬁazce B@Fcﬁ PiRBL ‘Lfbndcl:d- ybent (2001) Cood

Laboratory and Good Clinical Pfactice, Urch Publ. .
[W36bn, UKImpowsepnditionnen cimmaungidisorsist” epcompasmsnes., pathological

f?ﬁ-nra ?Bn a%qgﬁ)m&t%%s lso(?deg andgggﬁlginﬁgﬁr&a&sorder or disease. “Immune

mmat’ion, an | nfl amrat’or I sor
amctntnqnﬁla}se refers & thdactions, ;;lv;rsletastenfebtimmmd praderdiivd qonditions, such as

g%]%? ¥u%o¢{ san& Qr&go%g%sw %ﬁjdlr%qﬁf%kt%ng r}Lmoﬂf gn%t ag&% thﬁ gsast

era
amglcatgmrm»sthsgmmmel systemg “Cmfoemus onnsl;tldnu mhsi,es argd cancer cancer cells,

anocrserarsl il h%tCSlg eSI S;e z?nrcg%lucat | lOﬂS XUCB as S ine SySt em
E”C‘%mc’er URGPY PESACEIQNT £} . g‘éﬁ ¥ cancer
t[mlsn]s t u‘ﬂﬁ)ﬂe&nmalgfl digﬁdre%msansanﬁkomee oaputierlagical condition where the

t | nfl t .
GBS sl o B drons e drRates i Bup bR es g ate of
Whgﬁﬁorl bechapgd th@@iﬁoﬁ,&fﬂ:&blﬂﬁof theimiidle 8ysidm | Qelpdflthe immune

from.e qg., a_chan i nunmber, chan in rate of

ﬁ’(séﬁnht“iclb‘ﬁ?’ Cr ﬁﬂﬂi‘ﬁgﬁ C?‘E mARqCyieh Pb‘ﬁa“gl?ehaé%ﬁ priigsp pregenting cells

l(mg)edeﬁyﬁﬁcemns (E';midorgln@fmt kélls, NRUTRIls, sly&kfyml.% ,R64ihEHRils, mast cells,
ce S (0] €S Oor nmacrophages

ah?r}ygé*r?r ﬁ?'é%?érﬁ'tf Hly assqciated ‘mp%ﬁ)‘mma%ﬂagx farexamplecytokine-

piddnéeIng é@otﬂxl{alczfelebi&eum@lsel I's, neutrophils,
eosi nophi | any ot her cell

W8l £ i cal 4\9 Es%eroav%g w" me@hSea T eetlithat isgot a qlassical THI-type

PRIBI Slassidf ?H?_Ji’ﬁ)e Weﬂdﬁé?ériég t@&dﬂhb%lemsalmv cBIR atrmkdu@ied in
cells. [0058] 8%) uci ng 1" neans a

greater dataihgtCug 3611 5@5‘?'@Bﬂl (2 J\{ayﬂ@muﬂvlc'éﬁﬁ &%9; ala@s%lld Qaﬁhea (2006)
N2t 4P816b- R twakhff £ 1§FdnR (9@05!7'1511& %Jes% 11%"\%8‘&9&& S«qL-17-

are discussed in greater detall Cua and Kastelein
pxdoars sedl’ alsormaansia T cgll %Vemsesvae@e ey yoesidef T20led§B of U.S.

gﬁ%ﬁrﬁpp‘i'égtlo%%bﬁ@a%on N’(\ﬁakwﬁoz@ FS (?? gg{&g (Il(,l r% %lvgr protein;

. I'nvest. 116:1218-1222. ci’ng ce
ghesepkinediganch2;Tinigdeukin-h A(ILel?prtragsasiption fpetoe RAR related; and/or

2281k 1) Bl G Rl BAAY 63 i
Breptenthen treatmehtentikamie.-12 aganigt, Sherie r‘fgeaﬂeethkm his d@fined as follows.

%Mb‘regs?c)n’ witth & ﬁ_,cﬁ zp Ingpisfoﬁﬁ}la?lly m asf ?—Ifo% gl%;ateg rt‘%ic%ly at least 10-fold
greater, more typically at least 15-fold greater, most typically at least 20-fold greater,
preferably at least 25-fold greater, and most preferably at least 30-fold greater, than with IL-



suppressor of cytokine signaling 3), where expression

wWth treatnment by an IL-23 agonist is greater t han
wold068iodeNt wWith an I1L-12 agoni st, where "greatpef/itdads/o02534

is defined as fol |l ows. ExpreSS|on with an IL-23

agoni st is ordinarily at | east!75-f ol d greater,

typically at least 10-fold greater, nore typically at

| east 15-fold greater, nost typically at |east 20-fold

greater, preferably at |east 25-fold greater, and

M $reatpiehil aF; x?@séiox@&anl wRafdasded, feqd. Gvig atrdnt of Hpdpulitioh of L

WO 2008/ 106134 PCT/U82008/002534 17 12 treatnent.

Eybstaataliyamre Hnl herodweing gellg A dhly respgnge is op gBmpgsEsRopse;in which

Rt ity /R brol TR rAdTtTINAY L:M]snw éhhhiced, tyREMILBLPIEd with a repressed

cells. A Thl7 response is an inmrune response in which

{Th& Te8B@NSGi t y and/ or proliferation of Th17 cells are

¢ouzdNCced, {LAMRIGGA! L1y .- Bopk Qh&%g‘l’Uetlhm@luG&Q{ ﬁ'§§§ﬂor Jrl'brécursor cell that

response. [0059] Moreover Produ0|n

iisrammiged an ppahwny ofnell develonseant ersell diffarentighion, tcp énfferentlatmg into

C
S P, RPN 0 by NS GRS be 17
_ ka;odlwlnpp@lmmbnéom@m a deggnigehympharodddUN). Additiogelty, (' Be17-

PRS0 b ORISR PR e,
‘attivated; e.pr bydaiphianpl estet, lorephaapad/sesaranogen.- fuithgyrdiffkrenitiatyd, stored,

el{&larf ?s é:gt%Ii ! uqaec(filv%Qc? %mn ?'g%ﬁj'g%ét éé g elpy agﬁgt%ﬁ pr(’)te%llﬁsd?, SF lipid
oaidation) gempdﬂﬁeld tet@,rbydedoﬁlﬂmmt teettrtethgyst or ed frozen,

i@%‘{}f 82} gdAE) 3&%%@&?21?1&&’ fcitlzgf;%m}ébe* e%:é(f 1n8%bul r%fe’rs t0’a nucleic

rzmidixﬁdlﬁdle th‘atgs l.dellityﬁeﬁelﬁd) Bé}iafmdtfrdne athedst mg:y:.on{aﬁﬁkﬁﬁi nieic acid

used her. the t ‘i sol at cIe| acid
P S Shigh e prEiratiy v egon P el soeq o Fipady nuctei
acid. aepsvlatEtucidiomidinolceastis aha tmnﬁ &mm@nbr Jettinlg@h Ghich it is

e sl 51 sl FHBIRF Tt AU PR s he nucli

ABidinssdcatead 1trB}tCs|tsﬁhGlaﬂl€dl dellD RSV &, ArSisethtee hudléidBeid Mdldiale
formor settin ichit is foundln natur

lisddss 2 guslcie 9@3 B‘Oé\‘??PH crpieimet recells Hiat erfl fgarly gxaress the antibody where,
dbrsdxhmpre] B RECIEIE QETH nttfeclileGh B £-chr@fdsdmAPILEAIsh QiféFerit from that of
eX|sts in natural cells. However, an isol ated nucleic
&atuepl gellsecul e i ncl udes a nucleic acid nol ecul e
(fﬂmlg' ned Tﬁb %Lés§oﬁ %tr@f&h%&s" Y& R BRA ste&f‘ences involved in the
ant i where, for exanple, the nucleic acid
mslpre@mne)f jag operably Hinkesrrod DErEdueRREAR R pAtigRIAT haskergarism i he control

n&g thapépe Q?l@ibl&i%l’ br%kallygtgé ﬂr ejgg&ﬁpl%)ﬁﬂélﬁ&esé ﬂ%mo?e‘? er[lQlllally an

uences' ers to DNA"sequences I nvol ved
@pgnaes sfiquencef anda ringseradbbipding sikee Eukerpiigcedle qwéween |t<nusa promoters,
g@f%&&ghﬂé ggfﬁsgﬁg 5§&%5The control sequences that
res 1 r prokaryotes, for exanple, include a
9a2bt er, dpucleivalcidyis énperabbelmwwl@eqtne plesd iatech nctional
[

dél%t?o%?ﬂﬁg&?@%ﬁbtﬂgr r?u| clefe ac Teac ny{eg{i%ﬁg% g?r§§g+§l %ﬁé‘&ﬂr"meéeﬁiueme or
eemamyécxiﬁr is operably lmked to DNA for a polypeptide if it is expressed as a preprotein

that participates in the secretion of the polypeptide; a promoter or enhancer is operably linked
to a coding sequence if it affects the transcription of the sequence; or a ribosome binding site

is operably linked to a coding sequence if it is positioned so as to facilitate translation.



[0062] A nucleic acid is "operably |inked" when it is

pl aced into a functional relationship with another
wo6d/Risessaci d sequence. For exanple, DNA for gcrys2008/002534

presequence or secretory leader is operably linked to

DNA for a polypeptide if it |§8expressed as a

preprotein that participates in the secretion of the

pol ypepti de; a pronoter or enhancer is operably |inked

to a coding sequence if it affects the transcription

@entraky, 6N Rke@" m@adsltb@mhls&ﬁiems $tihg linked are contiguous, and,
0 §$ably |inked to a coding guenc if it

| S
ER68 SeSBeiary 1§adCh SRMtIEPusand 1 AL s, Howsver, enhancers do not
22050 b0 6dmpubisT 1HGROR 04D T’hed b 1igaiar a'tl%ly\ﬁemeﬁtﬂ@itﬁalo}ﬂ sites. If

i nked" . means. that the DNA sequences belng i nked are
éb%h%ltgﬁ%@t el the Sv?fh?trfé)h@a%‘@le@f‘d%ad:?é@ffséir fnirers argsed in

QOUHAGUONRY BGlchtornkP@siRe, Trame. However, enhancers do
not ~have to be contiguous. Linking is acconpllshed by

9093t i on af's Besd hersine e expressionst'tabl spH Bae," i "cellieiture” are used
%t@r@l?an@@ab decﬂ‘l' s§£h de,tsl'éﬁaﬁt}ﬁg '(iﬁ&ﬂd% grc%'eﬁ)g OFH4S, | tﬁ@%vhlqﬁ "transformants"

ptors or linkers are use ccordance wt
@rﬁw\ﬁéﬂnﬂﬁfpﬂn@l cefls"doelndethe pomad|sultisctigskk andhanttares dettived therefrom
I
SHBOEISRN for titunber ofifinstots, M3 s BftersiSla i Al by may not be
ipreciselol édepriead enpNATchmsfpt tdhetmhblqafé for madfestentamitations aNbitant
r .C
g‘o&@l@ﬁt}t uhggésjthg EH“?, gu o (ﬁr! &qasolgﬂlgal Bgt Jﬁg scﬁ'gepxjgg ? n t%e oH%mally
trandfe@medcell aramsfwled. Wherd distalcsdesignatéms amonit.endekialt wdn be clear from
%EQ%§@¥ may not be precisely identical in DNA
cont due to deliberate or inadvertent nutations.
|[Ml’6&lht pr Agedey hbﬂ&&i; "frayteerhdeehsia r@cfia@k I'BCR Ofefers to a procedure or
i cal ctlv as. screened for i.n the ari i al
BB GRSt it SR T i o Br Qs e, 1A Ghddr DNA, are
dﬁ@llﬂfﬂﬁ@ld@fbﬁb&f i, &gl ensled:. Not 4,683,190 Gankdly, sbfite hfmation

SR b L ot R e B T B S e e

longoﬂnuedmdmpamees QI IS greld; meﬁﬁﬁﬁiefrd WillYedaantiodl dﬂgﬁhm o)
aci d, RNA and/ o as describ i

n
éecblenceuo QPPopile straRgsl\(lﬁ‘th%§glpia§5to b@@ﬂ]@?gfq y ’heée&ggwe@ucieotldes of

ikHEf @b PFRitdetan t6iaEE Math @{Bje‘thf)fthQ &nﬁlﬂﬂédQHatéﬂal | PERIcE®Sbe used to
or heyond_needs to be avaj , such t

gmpUlTRea ROR NG e pianREsy peeidif D%A a%@wﬁ%aomttmb&enmcmé and

WwhNIA t%sérﬂﬁﬂ”ﬁoﬁﬂbta@éelﬁd%h\ﬁ’[ bh&eno%ﬁﬁ]éé%?%ﬁash@ﬂ Q:Hﬁ’é?l%ést Etc. See
strands of the tegglate to be anplified. The

gereriglfyYullis g ol P[0 Ladd SpringeHarhey Wgntcﬁwl ééizﬁ%,l EyHch, ed,
M 9485) P@l@ Tﬁ@ﬂﬁOLQfGYt @?ocﬁfmlljrés‘s eq, Ynjap\@ ﬁéeﬁlherelﬁp?c‘f@@ cg’tﬁldered to be

used anplify specific uences, speC|
98y l!rémpéﬁwfqnbhﬁwtm O@eermlﬁlq:acmw yragiase redonn method for amplnfymg a

'hﬁé}aé chh I&@fjsatﬂ' otnﬂ;rﬁlng(t‘ﬁé dsU lo?ﬁ lﬁ% rrlp,iaeﬁ}{ﬁ% Fﬁgﬁgﬁe‘r 3hd a nucleic

I asm d sequences, etc.
emé8Vbnmn$@ﬁﬁmnﬂﬁgmH@n§@Kasyﬂpﬁcmpqﬂﬂnu@mehmd51 263;
d T
ﬁﬁkgf €0Asu eél %gl%g‘l) thg%&l B Con%e‘lét (P%:tkrts%] a Eé’qﬁgéc’e of

use ereln ered
nneanmrgect inenaviglobulix BN ®qudnces, mgbidaigaodeni (6.9 aloys® radBuman

g&ﬂﬁfn% Qézlugr?cep.ogn gfltaglg'@!)ﬁrcé/ J)frl%re%rranged immunoglobulin DNA may be
used. Human germline sequences may be obtained, for example, from JOINSOLVER®

germline databases on the website for the National Institute of Arthritis and Musculoskeletal



nucleic acid test sanple conprising the use of a known

nucleic acid as a priner and a nucleic acid
woPbg/meiAase to anplify or generate a specifi c priTAGR06%f002534

nucl eic acid. [0065] As used herein, the term

"germ i ne sequence" refers to 'd sequence of

unr earranged i mmunogl obul in DNA sequences, including

rodent (e.g. nouse) and human germine sequences. Any

sui tabl e source of unrearranged i munogl obul i n DNA may

;aﬁd Skig Q)iseakdlsl e thed aitat 'sraeess&qum G EtubR o f PrRalth t Mbuise Germline

or exanp

om, JO NSOLVER( .gernkj at a
f??é'ev&swatf ePE‘FlﬂFﬁ’refom‘mnal%a S‘{eﬁgtbgi? mnél Feliir E {3003 Nicleic
aeris Was arippskadmiial WO 2008/ 106134 PCT/ US2008/ 002534
19 and Skln D seases of the United States Nati.onal

19066] t ut esTRFxamuns the extept pd anhifutien ofib- 23%&}&%@%&37 egample,

mbm QEorfprid &S .8 protdif @8nd, BelCoH Bigambihi ar@treated with
‘ﬁ(zoogiafyl\lu%ﬁu T Liv@s e AEPRIIR Bh, B BS61 S O066] o witha

@sztanﬁwd activating: QR ighibitiee apetped ap é?f“Eﬁ‘feq to_contrqljsamples without the

afdnk. VCBMrol EahpIg @E‘Ph& treated With %?en‘t’ far@SSRANS £RIBRVE 8tRety Jalue of
gfven, e.g., protein, gene, or organism are

t1P@FAt édllw@mlsachlp‘@lde’men ahe @bflitwwuerrglabve torihg ¢sintrplig about 90% or
34€ Q%'p @g 8345 rq%qprﬂ &llg‘g@‘;’oroq Iles§Q'1[IR {gglcﬂﬂ)‘ P oy feE‘se generally

agen ntro sarrp treat agent
dP% cadesh.gnerd ganqr%élyaﬁtﬂ’/v@r lpsst mvsttgynevaallylﬁ@‘ywr less0igpisally 55% or less,

Iugqyll? ISE)‘{/ Jll lés§ rﬁ&g lu?ﬁ‘aﬁg o%? l&%p %tmcgg%g(%{fé)? XO‘%(( gg gégs, preferably 35% or

to t’he contr
tlgsglmmb p;cfew% 39 %loe dess, sn’(b more prpfecly 359800 ees; arldapest preferably less

méa?\telos/()e/ ﬁ&ecﬁ%lat:uyn 1% g{ﬁlé{”ed :“g%g the%% Wng%rrelg Q\@ tg 613} Snttol is about

Ilde@,% gdnyqallg atl lbgst $5%6.0nork gst&‘rallyuns lsta:*.t Ilyo%Oﬂ:(omrgeheali;y at least 160%,

f é()%%&?g{e 8ﬁ?n st st iTPo% mos c%en alt f‘g%’gg fol usUally at least 5-
esSsS]

pr e 4B nore
$éld) morﬁmsnmllpraefeest abJ,fyle;‘i%embly aem$t Zarfdldgmmte meﬁefabtyedoleﬁst 40-

l.ess .tha Act | s achi eved when the
5@?1 ‘Wld Epclrle%éab PEPVST | @1&0138 gﬁ“ﬁe control is about 110%
Je0ea] aI | y Bidpo@asin at@@fion 6binkibjneanbeé soaitorkd asfolldw€) YA ctivation,

B e b 50 S o S P2 o
Zni@raﬂ 6 Khim daSsuBjetty caat bel edtitored by fad kflpodr Ehélendpbinymay comprise a
preferably at |eas

%gt 10-(;old 3 20-fqld, nore -
terBPq AUt s fpreaaed ol ¢ AaYRESE %‘agm“am QPeegFBIcity; or
‘é@l‘l ﬁéﬁr&huiﬂtl@h 8F sectdtiBR, KhicHaxtROtebaSe dfA c3okinéafokRBbxPgen, or a protease.

inhibition can be moni tored as foll ows. Activation,
i THA PRAPOITS M2y SARPY ¥ B8 3 BrodgierhiBet GHIRtYY of iqp flux.gr trgnsport; cell

@i btation R¥S h@e8iBh 1 prdiHtdiior; bt f@ MR tasRNEE] BfFérbRation; and
or humen subject, can be nonitored by an endp0| nt. The

Shes imphenatyPe Giepchangean expressien ef gAng aelatingda infiangtion, apoptosis,

%ﬁ%%a%gﬁ &l cy&e, Qwrme?a@taklg@e@'eag q{mé}ﬁf(imhh @in. Lab. Sci. 30:145-
oncogeni Ci t or el | degranuiation or secretion,

JagHeps ang hﬁ@sle@@QZ)dVataredw dkanser, 2:3 k0% Tompgenal. BP0y Curr.
iy e% 15.4:251© 68 "RBUiY an ﬁ)(gb@ﬁ MEE Blin. Borth Am. 6:1467-1495;

I m ne quantl ty (0] X Oor transport ce
rﬁrgrtyaﬁnrié\ﬁark@eﬂtz (A etrinanRevc@enomiesoiting. &icned 301-128; Baer, ef .

RSB NE1836595- 208 Q5T ARL S akPSdtoifi20b & Bk Ak Nio: B3% 26).
[0068] An endpoint .i)f inhibition is generally 75% of the control or less, preferably

50% of the control or less, more preferably 25% of the control or less, and most preferably



change in phenotype, e.g., change in expression of
gene relating to inflanmtion, apoptosis,

wo Joadfkpsgsmati on, cell cycle, or nmetastasis (SeRyr/e2008/002534
Kni ght (2000) Ann. din. Lab. SCI. 30: 145- 158; Hood
and Cheresh (2002) Nature Rev.20Cancer 2:91-100; Ti me
et al. (2003) Curr. Drug Targets 4:251-261; Robbi ns
and Itzkowitz (2002) Med. din. North Am
86:1467-1495; G ady and Markowi tz (2002) Annu. Rev.
@%Qﬂf‘tlﬁ&oﬁb’é’ﬂor (R8eGenedallOdm éﬂ&mﬁfﬂd@tﬁvaﬂ@ﬁ isHt least(13 @‘Q)]the control,
Gia 36:235-243; Stanimrovic and Satoh (2000) Bra
Pefaiehly atienst #ep trmes) the asob mossPrafreRbby #ideagtfopritmesi ths gagrol, and
nfsIRERFaBly oY 142 A0 mds e soanbr ol or less, preferably
50% of the control or |less, nore Epeferably 25% of t he

{968} o1  or“Smadignolgeide rip defingd as & malsryle wish 200w ars yeight that is less
Bt U%QQ%QQ%Q@ than? ﬂiga/ 004 k&?ab@}olggsrtﬁalm pEDJt €Small molecules

Gener al | an “endpoi nt of {)lvatl on is at |east 150%
inetudedrt arslnot lipited oy albrg,amatmql@abs arganic meteeplesherganic molecules

y .
SR8 0 TR 81 SLR01 S 25 TS, ey it
owircnios, pe@tmeel]me'tls:mhdl anfibodycmirectics.sAglafhierapguties a amall molecule may

%%Pe%eﬁn H}o%ree ése%glg]u s péﬁﬁéggéga&%ﬁ%r} él de lreg tc% Q%ﬂ aillc?mmune

tetsmns&tHaﬁ)dargeSmalebulnml Srqall melecilesc$ughl@s pdptitle amaetmtof antlbodles and
¥tok1¥1eesdastv9 1AL 5 HERbIE D 5 09%9 ar%%esc%&?”& egg}’.' ELNLCP . (2003)

ani ¢ no Ton I'ng an 1norgan tonponent ,
MCbamllﬁaphm rmels | Gamgura 30%1019833@3; Ma'lcmmms (300) KRivsechnol. 74:277-

5T PARRL Aoyl (P o oellort oA BN ATt e

Uhem ed:4 65 -420@ B'B)nfammeatal ik @2) CudeBhataDeo8;21852 19% Domingues ef

Bkt S St ol RS2 s RERINSae OB Pl ot sg-0m; U

Gﬁteﬁtmrd bgdsaszand cytok| nes, as well as small

i(?mg]( 20 (e) 3) %Ig?r}geaﬁ@g 09 %Sé Xbﬁi)g e ewlﬁﬁgrfg{?ﬂ’m%g g?l gan%t/receptor,

Sﬂmoa%nt?g% orMthek eﬁan@rpalr,( i381Qdtds albindh@teaetivmahat iy detedhinative of
302; Li (2000) Nat.. BI ot echnol . 18 1251- 1256;

;{Bdg?sspcg&g thegqoteyn inp. et(emge@ef)u@ﬁp'u atl%af profe{is ﬁtpd other biologics.
Fhésl bndb2 Qesidald@bAdinbnsSh spekifiel ARE)bifddté a pAPRBUIAR re€dPfor and does
8: 2185-2199: Do ngues et al. (1999) Nat. Struct.

Bdtind ig:aciznifespt al@&tﬂ&t%b@rwﬁ@nwem; inthcsamplg. A used herein, an
31?@1)0@9 ?S s@faac bHd%pemP &ﬁl?% a Bﬁrpe%tlgg&nﬂ)ggm[a%@yemsequence (in this case

eci fical y sel ective en ref erring

tﬂag%\Rl iff §&ingls ﬁ%e@me@ﬂdes @H’IPFIEJ‘B%IW&PRWCQ@rpf lg23B tbHEgoes not bind to
B}Jﬂghﬂgcl&?g the séc{ﬁgﬁ&%tf #5-23R bEAAIxRG feezﬁlcafnltlg&)xthﬁtspé&ﬁcally binds to

determ native o presence of t e protéinin a

a@pkypeniidn eonprisiepll- 23R way bind to oFled Gs-tagged Brmef [L-23R but will not
lBin‘&'t@?ﬂlhExZFIrAah %&ﬁg@;ﬂsdem gnated conditions, a
e

specl |gan S to a particular receptor and
#058] not Dierrmtibedya osbigding ceraprsitmndanvedtftpnpthis@ntigen-binding site of

gfx] ?x?tg)' PR %Ht%mtpgat ﬂﬁ@cﬁﬂh& toAé ﬁﬂfﬁ%ﬁ VJ]t%raﬁl ml@'?ltmat ds at least

IS sal spe0|f|ca 0 a polyp
c\wﬁﬂd gneatgr arediratdn asle:q;u@nameé igreateh ingore as&rabll)Latz&Ry 2Q-fimes

Lea% %mtogt £ gtlg%ﬁgpa"t E agté 0? QRS greapmgt rl? the a%%“%”& th l9nrelated

antigens. In a preferred embodiment the antibody will have an affinity that is greater than



proteins | acking the sequence of |L-23R For exanple,

an anti body that specifically binds to a pol ypeptide
woERIRI0684Ng | L- 23R may bind to a FLAQr) - t a9 Hied200sR02534

IL-23R but will not bind to other FLAGr)-tagged

proteins. [0071] The antibody,2lor binding conposition

derived fromthe antigen-binding site of an anti body,

of the contenplated nethod binds to its antigen with

an affinity that is at least two fold greater,

Ab&It @0°Alb/nddl, dsRid@imined) el S cRERAY GikalysTs0 NurRéLE Q1. APIR0) Analyr.
at least 20-tines greater, and nost preferably at

[Bénckem 11832201282 greater than the affinity with

You7e| at ed Agpdel B8R, tHeRerth AMATUAEMESLIRTRAGEATE Rifert Renatural or
antibody will have an affinity that is greater than WO

SUBEtit @RIUhHCYPRIST (0 81JD Rt impnping Frspensg.Ghe immune response can

ik et
LAy 0 Wl o i

igmup@gpEegivecp @R inflammasay agestsei n, the term
| no ”Dd*ﬂnﬂ{u%%lpﬂ&ﬁﬁ%' %ﬁé,e“‘ﬁnﬁendggﬁﬁés%e Qfugs,” or

éynt etic agents at suppress or ) no ate a.n .I nmmune )
eyperesenprefbants” mrused heessipan gherapavtics et aretwserbin ainmynosuppressive

i%%;lrrr%? lt@[nh[b?tsoque%gnt alc oqqpedi n%n%rs ste%g.eefit?ic grctg%agééied to

osuppressive or anti-inflammatory agen
‘pravenirtiosng ppti@sslitraes @ gins'andriissness(egpbes snarewd heagts kidney,
' n t d_herej
N nasuppressant s*. as us eren.n ar .
e bt 1Be Vo L afefhonk iocacir 0L g pig mostikely of
tatme mapynet wigim@igorfeumatopt atheitis, mayakthenid graofs, {yleminhopuse

syste dinicall he [ sed. { revent the
HaRistosts. st s tulb g RS s drRinGa Ryl ues can e
bhswfigdintodanr diedist glucoditdyoids ciytostatigs; amibddies (ihdudifEBiological

r eat t .af autQi e .di seases or diseases that are .
ReSnrs Rarierser DRARBRR dite® EtPg on TpmpSom e, s gt ineluding
&h&\hr:l él{eirﬁ)thel’apaﬁﬁdl‘ttgﬁhta uggdain Hﬁ:l,tyeamem ;f}ol!ifHThUSe disorders. For multiple
eryt hemat osus, ceratjve colitis, nulti . .
SUPRFISh B3I i AELIRRSH S SETFTSHPRIRVEBLFN 0 befpinisterpisip
lcBitjOndtioh kvitBiraQiePsclasg bEMOSI B Bihdifg 'flr@tewtnebsﬁqarbb@sibs_, known as
anti bodi es (including Biologica Response Modifiers
SPPFRARDs) ; drugs acting on i nmunophilins; other
%mﬁ I nct Ali-BamkROM ageR BB Ffiap@itirh&oAARIsS, 15884 to represent

e

int treatnment of proliferative disorders. For. )
pathistespidal agd pes-ggioidal therapentics.cBferpids, alpreknenin as seftisestegpids, are

dhgs BB aIsRly feBAl st AR oRGToMiced REEAILY By adrenal glands.
conjunction wth a new class of nyelin binding

Steseids #re Mpadens theanaip dgetment fokersiaim inBammatoriaondisions, ggh4p:

n . | " " 1 -1 .
i
isroidy ighi a0 be wed apleaiivelydo trexténflaimpsatorsicustitignsianehees: theumatoid
R R e
g¥stemls lupuserathomdiosin (e geradlizad distrse erised liyrabaommesh immuore system
‘hﬁ{c&&&)[‘s j'églfelf@ %‘&ﬁé’ (cﬁr%g%' didoPdie tha?yaglgesad?}:/ eyes and a dry mouth).
[0075] Non-steroidal anti-inflammatory drugs, usually abbreviated to NSAIDs, are
drugs with analgesic, antipyretic and anti-inflammatory effects - they reduce pain, fever and

inflammation. The term "non-steroidal" is used to distinguish these drugs from steroids,

which (amongst a broad range of other effects) have a similar eicosanoid-depressing, anti-



Systemic vasculitis (inflammuation of bl ood vessels);
and Myositis (inflammation of muscle). Steroids m ght
wodobf1daesqused selectively to treat inflamrat oper/us2008/002534

conditions such as: rheumatoid_arthritis (chronic
inflammatory arthritis occurri4tg in joints on both

sides of the body); systemc |upus erythematosus (a
general i zed di sease caused by abnormal inmune system
function); S ogren's syndrome (chronic disorder that

Greflasifsatéhy Yicteyne NSHTs aretieMerAMylinBikcated fd? Qr?e'%]ymptomatlc relief of the
gg -steroidal anti-inflammtory drugs, usuall

[5ving Sondifionss Theumateld ardiris: ent<paRIn: inARENeiREK prdropathies (e.g

Aty RiHg&pbisdyansl p§<mdtlc |aﬂfnllt%m(€ﬁé?fs )éyrﬁlf’&ﬁ?t &ute goll€Yysmenorrhoea;
reduce pain, fever and fl anmmation. The term

mestale bonsiRgin; heqdachesed r&l@raalrcanswesmgw RajE §tilddpupederate pain due
fd PMSIatie &R tlsSMhﬁlﬂf (RrORgahd RnDIBARC KEAAS iR Afkylates,

effects) have a simlar “ei cosanoi d-depressing, anti
sopdinpoeEsls, ayingionsaadomsfensh N-prylandmnilicoacyds 4 enprig acids),

DS CQPEIES Qﬁ@ﬂlﬁldn)(mh&]&' cated for the synptomatic
relief o  ow ng conditions: rheumatoid

arthrltls osteoarthrltls i nfl ammat ory art hropathi es
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di sease, and irritable bowel syndrone, are nediated by
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as bacterial, mycobacterial, viral and fungal
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human evol ution. This suggests that disruption of
IL-23 / 1L-23 receptor signaling nay have a
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The ThO cells will then be avail able for production
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WwWoERs/IdeEsk engage in productive i mune surveil [ gnges2068/002534

the tunor cells with beneficial effect. The

conposi tions and net hods of t H& present invention

enconpass both scenarios by providing binding
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I muni zation routes. Any suitable source of IL-23R can
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antryen)’; or‘% SO uAle"profe R e, Arunr 200G wi t h
([17(199] t he exiy autable lnieﬂfod cdo baused p@ﬂidltam aﬁf1bdd§7®v1th the desired biologic

Bl fienly intpf 142 ARy A PbIe s o St LirtB8dics (mabs)

GenonricuDhanmaiFenes] such as gice, RiNAheraddene) BOHES, Gther primates, etc.
east .a rtion of the extracellul ar dopmin. As ed, .
e Salprion P EnGilet bos preppin PR Fiandiioig! STBou Ay s Tound in e.g.
Stiteb er al0fed B ANC ARDEI. NACAD NNENOLES! @th eddSLange Medical Publlcations,

ppropriate, tq constitute an nageni c
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| o ed i ncl udi n ut. not Timted adenovira
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aRdioares Fna}r ibB bBined 89 QZLrlegﬁb{f tS&nt B RAnlTRlr RO s&RdheR&killed in the art.
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pypisdbt srieentcslls femgn gnimal mwuzez@mth 3 desjred griigen gy i@mpgalized,
Q&ﬁﬁ’n@ﬁ@ bsn?m Witieh n@@iohﬁ@gﬂ e8ee(108NAS Jand MIQ{HnV(Q§7(§)U§4r J. Immunol.

manmmal i ah hosts, such as mce, rats, other rodents,
RiPddnid 9. A{tpf@ptn@rmqudég)f lrgmgrtallzgje@blpplp@q sanstprmation with Epstein Barr

ngngéjge:ﬁesf Q{reQB\ﬁRﬂH egotﬁ&qnetmz{g% el tgé‘Eﬁ;t %92 gSD oxle et al.
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nonoc
enhanced by various techniques, mcludmg injection into the peritoneal cavity of a vertebrate

host. Alternatively, one may isolate DNA sequences that encode a monoclonal antibody or a



anti bodi es may be obtained by a variety of techniques
famliar to researchers skilled in the art.
woles/erhdy, spleen cells froman ani mal i nmunigegyyobdho2ss4
a desired antigen are inmmortaljzed, commonly by
fusion with a nyeloma cell. s&d Kohler and M I stein
(1976) Eur. J. Immunol. 6:511-519. Alternative
nmet hods of imrortalization include transformation with
Epstein Barr Virus, oncogenes, or retroviruses, or
th‘@h blit’ﬁlirfg)ﬂﬂé?gn{@ﬁﬂwerebﬂb)l Jdfeedin a DPEL libRnyYdfrom DGMh:EBQEIIs according,

eds. 1994 a eriodjc suppl enents) CELL
ﬂgsé‘b © EEReFRIREOtOg: B usﬁpeoeeti@&%)s%wyéﬁ%“wiﬂéywéhd

J00¥3] New ek suiftifie téeBhiqRésAfivalvd stlebfod §fQibraies 8F ﬁmbodles in phage
imortalized cells are screened for production

ShEIMYBLYsstorDf Seertag e userce 8l sypse; and (Wetrgi ehq{d(w&?)fiﬁ’qme?“ 544-546.

FBE pbiySepriatd Qﬁr&ntlms)@fme%r&gnttln\?cnmp&% B8&ded with or without
ant| bodi es produced by such cells may enhanced b

y
vepdifisgdon, dclisding @dmeriqer hyeapiged mﬂée@p% rFfPCmebﬂx e polypeptides and

REGHIIRE a1 bE BEIkY b9jouﬁné’ %ftfl&k%@él&tlyr&?ﬁ&n—covalentl a substance that
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él@,ccbmed&dn@nuché%genzymgs, sthstrafes epfattorsr inhibgots, Gurréscers andigties,
F&Mﬁﬁlﬂin@éce % éagpccg?argcdfg ;r?d rilges Igaten sotfggc%]ng the use of such
er surt echniQques’ I nvof ve ecti
labelsamdlets HS. Mtntbbsll k&17l,8’37p31&@1975203 939, &50 3[996645 G X77,437;

t SUu r
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AR DR S e b B 1o A P D Nature Generis
dB61146066.eSeewildol Atipenixabe Medatey tgchndlogies, ei t her

ently, o on-c | ent | a subst ance that
1043) Gos 1 aftig iR ot B dine SobtniGhrs Bt Beyk b fragments of 1L
|2&RQhereaﬂadse@ oy jm:@an}nmra)ntog ﬁrhlgia&huﬁﬂm @hﬁlgatk;?@ﬁ/bﬁe pc(sjlszlpe@n@e fragments,

ted extensively I n bot e scientlif)c an at
PR3 o0 opet Mtk BT PIpiEIS: MoRcY AL PR s aeiRraeed om cell

QEGEMIHR She SddfEd dndibB&y. méea&meadies daf bk Brbeied for bmdmg to normal or
fluorescent noieties, chen !l unm nescent noiet

rﬁ‘ﬁ@ﬁé‘f% 28r tl tThaeé?onanaalﬁqeb?ql%éwl1wateaé‘mbgldt%l&tﬁ.lw@t % Keof about
{31 7o Sty BRS R S0GEG. i IFGGES BET . 309 pi o0 o

40 KG,10481, 1g:M odbede u?ls(hlly d&lesined QCEEI]BlArtﬁrHIAcore label free
ﬁg?rgﬂ{o%ﬁaglyﬂs %%E?nng)b@}utal&l Q&jglggﬁ @{tl%eijles Ti)gglg%/ bcﬂds%tlﬁed using the
Ivit] Odifsadls d&bhbedﬁﬁixa&@leﬁ@pe%ﬂﬂlﬁaﬁw or made in

eni c nlc see Mendez et a
BRBE e Cibrifines Suprosie caN SR ABRAN it 1A REHa) e 20D7 (mouse

Hg@hkb@b@gb@é de;{o@@&i‘lﬂurs‘hﬁﬁﬂ tb et BiRlafist PreRivith Amerlcan Type Culture

onposi tions agai nst predetern ned fragnents of

E@M*Qﬁ (AECE5iINERsBY YiFgiia 30 SrAegushlys Aef6sungder fhccess'on
QRibeaates 7800 dldPTROYSNEREpLBvely.r agMENt S, pepti des,

or epitopes with carrier proteins. anoclona

anti bodies are prepared fromcells secreting the

desi red anti body. These anti bodi es can be screened for
bi nding to normal or




defective IL-23R These nonocl onal antibodies wl|

usually bind with at least a Kd of about 1 M nore
woRualdey34at | east about 300 nM 30 nM 10 nM pg1iadd2008/002534

nM 300 pM 100 pM 30 pM 1OQBNl 1 pMor better

usual Iy determ ned by ELI SA or“”’Bl Acore(r) | abel-free

interaction analysis system Suitable non-human

anti bodies may al so be identified using the biologic

assays described in Exanples 5, 6 and 7, below. [0095]

Iy br i Hommasiza ionro SIS2BR) S@émﬁ&aadml&ﬂleSBlo (rat 1 gRa

) and, 20D7 (nous k a) were depo ed
E‘ﬂ’?gﬁant £ ﬂ‘éta@G dab gg'ﬂ“‘% %?P@y gﬂ"t‘ﬁ ﬁ&fbﬂs.aéawcer%
Giihciruatiable c&didre Soufds (o heh-humMaaabsdiss inMullgibii &e nbiSivited to,
on August 17, 2006 under Accession Nunbers PTA-7800
FREnplieas Aot Truserlug it (et Ry Rersgtse)1 bagpmgrphs (including rabbits),
B&ihd ) ar® P e R4 thezlaos]tgart HuFRRiZEP4HtBBdied ark koA Rimmunoglobulins
Specj fic Antibodies Any sui t.abl e _non- human
gﬁflpﬁab%ptle%gy) Hewhish ay@gvaélaglequé@ regjdues gEthe recipient are replaced by
RyRevaviable %gl&, t%ﬁ&hé%rfror'rSQH&rﬁ%nefrf)srpeamd&m&l@aw'\ﬁl@g h€Rouse, rat,
include, but are not limted to, nurine (e
FPBE F DRy hurhag prireateshaving the desired wgnf@u&)afﬁwgmm@m@w In some
(dsPRLIEVEarh 808 tSdion (FRYdsRfies SR R FBhSRmogI8bulld e replaced by
nost part humani zed anti bodi es are hunan
pmmgilntmmnrm@an (resédsiepi Burtheemare.Hudpnizedantibiodies may comprise
Esvtﬂ%f agt,blllcﬁ f&ﬁﬂ' if? the', raﬁklgl'ﬁ%‘ﬁtlgg Oil] h the ﬁbrwr ?H%br%%g.eThese

rep ace hyper vari & region residues
mﬂtmgtnmn asape@deés ft(rd@nmﬁnamtlbbdﬂye)rfosmerlpea)é theplgsieed biclogical

FQ); ARy {E? %e@ 561{@ Falhg%&}%tﬂ? 33?%&2’ §?5 Reichmann et al.

specificity
(988 pNoer, 339&3%6@9{@0@&%&5@9% C(uFfR)Opr &suaziufbel éf5934596

W I nnul{)lol%og bf'c%r ted agltnﬁntr?)pr%igmeerhné antllg Uil FaPo0 be[t)e ggscrlbed e.g.,

-nunhan resi dues. mani ze an
bpBossaanpl (§8. PateNb oS, IR Cabilly enalt (U8l Non 41‘816 567), Law et al.

RSB RAS e Byt RRPsBPL B oren o

peplhicatiomPaldicafiort Ne. ER23D460®B 1Ri ol ogi cal activity. For

%@%&gg;_ ge %&r{g%c%ﬁ?ﬁ‘#gg?ggpts o?%uilg :je%ﬁép EE ggf{ antibody are prepared
83 &tr@ﬂfﬁn@ﬂ) Bcbi}igigteml\l;gl‘étr)]t@(:je(c]qf&%} irfta!the hufBnizéa ntiCIL-2 38 Mkibody

. t.hods for conpl nant
DN R P PFRY! uS sl SUChvens a&ﬁldagg&%as@ée dgletions frogy, and/or
B@&ﬁoﬁﬂ infd) ancf[éx’ sSbstilaﬁtons B restiu8slRitA e anfiA®hdill Yeq@Encds shown for
&gts Pat 816, 567), Law et al Eur opean

h@ﬁl@mAffbfmt'c%f%fcﬁqa'}ﬂbB#X c/%ﬂbi Smbigstiop:phidetesipn Ansertigny and

Wistifiod BukdR e RriRabeRE finAARBAJGE! hrovidEY Mat G FindtoNRruct possesses
EP239400B1). [0098] Am no acid sequence variants of

Fadstires charasieristics.- Bhramine aejé alangeselsorapyaaietposyransiational

R%Es@&%‘tﬁ%xﬂ%f&@ hAR IS SR s.htﬁ)%y %d%%ﬂswg%g LS Rmhi;@ or position of
umani zed anti-I1L-23R anti body “~DNA, or by peptid

syresladpasitesych variants include, for exanpl e,
I b% ions A LQR rﬂ&%cpfor 1deﬂ§ﬁ{a{ hr?@fsceh%(?esicﬂfggéxo{eéions of the

itutions of, residues w e am no aci
bemyuredantidh@dR amjbody polypeptlde that are preferred locations for mutagenesis is

called "alanine scanning mutagenesis," as described by Cunningham and Wells (1989)
Science 244: 1081-1085. Here, a residue or group of target residues are identified (e.g.,
charged residues such as Arg, Asp, His, Lys, and Glu) and replaced by a neutral or negatively



t he humani zed anti-IL-23R anti body. Any conbi nation of
del etion, insertion, and substitution is nmade to

woobd/MR1At the final construct, provided that ddigudbdd@o2s3s

construct possesses the desired characteristics. The

am no acid changes al so may alt’‘er post-transl ati onal
processes of the humani zed anti-IL-23R anti body, such

as changing the nunber or position of glycosylation
sites. [0099] A useful nethod for identification of

charpal amin@adidi (1RGst prefdratgy alasin@br ﬂdﬁj&ilanmmwﬁf&edhe mteract10n of the

anti-|L-23R bod tid tht refer

FBR Ao BRI R BRgksrbd e B0 st resafhes SforPlieing ’n‘ﬁ’i‘i"ﬂ‘d

mﬁsa@ega &5ths subsatioRSthén 416 eefid B3 odgia fuptiéh o¥\6thkBvariants at, or
1 S} %? nce 244: 1081-1085. Here, a.residue or

é‘? s of 3 aw"%smesv il e itfl9r niodepingeangamIno acid sequence

RtOR G predotdimfedSHe Ratd® ot mdatbn Jdr S nded hot edeétdtthined. For

and r epl aced by a neutral or negatively W 2008/ 106134

P@W%Z@W%Mffos‘@a"@ﬁ af Hoytato #e Snpiten'agcanning or random

RudgBhadRiy carliaditdft (R Rl dabARBE fRBibn aRd Ak e@FrtssbMBumanized anti-IL-

interaction of the amno acids with IL-23R antigen.

AR antifody variants are sqrepned fog dhelesiradzctiviy- f unct i onal

$608] i Vi tXmi defseqited inseHibRNRchEMiAS- Skt ke[?@&ypye inal

i ntroducing further or other variants at, or . the

Susians rapging i tengthiftano ane Eides towhlypeptidpecontaining @hundred or more

L0400 0P H i SRUSOEE o KRAL MADoi rpes

haamples pfitemidnal inseriogs include hmanmd@ntlthZéRathylz@yt\mth an N-terminal

t

SR TR 08l 01 Al Ap RO, gy o

hamgezedeotidh-26R megcvdynndmjllet llnelquhr: ésgmdo Itiwﬂ*dz-mrzCéubrmmus of
{é]l]is'xllr}&eég agéﬁﬁvﬁptdngﬁg%cﬁaﬁ I z%se o?gl%alsyge %%n %at mcreases ?he serum half-

lifesefithe amtibodyncl ude ami no- and/ or car boxyl -ter m nal

T T N AR T TRy ——

hsvevae ldast@ne amtrroaaselqaﬁmmen Itmﬂﬁlh{ahﬁ% arﬁf—IIS23R]hrﬁ1b66y molecule
resid | es of. term.n

P o AR Sl st e Ses M atertsday st

aubstitutienalinuddgendaBlifdlodeythe hﬁﬁf\dﬂﬁ)l@foobi’) SueFR bikpationk Batko

to an R tope tag. Other insertional variants of the

ROMERPIZEd anti -1 L- 23R anti body mol ecul e i ncl ude t he

tomzpn t 0 AhRhditypelof Gmid d¥idabiamtiof tHellBHI R Rters the original
ti-]L-23R antj body of an enzyne or a_ polypeptide

lsesy|afies paitsaothRartibptivn Lpering fyracast dd pisegne PH®ASF. carbohydrate

hRididd foDR@INGE at)R8y, Ahd¥AsddiH onk Br %r@%}d&@yl%ndsltes that are not
substitution variant. These variants ave at | east

BYFEen i the anfibody.r @bicerylation of #rsibadismis tynig! 1 sither N-linkgror O-linked.
AR feri R @6 u&&hnkﬁm&dcamy@a@ infdi&y RIthe 588 b€ of an
inserted inits place. The sites of greatest iInterest
pprraging pesidug y h@ﬁmeptrﬁﬁsa@@nwagpammeuﬁéemn@@nd asparagine-X-
W&ﬁﬁn\éa&'hé}p b(eis LR RRino AL eE&p@Hoﬁﬁeataf'eqnére@&ﬁlltﬂlnssgquences for

cont enpl at ed
enzymatic attachment of the carbohydrate moiety to the asparagine side chain. Thus, the

presence of either of these tripeptide sequences in a polypeptide creates a potential

glycosylation site. O-linked glycosylation refers to the attachment of one of the sugars N-



[0102] Another type of am no acid variant of the

anti body alters the original glycosylation pattern of
wol2oes/aptybody. By altering is meant del eting @@/ %2008/002534

nore carbohydrate noieties found in the antibody,

and/ or addi ng one or nore glyé%sylation sites that are

not present in the antibody. d ycosyl ation of

antibodies is typically either N-linked or O|linked.

N-linked refers to the attachnent of the carbohydrate

_F?ﬁétﬁga{adt&aﬁlhg gdlsteose Naixgloed tmydmpa?(mghaa 68 icmonly serine or

e tripepti seguences aspar.agi ne- X-serine an

peningg plifiough S uesATEne %ﬁ@w@r%ﬂyg‘nﬁwy alp h%ussg d

¢0@8Pt Pr ohidiBlon 8f Bydob@ati AR HoltheddntiSSEILIE E&ﬁ/%mfeﬁ?ﬂly accomphshed

enzymati c attachnment of the carbohydrate noiet

&y phgragithreaming acid ﬁ%q%nceﬁﬁﬂstha&lh@nt%@m RE BIOFSF O%het frP@Ve-desc"bed

@ﬂi pebti&S&qlidnk rlmﬁnﬁﬁwgﬂaﬁmmt@s) p@hamrepa&ioq na§2B8HE thade by
pot enti al cosylation site. i nked

gre;ﬁ@églyn af.iop qusg'ﬂlé% by.gne ﬁ@manetsarm hregrringigaidess te Hig sequence of

HelethalhntBodP A8 ARk et IMRaAR84H 002534 31

acet yl gal act osam ne, gal actose, or xylose to a

944 bxyam Yiet anethar tym)@fianumwmwgnas@s itheesubstituticnrad aesidues to
B AR e (o NI 5000 T 2l

asmaragodyN) esidonrenbe nltdnge@ocrcdvpt the Ipetdntidd orfotneation @f ishaspartate at

B0 8 R AU B0 SR 3 B0 B e

Relsbrek et @k»ya:b(§9tl)33taedn1\/[sl tLe”s )S‘cz GthE28al ﬂwasnartam forenption mey

QGb PPge or cXm fepe?y g(?glgll ei bC%ndnﬁ%bf an anggobdglt (It) 'l:ty Ea;%%?ert] ara}/ en, presta (2005) J.

or 'nore" seFPie ot reoni resi
ctilergy liBinofmmpnoedl 116178 1 moidy. (d are édrbotinkead tigd @spa:rsgahatslchamged to

Rbthe @bt Peva TRt SR raE A AP el 3 aSfhragine 9
9r glatadinec(Q) Mesidie ts tedbid thé Yikeihodbdef dehmiiatibn) wehidhzeedurs at greater

R A PR E 36 A o 5% TP HESof RSPt & Kolbe

(B9app Uriremarogt66226y. NaddRigHanER®nk tdidiedinrodkn CDESMay be

Qe R OB b hion I N e iz, which coud

Géhuaaﬁﬁlged biaamp affinith Qnd SIEGBSHt@utd®@YnoleiRir |hbt%ﬂig@néi’t5' in the final
letely abrqggte bi ndi ng of an antibody to it
r%’@t’ p%;ﬁfrﬁ plretemoeg et she mahioaing s dhanged t0 alanine (4).

Mﬂiﬁb&ﬁés wﬂl{l—ﬁ}cﬂ 3dbsttutiéddare Eﬁbsé&h@n@ﬂé%hm%ns&@ﬁm the substitutions

asparagi ne is changed to gl utam ne &HF It may al so
He nefeterreats| [b-238 bindiag afﬁﬁl%ﬁ’i ypacespirbie ddflicent to an

mg{ agi neN(uﬁQlc aéit n@lé&hﬁ%%dﬁl@knﬁrﬁﬁdc%qﬁ@lcé eaHeR Jrii€manized
I'i kel i hood of deam dation, which occurs at greater

12 3R spastls aniibody aserprapared byia vasiesiaf mathags knewn in the art. These

ARBRGAHNGe q{ut gx]e lﬁ()fal%ﬂgd t Bﬂsélm éon&a KPR soJréleg(?n %\ e dase of

Chr onmat og. I'n addition, hi oni ne resi dues

inpfurady emurrmmnayclé eequemwgewts)@r p@d@r@@ort bheoligonucleotide-mediated
e |

S50 ) ol AL O, A U e

@mp_aned ariast oa myk-eriahtaersiet eihogenieed gntu-lh-Z}Pearftubn@M

@{Ohfgg?/ngbgg&gwa ik iHo atcgd se uengp 9ar %g%‘f‘ ih@%ﬂhan&g}e anti-IL-23R

antibody will have an amino acld sequence havmg at least 75% amino acid sequence identity

with the original humanized antibody amino acid sequences of either the heavy or the light



Anti bodies with such substitutions are subsequently
screened to ensure that the substitutions do not

wolsRs/eRssy | L- 23R binding affinity to unaccept aih®us2008/002534

| evel s. [0105] Nucleic acid no|ecul es encodi ng am no
aci d sequence variants of humetti zed | L- 23R specific
anti body are prepared by a variety of nethods known in
the art. These nethods include, but are not limted
to, isolation froma natural source (in the case of

reRkin hairé Prefedbilly itilaagt 80%, ﬁﬂoraﬁfe@erﬁiﬂghtﬂ%g%(%fm&etp&)fer%ly at least
tion Ol 1 gonu 0 late or

590 'f‘a%tp ?ra'wla ’5%%%@5"?5%%@95%1 Ldeniix o1 homolggy with respect to

QRIS SRjubRe BUTHENBEEH a0 thedrRAtatd ETamikt ARPeSidudah iR tandidate

or a non-varjiant version of humani zed anti-I1L-23R

aftuentsdyat arodemicalor i hamrmgnizedantidLoRaeddissenficpaligning the
\seduleAdtt andPintrb it BiiZRedty wlabhiddRhe ﬁ\ﬁilhﬁﬁdgf/ er¥dnt bequence

have an am no aci d sequence avi ng at | east 75% ami no
adantitys g ot 6nsidgERg Pwonmqw Rebsutigns g Pt ohigisgqugnee identity.
ANYnk BPRIMer@Thd OC A inad S RER ST xRhsiBAL B8EtidnS! eorrﬂ;%%MbanTnto the
the light WO 2008/ 106134 PCT/ US2008/ 002534 ~ 32 chai n
iptilody sequenceishgll be canstiuad ag @bfpcting sequencsfidantibl ¢r hamolagyst
nor e
S0t Mooy P FhEReH g e be 2dla B s of immunoglobulins,
hilinggigMailg B IeBslgée and IgE. Priferaldpdbeantibodisisdefigthentibody. Any
| ngQ 4ac sigues. i
15k 91 B LaGeNSLE SRR 10, UORRATUR 187, ViR sl
hsmtpnfs aredlsa nOmterhplaﬁsaRThe burdarézed aafitady nalyicgmprige seheences from more
tr ecessa

%gg gl%?%oa}ﬁ%gp’é dr’%%giragg% ?F‘@g naééaﬁsg congia td%{nam Sequences to
rgemerneﬂslddsradrbgolagny act oMty ey madnlywehlsvddshyl s’cnebmogl measnlpminds in the
% lct) I?c:eal gsesq)l/’le esct be?i nnt'ili(e?SXa None of N-termnal,

Y 1Rt ETR&F &R hisi ons, del etions, or
i[O8T t i OnSLikB'tvmetd’mdaer sk bblhghy chﬁml:t&\I’hE&xsed‘halthe hﬁnposntlons and

PO B RaR TS MRE TR S ae: el ied g e yesen

eb@pssitidns bidmRtglobul i ns, including IgM | gG | gD

I and | E Preferably, nti bod

Aﬂ@?body ¥/S“‘¥a§[§t%95é’“d¥f the @@a?ﬂus'éc%&ew ‘Fﬁ‘?ﬂ 'eravwgant'body can
Ibg Ghed. MBECDR &@enc@@&n'lﬁ%taé&ﬂfzbcﬂﬂ} éilbgftuﬂid'he is&r&on or deletion of at
i sotypes are al so contenpl ated. The humani zed antib

ody
At WG et ugéﬂ@ﬁ&@éh%@?&%e@wﬁnﬁwé'st'ﬂﬁéwnbﬁe ema%gndd?on “Human

laBGBAAP Sequelel sMpId el Ot i9Eont lﬁ&?ﬁ&%@!’:ﬂ’mﬁﬁﬂ§ﬁs&w&ul§j BERiimal.
sequences to W?enerate t he sired biologic activit

|T§m°é% Al lgash dheof e *Wagt%@mbﬁ@y repiduesntill someseend @ tﬁ%é of the

Rofhedhs @DRASANS, lqsl%fo’ﬂepgg%' £hdtrn@st Eémlﬁ%eatk%ms%
Li kewi se, either class of 8 ht chalin can be used in

i 0f orrposﬁtl}’ sn@bﬁrmmqu seapasices fragp thej fumag(aptjbody can be
Iﬁ@&lp Fhe lFﬂrEQ c&fcaf BE hﬂl n&&ﬂfﬁggst?\hﬁ)n ??Jr“ém &Ilieiel?ig? of at least

present conpositions an Any suit
|@0¢ tesigne gichthas theiR seayensa ésedistincofmern Hie hwnan hodragn-human antibody

ep&% e%}agyﬁ% ﬂo%telq? lai@c?th%cl?ﬁg{ﬁﬁgﬁs%oﬁég Qﬁmmal 'l%yplcally, at

nu ageni utlon I'nsertion or delet

agast 75% of the humanized antibody residues will correspond to those of the human FR
residues, more often 90%, and most preferably greater than 95%, 98% or 99%.

[0111] CDR and FR residues are determined according to the standard sequence

definition of Kabat. Kabat et al. (1987) Sequences of Proteins of Immunological Interest,



| east one residue such that the CDR sequence is
di stinct fromthe human and non-hunman anti body
woRyeResy enpl oyed. It is contenplated that suh/us2008/002534

nmut ati ons woul d be mi ni mal . j,yépl cally, at least 75%

of the humani zed anti body residues will correspond to
those of the non-human CDR residues, nore often 90%

and nost preferably greater than 95% [0110] Any

suitabl e portion of the FR sequences fromthe human

Natibld thétifies3 olf Blealtt ﬂéthemﬁMEFSE@(ﬂDmeii 5GBEw e heavy cham variable
nut ageni zed b¥ substitutiaon, ertion_or deletion
v

&Pmﬁeéequen%ﬁ%@ Uy nouss A rt‘tr?at' fan Hr2 %%améwetssqaed SEQ ID NOs:
@L1®tdepiet tht 1ighd dhbig vlausmad@m@ln B&fhektdSTBSEQ@ M INTRIY5-47 show the heavy
sequence enpl oyed. is contenplated that such

RIRYVITRE Wmseseewwfﬁarlou&rfymﬁmwanla%d mpysg gpti-hgggn [L-23R

Qfont B@)’ﬂh&ﬁ%ﬂﬁ &fld @Eg 1D0s: 48 490hHE 33 Wikt tﬁ@lﬁgh@émndartagle domain
t hose of unman resi dues, nore often 90% and

esvienass.eF IGSa blagd g peavidersequpase imsyps gidwaarand dight qhainvariable
%aﬂg]gf RVt %ﬁ%g% of gl%tp%s%tnﬁfénf?&lc FHRNGe ﬁrﬁhéaﬁ:@ in the figures,

st andard sequence efinition of Kabat. Kabat et
@dOB7 jndbd dup BN segherpeare apd pofsentechiyito hoigie Sgquence Identlﬁers (SEQ
e 6?;,] I%C;];/ S2008/ 002534 33
lﬂg?\lﬁ%ny \rfgt‘u?‘?ﬁfg‘/é‘i 0 > hu Bet hesda Md. SEQ I D
: 1-5 show t he heavy chai habla2i abl e domain
sequences of vari olgghtilem Sequencestand ilomamsman | L- 23R
antAfp@cisy and SE@Q ' anGHT EH]MY b@NRESIDUES

ch ri able do * { ||_)|\|L5 A5 7
shM_heaMy_c . p aie PRI e WEDR-I2 | CDR-L3

var4dleus forns of h&mani zle tilmbuse ant24—311uman b0-5@3R | 89-97
cl %o 20D7 anti bod?', ~and 13_'%& | D NOS:p 448 49 aBdlsp3 | g9.97

dgprct—thet+ight—charnviariabte domarn egpences:

FIIGE111 and 2 provdde seglrdfe Iinel%34nf he#@y6 and| 89-97
| i|gloip7chai n vari ap e donminsg of theg Maqg ous| serp bodj &s103

PR SIS I B R P Y S T A Y

f =W IRV PR Anl
I yurcs, LAY B LA L Al U™t \Z . AN D JutTiITe TS C CaTTl

pr @@ﬁ@é‘(ﬂthh unli 4fue_Selrdhte Ident24f-40ers %@2 | O 95-103
NO%u2d74Q) . as ingy cat edyiips Tabl es| %.4nd 4| sdghl e 295_103

I|:I| %H&'Oﬁﬁr rll rb‘ehunE ?1eshl “a__m 1 Irﬁ?gjtgnﬁh I\iﬂpﬁ Dl ||:~?é ‘I :l-_)lvé_S-lO?)

LSS =g~ —

CDR- L2 CDR-L3 41F11 6 1-108 24-34 50-56 89-97 8B 10
7 1-108 24-34 50-56 89-97 3¢l 8 1- 108 24-34 50- 56

89-97 20D7 9 1- 11f1eddl dhiwSefiénankiiBomaRE> 10 1-103

24- 32 S F S S0 MZPYL TV 28 LnEkR A b Resiuss
CLONE NO: RESIDUES | CDR-H1 | CDR-H2 CDR-H3
41F11 1 1-117 26-35 50-66 99-106
8B10 2 1-119 26-35 50-68 101-108
3C11 3 1-128 26-37 52-67 100-117
20D7 4 1-120 26-35 50-66 99-109
20ES 5 1-119 26-35 50-66 99-108
hu20D7-a 45 1-120 26-35 50-66 99-109
hu20D7-b 46 1-120 26-35 50-66 99-109
hu20D7-¢c 47 1-120 26-35 50-66 99-109




hu20137-11-a 49 1-115 24-40 56-62 95-103 hu20D7-11-b
53 1-115 24-40 56-62 95-103 Table 3 Heav Chain

woRMIRREAS and Domai ns ANTI BODY SEQ I D VH HEAWT%(N/OMSM
CDR RESIDUES CLONE NO RESI S CDR-H1 CDR-H2 CDR-

41F11 1 1-117 26-35 50-66 99-106 8B10 2 1-119 26- 35
50-68 101-108 3Cl11 3 1-128 26-37 52-67 100-117 20D7
4 1-120 26-35 50-66 99-109 20E5 5 1-119 26-35 50-66
99-108 hu20D7-a 45 1-120 26-35 50-66 99-109 hu20D7-b

461121 120 i% -08b e&@oﬁglleﬂl? C?SRQ 1ndlluﬁQ/agar£858 c/ﬂfgag% g%a%ﬁ sgﬁreﬁ& CDR
0-66 99-
YA herp! %&@@Pﬁh‘ rrén? @ﬁ& i H’g ng'ée \AHRRLEQIETIZRS 1afn3. 4, 5, 6.
9| 810, €0 seHORREMekAMRve sthine la6iF8GbsHRI B re(aBEI0 the NBbsed sequence, as

él 40 and 52% in which the variant conprises 1, 2, 3,
etegningd using a@ 3 10 or nore conservative anino acid

g«u 8f i tuti RS chRbA Tf)lhtée ai&htmlc%ﬁsé&éed\s%&u%&% Ral chimeric
termned using Table 1. [0113] Al so contenplated are

@pfitodics emamﬁe@cp@rté@ of the *I%Y)é‘t!‘dé% diglt chpipdengiral eHihperhomologous

@d’“i:brb&gblﬁﬁngcs@ ne&Sin AntAYdles ‘aE‘m% fioRfa Bﬁ'ﬁMMar@Bngé%ror belonging to a
I'i'ght chain identical wth, or homol ogous

@@'ﬁlﬁ@lsrwﬁmdygcl@e quebeless, While e ireyoaindes otil@r« pkwe@(s} is dgtentical with or
ggﬁ,rog&us% c&%ﬁéﬁ%ﬁeg%k&qg am,oh&s eriv@ rﬁtohxcngoﬁlrer species or

dy class or sub € renaln
brlangigslo angtheriantibpdyatlassior ﬁubslass hs)wdl agfeagments of such antibodies, so

g(g{%t ﬁﬁ%%%hﬂ@th%%%?dggﬁ %E‘al %&Wn?"@!eeeﬁ sIBLd N6 § [6487; and

speci es or ant | bd cl ass
dMorgsdne ak 61984 reel Nathslchd. é‘gn@ﬁﬂéﬁloﬁiSSsltﬁcSﬁS ant i bod| es,

(?lt14tong a%eé}e!}%'}/c§%ﬁg&f éstq{éjglgo 9%% 1% 9%Iregc|: ggne Ord? iirédocr%)mposmons.
éfts usdd he(elﬂ&lzﬂf) tefin bb:lspeksfeftcl antibaiyd refé‘sS to anLﬁAb&]y typlcally a monoclonal
ant b d6§1avm %91%%4]5 ecn ff f} leaars]tt 0 t3hecdic e itgpes. In one
use Ig %ﬁ S ah COI’T%-S% P %Hg p 2&
umbdddmentetha ,epﬂtdpes hnerfm mesqnﬁe:arftngen alntalnbm&ye' bodlfrexns, thedepitopes

A R b e BB Pies M R TR Ol AR S KA in the
an! Fogesxamprpbisgpodi. antibodisean bepodidee méc,onibhﬁme)pildir(guﬁs co-

B RS SR RO LR, LD aather, snbodent b,
(EI8B\NaiesIOBEC 5B 769 aRltehatvedys bapeifidaniBodids dai®e prepared using
chemical linkage. See, e.g., Brennan et al. (1985) Science 229:81. Bispecific antibodies
include bispecific antibody fragments. See, e.g., Holliger et al. (1993) Proc. Natl. Acad. Sci.
U.S. 4. 90:6444-48, Gruber et al. (1994) J. Immunol. 152:5368.

[0115] In yet other embodiments, different constant domains may be appended to
humanized V| and Vg regions derived from the CDRs provided herein. For example, if a
particular intended use of an antibody (or fragment) of the present invention were to call for
altered effector functions, a heavy chain constant domain other than IgG1 may be used.
Although IgG1 antibodies provide for long half-life and for effector functions, such as
complement activation afid antibody-dependent cellular cytotoxicity, such activities may not
be desirable for all uses of the antibody. In such instances an IgG4 constant domain, for

example, may be used.



art. For exanple, bispecific antibodies can be

produced reconbi nantly using the co- expression of two
wo deedsobul i n heavy chain/light chain pa|rSPd$%%ﬂmwmn5M

e.g., Mlstein et al. (1983) Nature 305: 537-

Alternatlvely bi specific ant i%odi es can be prepared

using chemcal |inkage. See, e.g., Brennan et a

(1985) Science 229:8 1. Bispecific anti bodi es i ncl ude

bi specific antibody fragnents. See, e.g., Holliger et

al.. BibRgihl Rétﬂﬁty dﬁ@lulmanﬁsdiﬁntl-&-lBR Adtibodies 90: 6444 48,
G uber et al J I'mmunol , 152:5368. [0115]

In
J16ht her éﬁtmﬁﬁhﬁwgg th&l"’f‘?‘é“r‘%ﬁ‘f’f“’%‘éﬁ@t@ﬁtheHB‘naélbﬁg‘gﬁiﬁi}"able ina
BEmaRPRNAGALIBR dHiBBdY &R Be Wrechbdl fo\/"i\mlﬁﬂir@ﬁ%lo%ﬁ:rdct{ﬂ%r in vitro or

fromthe CDRs provided herein, For exanple
seitablechinding i’fﬁtlléhdéﬁlta%@’ést antibedies may B%égst"c&wshﬁql ﬁgmaﬂmlst antibodies

%Emg bR b%l@g?@ﬂtaséaf)é/ﬁ'mlﬂémat\ﬁﬁﬁ fe§5.%Pdrld 7 q!{ntlb@bﬁe@{hgﬁexhlblt agonist
effector functions, heav ﬁaln constant donmai n

aethaty Wil ant hleck the ﬁgynqg eflis but willkipgeadtstimylate the response typically
%mshcpg}diLe% Qﬁ&hdsqgcréagfgﬁgﬁgﬁgh@rgtloh'ut fhe %ﬂ?ja‘ggag%ﬂiﬁ%ﬂE 5 and/or

unctlons . nt activation aci )
anerdapiogl - de produetivn in dic| splenpcytoaseny ok Esample 65 ddthough agonist

@Etrlﬂo\éi ghﬁ? fff@ﬁs@ somp.?h %htﬁ(ﬁi%l@atféﬁg tﬁé Ant#ﬁ%&pgnt'&)ﬁ(ﬁes disclosed

an tibo I'n suc I nstances an ‘const ant
thenein ae«altanied torhg\antagonisgt@dtibodpds 20@&/ AB Y34 indicated.

ﬁ/ tjlsggggﬁ(%? ?%Afo%%%bxn?ﬁbg&? ?lgele%é%f)ev ot y%llgaéli Hé§23R bound by

Iaauntru@dy h‘émmkmt cd. aghosstthat blockl bmtimg o€ tL-B¥)r & routias cross-blgeking assay

37 Pl B i TR s e o A GOV e B

$abdratbtye EH Hadbwgmdﬁawdlltaye (IAES)amrbeqierfamddb 0’d1t166dlbsalyat bind to

Er%oﬁg%lglte@g lé':'gie g% I ogv?g&gkﬁsuﬁtg%%%g ot %F % b}oc%mg antibodies
Al néeskafily Hlllftﬁﬁt_peedl"debfl the SgelepRbpe sk ichtiss- ylo‘ﬁklhg mia@tesult from steric

lock t vi.ty of 1L-23, hut will instead
BiieFaies s oPhedybadop buas g o yarinibasy phes ey even nearby
&U@bv@&phﬂ@é@&ﬁkﬂg cell proliferation in the Ba/F3
|ncrea5|n I L-17 production

|[?S11 sﬁe spl ‘éﬁg]g Vé’?yagg'gépgé?p@&rﬁﬂ S S CRP?%&@HWQ gHHs(1995) J

B! OReH. 230:1888-f 39adcdASR pefformtd®o HReHARSNhdtRer the antlbody binds an
|nd|cat|ons the anti-|L-23R anti bodi es di scl osed

rRitqpe Rt Hierestn Alpiag stapnine matesRssH 96 denqribese unninghag and Wells

Q1930y WisRe D4l 1081-2085, bPIokid otHQ SR 15Nk %uta%@ﬁésQQﬂL'aﬁl%o acid
that bind to the epitope on human |L-23R bound b

aetiduspimhupman 23R aagy alse bg used;tp determpipg the fprsgirnad |en'éqneig‘or an anti-

of 28R afody Bf THR prdsBi 1§Je9§c°m N18GKInRgs aadiay, ho§1b‘\9‘ei9 rﬁ“c?y also reveal
that described in ANTI BODI ES, A°LABORATORY MA

@ming sk resiguesialias re crucidl i e ovsyall mdeekqhmpwrahs:mmw @f [L-23R but
tklﬁaggre%%?&u GRBIVRE 1@?&1‘)9{!@1?1?%&%@%@?[2&;@!1&ki]rlle%i)dg fhay be

sane ep| ope are cross-bl o I n such
asesaspry, tolsanfinpa fusictionat m@pbﬂ@@mmﬂg usingithje diethod. wi | |

@@ﬁg sari | 'ﬁhéoédﬂggé‘ﬁo&ﬁ %? 'a%?éc}/ﬁct ﬁbé@l&a eeH§ db%go%te%glgg by assessing

ross- bl oc resu romsteric h|n
dmdingad yhelrntibodygo Ipgptates cdnetisew fhigmentaof burean RESREGEQ ID

%:%‘?P%& serfds o?X?e@laB&%‘é ngtides encompassing the sequence of IL-23R may be
synthesized and screened for binding, e.g. in a direct ELISA, a competitive ELISA (where the
peptide is assessed for its ability to prevent binding of an antibody to IL-23R bound to a well



non- overl appi ng epitopes. [0118] Alternatively,

epi tope mapping, e.g., as described in Chanpe et al.
wo2b89Rk134. Biol. Chem 270:1388-1394, can be paidRiisRM2534

to determ ne whether the antibhody binds an epitope of

i nterest. "Al ani ne.scanni ng mifagenesis," as descri bed

by Cunni ngham and Wells (1989) Science 244:

1081-1085, or sone other form of point nutagenesis of

amno acid residues in human IL-23R may al so be used

bP a@aitrefiRt plate), 1€ oh WRRip] SO pepRild RRRning medtibdafial not be capable of
I L- 23R anti body of the present invention. Mitagenesis

deterding some, g Puowﬁwcap% CPiERPEH i-€- famtwaalefe}tapeﬁ thet ghyelye amino

hdi@besRINEs thatlaed Rt cbRidubs AV RS brith Ay 8&nehd¥RITMANAIIR polypeptide
structure of IL- 23RI%‘ tl%;t grrlemzof&mgl rectly POLPEP

Fiabl ved i n anti body-anti gen contacts, and thus other

[@Qb‘]ods We@ﬁxto&%@ﬁéﬁy Xnt;bgdlgp@ff thd ﬁ]e%nf ftwgﬂtiog rr‘l?ély also be
epi tope determ ned using this nmethod. [0119]

émrmjmé byctrHefuisy mathegds shdhias Xaray |cty@@ystwa9dr%1¢%@mw@tlon (e.g.,

R AR RS ST Do Haght P R,

M@ctralsmpy mcwmgmdemmaa@p@fnge Helptexd@sgfenatﬁ@ aplabid argide
h tIﬁ"o éaul'ﬁ'&%ﬁd Wi¥n Q&md S QE&#@E)&%?%%Q gntlbody of interest

scre ing, e.g. In a direc
%mpétstltl letvcd (EL%MIO(CWWJJ 3 hel33pebBidelineslwts esde(d 99Hr

[ ent bi ndi ng of an antibody to
P{_O-%}é%%t%undégtqag%ﬁ VO 2008/ 106134

fam]uszooswaﬂ PR3 to 36rayfcr)&taﬂbgapﬁyL trgstalpizaion mayde aceongplished
eptid scre n
SRy B B Rb ol RS ER et SRR aDToP et Ceppugios
B0 BB)SP}GSQ McRhersbu (1000 DRl J Hivdhep k8ot h23), inovaing enierdbaich (e.g.
P es t hat t contl,guous a t he
B REEY Blnire Sy B2 P LS St ahi R R Blor A icPherson (1976)
[10ﬁ&@]ﬁh&h‘l@SEﬁBO(lbﬁmagCudétdng)ahdafﬁlysbs) gt RBslegifablehe uﬁ:rzelﬁrﬁféin
I nventi gn may al so be term ructur.a
heb o My et BedeRirhion A1) BRTPPGE 1 /L ang i Ershiyshaup P me/mL
{oabgut, 20 n\@mp@‘r%élﬁéa%n)on niE91be Gedt athisd el 4 Pidci ?ﬁﬂqt BMﬁh&aJomammg
spectro copy, Includin

gg gheti c resonance Ep
yehyiensalyesh! 40-% e*k"GF?ﬁﬁg@ sculppieight ranging om n about 1000
fabeer 2000 Ry Ghstetably! abo&%laoma%oﬁtrmo madmmeyaefmg@%w 6000

a conplex with an anti nn-Justin

Pe. with gonggymtipfsjanging &w#% 19%033 sbtméa% (WZ‘f)n H- rgacmlswbe
Qésxrﬁ‘ﬂ)le td A8 a prdteRf B@lmnﬁhé Xgeﬁg e@@%e@&%@t corlcBdtealibn Vihgthg from

re ard tera Cr st al , Cr stallization ma
Hoab St bt 2%, L ptighlangit sheh sk iR Ionee. kg r e or

t
%d'iun( @mgtg éngayea%‘g)gﬁ éiﬁggar?lélﬁ%%é)l é‘g{aﬁt s?iﬁé?%gﬁrgﬁ&rbly in a concentration

@agma frpmy aboptnicmiyEoralons 1&06 mi\tlc hhg @egpltamay@fnraply@gﬁfyred to a pH
O g e T T et
indhelpregiptiand selitadnmayvary and are welliknawh o the ats Scapep Podteinn
Purification: Principles and Practice, Third ed., (1994) Springer-Verlag, New York. Examples
of useful buffers include, but are not limited to, HEPES, Tris, MES and acetate. Crystals may
be grow at a wide range of temperatures, including 2°C, 4°C, 8°C and 26°C.

[0122] Antibody:antigen crystals may be studied using well-known X-ray diffraction

techniques and may be refined using computer software such as X-PLOR (Yale University,



preparation having a concentration of at |east about 1

mg/ nL and preferably about 10 ng/nL to about 20
wombsoc1fer ystal li zati on may be best achi eved ipg18US2008/002534

preci pi tant sol ution contai ni gg pol yet hyl ene gl ycol

1000- 20, 000 (PEG average nol ecul ar wei ght rangi ng

from about 1000 to about 20,000 Da), preferably about

5000 to about 7000 Da, nore preferably about 6000 Da,

wi th concentrations ranging fromabout 10%to about

309%, (warib)lted Ibly MGlycuddr Simbletior3elat £ sdelegs. anldélc&ulﬂﬁns‘@n (1985) Meth.

Beehds bl FoNGUGRER el o tbadhos Presa Suepp dppigacion

'PSl?llchﬁ%H o smlon/oosu@h) and BUSTEm(Bhdl:dghé g@s Adt&‘lt‘#mbl D49:37-60;

chl oride or sodium t al so be desira in

pﬁlgo%ﬂeéb?%p Meth g@"{ﬁﬁ? 2%‘5,2 3&1 éfz l%py&lqwegt eds.; Roversi et al. (2000)

g@,ﬁ ;,rlg é:0313-1328pi ng fromabout 1 nMto about 1000
remg(l)tant is preferably buffered to a EH of

{Qlaal aboutAdFi rabaniibgdies binding tqthe sameenitppagsamantibeytaf the present

§1v5mtld?1 Hay B &tau%gefdr Ek&nﬁé‘fbg@&%edﬂx?geéﬂélntlbd&s rBiSed against J[L-23R for
Brem pi tant sol ution may vary and are wel | -known 1 n

fading te the Spitgresor tprigmenization,of njapimdl oith ameptidd qompsisige @ fragment
BF MAan=23§moE‘g>é1§ﬂ %%8;49 sec?thl:@ d@ﬁtlb\éﬁ{eg it blh@% the Sdfne

arrp es of fers Inclu are not )
Finatianaienitope FRBESS eI (VBB s lordiclosicalar st schvay blocking

el Wdhe Jnd AR ShBONE b o EFE b Rl s B9 ncvodics

bH24} udi edAntdhiody afkmities krag\bm dbtemyedjtlsnfgrsmﬂardranalysns Preferred

D Ok A L BSOSl a5 o

oaz ﬁi@ﬁ:ﬁdMy n@morkIRd, abdutslb<r10 BM; ecbrdyrefdpdbdxcud mpre than about

I h
R B PO by Sy EE L P

faasem c F’rlamnbd:dhé‘s anE’iﬂagménté\ﬂﬁfdoﬁﬁﬁeﬁﬂﬁh thPphedsént @b pakitions and

P O SRR S ERETR: (A e

261618 gidtily 4E8ide” rehkd teran&ntﬁyhﬁ@br arﬁdﬁd fringnvedit thiat 8lcable of binding the

S biaSe iR RG: 1 ise NSO B BN SisEEE iReR CTBgayypicaly

tHesd dTRcRr&HR Ffom 1he \FaRkd @frIeryo bmdqblzalrébepltor f % used herein, the term
scre nlng of élbodles ralsed agai nst

exanple, b .

FPEOBR G o eﬁaV? ngiRg o {he pefRedy by the {arestAntiges SPiQRS-
AntiBoH i taiBeé todlell fordpRefidityd? ba iR by TbmParthg/UiRAARRIL-0R to binding
human | L- 23R conpri sing the epitope seguence.

Irirrelsuant aatigen o aiesy “t‘l‘;tu{eﬁ’é‘dgraﬂ%"?’ﬁb‘?fl copdifionspilf p antibody binds

P9 WOI3ROR 1&¥PRE Lﬁdip&fermdotarheéhm kiRh tbir@héwm%hgen or antigen
activities, such as bl ocking receptor binding nd

glrHreAkan it sicprsideseshtothe spasific rAmfb@“B?dbftb?fé??%tf&?“hé@é%?’@ IL-23R
QbestnBELiANTd HO-IR Shat db B gx}ngﬁgé ihP ﬂg-ﬁladethtsE&%nE@)/l D8specificity”

det erm ned usi ng standar sis. Preferred
vt horein relates Ol B3R speeificio ged naiany phercseauanass that-negke present

pr e?g ekiﬁfjm CﬂJeH%HOfFOP ega§ hag her@ﬂoéﬂ an:l%gn@y t%atMspecnﬁcally binds”

O nore t out 1x1
pxaem@mm@e e prising ILﬁéR vab@mcalllkmdgo K/LAéindﬂhﬁéR which is a fusion

918)?411? Ec&%r}’sh&%%hean{i Q%A%mﬁétpti&é(t]ag butt AbesYt Bindl t& the FLAG®

peptide tag alone or when it is fused to a protein other than [L-23R.



[0125] The anti bodi es and fragnments thereof useful in
the present conpositions and nethods are biologically

w@SdosMEes18t | bodi es and fragnents. As used her epdyutdnes/002534

term "biologically active" re%frs to an anti body or
anti body fragnent that is capabl e of binding the
desired the antigenic epitope and directly or
indirectly exerting a biologic effect. Typically,
these effects result fromthe failure of 1L-23 to bind

I[01283 I eceqi-P3R-spifitBRdiNeE@hpdundsT theQfrbBent ififkEibh, i stich as
refers to_the sgject of the antlbodytothe

bi ndi n
GGy L2 soredisyantibedies. 4t D A T bloPgiva stiv gLty mspner

sm&d.ﬁg Gt bt @ik teqledwm@xbr&damaﬁmmmblan&*m@ ﬁ%ehéonga?R
bi nd |ng to irrel evant antlgen or antl Xture

mmph@geg aykR-EEby Biil Ichedlst Seslsangtish af gk (W) IveyayyiohiReels202:96-
t1@5 l !%ng-:fBZ@k akﬁﬁﬁﬁesjvgll aftd %e Qﬁlgft@{nﬂ% tXhé%ng Eﬂﬁ'gss[z)ﬁro?m 17A, IL-

han to rrrelevant antigen or antig
|1§Fdé€ﬂs7 d&idd, €6LBR @Be?@s €CRI1, aﬂd(‘d‘dt@&focﬁye Lirggrish et al. (2005) J.

e l n
E@c t}gdl%?] 26??%%’-2& 5’%31% %ﬁ%llrﬁlc ?gﬁ rﬁgcg?n@ %EOP {hid %resgpt invention, such
%qmteﬂck’di aritibedies, syiH @lsb iblrick yhe abdgy oflbe3te eance piotifeesion or

ﬁrv*vlﬁl gtalR lzegl?sle];%l%ltatn ’Ka n%mrkg 2\%’6 9%7121%%1 es?#ﬁ E§9e l],e inhibitory
eaxmml osf ant&ﬁL-GSlé dnthtmdezls del adousefitliilthd yrestheht of inflammatory,

RS Frd BpeRiie giobRish EamARRCe 15 fEoBrErfrsgiped in PCT
ipateat a‘ppB¢anln ppblizheons WOrgariss i 90y W 028R1 sArrgdwa 60/68431) and WO
&i@% e tag, but it does not bind to the FLAGr)

e tag alone or when it is fused to a protein
ot her than |L-23R WO 2008/106134 PCT/ US2008/ 002534

126 R-speci fi ¢ bi ndi ng conpounds of the
ég‘e%g a?l’W8ﬂt2q3°6‘?P°S’§'8% as inhibitory IL-23R specific
qet27podi esTo F@Baﬂe pharkiateuticl dpsRFHRGbmPbsiAGHsIiNdIEdIng L.-BIR/antibody,
manner, including but not limted to reducing

&eoqymr}e&ﬁaleguq qr. rql(tgnaqﬁ)&bq%phgﬁtopgrquplgwélg}d thereof, is admixed with a

Srinfy)| Ay &
Pt au e 7 BUFGE W15, e\ i

§ﬁien4fé and - SnfrermacersiseNaane! Fermuiiy.dYlackiRyblighang:Company, Easton,
ng@@l on of IL-17A, IL- 17F, CCL7, CCL17, CCL20,

and GV CSF. See Langrish et al. (2005)
£9128] Ved.  Bomupsignsaftherppeutig mdsjagriopticcagsnta aap ée prepared by mixing

%mgmg{ag%%@&l} J&geﬂa{@éﬁ?ﬁer r@}(agfehg Mor sﬁiﬂﬁﬁgl zi‘r?th@%ﬂ{n of, e.g.,

i bodi ock the abilit
lyophidizedbpaaydessn elerrpvmquccets aolutenser suspensiany. aSeeoe gTHairiman et al.

R ]
SRS GoHn s RS PASCA IR BT DRkapputiog MeGrav.- il
am Yol BY; Gendarh@00@)ekemington: tﬂhe Stiprgatard Rraasite of Pharmacy,
' i .f e at

gi‘ i g;ﬁ ers. T‘é&‘%ﬁ%ﬁ"é@"@@ gfé?:vh@o ’SOr 1 dlé\F'%e aa?ede%sgs(c?gl% Lyarmaceutical
P@Fagepairemnt Papperal Me'dmwzqzmbMamak Dekker, WY'; Q4biBnab, dr dBQe:ds ) (1990)

04/ 0715
EraHaeR IRl Dok PR MBS N ipmatier at. cas) (1990
p’hammeﬂutz_l Datage FogheDilperse Shpass, Madeed Diekicdr, Y NWeiner and
Iﬂbtkoslee %b?gggpient Toxicity and Safety, Marcel Dekker, Inc., New York, NY.
[0129] Toxicity and therapeutic efficacy of the antibody compositions, administered

alone or in combination with an immunosuppressive agent, can be determined by standard



t he cytoki ne anal ogue or inutein, antibody thereto, or
nucleic acid thereof, is adm xed with a

woRhag/Tmeauti cal |y acceptabl e carrier or exci pipghlus2R8102534
e.g., Remi ngton's Pharnmaceuti C? Sci ences and US.
Phar macopei a: National Fornmul 3 y, Mack Publi shing
Conpany, Easton, PA (1984). [0128] Formul ati ons of
t herapeutic and di agnostic agents nmay be prepared by
m xing wth physiologically acceptable carriers,
phEmpdetniéad prodédusésahictll agdfusesion expgeeimleAtaMan®hals,@. . for determining the

ophi |ized powders, slurries, agueous sol ytions or .
!ﬁ Eﬁéﬂo%@thalgeéo /%Ofdﬁe PoRslafipEkAnd e Do 032 a?ff)thmamy
éﬂfastlQ innsw% &f tﬂ_@ foﬂ?cm&ﬁ)b@ﬁho Bétsveén ©kic and therapeutlc effects is
Ther apeuti cs, aw Hi | New Yor k, NY;

ths dermAPeRiis it @ml it cﬂaéesefpr@?ﬁe% agthg rarﬂro&éwe@o@fl)so ' Antibodies

E’Ml%gh tHePaBQl!lthQQ&EeS afl bﬂefe@r@& T@J‘&té’gﬂtﬁhé@ﬂoﬁl\'ﬂ%’se cell culture

Yor k Avi s et . (ed (1993) Pharnaceuti cal

psd¥gad P’@mﬂsstum@mbé u8ed inormlng Agangr/af despeediok kegrin human. The

Wsagé—éfeslaa{ &ﬁrﬂ)ouﬁ&s s pre(fQQ§lyX’v1ﬁ1;]rxgagrQP|ge o?l'&ﬁ,g h@éi“ratlons that
Dosage Forns: | ets, Marcel Li eber man et

ticludg thgdZDso with 910)6 ormiAexisite lﬂfhe@a$agmag@y%mthls range depending

, er and

%)(tﬁlﬁgés [ g@(@%ﬁ%p% g’iﬂ%ﬁ‘f féa |d wlgﬁgbgaf ety, Marcel

R er , | rilEhe mq@wf ydmiajstiatyon {s@gzggl}'tlc'ﬁdmiyompwmdSmtable routes of

L(Qﬁﬁ)%ﬂ'gt n rﬁadf ffcfrleggﬁgle OILCILHCGOF?IQFéC&# q;{inmgail og' il inal

adm ni'stered’ alone or n conbination wth ’an

rdmmistrstinnp pasigerabdaiyernyt includimg hmrageserar madddomals subastaneabus,

1RaA20H AR o G W §t’ra%’e%§13éﬁrec§%n€$‘e%§n 2 %trgv%hous
procedur ! 1 Pures"cr - ex Y

eltlgpqntdimcal thedapasal, of mgacbdmdar mgéﬁl@n( tAndamdtssendlertﬂaahbddty used in the
armg%:ghﬁ? 8‘2‘? ukt%tgfof‘? 2(2 Prla\gtlecelthe §ESCP ?f(t{] %re%:ngmv%r{tl rcf‘jm be carried

EFlliten d oariety aﬁaoﬁvmbmﬁeway‘s axiétcasaonal uﬁgwicmp mhhlaﬁo@idpémt appllcatlon or

is the therapeutic index .and it ca essed

bRanebls SO ARG MRt et P et e T e o ipstion.

]!dlel]apeut |,fc1tdrm¢1y,eflsue aiy aﬁﬂﬁﬁﬁéﬁtﬁdantfﬁh@ ﬂaltlacam baftjladr e systemlc
romthese c cul ture assays, a ni na udl es

BBMESSgr $X4mP ﬁﬁl'%!?‘ftr?é‘ of t'}eaﬂﬁ‘aéwdfdn ’88?7 U%%JO”H o Pa‘hOge“'

[HdO®a. lesTdiechaORAGA 1B imIMHBpARITRSY Bfléh ih |aQi‘ép61r0€§1§%Eaﬁm=JdMelease

withijn a range of circul t| nq concentrations th
fosmplatien ¢ FHsthermeqseAng iayiadministe theantibgdy injatireeted, grug delivery

) CorR¥Ym I8/ ik ampbmnme ddated wlﬁmsw?@mb BtibodPakgbthd, for
e formenpl oyed and the route of adm nistration.
F’G‘PB’%EL

a'ﬁ‘fé‘%tﬂ‘é%ﬁ“‘%ﬁi"l'ﬂdé'ﬁ?dalﬁl%‘hchasacwwed@/r‘ﬂ"éﬂﬁ‘loaf’r‘h‘g}ogy The

lipRBMEARLIL beStHﬂgEl%Q lt@arrdqumslp%felectaxém Y thd mtdtéamsgw for
exanple, i ncl ude or al rect al transnucosal or

[Hst i nal Sele&am #1 admiaisiration regimen fesiedherapenic dapgnds on several
Ta{éﬁ)lréj flic 1dgr{f15 it %l"{l?s'ﬁe tdrﬁu\fe@ﬁ?ercfﬁllne enﬁﬁ?%tlﬁgggﬁmptoms, the

I nt rame lnjectlons as wel as I ntrat
dnm@mgemlmt)r gf\ﬁ entity; @hd the apqaqssrlbmgmfljlge target cells in the biological matrix.

H:gfcrr ah ta@rgﬁgétratlbrm m&l 9zres {h@ta ggﬁ‘\tlgf Her apﬁutti%%elivered to the

|nject ‘ons ni st atlon 0 t1bo Yy use
pHenhaosistentorith aaepentitl¢ omelof srtd@ efifmﬂ: tAcgerdirtedy, thetamsant of

Bifol(}gﬁedeﬂ('&«%@ ngeh&viﬁ %Lllt 3R tl&aﬂlng;%la? Qr(t[tgl g]ﬁi the severity of the condition

being treated. Guidance in selecting appropriate doses of antibodies, cytokines, and small

molecules are available. See, e.g., Wawrzynczak (1996) Antibody Therapy, Bios Scientific



out in a variety of conventional ways, such as ora
i ngestion, inhalation, topical application or
woEbaRes, subcut aneous, intraperitoneal, parﬁm@gzgés/oozsﬂ

intraarterial or intravenous injection. [01311

Al ternately, one may adni ni st éP the antibody in a

| ocal rather than systemc nmanner, for exanple, via
injection of the antibody directly into an arthritic
joint or pathogen- induced |esion characterized by

POBIAG m&a&m@ymom@mal(éu )a(ldegqttor@wos&vsztraﬂbbwas @Joﬁﬁ&ﬁ‘and
formul ati on nor e may adm_ni ster

A o e Dekkes, oy JarcNOG Raek (et 95 s erestonal dpibodies and
YRR | TRerdp) irPAdth RRLEDI AR O attbi DekRer NEWUWErR PEE] éde& et al.

an| bOdyEpgt{gzggd p&@@m(@h%%%agZéé%'z&e'chnjg?J Ve 341:1966-

I1 mu BRRARKRPLO@Y01)TAS Ehgzpﬁ Wwvwdslwb eBLAARRbAE: & 1. (2000) New
and takenégselectlve afflicted tissue.

Eog/a2 Mege Bt 13ng! %aFhagv! ﬁ( é%qoéi Nen Erglgd. idad. B4f:24132; Lipsky et al.
12080 pRsHELS. Aapenslss. pd4Sieyeral  factors, including the
serum or tissue turnover rate of the entit the | evel
{11338l npt onBetemtination whithe@genepriate gosgfis made ot ¢ ehniciamg.g., using

0
g%}grflg%{ég)Z?dc%aré Hc%((zvn éraﬁ%?ct‘é@ [ﬁgtﬁé art % Afﬁrc% tﬁeia{slﬁ%é or %redlcted to affect
treyinetn Gensrahy, Zl&ddsh begamsowit artﬁfmqmemmmat l@SSdb¢n the pptemum dose

Lr?d 1& i‘g ?%rga%%;d gy %rcn: cor e§1t ﬁtrs“the%%?h Sl ﬁx%%gﬁ}egt%l gPt rﬁ leffgct is

akshhewze redative ecpar}dEgatwepaieteffects t lmqaopamttdlagnbsirc msuresymedndie those of
the Seve |ty he condltlo trea c
%’Pe8 thae plB ] %rrb? éctn oréeosg(%f 1o toB/o g{ %mes produceg %referably,

a ytotbdgmtﬁst, wnﬂﬂx& uséxhils Isubstmhﬂtwieasechfrﬁn dhwedama bbcﬁues 3eehe animal

Bt P Pt 06 henizsd Mok s Sa OB PR sybissts) thereby

hifitimizixd arydmfiune resplfise I s rdagerted. ) (1991) I\/bnOCI onal
odi es t.oki ne d Arthritis Marc

m“ﬁor K, “N\F%éﬁéﬁm Eﬂb‘ﬁ ra@i’@@‘é)a“%%lﬂ“‘c’)ﬁw%ﬂ“ ﬁ\ﬂi’f‘? b‘ggub&"““"uous
aﬂﬁklorPeplsy alﬁesTdieﬁta@yls lof) elgqtdat: Hﬁw ne ché‘sQﬁS @8ck, V¢ wedk, two weeks,

ﬂ)@,‘I)I\IewYork NY; Baert et ‘? g% New Engl .
monfylyy bimongilysic: doeses ey By ity ded.g1e- "etiagg usNeibRpEpeously.
t]opch?BZi orzﬁﬁflnal“gl@ﬁ reclaliy intrath 84¥0RAr, Sitradérebra ) %}asﬁiﬁiﬂflﬁﬁ%y

783-792; Benjianmi novitz et al. (2000)

E&h@ﬁatlorn A peederred Alosairgtogalds orsiguelviag themaximaligye Néwse frequency
EﬁgJIVOldL sn%ﬁan@lﬂﬁeﬁﬂbﬁ%lde leff@@thA%taﬁLeekly(d%@@@)geﬁ\@éMy at least 0.05
En d. 343:1594-1602. [0133] Detérm nation of
e Abi @6 0ot 6 b it R ki 0D We/keL A i Ognii, 2.0 mek,
6 gk, @@&@)%?tﬁf DAL bbAFHEER It RO QF 8 lg's?%‘gt&@l iF00BNRew Engl.
art to affe treatment” or predicted to af

m@d 3651627-Gidfesa gt a1 RGO s gy 492465 b o1 al.
0 d
PO oo g%»%eum?{g gt OpEASTUIB60PS el (d00b$) Cancer Immunol

crements thereafter unti
dreginogieer oY2: b3|z3t14#u hhe fi¢sired dpse of a simakk vedkcnls|tbarapeatic, g-gamypeptide
j ' f d t
ARk, 8 Rl B a G S Sb o SRRALAE oo RN RN &£ ATARSHIGR o
polypeptidé¢, opfa moiési/l@baatsory cyt oki nes pr oduced.

E(ngg][er abl YA use lRer% égll glb hgll “tygla or t?eaHﬁcenQ’ fn%ludes ahpostponement of

santlal er % romthe
developiment of the symptoms associated with autonmmune dlsease or pathogen -induced

immunopathology and/or a reduction in the severity of such symptoms that will or are



targeted for treatnent (e.g. a humani zed anti body for
treatnment of human subjects), thereby mnim zing any

wo R 1sesponse to the reagent. [0134] Anti bqgit9ss2008/002534
anti body fragnments, and cytokines can be provi ded by
conti nuous infusion, or by dddes at intervals of,
e.g., one day, 1-7 tinmes per week, one week, two
weeks, nonthly, binonthly, etc. Doses nay be

provi ded, e.g., intravenously, subcutaneously,
taRceatd geveldp arrhytenﬂaaadhbmncm@a:atnaélio»anng eilgﬁ@ﬁﬁuﬁtmed or
intracerehrally, intraspinally, or by inhalation.

BResnied auipiggwiae |5?‘6t€6Ebwath%e'bﬁ‘é“?q#v@mﬂ@atw%gympms preventing

d@BGorl sydpidind, GRd h&ﬁacdfatmtgmabreaarmng$he51naeﬂ1>fmg>@da§es of such
undesirabl e side effects. A total weekly dose is

@é’?@?'ﬁf | }} ug; the terms d@q%thatgagl;eya@ﬁm@ rgub ,hkbbeeg ch‘lf@rqu@ a vertebrate
&gffé&gwnﬂ Qn g%iﬁ%uﬁ'eqs} pgﬁ%g&:-m@ucgd Mk&paﬂaoggggfsgéle ofsythptom, or
ny/ 25 50 ny/ kg body wei ght or
mbthéhe @é@tla'etoglevel%wgh étdlsa4se of OUIMNew Engl. J. Med.
27-43 «f
gﬁig: q692 1/%'39 lésjé@ E?Jngetme t?’l’n Iig%gggcah?@ff@ﬁgg iamgunt]vgrd‘ effective
mgwmsmﬁgs topmaetPUNGIE aa gk JABESPC@EW binding corapoual, e.¢. 200 @8)body, that
S
Se o 1h§¥%%l?ne Jr% t l’el r“g% eagll %gdlglérfhl thtrh%gag:edé%nftg% acell,
prbsretar sqummnf&btlwtoqubm cppmeliqyata ltltse autmmmab disease or pathogen-

%Qigyﬁtd ﬁFEm&EHIEOIgé a[sgo]c_:é@g% c?&g%jzso? nghcﬁtrlon &%é/ lprggrte%sgcfh of(t)lpe disease.

er el
Attheapéuncmly eifﬁeaaterlbm ﬂthhmeﬂﬁdee t}at gm@lnp Oﬁﬂaﬁmmhp@fnd Sufﬁc1ent to
dev nt .0 to ed wi t h.aut oi nmun
aess gas;émnglroratlo samrP i rﬁg u cgmére ] mm nopa ?ventlonacr)]r aalm lora%on of the

redclact matical noxtdlita)ns envay intryasein mteadf treytmehn hEalmg,airethd)n or

WD 2008/ 106134 /USOS/OO
e uianas Sohtent Do WOVt B e ARAOE AP R
edehidisten@l diore0a tHeedplatitally eff¢¢nwadrtse tefery tcouhmniugtedlreed addred When

Armu LIt Aot § DL gAD FEL o S (P ingg apunts ofthe

RdtRY Gripirédightd ther rasuthain thel th@rageatis eSechwr&uﬁhadrﬁmrmtrm combination,
Thus, the terns denote that a ben f| ci al

t
priaf}y eosmuktansauey, An gHdtive papwt offl BiaBi‘:‘t“C\)O(‘ﬁHe%{ﬁase%‘e symptoms
wtoallyrﬂgumqedgf 10%tmgw 41 (B4 20%J; Brefrsbiedsogout s ®eaR6re

ynptom or he potentl al to develop such a
iegféaé%atd?a%%%mqsmrs@fab}xsbywé EI108%in, the term

[d1Ber apeUtM%bayfo?M 8dthin 1@ HeatnfRht wd Ii 8&cbhd fherapeutic agent,
amount"” refers to an anount of an |IL-23R-specific

Elgnélc}‘!’@k‘é@ﬁﬁﬂm st@rogj cmt@mgementt piibiotighenradiation, are well

R inShEsre ek QN TaPImdn: GR (R H @ZOOWG%Jnibn%‘?zd Gilman’s The
addi t1onal ‘thérapeutic agent to [ tissue, or

LhwpraselogisalRdssof Therapeytir. 408 pd., MFGEW'EHilb NeweY erkeNY; Poole and
?&En%ﬁ"{pm Eg@bg ﬁ%gggéﬂtg?lg%ggﬁ?g% /g A Hcce@i(%’rac ice: A Practical Aéuproach

I MMunNo or COﬂItIOﬂ or
biroicets. W dhiarnt &tWilkids, Pbils ePA; Ghabherraag angaiaiis.y(2001) Cancer

%fhzrﬁc‘;tﬁlér y &L?ﬁﬁzofh%a{pﬁl%p&ﬁéo‘?{ i@k I@W @(ﬂﬁuﬂua"quﬁ h?he
conpoun frcren result 1n aneliora

shampaeutcal eomgpgsitianeditineinventibe miay Alge cortaw ether mmm@rosuppressive or
mljﬁo%o%tula%ﬂg Qéen{s Any suitable immunosuppressive agent can be employed,
including but not limited to anti-inflammatory agents, corticosteroids, cyclosporine,

tacrolimus (i.e., FK-506), sirolimus, interferons, soluble cytokine receptors (e.g., sSTNRF and



rel evant nedical condition, or an increase in rate of

treatnent, healing, prevention or anelioration of
wosieedhoeenndi tions. When applied to an indi vi duglctagd2006002534

i ngredient adm nistered alone, a therapeutically

effective dose refers to that ?ngredi ent al one. Wen

applied to a conbination, a therapeutically effective

dose refers to conbi ned anpbunts of the active

ingredients that result in the therapeutic effect,

%\melﬂ)eigeﬁﬁ fal hadtRliesloytkisOaehl iplel 0 MnflixMmeb, etdnkitet), mycophenolate

t ousl ective anpunt of thera uti ¢
W"Eu 1 dgﬁeﬁegrshaéms%%me glafimer) qzgthigprigg, l?fﬁggwldfe%
thé{)hbﬁﬁ(ﬂt mbtBagéxa)¥id thé BkE BRI phatack BREcomPpBdition can also be
30% npre t@r eferably at | east 400?1 and nost

prelesdapits 0 VtB?TaP“é‘&smeel")ees perha phojethrgay ardgpdiation.
?{93 gdm ni Sf}rpﬁ,tal Pllerftary, EGRYIRRa), W ;egea@chss?aﬁﬁ@tg include monkeys, dogs,
herapeuti c agent, €,9., a cytokine, antibody,
§Qt%rf@F dnice, h@wetﬁ HEBINER IS horsegene | humensi bi ot i c, or
radi ation, are well known in the art, see, e.g.
Hardman et al. (eds.) (2001) Goodman and G| man's The
Mhlar néefdﬁoéglpcfaim%| s of Therapeutics, loth ed.
w Hi I4.,
E@é%ﬁ) Ph albr(r)gc owﬁg@‘g‘g‘guw&%‘g?‘%g v(gdrl1l ¢ (g{ rtgégghtﬁ)gggsAAfthe
Presant inyentioApthe oadkic acids ppodiog the, twiichdinsars is&lawid| anil irsserted into one
n .
é:: or%r e{f ’;\)le ggc%%s fﬁlﬂlgr g% %%éel(rg%%‘lﬁ)été W%Q%Pﬁﬁg(égfbéexpresswn.
mNAkemsdngthel rmonoclBAal aﬁhbodyphaadmumlated: ald sequqmosd dsirgrronventional
proce ure:sI gye ths?rrl] olI onuclgc%ldcon al{ﬁ oatre &pabl bindipg specifically to
nﬁunosmﬂp%f eSS SRt e A rage of RindiRg op Y
gd:net aizlodingg mﬁa,h'easyuqn@lr I@Smamsa;g ﬂntanﬁlﬂmlyb eMemyoveotoedare available. The
udi ng but not f | ammat or
BFrieomBhshlst i oilyp el fie Aot iulelp AR 8t fote M Yoflowing: o
Fikndl @&guenc] ArDdrigitu 81 replida€ibih, @he BSmoeGhdtkdr@eas] akénhencer element, a
r ecth or (t gq; STNRF. and WO 2008/ 106134 di ht and
&/t EHFsipyon iesmination eduenge n,one epbedipent; poth thelight an
ﬁb‘ele) lshdis dfathuviahized @lltgm-23m56tib&ﬂ?i@f th@p:@ﬁ@f mepitjon are expressed

?y henol at e m)fe%ﬁxa 15-d gﬁ ual i n,

R heERedEctop e f PLsRId Of 25 AEHIOYVAEOT | ef | unomi de,

{IMQbP phos phvidodRs oMk PRIsé XiveRtionahsl Eeﬂﬁoddcg&by rgﬁnethod known in
g_iear maceuti cal conpositjon can al sq

REr [ ors emhodiment, Antbediss s expirsprddR "}ﬂﬁ’é"t%‘f‘h ay @wt ¢gllg in culture,

ERfliagbhifcse haﬁaé&vaﬁy(@ ceM?thﬁh'aﬁ‘ awnyoﬁizs REEyBIEI) 293QElls,
research subjects i'nclude nonk eys, , cats, rats,

friouss myedeipg NSO cglls. halay lgﬂng%er kW@FBS@{K)a‘WHS h¥nedaterafrygiperda
Mriak W) Eéil@dﬂpéde%dogml ahfibdARS s@c@&ﬂfr% I@HO Etgfs are recovered

reconbi nant production of the anti bodi es of
prrdoysiiied bm@nﬁardwhromh@gm@p gleghodgisueh ?érPCQjGilPPi’g cetm@ ax@kpnge, anion

QMF@ Wd?oﬂh%gk%tgrq? ﬂd'}‘r:}faf %iah{étcﬂro%%?%ﬁfh%/nm She embodiment,

replicabl e vectors FUrther oni ng I cat1on
tﬁsultlhealmhAyhemrefcgnceesrmcém stared in[3QUanMrsodidinmagetateepH 5.5.

[jiﬂ.ﬁiﬁf' onal In%F&hQr %odﬁan?gﬁé Mib!zcﬁé’é cﬂ{tﬁe‘gpré‘é%ﬂt RGOSR G Produced in
sing conven Ional rocédures (e.g., by using

waisgaomrdingm the enqpinagls elssctlhfat inaW @2 HI0B 25 . dBridflyndkctngs encoding the
‘?n%%%ual ﬁ&lt Io}(heavy chains of an antibody of interest are introduced into different yeast
haploid cells, e.g. different mating types of the yeast Pichia pastoris, which yeast haploid

cells are optionally complementary auxotrophs. The transformed haploid yeast cells can then



genes encodi ng the heavy and |ight chains of the
anti body). Many vectors are avail able. The vector
woERIPaRenat s generally include, but are not |i mdeek2b68/002534

one or nore of the follow ng: a signal sequence, an
origin of replication, one or Aore mar ker genes, an
enhancer elenent, a pronoter, and a transcription

term nati on sequence. |In one enbodi nent, both the

l'ight and heavy chains of a humani zed anti-IL-23R

88 nateady finéd fohved dipRid yelan\celm tapalsne aF Pro@UMEESE the heigMnd the

ame vec or .a denovira
ehane [ Viebpion: e iatel 2R 1 frehe Su R rampting kiglogically
B&ive aREBHAS d TRY repdtiye BRIrBRIbNHARIIDS kHe twh BBaiAd dan beRdp@Rfzed, for
embodi rrent anti bodi es_are expressed in mammalian or

PYRERRLS, DY apipg Vedtors m'mﬁéerentgawuasbeb WPiAg fanssERkqnat promoters of
QiRFNt &tfdiihs R lidduicinB RBYEssRINEFonP hdGeible BRvorérd ahiERY tré3ription of
cells, nouse nyel oma O cel |l s, baby hanster ki dney

theigryes casqding ey ouBphEhans. ugi per da  ovari an ( Sf 9)

fAkLE- | N ARRe EABAHMERNhe ré%Bédtbe ﬂéa%? aé@ﬁélﬁtcﬁﬂnsf SEUPISALSRy of

cell's are recovered and purified st ahdard

diffeombandiglaPiR antibedigdthe “osiginal’ a@tlm%isbars imtrodyeadi intie yeast haploid
SR8 SR ELIOIAE SRS LASLALAA, iy o
tighyighainn gndimtibisondefdeplardeyeesi scaing ofz ditferantdnating g expressing a
PSR AS B2 Rl s LGP et
aphergplas)ioguloduce a yegraes tof diptoad zhastg:etls)exlpmsmga h«mjbmatorlal library of
?lﬁﬁ)%dfe? goqn[gr X\??ﬁ%g% r%lhgigg leball€ éér%&l éa}/ltr)]% ) 5{1 ang(?{] gal% The
obémbin4teria dibragy ef amrbodnehm dheinrbe ocrelérfefl & éa¢rmigagbether any of the
DR o S TR AP 1oL goge o

opgihalnatibodiesoSpd. ergenverzgosmmm& ophs. The transforned

d 8/ 10613
BB 000087 0BT eropd it A ies 1 g ebctontgnigpien e human domain
dlilttﬂoﬂiedmy\elﬁsﬁ p&tibhs a2 ablitdg vaibhodieiaigard tinked if@ paBawptide of

and the |[]jght chains. e diploi ain

i TesuBt wrieb HEPRBITy- 543 HB1 St sa bt S PbHgR NacT Q110941
Stdh skmgﬂe/dorﬁahle 16® |nﬁiléc‘(1&r Q¢ [phes2ht® Brdvidé@lumetfus bivantads in terms of
chai ns can be optim zed, for . exanple, by using

€ LOPShRRIE: r?taa’i"fty & FRUIE BfAAMRISELIeN- Usi ng
transcriptional pronoters of different strengths, or
i nduci ng expression frominducible pronoters driving
M&nsEfeSpti on of the genes encoding one or both

fhaips. [ Ofbdlesemt 19{7@1t1§ﬁ"91%‘jid@?ﬂ%thoa%r ﬁs‘?@aﬁ&tﬂ\lﬁﬁ"ﬁ@ﬂé&ws and
and 1ight chains of plurality of ferent

fagmenty thorgpf fahtheb@atin@gt gndrfagnedis of lnﬁammatﬁfyi dedesg ndgoaditions,

t
O o] A58k AP et k. Sl
é&ﬁﬂé%é@ﬁgmaw@h@Pﬁmﬁvy“@ﬂwohkght chains, and a library

pl oi

g{(lggfé‘ss' ng\/lgtﬁ@ ﬁtarég{o@lcﬁé ﬁ$ eztg%fﬁ{: ?gfﬁg @Lﬂ eﬁlg sdi%B&s (Ms),
inchadingirelapsofg-ieaitio MfsmdaammrxcangﬂywwdﬂédA(Zbcmfeds dijeass,
gxgpﬂo%giﬁiké sc'ie%s‘?{ @qﬁ% I‘i‘xﬂ@t gﬁf ta}?lﬁf%o{)dlgéapé)ollfs%e%?gg’rtam injury, prion
diseases, and HIV- assocnated dementia. Also provided are methods for treating neuropathic



anti bodi es conprised of the various possible
pernmutati ons of |ight and heavy chains. The
wocidiogadgori al library of antibodi es can then gRa/us2008/002534

screened to determ ne whet her any of the antibodies

has properties that are superlér (e.g. higher affinity

for I1L-23R) to those of the orlglnal anti bodi es. See.

e.g., W2005/040395. [0143] In another enbodi nent,

anti bodi es of the present invention are human domain

@ﬁhhj postiiagBatidnedfipathigd OG il 1eiR Badie saitirané (GBS patpher@bpRyneuropathy,

ﬁgraln are |inked in a polypeptide of nolecular
e%%%?ﬁ%Pﬁately 13 kDa. See, e.g., US. Pat.

Ruabj cat i omrol¥aed #0 btidld @7 4rbating D GReBdrAGHLord QR Riofb of tBWollowing

nol ecul ar wei ght agents provide, nunerous advant ages in
{cafuses, MPLRMS @spsetssaifestatians, Qisigns f myltiplerglepasiss er asher
ARy alshiaBr or\@ohcllltlop@ﬁﬁe héH 4dlsystas: H?Elﬁgtt%mns m elin lesions,
i nvention provi des nmethods for using anti-IL-
dernyshiefions demyelinated plagues svisughdistyfbanesy loshef haiaeaq recgprdination,
@ﬁhgtug!ya&'ﬂ%& alsf?ﬁ'bdn@ésl ﬁ%h@ﬁ& 9&11? Q&rqueﬁs %%UC paraly51s cogmtlve
condi t'i ons, . e central nervous
pepainieat, araqutwsh@ym,amlc ammga@rqsrblpmeg@tt |ataaia farlam; Uhtoff’s
I I e
F%m % Jleut@ﬁ% s%)gérsgg% xégq &9 €S, \)1 lreﬂt%llri ‘é(gsts %ﬁxgﬁtga\, E:xc‘trapyramldal
ehqpomenpay ngrmse)nssglngq aofsved]-elimg) or othw@mgpdpmg! symptoms, chronic
REsRER i), e M RO BEL Y B FRGheHE: HRaine v
{reluding. gaMB;luril_@uhﬁehg |legicms ohvsm)entwlsrcdmedmgs, brr exiamination of
dlsea and cl at ed

bbb hlh 5, SERERa WY COVIT MRt R pgosevorthy

E(/ZQ(OIBNM E—'»‘@Z’/JLM&(BB 502532; Millér grail. (20430 Sty rEmgivelt Med. 348:15-

e BRE A Ry Bk e R R T ke apen @00

Nedrb |SciPpo8usped:S268-5261.hods for treating or

f the fall f
sk o, ASisBEe<he AT LSEuaR R e MR g fang i disgnosing
mﬂamrrmltcey BOWE Idisdrders, 0)g., Trbtars dikdadd, anemating dolitls, ceNstafiseade, and

tlon of .the nerv em braln | esi
l&&é’wel DafpEe: faey arf‘déﬁé?@?% R HPE: a&@&rat\?sgaﬁw more of
die&I)llLthﬂQ SnptdAs %sp&tsbnahlafb@ﬁn&{s 6:0nd oNad in(ﬂﬁmmatory bowel disorder:
ti Cl ty, Sensory di st ur bances | ncontl nence,

e arsetion 41 £pady alteredbgwal grotility. wdsgtipnifeusr. AR, diarrhes,

RicttlyREi R MRightl ioRS, ARndof ARhLEItIDE Lﬂ)@hiﬂaﬁdls@i@é @B4dISiRAIFnass, and
gait ataxi a, fatlgue Uhtoffls symptom neuralgia,

B ol usl] 25, NG gina L owRplicuians aRehap S gtuFe, Sstulas, toxic megacolon,

gé‘rfﬂ?ﬂtdnaand@éﬁée@ [ 381l g erﬁbﬁ:@ﬁlmamgéj SIIhER StriabilityS §FHous and
wel I 2 being, or other enotional synrptons, chronic
bn‘@g Blsers; qpéblﬁgﬁ@meom@mncemsuc@pgmpmegtét isxeluemeny and, in addition,
n i i
%g%%ﬂnaﬁﬂﬁy&g%h%? ﬁ Flacgg néz)}/%e VoEadgp %W ngwnz and Fisher, supra.
[Hd8k di ngs‘\lsworé@mmtﬁémtmamzﬁﬂt Of:leﬂ@bm@tgm C_hairdm glichl as psoriasis,
%guc _?%T%‘tltlhléﬁﬂﬁﬁg X?]c%di@é rhelgrgzggi%)arﬂ]nritiJ}%HE&%HHQ ghd psoriatic

sewor’t
arthritis, autoimmune dlsorders, such as systemic lupus erythematosus and type I diabetes,

and proliferative disorders such as cancer. See, e.g., PCT patent application publications WO
04/081190; WO 04/071517; WO 00/53631; and WO 01/18051.



et al. (2000) New Engl. J Med. 343:938-952; MIler et
al. (2003) New Engl. J. Med. 348:15- 23; Chang et a

wd 2992061 ¥ew Engl . 1 Med. 346: 165-173; Bruck aW%Tnmmmwmnim

St adel mann (2003) Neurol. Sci._ 24 Suppl.5: S265- S267
[0147] Mbreover, the present ifivention provides

nmet hods for treatlng and di agnosing inflamatory
bowel disorders, e.g., Cohn's disease, ulcerative
colitis, celiac disease, and irritable bowel

smmm]orre AheVIL-deR baldeng B peatfds bPihetpr@adtiim@naén can also be used in
anellorath% one or nore o t he fO||OMAng sym

agion wdthiong oF meTeGRtagorypts 8f ofher cytokings (erd: paY rate&s jpeluding but
b,mhm@a &pm@apw i ARIppE mp af mtqp(ﬂL 63hd §GFB. hweé g.

tility, infection, fever, dom nal’ pain, diarrh

r Velghaen 62008y frwepuni G TD- 1I8851§°“85(?% Nt Tawl Imruinph 6@)329-333. In
PeofGhbSHiRERS Gn ILaJQgﬁ mr{dﬁ{ cﬁﬁl?éundq{f%e HU LR isf AkdiMEtEred before,
as well as intestinal i cations such as stricture,
f¢0§t>luTea§}’ “ﬂfbx@r@%gh@olsﬁwon of dhrefappthien antagonistor@atgeeyists, ‘such as an
u&“tl'Bg %ﬁ@ anb léliﬂﬂda{nnlﬂsl 7@6{8511@@0 und | lS used in treatment
fr| |ty, ous an I near ul cers Dbl est on
pleqazrcatecc@rly p @9 a@bproddyprse iramuner respioase (eigvMSy Embints mmse) alone or
F*g ggﬁgkﬁh&{;vdltlrl grpflf_%ér/]lg%zt%goﬂm M%Qh{é thésﬁr%Sen? glgEithH In the latter
SUape; the ILE ](7]5418]1dmg sonpopnt maplbagtadualb/ decreasedend trcn_‘tment ‘with the
gﬂé&al%gﬁg?cgfqi)é?’ﬂl o%lrefllsle @“ﬁ%e?lq% amal S rﬁlﬂé)%?ésg 10n 8&%??&%11\%|rsteir%s’ponse.
oAkaoaivelyr arttagonisssrtd Hpga)pwam bﬁ IIa-|6tahd/bt TEF- Baua)oﬁaemdunmstered
di sor der.s uch us_er t osus .a
CPRRUTRY P s R AR RURSER Pipai RSBt ST TR ar S e e Cun
a@steleSe(apoe) N, In%ﬁop 56559 Takd it She@D06) Qi ireng1:166-168;

Oega1d Sie AIRhe £ By L ddboeRsaa as [0149)

T[IM:S(]]JL ZBETlhb bebad gccsmraspﬂn%md%mﬁn ish%stﬂfnﬂ&@ﬂ@bd it @gtedeAdt to the
C al so e use I N co | one or nore
fﬁﬂa‘wﬁﬁmplﬁw iHheAre W&Rﬁﬁé? ‘?ralt&*e yAnfigR P dhe specific

| dhetodthhdits. DiHe sp é@ﬁc érhbodirRéhtd &bscrﬁﬂed 213ﬁﬂn9are bfferlc? By way of example
I L-17F, TNF-a

\VRILY e the inspgn 1%5%1@96% tﬁmsgf 55 thes ne%éws Ngigng with the
RaM scdpd1Bf BQivaléHt Mo vad&r sh3i clainkh ary &titledls enmbodi nent s,
an | L-23R bi ndi ng conmpound of the invention is
adm ni stered before, concurrently with, or after
adm ni stration of the anothggAgmtggonist or
antagoni sts, such as an anti-IL-17A antibody. In one
enbodi ment, an |L-17A binding conpound is used in
treatnent of the acute ear@&aﬂp@qe of an adverse
I mmune response (e.g. M5, Crohn' s Di sease) al one or
in combination with an ILIEBRaHHP@g@hlst anti body of
resen
[]hia%ﬁng Co%&gﬁ%@%étﬁ) N étl ngg@lﬁglj 'ﬁ‘éﬁ’%‘é a(l:r? ggs?e deéa%arlléns]epaf. (1982)
t Melatutentlomnghd Lakoratany Mgowil StoldSpring RgRorlabnetdrg Press, Cold
2
i PESbe, 5y R Bt SORLEREDEN M hOE Gt 3 g, Cold Spring
II&athrﬁ,abbr@tcﬁy Bresy, GloldT§HFing Hanteoy, E; War(il 9033 tRecadeznant DNA4, Vol. 217,
C&ca%gnl}ﬁ: rosfs Sﬁ,r]lti?f oré;%eAgtrSt?r:;]dtz}gd; ?tg%dslﬁg%%geftjalr E]d}\lr}&el et al. (2001)
Current Protocols in Molecular Biology, Vols.1-4, John Wiley and Sons, Inc. New York, NY,

which describes cloning in bacterial cells and DNA mutagenesis (Vol. 1), cloning in



and Kastelein (2006) Nat. Immunol. 7:557-559; Tato and
O Shea (2006) Nature 441:166-168; |wakura and

wo #bg/ai®E (2006) J. din. Invest. 116: 1218- 12%¢1/09868202534
The broad scope of this inventjon is best understood
with reference to the follow ﬁg exanpl es, which are
not intended to limt the inventions to the specific
enbodi ments. The specific enbodi mnents descri bed herein
are offered by way of exanple only, and the invention
hﬁnﬁﬁahbﬁcélismhﬂ Qéhsbw d1., dlggosnjodatds Ard propaNEkgekssibaR (V! 3), and

HH full scope of equivalents to which
ré‘TaHF oér‘g entitled. EXAMPLES Exanple | General

bdtsbpds [ ONethbdsSor prbadisl pireri agstsint 10di klﬁﬁuh@freémnah@xgy
are descrjbed. Maniatis et al. (1982 Mol
elrgratography. elestserhosssis. samifugationsnd cs&allﬁgthqaar%ffscnbed Coligan et
lkAle08) Olite? W§t§colpm BrotesPSdisde, I 90¥ohn Wnleysﬁﬁd tﬂ(o:gQ Knc., New

and Russel | (2001) Mol ecul ar O'oni ng,

oFk. rfchemigal BRAlYsisa Bhamica mpdijcatien, pessitansdgsianalgn edifiension, production
qusn\é\ﬂ pfﬁgéklyWh A tem%re MLribed1See, o8 @AGMNG1 al. (2000)

Press, San andard net hods al s6” appeéar I n
fuge] Pretw@!lv in ?mwae@gr Fain2, JeoWolenansl SansNpt-eNew dfork; Ausubel

o |
@o‘?k@g%%,mﬁf ](;’E?t%oé%?l elés%cag )grln )}r.]%' ?‘glngélgﬁuggvi’l{aeplgc erf's” Inc., NY,
AYd PONA- Mt &g hésSigmaiddrich] Co. @OV iPrefucty faMdife Science Research, St.

EQQ?’A%?V@?% ggT AHREROR AmR BidReA® Uﬁg'éﬁﬁzré}c‘?(ufp Hafhway, N.J.

ycoconj ugat es and n ex
ONVAI84-39) ., Pmddctldm mrrﬁcgtlcpmand:ﬁagn\ﬁmtatlozl))fp({lﬁ:l@&] arwbtlbmxstkmal

Er?[[bogfe? Lr%ldgscplggé fbﬁl’% h%ﬂall ng’;"g%ﬁ'i/ I’Dr tcols 1{1 mﬁnolo SI’/"ol. 1, John

nmmunopr ecl
@étqyrancﬂ Sopast IIIOD NeanYorky 1518!11(&1’ hridzlainb 0r998y HSldgﬂﬂmbddM Cold Spring

R EiboRip Press Gl byl iy Va0 e L e &1 B
(aomnqmmlfora;hadaytsn&ng hb&dﬂd}’reabtdn’ﬁdérﬁdtmﬂi areAyailable. See, e.g., Coligan et
B Ehout Co5eg? el Pismm it Bt RO Bovadite Vpeeor.

fHs3] e. g. M@hbdsgﬁﬂﬂeiv c§domefry,ARENIding i dresdencRracivaeaadl 81l iséiting

TR A A" et bl pbro1s = APty api EBLBRY Gromenr

W"aﬁlékﬁfr @nﬂiawdborbf@ly P»%ctzsleolvhn Wl'ldg‘/)éna SGnsS%Sokeh PR, Givan
%@Y&@ ?516§17 S gma- Al d
00510 BRinia) e MBSt eHghok %é\é’aﬁwroé@%) Persyisal Flow

Wionpy, Jékn aaleém s&haAAbLERRA MC mucﬁese&&eagéa@&;wable for modifying

Bl oDi rect or I scat awa N.J. . 384
prddtiatidnine %'m& ruiclei acishprimgrsy a'Tdr%{@‘?Féfﬂ"éXHeBtr‘f’eéfa“d antibodies, for

Rl ¥g! andhgrRokk esl RabailaBRt Mdies PAJbEs fk@@ff)r@cp@ggue
Col | gan et al . 1 Current Protcols in | mmnol o

Mﬂleeulfr Prpgpss In ueyneaﬁ)& Stema-Aldrieh (20RB\G afelpgue, %prw MO.
ﬂﬁgd-ane (AW MeinBs cﬁ‘rl‘ﬁét(QQQ She il he §P§ténr1] Gre described. See, e.g.,
Muller-Harmelink (ed.) (1986) Human Thymus: Histopathology and Pathology, Springer
Verlag, New York, NY; Hiatt, ef al. (2000) Color Atlas of Histology, Lippincott, Williams,
and Wilkins, Phila, PA; Louis, ef al. (2002) Basic Histology:Text and Atlas, McGraw-Hill,
New York, NY.

[0155] Software packages and databases for determining, e.g., antigenic fragments,

leader sequences, protein folding, functional domains, glycosylation sites, and sequence



Har bor Laboratory Press, Cold Spring Harbor, NY;
Har| ow and Lane, supra. Standard techni ques for

wochaes/ariari zing ligand/ receptor interactions ga/us2008/002534

avai |l able. See, e.g., Coligan e7t al . (2001) Current
Protcols in I munol ogy, Vol. Af‘ John Wley, Inc., New
York. [0153] Methods for flow cytonetry, including
fluorescence activated cell sorting detection systens
(FACS(r)), are available. See, e.g., Onens et al.
allgfdentsEhrowAabRske, . g., RicnBanky Vestof NTI®Ghiifi(hdbrmax, Inc, Bethesda

TR Hetsny et P BRUDRy e 2568 Wss, Gy DGCIREE (TiméLogic

doho kerstalBhy, ﬁhﬂﬁhf MenROLA. (E’mom IBmz@rbmFA@ww Gyt et Mynne et al.
Jo n Wwile Sons, Hohoke uor escent reagent
Uit e NRUISTA- 421 WEEm G hGonpar Methods

W&MEBWeQ dsrlmrss @Jiﬂi@fn@*@ﬁ%s) B, YPBiBtAH£$33: 8N8l1; von Heijne
nt 1 bodi e &B di agnosti c reagents,
robes

é]r9<§6)a]\\/’é‘il¢’ﬁﬂF’€'SRﬂ;bllém‘,‘é?%i‘ (2003) Catal ogue,
Mol ecul ar Probes, Inc. Eugene OR Signma-Aldrich
(2003) Catal ogue, St. Lows [ 0154] Standard
met hods of histol ogy of theEXamﬁm% system are

descri bed.GereRtiofarlt Hum:Ml'ialtl%ﬁ omﬁﬁhh%lmfﬁ{ AnfidB8)
Human Thynus: Hi st opat hol ogy and Pat hol ogy, Spri nger

V5phg, Nedntirhurkan Niy23R-pniibpdiepare génergtainOimn@imizing ratslcagnice with

9{:? eFllrﬁ'JeﬂLng{o&%hié ?Pﬂét?ﬁ@f—ﬁt?%%%ﬁggﬁ }_ﬁ“ (# iﬁ RI& éf'e?i(%lther with a
ridrmpinaldestidivis Grgaav-abiah Ig (hutiemg¢orfic) fusion l{r@ﬂ'ﬂS]l\/Ic&of:eraetlbodles
Q@QK&%E?;)C ?e{&dogds?a'hﬁ%’rﬁ%?&l? eQr determ ning, e.g.,

anti g ader sequences, protein
{53 ng, fﬂwdtumnahtldmfa:nnlsqdleglnydmsyﬂedtgemnalm t.es in B patent

a?quézgt?o%fﬁu Caalglcel)SS g\;vkgl?(?(%g%?géag g@@%g%@ég aﬁ,ﬁemg}g%/thgfnamzed

hE'dvﬁ/-r éndEBlght-ﬁla(d VﬁrmbmmainrwqueBea“sheasp}avxded\@)ﬁglm@ and 2,

W P Al Inc., S Di , CA);
BB ORaH Gy T e RBRSARC G b G ystal Bay. Nevatia);

\Eas8E et aBriefly2(He@jnirkd mdﬁeqmmaé bfifie Adi-huiAdm VHZi,othr(BQ SEQ ID

AR T T -

Ripagena e Broaaberdods mﬂ-&id IGHWY 4Rl thxrée rdpt&i8titiviey froszubgroup
%Q 7- 21 1986) Nucl ei c Aci ds

E’élg g]‘nzéglssu gropps ag(ﬁ ] léé -4 shpng (28¢1) gNgmenclature of the Human

iiaRddctiulif Medfy AOH) GBRIRIExbbrimaiml At CORRLEPnrk b 8bktics 18:100-
Anti-human | L-23R anti bodi es are lgener ated b

il HhruHheAramy wosls seayencas efgheyman gefalinsceqysnss W!}Kéhe s atch are

Giedh&@&ﬁﬁb&a%@ﬁiaﬁfzé‘@vm agft- 353 of SEQ I D NO 41)
either wwth a Ctermnal histidine tag or as an

(HéMan | gGhemegent anj- bu*le?ﬁ&aérlhodlm@th%Welamei qblcfzf itheckappa
MRIENGVIPT ERALEHo Bid SERESRE thi{@mpls‘.gn A{Oﬂ%@nam@ g. SEQ ID NOs:

humani zation of anti bodies 1s descr gener al dy
6:19) is cpmp@esttoyngrenp of four human VL kappa germline amino acid sequences. The

group of four is comprised of one representative from each of four established human VL
subgroups listed in V. Barbie & M.-P. Lefranc (1998) "The Human Immunoglobulin Kappa
Variable (IGKV) Genes and Joining (IGKJ) Segments", Experimental and Clinical
Immunogenetics 15:171-183 and M.-P. Lefranc (2001) "Nomenclature of the Human
Immunoglobulin Kappa (IGK) Genes", Experimental and Clinical Inmunogenetics 18:161-



appl i cation publications WO 2005/ 047324 and WO
2005/ 047326. Exenpl ary humani zed heavy- and
wd 3088i06¢842i N variabl e domai n sequences are prgiPeshod002534
Figures 1 and 2, respectively, and in the Sequence
Listing. [0158] Briefly, the A% no acid sequence of
the non-human VH domain (e.g. SEQID NGs: 1-5) is
conpared to a group of five human VH gerniine am no
aci d sequences; one representative from subgroups
1 BHVTHe faicbubgrolvids Astceokiespad (e &he Bibgtdups fisttd MK abat et al. (1991 -

The VH sub [ Qups arenllsé edin M-P.
E&bg%geﬁlfﬁ@ef)o Pr\%ﬁlﬁﬁ ogicak Ipterast| i nS- Department of Health and
4R Selvdas! INTRI iy y-3842G6h. 108N86." ThéHaREW SR Bécﬂ:’en@@ df the human
ical Imunogenetics 18:100- 116. The franework
g@aﬂ@ﬁ sgenge w'met fGiosast Haichpiesediagorsiugt afiumpnized VL domain.

f0168pSt B4R 86 fhe fbh% % Qna%@ﬁsl hbtfdni2d ForROd rA&ifde ¥idibody clone
donmai n. [0159] The ro anti - hul L- 23R ant i bodi es

dPRRE fssenyrusisd aping ap@alahqavrjﬁhatlqumsﬁ) fromsyybgroup k(gsfmlipe sequence
Wl@”‘l‘ﬂé)seaﬁér{ée offhe ?&Gﬁﬁg AlimbdiSed R WaM&blE’ Qﬁﬁhlﬂ (hu20D7-a) is

(e.g 10) “i s conpared to a

pmyrdeﬁa ‘UEN@ﬁéa Agwmq qfdu2iPhe hagPl7-bé ﬂﬂ@é‘ép 4Phas
gfeﬂﬁ'cﬂll ce ﬁUfaT?ZIbﬂ'Bg{]ﬂugﬁﬂ A’gecg vz{rﬁg ﬁﬁﬁﬁ?a& {S\EQ% ﬁfﬁ@ 47), is

each four est uman groups ed In
i{lenigaql i @ZQDMb.eRce;LécprraaMﬂ(Flsggsyutroﬁh @ot-l[nﬁ;hpse sequence variations are

ﬂ‘gﬂl‘:\??}é‘é%l é@&%e ﬁkhg)%h@ Cbleg\Q aggﬁléfiﬂ%ﬂi %Satiold type-face

ol ni ng peri ment al
rasidueoigdihet 1. cA fl.llﬁlehztb hbg@niaerthdayy fhair, edmpriging BEBAIOD7-c variable

EORAEARS £, Ay BB O, (1 99

186161 WO [288hain6/5h84b1EqaNAib2E08IBO RS Ao cdiBtriidtdd frdimanouse

piitoad BORE RB7, On i S BEBE ity PGB B 0

ROp48), nemprfises thelCOR egjuemdes bfthe parsittal, mdiise &ntitiddp and Memdn light
Nl H

of .Heal t n Services . 91-3242 )

Dipit Fap v acque RS o et i sbbtoyp Y Resrmline s daence D:3)

ga@blits light slegpiednelewdorlain Rquenkq $8B0DTVHLQBEQITD NIOe4D)f @moprises the
unanlz d VL dopmi n. 0160, on t

struct a Base
PR e Rl s, AP a A ShE e hATS A Biipauences
ElomNeght aﬁfwsulbgroep lﬂls@érﬁﬂine dequ&idag hmal}?\maltbbnﬂhighﬂcham variable
sequence rom.su I ou ne sequence
forgeig é%ﬂh‘é?ﬁ?é’a[i?“‘t(ﬁ\ézopgs% 1285 rR@OVFd?FréW%@ 4O, e e the srine

ve@rdluabd s8R ks lepM Q;ftﬁr):orhlﬁe (sg!zvylﬂ@d;eme iSFRIdcBY NPeduce the
A variant of u20D hu20D7-b ( SEQ |

ilEellha@M deamidagien pf the grecadingrasparagipateridng 4 Blwhgﬁe%ﬁalbe (1994)

vatirahhoghes3 N1 - %ll(tﬁ%@llk/v B vAridble dcmaih géﬁﬂ&ﬁc@@!iretp%sented in
hu20D7- b except for an OF substitution.

FKe 2o Fylidengirumayizedtlighhchaigs, éomipﬁsmaﬁrefhuaw%ﬂr«ar\déy?%7 -II-b

b&tawre%n&%%m@nmﬁumama@afﬁgml éhuaf rafd ;t?rgvxﬂéd RYED 1D NOs: 51
L@E&& ace residues In 1. A tul eng humani ze

respestivelyconpri si ng the hu20D7-c variable domain

F‘ﬂgﬁg hu rmﬂn)J &%l&o&ﬂbﬂ{ﬁlog QFE% Humérﬁzerarhgw)ﬂa%g ll%l:!t c%ngs described
in this example (e.g. the hu20D7-II-b light chain and the hu20D7-c heavy chain) can be used
to create a functional anti-human-IL-23R antibody. Full-length heavy and light chains can be
constructed from any of the variable domains disclosed herein by analogy with the

construction of SEQ ID NOs: 50 and 51 from SEQ ID NOs: 47 and 49, respectively.



[0161] Light chain variable domain sequences are al so

constructed from nouse antibody clone 20D7. One |i ght
wochad/Toeyari abl e domai n sequence, hu20D7-1V ( SEQTIER2008@02534

48), conprises the CDR sequences of the parental nouse

anti body and human |ight chai*l franmework sequences

fromlight chain subgroup IV (germine sequence Z-B3).

Anot her |ight chain variable domain sequence,

hu20D7-11-a (SEQ I D NO 49), conprises the CDR

&%M@ﬂ%‘s ofHer héa0y Pidi @ Bdrdfant Wifetnsa0 k| 18GHYor dtHEr igHiRAains (e.g.

t.chain frane%ork sequences fronml ht chain
&w&g? by 9 congierea lﬁ@gé@a‘u@ hemarzimmuppglopplinsegencesya |
Eﬂlgbf chai Ondéahd @Fﬁe?amﬁl@ BBl @e(%@ﬁ’dé? BEfe VaidbR Keavy and light chains
hu20D7-11-b) i s provided I D NO 53, in which
ersalelgEping® plaspidsdeoding the §lk-ieagth bzmargzqdeamlawdn@gbe generated.

bﬁgﬁmea&neé g)be altBRd $6hk R%nké nTuERERSR (L el MimReI TR, (1985)
[T kelih eam dati on of the precedi hg asparagi ne

Peasi Haid, Acsée’fceuléé Ho$%:488-4Q7) bechangeyhy DNA se@hmm g target
ﬁ@tgétgﬁrl'l'ant%édyt b(glﬁ:ﬁcés' 9 ul{*‘an@dﬁ@l& &{gbﬁl%}ﬁx 2ttt rﬂﬂ' be performed to

seqpences ape esente
hrorvisaiforauptantigltst optineal pxpressionp Se@ienegs aptianizati20 D'Ay klso e peréprmed by

Emg%lah L%r}aorsvﬁfch FOGENEATRR \'i}fc dg&rc;ntﬂo @%‘E{ E 01: human

appa chains, are pro
{11164]54 r elspmasc/ﬁ the hirfdnGztionnfthp a@m%méodnmbnMatubsmmnon of

nlzed heayv, and | i.ght, chai crlbed
?ﬁ: b§s err)l(zgénbp i a(n ermlel%ehf¥a 9{?, th%ro?enq VFl'la % donm%rrlls Oprf) uced
hntibOHIEs Ce. Q]QEQ/ID:NGI s pamd vsbﬁ SEEID NOo 4& pedd)evith substantlally reduced

e T T TR T —

tHeeom bfaht eeddasdaiffasitydhanichigrec batsaudts Byreanakeddy whichlthe

IR I AT T
RisPdctital 0 08 hi{27i0 3HainAidcIié e Iﬁcaiehl\/\&h)(ble thhelh ah@ a‘i/lymﬁrh&in@tant

gg‘gég aﬂ%ﬁ rralprr]?sfaé)l b’gde&%%gﬁ%gi ﬁgr lgl’dL %t} %D7 antibodies

rotaTRUIQ@scahaly the SRR Sas thd éital%uz»,ﬂt dMiBod 2 I18&hs GU¥LIEd that the
ci d sequences of, the vari abl e heavy and |ight chains

praichiges aptRady vithdamiaaanized Gerv ghainbag tednced dinging, whereas the

hé}ﬂﬁﬁlh?eﬁg aﬁﬁﬂddgwﬂt‘i‘l tRENunPi 28 ﬂi@ﬁtﬂ:‘l‘u@iﬂ retaxﬁécﬁﬁ@”‘a?ﬁmty of the parental
uences nma e altered USIn? Kunkel mut agenesi s

exg dy,éncbcatmgdwkg‘e problem Vo gs thefhumanizeg hgavy phaipyy Thgdjumanized
kv chdid wad et gc?r)xtlﬂlikdqg @i'ﬂg $o§1th(§1s NG R R HeGRRfaniz8d Frlfework

target humani zed antib g@ences Si mul t aneousl y,
sguensevpifierad fiom ba pmptab@soc}seﬂ mgark sgquanessy Whish pegitions were

Q&Isﬁi@*ekiqfkkw CQ&E BEthe F@&Qée%%?ﬁrﬁ@ S%H@J‘\?a AR #8 11095] at several

fri
may al so %orne ¥ comer ci al venéors SucC
eeonRTand |hn¢,vy ch«"ﬂm baving TN, andMEFsubstoutdnp were foimd toaslastantlally

By BRI ol R 9010 i BhAT i oo 2
Biod W7 ks (Nate that irdess othenvisyiadicatibd. seqhenes msnbgrioglinabid patent
%g)thcptﬂ)%ggﬁv\:} F%tgg Gé‘éﬁ%{lﬁ% oglﬁe fé(?)gggéclgsglgg,\@na Iﬂot%@?ltén@atg\v@numbering

schemes such as the Kabat system.)
[0165] A humanized form of rat antibody clone 8B10 is constructed in a similar
fashion, using human heavy chain sequence from subgroup III (germline sequence DP-46).

The sequence of the resulting humanized heavy chain variable domain (hu8B10) is provided



binding affinity for IL-23R when conpared with the
parental (rodent) fornms. To determ ne the source of

wd Hes/ieiaced affinity, hem chineric construct SAE€008/002534
created in which the humanized |ight and heavy chai ns
were paired with chinmeric heaéQ and |ight chains,
respectively. Chineric chains include the rodent
vari abl e domai n and a human constant domain. It had
been previously determ ned earlier that chinmeric forms
af SEG & 8@3757 athhhmdbﬂﬁJSBﬂ ehéaivi Chhie $&RBle @Hajm mbﬁbesawed to
affinity nt al .rodent anti body
BRIBYS iR AR BT O e MpEE ehemnebtefayf metrﬁw{twg antibody. For

lBxIRIN, ZIRChs P aYiNe &Bﬂuaath;@dlnble dol6 ESER I NONG7 (MEDRAS) hilEve

hem chi neric anti body with the hupani zed |ight chain

changedyedhreprine(y301) fcymu’ffo‘terbéndﬁwe‘ﬁw Fr%quxbdgsldues may also be

hied atdhng rdsithes Ab, M60W4GHN?‘@$~I7‘94 Léy bhﬁléwrr;%hé@a@y framework
heavy chai n. The humani zed" heavy chain was then

shanges ingludeE46D MdW4pbsi ti ons at which the humani zed
Edl%HFV\m k Llﬁﬁ%‘}{%ﬂ%ﬁalﬁé héRAif geckl\ﬁr&g%]{u@ Glsp @5&%&% from rat antibody

rodent) framework sequences, positions were
clone BB} el hu§Ekid) light ehaiewarighlednmainseqnsact e@hfpriging yhe CDR sequences

TP Bl difibbdy #RHRRR BIMRthn HopBEUA BhuenBQdh BB chain

eavy chal ns “havi ng Itutions
wehgeoupdapps- 1 (gegulist ssamened £4912) ipprovided bt ST HY N&Ff58ni t y.
See Example 4, infra. See, e.g., Tranontano et al.
(1990) J Mol. Biol. 215:175. (Note that unless
ot herw se indicated sequembanm&ﬂbering in this pat ent

%B%Anqghlg glné-f ‘i‘l?ls g othl i0 nH,‘ons Ant or ﬁA\nI?l hu glng%ﬁ Antibodies

TSt Ve iU
such as the Kabat systtﬁmg)K{nBiAH]ecHholugsram zed form of

ntib .10.i.s constru sim| I
isnf o, "o e RRuR dis ey orare i &ab st P 1R antivodies
Smmgfeﬁﬂiﬂed hs:mé ge lKEilE)t]de 3&EghﬁﬂﬁﬁnDFShaﬂﬂ)'ne Indinem&RgIAe. I,’lBelse Idaho,
ul ting hupan eav ain varia
iSaem0tBTR s R Yo 0eS BB R 53 008 PO 8n dreasuring
82 cohcetrition[df N&orﬁﬂexeﬂ&ﬁﬂxlﬁfd@& Omiiurd Bf 142bde \a)iti €ehaind antibody-
vari abl e do in created to .inprove binding
aptieen FoPlgy- nﬁ%‘éﬁ"ﬁ%’%@t‘??@fﬁg‘??énflwyﬁ BeRshied &¥ eé‘?ost%éhe mixture to
b eslid- }BHa&gmﬂﬂéHlb&d)éntlé:éNfor £ iéT, peﬁ&ﬁoﬁﬁﬁﬁrlﬂ kdRfice, this is
residye at position 30 of SEQ I D NGO 57 (in

AeymBEshed Ry fgwdne;the qutéwrnhﬁis iergTantiberdy; mixfuss Bash Prﬁ@eh rgoated

fditied & EFIr B EK L M O5th & Patd BBy tRé Pt d?ﬁe tﬁJ LaRAI9%d t
guéh asM?SS|dues A24, E4g W7, "N76, \ " ea §ﬂalmmgcusom

rabRre. ERIrI camsianis sy lculatrd v g aimhegscR A bRzed on the

Yibwing 2d8fdtioht:ght chain variabl e donmai n sequences are
al so constructed fromrat antibody clone 8B 10. A

hu8B 10 | ilgAhe binding foklewsthe eeversible indjegeqiatien for equilibrium:

conpri si ng the]§q2 the parental rat

anti body and huita lﬁ?g%fngﬁgln ramewor k sequences

from |i ght2.&ntibedy andlagtigrabindaly pand tofagentibioinequalsqutiganeantibody
ZéxQﬂi@Qplh?eré&\Hbg@ at SEQ ID NO 58. Exanple 3

3. Instrument signal is linearly related to free antibody concentration.

[0168] PMMA particles (Sapidyne, Cat No. 440198) are coated with biotinylated IL-

23R (or a fragment thereof, such as the extracellular domain) according to Sapidyne “Protocol



Determ ning the Equilibrium Di ssociation Constant (Kd)
for Anti-human |L-23R Antibodies Using Ki nExA
wolReHNRIAYY [0167] The equilibrium di ssoci ati GgT/us2008/002534

constants (Kd) for anti human |L-23R anti bodies, are

det erm ned using the Ki nExA 3000 i nstrunent. Sapi dyne
Instruments Inc., Boise Idaho, USA. Ki nExXA uses the
principle of the Kinetic Exclusion Assay met hod based

on nmeasuring the concentration of unconpl exed

m}tcbgﬁ@wmmid&u{/ﬁ l@IBti@ﬂ@It_ﬁdm@)ids Raviriggaort @ﬂl‘i’(%ne?(istent linker
ant i pody- tigen conpl.ex. e C entration of free

S b Bk KRS Ry s o NG 2 REDH e fumtks bigfmylated 1L
99R | £ pBIHhS thahifa&biel ks ZREmATEhiARAs (FrcEbUIREiY 0874) ef

period of tine. In practice, this is  acconplished b%

{0169 ng t nantdoryf§EIY srweda Knef 4en Knt Mhaag antibrdy,mg0D7 showed a
RGDF 9 N0 'Y RN 15 ARl 1oRITah ¢ O3R b BRBRHANddbyK ihEQNV ahAdis.

Data generated by the instrunent are anal yzed using

custom software. Equilibriumconstants are cal cul ated

using a mat hematical theoryg dson the follow ng
assunptions: 1. The binding follows the reversible
HPatermiyng: tha &g idibripmrDisspaiatiphEprstant (Hap for [HatyjanjzedAnti-human IL-23R
koal _ : AP . e

ant i body %lgsugégé g’%%een- aﬁ?%gg'gaaég%ﬂg}néyllﬁl%gge'#?%gln010g
#i7Pbody. BlAcbrStlabghirat insiraptiah anadysisi system|dgternainaticnd ategperformed

f . ' i on. dcl
LS LA B RY s AP AL e
ROGHO04$B k. Rtiefly; li2B8&s (aoti-IE-28 R aghtesh tretimerobiized st BlAaore® label-

T T N, T S—
it nonskiiedopthe artdus Sntedattionb afztderkythimb @ dsihg BEXedsluation software
Vi hort or. nonexistent |inker . arns." EZ-|.ink TFP
BEOTBR Ko S smip e Syiaedd Sosiaf idasrortshiels constans
}[:UIQH nyl at I@chnlc‘E l:ﬁ)%Bfre@ﬁlte?ﬂioﬁ Qﬁl%&ggtaﬁﬁgﬁag@iﬁr&ions of the K4 for

recommendations (Pierce bulletin 087
Ristraaysel Y01 Bantibody feo hemam 123 Ryshogved that replatament ofmguse framework

i . f 0 0. T
S R SRS S, B0 A0 A i
affiaity by sppréimatslyeS 04foldk frormappiaxgmately 8Eg toi dppiosimately 4300 pM.

; ey 26 - .
P9 Rt it 73T 2l B, SETTER Hib i Wl i
impreveaiché Katofapptoxenael@ps0 oM, astintrodwwtjyn of tBé TG2L along with the

re(r - f ' ractd on anal ysi ystem .
P P Fdap o0 SEE PLIOLEP e O ol e RY Ry 230
aM. Bhampltaiohs oftrodudsd ifPtie dw20BPHp heavaichaim thad bdpresaitiaa improvement

gf%ealrlﬁ,g@-ﬁélg ?rg 15’&’1§ﬂﬁa mlggfﬁ\lg%i)%%# %atFegﬁgxﬁafle : im_g!g1L251t%o?f1F\\)zvljt‘[})l%kﬂ%'gubsequent

bptimizatédni on anal ysis system CVb sensor chip using
fJﬁEI]dar d aﬁr)]' vr\]/z%; gfo c%gllplarqg)nptrhg %gr%HtEIFfat 8B 10 antibody exhibited a K4 of

approximately 300 pM for human IL-23R when assessed using the same assay.



Ki netic constants for the various interactions are
det er m ned usi ng Bl Aeval uation software 3.1. The Kd

w0 foslaleesym ned using the cal cul ated di ssoci at igr/éd2d08/002534
association rate constants. [0Q171] Bl Acore(r)
| abel -free interaction anal ysi5§ system det erm nati ons
of the Kd for the nouse 20D7 anti body for human
I L- 23R showed that replacenent of nouse framework
sequences with human framework sequences (hu20D7-a,
SEQ I D NO 45) reduced bi ndiagnple finity by
appr oxi. mat.el v, 50-fo from approxi mately 85
apprioRlifsetion Bioasseys %M e AssRssBe of Nswraélflmeﬁgltw@z?éR Antibodies
foat73f i on (Twe2dBiity Bf a ﬁgﬁscll@ai\Qtlbé@to%mléglééﬁl n@ﬁ?aVi)éeEZ3/IL-23R is

chain inproved the Kd to approximately 3

Pﬁﬁﬁssfb'epe&hrf 8ppltsptiqnf shorp-term nsolifergfigmbipassays Mmgnmw a?liSdhat express
(3 BnZntaL - ﬁE@eersNQ‘ heAhhstbdidr BR/F3L0MRb Qé’l%%r&lﬁ@ra@n F&Ronse to

appr oxi mat el M The nutations introduced in

hupaDE-23 add reémrs%catnrhqsnm@md@y@meutaﬂlzmﬁnbdbﬁéﬁtantlbﬁdy The
@&ﬁ@llltyatlgg of‘fl sh él{bséﬁ ﬁgih@%ﬁ; fs s@ieEt¥d PR A tﬂeQmEQ'(?e ion of the
S|np e hunani zat1 on wthout” su sequent optlnlza 10
AosETOIPOmIE OHElE, Rsfar nl@maandsarmve EQ&0. probiteragion rasflacBpher@f, is
LéupeQin' gﬁ%n@txrl@rqeﬁs Ifrgin %ﬁl@(lﬂgﬁﬁﬁi\ de?bgg)r @% l%ﬁ%gd on

nan I - when assess u3|ng t sane assay
gdgodion 06 1RMbAICTILISR) 0B1eGOHABR4f an5RtiBxdytp Ineutalize IL 23/IL-23R is

Eésgétsl;:(g | i?JI fncgﬂ Kﬁ{u?,ﬁ%%@%c%hﬁ%{\foggrg@égﬁ ﬁ%ﬁ%ﬁe‘}&ﬂgmammal inhibition

abilk13 rolferasiononocl onal anti body to biologically

aliz I L 23/.1 L es
Rt 201 7 oot pertiaed Ssp BRRT ST S o8, BE wanstrerapisare
enapitayeddn IRlPMIt 1640 n&)dpmesle% ferabaatfiservan) t50 lpM 23nercaptoethanol 2 mM

E)’e(glf‘lf)t o SP% H I-:é‘g‘gcs‘ﬁf rflgomﬁ%{lrglﬁd %Ezéféﬂgﬁlalls(seﬂ]e 3. Proliferation
bivagaysaee pafored inRIPNMI-1 &1 hadivm N@es feedl calf segum, 50 pM 2-

anti-]L-23R . a The r at.i n of |L-23

ARsaahehgion ML an it candDiamE B feplo iR

[qlnspr r eg'gﬁﬂ)és(lfre péé%sngdpg@sr\e?pﬂﬁwn@u rplfc@esl(ﬂzﬂﬁcfn 3072 or similar) in
ateau a apove rollrer or ac

PRERE Ber WelC Bl ane anyi L oo HBedircire ddied A asgerigs of

LbrRBRfatiBhdl6.g. &38EmMINutidhd] TRfaBbnsHfehAGEU-BR antlbody of interest are

det ecti on of metabolic activity, The ability

of
apfianglbupreripeubalgd wathicslds prior mpciftionaRTl-3- Bisatsay e'ateayre incubated

it Shunfraffied #kdR culdire SRMAARPLI7EL s f&mbtd%qﬁly Ak BRtend of the culture
i nduces hal f- maxi mal i nhi bition

pms) ArepnBlusBioseraGat HRALLd AQys @f%i% etr%o? wie/vell and allowed to

@&%ﬁiﬂtfb% hy héts. f Rbéo?l‘/ﬁce Batdndedd 2550 £ataal k60 AhEVERSAmax
mai ntained in RPM -1640 medium 10% fetal calf serum

%crnplztetﬁsaaéqu@@swah%pbeszEvﬁwe |Oregan; HAeand 30 qns@/em_s obtained.
/

DERRSIS a5 SRR BBAeh PROA TS vy

Aengeniration 0ing GraphPadPrisms 3.0 mfgme (@raphpad Seﬁwar@énhaﬁao IDiego,

pefri?lglgh ﬁsz\ 2 rdgp 0 @nges aQe hét%rmred using non-linear regression (curve fit) of

sigmoidal dose-response.



[0175] Assays are performed in 96-well flat bottom
pl ates (Falcon 3072 or simlar) in 150 gL per well.
wRdde3L23 and anti-1L-23R antl bodi es are adde@r/g$2088/002534
series of concentrations, % 1: 3 serial dilutions.
Titrations of the anti-IL- 23R nti body of interest are
optionally pre-incubated with cells prior to addition
of IL-23. Bioassay plates are incubated in a
hum dified tissue culture chanber (37C, 5% C02) for
40-48 hr. At the end of theggamplee ti rre Al arrar Bl ue
(Bi osource Cat #DALI 100) IP added at 16. h&gF and
al | oned t o MQHss 8PlspoptsrAssay fHo&-’f@ase;‘.\BgélrM UPLON, e

[66] at  57PhBidIeRdalGRiviR B aMERSASR 4ntiBdfes @PthRfpfesent mventlon may

Reader, Mol ecul ar Probes, Eugene, O egon, USA), and
éDSSFeSSGb'eﬁ"rgsthe) BP&FW&F"OCM?)SP‘PYC“&F@@MM% degpribeey %%eeﬁ)val etal

jb Blﬁb@wnb@m91@adalsmﬁd¥eﬁ&az Qﬁi%?b(l&tﬁk! Piublgl. 1:937. The
ant| ody concentration usi ng G aphPad Prisn(r

FoLssRicaoryty 2BNPACRSTES theaetdvitypd IL-284ha sgmploas a l)evel of IL-17
%dhétﬂfnmy%ur%%len@éqy% I @ﬁ@mﬁﬁ)&tk}%cﬁvﬁ% Stehe! rIiT—'2@ﬁ‘3nHl§dd% is then

non-1 1 near regr essl on (cur ve Sl gITDI
desswsed by deieroening\thez0a®nugen3d am@vﬂm@@%mgzgme thg 3L-23/IL-23R

RARRD UL 5] SOGNL 05590 K Ll BASESayb grsr

thanijor pq_an@Fﬁlgmqllﬂndme@sswﬁlambmblpd1eg egnstanhikahtiecthe Kaynay be equal to
g?lo@éf&ﬁ:ﬁ F}Q Igg(l) dﬂs %:qug%ygp o Iiﬁgﬁg Waﬁlegtsﬁ?l%gt h(l%b%c)twﬁles and

essen
Bﬁ'mlitlesChem 278: 1910 and St unhofer et al . (2006)

B2 o R rfee fre spUnea T £ 2 AR oo C5 At i

()Iacl{sbﬂ LZbor:}nbnd;uBhn Iﬂairbbly Muitte] UBAS p$p§me ylte@oun'ﬂh@alleted twice, and

{ ti 3R ant |
by Gl 7y N TSR PR EORL I abBrsbpo-ver
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brief description of the sequences in the sequence
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Sequence ldentifiers S I D NO, scription 1 41F11
Heavy Chain Variable 2 ugrse fgestilie®nai n variable 3
LIRS VT e T O (AL Yot
Vari ablle 78810 |i ght ChaP#F\dHsatkChaing/asiedls | | ghy
Chain Yarialde 9|20D7 LigrsBiCHavy Okdin ¥atisble 10 20E5
o ol I e, T
11 CORR 17 8B 1p CDRH2  28DBdHeryy Ehpp/ariable 2007
CDRH2 |20 2(555 CORHZ2 21 410E5 HeatcPRidn Vddatdd 10 CDRHI
23 3C1ICDRE 41F11 Light Chain Variable

7 8B10 Light Chain Variable

8 3C11 Light Chain Variable

9 20D7 Light Chain Variable

10 20ES5 Light Chain Variable

11 41F11 CDRHI1

12 8B10 CDRHI1

13 3C11 CDRHI1

14 20D7 CDRHI

15 20E5 CDRHI

16 41F11 CDRH2

17 8B10 CDRH2

18 3C11 CDRH2

19 20D7 CDRH2

20 20E5 CDRH2

21 41F11 CDRH3

22 8B10 CDRH3

23 3C11 CDRH3

24 20D7 CDRH3

25 20ES CDRH3

26 41F11 CDRL1

27 8§B10 CDRL1

28 3C11 CDRLI1

29 20D7 CDRLI1

30 20E5 CDRLI1

31 41F11 CDRL2

32 8B10 CDRL2

33 3C11 CDRL2




24 20D7 CDRH3 25 20E5 CDRH3 26 41F11 CDRLI 27 81310

CDRL 1 28 3CI1 CDRL1 29 20D7 CDRL1 30 20E5 CDRLI
woShoddos4ll CDRL2 32 8B 10 CDRL2 33 3C 11 CRRq7udids/o02sss

2008/ 106134 PCT/ US2008/ 002534 56 34 20D7 CDRL2 35

20E5 CDRL2 36 41FI1 CDRL3 37%B 10 CDRL3 38 3Cl1

CDRL3 39 20D7

CDRL3 40 20E5 CDRL3 41 Human |L-23R

42 Murine |1L-23R 43 Human | L-12R131 44 Miri ne
|'L-12R(31 45 hu20D7-a Heavy Chain Variable 46

hu20D7b Hegyy Chpin Variable ﬁDﬁggg@z c Heavy Chai n
hap0Dy L a0 gat | Com o vor L aby SVEEADRIB0nY ¢ beavy
Chain %1 hu2@Dr7-1]-a Light Chai4lF1I5ZDRIA0D/7-11-b CDRLI
53 hu2QD7-1kyb Li ght Chain Vari gR[@#cprf3hu20D7-TT-D
Li ght CGhatn
3C11 CDRL3

39 20D7 CDRL3

40 20ES CDRL3

41 Human IL-23R

42 Murine IL-23R

43 Human IL-12Rp1

44 Murine IL-12RB1

45 hu20D7-a Heavy Chain Variable

46 hu20D7-b Heavy Chain Variable

47 hu20D7-c Heavy Chain Variable

48 hu20D7-IV Light Chain Variable

49 hu20D7-II-a Light Chain Variable

50 hu20D7-c Heavy Chain

51 hu20D7-1I-a Light Chain

52 hu20D7-1I-b CDRL1

53 hu20D7-1I-b Light Chain Variable

54 hu20D7-II-b Light Chain

55 hu20D7-c Heavy Chain DNA

56 hu20D7-1I-b Light Chain DNA

57 hu8B10 Heavy Chain Variable

58 hu8B10 Light Chain Variable




55 hu20D7-c Heavy Chain DNA 56 hu20D7-11-b Light

Chain DNA 57 hu8B 10 Heavy Chain Variable 58 hu8B10
Wd.i()@é’)i(mg]ai n Vari abl e WO 2008/ 106134 PCT/ %20%/]%@5@%02534

57 CLAIMS WHAT IS CLAIMED I'S:__1. A bindi ng conpound

that binds to human IL-23R conc‘;grl sing an anti body

light chain variable domain, or antigen binding

fragnent thereof, conprising one or nore CDR sequence

selected fromthe group consisting of SEQ I D NGs:

26-40 and 52. 2. A binding ummesnd that binds to

human | L-23R conprising an anti body heavy chain

vari abl e domain, or antigen binding fragment thereof,

GVHATIS CRAIE® BF nore CDR sequence selected fromthe

group consisting of SEQ ID NGs: 11-25. 3. A binding

conmpound that binds to human |L-23R conprising: an

ant i badyndidgd¥mpoliad thatGihda hemEPIRRIR chipridiHel M%Rtibody 1.gm chain

bi ndi ng fragment thereof, of Caim1; and an anti bo ﬁ/

Merable domgiit ovartlgabbélda’@rﬁéﬁgﬁlemdher@ﬂﬁqogmalswg@a? pgmore CDR sequence

foagaERim P L CDR sequence

sel ect ed fr?r’rn&ﬁ}ognar oup ggndsl?)sl??ﬁgzgo“for%gaz | D NGs:

11-25. 4. The binding conpound of Claim 1 conprising

an an}\'m dJ Bn&ﬁ@f Qn&ﬁB'h@ﬂL@E-mrﬂpnsﬂ{g a‘%%\hg&p heavy chain
bl ndi n frag t thereof, conprising two or CDI%
sa;r &%@@m Qearétgte@dlnﬂrngrﬁalgmémghmqf mismguongomos@ll sequence

J}g}sﬁorﬁfheg) ._ﬁ,f}gi, Ig%gg,f E@eﬂﬁqaﬁ Rgsconmpound of d ai m

conprisin €avy chainvariable domain,
or anti gen bi ndi ng fragnent t hereof, conprising two or

e Rconsi sting
o smﬁ%&%ﬁ%g‘%’%%ﬁ%ﬁng %%f%%ﬁn"g' %9 of O aim
3 congpramgibody, light clzain vigedie donght, ocdmdiigen lmadmglﬁiagndamlaarmf of
%ia ti@’%ﬁn bi ndi ng fragnent thereof, of Caim4; and

i 06134 PCT/ US2008/ 002534 58 an anti body heavy
chai nanvatibadl leeadp creimyariableaiomiageor dn'tigdi ln'gdiflg frggmeett thereof,

er eof uence

bR R e pre P T EDBSstiieReieldTRf frofi Ty BRHR SRR Rpg of sEQ 1D NOS:

11-25.

4. The binding compound of Claim 1 comprising an antibody light chain variable
domain, or antigen binding fragment thereof, comprising two or more CDR sequences

selected from the group consisting of SEQ ID NOs: 26-40 and 52.

5. The binding compound of Claim 2 comprising an antibody heavy chain variable
domain, or antigen binding fragment thereof, comprising two or more CDR sequences

selected from the group consisting of SEQ ID NOs: 11-25.

6. The binding compound of Claim 3 comprising:
an antibody light chain variable domain, or antigen binding fragment thereof, of
Claim 4; and



11-25. 7. The bi ndi ng conmpound of C aim4 conprising

an anti body light chain variable domain, or antigen
wodobgigaessf ragnent thereof, conprising three ClpRy/us2008/002534

sequences selected from the %{oup consi sting of SEQ

I D NGs: 26-40 and 52. 8. The 8nding conpound of C aim

5 conprising an anti body heavy chain variable donain,

or antigen binding fragnent thereof, conprising three

CDR sequences selected from the group consisting of

SEQ | &h MOBodylHeadPpchath valiaBlelioRdin) 6r £H8IBROBINGINS fragehétt Mefeof,

conpri.sing: an antibody |ight chain variable domain

GP‘HE%‘T“F% Bimae hYRrseagpversseleriet HOM e grouRFensising OLIRR ID NOs:

amp-23nt i body heavy chain variable domain, or antigen

bi ndi ng fragnment thereof, conprising three CDR

sequences selected fromthe group consisting of SEQ ID

MOs:  Fie BiRding d0mpdinRioPEtd 4CRMRALAL ad Bafbolly ﬂ%ﬁ ch&in variable

human | L-23R conprising a light chain variable

demainnor aptsearhindiemfiregrnt ﬂgrepg&gmmin& thegedd?R sequences selected from

HRPEUpoRsti tofls%@%ﬁb QA8 26 shqfshom the group

consi sting off SEQ1D NGs: 26-30 and 52; at |east one

CDRL2 fromthe group consisting of SEQ ID NGOs: 31-35;

nd a X . . i i .
80 B B0 gt FCli ol h P i3y Rl Pl variabl
dompignerrantigentgimlingfragment thgreaf, ltemprjsingithres GRR seokrees selected from

I ANt | | QdL.ng_§4 agnment t hereof,

?%:%Mbsﬁoﬁ%?ﬁ%tdl%ggsﬁ Igﬁge’nl HL fromthe group
consisting of SEQ ID NOs: 11-15; at |east one CDRH2

rom the, .gr.oup consi,st.j f SEQ.D NGs: 16-20; and
9 T e LB BBy B LR oPBIE st ot i ng- of SRO 1 D
NOs: @ilar2ibodW¥ph2 Ok L14EbR4IoRE, bISA0iged bidding draghént tikreof of

l@'laqlglifjgmﬁonpound that binds to human IL-23R
conprrsSing: an antibody |ight chain variable domain,

or anan geibody idichair egiabletdomam; ecdntigaf binh@fragriéht tieraf,

a heav hai ari abl e domgin, or antigen bin
Forimite ERRGTE o EBpreleron grom B eftineaae coal AR 11-25.
the group consisting of SEQ ID NOs: 11-15; at |east
o e T S
A6 sin Sdrian gl birfihg fradnNmB therbf, 26mpidng:A bi ndi ng
compound that binds to human |L-23R, _conmprising a
|1 ght tdeas #pe,GRGbfrem throeratimconsisiiagf S I R g0 and 52:
f r agn@néast HRIEORL2 FORRAd Slotid cSdolsting o (IR} B> Nd: $305Y:3nd

at least one CDRL3 from the group consisting of SEQ ID NOs: 36-40.

11. A binding compound that binds to human IL-23R comprising a heavy chain variable
domain, or antigen binding fragment thereof, comprising:

at least one CDRH1 from the group consisting of SEQ ID NOs: 11-15;

at least one CDRH2 from the group consisting of SEQ ID NOs: 16-20; and

at least one CDRH3 from the group consisting of SEQ ID NOs: 21-25.



wherein: CDRL1 conprises the sequence of SEQ ID NO 29
or 52 or a variant thereof, CDRL2 conprises the
woshasaRea of SEQ ID NO 34 or a variant thereqicr/@deos/002s34
CDRL3 conprises the sequence of SEQID NO 39 or a
variant thereof; wherein each ¥ari ant conprises up to
five conservatively nodified am no acid substitutions.
14. The bindi ng conpound of Cl aim 13 wherein the |ight
chain variabl e domain, or antigen binding fragnent
tiker ?@fbin@iﬁgf'f%ﬂl%g%d iiahss Bﬁﬁ@t@ggmﬁlggﬁ-%géglgbﬂmg heA group
consi stin . . NOs : an
bi ndi A a'&‘gwgzs ljght chpinvapighledomain, 1oy arfigen pinding fragment thereof, of
QAR iAW a heavy chain variable domain, or antigen
bindin% fragnent .thereof, conprising CDRHL, CDRH2 and
CDRH3 2 hegpyehain yarigyigmain, 5 antiges bindinedeagneniiaenset, apeprising:

I' D NGaqt jbsst She @DI@H'fﬁﬁﬁ thte upQbnsistitPBFBEQIBNDS 9 3- ltShe
sequence of SEQ I D NO or a varrant thereof, and

CDRH3 atls#sh PRese efroslétham consigsmgof BERAD NQs: dp-24; and
vari agf |eApBhECHRHINRIEIHR @Qoﬁ%tin@%?SE@@Né?%l%@ to

five .conservatively nodi am no-aci d ‘substitutions.
16. The binding conpound of C aim 15 wherein the.

h@avy Aclnﬁéllﬂ r eo}?cﬁllﬂh %aggm & huffan IE‘QBR%% 1s g ggpt chain variable

fragnent th conprises a sequence s

tdemaiyy gwtlg@h@n@ng frggroént tIRFOL,| cOmMRCising ﬂl@RlzIﬁCQMZWd C%Ll
106134 PCT/ US2008/ 002534 60 17. A bi nding

conpound that binds to human IL-23R conprising: an

ant i b6DRU i gpimpris¢stherseqaerica bl BEQHRAO1,29@r 520t 2 ggiant thereof;

bi ndi %I{LZB%F@Q%% tHele ge‘al%rfce 8f %E(gl '1{?) ]33 or% grfxght Iﬂx %\6%‘ and

chain vari a n, or an
t her eﬁledmmpmnsesnge seqiRied of SIDRD I\thB9(6DRH8rnanm&re@|f n:
s the se

CI:?1Rrem gach ¥ arlan? ]compréﬁﬁmgy RN nserva? l% moglqd:g aminy, ael ds‘é titutions.

varian hereo cOprIEes nce o
ID NO 19 or a variant thereof, and CDRHB conprlses

ST BREFe Sl P 515 &5 T 5, or
cang@bnaling/@igmenbthefeb £ dompiliged a d&juencesellbstd froini thdgrouplEonsisting of
? 'ﬁ?&gﬁwﬁpggo%ﬂgﬁthat bi nds to human IL-23R

g:> an?Hhtd body |ight chain variable donmain,

or antigen binding fragnent thereof,.of Caim14; and
15. A binding compound that binds to human IL-23R, comprising a heavy chain variable
domain, or antigen binding fragment thereof, comprising CDRH1, CDRH2 and CDRH3,
wherein:

CDRHI1 comprises the sequence of SEQ ID NO: 14 or a variant thereof;

CDRH2 comprises the sequence of SEQ ID NO: 19 or a variant thereof; and

CDRH3 comprises the sequence of SEQ ID NO: 24 or a variant thereof;

wherein each variant comprises up to five conservatively modified amino acid substitutions.

16.  The binding compound of Claim 15 wherein the heavy chain variable domain, or
antigen binding fragment thereof, comprises a sequence selected from the group consisting of
SEQ ID NOs: 45, 46 and 47.



an anti body heavy chain variable domain, or antigen

bi ndi ng fragnent thereof, conprising a sequence
wosRbefdsel fromthe group consisting of SEQ | D du@sisafiésioo2sss

46 and 47. 19. A binding conpound that binds to human

I L-23R, conprising: an antibod@ l'ight chain variable

domai n, or antigen binding fragnent thereof,

conprising a sequence selected fromthe group

consisting of SEQ ID NGs: 48, 49 and 53, or a variant

tirer e f bindingl c@ipaunt ikd BindhiRainhat Ma2BR ¢ampadihe domai n,

or antige i ndi ng fragment thereof, onprising a
sequefR gﬂ@@ﬁéﬂs@&gw AR t‘e&w% (9 enjigsn §tfﬁgprv§ f@sm%@cgh?r@ﬁ of
NDsim 2 andt6 and 47 or a variant thereof; wherein each
vari ant comgr_i ses up . to 20 conservatively nodified .
ami no 24€3vy chainyatiahle,domaie, or setigen byidhs frAgMeBipeEf capRiising
il 1, {cD M BR COREBRVh&ERPTr | Sing: an anti body |ight

chai n vari abl e domain, or anti aen bi ndi ng fragnent

t her e IORH kenmaprises the seayerssiof 8ERYDIFO 5l 4 Gurariam thereof;

sel ecicgrRiy &fﬂgﬁrﬁ@s A€ RHeddddE bﬁgilngl(@:f 19FQ valfard\deret8and
49 and 53; and WO 2008/106134 PCT/ US2008/ 002534 61 an
ant i b&BRIeeamprispsuthp seaaprcgiof SEQIREY G, 2401 agyatipng éhereof,
bi ndi Qe fel AGEE O&riatnp&{rﬁ;?fses u&l%%'e%&ﬁs@&_aﬁ%f@l%ﬂi@ileh ¥mfHo Rid
sequence sel ected fromthe group consisting of SEQ I D
Ndbstitwigns. 46 and 47. 21. A binding conpound that binds
to human |L-23R, conprising: a light chain variable
domai n having at |east 90% honology to a sequence
S8l ectAckindifig compdvad grad bipds toriwiman illag3Rco8EGIND NOs: 48,
49 an : . i [ ' '
eact “bitsBh e ARk ALtk Bl B Ag el of
dtlaopldcemsi sting of SEQ ID NGs: 45, 46 and 47. 22. An
antib that.is . I . bi ndi f 1h i ndi
compo i iPBenki R kol ity PGt Bnghl Sl Bt o,
compasibg asdquargeaslsayd fréB.thegrousainsistid of SEHQIE NEsi 45, 46 and 47.
encodi ng at | east one of the light chain variable
domai n or heavy chain variable domain of the binding
donpounisindihg Edrapaund that Bihds tdrhuenap e33R crompeisingr
conpri sSi t.h ucl.eic.acid of C aim 23. gperabl
ke d paiory e e it S ar et pind B fepimintspersor
Romprisieg b satfoertetsblectbdfbdbmakd groupscdnkiativg FSEBEPIDWOR: 48)@9 and 53, or
vect.or. 25..Aahost cell conmprising the expression
Vet thiread 3idm 24,

an antibody heavy chain variable domain, or antigen binding fragment thereof,
comprising a sequence selected from the group consisting of SEQ ID NOs: 45, 46 and 47 or a
variant thereof;

wherein each variant comprises up to 20 conservatively modified amino acid

substitutions.

20. A binding compound that binds to human IL-23R, comprising:

an antibody light chain variable domain, or antigen binding fragment thereof,
consisting essentially of a sequence selected from the group consisting of SEQ ID NOs: 48,
49 and 53; and



26. A nethod of producing a pol ypeptide conpri sing:
culturing the host cell of daim25 in culture nmedi um
woHgiseANdi tions wherein the nucleic acid segyenHisid2534
expressed, thereby producing polypeptldes conpri si ng
the Iight and heavy chain varflabl e domains; and
recovering the pol ypeptides fromthe host ceII or
culture nmedium 27. The bindi ng compound of Claim 17,
further conprising: a) human gernmline Iight chain
VAl ab o dorn r SR 2008 106124 BCT) eoonr BBaad.
vari.apl e do an
@“%atmﬁﬁﬁsaﬁtn@@ﬂf}msweﬁ@as& cled %{PW the HRERMEIRISERE TP NOs: 45,
i4% dhd@7ant i body heavy chain variable domain. 28. The
bi ndi ng conmpound of Claim 17, further conprising a
heavy chain constant region conprising a yl human
haavy Ahiading 6RSdAR khdt s&u% Hnafl IV2BR 3¥mprRREeof |
wherein the constant region variant conprises up to
20 cordightpinysrigbledemain dgvipgntiersh?’d hemplogy fo i segpance selected
Jfom fﬁ'@%rchﬂpr&ghﬁgln%%@rﬁﬁér@ bs: %mgﬁn&%3 ddar t her
conprising a heavy chain constant glon conprising a
y4 hufdfayeheip vanzhledenss hayies ?té@s 7o horgolpgy fodrfiequence selected
R R foroupRBAEI A LISERARHNGD s, Jepliaf, var | ant
conprlses up to conservatively nodified am no acid
substitutions. 30. The binding compound of Claim 17,
er ei . s
ot DBt B LI AT Ui, AP HipouhBSFRRm 15
Fablan 8H23R a grofarblodiiepasyd, and a di abody. 31. A
met hod of suppressing an i nmmune response in a hunman
subj ect conprising admnistering to a subject in need
ter edn ismatammildbto'dycicbéndﬁklagm Ieast ooy ofahahght ghain panediendpmain or
ne Lhsne n anpbunt effe e bl ock the
e BNOTr e EUE Ry B B o B R Foa of i o m
31, mhereln t he b|olog|cal act|V|ty i's an i nfl ammat ory
sponse. 33. The nethod of clai.n 32, ereiLn the .
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bomel di sease. 34. The nethod of claim 31, wherein the
b*8Pbgi cal activity is an autoi nmune response. 35,
The met hod of claim 34, mhereln the subject has a

i_sorder selected fromthe i ng of
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di abetes. 36. The nethod of claim 31, wherein the
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culturing the host cell of Claim 25 in culture medium under conditions wherein the
nucleic acid sequence is expressed, thereby producing polypeptides comprising the light and
heavy chain variable domains; and

recovering the polypeptides from the host cell or culture medium.

27.  The binding compound of Claim 17, further comprising:
a) human germline light chain framework sequences in the antibody light chain

variable domain; and



63 37. The nethod of claim 31, further conprising
adm ni stering an i nmunosuppressi ve or

woHdbd/1defyl ammat ory agent. 38. A pharmaceuti calpcr/ys2008/002534
conposi tion conprising the binding compound of Caim
17 in conbination with.a phar(??aceutl cally acceptabl e
carrier or diluent. 39. The pharmaceutical conposition
of Claim38, further conprising an i nmMmunosuppressive
or anti-inflamuatory agent. 40. An antibody that is
abl e tphith&cderhlinghdagy cHaihaRéwdrk seqdbhde®irl the aibotl PRelyy chain
deposited . wth ATCC under accession nunber PTA-7800
Vﬁ“%lb ¢AY8AUNY| ocki ng assay. 41. An antibody that is
able to block binding of human IL-23R to the anti body
deposited w th ATCC under accession nunber PTA-7801
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and an anti body heavy chain variable domain, or
antigen binding fragnment thereof, conprising the
¥querbe bimﬂin‘élﬁ@nbmm@f Glaim sturfﬁhecdnimiﬂingg heavybeindonstant region
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chain, or antigen binding fragnent thereof, conprising
the sequence of SEQ ID NO 50. 44. A bi nd| ng conpound

tjoat bihe gfmding cth&i&!ihd' dfcaéiﬁi 17cwm%1n&hasindlag c@rﬂﬁd)d%@délan antibody
| ight chain variable donain, or_antig

firagmenteleetsd fraprthe g@aﬁﬁ?nswngoff Tab, E%bq LF@ﬁcéHon sé%y Fgb’)2, and a
N@boa@, and an antibody heavy chain variable domain,

or antigen binding fragnent thereof, conprising the
sequence of SEQ ID NO 57.

31. A method of suppressing an immune response in a human subject comprising
administering to a subject in need thereof an antibody of Claim 17, or a antigen binding
fragment thereof, in an amount effective to block the biological activity of IL-23R.

32.  The method of claim 31, wherein the biological activity is an inflammatory response.

33.  The method of claim 32, wherein the subject has a disorder selected from the group

consisting of arthritis, psoriasis and inflammatory bowel disease.
34. The method of claim 31, wherein the biological activity is an autoimmune response.

35.  The method of claim 34, wherein the subject has a disorder selected from the group

consisting of multiple sclerosis, systemic lupus erythematosus and diabetes.

36.  The method of claim 31, wherein the subject has cancer and the biological activity is a

Th17 response.
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37.  The method of claim 31, further comprising administering an immunosuppressive or

anti-inflammatory agent.

38. A pharmaceutical composition comprising the binding compound of Claim 17 in

combination with a pharmaceutically acceptable carrier or diluent.

39.  The pharmaceutical composition of Claim 38, further comprising an

immunosuppressive or anti-inflammatory agent.

40.  An antibody that is able to block binding of human IL-23R to the antibody deposited

with ATCC under accession number PTA-7800 in a cross-blocking assay.

41.  An antibody that is able to block binding of human IL-23R to the antibody deposited

with ATCC under accession number PTA-7801 in a cross-blocking assay.

42. A binding compound that binds to human IL-23R, comprising:

an antibody light chain variable domain, or antigen binding fragment thereof,
comprising the sequence of SEQ ID NO: 53, and

an antibody heavy chain variable domain, or antigen binding fragment thereof,

comprising the sequence of SEQ ID NO: 47.

43.  The binding compound of Claim 42 comprising:

an antibody light chain, or antigen binding fragment thereof, comprising the sequence
of SEQ ID NO: 54, and

an antibody heavy chain, or antigen binding fragment thereof, comprising the

sequence of SEQ ID NO: 50.

44. A binding compound that binds to human IL-23R, comprising:

an antibody light chain variable domain, or antigen binding fragment thereof,
comprising the sequence of SEQ ID NO: 58, and

an antibody heavy chain variable domain, or antigen binding fragment thereof,

comprising the sequence of SEQ ID NO: 57.



