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receptor-bearing cell (Presky et al, 1996). IL-12 signaling
concurrent with antigen presentation is thought to invoke T
cell differentiation towards the T helper 1 (Thl) phenotype,
characterized by interferon gamma (IFNy) production
(Trinchieri, 2003). Thl cells are believed to promote
immunity to some intracellular pathogens, generate
complement-fixing antibody isotypes, and contribute to tumor
immunosurveillance. Thus, IL-12 is thought to be a

significant component to host defense immune mechanisms.
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p40 subunit, both IL-12 and IL-23 were neutralized in vivo.
Therefore, it was unclear whether IL-12 or IL-23 was
mediating disease, or‘if both cytokines needed to be
inhibited to achieve disease suppression. Recent studies
have confirmed through IL-23pl9 deficient mice or specific
antibody neutralization of IL-23 that IL-23 inhibition can
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Therefore, there is increasing evidence for the specific role
of IL-23 in immune-mediated disease. Neutralization of IL-23

without inhibition of IL-12 pathways could then provide
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molecules, host cells containing such nucleic acids and/oxr
recombinant vectors, as well as methods of making and/or

using such antibody nucleic acids, vectors and/or host cells.

The present invention also provides at least one method
for expressing at least one anti-IL-23pl9 antibody, or IL-
23pl9 anti-idiotype antibody, in a host cell, comprising

culturing a host cell as described herein under conditions
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The present invention further provides at least one
anti-IL-23pl9 antibody method or composition, for diagnosing
at least one IL-23 related condition in a cell, tissue,
organ, animal or patient and/or, prior to, subsequent to, or
during a related condition, as known in the art and/or as

described herein.

The present invention also provides at least one
composition, device and/or method of delivery for diagnosing
of at least one anti-IL-23pl9 antibody, according to the

present invention.
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Figure 2 shows the IL-23 binding to plate-immobilized
IL-23pl9 antibodies of the invention in which all four

antibodies tested show similar binding curves.

Figure 3A shows that antibodies C1249 and C1269 block
normal IL-23/IL-23R binding.

Figure 3B shows that antibodies C1273 and C1275 block
normal IL-23/IL-23R binding.
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compositions, methods and devices.
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used phage Ilbrarl es to vary the am no aci ds ‘at chosen
%%Voﬁ%cmjg%sl aFF3omsTy éﬁﬁr%‘?@@Sﬁﬁ@eb%é&? used
iroregft@ose (éde, ROSL , apErNRYanat EmbuiEbdgy!, aBBpPOE KS 1N
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contigucus pro R u81ng gene%MMIenglneerlng

techniques.

The term "human antibody," as used herein, is intended
to include antibodies having variable and constant regions
derived from or closely matching human germline
immunoglobulin sequences. The human antibodies of the
invention may include amino acid residues not encoded by
human germline immunoglobulin sequences (e.g., mutations
introduced by random or site-specific mutagenesis in vitro or

by somatic mutation in vivo). Thus, as used herein, the term



appl i edbi osystens. com - www. bi odesi gn.com
ant i body. bat h. ac. uk; www. uni zh. ch; ww.

WGe RgstoK. ac. uk/ ~ubcgOrs; Kabat et al ., SequeOr/@s2006/026174

Proteins of |nmunol ogical Interest, U S. Dept . Health
(1983), each entirely incorporated herein by
reference. Oten, the human or humani zed anti body is
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s%h%:ﬁ%b@@?&’h' Sarﬂ'a%t:hﬁ@ciy fth{Bi\ 3116I115{£Eﬁ|1@1ea£ sequence
Ze antib oln out that .a "
R OTDGAP AN e HETRICED B G- O AT E Grotics

prokaryotic or eukaryotic cell that is capabl e of
expr essimgarfiactbohaldysa eal t edgebblapimg or CDR-grafting)

1s novl;]oaql %Q#hégteh%ni%h’edhgégﬂnﬁﬂg| @of‘nijécﬂfc rfggIEheCha' n)

enes. uman anti b IS a S|ng e
mwamcme@rlcgfcm@% rmﬂ@aﬁlﬁna?at%fddvdlﬁﬁ Z B Lodprlse a

xbhBk&le RERbLEBS h@Hordm%nmgit f&l&iﬁ | BnAat b EnfpaRing the
anti bodlfes For f%%p an rise %1' i nker

ebEptTUe, FUOGERCRS OCS‘B]%?I“E& gRt-gY n%cjioﬁlé o Jot her

baﬁuno;)am dheeshdlressradhineh Commeonsetd@ vaimcabhe

|on of th [ d r Qg
oL PR ENBLE 0,800 SIE AL AR, L08 Bt lyos
ofothe mdermnaﬁmnlc¢r@ﬁn¢ar8rcgp@%t‘refménlﬁ@t%%Js%sm (FDRg) into

nBLET PCAR I EEt 85 On Hd¥uh 8k ﬁmtld&dbeswﬁdhr@ %.Gifh)ﬁlty
used that are nonoclgnal, grefer 'y, _huma

2R haRi SRFITAREFBo 6% RALIHS Ve "BPndi hy ¥pEd ftlomh mandze
anénﬁibdcﬁ,a,stthte\/\ﬂeﬂijxf effenhe antngensd hntiﬂfreiypn@sén@es
one of .the C [ I, a
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t%%tkgagﬁ@SM@ngto the human framework regions

(backmutations). The positions can be discerned or identified
by sequence comparison for structural analysis or by analysis
of a homology model of the variable regions' 3D structure.
The process of affinity maturation has most recently used
phage libraries to vary the amino acids at chosen positions.
Similarly, many approaches have been used to choose the most
appropriate human frameworks in which to graft the rodent
CDRs. As the datasets of known parameters for antibody
structures increases, so does the sophistication and
refinement of these techniques. Consensus or germline

sequences from a single antibody or fragments of the



known in the art. Traditionally, the reconbi nant
production of bispecific antibodies is based on the

W@ eespssessi on of two i mmunogl obul i n heavy chapOr/USHI06/026174
chain pairs, where the twoiheavy chains have different
specificities (MIlstein and Cuell o, Nature 305: 537
(1983)). Because of the random assortnent of

AR gk i cBgayyc it dalc@ht i §RAIAS nebh@S@rain variable
hyhQri domas uad duce a tentleb m xture of
LGPt PEr B AEr DOt e AR BSEECD S Dne has
Aﬂmehemrappﬁodmhspechﬁmgnxﬂatuohute tollmedpdyi dnlgatsuaiaoé
e%r d%g r§§t §8£€ é%‘d‘éﬁﬁ%@l LY e %s@fé&mow residues

ona ograp eps procedures are
fiusel b5 elemag gLAbs| ﬁn@/@@s/beeazgermgsl Paeentfagigig” or
621A668ng 619386 BldLdY: s@ 22060289, o LB 7453,
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vE8H 1 3531 - Bigh Pifie SOBbARTEY qs‘éélf[sﬁ‘@lfss’wg% 5496549,
Hi6980, ngJﬁﬁbﬂ@@B60wwwNDa&ZbOGﬁ§%bhd§%/ﬁ&B8ﬁtml WWW .
Traunecker et al @] J . 10: 3655 (1991), Suresh et
kﬁb 2eds %%??Fe comﬁtﬁﬁzynn ‘ogy 9y "121: 210 (1986), each
aeTttlﬂopéVyesmmepepm’e@[lmr@m byn} efvemence .
Aisohbs 3p QanbbROCRS. Waghuls i dhe methods and

nEPS|t|ons of the present invention can optionally
Pk charh -2&6d uby WV@h‘HFFPnFFy‘@thlng to I L-23pl9
At . Bpkl@mam/yuaagorgefzetbabl ¥ ags h&@egnt®wW of Proteins
t.oxi cit acticul ar antibo e

:P%mmmn¥1o §§T&a% $£The%|n§e i on, l% ?i;%ﬁé each
@Mmﬂﬁumcmenedt kersigc bbyasef dreene. abFeen ediben human
SONShARt 2L S URNLRRY { & aBRLKe 1 & T} AUy A0 i1
col I ectively, optionally and preferably possess |ow
MA#Sogenicity, is useful in the present invention.

The anti bodi es that can be used in the invention are
opt i analillpreharactierdiied @ysigﬁatEdabfimaee t(@ohkent

ients for extended eri o h_nmeasur bIe
5%]83F3t|on 5¥lsynp?ons ané) nd76r accép?%ﬁﬁlt
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contribute o herapeutic fesults achi eved
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an nts_treat t|-H.23 9
ﬁLa%oa s %p Q?U? Vnan pré%%rm££y re ain or rg uce the
1mmunogen1c1ty in humans or other species relative to non-
modified antibodies. Thus, a human antibody is distinct from

a chimeric or humanized antibody.

It is pointed out that a human antibody can be produced
by a non-human animal or prokaryotic or eukaryotic cell that
is capable of expressing functionally rearranged human
immunoglobulin (e.g., heavy chain and/or light chain) genes.

Further, when a human antibody is a single chain or sgingle

domain antibody, it can comprise a linker peptide that is not



in less than 25% of patients treated, preferably, in

| ess than 10% of patients treated with the recommended
woloes/0bdss t he reconmended course of therapy dup¢nysioone026174

treatnment period. The isol ated nucleic acids of the

present invention can be used for production of at

| east one anti-I1L-23pl9 antibody or specified variant
ebl16 89 na bV Ch R0 DS HSGE 0. TPES UGl cOf LeChy Idanan

I'ssue, organ or animal (i1ncludi ng manmml s and

chupries) 2, Linker AgR6i6e, nBilt 68, LHRJEP ARSUL pEgRt glycine
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neur o &c di sorder or disease, or other known or
specified IL-23 related condition. Such a method, can
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prxggﬁ%%seef 5881t UnTBENAINP hecs gg&gefse%' ¥ apunt

se an anount 0 1 to 500 kg per
1§aﬁg|@ne( éLg23Pb%IRI§)telﬁu$‘#blmlé othe P USRS 15 for any
of€8E NListilRbl 0Nve@odsO f@ﬁhrhﬁé/:ﬁlg'@\ bigbéﬁlﬂm%@ﬂﬁﬁbaaiém a0k

0.01-5000 ng/ M serum conc i on per SI
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steps. Similar procedures are disclosed, e.g., in WO
93/08829, US Patent Nos, 6210668, 6193967, 6132992, 6106833,
6060285, 6037453, 6010902, 5989530, 5959084, 5959083,
5932448, 5833985, 5821333, 5807706, 5643759, 5601819,
5582996, 5496549, 4676980, WO 91/00360, WO 92/00373, EP
03089, Traunecker et al., EMBO J. 10:3655 (1991), Suresh et
al., Methods in Enzymology 121:210 (1986), each entirely

incorporated herein by reference.

Anti-IL-23pl9 antibodies useful in the methods and

compositions of the present invention can optionally be



al ., Mlecular Coning.- A Laboratory Mnual, 2nd
Edition, Cold Spring Harbor, NY (1989) ; Harl ow and
wao.a0e/00588% | bodi es, a Laboratory Manual, Cold SpCi/mg2006/026174

Har bor, NY (1989) ; Colligam, et al ., eds ., Current
Protocol s in I nmunol ogy, John Wley & Sons, Inc., NY
(1994-2001); Colligan et al ., Current Protocols in
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alleviate, help prevent the incidence of, or reduce the
symptoms of, at least one IL-23 related condition, selected
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or disease, a cardiovascular disorder or disease, an
infectious, malignant, and/or neurologic disorder or disease,

or other known or specified IL-23 related condition.

Such a method can comprise administering an effective

amount of a composition or a pharmaceutical composition



triple stranded, hybridized, and the |ike or any

conbi nation thereof. See, e.g., Ausubel, supra, and
w@eddziogmss | rmunol ogy, supra, chapter 2 , entiPel/ys2006/026174

i ncorporated herein by refasence . Antibody producing

cells can al so be obtained fromthe peripheral bl ood

or, preferably, the spleen or |ynph nodes, of humans
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Gaern%rgg%gced by residues that are often referred to as
“Inport™ residues, which are typically taken from an
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Antibodies that are specific for human 1L-23pl9 proteins
or fragments thereof can be raised against an appropriate
immunogenic antigen, such as an isolated IL-23pl9 protein
and/or a portion thereof (including synthetic molecules, such
as synthetic peptides). Other specific or general

antibodies, including, without limitation, mammalian
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peripheral blood or, preferably, the spleen or lymph nodes,
of humans or other suitable animals that have been immunized
with the antigen of interest. Any other suitable host cell
can also be used for expressing heterologous or endogenous

nucleic acid encoding an antibody, specified fragment oxr
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immunologylink.com; pathbox. wustl.edu/~hcenter/index.html;
www. appliedbiosystems.com; www.
nal.usda.gov/awic/pubs/antibody; www. m.ehime-
u.ac.jp/~yasuhito/Elisa.html; www. biodesign.com; www.

cancerresearchuk.org; www. biotech.ufl.edu; www. isac-



VH3- 53, VH3-64, VH3-66, VH3-7, VH3-72, VH3-73, VH3-74,
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included references cited therein. In certain
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high affinity for the antigen and other favorable bioclogical

properties. To achieve this goal, humanized (or human)
antibodies can be optionally prepared by a process of
analysis of the parental sequences and various conceptual
humanized and engineered products using three-dimensional
models of the parental, engineered, and humanized seguences.
Three-dimensional immunoglobulin models are commonly
available and are familiar to those skilled in the art.

Computer programs are available which illustrate and display
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In other embodiments, the IL-23 antibody of the present
invention may comprise a human germline heavy chain
framework. In particular embodiments, this heavy chain human
germline framework is selected from VH1-18, VHLl-2, VH1-24,
VH1-3, VH1-45, VH1-46, VH1-58, VH1-69, VH1-8, VH2-26, VH2-5,
VH2-70, VH3-11, VH3-13, VH3-15, VH3-16, VH3-20, VH3-21, VH3-
23, VH3-30, VH3-33, VH3-35, VH3-38, VH3-43, VH3-48, VH3-49,
VH3-53, VH3-64, VH3-66, VH3-7, VH3-72, VH3-73, VH3-74, VH3-9,
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U.S.A. 89:4285 (1992); Presta et al., J. Immunol. 151:2623
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Another type of amino acid substitution serves to alter
the glycosylation pattern of the Fc region of the IL-23pl9
antibody. Glycosylation of an Fc region is typically either
N-linked or O-linked. N-linked refers to the attachment of
the carbohydrate moiety to the side chain of an asparagine
residue. O-linked glycosylation refers to the attachment of
one of the sugars N-aceylgalactosamine, galactose, or xylose

to a hydroxyamino acid, most commonly serine or threonine,



met hods. See, PCT Patent Publication Nos. 92/ 05258,
92/ 14843, and 96/ 19256. See al so, U S. Patent Nos.
w6 28580058; and 5,643, 768. Pepti de display | i brer/iuemp6/026174
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WO/9954342, WO/03011878, patent publication 20030003097A1,
and Umana et al., Nature Biotechnology, 17:176-180, Feb.
1999. An anti-IL-23pl9 antibody can be optionally generated
by immunization of a transgenic animal (e.g., mouse, rat,
hamster, non-human primate, and the like) capable of

producing a repertoire of human antibodies, as described



reconbi nant systens or purified fromnatural sources.

See, e.g., Hood et al ., Adv. Exp. Med. Biol.
wdee7heps3147 (1999) and references cited ther eP@T/US2006/026174
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encoded by endogenous genes.



measurenents of affinity and other antigen-binding

paraneters (e.g., KD, KOn , Koff ) are preferably nmade
wowdoi/osivandar di zed sol uti ons of anti body and apdT/g81006/026174

and a standardi zed buffer, 28uch as the buffer

descri bed herein. Certain enbodi nents of the

anti-1L-23pl9 antibodies of the invention have the
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Invitrogen (Carlsbad, CA), and Cambridge Antibody Technologies
(Cambridgeshire, UK). See, e.g., U.S. Pat. Nos. 4704692,
4939666, 4946778, 5260203, 5455030, 5518889, 5534621, 5656730,
5763733, 5767260, 5856456, assigned to Enzon; 5223409, 5403484,
5571698, 5837500, assigned to Dyax, 5427908, 5580717, assigned
to Affymax; 5885793, assigned to Cambridge Antibody
Technologies; 5750373, assigned to Genentech, 5618920, 5595898,
5576195, 5698435, 5693493, 5698417, assigned to Xoma, Colligan,

supra; Ausubel, supra; or Sambrook, supra.



referred to as the anti- sense strand.|solated nucleic

acid nol ecul es of the present invention can include
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e.g., but not limted to, at |east one specified
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e.g., Hood et al., Adv. Exp. Med. Biol. 464:127-147 (1599)

and references cited therein. Antibodies have also been
produced in large amounts from transgenic plant seeds
including antibody fragments, such as single chain antibodies
(scFv’'s), including tobacco seeds and potato tubers. See,
e.g., Conrad et al., Plant Mol. Biol. 38:101-109 (1998) and
references cited therein. Thus, antibodies of the present
invention can also be produced using transgenic plants,
according to known methods. See also, e.g., Fischer et al.,

Biotechnol. Appl. Biochem. 30:99-108 (Oct., 1%99), Ma et al.,
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descrlbed herein). The measured affinity of a particular

antibody-antigen interaction can vary if measured under
different conditions (e.g., salt concentration, pH) . Thus,
measurements of affinity and other antigen-binding parameters
(e.g., Kp, Kon, Koee) are preferably made with standardized
solutions of antibody and antigen, and a standardized buffer,

such as the buffer described herein.

Certain embodiments of the anti-IL-23pl9 antibodies of
the invention have the sequences shown in the Sequence Tables

below. For example, an anti-IL-23pl9 antibody of the
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the DNA or RNA can be the coding strand, also known as the
sense strand, or it can be the non-coding strand, also

referred to as the anti-sense strand.
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l'ibrary. The isolation of RNA and construction of

cDNA and genomic libraries, are well known to those of

ordinéﬁgaﬁﬂd hlicl®id heidr ol éSekss efgthe Atsiseel, isu@iaion

or r,00k upra) ucI Aci nj
T SRrER W TGS RO 158 S Ry *Blep srpaaing
fsree 08d) us<pmlglcarlapﬂab ewbs emeu pENmerRe JS’é,iéfQéﬁ cee cﬂ abut

n@@hyw%aoa& de,;0f e e;a@sseg@cﬁmgg%mons weha@s dhese
dIS osed herein. Prob can used to hybridize with

oRferftifi-c SBRA 7 EBYA §Eaae%rt%/§rt 6PRI attd KEABF ot
cﬂ@ﬂﬁk | |39| nlbﬂelﬁ;am Olmdl b1 erent sor gﬁm 5. 40hose) afr at
SKI in the art w P te a ri S grees
I8t s F e JEREY BFF§ %ﬁﬁ H Ca% bg e %ﬁp?gyeg% i the
285528, 34andsei at:h:‘er36t) henhybeidiszatli ool orulelse camshising
t é@n%agegs xgéé 'f&egh alﬁ:P th§3{59§]déﬁﬂl%§lyf 8t variable
ybri

at | econe nore stringent, there nust be a
reFich e -Gegr bEOHT EoAP ErMERAS £§IbeRwEn SERe BN 7
anObvt henbasgeind HeatypPbeXid arammbbos teyieeeubs Fhe 1D

reeof stringency can.be controlled e o re
N8?g;f'er?ﬁer ﬁtzur%‘% 30% o 2B BN eﬁ‘ Sﬁlg “d"t?%e pFeslé:ggle of
campaidd al hyctiesatds isegusote entbstsuthably fddfifantde. fxdeor
tﬁéMees’crE Sdsék%\%g%%%ywﬁiaclby l?ﬁl'ed'téa{ﬂl@r&ég%nerac hof the

conveni ent 'y vari ed ngln%e he polarity of
&8

geeeletamedsel &tibh Eti?ﬂoélﬁgﬁt E: Apfeti vmiepaLat i on
20f i8N, Ganeepts aldPmeetifosmmErdaswhbim ttheneasge. ofor

0% to 50% The degree of c lLement arit que
PUBHTI (F PRUGE S ir aeter dBraPbbndri erl  oary iif
waatd rmlzarlmt\imé ht ¢theorst EkaMy.metheherhytm icginzattersuch

n S g o! L1 -
e LR T A T T A
Ién93phﬁ1g3@téb0@a$%63ﬁ Hé&eePReSHIBWEYEENt {9 shGGcd Bed - -

Auggﬁéft Qad Jhhat s ROT -$e0UeRE eakiiat Lons Jaribhes are
pr obes_and %rl nmers can be conpensated for by reducing

1Fﬁé“‘§?c}|1ﬁ’gé EyPBESTHe HRYBFFHTLati on and/ or wash
medi um Met hods of anplification of RNA or DNA are
wel | Alsnﬁ)m:td:artetd}aeaétnanmmﬂcbaeiwsmﬂeauaeﬁ doihg-Heo

olrA8RE SRRAL Y g&gﬁcgg DO 1S EEPLL ITRRRLLRY an
anti-IL- 23p19 antibody can include, but are not limited to,
those encoding the amino acid sequence of an antibody
fragment, by itself; the coding sequence for the entire
antibody or a portion thereof; the coding sequence for an
antibody, fragment or portion, as well as additional
sequences, such as the coding sequence of at least one signal
leader or fusion peptide, with or without the aforementioned
additional coding sequences, such as at least one introm,

together with additional, non-coding sequences, including but

not limited to, non-coding 5’ and 3’ sequences, such as the



gui dance presented herein. Known nethods of DNA or RNA

anplification include, but are not limted to,
w@obymesvase chain reaction (PCR) and rel ated PCT/US2006/026174

anplification processes (se8, e.g., U S. Patent Nos .

4,683, 195, 4,683,202, 4,800,159, 4,965,188, to Millis,

et al.; 4,795,699 and 4,921,794 to Tabor, et al;
tRnb42 1 D83, trod-nrhasld; P 2edi6dntes WHgoplagta atole) in

- 0 i S,.- 5 / I e et, al ;
el gt for o il Brocfa i, PR QUL SERRL SR B 2L,
p‘?i{Xé%PYB@EW_Stlsn%l?,m/a@r @%EBHB&#R@SRWQ gol =i irgn dn®NA
stdiatedoannah i; cah i Qi thathatisesa By ises8hs€ RMAL Qolibe

ta%%ﬁt sequence as a tenplate for doubl'e -stranded DNA
£QE) AEAGE TSP LI S 1P SIS NGUCE. 33 (hoRs8 ot ISk A%t al
additth ohbhe furaddeag®i NASBA) Thukhetlehtddo@eaoat @iiol an
[ r rrences are incorporated herein r ef erence.
RSl SRR €0 I SPIRALAL SRS Bl {11
sqpehaRcencpbingner pset klraithatedeti bt atPERpurification of

tﬁ@%@@ﬁogﬂtﬁ%dgecHﬁ?ﬁiéi%gagﬂl Ly 38 $eaY8OcEe S Of

pol .ynucl eoti des of e present 1nvention and rel ated
PYerte8-directly from genonic DNA or cDNA libraries. PCR

and other in vitro anplification nmethods can al so be

usefrdlynhioleetdaiesl SelédxiRleapenybitidizéngCtdl sSsequences

that_code for_proteips ta.b xpr.essed, to nake
nucl%°|cl<¥n§8?‘%%t’t% ﬁgeg%%c’ﬁpgge’ge B detecting the
presence of the desired nmRNA in sanples, for nucleic
aci diiseguenertng,nvention ptchédepurgydsesd. mksdizipl esidd
c S, S [ [ .
R DS v TrG AT car o 1ABFRE0RR cBhapblins q =
PBaPYefeoEidsr disShfiobRreSupr FMvandt I PebENuckegides oot
i) bmBsaMdEnki 8an &le @lsed Eb:S.id2akenhg Naietd b8y 2Qdd/or
1%8%35' and Lnnis, et al ., PCR Prot occil S A%Gw,oclﬁ to
S TR pF i THASO RSP EFELRT ARGy diftemBreside ., For
ex3ap 1Bl egol,ynGAl ¢4981)s. ofonmime rieakhy Awairtabhecdi the fised
] CR i fi [.QN. ' S
e T aua- e Coroi S PER R (O Gitachy g Elones
ingddepemEiady Likrary - t Be Fang@meodmentst.eithe (Boehr i nger
pdBRARREEM i eBdNaBE HsRehitOcT r&?;rmvge&@ﬂ&@&sbw@ed?%r_
roducts . nt heti c Met hods_faor nstructing Nucleic

OREFES T IIGTER G Er ef BB G5Bt = HEpr B8 cFma 1o
midleént aoil ddbrary.

Preferably, the cDNA library comprises at least 80% full-
length sequences, preferably, at least 85% or 90% full-length
sequences, and, more preferably, at least 95% full-length
sequences. The cDNA libraries can be normalized to increase
the representation of rare sequences. Low or moderate
stringency hybridization conditions are typically, but not
exclusively, employed with sequences having a reduced sequence
identity relative to complementary sequences. Moderate and

high stringency conditions can optionally be employed fox



al so be prepared by direct chem cal synthesis by known

nmet hods (see, e.g., Ausubel, et al ., supra)
wEh@mioeass synt hesi s general |y produces a PCT/US2006/026174

si ngl e-stranded ol i gonucl ea?i de, which can be

converted into doubl e- stranded DNA by hybridi zation

wWith a conpl enentary sequence, or by polynerization
setencas DNA grebyaeriakatiisy ng ddwe ssthgdencyt candi@iona allow

s%iﬁerq%ll@geh cg]lggtf IIf EQ%%J}%ﬁ%r I’la\\MJJEé al'io%‘&i?g*}‘éez%eﬁﬂé‘ﬁce

&' chem esi s imted
@ﬁﬂ?&éﬁt@@ﬂ(ﬂanab@LﬁmRmmyeért@nﬂd§nﬁa§%sorqh§ﬁ@§Pu%éﬁuences

péﬁaloggughk%b@gge@y the ligation of shorter
sequences combi nant Expression Cassettes The present

nvent th d t
s el B8kt RY S Tragr: 6L adid O ERE Bt dbanrenoods
aermﬂeet!mrponﬁlnucbﬁlan aak thedwerncéedfbyt frdepr esent
pél%%gﬁ.!aggidefso [iegéégﬂde PeQ%ﬁPI\IAT%E e8t§c§eg§" C ghls

I ng an antl € presen vention, can
inpsed irg @@?rs?‘tcﬁu@’tlcjaﬂfceééh@l m&enes%pr@sasﬁ @ﬁnc]a%seé‘ftptléyed

£&:h %telﬁéﬂl*\hee HyBE-E @ouaedni B 0 Ho1kaast csigied eﬁbwﬂ@h ast

cell. A re onmbi nant ex resslon cassette w.l |caII
G B & FoPYRART e GEVABE BT < nChr et FHOEMT R P
caperahbl ysltprkedatlo dratdmstyi pidoapalkatead theationby
%gg%%%gory sequences that will direct the
ranscription of the polynucl eotide in the intended
host cell . Both heterol ogous and non-heter ol ogous
(i . eConsrrchiro ) Nproeist éicddean be enpl oyed to direct
expression of the nucleic acids of the present

It EVfBﬁlﬁé quollaﬁeaox@@clt%'mogbﬂﬁélt& tlheobe&teﬁn@qeilveheut@@l@sl
at_serve as pronoter, ennancer 0 er. e enen S
b dirdss SPATS ot &G PP BFFBRIT at e D SYPEPGh-C

t¢eipsiqueam (dovnstifeaat on idechhéquas F emd/of &d)
c&%mnﬁ%ﬁgrg'&%#es forQ‘Qf 2108 X”E%'ﬁ?é gg of the
esent i nvéntion’so as o up own regul ate
expression of a polynucleotlde of the present
i nveRes GHClEbE asddieplel isHéndtly pIBwst8e sSaarnpes in

addiglcRdeb e Wo19nQE1ddt Vet b9 e abhonnwdekebhon For
and/.or substltuglon Vectors And Host Cells The

SXEIENt i AVERT CORT IS S IFE| GPRE 15 FetPorE PRAE i ncl ude
eh&ohafledsaucdseird catdd sinkecudedeofinbhetgt eswent the nucleic

aé\LN:[‘c}/ ﬁé?:t LA 1:0a8L166L LS dihdte a5 & ,9RReLLCALd Y @RgL neered
translatable sequences can be inserted to aid in the isolation
of the translated polynucleotide of the present invention. For
example, a hexa-histidine marker sequence provides a convenient
means to purify the proteins of the present invention. The
nucleic acid of the present invention, excluding the coding
sequence, 1s optionally a vector, adapter, or linker for
cloning and/or expression of a polynucleotide of the present

invention.



the reconbi nant vectors, and the production of at
| east one anti-I1L-23pl9 antibody by reconbi nant
wo ealinisgses, as is well known in the art. See, PET/YS2006/026174
Sanbr ook, et al ., supra; Adggubel, et al ., supra, each
entirely incorporated herein by reference . The
pol ynucl eoti des can optionally be joined to a vector
contEddﬂUngnalsséquﬁnabbecanamheaddaﬁ qm'epaga¢1dningnaﬁd/or
|l \ rodu
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propri at ackaging cell line and then transduced
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transcri bed region, a ri bosome bi nding site for

t r anBé¢emibdnant iée dodsnfop lonsbnuefinchduabein dcids
transcripts expressed by the constructs wl|
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nn%gg and a term nati on codon (e UGA o
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bé odraiheanstoad Gbﬁioldt\gid'alUé&lﬂftds UBEngrafyemiiebdet 05 cloning
ndINERL Lan, on, eukar y Q%'o%ece% ’Sﬁr ess#k?en areXPression

VECt Or S=W T | prefera “onal Vo iMcl ude™ 4
embﬂﬁﬂmeuhérS@U&E@Hbl%@ﬁﬂ@ﬁkErObeﬁJ¢h3h8$¢$§Q§lNﬁ¢YLhk?ridize,

uSidk stRihgdie 2RkiLidAd edot the 'ﬁ%ﬁ?ﬁ&éﬂ@éﬁeé'\@%m
di hy drofo?ate reduct ase (DHFR “US Pat. Nos. 4, 216;

Pﬁe%@z‘& GBBeni F58rE e tgssd?%fystﬁﬂgiwedssiwn@ﬁm
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%ggﬁs Eoga&%ggb rlg %#43 E . coll and other bacteria or
r a

okaryotics (the ove patents are entirely
i ncorporated hereby by reference) propriate
cul t SReledsdPahe SHrPeBondi TicbAsolariahdesbed®- descri bed
host cells are known in the art. Suitable vectors wll

be rgagiNzy appgesstid ibhens kahl sél Hlde$dh. using a probe
Int oduct#on of a vecgir co str |ntojgt%est ceH

DA bR OB FATIEIUBY T e iPuRPLYRUC {Ebe18e % present

invention, such as those disclosed herein. Probes can be used
to hybridize with genomic DNA or c¢DNA sequences to isolate
homologous genes in the same or different organisms. Those of
skill in the art will appreciate that various degrees of
stringency of hybridization can be employed in the assay; and
either the hybridization or the wash medium can be stringent.
As the conditions for hybridization become wore stringent,
there must be a greatexr degree of complementarity between the

probe and the target for duplex formation to occur. The degree



phosphate transfecti on, DEAE-dextran nedi ated transf
ection, cationic |ipid-nediated transfection,
web@codpdr ati on, transduction, infection or OPOEIUS2006/026174
known met hods. Such net hodsiare described in the art,
such as Sanbrook, supra, Chapters 1-4 and 16-18, -
Ausubel , supra, Chapters 1, 9, 13, 15, 16. At |east
oﬁrﬁrangéhqdwa@f btheopretant hynweit bomean ofet expressed,
difi.ed C [ ,
0 ooty “HR B By EeRd 15 8RR RS
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east one fragnment thereof. Such nethods are

cef&kqmeﬁéarﬂrw ey SPeHAlY Pabdi%StoPy Har4Rs, o5 RH as

§ageoro@?l&a1@é1 Fii}@,regfiapt}&fv%véf 239: Js‘t’loézda&d uh&eisﬁ&cﬂhat
supe

and 1
nEHR REAye R AL E RS A TR STGR BHY e SR
coupreTselisdekpr égs redusirgl airs aimalri%bbe cbi)rth@x pyles;gqlmtion

aRh/ & Queleh&aag] d encoding a protein of the present
I nventi on. ﬁt ernatively, nucleic acids of the present
i nvention_can be exgressed in a host cell by turning

on (Hythedd A 3FPLRY LA 18 NE5 1 R DAL aﬁ%m%%;&nown in
tREGOGe RIS cRNoengedi agecaraary icbodye ofrdfutptasention

w1@h.rg %&eggﬁgggggh%d gﬂ?fggggd %HOMQ%IH the argﬁd

) patent” Nos .
951M1qe6w,e851:ﬂ@®,h7616;1nand 5,733,761, enti rel y
i ncorporated herein by reference .Illustrative of cell

cul t ¥h&%n UseiHdlasl BE Hile Jr QEHCL ;Sﬁﬂﬂfcaizhénaﬂ{dlfi%l €But
speci fied portions or variants thereof, are manmalian

aé%lql%t INgRRER BPr RANYTEYaER Afedft ERAGFHIR HECRA PR
rEDaﬁtElédean@ilﬂ@lLaaﬁc&l efroeekkss alddeQughg mpmme i @ateset INos.

S ons react qr an, al se nunper
<of LT e Rost Eer PPne’ condbre ot evarsadifly
allnt akt 7, ﬁ@@sgh(&tle,dﬂfjr @Péi v Tabor, et al; 5,142,033 to

Innis; 5,122,464 to Wilson, et al.; 5,091,310 to Innis;
5,066,584 to Gyllensten, et al; 4,889,818 to Gelfand, et al;
4,994,370 to Silver, et al; 4,766,067 to Biswas; 4,656,134 to
Ringold) and RNA mediated amplification that uses anti-sense
RNA to the target sequence as a template for double-stranded
DNA synthesis (U.S. Patent No. 5,130,238 to Malek, et ai,
with the tradename NASBA), the entire contents of which
references are incorporated herein by reference. (See, e.g.,

Ausubel, supra; or Sambrook, supra.)



have been developed in the art, and include the COS-I

(e.g., ATCC CRL 1650), COs-7 (e.g., ATCC CRL-1651) ,
WoR02085958HK21 (e.g., ATCC CRL-10), CHO (e.(g., P&lliC2006026174

1610) and BSC-I (e.g., ATCB2CRL-26) cell lines, Cos-7

cells, CHO cells, hep & cells, P3X63Ag8. 653,

SP2/ 0- Agl 4, 293 cells, HeLa cells and the Iike, which

are f&adipkyaAVA] |p%b_k/ﬁe££él{nchﬁﬁzh exarmbe, (Aer iceaRndyaes

Culture Collection, Manass %V\N\N\i {;%Ae the
LR L L S Ttea gl ot SRR i S
pﬁéﬂﬁﬁtaSnWﬁh@maﬁa drd NareHogenae ldisecPay tirom aehguic DNA

Do S aser - TE6) And S oo AGTA cbF TS CATCE

ndideessien Nuevher TREFUISSEPr . e¥apd epake | dlggr pycleic acid
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X63Ab8. 653 or a SP290 Agl 4 ressi on vector%
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theldwarag EpY asSkafo Tt Eok m&mﬁnces;d sughensindhubr

not limted to, an_ori |no
£ Lot AP Si=%ear 132 grfom) ?ﬁ b P f&%vg%f?%?rgot er
d(Lt.JS:HD@lerablss &, msmazarc@gassn 8819)7:0 amplr@@qaklon methods
E{: asagjgrﬁ ph °%|a}ﬁﬁ%é§€ e éﬁg@és &ndP mamt;@r,, an

ronoter (US Pat. 66, 491) , ﬁ%
S@Wéarh@ﬁaﬁe?- Yy dbel igF 6llorm?e$ Pahekh céer
(0B Pr 0GesSIMeid nker ARl )] TRSPkeSoclUCh asidd hosvaghods and

bi nding site RNA splice S|tes ol ) t|
Agyglngcat QRS \}%&F ] arﬁﬁg e[mnl&g Pre é;ddI%?QWA @ﬁl ?1%9%%
toanscriapi iy omed 1 el B kELD ﬁogeq@@@r@@s PCRempld. fgcatlon are
k%%ﬁlg?ﬁl &k A S%QDI‘@ 1g SanpL9RkagLlccabenomiSURPER- Kit

Is usef ul for prioduction of nucleic acids or
ﬁiwi'e@q#’é .of Aedismad dht § BrenEren L RPN or

(@¥aht aR)ee, MERfndiRSt 3RE Epe fised theprovean dypefCubiyFER
Col .l ecti on Catal ogue of Cell Lines and Hybridomas

PERMIE R cc. org) or other known or commercial sources.
When eukaryotic host cells are enpl oyed,

pol y&genhyatd dfetbpds riors Conptiwrtingr Nugkaior Asédriences
are typically incorporated into the vector. An exanple

of aqter E‘%gﬂ 'ﬁﬁgy@ﬂ? %01§st JJ‘F Hel ﬁ@g&gﬂfy @.‘h’v@ﬂtlon can

sequence Trom t ovi ne gr hor none

adegquin crEEPRE R dot Lﬂrlaﬁéts%mr%% 6@%4?@1&%%3‘81%% meLhpds
@es0 beyinabudesh, At exambgrel .a Spdichngsgequense is
§432r¥§§y'5?5&82e£r£”21§¥§g éé%gn%%geblfgoﬂ%clebtfhe, which can
be converted into double-stranded DNA by hybridization with a
complementary sequence, or by polymerization with a DNA
polymerase using the single strand as a template. One of skill
in the art will recognize that while chemical synthesis of DNA
can be limited to sequences of about 100 or more bases, longer

sequences can be obtained by the ligation of shorter sequences.



Virol. 45:773-781 (1983)). Additionally, gene

sequences to control replication in the host cell can
wbeoo7nedsporated into the vector, as known in POEUSING/026174

Purification of an Anti body3An anti-1L-23pl9 anti body

can be recovered and purified fromreconbi nant cell

cultures by well-known nethods including, but not

| i M Retbribdpapt dxgidesAipnrdddseatesn, ammoni um sul fate

or ethanol precipitation, acid extraction, anion or

cati e o) spho

cat e, xsenues plrouRoAANY, pplipsniosel Ll ose.
e-‘é@ﬂf&?ﬂ&tﬂ@g@%ﬁrﬂwteaf¢¢mnrtly1@gr®nmqignapwd of the present
R e p S ap@tﬂ&QeQBFW QgEaRe Wth@%fé%ent 1nvent10n,

chr omato rap %’IN performance |iquid chromatog ra% g
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of.ithe, peelsémtgam],veﬁmds:entcaﬁrbé (e1rZe2 IS tbncbmﬁnmatcogy, or

r%lo %tm?r%?o%%l $od nczelg:ré:,% tl'ga %%%:Iﬁete 1n r cha&l 1n§o at
1ﬁst @ne d¢esinsgdchosntdgldl. y Arm@qm@naae‘d ehml@salcbxy cassette

wief %&%Qegnﬁ%'mpﬂ?ﬁé@% %H@cﬂcﬁﬂ%@t of %%Eggeﬂtnd ude
natural ly purif roducts of chem cal

IRVARTH PR ep%‘?a&ééfd&%@éed ?rﬁdtﬁ?%%ﬁjﬁi%lﬁﬁ daegipyion
ré@mmbrpque&ebsl ﬂthlaﬁﬁvzflllmmi:aréﬁﬂ(&hﬁoti‘&d&ﬁSbtlon of the

C|UIn for a l.e, t .. hi gher
uc(.jLeotgdrd S AT ?gpnteﬁgégﬁ%?%tg c ggh t%hglg{;erglogous
a@hmqmyédtwcatqg@uen’bi fant epdogkroiuiso npporwmcmr ean tire
e@ﬁdﬁ@d}lo Oélxtéa% Q&ﬁé&lﬁoh%f? ”&Leog u‘é@&@eacq'd)é‘?&? Wt ed

or can be nongl ycosyl ated ycosyl at ed

PR HBESMS 98 net hods are described in many st andard
| aboratory manual s, such as Sanbrook, supra, Sections
17. 37a ]s]méZemi%KB:ths Sﬂ@f]&ate@ﬁaﬁ&l&ﬁ&: b@idd&.haﬁt3seﬂ:‘5@ as

20.. Col Li gan, Prote ence,, supr.a, .Chapt
o, SPheaiier 50 el BuPar s ReRord Bl tparef R B

ama:pruatem@t/&nm bastitesann @mristicead 3pt Granbe buu:,ron) of
a 319&9&1%@9016@&1@9 £BEE GG, bBYfmél%t&EQ | 468$,80¥e sent

protein or peptide containing nolecule that conprises
igyentdgst =@ ab%rtﬂ BR OF D RAYMGHSOBEPT PR TioTellil @, such
p@Byhidl ebOidd idH tad Iwaseaﬂt Leasicione | Fgandabpbnd] ng
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mutation, deletion and/or substitution.
Vectors And Host Cells

The present invention also relates to vectors that
include isolated nucleic acid molecules of the present
invention, host cells that are genetically engineered with
the recombinant vectors, and the production of at least one
anti-IL-23pl9 antibody by recombinant technigues, as is well

known in the art. See, e.g., Sambrook, et al., supra;



conpl enentarity determ ning region (CDR) of a heavy or

I'ight chain or a ligand binding portion thereof, a
whe@rposkai n or |ight chain variable region, aPCT/US2006/026174

framework region (e.g., FRB34 FR2, FR3, FR4 or fragnent

thereof, further optionally conprising at |east one

substitution, insertion or deletion) , a heavy chain
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reof, that parti al gre er ab stanti a
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enohaf Ban THE brt b%ntq@sésteﬁeﬁ@ﬁdbﬁ%z\aéﬁiv%@ Wyfabwi

£a20md 2080 i1 efreeakbyyddiAtel eastpaeUbn10, 20, 30, 40,
50, 55, 60, 65, 70, 75, 80, 85, 90, 91, 92, 93, 94,

95, 8 9, .100% o d
Egc?) %Zior? Vec%o‘rs ¥7 f pre egrgfﬂé% ! n PB% et o

assay e capaci
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RLaton TRGhERA%nt (DBSHy ©F F4oNos. 4,399,516,
4,634,665; 4,656,134; 4, 956,288; 5,149,636; 5,179,017,

ampicillin, neomycin (G418), mycophenolic acid, or glutamine
synthetase (GS, US Pat.Nos. 5,122,464; 5,770,359; 5,827,739)
resistance for eukaryotic cell culture, and tetracycline or
ampicillin resistance genes for culturing in E. coli and
other bacteria or prokaryotics (the above patents are
entirely incorporated hereby by reference) . Appropriate
culture mediums and conditions for the above-described host

cells are known in the art. Suitable vectors will be readily



i nvention can be of any class (1gG I1gA |1gM IgE,
gD, etc.) or isotype and can conprise a kappa or

wo aobaesoss ght chain. I n one enbodi nent, the huPemUS2006/026174
anti body conprises an 1gG l38avy chain or defined
fragnent, for exanple, at |east one of isotypes, 1gd,
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Those of ordinary skill in the art are knowledgeable in
the numerous expression systems available for expression of a
nucleic acid encoding a protein of the present invention.
Alternatively, nucleic acids of the present invention can be
expressed in a host cell by turning on (by manipulation) in a
host cell that contains endogenous DNA encoding an antibody of
the present invention. Such methods are well known in the art,
e.g., as described in US patent Nos. 5,580,734, 5,641,670,
5,733,746, and 5,733,761, entirely incorporated herein by

reference.



determining region (CDR, CDR2 and CDR3) or variant of
at least one light chain variable region. Optionally,
w0 b@70BRssequences may be derived from human geeT™iUB1086/026174
sequences or closely match3the gernli ne sequences. For
exanpl e, the CDRs froma synthetic library derived
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a heavy or I'n variabl e region having a
defi ned am no acid sequence. For exanple, in a
pr ef BIRERFSdRBodFHEItS, TPRethARS cPLLD M 15?1%?%(3?1@ or
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{phosphoglycerate kinase) promoter, an EF-1 alpha promoter (US
Pat .No. 5,266,491), at least one human immunoglobulin promoter;
an enhancer, and/or processing information sites, such as
ribosome binding sites, RNA splice sites, polyadenylation sites
(e.g., an 8V40 large T Ag poly A addition site), and
transcriptional terminator sequences. See, e.g., Ausubel et
al., supra; Sambrook, et al., supra. Other cells useful for
production of nucleic acids or proteins of the present

invention are known and/or available, for instance, from the



28, and 38. Antibodies that bind to human IL-23pl9 and
that conprise a defined heavy or |ight chain variable
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phage di splay (Katsube, Y. 37et al ., Int JWol. Med,
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Immunology, or Current Protocols in Protein Science, John
Wiley & Sons, NY, NY, (1997-2001), e.g., Chapters 1, 4, 6, 8,

9, 10, each entirely incorporated herein by reference.

Antibodies of the present invention include naturally
purified products, products of chemical synthetic procedures,
and products produced by recombinant technigues from a
eukaryotic host, including, for example, yeast, higher plant,

insect and mammalian cells. Depending upon the host employed
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or any portion thereof, that can be incorporated into an
antibody of the present invention. An antibody of the
invention can include or be derived from any mammal, such as
but not limited to, a human, a mouse, a rabbit, a rat, a

rodent, a primate, or any combination thereof, and the like.

The isolated antibodies of the present invention
comprise the antibody amino acid sequences disclosed herein
encoded by any suitable polynucleotide, or any isolated or

prepared antibody. Preferably, the human antibody or
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chain.

At least one antibody of the invention binds at least
one specified epitope specific to at least one IL-23pl9

protein, subunit, fragment, portion or any combination
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single alanine mutations at every residue in the molecule.
The resulting mutant molecules are then tested for biological
activity, such as, but not limited to, at least one IL-23
neutralizing activity. Sites that are critical for antibody
binding can also be identified by structural analysis, such
as crystallization, nuclear magnetic resonance or
photoaffinity labeling (Smith, et al., J. Mol. Biol. 224:899~
904 (1992) and de Vos, et al., Science 255:306-312 (1992)).



antibody with the anti body or a CDR containing region
thereof. The i nmmuni zed animal will recognize and
WO e@pondsi o the idiotypic determ nants of the PCT/US2006/026174
i muni zi ng anti body and pradduce an anti-ld anti body.
The anti-1d antibody nay al so be used as an
"I mmunagen" to induce an inmmune response in yet
anot detri-dii-2abl 2 prodibedngs ac® o=healplre deant i nvami-i oh decan
. at i od T sent . i {i ravij ; | east
l%ﬂ%kght¥?tl%szggﬁﬁggﬁ%?%%gghcgﬁp%%%%ﬁgﬁgcg§%§}§%ng at
SERECORE, cAtdingddont fpleded fash I hreellapt| dst

ch@iigucat heasd Hdive, ofttlLasli8hXe Ofed®hesequences of
S§£g¢5lg-2§plg anti bodi.es thereof, as described herein
of' &

$Bknn 4% PHE 3§ PChEFQaFR NiSovi déd i 77 - 2nd
3hon-naturally occurring conposition, mxture or form
Such conpositions conprise non-naturally occurring

co | toi. . [.Sin | east one or two full
onotn G AP L, Ehat VAR BP0 o polbain =
Lepstions, of ridghdnss edorctipudiiesetinvhrdeantst afe trive

1 8Rdedl ko23phP antchRogyoadn ebds gequencensel &ai6d
froﬁ;thg réﬁf qonsist?ngzgg¥go?lﬁ%§§of thg contlgugagg

2GS CalPa VYR tEeD FEFREIRONELRT B Bt 1p8sieonag- 21,

s 2FtAGut28n 3y thd- I6siank IBrddd QforsPetiel Bedelosed

v%%%%gfggiggﬁb:&ps or variants thereof. Preferred

Seo ces. . . .
antlgo%§ conpositions include at |east
one or two full length, fragnents, donmins or variants
of &% |BAS IHN@3HIR ag1bBey cenmt divmrther perttiicord 1pf t he

c@ifrisll 2 2881 iRt uBogyse aienaendescrd RedubREET thatf Or
exanpl e, 70-100% of S§§SID NOS: 3-6, 8-11, 13-16
vepg.es from Bhe segughce 3ot £5'Q ZRGNRB: A5 0P ShectFiléd 18-
2% r agreAt s28-dunaizns3er amat izanks tdef eofoneFurt here
2d_C i.tlons,c ri.se, for exanple,.40-99%
B R 2 PRS00, TR R g Rl PaSis g 1T,
heping . 1819, the- Pees@@:- 3NveBB8iGH, camd i88s4tarigmts of
riPeslibbedofd agnpatse JOMRINGHOT M ALS abDEr £QF:onSUEh
conposi tion percentages are by weight, volune,
S%%%eh‘f’?a%i orf: 18l afPEy38 G FBEaRTRP aSiFi geTerie @fya
hesohutchahs, vad ddblee Seg 5615 RENSEQNID &y :3,0ns, P& tdrcl €s.
powder, or colloids, as known in the art or as
descri bed herein. Antibody Conpositions Conprising

Furt her Therapeutically Active Ingredients
As those of skill will appreciate, the present invention

includes at least one biologically active antibody of the
present invention. Biologically active antibodies have a
specific activity at least 20%, 30%, or 40%, and, preferably,
at least 50%, 60%, or 70%, and, most preferably, at least 80%,
90%, or 95%-1000% or more of that of the native (non-
synthetic), endogenous or related and known antibody. Methods
of assaying and quantifying measures of enzymatic activity and
substrate specificity are well known to those of skill in the

art.



The anti body conpositions of the invention can
optionally further conprise an effective anount of at
WO e@sose conpound or protein selected from apCt/@amne6/026174
one of an anti-infective dM#ig, a cardi ovascul ar (CV)
system drug, a central nervous system (CNS) drug, an
aut onom ¢ nervous system (ANS) drug, a respiratory
tracitn cinpghen @asddrQi phesinwalcip6 feldtaat tdr Hgnam
[ r. f el ectr. .
r%cl{bgﬁggé :-ﬂ{ %’nt?g? u,lglIL%ng kyég%m%‘]ttl ng% gs :S)ed
hqrmnowbmn &tneomodtﬁged ay @bhtmvame@t ett@cmentagél an

r%’a‘rhgc fol OB} CalsydhUoa € b E bh | @nalp@hU8e O%n tHE 1hbKS: or
ych drugs, are well known in the art, including

SYGERTT BHTGITY frRETMRRt i B 1HBEPTRS %rﬁaﬁ?ﬁ%ﬁtﬁ&tl on
propereaes m @sen&adr@ﬁai Nn( $8€c ®arfhm hBAUESIKE)200%he

Handbook. t dit :
o RoRotee, PR D300 10 R PR PrETRES RATR iy
PAQyinge 12 0dqured faf t Bhaginbgrowp | sen, faSttangeid ester group.
jii %E&E;@@uiﬁ lembagmex&{%)erthgagg&:?oﬁl\i%E gwymer ﬂ group

Phar ntot her apyHandb ton &
campRgEe tERHSIdar OTeighic ferbriiel 800 ﬁ@oﬁb@‘iﬂatlé’d) R&Pei n

Dafl)tohef @ﬁ@ﬂf&ﬁ)l) be Egﬁ?ﬁﬁilkaln@f g§Cydéye @ .49, o Rl ene
east sel ecte om a r at | east one
BT80S, oSS SR ATFRRS Bl araSitnatl
pciytiemal ami el s;\,cmnpol}um:r @url pblmrml ayrbtadtngnend the
fa%@y‘ la@f.’& Oc;f %tt?nbgﬁglé/scﬁ%% g@éu% pcleo?lo%loln J:{@e from about

cephal osporins, “tetracyclin des,
eighlio FBgRiP Tt doEsy BMERSA PEPSS - macrol | de anti
-infectives, and m scell aneous anti-inf ectives . The

cv dlmﬂgnﬁbaﬁ]fb@d aindi@aat e ®nehe ehesbed- B IrAIngN et £ QRS of
antl ar r?r:]%/t hm cS, anti an% i nals, anti g%%ert ensj ves

ANt T pent e S a g Rt e S 80 UE ard e vas cTit k- 1§Puglat

scel
arEh@O@\ISemtrug Toadebe dtrdasagt oonendieleetied fo drhe

2t ABRALCotd L aRalgasl crﬁol%rtyathg@alsg b%gaeaetgcgr?gnfc&%ay

anti pyretics, nonsteroida -1 nflTanmat ory” drugs,
o FAEHBPR RN ER3TNIHe oépi:ba HEnGéeRcsan

isegahivehypnel bCaydAstHaQRY b§§>«ﬁéﬁc @&bu}gep& efsa%&@t Scid
ra(gntl anxi e% dr %lgsa aq{l % otics, ﬁ nervous
Y&t 8 3t Yafnts; antd l??‘ﬁson’?%ﬁ?e grein, the term
“‘frﬂt$welaba@’9cms:om§aesa$ nmeror-oasbsystiemadt dgsand Hie ANS
Ay 820 Dol | 8%k ANBaR BhOILAM GOl LY Ehe

(par asyn'pa om nmetics antic I"ner
term is used herein, refers to an organic polymer that is

more soluble in water than in octane. For example,
polylysine is more soluble in water than in octane. Thus, an
antibody modified by the covalent attachment of polylysine is
encompassed by the invention. Hydrophilic polymers suitable
for modifying antibodies of the invention can be linear or
branched and include, for example, polyalkane glycols (e.g.,
PEG, monomethoxy-polyethylene glycol (mPEG), PPG and the
like), carbohydrates (e.g., dextran, cellulose,

oligosaccharides, polysaccharides and the like), polymers of
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Technlques, Academic Press: San Diego, CA (1996)). An
activating group can be bonded directly to the organic group
(e.g., hydrophilic polymer, fatty acid, fatty acid ester), or
through a linker moiety, for example, a divalent C;-C;; group
wherein one or more carbon atoms can be replaced by a
heteroatom, such as oxygen, nitrogen or sulfur. Suitable
linker moieties include, for example, tetraethylene glycol, -
(CH,)3~, -NH-(CH,)g-NH-, -(CH,),-NH- and -CH,-0-CH,~-CH,-0~CH;-
CH,-O-CH-NH-. Modifying agents that comprise a linker moiety
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specific sites of an antibody of the present invention can be
prepared using suitable methods, such as reverse proteolysis
(Fisch et al., Bioconjugate Chem., 3:147-153 (1992)}; Werlen
et al., Bioconjugate Chem., 5:411-417 (1994); Kumaran et al.,
Protein Sci. 6(10):2233-2241 (1997); Itoh et al., Bioorg.
Chem., 24(1): 59-68 (1996); Capellas et al., Biotechnol.
Bioeng., 56(4):456-463 (1997)), and the methods described in
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sequence selected from the group consisting of 70-100% of the
contiguous amino acids of SEQ ID NOS:3-6, 8-11, 13-16, 18-21,
23-26, 28-31, 33-36, and 38-41, or specified fragments,
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antineoplastic, an immunomodulation drug, an ophthalmic, otic
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Professional’s Drug Guide 2001, ed., Shannon, Wilson, Stang,

Prentice-Hall, Inec, Upper Saddle River, NJ; Pharmcotherapy



hydrochl ori de, pentazoci ne hydrochl ori de, pentazocine

hydr ochl ori de and nal oxone hydrochl ori de , pentazocine
WO a@uab®s5 pr opoxyphene hydrochl ori de, propoxypP€en®s2006/026174

napsyl ate,rem f entanil hydpochl oride, sufentani

citrate, and tranadol hydrochloride. The at |east one

sedative -hypnotic can be at | east one selected from
Haglvboedl, quﬁauaa aéstaab]am@pEEUbﬁzepﬂﬁxhydst&wﬂdﬁd det,

eRENA03L D] § &0 DBBELPS B2 15001 LB, Rliggpparb: { al

sodi um seco arb um tehezépam £f i azol am
zal epl on, and Zolpldenmtartrate The at | east one
ant | B PRIES AL RGH Vie ang | easbeons serwictang Bederted

f:ﬁﬁrefaaléﬁhdm&e c30€t UM a SATRRNMBALPH s 0 Ja@Bazepam

oraze ate di assium di azepam dival roex sodi um
PSSRt Ak otr ar 4 on 38Rt Frperoulat ts

Oﬂ'@ﬁoﬂﬁagtrmne RGN @ S i34, famenogﬁyﬂuﬁaaébLtﬁénlcllllns,

c@mﬁgg Loi4l t%szg%ygzt: eﬂ% nyggigmgp ai‘ééto' n sodi um

enyt In sodium oné, tiagabine
leWP@BhP@lfCPI‘fP@ £8pi Y HrEtse, mvarplm engodinfgcims, and

ml\éﬁlellll@héot%llaﬁl}tlﬂi]ﬁf@étl\%%ﬁt ORE @ﬂtdx%%pesﬁsﬁ@tatcéeagé
selected fromamtrip egl ne

n
‘“ﬁy&FgS F%$ €0 ARPTTIRIGA i ABt bRFTaIEigFpxapt ifgginals,
dnuhwpprCEndwnksochhbilxhﬁmuastahﬂ@rmuadﬁgdaﬁséﬁgn de,

ochk0 deS| ragi_ne h chl ori de,
gggg?% ochg%rlg%'gfﬁgoxeF?neIhyé?och¥%?$ﬂe

Sﬁ%ﬁ%?énﬂ??@n W@éﬁ@bw dealgmbprametpampat eone selected
fﬂBrrf haz Jﬂ%lc@ef ﬁéﬁ%l@ﬁqr eeh! Dfﬂﬂ%me%H cﬁftu)é]sl ne

hydr ochl ori ﬁ par oxeti ne hydrochl ori de, phenel Zi ne
NAEGPEAE 9T At LPAFF NP hyIGENPBR LIRS 1 a5 afgfeybroni ne
hygulotate, dutimopiabtae: dThlagat @epddkarerl, aﬁﬁ-ﬁ(iaﬂﬁu.ety

ro T e at_l.east _one antlanX|et . dr.ug. can
d{%‘g g{}é gg%ydcglr? G581 eTTRG O BT &Y &251°5H, © a?‘&
aq?}@ﬁébhm%ﬁn%ﬁys chhd i aced poredes qﬂﬂUNadlazxxnne @gstem

dthﬁé@rocﬁh@rAl\ﬁsedrﬁboéﬂwta% dLDOL assl Wih 01 47 6N
}ﬁﬁxe pi N, hydrochlorlde hydr oxyzi ne enbonat e,

PERG LT e PRy P SRR GITHESt hG 8L 0)7siirBopanpeEgies
adremazegpedn (Eﬂﬁ@h[‘.ﬁbﬁfﬂiﬁiﬁﬂsm daaedamdiydroebikerd de, and

(ABRERSIY TS ALy leash one antipsycholic. grug can be

gast” one
nqvﬁ@mééﬁﬁbmqdéOCbboaapﬂﬁ@ rebppheiazi neadecangaten be at

1dzlsuephe n@@le‘l@ean apthalf.: nf LURRENAZ] '%‘%OHXH&?HHt%&' de,
hal operi dol, hal operi dol decanoat €,
expectorants or at least one antitussive, and miscellaneous

respiratory drugs. The GI tract drug can be at least one
selected from antacids or at least one adsorbent or at least
one antiflatulent, digestive enzyme or at least one gallstone
solubilizer, antidiarrheals, laxatives, antiemetics, and
antiulcer drugs. The hormonal drug can be at least one
selected from corticosteroids, androgens or at least one
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thyroid hormone, thyroid hormone antagonist, pituitary
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one selected from demeclocycline hydrochloride, doxycycline
calcium, doxycycline hyclate, doxycycline hydrochloride,
doxycycline monohydrate, minocycline hydrochloride, and

tetracycline hydrochloride. The at least one sulfonamide can
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meropenem, nitrofurantoin macrocrystals, nitrofurantoin
microcrystals, quinupristin/dalfopristin, spectinomycin
hydrochloride, trimethoprim, and vancomycin hydrochloride.

(See, e.g., pp. 24-214 of Nursing 2001 Drug Handbook.)
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from amrinone lactate, digoxin, and milrinone lactate. The
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sulfate, guanfacine hydrochloride, hydralazine hydrochloride,
irbesartan, isradipine, labetalol hydrchloride, liginopril,
losartan potassium, methyldopa, methyldopate hydrochloride,
metoprolol succinate, metoprolol tartrate, minoxidil,
moexipril hydrochloride, nadolol, nicardipine hydrochloride,
nifedipine, nisoldipine, nitroprusside sodium, penbutolol
sulfate, perindopril erbumine, phentolamine mesylate,
pindolol, prazosin hydrochloride, propranolol hydrochloride,

quinapril hydrochloride, ramipril, telmisartan, terazosin
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hydrochloride, oxycodone pectinate, oxymorphone
hydrochloride, pentazocine hydrochloride, pentazocine
hydrochloride and naloxone hydrochloride, pentazocine

lactate, propoxyphene hydrochloride, propoxyphene napsylate,
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haloperidol lactate, loxapine hydrochloride, loxapine
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The at least one cholinergic (e.g., parasymathomimetic)
can be at least one selected from bethanechol chloride,
edrophonium chloride, neostigmine bromide, neostigmine
methylsulfate, physostigmine salicylate, and pyridostigmine
bromide. The at least one anticholinergic can be at least
one selected from atropine sulfate, dicyclomine
hydrochloride, glycopyrrolate, hyoscyamine, hyoscyamine

sulfate, propantheline bromide, scopolamine, scopolamine
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corticotropin, cosyntropin, desmophressin acetate, leuprolide
acetate, repository corticotropin, somatrem, somatropin, and
vasopressin. The at least one parathyroid-like drug can be
at least one selected from calcifediol, calcitonin (human),
calcitonin (salmon), calcitriol, dihydrotachysterol, and
etidronate disodium. (See, e.g., pp. 696-796 of Nursing 2001
Drug Handbook.)
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pp. 867-963 of Nursing 2001 Drug Handbook.)
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chloride, carbachol (intraocular), carbachol (topical),
echothiophate iodide, pilocarpine, pilocarpine hydrochloride,
and pilocarpine nitrate. The at least one mydriatic can be
at least one selected from atropine sulfate, cyclopentolate
hydrochloride, epinephrine hydrochloride, epinephryl borate,
homatropine hydrobromide, phenylephrine hydrochloride,
scopolamine hydrobromide, and tropicamide. The at least one

ophthalmic vasoconstrictor can be at least one gelected from
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gentamicin sulfate, ketoconazole, mafenide acetate,
metronidazole (topical), miconazole nitrate, mupirocin,
naftifine hydrochloride, neomycin sulfate, nitrofurazone,
nystatin, silver sulfadiazine, terbinafine hydrochloride,
terconazole, tetracycline hydrochloride, tioconazole, and
tolnaftate. The at least one scabicide or pediculicide can
be at least one selected from crotamiton, lindane,
permethrin, and pyrethrins. The at least one topical

cortlcosteroid can be at least one selected from
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Anti-IL-23pl9 antibody composgitions of the present
invention can further comprise at least one of any suitable
and effective amount of a composition or pharmaceutical
composition comprising at least one anti-IL-23pl9 antibody
contacted or administered to a cell, tissue, organ, animal or
patient in need of such modulation, treatment or therapy,

optionally further comprising at least one selected from at
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an antidepressant, antimanic agent, an antipsychotic, an
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(Pulmozyme), a cytokine or a cytokine antagonist. Non-



clear solutions or as dual vials conmprising a vial of
| yophilized at | east one anti-IL-23pl9 antibody that
w0 2007eedssti tuted with a second vial contai ni NBCEEBNG6/026174
a preservative and/or excipbents, preferably, a
phosphate buffer and/or saline and a chosen salt, in
an aqueous diluent . Either a single solution vial or
11rﬁiit&|ngVE§bm§mwidﬂ' Bgcheegnstinkut inclwin betrausewpt

iple tine an; e_for singl.e o ]
11‘Pﬁﬁc{ ‘e E%]c?’isﬁog %at |EeL%8f t((réegt hen? H g% usé%%n
suptraiiied doaages emomedhi erwi ri@at:hénfﬁrﬁfeglsﬁ‘@n Bhan Wells
et CAH T enlly aﬁl@één@a@o%hggﬁyﬁ-%@ﬁhoﬁl agrregly ad itdng | ﬁ@ppéton

manuf actur e are usef U or adminjstration over

angdpans .r SRGREREFT 6 i ARRYI ‘attE Rt BRERBHISPICdGr rﬁ%{ﬁscoélr
Pogﬁ@@tﬁfarmé@&_@cﬁ@ld]@b%o th@lxmeeaelﬁlthynpl‘mnmdoartl cles

manuf act ur e of cant ad S
Pl S, EoP G on SR s 1L Rt Yo ASES shPetithee
arbeesafrely shoma@bxateﬁehp:ee:at dnvegeberénemm about 2C to

about 400C and retain the biological activity of the

pro extended. pefiiodaroft 148 cabihtissal ruug a
pac%ghg %&{) %Itn%dl cating lt hat he solcjtl 0 Scaln el d

toxha/mrlapsdgsotedt aarﬁelaﬁﬁ‘a%afteé‘ bpynd ) gto-Fprugss t?fg

colBdmPii R RQUESLIOratgneakerond farmleseyveﬂ whied pertents
used, such,|abel.can include use 1 hSei11

STSRRLERT . SReCaRY S arPe S 3t o ey e e

theopatholinsyiof call | @agtissne - anThe Ilf@-tt@ﬁa%l%rﬁqlﬂoﬁ?no?e a

cahP8. 1 Vet Qn oD be, phepakads tBérfibEr OE&SSaﬁeha;bt
COITprI ses m Xi ng at | east one ant| | n an %%eru

Ligikaéneo. DVFRERELi & CRCPTBHRIR ttﬁ%ﬁlﬁg Agrent
cofh §§Q§61|‘1§ 0N 1286t Nbxd r@mﬁltﬁwﬂ&turc@s:otﬁalpr@cpmﬂm @f toxin,
sui tab] e ent exa su t
Igeasf’ejcﬁf’ete‘can%rr%ﬁt tgreo?f rlfrgigf ?g ﬂ%}i Im?
a quehabfnl tben swhf hchantetielptovine tTre Eﬁ@@e‘i@?ﬂéhélso

Lag0a Lot ABEERELY Ahla exBE RIS Grclictlsflesiy ed

concentra I ons . lations of this process woul d be
natacedhy zeer By iofe BREFHDICKaF§CIR PR PRRESEIE 2T For

v1ex>(§%€e| @m%ﬂﬂ Gnd delist henye @m&agem%aa}r ecaddethon viehleens
addi tional additive sed, the tenperat
ang %FEhm"’E‘ﬂ@lfsor FrﬂFi\l‘? Xﬁ?e%%? ed, %ﬁgﬁaﬁf AP i

factors
ddahat. c_ancbetcﬁﬁhnsnmagdlrﬁ@mdtehebcbmmcm Loniee tPeans

eégef%%gkgégﬁféué(J ¢oli heat-labile enterotoxin (LT), heat-
stable enterotoxin (ST), Shigella cytotoxin, Aeromonas
enterotoxins, toxic shock syndrome toxin-1 (TSST-1),
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Shigella species (e.g., Shigella dysenteriae, Shigella
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a | yoaphilrizegp ds UhdiboayCabdgduidge, f obmgisdiuehy gf the
combinations of the present invention can further comprise at
least one of any suitable auxiliary, such as, but not limited
to, diluent, bindexr, stabilizer, buffers, salts, lipophilic
solvents, preservative, adjuvant or the like.
Pharmaceutically acceptable auxiliaries are preferred. Non-
limiting examples of, and methods of preparing such sterile
solutions are well known in the art, such as, but limited to,
Gennaro, Ed., Remington’s Pharmaceutical Sciences, 18
Edition, Mack Publishing Co. (Easton, PA) 1990.

Pharmaceutically acceptable carriers can be routinely
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used, the fenperature and pH at which the formul ation
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used. The" cl ained stable or preserved fornul ations can

be rOV|dqu&% Batlent as._ ¢ a% S, Iutlons ar, as dual
[

x01 1e X FUﬁ or 88 1? %
S compri st ng 0] YO I'iZze eas one
1naﬁmthn:ng@pge, for example, monosaccharldes, such as

fructose, maltose, galactose, glucose, D-mannose, sorbose,
and the like; disaccharides, such as lactose, sucrose,
trehalose, cellobiose, and the like; polysaccharides, such as
raffinose, melezitose, maltodextrins, dextrans, starches, and
the like; and alditols, such as mannitol, xylitol, maltitol,
lactitol, xylitol sorbitol (glucitol), myoinositol and the
like. Preferred carbohydrate excipients for use in the

present invention are mannitol, trehalose, and raffinose.



anti body that is reconstituted wwth a second via

containing a preservative or buffer and excipients in
wa@prooaqomsiis diluent. Either a single solution PCBUSING026174

dual vial requiring reconsti2tuti on can be reused

multiple times and can suffice for a single or

mul ti ple cycles of patient treatnent and thus provides
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EP8Mki | on- caprol actone-CO-l actic acid), poly

(epsi | oncaprol actone-CO gl ycolic acid) , poly (b

- hy draxye ity bigg 8cb€h1 ,knmhy@tlma@&t@&gﬂ Esxcipients

PR PRERT = ROEIAES BPB 2 0ot §aEriios 3P B LA no
aAtitls)y, pokyi¢2 echydraxyetdyipdlitdspardanmixdeng, tpothe
ié@gﬁt,g:{onu I:a.erg) an\S)IL yin( l:h@“&@é’,' aé .%ﬁi, ngé eifé’tj.e%pqngl yCOl /1,
“Rémington: The Science & Practice of Pharmacy”, 19*" ed.,
Williams & Williams, (1995), and in the “Physician’s Desk
Reference”, 52™ ed., Medical Economics, Montvale, NJ (1998),
the disclosures of which are entirely incorporated herein by
reference. Preferrred carrier or excipient materials are
carbohydrates (e.g., saccharides and alditols) and buffers
(e.g., citrate) or polymeric agents. An exemplary carrier
molecule is the mucopolysaccharide, hyaluronic acid, which

may be useful for intraarticular delivery.
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As noted above, the invention provides an article of
manufacture, comprising packaging material and at least one
vial comprising a solution of at least one anti-IL-23pl9
antibody with the prescribed buffers and/or preservatives,
optionally in an aqueous diluent, wherein said packaging

material comprises a label that indicates that such solution
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igtafded delivery vehicle, e.g., solution formulations will
differ from transdermal patch, pulmonary, transmucosal, or

osmotic or micro pump methods.

Preferably, the aqueous diluent optionally further
comprises a pharmaceutically acceptable preservative.
Preferred preservatives include those selected from the group
consisting of phenol, m-cresol, p-cresol, o-cresol,
chlorocresol, benzyl alcohol, alkylparaben (methyl, ethyl,
propyl, butyl and the like), benzalkonium chloride,

benzethonium chloride, sodium dehydroacetate and thimerosal,
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surfactants, such as polysorbate 20 or 80 or poloxamer 184 or
188, Pluronic® polyls, other block co-polymers, and
chelators, such as EDTA and EGTA, can optionally be added to
the formulations or compositions to reduce aggregation.

These additives are particularly useful if a pump or plastic
container is used to administer the formulation. The
presence of pharmaceutically acceptable surfactant mitigates

the propensity for the protein to aggregate.
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diluent. Either a single solution vial or dual wvial
requiring reconstitution can be reused multiple times and can
suffice for a single or multiple cycles of patient treatment
and thus can provide a more convenient treatment regimen than

currently available.
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The claimed products can be provided to patients as
clear solutions or as dual vials comprising a vial of
lyophilized at least one anti-IL-23pl9 antibody that is
reconstituted with a second vial containing the aqueous
diluent. Either a single solution vial or dual vial

requiring reconstitution can be reused multiple times and can
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need of such nodul ation, treatnment or therapy. See,
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art. For example, the order the components are added,
whether additional additives are used, the temperature and pH
at which the formulation is prepared, are all factors that
can be optimized for the concentration and means of

administration used.
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treating at least Sne IL-23 related disease, in a cell,
tissue, organ, animal, or patient including, but not limited
to, at least one of obesity, an immune related disease, a
cardiovascular disease, an infectious disease, a malignant

disease or a neurologic disease.

The present invention also provides a method for
modulating or treating at least one IL-23 related immune
related disease, in a cell, tissue, organ, animal, or patient
including, but not limited to, at least one of rheumatoid

arthritis, juvenile rheumatoid arthritis, systemic onset
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rejection, lung transplant rejection, bone marrow transplant
{(BMT) rejection, skin allograft rejection, cartilage
transplant rejection, bone graft rejection, small bowel
transplant rejection, fetal thymus implant rejection,
parathyroid transplant rejection, xenograft rejection of any
organ or tissue, allograft rejection, anti-receptor

hypersensitivity reactions, Graves disease, Raynaud’s



(e.g., epoetin alpha), a filgrastim(e.g., GCSF
Neupogen) , a sargranostim (GW CSF, Leukine) , an
WO oandas i on, an i rmmunogl obul i n, an i MuUNOSUPPCETS2006026174
(e.g., basiliximb, cyclospérine, daclizumab) , a
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nd Lange, .St anford, Phar macopoei

a rd, CT (2000) .; PDR Ph s
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TEEPRY b édFO?NEmﬁﬁTgﬁgﬁP§t§ %&ﬁﬁ%ﬁﬁ’eﬁ?%?g%%ﬁﬁogﬁ%?bns,
adphh#IEHﬂUimrybetmuQefﬂujgadﬁirﬂtﬁha@ﬁbon@ttnanat@yfand/or
h%?hp&géo '%f tﬁquoﬂﬁjgtc‘l ,t o's@ggﬁﬁgf%s(,f ???Q@Eal%@ﬂ@r-' S1 ng

it [east one”antibody, specified po on and variant |
pihat ety -ssrerhd Pres avelravemRi glmary neitidey BhErRres:
tﬁ?&oi&fﬂﬂé@deh@epﬁﬁﬂém&@ﬂEtQB;i&H&Hé%ia(ecﬁstidﬂfibea§is,
one TNF ant agonj st as, deflneq%gbqve) antlgpn-b%nQAqgl
HePRgREht S HOREFebtlS £HEPEEeptBToHS SRIF B WhiTcR 1B A
dspeekéi caidoy ,t 6adNF alc orpetodisagyduychcpr event and/ or
inhibit TNF t hesi e QL 1 1S '
B T
Propsphadirepharase $yidisiveor seplridispeALORFIYAAT ne and
ﬂ%%h&@ff@ﬁ acueP-84eN 08l iNerEeCRRA 1 AgaNE Stigraaid , A2D
adenosi ne receptor, enhancers; conpounds E@lgpxprevent
Qﬂ%&FéFyirﬂﬁqﬁcﬂamP81a' okt3 therapy, anti-c therapy,

cytokine therapy, chemotherapy, radiation therapy (e.g.,
including but not limited to, asthenia, anemia, cachexia, and
the like), chronic salicylate intoxication, and the like.
See, e.g., the Merck Manual, 12th-17th Editions, Merck &
Company, Rahway, NJ (1972, 1977, 1982, 1987, 1952, 1999),
Pharmacotherapy Handbook, Wells et al., eds., Second Edition,
Appleton and Lange, Stamford, Conn. (1998, 2000), each

entirely incorporated by reference.

The present invention also provides a method for

modulating or treating at least one cardiovascular disease in



TNF receptor signalling, such as mtogen activated
protein (MAP) kinase inhibitors; conpounds which bl ock
wapaoososnhi bit menbrane TNF cl eavage, such asPCT/US2006/026174
nmet al | opr ot ei nase i nhi bitoBs; conmpounds whi ch bl ock
and/or inhibit TNF activity, such as angiotensin
converting enzyne (ACE) inhibitors (e.g., captopril) ;
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filed Septenber 11, 1992 jen et al

07/ 943, 852
mX?ﬁaéerﬁ“gi OWET T BBy cEETHIPTNGP2EY 919 f&?él E’Bﬁ%ﬁ@l‘f@d
cédabirargopa iy, 19ty icRin reatdiahyopatER) Ratlealar heart
at 18 h r 987
T P B e h T e T R e T
AP plBEL PBriigeR); anfwryy smet aprtl@lm@ﬁtl@ﬂophys .
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@/brl d : 305-311 1987 Fendly_ et al., Hybridoma

énfaﬁg%merwﬁﬁﬂaﬁfasgﬁlar di9qierdonaceiusive
ar@lsSﬁ-aﬂOalédﬂ%:)s, @Bdlﬁhélﬂdl atﬁérabscle}:otlbﬂﬂﬂsﬁkﬂise,

IR TN I -
disorders, Raynaud’s phenomenon and dlsease, acrocyan051s,
erythromelalgia, venous diseases, venous thrombosis, varicose
veins, arteriovenous fistula, lymphederma, lipedema, unstable
angina, reperfusion injury, post pump syndrome, ischemia-
reperfusion injury, and the like. Such a method can
optionally comprise administering an effective amount of a
composition or pharmaceutical composgition comprising at least

one anti-IL-23pl9 antibody to a cell, tissue, organ, animal

or patient in need of such modulation, treatment or therapy.



invention are those that bind TNFa with high affinity

(see, e.g., Feldmann et al., International Publication
wWOl007W3992/ 07076 (published April 30, 1992); SedtmlUk2006/026174
al ., Cell 61:361-370 (1996%; and Loetscher et al .,

Cell 61:351-359 (1990) , which references are entirely
i ncor por ated herein by reference) and optionally
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fusion protein. TNF immunoreceptor fusion nolecul es

hepPhagTads Cf syndunsier B ot FIGRIAAYEI HEATPEESCr i bed

meAiddia it abliessd auge.et al ., Eur. J . | nmmunol.
22:2883-2886 (1991); Ashkenazi et al ., Proc. Natl

Acad... Sci. USA 88:10535-1 539 199 P

AR ane et SR asrii s1R30R GV AREPRYG Son?
TRAELACIRERGT SchatiUSAs021g1er 216 @nga)relaneldemaém@nt
oQihold ni, §6), 015023, (1994). Lokt gL lesencEir )
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1 ELELENGES 188N | el Y, | NGPrRAnAtedpRgr Gl DY ure
myeloid leukemia (AML), acute myelogenous leukemia, chromic
myelocytic leukemia (CML), chronic lymphocytic leukemia
(CLL), hairy cell leukemia, myelodyplastic syndrome (MDS), a
lymphoma, Hodgkin's disease, a malignamt lymphoma, non-
hodgkin's lymphoma, Burkitt’s lymphoma, multiple myeloma,
Kaposi's sarcoma, colorectal carcinoma, pancreatic carcinoma,
nasopharyngeal carcinoma, malignant histiocytosis,
paraneoplastic syndrome/hypercalcemia of malignancy, solid
tumors, bladder cancer, breast cancer, colorectal cancer,

endometiral cancer, head cancer, neck cancer, hereditary



reference) . Methods for producing i mmunoreceptor

fusion nol ecul es can al so be found in Capon et al.
wo2@70Pmsent No. 5,116, 964; Capon et al., U S. pEBUSIING026174

No. 5,225,53 8 ; and Caponset al., Nature 337:525-531

(1989), which references are entirely incorporated

herein by reference. Cytokines include any known
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Dejerine-Thomas, Shi-Drager, and Machado-Joseph); systemic
disorders (Refsum's disease, abetalipoprotemia, ataxia,
telangiectasia, and mitochondrial multi-system disorder) ;
demyelinating core disorders, such as multiple sclerosis,
acute transverse myelitis; and disorders of the motor unit,
such as neurogenic muscular atrophies (anterior horn cell
degeneration, such as amyotrophic lateral sclerosis,
infantile spinal muscular atrophy and juvenile spinal
muscular atrophy); Alzheimer's disease; Down's Syndrome in
middle age; Diffuse Lewy body disease; Senile Dementia of

Lewy body type; Wernicke-Korsakoff syndrome; chronic



narcotic, a non-steroid anti- inflanmatory drug
(NSAID) , an anal gesic, an anesthetic, a sedative, a
wo eealoomsgest hetic, a neuronuscul ar bl ocker, anPCT/US2006/026174
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erb LD U cBebRG ORRAr Macgut iaal MarcRMtAKer,essEnt

anfi mani ¢ agent, an antipsychqtjc anxiolytic, a
Edpybeiet MK &y ReERHh II?EBY% g\wlst(llﬁggg donepezi | ,

tacrine, an asthma nedication, a beta agoni st, an
i nhathedpsé e dnvant eak otsce peov bl it oethed for
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adm nistration for eacogEf p%‘Qa gt ed .herein &(ste_ceauma
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pressure sores, fistulae, severe bites, thermal burns and
donor site wounds; or wherein the wound is an aphthous wound,

a traumatic wound or a herpes associated wound.

Wounds and/or ulcers are normally found protruding from
the skin or on a mucosal surface or as a result of an
infarction in an organ (“stroke”). A wound may be a result

of a soft tissue defect or a lesion or of an underlying



one anti-I1L-23pl9 antibody per kil ogram of patient per
dose, and, preferably, fromat |east about 0.1 to 100
waoédzioggoass ant i body/ ki | ogram of patient per sPODUS2006/026174
mul ti pl e adm ni stration, dépendi ng upon the specific
activity of the active agent contained in the
conposition. Alternatively, the effective serum
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concentration per single or multiple adm nstrati on.
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RERET o P loh s A oSk P e St S a08hud,
vgaicihemﬁ proflucednayi Vet \51loubbido sayecadnt he stigrsed -.can
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treatment). Examples of wounds which can be prevented and/or
treated in accordance with the present invention are, e.g.,
aseptic wounds, contused wounds, incised wounds, lacerated
wounds, non-penetrating wounds (i.e., wounds in which there
is no disruption of the skin but there is injury to
underlying structures), open wounds, penetrating wounds,
perforating wounds, puncture wounds, septic wounds,
subcutaneous wounds, etc. Examples of sores are bed sores,
canker sores, chrome sores, cold sores, pressure sores, etc.

Examples of ulcers are, e.g., a peptic ulcer, duodenal



animals can be provided as a one-tinme or periodic
dosage of at |east one antibody of the present
w0 paenbissh about 0.1 to 100 ng/ kg or any rangePCUakr86/026174
or fraction thereof per dayd on at | east one of day
1-40, or, alternatively or additionally, at |east one
of week 1-52, or, alternatively or additionally, at
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connection with treatment of cysts and abscesses, ulcers and
lesions of bacterial, viral or autoimmunological origin,
mechanical, chemical, thermal, infectious and lichenocid
wounds; herpes ulcers, stomatitis aphthosa, acute necrotising
ulcerative gingivitis and burning mouth syndrome are specific
examples; and (iii) wounds on the skin, such as, e.g.,
neoplasm, burns (e.g. chemical, thermal), lesions (bacterial,
viral, autoimmunological), bites and surgical incisions.
Another way of classifying wounds is as (i) small tissue loss
due to surgical incisions, minor abrasions and minor bites,
or as (ii) significant tissue loss. The latter group

includes ischemic ulcers, pressure sores, fistulae,



invention with suitable results. 1L-23pl9 antibodies
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The present invention also provides a method for
modulating or treating psoriasis, psoriatic arthritis,
Crohn’s disease, multiple sclerosis, and optic neuritis,
among the other diseases listed above as IL-23 related, in a
cell, tissue, organ, animal, or patient including, but not
limited to, at least one of immune related disease,
cardiovascular disease, infectious, malignant and/or

neurologic disease. Such a method can optionally comprise



intragastric, intrahepatic, intramyocardi al

intraosteal, intrapelvic, intrapericardiac,
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hydroxychloroquine sulfate, leflunomide, sulfasalzine), a
muscle relaxant, a narcotic, a non-steroid anti-inflammatory
drug (NSAID), an analgesic, an anesthetic, a sedative, a
local anesthetic, a neuromuscular blocker, an antimicrobial
(e.g., aminoglycoside, an antifungal, an antiparasitic, an
antiviral, a carbapenem, cephalosporin, a flurorquinolone, a
macrolide, a penicillin, a sulfonamide, a tetracycline,
another antimicrobial), an antipsoriatic, a corticosteriod,
an anabolic steroid, a diabetes related agent, a mineral, a

nutritional, a thyroid agent, a vitamin, a calcium related
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INF antagonists suitable for compositions, combination
therapy, co-administration, devices and/or methods of the
present invention (further comprising at least one antibody,
specified portion and variant thereof, of the present
invention), include, but are not limited to, anti-TNF
antibodies (e.g., at least one TNF antagonist as defined
above), antigen-binding fragments thereof, and receptor
molecules which bind specifically to TNF; compounds which

prevent and/or inhibit TNF synthesis, TNF release or its
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anti body of the present invention. For exanple,
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reliable, reproducible, and4accurate. The inhalation

device can optionally deliver small dry particles,

e.g., less than about 10 nm, preferably about 1-5 mm
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An example of a TNF antibody or antagonist is the
chimeric antibody cA2. Additiomal examples of monoclonal
anti-TNF antibodies that can be used in the present invention
are described in the art (see, e.g., U.S. Patent No.
5,231,024; Mdller, A. et al., Cytokine 2(3):162-169 (1990) ;
U.S. Application No. 07/943,852 (filed September 11, 1992);
Rathjen et al., International Publication No. WO 91/02078
(published February 21, 1991); Rubin et al., EPO Patent
Publication No. 0 218 868 (published April 22, 1987); Yone et
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(Engelmann, H. et al., J. Biol. Chem. 265:1531-1536 (1990)).
INF receptor multimeric molecules and TNF immunoreceptor
fusion molecules, and derivatives and fragments or portions
thereof, are additional examples of TNF receptor molecules
which are useful in the methods and compositions of the

present invention.

INF receptor multimeric molecules useful in the present
invention comprise all or a functional portion of the ECD of

two or more TNF receptors linked via one or more polypeptide
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Any method of the present invention can comprise a
method for treating an IL-23 mediated disorder, comprising
administering an effective amount of a composition or
pharmaceutical composition comprising at least one anti-IL-
23pl9 antibody to a cell, tissue, organ, animal or patient in
need of such modulation, treatment or therapy. Such a method
can optionally further comprise co-administration or
combination therapy for treating such diseases or disorders,

wherein the administering of said at least one anti-IL-23pl?2
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antimetabolite, a mitotic inhibitor, a radiopharmaceutical,
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desired therapeutic amount, it can be necessary to provide for

repeated administration, i.e., repeated individual

administrations of a particular monitored or metered dose,
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As a non-limiting example, treatment of humans or

(o)

animals can be provided as a one-time or periodic dosage of
at least one antibody of the present invention about 0.1 to
100 mg/kg or any range, value or fraction thereof per day, on
at least one of day 1-40, or, alternatively or additionally,
at least one of week 1-52, or, alternatively or additionally,
at least one of 1-20 years, or any combination thereof, using

single, infusion or repeated doses.

Dosage forms (composition) suitable for internal

administration generally contain from about 0.001 milligram
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the present invention for administering pharmaceutically
effective amounts of at least one anti-IL-23pl9 antibody
according to the present invention. While pulmonary
administration is used in the following description, other
modes of administration can be used according to the present
invention with suitable results. IL-23pl9 antibodies of the
present invention can be delivered in a carrier, as a
solution, emulsion, colloid, or suspension, or as a dry

powder, using any of a variety of devices and methods
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Alternative Delivery

The invention further relates to the administration of
at least one
anti-IL-23pl9 antibody by parenteral, subcutaneous,
intramuscular, intravenous, intrarticular, intrabronchial,

intraabdominal, intracapsular, intracartilaginous,
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Tnc. New York 1994, entirely incorporated herein by
reference), or with oxidizing agents that enable the
application of formulations containing proteins and peptides
onto the sgkin (WO 98/53847), or applications of electric
fields to create transient transport pathways, such as
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and 4,767,402) (the above publications and patents being

entirely incorporated herein by reference).
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(Glaxo), Diskus’® (Glaxo), Spiros™ inhaler (Dura), devices
marketed by Inhale Therapeutics, and the Spinhaler® powder
inhaler (Fisons), use breath-actuation of a mixed powder (US
4668218 Astra, EP 237507 Astra, WO 97/25086 Glaxo, WO
94/08552 Dura, US 5458135 Inhale, WO 94/06498 Figons,
entirely incorporated herein by reference). Nebulizers like
AERx™ Aradigm, the Ultravent® nebulizer (Mallinckrodt), and
the Acorn II° nebulizer (Marquest Medical Products) (US
5404871 Aradigm, WO 97/22376), the above references entirely
incorporated herein by reference, produce aerosols from
solutions, while metered dose inhalers, dry powder inhalers,

etc. generate small particle aerosols. These gpecific



Conpetition ELI SA of | abel ed C1269 anti body bound to

IL- 23 was perfornmed as shown in Figure 7 . 5nL of a
wa@BoomyH3vss hl L- 23 coated on plate, m xed w th 1e0MUS1006/026174

| abel ed C1269 and seriallyl@i|uted from 3000 nMto O

unl abel ed conpetitors, C1269 and C1249, in 25niL .

Rel ative binding was cal cul ated by setting the signal

I :-il.- = S
PRIP SR o RAT SO GO GoC1350. ard 1589 de mats 7S

1@6&5@@@ Foroe RersaRRSBIAdiLHG pitRsse fic T Hicesc £1y /s

ﬂd%ethe bpfbcﬁdlg:eeBEt opns invBatldn 23pla9 amlbsot AntEBded as
49 or _nouse Gﬁ %ﬁa m xed, wi t h about 65 ng of

Hlmlﬁén%n‘bh‘? ﬁ&&@&t% 48750t At ght . The

anti genanti body conpl ex was isol ated by gel

chr orfatedgrabphy. andtomansieiaredompros digedt ileasbudiernti-

1QAM d réécl'ﬂgdypt's%?déﬂu;é%agbg al%yoggw&@é/\llrfﬂaﬂe%r or a

unit. sin ani'ts) in digestion
SRV EF - m%heaf@d@aEaﬁ@verl??éuﬁsﬁéﬁa]?J& ffaﬁaa?% 2 237C.

1§hht;e;atwl@ U:is.a«tﬂc@n fot h‘ﬁinﬁl@{iﬁl:@?ﬁﬁ@g }/%r %gga@t d}kﬁ@%rﬁ)ﬂ.body of

rotel n ead W Cce an e

BAPORT bi LA eEb AR e, T SCAEP L ddoReaY d2E el ut ed

iinha3@tibn ofewlagt ienadwudfrege(lely Acdtiobiler i r@rc@luﬁ%ole /

aEfoAégqu(;Q{@l ex.[‘hfeoEHﬁ’crliaPﬂ ﬂhge\rrié/ep%a% gkég?éﬁé% %ellver
2 t LT e

was carried out In e sane nanner ut ed
svepfli deg wwere.cdeal ye egl by eWAL BharT GPomis 30 spec toreferayly

cri bed eIo El uents. of . the trypsi ndi gest
bl vt ¢ “Ges BPPRE P rBot g the’ sampl o ¢ hr ough

a Cl8 Zip Tip, the zip tip was wetted with 100%

Acet crintimiikerfoldoweEd Ihy2 s [Anbibbdw Campios i0idhs THAa
The eéﬁlirent was then bound to the nedia, washed with

0. 1% Yand eluted in a volune of 2 ni a-cyano matrix
(1 O/ L a-cyano, 0.1% TFA, 50% Acetonitrile in water)
and di rspokelyy ispbidied 6h-2hel MADDELIQF ¢amapetitiPhecan be

;l\é%JdQ'ceE 36(%(1%’&9@ aDﬁéﬂgns%B oﬁ%c)lu‘@%ncélf'm aleedt one

rati on m xture pectra wer e
%B‘tlallﬁea3la%9 IaéstéPOFiﬁt“e?Fi’”sqlﬁlil Be{l%@r? PHger 1B tH-s The
r@j&l@cautélatmprtdmimfmgﬁl ftam i@ 5000s e, a@aethe

]g“aq&tlﬁregaegyraooec r?ai%lhBecfi H%%I()ESYEK Ssdgsrﬁ,\,e optput

and lpaCt2cB9, sidw.s papeleeie:r\msrhgscsan frtee ps edarel rmi;orbe
%ﬁﬁ%‘;' E{/C@lle&iectric field in connection with a capillary
or nozzle feed. Advantageously, particles of at least one
anti-IL-23pl9 antibody composition delivered by a sprayer
have a particle size less than about 10 pm, preferably, in

the range of about 1 pum to about 5 um, and, most preferably,

about 2 pm to about 3 um.

Formulations of at least one anti-IL-23pl9 antibody
composition suitable for use with a sprayer typically include
antibody composition in an agueous solution at a

concentration of about 0.1 mg to about 100 mg of at least one
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protein, such as IL-23pl9 antibodies, or specified portions

or variants, can also be included in the formulation.

Administration of IL-23pl9 Antibody Compositions by a

Nebulizer

Antibody compositions of the invention can be
administered by a nebulizer, such as jet nebulizer or an
ultrasonic nebulizer. Typically, in a jet nebulizer, a
compressed air source is used to create a high-velocity air
jet through an orifice. As the gas expands beyond the

nozzle, a low-pressure region is created, which draws a
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include an excipient or agent for stabilization of the at
least one anti-IL-23pl9 antibody composition, such as a
buffer, a reducing agent, a bulk protein, or a carbohydrate.
Bulk proteins useful in formulating at least one anti-IL-
23pl9 antibody compositions include albumin, protamine, or
the like. Typical carbohydrates useful in formulating at
least one anti-IL-23pl9 antibody include sucrose, mannitol,
lactose, trehalose, glucose, or the like. The at least one
anti-IL-23pl9 antibody formulation can also include a

surfactant, which can reduce or prevent surface-induced
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composition produced by various methods known to those of
ekill in the art, including jet-milling, spray drying,
critical point condensation, or the like. Preferred metered
dose inhalers include those manufactured by 3M or Glaxo and
employing a hydrofluorocarbon propellant. Formulations of at
least one anti-IL-23pl9 antibody for use with a metered-dose
inhaler device will generally include a finely divided powder
containing at least one anti-IL-23pl9 antibody as a

suspension in a non-aqueous medium, for example, suspended in

a propellant with the aid of a surfactant. The propellant



Mut agenesi s analysis is performed with the IL-23pl9
segnment spanning residues 108-118 in which the
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in groups (i.e., multiple tianges) . IL-23 activity is
nonitored after the nutations are made as in the
experiments above using the IL- 23pl 9 segment spanni ng
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administration of at least one anti-IL-23pl9 antibody

composition via devices not described herein.
Oral Formulations and Administration

Formulations for oral administration rely on the co-
administration of adjuvants (e.g., resorcinols and nonionic
surfactants, such as polyoxyethylene oleyl ether and n-
hexadecylpolyethylene ether) to increase artificially the
permeability of the intestinal walls, as well as the co-
administration of enzymatic inhibitors (e.g., pancreatic
trypsin inhibitors, diisopropylfluorophosphate (DFF) and
trasylol) to inhibit enzymatic degradation. Formulations for
delivery of hydrophilic agents including proteins and
antibodies and a combination of at least two surfactants
intended for oral, buccal, mucosal, nasal, pulmonary, vaginal

transmembrane, or rectal administration are taught in U.S.
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a%ia C?'azl.?%lal_.le—%v %@foﬂ.,A@ PPo£X4 %t%%ﬁ”&& éy%rt)@ine,
Sequences I'n BSTRT ace ‘afd uR erallne) _
ANB SEHRRL ATINRF G Rt VI ERiLKEVGEDVNWESGHEE \AFEGES L RIVSERASEHI

a S a erfumi ent, etc.

EEE%L EN%I&YPSSV}EGQF% §I§DNRKMTtL(\:(L QVESLKSXDTAM-
YCTRDNHAYDRGPF, FD TLTVSSSEQ ID NO 4 - (C1273 .
Heavy 2Eh&Ff i‘ftﬁhlpl%%b‘ied §é§ﬂ%ﬁo%r%§9fﬁ§§ﬁw§ Sceniivi
d¥@re8 priEXAiibeavy 1eailngCDRpAmamatAond Seguenade

2k YYp Ki ] 6.:.Cl273. VYL akbo; on
CORE T 0 Aot - Seanice NEAVIRRSERDY S0 1D R 1
api228lef it rCeapna Nl dealSeyfercaedical use. These

p%?g%&&&gég%c e8qdd Lir itbtat facdaciaatat gaatd telgghacsy
t gt ggggacat t gt .
UFECgt € atdit E=rSEN cRtEoctBGEE gt JrERFEFGHaRadgytt REEht

Bagetigeaagd Cxag delivery systems for insulin and heparin

@ gaggacctel t Lt 35 agoagt aal,caaaagaagqqct L9gest galagcage

agaaaccagggcad S

auttide tashmaongast o hotiggac gnttactdgggdaretyyrjidse chgue
l{&cflt Elgt@&aigzgccﬂigf{af ph?i[trn%aceutict:als (U.tS ” Pat. Nc% . ‘
%gggggygg??%g%:atherggge ,C c%?:%g gr Cgcgncl:pco%n%sgggggfibge%aggcg .S.
ircageaat pd1aleagChad CCIL.CPacgt N6 g0 GYagycast aagl iggdato
c%églgf%ﬁcsgn%io%l%gl 1§- éci‘glvze ?’;’L%EILll:g héra ayl grérqu‘rl]c?wﬁa‘ %.Ind the

art.
Mucosal Formulations and Administration

A formulation for orally administering a bioactive agent
encapsulated in one or more biocompatible polymer or
copolymer excipients, preferably, a biodegradable polymer or

copolymer, affording microcapsules which due to the proper



VDSQAQVLLLLLLWSGTCGDI | mSQSPSSLWSVGEKVTMSC

KSSQNLg YRSNCQKNHLA WYQQKPGQ SPTLLI
WOYHEDRESGVPDRFTGSGSGTDFTLTI SRVKAEDLAVYYC QQYYBYPB$2006/026174

FGGGTKLBIK SEQ ID NO 9 - Qw273 Light Chain CDR Am no

Aci d Sequence KSSQNLFYRSNCQKNHLA SEQ I D NO 10 - C1273

Li ght Chain CDR2 Amino Acid Sequence WISTRES SEQ I D

sNGE d4 endCI2E3 kL ghtniChaln, SORG Adsnerfci d (Frausnse
QOYYSYPPT SEOQ 1D NQ 12 - ©1269 Heavy Chain NucPeof i de
rg@aﬁé%eand being taken up by the follictuli lymphatic

aftgageag! gaaean ngaaatinC as Cahg aatlteyggssitagat bgattito
ttgtcctgacttt .

o S T a e SR SHE OB SRS IPER B gl gS e EP A gR e

hgvéng gerppgdc tbrgagladinet geb gtgoagettiohygatdaact Stoatgag

f%t.l.ﬁiégfﬁtl%@hggggtéﬂ%%gﬁcéan be found in the bronchei

cC agaagaggct agt f'’cgcaaccatt agt agt t tacttacacc
Wg%ga?%@g@gggagghg lga%:%e gntestine, gThg agbgovgeqdescribed

£§b088000C G@abECaC 0 1CGIAGAC AR 9G0IIMAR AGALLGLALS!
caaat gagcagtc, . .
1%8 a%’f%i%é‘g%&c EEaYEEat CPETE at (T eR50 R Et a dbEPyeht acg

ngcaggygoodiaicee, compositions and methods of administering

abt 5 C t e =k nNQ
T A% SEkIRAgE T RANARACianL ElAAPIRLTLAL £ enivsl B
CRBSEHRPIST PNPERREHREWVIOTL REWUCEVNL WBSEDEL $4KPECSILKP ST S G e

mEEFSRYTMNMERQL biocactive peptide, and an aqueous continuous
p$EKRL EVWATI SSGGTYTYYPDSVKGRFTI RDI\IAKHTLY% SLKSEDTAI F
ﬁﬁoﬂ%@ﬁﬁmﬁmﬁ%&% "D TEFOSTH SUuETaCEY bY
aHbavyli@haiuroE€BREs fom rd Atk deBelquienc pa CETRSSY TMSs SEH D
O 5 15, 1 69 [ AT j ? c
SRRt FYTR e R S TR or
EEPRS™ART IR SACT dt1Be ratea t DNMAYDRCGPFFBS SEQUdD Norngdl -
cgﬂl_?r@@c ddwght, ehakam Nuclaohbde Sefleencevaginal, tpulmonary ,
ALggatt cacagaceeadol ol algll acl 9ot got alggatt et ggf ace
Fgatgl zacagt coecatgoizdc otraget i gt=eiaght goagagagget gact at
tcc . v
Sg? gg%ggcc%cst’ t tg Pat AYRAraAE cE AR A fact Ty gd@ B dfaccagce
pgéagh%x%ﬁﬂﬁﬁiggols, vaseline, cocoa butter, and the like.

Fb%?_tc&@m&t gol-oaht tAGl-gqacgh £eARLRAYIGRAL ST 9R0aLEcat gl
cgcC cacaggcag,
CPE@%%%tagsg g%&égé?ﬁ%a&oa EXRTAN TadEEHPHE RAAGEEL §5agEERIUS

oggoapy tddhidtaehs of nasal drops. For buccal administration,

: ttatagctatcct tt cqgt t
R R R S RS e e B
sSequehte IVBSEAM ML W/SETCCRINAVBOSPSELAVSVEEKYANEIo -

sKESENEFZR- TOQKNYLAWQRKPGQ SPTLLI YWTSTRES
GVPDRFTGSGSGTDFTLTI SRVKAEDLAVYYC QQYYSYPPT FGGGTKLEI K

Transdermal Formulations and Administration

For transdermal administration, the at least one anti-
IL-23pl9 antibody is encapsulated in a delivery device, such
as a liposome or polymeric nanoparticles, microparticle,

microcapsule, or microspheres (referred to collectively as



SEQ ID NO 19 - C1269 Light Chain CORI Am no Acid

SequenceKSSQNLFYRNNQKNYLA SEQ I D NO 20 - C1269 Light
WEh@7n0BRR2 Am no Aci d Sequence YWISTRES SEQ | BrMNMOs208d/026174

- C1269 Light Chain CDR3 Amiino Acid Sequence QQYYSYPPT

SEQ ID NO 22 - Cl2 75 Heavy Chain Nucl eoti de Sequence

At gt acttgggactgaactgtgtattcatagtttttctctt aaaaggt gt ccag

nﬂ@&gﬁégtgzgﬁ%%chnless otherwise stated). A numb
Stugfzggagt ct ggaggaggct t gt gcaacct ggaagdat ccat gaaact ctcctg

known, including microparticles made of

dy@lahéti@qgﬂ@a@ﬁrag‘t 989 GRCebUJE}CABECagh 8t £CAGA0ARYIJIYC
S AR A0a Do aP Rt H g, SELA R ORI CUREREE S haa

Rglggagghcpmt, polyanhydrides, and polyphosphazenes, and
202295001 ARl L¢ Canae U U9h 65 A T LIA3ARL 8LARE | 430805,

gacact gcca

SFhaE tRitACE B g GYHHTEG6t Rae Ridtraggateet grpticgst t ard
cgﬁ@gﬁgam&%tergbggw@t phet chgcas ,SEQ, EBNO 23 -
C1275 Heavy Chain Am no Acid Sequence

(I\ézl{%_(':‘lg': :%%FI VFEEE %%VNL EESC-IaB(r':;IaVQD S{VI%Li%%\S/AS

El RLKSNMYATHYAESVKGRFTI SRDDSKSSVYLQVNNLRAEDTAI YYCTRGGEG
YDVGAWFAXIOERS AV TR S deliNOr 2de -cdTbRibdbleat ythe

£RakAr CORl ATLRO0L ACH 1L %g%;g@%%%ﬁ%% gacgéiQd's\'%f

25 - Cl1275 Heavy Chain
tEF“RLKWFWAESVf@F SEQirBsNef @8 weehk2vs %Waehémm a

eAé_'ﬂltﬁ}_LQtLléerat S6Q9UeRee 1 ELYEMGAWRAY; SEQ AP NO627 -
;n Cgaln Nucl otlde Sequence
O B R g R S RO
f@ﬁtnccantcggit@auaat}gmarmaceutlcally acceptable non-toxic salt

&CEQQCS&@%&%C@Q&% LEld LO96E 9hL8.GICL2909F 30939 §ACEEy,

ctcct gcagagcca
fdddaaat et tyaapatt atygeac agydtadditttiongealt atiddaeagaaac

poAg8as g HABCCsuch as phosphoric acid, sulfuric acid,

aact cct cat ct at c{tcatccaacgt agaat.ct tccctgccaggttt
cgﬁfréac cg rJt.c acid, tagnlg ac1d,ggg%01c ac% d, ggglnic

alcgdg ap@Jg;a_xﬂMteag ccicidcabphaheTdtd gopaggagsadgatarbgeaat

tt
a%g%t' a%gl%; %tg t% ceF? IEL::LgCaciagjfftltd égg]t'l%g%hgegcaccaaéct gagaalf: cHhE @

psEQvHﬁNomezel cIPRS [siught a€haine  Aceholvei diSequbnce

wE%PJQLM q%@g?@mn\é%TQ@gﬁﬁﬁvgo%@ﬂ CRAENVEY G,
WLFW SEVPRRESEICSETBRSE Y HPEEBDF PR FEQUSRKIPSTF
NGEGT i e ySEQC hil M3 4 i2%hine C32 7&c Hyilght a Chai we ,COR (A no

cA%gné.e%en%% RA§X5;\1!1V£Y\£§TGU8, a zinc tannate salt.
Additionally, the compounds of the present invention or,
preferably, a relatively insoluble salt, such as those just
described, can be formulated in a gel, for example, an
aluminum monostearate gel with, e.g., sesame oil, suitable
for injection. Particularly preferred salts are zinc salts,
zinc tannate salts, pamoate salts, and the like. Another

type of slow release depot formulation for injection would



SEQ ID NO 30 - C1275 Light Chain CDR2 Am no Acid
Sequence ASSNVES SEQ ID NO 31 - C1275 Light Chain

weRR3/08895:0 Aci d Sequence QQSRKVPST SEQ | D NO PGRUS2006/026174
C1249 Heavy Chain Nucl eoti ¢#i2 Sequence
At ggt gt t ggggct gaagt gggttttctttgttgttttttat caaggt gt gcat
t gt gaggt gcaact

c§géiﬂ%géh%t gg&g&w bt g9t gcpgset-aaaoast caldbgaaast cdicatga
gccgccet ct gat

slewatearesdnace cRen FOKAFgcBR TUGLERHER FfYeTEEag§REA Rt
pbogalgaatld8ypolyglycolic acid polymer for example as
cgcaf.aagaagt aagaagt cat aat caacagagt at agf gaaa
d@%‘&ﬁg}%ﬁ clé?cgag . 6‘Lgat. tNo. 5,8'5’93,89%8 a‘Ehe &%%%%B&g (9{-,
petEergagat galhtacdaggosblatint atedtget siatlydsc 4aeeegaaaac

tgaggéaé:@%%g)%g can also be formulated in cholesterol matrix
tgta tactgtat gagggagggaat ctat ggtagttttgcttact ggggccaag
sgdasttt QEldatE  geticiyéar SEGIDURE 18349 Heavy
aGhal DA g Acikdl Saiedegot or implant formulations, e.9.,

9%@%%%#? no%q?iréeg’xre( L].SJ%A:Sature (U.s.

PRE RSKSHHYATDYADP\ARRF BuSREDSEIE anvil. CINIMEGITIEDT RV ¥ ERREGUI

X FA*V@S,%EL n VSPAS phg.  Chadde HaY Lhakfc .,
DEDR i 1o }:@d'géq&gnlggb PRNTVANH SEO 1D NGO 35 -
NCY¥2491%8vy Chain CDR2 Anino Acid Sequence

| RSKSHNYATDYADPVKD SEQ I D NO 36 - C1249 Heavy Chain
CDR3 Hamia% dehsk--Sequanser EEPdYCREAY SRR iloB, NEhe 39ame will

C1249 Li ..Chai n Nucl eoti de Sequenc :
P& §gag a’é%ag‘%eé’c 58?%%%%?‘1%%@’ gyt a%ﬁ%gnccteg &%{3 F8 g%otlcl(? ag §?t cc
caenglegacatiqgt are provided by way of illustration and are

Ig%tgsgg&&g&g&gg&gg{{&g;tagctgtatctctggggcagagggccaccat
ctcatgcagggcca

gcaaaagt gt cagtt cat ct gcct akagbidd t t ccact ggt accaacagaagc
caggacagccaccc

aaactcctcatctatcttgcat ccaacctacaat ct %%%gt ccct CC&_ngt tc
Exaimacaht nogpunit Specificity of IL-23 MonocTona

AQgaaeagact t caccct caacat ccat cct gt ggaggcggaggat gct gcaac
ctattact gt caac

acagt \ ttccatt o] cggg alaaaa
SEQ | }%§8m9u%iiﬁgﬁL%gﬁ%98§5%% %ﬁﬁﬁiﬂ%%%gg%g uencen
@BﬁﬁﬁmELvWDMMMWE@S$6£$QMEQ@PASEﬁVSEGQRRFFS@ﬁ%SK%V§S§AY
%&M@émﬁ%fl IL-23 mAbs were coated onto plates and
[ L ASNL OBGVPARESGS

EREEPRISET D NOEdo. ETox hgh GO R rg
Weid 156 quan CerRASKSYSSSAYXGARH SEQL1EriING idfubatGig@ith
bLJi_cgch:iFnyg;%ieH é/_\rrlrii_in-%4/f)\cingb,Set%ee%g%d_ltfﬁwya@detected using HRP
- conjugated streptavidin. An anti-p40 mAb and an anti-IL-12
mAb (2002, Catalog No. 555065, BD Pharmingen, San Diego, Ca)

with known specificity were used as controls.

Figure 1 demonstrates that four mAbs bind gspecifically
hrIL-23 and not hrIL-12 or hrp40 monomer. Because the IL-

23pl9 subunit must covalently associate with p40 to be



SEQ ID NO 41 - C1249 Light Chain Am no Acid Sequence
COHSGELPFTWHAT IS CLAIMED IS: 1 . An isolated IL-23pl9
wa@ndo7hodps wherein said anti body binds to humaPCT/US2006/026174
I L-23pl 9 or a fragnment theiBof at one or nore of am no
acid residues 93-102, 93-110, and/or 127-137 of SEQ ID

NO:l1. 2 . The isolated antibody of claiml1l , wherein

s%@kgtécf‘tﬂxb)%d)ﬁaﬁhmﬂ %eﬁﬂ!ganlﬂiz?z%ﬂbg Hatd dfor ﬂgﬁent
t hereof at am no acid %I due 94 of SE

3
IPRETRSET RS0 TARPRBO BT DT T RRErh 71gap g subthi
adbhé b@ﬂya Hoigel eptatbe @M héepigr-gup hein&rcsiumeg‘ of
T%g'ggg %%, Itﬁ?l%%%g#éeant ' Q?grxeedfer%g pynan.;.4 23pf‘9 mADbS .

ody, “conprising at |east
IAELghfomhantlvanmalbl@T@@ﬂénﬂﬂ%ld@mngmaﬁéwlﬁaﬁ abI e

EQ&HQ &ﬁHUQW $hngr At - dzeﬂ%E?SEEE2FBEQafs£E£E&Jéﬂ% gﬁﬂ@é&e

conS| St ng f: aco | enenfari ty eterm ni ng regl
apﬁéﬁﬁl%i%ﬁm?nftFMI AL LR RBSACTPIEBHuehieR e1%abt 8!4 1t
wfalfsoﬁhftﬂ@ezgrdélﬂlérﬁﬂﬂéd Siharﬂ:gtﬁéséﬁ@,—lzﬁ) NS & nck9era8s-

id nce selected fromthe
r&FSEpW%‘E}héﬁ“sfﬁPﬁgI]g;@%éG%l% REE: M8 20, 30, and 40:
and a CDRL3 am no acid sequence selected fromthe
Egemppe consilshiihgtbdn SEQILE2 R ceptoroBinding Ayyd Th23ml 9
mapAn i solated | L- 23pl 9 anti body, conprising at |east
—one heavy chain variable region, said heavy

h bl
1 om EnE=gPBt Raneret | hiF i 20T &M o RERL APREY . =i

Aetinbal ad I’]ag;aﬂ&gltOﬂhé]QﬂN%/@h&unlﬂ (tCERHAPs awé 1 tacitedd for

uence. s te in f QID
R RS 88 R R Rp R ARG o e
sswlead hedt f rEm2t3IReWg$ oUmEBAs Fed | 97y S0P 18EE) | iNGgryEated
nh21,-38, whhdded to the plate either alone or after

preincubation with individual IL-23pl9 mAbs. Soluble IL-23R

(IL-23R-Fc) was used as a positive control. IL-23 binding
was detected with HRP-conjugated streptavidin. As shown in
Figure 3, all four IL-23pl9 mAbs were able to prevent IL-
23/IL-23R binding with comparable potency to soluble IL-23R-

Fc. In contrast, when IL-12RB1 was immobilized on a plate,

none of the IL-23pl9 mAbs were able to inhibit IL-23/IL-12RP1
binding (data not shown). Similarly, the IL-23pl9 mAbs do
not block IL-12/IL-12RPB1 binding (data not shown). The
selective inhibition of IL-23/IL-23R binding and the lack of
interference with IL-12 or IL-23 binding to IL-12RB1 further
demonstrates that these IL-23pl9 mAbs do not bind the p40

subunit and thus are neutralizing anti-human IL-23pl9

antibodies.



35 ; and a CDRH3 ami no acid sequence selected fromthe
group consisting of SEQID NOS: 6 , 16, 26, and 36. 6
WO 201/00®ef at ed | L-23pl 9 anti body, conprising theT/UsD06/026174
chain variable region of chs m4 and the heavy chain
variable region of claim5 . 7 . The isolated IL-23pl9
anti body of claim6 , further conprising at |east one
human franework regi on adjacent to the at | east one
conplenentarity determning region. 8 . An isolated
I L-23pl 9 anti body, conprising at |east one |light chain
vari able region, said light chain variable region
conprising: a conplenentarity determining region |ight
r&habie b (CRRLL}a BBNG ACLE SEQREDIS1661ECL athnkt 9bn tihe
gr up consisting of SEQTD NG5S ©9, 19, 29, and 39; a
aci d sequence selected fromthe group
consi sting of SEQ ID NOS: 10, 20, 30, and 40; anda
CDRL31anB nbs doichns equm@e:es éhnechedl Frlem SHaTYr oup

p%%%?h?%%%%3§ﬁg ant ao&&ct%}n b%/lﬁl‘ @ijl 41. T%eref@re,

ri sing at Ieast one
thea iy - el m@ﬁﬁl abre q@@g}leénfoga‘mflﬁeégyljcﬁéltﬁ’ vaptabt e

HHREBLOP: SR | Bhc®i GRRIreABRdarit-padet er m ni ng
regi on heavy chain 1 (CDRH ) am no acid sequence

selected fromthe gro con t, NCS 4
14, 2% Oﬁﬁde’;’?ﬁemé“e%ﬁﬁ-g V] oi Iﬁ% {9 nce s%|“é%
éummnﬂ&heﬂgwxuﬂphcmhsisténqye@faEﬁﬁ@Id? N@SﬁrSPreInﬁubEElon
vﬂ%’i 3nai LA CPRES, AN HYaci gr%@%@%§%%ﬁ§ %@aaﬁean

roup consisting of SEQ :
with fluorochrome-conjugated anti- phospho sTAT3 antlbodles

and analyzed by intracellular flow cytometry. It was shown
that all four IL-23pl9 mAbs inhibit STAT3 phosphorylation

with comparable potency to a mneutralizing anti-p40 mAb.

In another experiment, freshly isolated murine
splenocytes were treated with hrIL-23 preincubated with
titrated IL-23pl9 mAbs or control mAbs. hrIL-23 with no
antibody preincubation was used as the positive control.
After 3 days in culture, cell supernatants were collected and
assayed by ELISA using IL-17 ELISA duo set (R&D Systems). As
shown in Figure 4, IL-23pl9 mAbs inhibit hrIL-23 mediated IL-
17 production. These mAbs were also shown to inhibit native
human IL-23 (produced by human PBMC) mediated IL-17

production.

In comparison, IL-23pl9 mAbs were also tested for their
ability to inhibit IL-12 induced IFNy production. Briefly,
NK92MI cells were treated with IL-12 preincubated with
titrated IL-23pl9 mAbs or control mAbs. IL-12 with no

antibody preincubation was used as the positive control.



10. An isolated IL-23pl9 antibody, conprising the

l'ight chain variable region of claim8 and the heavy
webai7mossas i abl e region of claim9 . 11. An i sobPal/@d2006/026174

I L-23pl 9 anti body, conprisirsg a |light chain variable

amno acid sequence sel ected fromthe group consisting

of SEQ ID NCS :8, 18, 28, and 38. 12 . An isol ated

-23pl 9 anti bod ormyri $in av ar.i
éﬂ%sﬁ g%ﬁ%%f%feBﬁE%%rm%éQ%ecﬁgag?rQ?S R lgr%%ﬁ}%?bnégg%ﬁﬁ%f
éﬂEeSEbeElﬂ*QSplg mAHS, o231 - amdlﬁﬁhceﬁsIFN¥vpno§obaiem
| 9 anti body,. co si.n elig t hal pvari, bl e
4%?3 Er?ﬁlQQ 5? ih%ﬁ%RPﬁSdhgﬁvg 5ﬁ§| varla& e Peglon
safbueliai shab2d b4, IThe issdl ated3anti body of any one of
clalns 3-13, wherein said antibody is selected from
; E'f@kﬂglfi%bgﬁéh of W4MBRLZ80wabs and
 An 1solated TL=23pl 9
: : |ng a Ilght chain variable am no acid
sequence having at | east 90% identity to any of the
am naagied i seshericRs ngehesled o mam poef gmedpto determine

N L T b DR R S BT

body, *conpri si ng eavy Chai n
dridfrfieabhie Eﬁnﬁ&placeElEmﬁﬂﬂencéLha%mAQF wﬁrﬁeasﬁlwﬂﬁ%ﬁlly

eeeee%' ¥ #0rany19tet he @;ﬂe%;ela% M%eeceadeel eGhedwed

rom-t group consi stin §£ -3, 13, 23,
%}ﬁd:h%ad@ll?tl% OlfsBll%FéHﬂiaLteﬁBBF i b38’§ p%%‘ntp“‘r i ng
ddigdo ghth€ hainid waAbI abit e:craeghgnw@é Wedi Bx16hantbudee ing

bl ign_gof claim 16
T 150 TR GORERY | | verly B AT IEso9pres i nefhe
$ tspabedd ] d - 23§B99antlbbﬁyuﬂb€®26$W@Jt@hQWyCIﬁSSﬁ ai s
é?é§étl%gonﬁ%?dﬂca%§ﬂgQbfﬁglﬂaOQB Qcﬁﬁgéiéﬂlytglﬁfméfﬁelte

wherein said™anti bo

, bi nds | L-23
W34P ghoreakittdife O&f PP n?ctrgpesteFéefle‘ﬁu?ff &e4af %é«%@@oa@d

Phreiats hepshithQnl@srMizad. | edskelfedili M inabdated dre@sthe

m&%s recogngéeléﬁﬁiaar o%%bartlally overlapping epitopes on

IL-23.

=

Competition ELISA of labeled C1269 antibody bound to IL-

23 was performed as shown in Figure 7. 5uL of a 20 pg/ml
hIL-23 coated on plate, mixed with 10nM of labeled C1269 and
serially diluted from 3000 nM to 0 unlabeled competitors,
C1269 and C1249, in 25uL. Relative binding was calculated by
setting the signal in the absence of competitor to 100%. The
results indicate that antibodies C1249% and C1269 do not

compete for the same binding epitope.

To directly map their binding epitopes, the IL-23pl9
mAbs, 75 pg of Cl249 or mouse IgG, was mixed with about 65 ug
of IL-23 and incubated at 4°C overnight. The antigen-
antibody complex was isolated by gel chromatography and



M, at least 10 14 M, and at least 10 Is M, as

determ ned by surface plasnon resonance or the Kinexa
woredioas9s20. The anti body of claim19 wherei n Ber/ds2006/026174

anti body binds IL-23pl9 wite an affinity between about

3.38 X 10" 10 M and about 4.3 X 10 11 M, as

determ ned by surface plasnon resonance .21. An
tdansZdpi8d aittich ddyesiccor dhufiget o(@mp afrielacnspH 8-.517,

b t | east
b ongr actﬂlogc’/la(%djo %Pl% P etaeiru%gl%gnl Il_ﬁjé%y géep% eﬁ}ﬁsﬁﬁ >
(i 6 g8l B$ bcﬂm@égés‘él%lhﬂlfﬂﬁre@%ﬁi @@@@odnﬂglmﬂhaé:@ﬁaf@d

Iﬂeu%%pl-i@ 2d body a6 COliRg b0, Ak bmpEbRbdBycle 17.
i sol ated nucleid aci d nol ecul e conprising at

Ca}%ﬁdo]ﬂ% Bfotean| F ghtethaAShet | btasd¥isB oM@ once
wisel eatedidn ackhbogsiodlp atAN8hst ¢aig uledSEEpt TANOBIuTed

11'9‘7’ ??eaéf dlu%lbﬁagufﬁerhe&\ﬁx ,&c ato 1q:u?1|l%gt d% @l)‘ence

FOom T group consisting o
Con@lezzfoaml@z apd, tlArpalsnotiage@tmloél 61369 dvaeceoried

oONBYr Lk NGt @hgel-at ed nucl eic acid nol ecul e
according to clainms 22 or 23 . 25. A prokaryotic or

eukaryotic host cell conprising the isolated nucleic
aci AR EAEHF REEHOrEPNYeTD atdivagd 2oy JfAIPI -T98 mate
sgeastroeetty acC dedibnibdd ellawm 2Blusdier eifntsdai thesh-

S5 G P BRRT L AR G g
a ﬁé@azlmﬁmheoﬁlpymm vebtel withady0dehiatamiveile

fdlméﬁai)j/ Z&ﬂuq&bkaai&t QriBdoced lTﬁpt]er eak. eiient%ﬁet eed,
gro uci n | east one IL-23pl 9 anti

B EPoriG T ae URTHRs PHEEnBel bt haaPd BONTA e =
vaceer dEng [f1o oclcgaﬁs Gk 230Meaer oGeREhb] OMSLY ITFA, 50%

vivo _or t h th t t.he
Aéllélfofgtfgantl O yefs exprdgsrgccegf t(‘eecczit abl & the MALDI TOF

térl@@@ver"ém @ PaPBuhtE (VRBgeA- @@ﬁp‘iﬂ@i,t iABA) c*@mrqsﬁlﬂvgaaed
wilt8A%h 1 9PLat Q] %tlﬁgulté 2 23Rh9 . angidady gecording g apy

of claims 1-17
laser intensity between 1500-1800 units and acquisition mass

range from 800 to 5000 m/z.

One pl9 peptide at m/z = 1248 (;,IHQCLIFYEKg;) was
captured by both the C1249 and C1269 mAbs. However, with
Cl269, this peptide was less intense and may be non-
specifically bound. These results indicate that the region
74IHQGLIFYEK,; contributes to the binding epitope for C1l249 and
C1269.

Epitope-analysis by swap mutagenesis of huIL-23pl9/mull-

23pl9 proteins

It has been observed that C1269 and C1249 do not bind to
mouse IL-23, however, Cl269, but not C1l249, neutralizes

native IL-23 from cynomolgus monkey. Therefore, sequence



| east one pharmaceutically acceptable carrier or
diluent . 29. A conposition according to claim 28,
wo pooioesosgonpri sing at | east one conmpound or  PCT/US2006/026174
pol ypepti de sel ected from #&17det ect abl e | abel or
reporter, a TNF antagonist, an anti-infective drug, a
cardi ovascul ar (CV) systemdrug, a central nervous
dshfeirefice ENSjortly Bgmaan @uiceednhs meikgys asjshensd ANS)
%&I ‘wterer es yz%tdoq:g S&é%lfs; ggta&\gea 1rn(&| %ef'%# for
rac r‘ug, a hornonal® drug,
tledszc mopbylendlalcatdbodiehemdis| py?P @@M@gt af cynomolgus

m&méw%@el asbids MR LamnnRdulatlondug, ABflgnment. o
I'mc, otic or nasal drug, a_topical

dr
‘“—l?ﬁJtPr%% FERAFRRRUFTOR BYIYki MYIOHAIE @ﬁ%ﬂpﬁag is shown
o agenirslion Qdohl i8ned -ddicohppes any idodygast é.rpi:gﬁﬁbh

t |f| cal I VA b| nds at | east .one | 3plL9 body
Oég%ber E R O8r TRF A af-% %Odlﬁs oﬁ t%t thbd® %&Hﬂ
infeagriosi ﬁganQGInEWEK@g ain |ihi2z3 1petat ethecomdinbi arid n a

r%gf'c!n E!l’é?%eis Al @Mlnﬁf‘é%@%é Sét”%%"ﬂé?‘?ééﬂ“g

mni steri ng conp ition conpr|S|ng an e ective
hemasurndoFyaemd easy mopke vt Baay % accBrd Agiteabny Rt

HEs aigr%r;tizal vvzam,therbimn@lo@ eebds, thﬁ%%edoé’éQ@ft or
ani mal The net hod accor ng to claim 31, wherein

DGR 7o SR AT AORAIES n HL SaT% i FPPGHF L Ho e
cg:tﬂthlCﬁbSl ]simdngw.gafofpsme;sw s psoriatic arthritis,

Croh di s S, ; ] itis,
and g |§enA|ca %g?/lel g%#%étrgg 339 1%{6%2& sg%@ﬂﬁ %hod
matRIRTESAG VoS dbexifarged. whe reftans ahamat fidci2By Brahouht

(&8s AR 0991450 wrag;/ #&h&w@a of waich aeld srybissue,

organ or ani mal . he nmet hod accordin to claim 32,

P@\Il’li'e]rqeei Fegara %%%t“&’t'ﬁaltﬁ o 5 gOHER TR g is by at

sJdIRASLADIRL YDA 1S e:thecteﬂr fuanitpane b eytdlighsehcith andous,
intranmuscul ar, intravenous, int raart| cul ar

(FoieT SBrsheEnPaint THArAaBlcH farO T ntriithpgtisa, Mouse
,sBRG! ag@ndd |,agi1ROHS ,Mouse ,,Ala, Human gGlu = Mouse s2Liys and

Human g;Liys = Mouse 4 His). A second mutant protein
(designated “3397”) was constructed that incorporates the D
and K substitutions immediately C-terminal of this peptide-
2aIRQOGLAFYKHLLDSDIFK,y; (from wild-type 7,IHQGLIFYEKLLGSDOFT,;)
with the six mutations highlighted in bold (the four
mutations of 3220 along with two additional single point
mutations - Human ,sHis = Mouse ,:Arg, Human ,, Ile -> Mouse
ssAla, Human ¢,Glu = Mouse gLys and Human gLys = Mouse g His,

Human g Gly—=>Mouse g Asp and Human o; Thr —> Mouse 5 Lys).

To assess binding specificity for the mutant proteins,
ELISA binding was carried out for Cl249, Cl269, as well as
the control surrogate antibody CNTO 209 (rat anti-mouse IL-
23pl9). The results are shown in Figures 8A, 8B, and 9. The



intracavitary, intracelial, intracerebellar
i ntracerebroventricular, intracolic, intracervical
WO ndoragasiri c, intrahepatic, intranyocardial ,PCT/US2006/026174

intraosteal, intrapelvic, iwtrapericardi ac,
intraperitoneal, intrapleural, intraprostatic,

i ntrapul nonary, intrarectal, intrarenal, intraretinal
EL@EA3§$§JY§S'shg%r@ﬁMPQEkaﬁutaﬂfHﬂ%aEHofﬁ' §Lpl9 3220)
intrauterine, 1ntravesical, intralesional, "bolu

reAYFRRI the PdRAing RREAIEY s Giigfarndi G3esh é?sfamoran@an
sopanm@mmls a38. rilderdeBhogh@ I di fPe t U GIHELARS2Z,

f conpr|S|n d s erln r.i or oncurr.entl
R R R %35 an9&?%&%§%@&% By
9§he1@dﬁpw§|andnbgdﬂﬁrHQJﬁgzam effective anmount of at

| east one conpound or pol ypeptide selected froma

det eababt eGEl;;ﬂ;fJ@f QF. - PRy d %ﬁxeénwﬁfﬂ 75 ugnbecdi g deygss,
a cardi ovas system drug, a central nervous

QYRS et Y CﬁgfpﬁFEJg e]é’n &&F‘oh%‘?ﬁktatﬁér {0 OESFREERE (AN ©
otetgigiet 1 eThkr ahoigerifaatt bedy Giomd1gaSHAD| te@SEepadd into

4 t g,.4a har a I u for fI d or
oL R ULl B Tkl 940040 Lo 1A,
renef neopisdst i(8; 1 amnuiihmindnodidestiion Uuigpr‘aﬁs added and

1QBHE£EHdnﬂ%r0§|Hoﬁ¥s'E%S@H QfUQAf@efcﬁﬁdggtlgEUQPrékeln G
%rltlonal drug a cyt oki ne, t oki ne
AU LG8, O SHREa) ~HelHCE, 208 nEF 181G Sabound by
ahtiﬁﬁﬂysa &hbhboﬂM@q¢ﬁﬂﬂéhﬁgGt%ﬁéﬂ@?w@feC&iﬁﬂ@ﬂ bndd, with
e al d_deyvi suita or. contacting, or
ﬁ%n%ﬁ#s efflﬁéggagﬁr@f ?@P 8?““9 egg? one
CADEer &k |oprddxes omrpﬁareént:ed afillths Gl@cul aqnfemjeu,tion buffer

(LT AUSEULRE 1 o] N TAY @R0ESy ol JUJALE hCULAT
|ntrabronch|al i ntraabdom nal , 1 ntracapsul ar,

i ntracaehid agi m@@stryﬁgiﬁﬂaagbgarabmﬁﬂ@&raéﬁéléésalted by
IIar aceLebroventrlcuIar i ntracolic,

t
PR R Eo TP e T oY Cdflepsagtied with 0.1 Tea

ihnb4edry,0cdkd aluted Nt a0gt edt o dhhaPEAMHG: (10 mg/ml a-
i nt raperi cardiac |ntraper|toneal i ntrapl eura

SYALT apt Ostali: §hit ASGPABHaFY.e it MaF et g0 Spotted on
al MALRT-emal takgét ar ethien&®hL.DI {t0rASPoaber 4 DH™ SR 0UBa} ,was

cgmiﬁfggga.%ﬁkﬁﬁCalibration mixture 2 (ABI). Spectra were
obtained at laser intensity between 1,500-1,800 units and
acqguisition mass range 800-5,000 m/z.

MSD high bind plates (Meso Scale Diagnostics,
Gaithersburg, MD) were coated, at 4°C overnight, with 5 nl of

serially diluted samples, from 100 to 0 ng/ml, of different
protein reagents, including human IL-23, murine IL-23 and two
segment -swapped mutant proteins, 3220 and 3397. One-hundred
and fifty pl of 5% MSD Blocker A buffer was added to each
well and incubated for 1 hr at room temperature. Plates were

washed three times with 0.1 M HEPES buffer, pH 7.4. These



intrauterine, intravesical, intralesional, bolus,

vagi nal, rectal, buccal, sublingual, intranasal, and
woreansa®ssal . 37. An article of manufacture fRCT/EIRE026174

phar maceuti cal or diagnosti® use, conprising packagi ng

material and a container conprising a solution or a

| yophilized formof an IL-23pl9 anti body according to

of clains 1-17. 38. The articl f f f
D P LT SRATHRE B R B ONT b e 2P A RS hE Lot gL

oRabEILE! Blop SUPEIUBREIYSe) dNdIBNUSCOL BEa, I LRYENDIS,
intrarticular, intrabronchial |ntraabdon1na

WRRE F a i ARCWPHY It APET P AT HEU YL thnEhatiad fhr joom
tbﬁbéfﬁ%ﬂﬁéﬂ plhbés agalehakhad 3IﬂﬂMéaceieanmethEem$ar,
rac |ntracervica gast L r.ahepati c,
buﬁ%?ﬁ 5ré|al hies F%gﬁ trape gu% SReP
dletitqmﬂlwaaedlae fdldn'apérdIQHﬂnﬂed at a volume of 150

ntr t at t, I
“ﬂz #%%?%QE%§1 %%?N%Pé{a : &@{rasplnal
intr yggv rudt &rgnhfra0|c |ntrauter|ne
intr . bol us, vaginal, rectal,

buccal , subllngual intranasal, or transderma
del | Vépyreeyigwwsr thyseimetagal amadehd@rt BHOpR obfr@Png

b%.i%gllifrlgﬂ)cﬁ{ eghel %rgg’@iﬁ 5@:’1&1‘0999&( @Ea‘@@lﬁﬁﬁng%t@ a(:iMbOf:'ode
- onpri sl n rQvi a 0 ce
A Mg R AR TR R Bl R R
e@apabf@ éﬁrﬁa&arespoggu|amdrem@ymﬂﬁﬂd ¢ogablknt s Fhiid
I h
BIeRIT s AR B ol o eSSl BRLES S 1 o
nbbéﬂyblnﬁngrlsTh@FQﬁqneghth€$wﬁqgm@@ﬁl abFBQEM G KE ?d

n%%@eﬂsﬁlﬁﬁ%ogggtbaftme "M%h@ﬂ% é‘Jﬁt aueagecmjse@gedeu
fromthe group consisting of S

N FPS7LieY FPecAR Py ALF LB y%ﬁﬁebsaytoﬁ%eonp?m%@l
Abﬂmgabyﬁ&&ng1bﬂa&eabéppﬁunumatamydumnnwénm@sﬂnﬁadedatga

%8% nuc' eogl %%a%eggg{]tcieonsﬁl %g:{%)ggeé e@i‘iiﬂgs grBPUc%e IL-
23pl9 in the vicinity of the above segment would also be
required for a typical binding site. Inspection of the
molecular model suggests that residues from the neighboring C
helix (residues L109, L110, S113, Q114, L1l6, and Q117) are
exposed and would form an extended surface cluster together
with the residues in the 74-86 segment. Residues identified
and proposed to be part of the epitope for Cl249 are labeled
and shown in stick models in Figure 6. The p40 subunit is

labeled 2 and the pl9 subunit labeled 1.

The sequence for this part of the C helix is identical
between human and murine pl9. It is plausible that as part
of the epitope these residues would contribute to the
residual binding of the human-to-murine swap mutants

described above. Therefore, the epitope may be comprised of



of SEQ ID NOS :2, 12, 22, and 32. 43 . An isol ated
I L- 23pl 9 anti body, conprising a |ight chain variable

wo egi7onsssficoded by the pol ynucl eoti de of cl ai nrdi/uarvde/en6174
heavy chai n vari abl e regi omoencoded by the nucl eoti de
sequence of claim42 . 44. The isolated anti body of
any one of claims 41-43, wherein said antibody is

%V%l gg dgg %EIR%E@ ?’7@?‘% gsi§§ Ilri%)otﬂéEHI a1 'egcposed

unan engi neere
n%ﬁa@%d H75, 23ﬁP9 B B@éy, G%@nﬂﬂio@lr 61501 |%1H{3'cﬁéi“h
Malki, abh& d1ael)0RcePE Qflidig 18 REUL NG, N@eliNgn adideR@s bB0%ody
|dent|ty to any of the nucl eotide sequences sel ected
MEGAPERE Y oup consi sting of SEQ ID NOS @7, 17, 27,
and 37. 46. An isolated IL-23pl9 antibody, conprising
a heatytehanas vardrellyeis ey qrerdéncodd ng He dhentle- imdiong
S Y i d n f c t
R e R e e o 887D
srq@sctzvelm crppgedngndgiridppl L Anapd/siratiedIr pusplige - -
nanttllg@gych&@mn i.si pg-ihedchghty chaidniabiad| ££4:e0kns
encodl n qt%ﬁce of , cl.aim 45 and the Eeavy chai n he TL.-
WHACABP Sefit otft ssaa%ﬁﬂc%efbtrs EPAT T W10 e A
mﬁmbedgmézttatspanrfpﬁgletmmei yebilnokss tdmelsl 72396 9 Wikeh t he
I ate I 0 f..cl ai ns
R R R e R LR
mlaqeﬁfﬁtﬂcl wfigh iher ‘éﬁhl% ¢omhinpobRnshiofdsut2tims-9
with at |east one affinity selected fromat |east 10 9
M, atod east plfpdd:dMor ahid eastent@ot]l M-10ardamind easid
| east 1 a a
30 dRshoAOdlay igast 1 14:M g e 2t
PBSAFANEE, 098 t 199, KiLpexer metvhodnge 500 vﬁﬂeleahh¢mdy of
%ngﬂlﬂgdmﬂggﬂa 1y §aigaﬁ§glégﬁ Y bk dr&tggplé%\Mﬂd%naﬂn
finity between about 10 10 and about 4.
e PECM , as det er ni ned by surface

Tt will be clear that the invention can be practiced
otherwise than as particularly described in the foregoing
description and examples. Numerous modifications and
variations of the present invention are possible in light of
the above teachings and, therefore, are within the scope of the

appended claims.



pl asnon resonance . 51. An |L-23pl9 anti body according
to any of clains 41-47, wherein said anti body
wandmsesyss al | y nodul ates at | east one acti vit ypof/US2006/026174
| east one |L-23 pol ypepti d&152 . An isolated nucleic
acid nol ecul e encoding at | east one isolated IL-23pl9
anti body according to any of clains 41-47. 53 . An
i sol ated nucleic acid vector conprising the isolated
nucl ei ¢ aci d nol ecul e SRBGPEENTPRETI aim 52 . 54. A
prokaryotic or eukaryotic host cell conprising the
sEgoimtdat InUkkebs Bcizdpnel eemiei tgccording to cl ai m 52.
55. The host cell according to claimb54, wherein said
Mppdieucely Ses ety heaghl ore sal eet aduf LOMLEDSHo, THOFNY,
i’bﬂgG 93, . BHK215 CHQ, BSC-1, Hep°®& , 653, SP2/0%5293,
v Welé‘@?rﬁflao}[all fﬁ‘brﬁ}ﬁag YePFE, 5% PEh L8 PV ERY Fén
cy et 3l 2d o $1:AR5L Qe Lokl espl, A & i bod
or prexluci ng at | east g@ne 1L-23pl9 ant |4§]8 Y,
Proripui ¥alngly riEnshet kag Hehearpucleicuaeiyd aepl@eut®y Thr
ccording to claim52 under conditiof® in vitro, in

'§§’F VETOTSH K5I, TEUCKS (Hat SfhELY 125230 CantisBolP 30

. 7
cBX RlaSHERA akR MGt 86t abl &ar oJLe0yehable APURLS61 %ZO A

conposition caesprising at l'eastoone 1solated | Lgg %I 9
Lamtilpoehe arcatldi g Leu dry @fy ckainsp Al 4He and aly keast

pone har ma€&ut i cal | % accept®bl e carrier or ol uent .
58.5°A FghBosiTPorrtaltordntt 812 1P ELE drighgr Leu

: ol .
16OTY| SgeAloIheast LOPGIROFROURG Ay P YBERLLIg \ oy
seligoted from a det est abl e | abel of rgporter, a TNk

Gantagohiss Pro dieraltu Sef rArectdw elurrig, Tp can dirgveacukar
iim system dru 150 _central nervdds systemrégNS) dfug,
ah “&t oRoM T Er VBUSTSyST el Al ar by, Val pi3afdty

ald agh WUgne andasid eiptastinami @), tLaet,drug, a
hor nonal dswg, adrug for flasid or el ectrolyte bal ance,

a hemat ol ogi ¢ drug, an antineoplastic, an
i mmunonodul ati on drug, an opthalmc, otic or nasal

drug, a topical drug, a
SEQ 1D NO:2 - Cl1273 Heavy Chain Nucleotide Sequence

Atgagcagtgaacacagacccctcaccatgaaettcgggctcagattgattttccttgtccttacttt
aaaaggtgtccagtgtgacgtgaacttggtggagtctgggggaggcttagtgaagcctggagggtccc
tgaaactctcctgtgcagcctctggattcactttcagtagctataccatgtcttgggttcgccagact
ccggagaagaggctggagtgggtcgcaaccattagtagtggtggtacttacacctactatccagacag
tgtgaagggccgattcaccatctccagagacaatgccaagaacaccctgtacctgcaaatgagcagtc
tgaagtctgaggacacagccatgttttactgtacaagagataaccatgcttacgacaggggccctttc
tttgactactggggccaaggcgccactctcacagtctcctca

SEQ ID NO:3 - Cl273 Heavy Chain Amino Acid Sequence (CDR

sequences in boldface and underline)

MSSEHRPLTMNFGLRLIFLVLTLKGVQCDVNLVESGGGLVKPGGSLKLSCAASGFTFSSYTMSWVRQT
PEKRLEWVATISSGETYTYYPDSVKGRFTISRDNAKNTLYLOMS SLKSEDTAMFY CTRDNHAYDRGPF
FDYWGQGATLTVSS




nutritional drug, a cytokine, and a cytokine
antagoni st. 59. An anti-idiotype antibody or fragnent
wo bat/ospesi fically binds at | east one |L-23pl 9PCT/US2006/026174
ant i bodyaccordi ng to any of2xcl ains 41-47. 60. A nethod
for diagnosing or treating an |IL-23 related condition
inacell, tissue, organ or aninal, conprising
SEQNTBQYd :AY -0t Aghi H‘HaSz;ye thadh ECﬂRQ"R%hé | Q0 Cerphisidg
an effective anmount o | east one anti body accordi ng
f clains 41-47, W|th or to, said cell,
GE?%%B% Soorgan or ani rral 61. The nethod accordl ng to
claim 60, wherein the IL- 23 related condition is
SEQ| TR N4 5 rofit 2 he Hpeop ChaHs i @F2ngmbho puird Ssisence
psoriatic arthritis, Crohn's disease, nmultiple
Tsedcergsivepsegt i ¢ neuritis, and clinically isol ated
syndrone. 62. The nethod according to claim6l,

efel ai_d. ¢ld.ve anount bout 0.,001-50
st E;Il\g)gr%am o$£ sai c?avgl ? o |C§D§§egmﬁ?%a7ﬁ:l%r %gﬁ}l?‘?%ﬁe
63 The met hod accordi ng to claim6l, wherein said
DUSHPBERETRY or said administering is by at |east one
node sel ected from parenteral, subcutaneous,

SEQt MM oulac] 2 TNTIHaueNouSin o 33 L 46 Ldea;!hence

i ntrabronchial , intraabdom nal, intr acapsul ar,
i [ ayit tr :
Al#a?ggg{ eg ﬁgggg&lscﬁt# ctgrgg \é ven%/gf’?kt Ct?gtac fa:l Fsgpr ettt

I Fa‘&aeﬂt\?F%%ﬁtCCf—?&CF@@%@FEF%agtF?ﬂargaﬁﬁs@t%ctatgagctgcaagtcca
9?qﬂSPé?ﬁF§GHF?ﬁtabgagtﬁBtQﬁ%BBﬁﬁﬂccacWﬂEBaFEQQWECQagcagaaaccagggcag
td:irtttslta@mjtlgeagadrta&ctglga&g@las&&atggaﬁédcfc?éggtﬁza@é WEbtcacaggeag

I I_ntr
tééﬁ E@&&g&%&éﬁetﬁcaééEEE éé%ggéé% aaﬁgékgaa?ﬁcct ?cﬁﬁ&FEﬁttFCt

arenal, intraretina
%W%?W?&Fa‘ag&taﬁﬁtfza%ﬂ%ﬂcF‘f@tg%ﬂqcaefé%ﬁgeawaaatcaaa
i ntral esi onal, bolus, vaginal, rectal, buccal,
SEQLID A§uél - ‘EhﬂBarias;at, Clazanich tAmnsdB¢iIia|Seqﬁéncé'he
met hod according to claim®61, further conprising
@bﬂbﬁiﬁhﬁﬁmmc@ﬁvﬂéQsr‘é@ﬂﬁ%&ﬁﬁ?#wﬁcﬁsrsgﬁﬂﬁ{suaﬂﬂmmgmeg

n dm nisterin east one
s191%%9&&-ETRQSGVPDRFTGSGSGTDFTLT RVKAEDLAVYYCQQYYSYPPTFGCGATKLETK

SEQ ID NO:9 - Cl1273 Light Chain CDR1 Amino Acid Sequence
KSSQNLFYRSNQKNHLA

SEQ ID NO:10 - C1273 Light Chain CDR2 Amino Acid Sequence
WITSTRES

SEQ ID NO:11 - C1273 Light Chain CDR3 Amino Acid Sequence

QQYYSYPPT

SEQ ID NO:12 - C1269 Heavy Chain Nucleotide Sequence

Atgagcagtgaacacagacccctcaccatgaacttcgggctcagattgattttccttgtcctgacttt
aaaaggtgtccagtgtgacgtgaacttggtggagtctgggggaggcttagtgaagcctggagggtccc



conposition conprising an effective anount of at | east
one conpound or pol ypeptide selected froma detectable

wo atweloosss reporter, an anti-infective drug, a PCT/US2006/026174
cardi ovascul ar (CV) systemiZ¥rug, a central nervous
system (CNS) drug, an autonom c nervous system ( ANS)
drug, a respiratory tract drug, a gastrointestina

é%a)cttcg?aq:t 9{)51%&&64&% @Lt&@gggct:%tggé&gﬁgd’tg@;wc@c@igact

ect enal() 0]
Cﬁﬁ?%ﬂ?é%iﬁ%§§9$§9tgg$Fqgﬁﬁ%ﬁﬁﬁﬁﬁ%ﬁﬂagggqﬁgga? ac%ﬁ$tactatccagacag
tGp¢ﬁd@&b¢n9§ttcﬁchtthCﬁagggcadtgﬂ}aagpqqugqgﬂtatﬁqgg?a%fgagcagtc
t@Hiéﬂc&bé&ﬁibaéﬁgégatétﬂﬁy&ﬁﬂékQéhagaﬁﬂtéﬁceyﬁgﬂthﬂégacaggggccctttc
t%Eé%goFg&égﬁf9%gg§géagk9géacgsyat%@tcaconprI sing an

according"to any of clains 41- 47
wherein said device is suitable for contactin

SE@Ri ¥R ek} i-n§ L8P FITY2 8BRER AN 0B ByS &1 Sst one
node sel ected from parenteral, subcutaneous
MSBEHK?WWBMR@LRLIFﬂVﬂTIKBWQOMMNLVE$GGGLEKHGGGUKEﬂCAASQEE§§§XZ§§WVRQT

DRk AR :ﬁhi Sy rvrvrb B AP RN . v1 Mk AR ARE MY PicTRDNEAYDREPF

intracart mous, Tntracavitary, intracelial,
4iW?%%%FEﬁ§IIar i ntracerebroventricular, intracolic,
i ntracervical, |ntragastric, i ntrahepati c,

SEQ canyock i all269i aaosheah, ChRit Papebvicid Sequence
i ntrapericardiac, intraperitoneal, intrapleural,
debeappestatic, intrapul monary, intrarectal
Intrarenal, intraretinal, intraspinal i ntrasynovi al ,
|ntrathoraC|c i ntragterin vesi.ca

SR 121 B8 e CU6P Lom GhgPRAR CPEL A o hghd Sequence
subl i ngual , intranasal, and transdernal . 66. An
meteTimYRbswranuf act ure for human phar maceuti cal or

di agnostic use, conprising packaging material and a
SN REL 16 OMRII2$bNHe &P Andti hOBDRE MilntORBiE | Fofhehoem
of an IL-23pl9 antibody according to any of clains

41-47. 67. The article of manufacture of claim 66,
RAAEr819¥E% d Container is a conponent of a parenteral,

subcut aneous, intramuscul ar, intravenous,
$ERQ (I& MPelT ar ,Cli260r byloh s Nuq’:hwiaa}?d%mamqe
i ntracapsul ar,

Atggattcacaggceccaggttcttatgttactgetgetatgggtttctggtacctgtggggacattgt

gatgtcacagtctccatcectecctagetgtgtecagttggagagaaggttactatgagetgecaagteea
gtcagaacctcttttataggaataatcaaaagaactacttggcctggtaccagecagaaaccagggeag
tctcoctacactgetgatttactggacgtecactagggagtctggggtecctgategettcacaggcag
tggatctgggacagatttcactctcaccatcagccgtgtgaaggctgaagacctggcagtttattact
gtcagcaatattatagctatcctecgacgtteggtggaggeaccaagetggaaatcaaa

SEQ ID NO:18 - C1269 Light Chain Amino Acid Sequence

MDSQAQVLMLLLLWVSGTCCDIVMSQSPSSLAVSVGEKVTMSCKSSONLFYRNNQRNYLAWYQQKPGQ
SPTLLIYWTSTRESGVPDRFTGSGSGTDFTLTISRVKAEDLAVYYCQQYYSYPPTFGGGTKLELIK

SEQ ID NO:19 - C1269 Light Chain CDR1 Amino Acid Sequence



intracartilaginous, intracavitary, intracelial,
i ntracerebellar, intracerebroventricul ar, intr@aeskirapoT
WO paoraewsyi cal , intragastric, intrahepatic, PCT/US2006/026174
intranmyocardial , intraost&sl , intrapelvic,
i ntrapericardiac, intraperitoneal, intrapleural,
intraprostatic, intrapul nonary, intrarectal,
KssnureReRgNyLAnt rareti nal , intraspinal, intrasynovial
intrathoracic, intrauterine, intravesical,
sﬂwtxbah8§i@n-a!012@9' H§ghtv‘%91'a@ﬁl @DIE:?QAST&IHO g«yf& %e uence,
sublingual , intranasal, or transdernmal de |vefy devi ce
or system 68. A nmethod for producing an isol ated
YWTBTH%pl 9 anti body according to any of clainms 41-47,
conprising providing a host cell or transgenic ani nmal
SEYr IDr HOsem clipkantigirt ghant cktd redpabhelidfsequence
expressing in recoverabl e anbunts said anti body. 69.
ooMsdder23pl 9 anti body produced by the nethod according
to claim68. 70. Any invention described
]yerein.s QUENCE_LI STI NG <110> Centocor, Inc. <120>
SENP- 2193 AN PBOdiRE Y CHAPBST I 6iRs b RSt %nd Uses
<130> CEN5103PCT <140> To Be Assignhed <141> 2006-0S- 30
Atgi &0 o8 B952 83t gediFTtat XA bt 06 cBOaadbgftgtbtagedbFG2agtgaacct

t%%%@éﬁ%%k§§d@§5§édﬂ%g§té%aﬁé%ﬂ%%a;gigéé4%?&&%%56%%%%@%%36%&ﬁ%é%égﬁt
< > eu er a
oo 2aP Ry S ek e tg ooyl el et st
IARP G RPREVER PG L& G R oSar A S SRR I AR B P PR R IRRILG Hacat
ctcaagagatgattccaaaagtagtgtctacctgecaaatgaacaacttaagagetgaagacactgcca
tttattactgtaccaggggggggggttacgacgtaggagectggtttgettactggggecaagggact
ctggtecactgtctctgea

SEQ ID NO:23 - C1275 Heavy Chain Aminc Acid Sequence

MYLGLNCVFIVFLLKGVQSEVNLEESGGGLVQPGRSMKLSCVASGFTFSNYWMTWVRQSPEKGLEWVA
EIRLKSNNYATHYAESVKGRFTISRDDSKSSVYLOMNNLRAEDTATYYCTRGGGYDVEGAWFAYWGQGT
LVTVSA

SEQ ID NO:24 -~ Cl275 Heavy Chain CDR1 Amino Acid Seguence
GEFTFSNYWMT

SEQ ID NO:25 - (C1275 Heavy Chain CDR2 Amino Acid Sequence
ETRLKSNNYATHYAESVKG

SEQ ID NO:26 - Cl275 Heavy Chain CDR3 Amino Acid Sequence
GGGYDVGAWFAY

SEQ ID NO:27 - C1275 Light Chain Nucleotide Sequence

-124 -



20 25 30 Cys An Gn Leu Ser Gn Lys Leu Cys Thr Leu

Ala Trp Ser Ala His 35 40 45 Pro Leu Val Ay H s Mt
was@7loeswsArg Gu Au Ay Asp Qu Gu Thr 50 55r60UFIM06/026174

Asn Asp Val Pro Hs lie AmsCys Gy Asp Ay Cys Asp

Pro Gn 65 70 75 80 Gy Leu Arg Asp Asn Ser G n Phe

Cys Leu Gn Arglie Hs Gn Gy 85 90 95 Leu lie Phe

g%%fggkgg aééﬂét gﬂétgéé%9§€£C%§%QCé%g%tgig%géggcégcxgégggcattgt

9@‘—?Fc’l_céaat‘r%t§°7b§‘°§t§%‘}tgﬁéiﬁ"fi%tcta?%%fafé%aﬁfcgﬁcfj‘%?tﬁ‘ét‘t?cé%?g“a
9Ghrraagdt i t & R LRy caber tChyt Yagt g ta cTrgraghap CRRpIARgccacce
ad36: 402 dAr &t cht @ aBEgraTek t diRdgPRIccPydraget t aghgdda@tgggtce
t%%%c?sﬁc%c;gé%*t%i%éﬁcck?gg%%éa%?%?g%%t@s%%ﬂzt%%cagc
23T BB A A GIVAT TP P RIS RIS IRF AR APE Thr Leu

Ser Pro 180 185 <210> 2 <211> 450 <212> DNA <213> Hono
SEQPIBMZRFD> Z1aT gdgichdt fhate dosigac &ctét Iemsacg
aacttcgggc tcagattgat tttccttgtc 60 cttactttaa
ﬁ@ﬁﬁﬁﬁﬁﬁﬁw@b@ﬁ@ﬁﬁi@sﬁi?&%thﬁQﬂgTﬁﬁﬁzﬁéﬂﬁﬁg%ﬁgérﬁi@ﬂﬁ@QPP

AR AT DAL Sae L 9AR RS 6] B DERTE L e

gact ccggag aagaggct gg agt gggtcgc aaccatt agt 240
SESt GOt Yt 2P ct A8 chimhdt fhecatiRlaggngabgy Feayanteeac
cat ctccaga 300 gacaat gcca agaacaccct gtacctgcaa
rab8Rasagtd. thgaagt ct ga ggacacagcc 360 atgttttact
gt acaagaga taaccatgct tacgacaggg gccctttctt tgactactgg

s%ég 8986 PAPIC 415581 £hGRend % ChsE R A30ASAd Ragtesed 1

ASSNVES

SEQ ID NO:31 - C1275 Light Chain CDR3 Aminoc Acid Sequence
QQSRKVPST

SEQ ID NO:32 - C1249 Heavy Chain Nucleotide Sequence

Atggtgttggggctgaagtgggttttetttgttgttttittatecaaggtgtgecattgtgaggtgecaact
tgttgagtctggtggaggattggtgecagectaaaggatcattgaaactectecatgtgeegectetggtt
tcaacttcaatacctatgeccatgecactgggtetgecaggetccaggaaagggtttggaatggattggt
cgcataagaagtaaaagtcataattatgcaacagactatgecgatccagtgaaagacagattcaccecat
ctccagagatgattcacaaggcttgctcectatectgectaatgaacaacctgaaaactgaggacacageeca

tgtattactgtatgagggagggaatctatggtagttttgettactggggecaagggactectggtecact
gtctctgeca

SEQ ID NO:33 - (1249 Heavy Chain Amino Acid Sequence

MVLGLKWVFFVVFYQGVHCEVQLVESGGGLVQPKGSLKLSCAASGFNFNTYAMHWVCQAPGKGLEWIG
RIRSKSHNYATDYADPVKDRFTISRDDSQGLLYLLMNNLKTEDTAMYYCMREGIYGSFAYWGQGTLVT
VSA




<212> PRT <213> Hono sapi ens <400> 3 Met Ser Ser Gu
Hs Arg Pro Leu Thr Met Asn Phe Gy Leu Arg Leu 1 5 10
waowzioesoPhe Leu Val Leu Thr Leu Lys Gy Val G PpCOys2006M6174
Val Asn Leu 20 25 30 Val Ga¢ Ser Gy Gy Gy Leu Val
Lys Pro Gy Gy Ser Leu Lys Leu 35 40 45 Ser Cys Al a
Ala Ser Ay Phe Thr Phe Ser Ser Tyr Thr Met Ser Trp 50
. NAALGAG T T " _ |
BT S B e T ot P Bh B M fstaee
Tyr Tyr Pro Asp Ser Val Lys Gy Arg Phe 85 90 95 Thr
CFYRVTSRYH Arg Asp Asn Ala Lys Asn Thr Leu Tyr Leu Gn
Met Ser 100 105 110 Ser Leu Lys Ser Qu Asp Thr Ala
SERt IPhe :Bypr -Ogs2dhrHeArvy AspirASIDRR] Bmi26) AAG Heguéhee
Tyr Asp Arg Gy Pro Phe Phe Asp Tyr Trp Ay Gn Ay
R pkelmbkasedd0 Thr Leu Thr Val Ser Ser 145 150 <210>
4 <211> 10 <212> PRT <213> Honp sapi ens <400> 4 Gy
Phe_Thr Phe Ser Ser Tyr Thr, Met Ser 1 5 10 <210> 5
SEQ 178 Nor 385 1 pCLpART HesYH- iR (ORpi SRSRATOS SPRFCRTS
Ser Ser Ay @y Thr Tyr Thr Tyr Tyr Pro Asp Ser Val
EQY¥SSFAY

SEQ ID NO:37 - C1249 Light Chain Nucleotide Sequence

Atggagacagacacactcctgttatgggtactgectgetctgggttecaggttecactggtgacattgt
gctgacacagtctcetgettecttagetgtatetcectggggcagagggecaccatetcatgecagggeca
gcaaaagtgtcagttcatctgectatagttttttceccactggtaccaacagaageccaggacageccacee
aaactcctcatctatcttgecatccaacctacaatctggggtecctgecaggttecagtggeagtgggte
tgggacagacttcaccctecaacateccatcecectgtggaggeggaggatgetgeaacctattactgteaac
acagtggggagcttccattcacgtteggcteggggacaaagttggaaataaaa

SEQ ID NO:38 - (Cl249 Light Chain Amino Acid Sequence

METDTLLLWVLLLWVPGSTGDIVLTQSPASLAVSLGORATISCRASKSVSSSAYSFFHWYQQOKPGQPPKL
LIYLASNLQSGVPARFSGSGSGTDFTLNIHPVEAEDAATYYCQHESGELPFTFGSGTKLEIK

SEQ ID NO:39 - Cl1249 Light Chain CDR1l Amino Acid Sequence
CRASKSVSSSAYSFFH

SEQ ID NO:40 - C1249 Light Chain Amino Acid Sequence
LASNLQS

SEQ ID NO:41 - C1249 Light Chain Amino Acid Sequence

CQHSGELPFT



15 10 15 Ay <210> 6 <211> 13 <212> PRT <213> Hono

sapi ens <400> 6 Asp Asn His Ala Tyr Asp Arg Gy Pro
wo&b@7Bb®sAsp Tyr 1 5 10 <210> 7 <211> 399 <212pCDNS2006/026174

<213> Hono sapi ens <400> 712t ggatt cac aggcccaggt

tcttttgtta ctgctgctat gggtttctgg tacctgtggg 60

gacattgtga tgtcacagtc cccatcctcc ctagttgtgt cagttggaga

t it gagct gca agtccagtca gaacctcttt
Wl?‘%?%%gggtﬁg@fg daagaa ccacttggcc 180 tggtaccagc
agaaaccagg gcagtctcct acactgctga tttactggac gtccactagg
240 gaat crggggolziost Jat-egrt? tadddgdy . agiggdncegid
g9acagatdds,Ca¢hEL GAF Gl #LCAGRGOLY L g%%g%&%ggthereof

agacctggca gtttattact gtcagcaata ttata

cct cRigdE|t EcHYeF Y g Greaecaatft tipsgadaat caad 03999248 8
<21lend/ZF 923223 PRI <2b3rpHosmy sapi ens <400> 8 Met Asp
Ser Gn Ala Gn Val Leu Leu Leu Leu Leu Leu Trp Val
Ser 1 5 10Q,15.Gy .Th s p.Lie Val Met .Ser_Gn
g T e R L T IR RS e I e &Y
Lys afiibfey MbndSero GpsabhySLh-SHpiSeprrGhnfvaomeds dleddof

Leu Bhehvl, Akgs SRR ShNotYeed S kbsiLleu Ala Trp
Tyr Gn @n 50 55 60 Lys Pro Gy G n Ser Pro Thr Leu

Leu lie T}g Trp Thr Ser Thr Arg , . ,
3. he iSolated antibody JSf claim 1, wherein said

antibody is selected from the group consisting of

chimeric, humanized, engineered, and human.

4. An isolated IL-23pl9 antibody, comprising at least
one light chain variable region, said light chain
variable region comprising at least one member from the

group consisting of:

a complementarity determining region light
chain 1 (CDRL1) amino acid sequence gelected
from the group consisting of SEQ ID NOS:9, 19,
29, and 39;

a CDRL2 amino acid sequence selected from the
group consisting of SEQ ID NOS:10, 20, 30, and
40; and

a CDRL3 amino acid sequence selected from the
group consisting of SEQ ID NOS:11, 21, 31, and
41.

5. An isolated IL-23pl9 antibody, comprising at least

one heavy chain variable region, said heavy chain



65 70 75 80 Gu Ser Ay Val Pro Asp Arg Phe Thr Gy

Ser Gy Ser Ay Thr Asp 85 90 95 Phe Thr Leu Thr lie
w®eo07hn0s3/al Lys Ala G u Asp Leu Ala Val Tyr 1POT/18806/026174

110 Tyr Cys G n G n Tyr Tyt28Ser Tyr Pro Pro Thr Phe

Gy Gy Ay Thr 115 120 125 Lys Leu Gu lie Lys 130

<210> 9 <211> 17 <212> PRT<213> Hono sapi ens <400> 9

Lys . .0 Asn Ty e

P i I el el G s e
<213:919v0 CeAPt EiF9<qBO0> 10 Trp Thr Ser Thr Arg Gu

Ser 1 5 <210> 11 <211> 9 <212> PRT <213> Honb sapi ens

<400> 11 G n @ BodyleddHtaPety TgEt I nRhg FoFich hesdF0>
12 <211> 450 E%%%E { %Cﬁ%%%§>agggg)§¥yg %28uéﬁ%92e&%cted
from the group congisting of SEQ ID NOS:4, 14,

24, and 34;

a CDRH2 amino acid sequence selected from the
group consigting of SEQ ID NOS:5, 15, 25, and
35; and

a CDRH3 amino acid sequence selected from the
group consisting of SEQ ID NOS:6, 16, 26, and
36.

6. An isolated IL-23pl9 antibody, comprising the
light chain variable region of claim 4 and the heavy

chain variable region of claim 5.

7. The isolated IL-23pl9 antibody of claim 6, further
comprising at least one human framework region adjacent

to the at least one complementarity determining region.

8. An isolated IL-23pl9 antibody, comprising at least
one light chain variable region, said light chain

variable region comprising:

a complementarity determining region light
chain 1 (CDRL1l) amino acid sequence selected
from the group consisting of SEQ ID NOS:9, 19,
29, and 39;

a CDRL2 amino acid sequence selected from the
group consisting of SEQ ID NOS:10, 20, 30, and
40; and



at gagcagt g aacacagacc cctcaccatg aacttcgggc tcagattgat

tttccttgtc 60 ctgactttaa aaggtgtcca gtgtgacgtg
wWE2arheRYsyg agt ct ggggg aggcttagtg 120 aagcct ggRgr/US2006/026174

ggtccctgaa actctcctgt gcagtwtctg gattcacttt cagtagctat

180 accatgtctt gggttcgcca gactccggag aagaggct gg

agt gggt cgc aaccattagt 240 agtggtggta cttacaccta

ctat ccagac agtg%s&&? %QQ%E&Q§a§%&kEC§§ﬂ§H%QPfrom the

gacaat gcca agaata atc caa gagcagtc tgaagtctga
ggacacagcc 36@ravptqqrtsa181tlgga@%ﬁ®@t&@%cﬂaltlgcztl 31, and
tacgacaggg gcggtttctt tgactcctgg 420 ggccaaggcg
ccactctcac agtctcctca 450 <210> 13 <211> 150 <212> PRT
<213> Hono ns <400> 13 Met Ser _Ser Ju.H s

Pro-Leu Th%\nl\/gio ASHPhE @RWLé‘Bt%\]Padl&efof‘P%libn%atH18a3t
Phe leeie Yahviethalhr vhedalh s r@oyolal sddd HepsyAsipaial

al rGIy Gy Ay Leu Val Lys
Pro %ﬁea%léglgslér%\{ CE%EJL U35 40 45Ser Cys Ala Ala
Ser Gly Phe Thr Phe Ser Ser Tyr Thr Met Ser Trp 50 55
60 Val Arg G B TRFPRRentRy ity sdgfeymiadng reIrP VervAl a

Thr H e Ser 6%n40n7H &@mﬁ@l; gilynﬁaxelﬁhee énéré']rse-i)él':ted
Tyr Pro Asp Ser Val Phe 85_90 95 Thr H e

Ser Arg Asp ASROR %hﬁtﬂr%@ncem 19EReTeF PEY W OBt
Ser 100 105 12@,Sendlx=us Lys Ser GQu Asp Thr Ala H e
Phe Tyr Cys Thr Arg Asp Asn 115 120 125 His Ala Tyr

Asp Arg Gy Prochhe nésa P! s IRrELY s A Oy bR en
130 158 145 Ty CPoRz ARG RoRE sdliellY L By £ e
<211> 10 <212S*PRY con51st1ng of SEQ ID NOS:5, 15, 25, and

35; and

a CDRH3 amino acid sequence selected from the
group consisting of SEQ ID NOS:6, 16, 26, and
36.

10. An isolated IL-23pl9 antibody, comprising the
light chain variable region of claim 8 and the heavy

chain variable region of claim 9.

11. An isolated IL-23pl9% antibody, comprising a light
chain variable amino acid sequence selected from the

group consisting of SEQ ID NOS:8, 18, 28, and 38.

12. An isolated IL-23pl9 antibody, comprising a heavy
chain variable amino acid seguence selected from the

group consisting of SEQ ID NOS:3, 13, 23, and 33.

13. An isolated IL-23pl9 antibody, comprising the
light chain variable region of claim 11 and the heavy

chain variable region of claim 12.



<213> Hono sapiens <4 00> 14 Ay Phe Thr Phe Ser Ser

Tyr Thr Met Ser 1 5 10 <210> 15 <211> 16 <212> PRT
wWe2d3moddeso sapi ens <4 00> 15 H e Ser Ser Ay BRPUIING/026174

Tyr Thr Tyr Tyr Pro Asp Set3oval Lys Ay 1 5 10 15

<210> 16 <211> 13 <212> PRT <213> Honp sapi ens <400>

16 Asp Asn His Ala Tyr Asp Arg Gy Pro Phe Phe Asp Ser

i4%%10 <2%9? }Zo gééfa%ggbo%% é&é%ﬁf%ﬁ%ﬁmga?|fﬁs

> 17 atggattcac aggccca at gtta ctgctgctat
gggt fhergynt skt grgdpe J@a@&ﬁ?@‘f% frgimc B gEECUP
t ccatc%%%tﬁgagﬁt Ghihe £t tRGAEA-&RAABR §ehFd2d, and
at gagct gca agtccagtca gaacctcttt tataggaata atcaaaagaa

ct acttT§gttEi%0 t ggt accagc agaaaccagg gcagt ct cct
acactgctga tttactggac gtccactagg 240 gagtct gggg
t ct®t gat cquctibodeagdlagBgyatatig bgdac agatdirnisdagt et thge
3ooatc%@tg;ﬁc~9£§1§k91%aggl% 9?%%%9&9& QLtL {;t 8Clicast 903

gtcagcaata ttatagctat cctc t tcggtggagg
cacc&é@@t:gtga@ata@aaafsg@e Setifls 181 2516931@11998@61

<213>% dRmens aptRips oAt Ry Met sASPrSaios@eN £ 2 £9,Nang
Val L3eBu Met Leu Leu Leu Leu Trp Val Ser

16. An isolated IL-23pl9 antibody, comprising a heavy
chailn variable amino acid sequence having at least 90%
identity to any of the amino acid sequences selected
from the group consisting of SEQ ID NOS:3, 13, 23, and
33.

17. An isolated IL-23pl9 antibody, comprising the
light chain variable region of claim 15 and the heavy

chain variable region of claim 16.

18. An antibody that competitively binds to IL-23pl9
with the isolated IL-23pl9 antibody according to any of

claims 1-17.

19. An IL-23pl9 antibody according to any of claims 1-
18, wherein said antibody binds IL-23pl9 with at least
one affinity selected from at least 10°° M, at least 107*°
M, at least 10" M, and at least 10™* M, at least 107
M, at least 10" M, and at least 10™*® M, as determined

by surface plasmon resonance or the Kinexa method.

20. The antibody of claim 19 wherein said antibody
binds IL-23pl9 with an affinity between about 3.38 X 10~
** M and about 4.3 X 10" M, as determined by surface

plasmon resonance.



1510 15 Gy Thr Cys Gy Asp lie Val Met Ser Gn Ser

Pro Ser Ser Leu Ala 20 25 30 Val Ser Val Ay Gu Lys
wado7hbsosivet Ser Cys Lys Ser Ser A n Asn 35 40pdBUEBN6/026174

Phe Tyr Arg Asn Asn G n Ly$31Asn Tyr Leu Ala Trp Tyr

Gn Gn 50 55 60 Lys Pro Gy Gn Ser Pro Thr Leu Leu

lie Tyr Trp Thr Ser Thr Arg 65 70 75 80 GQu Ser

Vaé ]g.gr gh%ﬁgzw‘mﬁtlgaéé%congn?eﬁo gu’% yﬁr cfgﬁgssgl—

Leu A7a Vaershyr spad 3p5ihody *ﬁylosax%tﬂ@lﬁyc;nﬁdw%tewnat

Ser yhsProndrLcilbciher Ay 16h¥t Gye Tr-231p0 1@ pkadde .
Lys Leu Gu lie Lys 130 <210> 19 <211> 17 <212> PRT

sa ns <400> 19 Lys. Se n Leu
Ty s ABRTe auriese AR Fopettle PR RResS 4
<210283(Dat<<2d1Ii-—823p222an19mbd§/2hacom saphenso&kA0GE n201 -

Tyr Tep Thr Ser Thr Arg Gu Ser 1 5 <210> 21 <211> 9
<2125 PRT

23. An isolated nucleid acid molecule comprising at

least one of:

a light chain nucleotide sequence selected from

the group consisting of SEQ ID NOS:7, 17, 27, and 37; and

a heavy chain nucleotide sequence selected from

the group congisting of SEQ ID NOS:2, 12, 22, and 32.

24. An isolated nucleic acid vector comprising the
isolated nucleic acid molecule according to claims 22 or

23.

25. A prokaryotic or eukaryotic host cell comprising
the isolated nucleic acid molecule according to claims

22 or 23.

26. The host cell according to claim 25, wherein said
host cell is at least one selected from COS-1, COS-7,
HEK293, BHK21, CHO, BSC-1, Hep G2, 653, SP2/0, 293,
Hela, myeloma, or lymphoma cells, or any derivative,

immortalized or transformed cell thereof.

27. A method for producing at least one IL-23pl9
antibody, comprising translating the nucleic acid
molecule according to claims 22 or 23 under conditions

in vitro, in vivo or in situ, such that the IL-23pl9



<213> Honp sapi ens<400> 21 G n GAn Tyr Tyr Ser Tyr Pro

Pro Thr 1 5 <210> 22 <211> 426 <212> DNA <213> Hono
wGeap7en®s3x400> 22 atgtacttgg gactgaactg tgtattBer/as2006/026174

gtttttctct taaaaggtgt ccagéit gaa 60 gtgaaccttg

aggagt ct gg aggaggcttg gtgcaacctg gaagatccat gaaactctcc

120 tgtgttgcct ctggattcac tttcagtaac tactggatga

cct g%%:?ﬂﬁ?dgciasgte g%ggsé@QIQ%gﬂggg&gfe tot::géglzgvg%{)able

t gct gaaat gattgaaaf ctaataatta tgcaacacat

t at g@ggagts ct gt gaaagg gaggttcacc atctcaagag atgattccaa
aagtagtgtc 300 tacctgcaaa tgaacaactt aagagctgaa

gagact gcca tbhpdsatlid AREA0HTGY a260890081d a6glated IL-
acgt agc _ctggtttget tact gcc aagggact ct_ggtcactgtc
120, Copddamnity geeontin 19 Say S0 TS i 20 85 ks
sapi dresc46> REarMeteldyicdldly @byepeablasraCyseNair Phe
lie ﬁhugﬁg Leu Leu Lys Gy 1 5 10 15 Val Gn Ser Qu
Val nLet"Qu Au Ser Ay Gy Ay Leu vVal Gn 20 25
30 Pro Gy Arg Ser Met Lys Leu Ser Cys Val Ala Ser Gy
Ph&° Thr PHe C3BPA® YBTSEE CASALIY L oTEH3MBt 28 EUFEReVal
ﬁlr g @oﬁlp?;@éi% Chtf'l@a,it’soxg }bdz%@u%g &b ;ﬁﬂy@bidt:%rd@ Mkcted
aGulie s, Ser n n _Tyr Thr_ Hi s 65
70" 7688 WIeHErRls SV EYEOH T ARy TPRe RS ET
Ser AmgaAsp-BsircBered88r@y, 35 chydiSensS8rrVALVIIysydtem
Gn %#Q éagtﬂ:ﬂa%u né‘f:goﬁag asygtgmA%@NET)h rdr%gj(,) 3% d R omic
nervous system (ANS) drug, a respiratory tract drug, a
gastrointestinal (GI) tract drug, a hormonal drug, a
drug for fluid or electrolyte balance, a hematologic
drug, an antineoplastic, an immunomodulation drug, an

opthalmic, otic or nasal drug, a topical drug, a

nutritional drug, a cytokine, and a cytcokine antagonist.

30. An anti-idiotype antibody or fragment that
specifically binds at least one IL-23pl9 antibody

according to any of claims 1-17.

31. A method for diagnosing or treating an IL-23
related condition in a cell, tissue, organ or animal,

comprising

contacting or administering a composition comprising
an effective amount of at least one antibody
according to any of claims 1-17, with, or to, said

cell, tissue, organ or animal.

32. The method according to claim 31, wherein the IL-
23 related condition is selected from the group

consisting of psoriasis, psoriatic arthritis, Crohn’s



Ala lie Tyr Tyr Cys Thr Arg Gy Gy Ay Tyr Asp Val

Gy Ala Trp 115 120 125 Phe Ala Tyr Trp Gy Gn Ay
wdabeo7loesesd/al Thr Val Ser Ala 130 135 140 <210>pCHusidd/io26174

10 <212> PRT <213> Hono sapidens <400> 24 Ay Phe Thr

Phe Ser Asn Tyr Trp Met Thr 1 5 10<210> 25 <211> 19

<212> PRT <213> Horm sapi ens <4 0 O > 25 Glu lie Arg

gego%e%g% Lys %ﬁjoél <2§f -Z[K}gquIE d§§r13>

Hono Cé‘apllléﬁélxép@@ia%d(}}jﬁ@oylee y Tyr Asp Val Gy Ala
Trp Phe Ala Tyr 1 5 10 <210> 27 <211> 393 <212> DNA
<2313> Honrreapkensd Hdrd2dg atd)GAt @ag2 ACREAi@Ckaid

gct at ctgctct g ttcca ctccac
gacatet%gi%fjgli’%%&og‘élﬁt L { e O 8P LT ?%dﬁé@%?gé?‘&t%fgﬁé‘&g
gagageddec iPdswad,cbeghgcar gagoedgt ga aaat gttgaa
tattatggca caggtttaat tcagtggtac 180 caacagaaac
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ggggtccctg ccaggtttag t gcag gt ggg tcfg%gaca

actt getERAcH @@ati a@pinistering 1s

selected from parenteral, subcutaneous, intramuscular,

least one mode

intravenous, intraarticular, intrabronchial,
intraabdominal, intracapsular, intracartilaginous,
intracavitary, intracelial, intracerebellar,
intracerebroventricular, intracolic, intracervical,
intragastric, intrahepatic, intramyocardial,
intraosteal, intrapelvic, intrapericardiac,
intraperitoneal, intrapleural, intraprostatic,
intrapulmonary, intrarectal, intrarenal, intraretinal,
intraspinal, intrasynovial, intrathoracic, intrauterine,
intravesical, intralesional, bolus, vaginal, rectal,

buccal, sublingual, intranasal, and transdermal.

35. The method according to claim 32, further
comprising administering, prior, concurrently or after
gaid contacting or administering, at least one
composgition comprising an effective amount of at least
one compound or polypeptide selected from a detectable
label or reporter, an anti-infective drug, a
cardiovascular (CV) system drug, a central nervous
system (CNS) drug, an autonomic nervous sgystem (ANS)
drug, a respiratory tract drug, a gastrointestinal (GI)
tract drug, a hormonal drug, a drug for fluid or
electrolyte balance, a hematologic drug, an

antineoplastic, an immunomodulation drug, an ophthalmic,



cctgtggagg aggatsatat tgcaatgtat ttctgtcagc aaagtaggaa
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75380 Gy VakdPeal Aldrife) EheSeing ¥n Ser- G oSant Gbody
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intracartilaginous, intracavitary, intracelial,
intracerebellar, intracerebroventricular, intracolic,
intracervical, intragastric, intrahepatic,
intramyocardial, intraosteal, intrapelvic,
intrapericardiac, intraperitoneal, intrapleural,
intraprostatic, intrapulmonary, intrarectal, intrarenal,
intraretinal, intraspinal, intrasynovial, intrathoracic,
intrauterine, intravesical, intralesional, bolus,

vaginal, rectal, buccal, sublingual, intranasal, and

transdermal.

37. An article of manufacture for human
pharmaceutical or diagnostic use, comprising packaging
material and a container comprising a solution or a
lyophilized form of an IL-23pl9 antibody according to

any of claims 1-17.

38. The article of manufacture of claim 37, wherein
said container is a component of a parenteral,
subcutaneous, intramuscular, intravenous, intrarticular,
intrabronchial, intraabdominal, intracapsular,
intracartilaginous, intracavitary, intracelial,
intracerebellar, intracerebroventricular, intracolic,
intracervical, intragastric, intrahepatic,
intramyocardial, intraosteal, intrapelvic,

intrapericardiac, intraperitoneal, intrapleural,
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<211> 9 <212> PRT <213> Hono sapiens <400> 31 G n dn
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40. An IL-23pl9 antibody produced by the method

according to claim 39.

41. An isolated IL-23pl9 antibody, comprising a light
chain variable amino acid sequence encoded by the
nucleotide sequence selected from the group consisting

of SEQ ID NOS:7, 17, 27, and 37.

42 . An isolated IL-23pl9 antibody, comprising a heavy
chain variable amino acid sequence encoded by the
nucleotide sequence selected from the group consisting

of SEQ ID NOS:2, 12, 22, and 32.

43. An isolated IL-23pl9 antibody, comprising a light
chain variable region encoded by the polynucleotide of
claim 41 and a heavy chain variable region encoded by

the nucleotide sequence of claim 42.

44. The igolated antibody of any one of claims 41-43,
wherein said antibody ig selected from the group
consisting of chimeric, humanized, CDR-grafted, and

engineered.

45, An isolated IL-23pl9 antibody, comprising a light

chain variable region encoding sequence having at least
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7Qg211> 15'2’)1(3 <22°’f%§ pi 88@9¥18m9 & aeavy
chain variable region encodlng sequence having at least
90% identity to any of the nucleotide sequences selected
from the group consisting of SEQ ID NOS:2, 12, 22, and
32.

47. An isolated IL-23pl9 antibody, comprising the
light chain variable region encoding sequence of claim
45 and the heavy chain variable region encoding sequence

of claim 46.

48. An antibody that competitively binds to IL-23pl9
with the isolated IL-23pl9 antibody according to any of
claims 41-47.

49. An IL-23pl9 antibody according to any of claims
41-48, wherein said antibody binds IL-23pl9 with at
least one affinity selected from at least 10° M, at
least 107*° M, at least 10" M, and at least 107 M, at
least 10™** M, at least 10" M, and at least 10°*° M, as
determined by surface plasmon resonance or the Kinexa

method.

50. The antibody of claim 49 wherein said antibody
binds IL-23pl9 with an affinity between about 3.38 X 10~
¥ M and about 4.3 X 10 M, as determined by surface

plasmon resonance.

51. An IL-23pl9 antibody according to any of claims
41-47, wherein said antibody substantially modulates at

least one activity of at least one IL-23 polypeptide.



<400> 37 atggagacag acacactcct gttatgggta ctgctgctct
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€gg0gacarsa giiggaaata aaa 393 <210> 38 <211> 131 <212>

PRT <213> Honp sapi ens <400> 38 Met G u Thr Asp Thr

Leu_Leu Leu Trp.Val Leu Leu Leu Xrp Val Pro 1 10, 15
Bacer THP ePPIACH! FAGI6EF TEA TIRPCOr nCSE BigTAr ae

Ser LiswlAkad 21 2%i30a¥hd bdreceéa &t yofdimgArg Alaimlise .H

e Ser Cys Arg Ala Ser Lys Ser 35 40 45 Val Ser Ser Ser
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Tyr Leu Ala Ser Asn
Leu Ghﬁ% séial%taedwlu?ée% azgﬂyi VvelePrbe ACORfgnPher Sdpim
Ay Ser. Ay Ser Ay Thr Asp Phe Thr 85 90 95 Leu Asn H
e Hs Pro Val Gu Ala Gu Asp Ala Ala Thr Tyr Tyr Cys
100_105 1 G u Leu.Pro e Thr Phe
G 39/58er ]‘3@%‘?8 y%efi &Cf&?édi% EET e 'TrEei3otatd
<210hB8 <ll>igl Gt<2t2st RRE <2l8cténbramgoens, <4503,
39 pEr293, BHK21, CHO, BSC-1, Hep G2, 653, SP2/0, 293,

HelLa, myeloma, or lymphoma cells, or any derivative,

immortalized or transformed cell thereof.

56. A method for producing at least one IL-23pl9
antibody, comprisging translating the nucleic acid
molecule according to claim 52 under conditions in
vitro, in vivo or in situ, such that the IL-23pl9
antibody is expressed in detectable or recoverable .

amounts.

57. A composition comprising at least one isolated IL-
23pl9 antibody according to any of claims 41-47 and at
least one pharmaceutically acceptable carrier or

diluent.

58. A composition according to claim 57, further
comprising at least one compound or polypeptide selected
from a detectable label or reporter, a TNF antagonist,
an anti-infective drug, a cardiovascular (CV) system
drug, a central nervous system (CNS) drug, an autonomic
nervous system (ANS) drug, a respiratory tract drug, a

gastrointestinal (GI) tract drug, a hormonal drug, a
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drug for f£luid or electrolyte balance, a hematologic
drug, an antineoplastic, an immunomodulation drug, an
opthalmic, otic or nasal drug, a topical drug, a

nutritional drug, a cytokine, and a cytokine antagonist.

59. An anti-idiotype antibody or fragment that
specifically binds at least one IL-23pl9 antibody

according to any of claims 41-47.

60. A method for diagnosing or treating an IL-23
related condition in a cell, tissue, organ or animal,

comprising

contacting or administering a composition comprising
an effective amount of at least one antibody
according to any of claims 41-47, with, or to, said

cell, tissue, organ or animal.

61. The method according to claim 60, wherein the IL-
23 related condition is selected from the group
consisting of psoriasis, psoriatic arthritis, Crohn’s
disease, multiple sclerosis, optic neuritis, and

clinically isolated syndrome.

62. The method according to claim 61, wherein said
effective amount is about 0.001-50 mg/kilogram of said

cells, tissue, organ or animal.

63. The method according to claim 61, wherein said
contacting or said administering is by at least one mode
gselected from parenteral, subcutaneous, intramuscular,
intravenous, intraarticular, intrabronchial,
intraabdominal, intracapsular, intracartilaginous,
intracavitary, intracelial, intracerebellar,
intracerebroventricular, intracolic, intracervical,

intragastric, intrahepatic, intramyocardial,
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intraosteal, intrapelvic, intrapericardiac,
intraperitoneal, intrapleural, intraprostatic,
intrapulmonary, intrarectal, intrarenal, intraretinal,
intraspinal, intrasynovial, intrathoracic, intrauterine,
intravesical, intralesional, bolus, vaginal, rectal,

buccal, sublingual, intranasal, and transdermal.

The method according to claim 61, further
comprising administering, prior, concurrently or after
said contacting or administering, at least one
composition comprising an effective amount of at least
one compound or polypeptide selected from a detectable
label or réporter, an anti-infective drug, a
cardiovascular (CV) system drug, a central nervous
gystem (CNS) drug, an autonomic nervous system (ANS)
drug, a respiratory tract drug, a gastrointestinal (GI)
tract drug, a hormonal drug, a drug for fluid or
electrolyte balance, a hematologic drug, an
antineoplastic, an immunomodulation drug, an ophthalmic,
otic or mnasal drug, a topical drug, a nutritional drug,

a cytokine, and a cytokine antagonist.

A medical device, comprising an IL-23pl9 antibody
according to any of claimg 41-47, wherein said device is
suitable for contacting or administerting said IL-23pl9
antibody by at least one mode selected from parenteral,
subcutaneous, intramuscular, intravenous, intrarticular,
intrabronchial, intraabdominal, intracapsular,
intracartilaginous, intracavitary, intracelial,
intracerebellar, intracerebroventricular, intracolic,
intracervical, intragastric, intrahepatic,
intramyocardial, intraocsteal, intrapelvic,
intrapericardiac, intraperitoneal, intrapleural,
intraprostatic, intrapulmonary, intrarectal, intrarenal,

intraretinal, intraspinal, intrasynovial, intrathoracic,
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intrauterine, intravesical, intralesional, bolus,
vaginal, rectal, buccal, sublingual, intranasal, and

transdermal.

66. An article of manufacture for human
pharmaceutical or diagnostic use, comprising packaging
material and a contaiper comprising a solution or a
lyophilized form of an IL-23pl9 antibody according to
any of claims 41-47.

67. The article of manufacture of claim 66, wherein
said container is a component of a parenteral,
subcutaneocus, intramuscular, intravenous, intrarticular,
intrabronchial, intraabdominal, intracapsular,
intracartilaginous, intracavitary, intracelial,
intracerebellar, intracerebroventricular, intracolic,
intracervical, intragastric, intrahepatic,
intramyocardial, intraosteal, intrapelvic,
intrapericardiac, intraperitoneal, intrapleural,
intraprostatic, intrapulmonary, intrarectal, intrarenal,
intraretinal, intraspinal, intrasynovial, intrathoracic,
intrauterine, intravesical, intralesional, bolus,
vaginal, rectal, buccal, sublingual, intranasal, or

transdermal delivery device or system.

68. A method for producing an isolated IL-23pl9
antibody according to any of claims 41-47, comprising
providing a host cell or transgenic animal or transgenic
plant or plant cell capable of expressing in recoverable

amounts said antibody.

69. An IL-23pl9 antibody produced by the method

according to claim 68.

70. Any invention described herein.



