WO 2011/ 002968PCT/ US2010/ 040724 Pol ypepti des and Met hod of Treatnent FlIELD

OF THE | NVENTI ON This invention relates to nethods for
i nhi bi ti /yoagormwewaase, in particular 5 ADAMIS5, therebycrasaciongy7ehe br eak
down of aggrecan in cartilage. BACKGROUND OF THE | NVENTI ON Cartil age

is an avascul ar tissue popul ated by specialjz cells termed chondrocytes,
whi ch respond to diverse E@bﬂﬁﬁpeﬁﬁ‘ eHFWEHgﬂWEH?e@&inUIi. Cartilage is
10present in the linings of joints, interstitial connective tissues, and
basenent nenbranes, and is conposed of an extracellular matrix conprised of
sever al nghﬁhycﬁpﬁgqumngﬁﬁ¢uding type Il collagen, proteoglycans,

fi bronect T and ranrnr. In normal cartilage, extracellular matrix
synt hesi s i s offhseétvehtiorextat@aee hctods foraihibiknglegradatse.an partieslat ti ng i n
normal _matrjx turnover. pendi ng t he _signal (s) received, 15the ensuing
r esponde Mggéﬂ?ﬂsbw i i%e b(qagﬁamgf PRETPRIR 11 S@rWAgduct i on and/ or
repair) or catabolic (leading to matrix degradation, cellular apoptosis,

| oss of function, and pain). In response to injurious conpression and/or

exposur e GKGR: THEJN; .g. inflammtory cytoki nes)
chondrocytes decrease matri x .producti on and i ncreas duct,ion of nultiple
L Py Selaat sl

matri x degr adi i avaseulgdfiseuc popyfat SIfE 9%l zymes i ncl ude

aggr ecanagigsndtPNTRRkh 3o iRtd di¥erf® bl ARAPHRAGE S Stimulih €apfbidvikt i es
of these enzynesS result in the degradation of the cartilage matrix.

Aggr etanagesert ADRVITB)Es of oisenintatsittiabepniicethv eNiveess, dulgraseractd gegrelyanes, an
aggregatin r ot eogl ycan esent in.articular cartilage. |ln osteparthritic
(O arti 4 BeopEprseiafsl Rirpstileg plhRlcdnfiigH af Sortdl BPGix Penedelfuea i n t e
super fi ci alchzoietypd IledllbyenObroddtEyadha €®rdnctin aiclamidbhof cartil age erosion
in noderate to severe OA Aggrecan cat abolism as nedi ated by

aggr ecanase ocHuReMai cartilags ertraekibar weadrix pydkiesisis QEeet by rtragqlivten MRORMT S4

(shown i n,4Ej 5 . ; . i: i as SEQ
D N 43) P B e SRR ek R A DRI i IS 23 ang
A374 pf odtheicnguih ecspecse pndydpeitARGEMbbli ¢ GEQidgoMtrid prodBiOtideX arekei repair)
degradation of extracellular matrix.is inplicated.in th at hogepesi s of
many di seQ5&4abolg @‘@fﬁag {9 BARTX dogEadatiom @e@@mpoemsgnﬁ S gl ftl%%ﬂ%%%i c
pain, postoper g f'egﬁoﬁﬁ'tcpinjlfr{b%k' @%ﬁe@si@ﬁ B/t édxfblos&_é tERRRMMatdrl SncdS R S

injuries, erosive arthritis, ankylosing spondylosis, neural gia,

neur opat hies inffdrgasioay cyiekiues)ichpndrgqytésstchwesd matringuoddége ped aicicass

cartil age degenerati stroke, incontinenc infla ory disorders,

"1t abt ePBONETorSh e Bl TR SRR e S Sa e s B AR e hesl 5.t unor
i nvasp@n B iRl RSdeSrectRsBE@ DAMEY s bh PatrANEcth Mo O1FRd s CRIMIRY) S TAE

di abetes. 5Thus, there is a need for conpounds capable of inhibiting

aggr ecanagdivalegsiofithape grgymcaresultap shedegrasdten ehthe SR MabEX THESICRVERT ON
The prese [ ti.on proyvides.isalgte | ypept.id c r.isin | east
one 20 val Remt R R G PPl G B B AR T TR B g e Rl
ADAMI'SS.  piesént i articdiatlctiRge.sh @t@drtpoliy (08) atitildesargagodidg of he

pol ypepti des of the present inventjon. ) Al so, provided are

phar maceuPioseagleampiauiing s aweini tBe ppcricizlegas ngraly ot wpd pdirerat & arete
presesy igr&gﬁhg@eoth@ﬁﬁg &aﬁhﬁs@&9¥b9@d herein for treating a patient
suffering from disease of the cartilage with a pharmaceutical conposition
of the present Aigpwemi tagbol SRl dshn ddiBERb PO afhse ItdEuDRAMW tdEEconserved sites

in aggrecan. Human ADAMTS4 (shown in Figure 5 as SEQ ID NO:44) and ADAMTSS

(shown in Figure 4 as SEQ ID NO:43) have been shown to cleave aggrecan between
amino acids E373 and A374 producing the neoepitope ARGSVIL (SEQ ID NO:1).

30 Excessive degradation of extracellular matrix is implicated in the pathogenesis of
many diseases and conditions, including pain, chronic pain, neuropathic pain, postoperative

pain, rheumatoid arthritis, osteoarthritis, sports injuries, erosive arthritis, ankylosing
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Figure 1. In vitro Inhibition of ARGSVIL (SEQ ID NO 1) Neoepitope
Ceneration by 20 ADAMISS mAbs. Figure 2: In vitro Concentration Dependent

I nhi bi ti oWoab11ARsY|I L (SEQ I D NO 1) Neoepitope Gener at ipom/usgo1dB4072E11
Murine mAb 25 Figure 3: Mean Total Joint Score for Mce Treated with

Sel ect ed ADA SS.Anti aodi es versus Control In vivo Fi/ ure 4: Am no Acid
sequence H° %ﬁ?ﬁ*@?eﬁ@ﬁé&}% AgSS LY eIV I UEY d@fﬁ)’é W"rﬂ?g%’?@ﬂmgequence
of Human e@aixg@ae@&g@psme%xomﬁbw RflfinnBidRIdngrdefs, fheplRWeRE] zed ant |
ADAMTS5 anti bodi es to réconbi nant anti gen. 2011/002968PCT/U82010/040724
Figure 7: Sﬁdmengemdomltﬁé divaasnibesdnbangio gaDANT 85nemnidrorhi and meastesconbi nant
antigen. gure Blan? of gh%.hunfai%%d anti ADAMISS anti bodies to
reconblnaﬁ? Sﬂﬂgﬁ% lon gﬁ?gm = e 8/ of® the humani zed anti ADAMIS5

anti bodies to r conbi nant ant.i gen. ure rcent | nhibition of ADAMIS5
acti v.f| 10 Fi EE.%» Ehefq 1S apee é%comm% St‘iaBﬁb spf A%Mr%a%%?qawwc ¥hyure 12:
Binding ogmgggnggguééggnﬁﬁtl ADAMTS5 anti bodi es to reconbi nant antigen.
Figure 13: Structure nodeling predlcts Ag/ Ab interaction sites. 15 DETAI LED
DESCRI PTI ON OF THE | NVENTI ON " Pol ynucl eoti de" generally refers to any

polyrib%&Sbéﬁﬁgggﬁgﬁggi%Qgggiﬂgﬁéiibonucleotide, whi ch may be unnodified
RNA or : Polynucleotides i ncl ude, w thout
limtation singheprea@ifl islRubbepol RS tRthtddNdlyfIAdES @mrind dileatidR of
singl e- and double stranded re i ons, single- and doubl e-stranded RNA, and
RNA t Hat  varigblodaman gapadlawefi tan ing andfoutsiuaaizing hamean AR MASS. hybri d

nol ecul es conpr, nor e
typically, 25dé1 Iggwggglgq%ﬂ 36W$u?€?%hgguiﬁﬁltﬁes&nﬁagﬁg%ﬁémgtranded
regions. presaddiventon. ' polynucleotlde refers to triple-stranded regions
conprising RNA or DNA or bot h RNA and DNA. The term pol ynucl eoti de al so

i ncl udes DNAs &YSORRYIded 4t aphiTHACccHHEal SPMPBFIEHORPNNBENLH dest Qfivd DNAS or
RNAs with stability or for other reasons. "Modified"
bases incpﬁggéggbﬁﬁé b%%?ﬁf%ﬁgyTated bases and unusual bases such 30 as
inosin% A varhﬁﬂmxbhﬁmmdvﬁmthRmnbrhaﬁn@ﬁqmmﬁmdmﬂknngﬁwmamﬂsﬁNApfﬁhus,

polynucleot de races che cal | mat i cal.l net abolically
nodi fi ed F8f 68?&5UWVHH@F@8 &8§maéﬁ? {%’Pﬁ§mﬁdﬁ%ﬁmpﬂ nature, as well as
the chem cal fornms of DNA and WO 2011/002968PCT/U82010/040724 RNA

characteristic of V|ruses and ceIIs "Pol ynucl eoti de" al so enbraces
relatlveln d * oWy ef erred to as ol i gonucl eoti des.

poypent e [ %Eﬁnﬁv%w? f??%@@%ﬁﬁﬁ?) FRp BPoapt T tnas, "

i.e.,zmeppﬁﬂgwﬁsSQQUQfes "Pol ypepti de" refers to both short chains,
commonly referred to as pepti des,

Figure 2: [n vitro Concentration Dependent Inhibition of ARGSVIL (SEQ ID NO:1)
Neoepitope Generation by 7B4.1E11 Murine mAb

25  Figure 3: Mean Total Joint Score for Mice Treated with Selected ADAMTSS Antibodies

versus Control In vivo

Figure 4: Amino Acid sequence of human ADAMTSS (SEQ ID NO:43).

30  Figure 5: Amino Acid sequence of Human ADAMTS4 (SEQ ID NO:44).

Figure 6: Binding of the humanized anti ADAMTSS antibodies to recombinant antigen .
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ol i gopeptides or oligonmers, and to |onger chains, generally referred to as
proteins. Polypeptides may contain am no acids other than the 20

gene- encodedoamopwsaci ds. " Pol ypepti des" include am no &CTaISs@qoerTe€s

nodi fied either by natural processes, such as posttransl ational processing,
or by chem cal nodification techniques that are well 10 known in the art.
Such nodifications are well described in basic texts and in nore detailed
nonogr aphg; gudS7 V‘Biﬂdn?gsof'tﬁe RuMH il BRUSDIRTES &hithlilcs ’f@%ek!éﬁbm'é/ﬁ@alnfnggﬁt I ons
can occur anymhere ima polypeptide, including the peptide backbone, the
am no acid side- chalns and the am no or carboxyl termni. It wll be

DDt 2 O R RGNS O FBAOR REGPF el Bl 3

gi ven polypeptlde may contain nmany types of nDdlflcatlons Polypeptldes may
be branched as a result of ubiquitination, and they may be cyclic, with or
wi t hout bFiEh? nBindayecofithe hlﬂirl@mé@de@tlathAME%ﬁé@Oégﬁé ko tecpmbipgeipntiges. nmay
result from posttranslation natural processes or may be made by synthetic
met hods. Mbodifications include acetylation, acylation, ADP-ribosylation,
am dat i onFiguey B):ePdrcet liattibiaioh o8 AD AV TR avtivity. coval ent attachment of a heme
noi ety, coval ent attachnment of a nucl eotide or nucleotide derivative,

coval ent attachnment of a Iipid or lipid derivative, covalent attachnent of
phosp tlgxﬁﬂ@pflﬁgkmu§ﬁ ohb? T§¥%Eﬁ%ﬁ$i0”1 di sul fide bond formation
denet hyl at1on, formation o coval ent cross-Iinks, formation of cysteine,
formation of pyroglutamate, fornylation, gamma-carboxyl ation,

gl ycosyl at.i on, 5an or fo ti.o 0 lon, nat i on,

et oyt | Bl Byt bttt AN g e Ryt dBkb g hlien
phosphoryl ati on, prenylation, racem zation, selenoylation, sulfation,
transfer-RNA nedi ated addition of am no acids to proteins such as

ar gi nyl at Figure BhdStawitepaintadebing predicSesg/Afbonterassibaniees, PROTEI NS - STRUCTURE
AND ECULAR PROPERTIES, 2nd Ed., T. E. Creighton, W H. Freenman and
Company, New York, 301993 and Wl d, F., Posttranslational Protein

Modi fications: Perspectives and Prospects, pgs. 1-12 in POSTTRANSLATI ONAL
COVALENT MODI FI CATI ON OF PROTEINS, B. C. Johnson, Ed., Academ c Press, New

York, 1983; Seifter, et al., "Analysis for protein nodifications and
nonpr ot ei P& S ! s ( 182: 626- 646 and WO

2011/ 002985ECH-H2 S InyERFIBN 02 525~ Synt hesi s:

Posttransl ati Othlyﬁihﬂhoftllde’agd:lﬁﬁﬁlly&BﬂrsA(glamg polyArbﬁnIN:YeoQ(da@r Sci (1992)

663: 48- 62. as the termis_used herein, is a polynucleotide

or po?Q/peB?lWé%W]il?a’tmfél‘?Gf“Idér%mFPW&er@ﬁ&defwél%?m@ém@éﬁ% 1% pept i de
respect i Vehya %13(@11%!&,&13@5”%&?&6 'w'i}! orPEARG N S5l %nmaehﬁl@'strxﬁdéd@NAof a

pol ynucl eot i de ers i n nucledti e sequence ftom anot reference
polynucleﬁbﬂﬁﬁmt@hangeﬂebﬁﬁmgb wmt&ﬂmmademﬂemu%nnm ﬁmgthaMMEmbhnt may or

may not alte |d se nce of ti de .encoded 1 he
et er enco s AS EapH AT it Padiitile ofnase St Hestinged Freimon st
substi t ut hf%ﬁb%ule@@gﬂnbhﬁﬁ? DNje hea R@mmai 3} 80%ingRGHhYRCH MORStybRRalifne

pol ypepti de encoded he reference sequence, 10as di scussed bel ow. A
typi cad vdewhderstrafded Op@ Inyipleps ¢ ioenglé-fand doubla- streded Tagipas. slaqdéiion, from

The. sequentug GrorE FPERURRE wERDRLFerohy b TRERGES pERR A DFRaZF, ™

simlar owed BNA. amih teirh pBBRAMCIESH D, 1nb1d@éstlDNA|s or RN doabiniaf dné embence
pol ypeptide may differ |n am no acid sequence by one or nore substitutions,

addi t i onsmogdficdthagpssind PRty ocBNBisveith Liekbones saadiaed forstabilisr or fasetheed ani no
acid resi du ?x{gﬂy‘ difiey b'a?ets ih8 c?é“‘?oree@(&%gf‘e‘,’trﬂﬁlateﬁ%a%%%hhﬁu&%ﬂﬁases”su"c riant
of a pol ynucleotide or tide may be a hatura occurring such as an
al | el 3&¢ vag inasihe. ervmewr’@fyndlﬁﬁ@atmag h@rﬁeeh hreatd e ks DINGY aﬂdﬂmm tlmspccur
naturally, Non-natyrally occyrring variants of polynucl eoti

pol ypept i dRlyRHE{eobEe nembragss Ghamighineizymaicatlyios metaboficy) 1’&93@8@ WhtHesi s.
20 | soI at ?6‘1 niBaARIe@hd ﬁgﬁglly RYinkihe nfiapd a@&zef@?tbe 58 dal ﬁ)rﬂﬁ@%FD@jA sipt e,
e., t “occurs I n ture, it has béen c ange or renoved fromits
orlglnal envi ronnent, or both. For exanple, a polynucleotide or a
pol ypeptide naturally present in a living organismis not "isolated," but
t he sane pol ynucl eotide or polyp eptide separated fromthe coexisting
materials of its natural state is "isolated,” including, but not limted
to, when such pol ynucl eoti de or polypeptide is 25introduced back into a
cell.



An "isolated" or "substantially pure" nucleic acid or polynucleotide (e.qg.,
an RNA, DNA or a m xed polyner) is one which is substantially separated
from ot hewocellluk®s conponents that naturally acconpanyPChaASR@E0I0NE24

pol ynucl eotide in its natural host ceII e.g., ribosones, polynerases and

genom c s ences W th ich it i ur al | §o iated. 30 The ter

enbr aces Eeriplic @ W%P%a@ plyauglioride S PO REDTISERFFIFE; ST  om
its natur@&@yu&&ﬁgkgnﬂgnea¥hé@ﬂngnq@0ﬁ&ﬂah§b§ot associated with all or a
portion of a po ynucl eotide in which the "isolated pol ynucl eotide" is found
in nature, (3) Pcslymp@ndaf iofab yo ¢nyrpcedd¢or1afotmi wmmmgivdaeor\m@r@hmmm S not

| i nked t0|

2011/ 002983P0F ol resiorber b TR AT BondRRE Mogi o nTlidsbands. 16 Polf  anti al 1y

pure” sl SQ;o@t@ﬁs bePdl§ tide” FeBdrS EERRR shdtt Hﬁﬁ@rfbdnﬁﬁhahly%fe@ﬂe@ A& gk désol at es,
chem cal |l y synthesi zed pol ynucl eoti de anal ogs, gygynucleot e analogs

that are bliginspiidesiarpliggmeiseridAedonspr plhains ém«g@we o dQres Pty er |

spol ynucl E80 a0 n il SEFRR R ot AU PebRBle A EBARAL S Bl o 11

native envPslopupeidts” ikcludé Mainancy), seamerea@lmgeuﬁaueltmtctiyaiamralq:irdc@asquamhe in
the genone of an organismis deened "isolateq" herein_if a heterol ogous
sequence P%P%F%é@tla%ﬁla&cﬁﬁm%&a of R chereisglenediscation) teshriaer thasgueice, such
that jfe Fﬁ(cmlr?ﬁlst'hgQrt0§uemh1%dﬁﬁg9%%rlﬁ)y§feﬂldggc?fbgd ﬁﬂ?églcstﬁﬂggﬂ&ﬁl h§real tered,
for exanple, 1ncreased, decreased or el mnated i s context, 10a

het er ol ogdetsilsbqoerraphissasavdbgliarnce lirhabus =seunth htatatural Il\@odafﬁiqaaoemant o the

endogenous nucleic acid sequence, whet her or. not et er ol ogous sequence
I e e A R R S R R
t her eof ) @Ealﬁxﬁﬂ%@h‘&n{o%r chHB%zl' tB8nihl oAl 8k hhseaRted RS theGahle t?ﬁe ¢ ogeny

thereof). By way of exanple, a pronoter sequence can be substituted (e.g.
by honpl ogwdiicatiemmay natprqsnl)t ifi thre sahe qnaztarym qlﬁgmmtae$evelfal sitqgeme givent he

15gen of, a host ,cel such, t hat an al-ter, ressi on
partern: S SR AlSur e S HObeRRe ML erRE # N o Bk BRIt Bh e at e 1rom
at | east poRPeidet hayPeBuaRAEGBad NRbulSE WidditiMatidn@ixkd thby rn%yfb@(é gicvwagi d is

al so consi dered |sorated if it contains any nodifications that do not

nat ur al | yobwttheutibsanchimge §rvcbe porhedanliereeched gr el palyrepgderoney rospl

i nst ance, lated” if it
cont ai ne. Sa ESERARERNPHE, AP PIoRABEGHBRC: bd PO SR etk g

artifici aMogdifietigns inbldbue@ylaiiod, acyetidr, mDP-AhosylamaﬁrﬁdiaﬁumIcevaiela;c| d" al so
i ncl udes a n clelc cid integrated |ntg E host .cel |l chronpsone at a

het er &} ogdias heeneot4Fiyim CALFR ERAgmeRt e BRE OISy < oBHEN Rt a0 B e .

Vo eover . nifleotld Ok A Al Clch i AL L SVal G B R B PO AL B i defie e, O her
cellular material, or substantially 25free o I um en "produced
by r econbteoaint aHaaﬁhmequﬁsphosphmdphm@[tb] atdsy-lifikiae, ccyfchzehmm malhlﬁpic bont sors or

other che caI en. c enlc | he5|zed her ei n

| anmre st T o - i Ao Bl i ik oo B GV GG8 ng an

i nflammat &rrﬁlafas@seﬁ;smglmela&@ rf@f'n&yﬂzitid’iﬁ”@ﬁhﬂn@&aﬂ%@ﬁaﬁbﬁ% L @kSod, GHThe process
of reaction of vascularized living tissue to injury i s process includes
but i35 nogndor fqmltaeqn thydionyléas.dddibhioud mqtlt)&mthnnweatgebtloawmaapn
perneablllt(%é §3 kocyt i 9 F se eqkoc§ es r crU|ted into

i nf | anmat BI%eY éCRrP%er%%m%aRPOP%*}Oé%%éorbé’{eé‘é( lé?Hz%eéElZ%h%l AT Pr“ee radi cal s
(i.e. inf btﬁfﬁﬁ%hotﬁrahsféﬁdlm(hﬁeiﬁated ARliti i & FUMITRG OFiYs fo%ﬁ@@ﬁﬁ%utlﬁasﬁ@@ﬁ?laﬁo@f
nedlatlng consi derabl e tissue dana%) Iﬁgioles of i nfl anma

PRQTE

2011/ 002985PaRAUERGI (%0728 INFHarS WIRUGEURd éN%MQI:/Eﬁ:@bth 0

prostagl a ) e

cytoklnesﬁﬁuc 1gggt%£§%frnegrg§?gﬁ% Qﬁgr Fg%nhg$ﬁ%a0hﬂL%f ieuﬁln 1
(1'L-130 am@o3 mideWbel ki, Pobttrahdlattynal Piotdin Mcﬁkﬁdﬁoﬁi‘d@):rspﬁatvah hﬁxmets@acms es,
and heat shock grotelns 5As used herein ' includes proteins

el cased Piont bain ESFBTRANSLEONAT S ALFRT M@FW%TI@&QF PRYEENHe
extracell gl & RhLdnX EQf, A%Q&&ﬁ&%@sscﬁ%'&%t& l@fSSPéé?ft&OQz‘ Mcaﬂﬁalypi@%&”g' ng to

several distinct protedglycan f lies. These include, bu e not limted
to, perl eplanmelami)dnflitetltn;ysaelneioftoap13)tele)cefatptlomo ;Mét}bﬁn@gzgrle(dai%)alnﬁd o62érgioead, and
the small |eucine-rich famly of proteaglycans, including decorin, biglycan
and fibronodulin.



10The extracellular matrix al so consists of hybrid collagen fibers

conprised of three collagen isotypes, nanely type I, type I X and type Xl
col | agenswoabarg298t h accessory proteins such as cartil age/uskéigesoeeri c
matrix protein (COW), link protein, and fibronectin. Cartilage al so

cont ai ns hyal uronj n_whi.ch fqrns noncoval sociation wih t
hyal ect i Rt A PF%ﬁP%é(ng‘ﬁ%lé'i %Sft%alabw?%q?ﬁ%gpnmfwngum«{}ﬁ&s the
15chondr ogyteswhi &) egnaksbs of proteoglycans, type VI collagen and

col | agen receptor proteins, such as anchorin. ~ As used herein "matrix
degr adi ng enzyitgstiantéfsths tarm ie pggdniescinib @ polynotleatide @xohaeptidathardiffatsr i x

teins. .Cartil | J. ul trjx t ' | at ed ;b tri
etal| opy BPaubiecteRme et e iSRSy, AR afEmS SeRGnms that
requi re 2QRpkiéat AGpical vkl oftapotatic RIS E diffeld A GRcIR¥ i dcARghdrét FHontrat 1i X

proteins. Three classes of enzynmes are believed to regulate the turnover of
ext racel | antherpeeferpnceobmeicigetidn dnangescil thagereptids sequsataiel the vamant mayt

limted t - e ikl e i ti | | agen
fivers. sorBHrgathe AR Sl e el AIE ISR Phu ) ISR eer ace
pr ot eogl ypalgnadiebtidg p&NukcKotdd tlagges maytksgle irbdminasiesr! substithtishsngdditdiois, not
limted to, MW-2 25 and MW-9) whjch degrade denatured col |l agen. The
matri x defelsiengiusiony ard gresagorniathapelspensidgsagoded bxvhgefarencs apquenegye
degr agat i | i u : . : i ADAMTS,
bocauis ¢ oy s LR A p R R P, SRl hakiasad EahLRS 2

t hr onbos p o anothet,irtferanct pelypegideu Ctoncelly ADAMESdes(aagimécdpathat the has been

reported to be el evated in j Oi Nt s d along with ADAMIS- 30 .

(260r coansesaye RETE Thamos RWHORcad BEpRESEORY FlroHY AN e EBL AP ARt | o
cartil agemaﬁ?%‘g@oI%Di%i)éﬂi?&dl.aRR%ﬁﬁntta‘ﬂdl?@fefe%é@gég?%tﬁefnihr BIY 8GaMnsg9s adat i on
W thout MWP participation. WO 2011/002968 ' SZQlOPb40724‘ As used
herei n, " sagaes byome ar erhre bultgtitiaigys.@dditians dalctipnd inyany epwbmation.aAdecr ease in
any and/or .al.] of the activities associated with at |east e naturally
ocour 1 ng ugiedloriE R kvl RE - SERC RP F raas el P b RSP A Bl

For exanpt@ic’ reduednngl a pblyheasdtidede popdfitle mat bo/d hatufbl ecsurtifg sudiegr ease
in any and/or all of the 5 activities associated with naturally occurring
ADAMTS5. By aki@ie vafiartx i ey beadipeippighaoantdgons ta ogerrmaturdbt iNet-y can be

measur ed 1 0 ' fio.at.J t ' e of

b1 i ng-t D UEIVA SRR Yo o B RS BIS RN ARRGEE SRR 1,1 n e
same subj eaitagehésiy tettmiduee oabipditeatsyahegds) of the pol ypepti de capabl e of

bi nding to ADANTSS or in conparison to a second subject who is adm nistered
pl acebd. Teclasdumednsigrier nby the darietigan From ERRUBhEABAMIGEOGHE Thdes t he
reducti on,gfycak nh&A%h e{hge@sr H%H{oee@f?@% oﬁgﬁlhl\’énwomﬁb tf‘c%%fﬁ. Yoy bfandile,| €ast
one ADAMISS activity inclFudes a conplete abrogation of at |east on

ADAMTS5. Apslynmidiaitidd eda polypéptide hatsratlg presértt iimom livieg argaednce dotd isolatdd, Out at

| east one enzyne activity. That i.s, ADAMIS5 have. nore than..one activit
wheh Do TR RR e ar el herti e T cOpugiing Telipna i ans 4
15r educedgtate is "isolfd, URAINR! Bithot BihA&PRERhESRLOR bty RELIMHUR of S hdpREEIs

degradation"” include, but are not limted to cancér, pain, chronic pain,
neur opat hindrogaded bagomtaopeallat i ve pain, osteoarthritis, sports injuries,
erosive arthritis, rheymatoid arthritis sori.atic arthriti L

ot o oven Tt R el st PSRt BeP bl T g §Rona,

neur opat hDB® o 8fsdddol ZRAG isvehei vikjitl i&subﬁ@rhﬁlﬂms?arﬂ@&l fregegRaRALIaoN,

infl ammatory di seases, cartil age degeneration, diseases affecting the

| arynx, t Feeprgntsghginasysicaasampanynihe noléya redymiclagtide i ity nagerabhass celt endons,
j oi nt capsul 0 i i j .

ot copony 55 oo R RE RS Ao QUGRLRRL Bl liith FRARRRER b einied. o
rel at 8@l t @h¢ @irmtenttesdes daluteit. acdbéspolprdidoddethat ('1g hasbstnrembyat fr@n'itsor
"co-adm ni stering" as used herein refers to admnistration of two or nore
conpounds "#8rallxOCeYHRE SRYIFERReNt. Ea) s ARt #vatirta Motk for S KI¥LNFbunds may be
si mul tan_e?ﬂ_ n@lededR Anchithe " RATR b FRuéCotkie” ié"foﬁlﬁﬁﬂlﬁaﬁ@re?ggs WidveRr 11
may be wi n several hours or day f one another. For ex le, a firrst
conpound hekedde ageiymickbededhwhdes weelkikedwhin mtae seddndocs awpoumdin s
co-adm ni stered daily. 30As used hereins"attenuate" or "attenuating" refers
to a normalization (i.e., either an increase or decrease) of the anmount of
matri x degradi ng enzyne, inflammtory mediator, or matrix protein produced
and/or released by a cell, follow ng exposure to a catabolic stimulus. For
exanple, follow ng exposure to IL-1 chondrocyte production of matrix 8




WO 2011/ 002968PCT/ US2010/ 040724 proteins, such as proteoglycans, are
reduced, while production of matrix degradi ng enzynes (e.g. MWP-13,
ADAMIS4) wioadorigmedsBve oxygen species (e.g. NO are increasas20idoseauat i on
refers to the normalization of these diverse responses to | evels observed
in the absence of a cat(gbol,ic St] rrulug. 5A,,"Flomai anti.body" or "dAb" may
be consi dBfEE (1K tshgsolated” oSy ity pUEy” 815a SARPHUSSHHR EHT 8 Wpabl e of
bi ndi ng 1 R:caMmbHAhi G&onch IFVAGLRa¥@ ch@RlcEIH YRR iR poRBuA LHHEBMaRBE IR0y
vari abl e domain, but also includes single antibody variable domains from
ot her spepdlysudemticagalppsithat ar¢ barogsallyplyethesigedbsbétombgoinsyaOnd0/ 29004) ,
nurse shark ang Canelj.d VHH, dAbs. Caneli.d VHH are i nmunogl obulin single
Vartabr e domat HOTORGH ysUT Be B pan et ibie Sl BTPUREE 88 et vt ng
camel ,5 | | peBnudédrie 3o d@§c@ﬂﬂ§@&jﬁés\/its_eﬁwéeﬂﬁl@ﬁ@&ﬁy b IR Ay agHiveavy chain
anti bodi es naturally devoid of |ight chains. Such VHH donmai ns may be
humani zedcadarginh ot Bistnenh dacadegsans HeEsc asid beqasnes inghg graogetof aand such
domai ns a Si £ " I: ' ' ) - er.el

el udes pRBRAT UFRAGL S RETRIM ARLORULS R GV PAEFLRIE M dfhs o1 o1«
to an ant egREeliuRGiubEidqucid @iquencal dush ltieat daripres§ibo bf gxagiogenovkinudbld, V1)
that specifically binds an_antigen or epitope independently of a different
vari abl e pEgPeichse igaHeticn. forrpample.inorgied olesrogpsdnrsnpnasedei this sopfs sl

herei pyre i L es, J r J
constmctg?&%ﬁ%ﬁgog%%%%g‘?eﬁga °5 ténggﬁﬁf llfsr%%? gﬁﬂ{agl,y%@grcié}g?f gle%aga%rnrg}lsns and
domai n antudadiaed,seqduncé verother apad the bétetvl apdumnsequonans ésdlf gelogenous The
antigen bin%%&g.d naig@of an antibod¥ conprises two segarate regi.ons: a
heavy chalW&RENEAIN BisaMmA hetigr!l QR arogeny MFTeoDHi HOFHONS M RASHEITON § L.

whi ch can i r } Watel i } i rmed by
Si X po|ypgg$?ﬁ%%P§§S¥5r|%§ﬁ9?f%%fb?ﬁ%@ﬂ%?%@%@g%QEﬁﬁgﬁﬁﬁﬁ%ﬁﬁgﬁﬁ‘?ﬁ?ge from
vL domai nsybistitut¢dXegndyli®molofmn atopgibsnatipbn} foe thet mative prossotennf asgsneéntbes of

anti bodi es _has shaown, that five of the six anti,gen bi.ndi | oops (H1, H2,
B PR S o B SRS Prr B TR 48

canoni cal wahlduwb&snlcCidldied trBshst @Sk sdphRBod FomMlcastBofle of tHORqudieds
Chothia et al. (1989) Nature, 342: 877). The nmin-chain conformations are
det er ni nethapyatpiaflyflak ftengt h of the antigen binding loop, and (ii)
particul ar resi . Or s of. nes| ; ' : ot in the
ot gon bi ndi ng. Tl MRS bR APl e o SR P C SRRk s

| engt hs anet deayrallesicdu esthbasrrespabdiagd nudecicacidie apreackinet Fohiastamdenahai n
conformations of HlL, H2, Li, L2 and L3 encoded by the majority of hunman
anti btltly TRYOZENOLSFOIDESPLFI LS FRBY Berod Do lateql Hribemtqiehyt Rrgtied, dgletiop 1992) J.
Mot . Bi ol 7 : I et . ]4[%933.) A D VT ans
et al. (185%%%1.& nl\}tz)l%%mél};g .dtugegg%ﬁ%l%g%’.e'% t houna%,\{ltﬁlggéVJ eﬁ%logt'eéno%%?dstedryuch nmor e
di ver se i nudleic msidthlse epliedes @ nutleivgtchd mnggrated inod alhest Calliehromokdree atse of D

segnent s it also for a li.mted nunber of nmin-chain conformations for
shgrt |02)Bet%rql%%‘?b‘ﬁ & 'aclPPCﬁf‘éi)%“r}E CB‘P#’PH%WF%GH{;?W%?P&S% PESEHC R of

parti cul arissiael QueRic RId"URBE s@staneigil{ ??@9 8g(§t51&eal\é/t1)1?fa§ bfatPras oi5 Quiishib@ep and

the anti body framework (Martin et al. Biol., 263: 800; Shirai

et al 25 (1696pf AERE mediugy wherg@oduced by recomBhan éeshhiquesaot substingsllctepr i si ng

conpl enent ar aiirs of vH and vL regions are known in the art. These
b spect 11 8 dfeh et selicy Misns e R p A GRS B0 10 emen vH L
pair binding tasasad Rgbia "aﬂtahgﬂmo@rm&mtbﬁpmclw&tam@sfrgaﬁﬁéal@ebieioﬂvol ve

hybrid hybridomas (MIlstein & Cuello AC, Nature 305:537-40), m nibodies (Hu
et al., (romeyinganbdlanpedorypramss.- Boptern infignypeininegeneray refgsrto gie al . |

ecombi naheeshel e EE0) il Rt AP RS, TR pmocesohe, 615, 3 O

367-33®) , lihiitsd kvinceaged boefldbw eihci@hsed vad Qo )peivdabilltpmanddtukodtic
151301-1312), ."knabs in hol es" stab%JSj zed antibodies (Carter et al., (1997)
Prot ei n Sgrudagon.7Becapagleukqqytes geqruitedsiataiglamanriqry sepgtiekecndeleassmgisnées t wo
ant i gen- bnhdi i ashy; ngﬁpd- t j vH and vL
domai ns. bEa h ar?tﬁeligo enﬁg&?ﬁcg?ﬁgg}%ggﬁlg%&%i nd tI%HfS ’tﬁéﬁﬂag{rnéar@fyanti gens or
epi t opes aisperse iscapebleiofejcdwiting cotmeddpabtiel iismye tdemEdCHE xamip ] ¢peot inflarephtoope

medi ated by a vH and its conpl enentary L donain. Each of these

20t echni ques presents its particul ar di sadvantages; for instance in the
case of hybrid hybridomas, inactive vH vL pairs can greatly reduce the
fraction of bispecific IgG Furthernore, nost bispecific approaches rely on
the association of the different vl vL pairs or the association of vH and
vL chains to recreate the two different vH vL binding sites. It is
therefore inpossible to control the ratio of binding sites to each antigen

o ~re_ " a5 - T T o - Y M Y T 1



30There is sone evidence that two different antibody binding specificities

m ght be incorporated into the sane binding site, but these generally

repr esentwowol1a029e8r e specificities that correspond to gCrustaoaki7gsrel at ed
antigens or epitopes or to antibodies WD 2011/002968PCT/ US2010/ 040724 t hat

are broadly cross-reactive. For .exanple rqss-re Lve antibodi es have

been descPIBBIPT ¢ Witm‘e%?%@ fgreaelpdis Graoefaldioriiedience. and
structur eLTﬁuf, hn@smReRrPSFo ML SudhY:RAENEF: RRsIsULKEYalh SOV, hikather ty
et al., WD 92/01047) or  to free hapten and to hapten conjugated to carrier

(Gri ffithd (ARl eandinterivBD GABY); 1iB1cki&SQNB), 8B alloproteinfsgstdndheatchnph e, WO
02/ 02773 %A@bott Laboratori es) describes anti body nol ecul es with "dual
speci fici ?{@n%he anti body nol ecules referred to are anti bodi es rai sed or
sel ected agai nak ket hdrehenAfid genRsn" iftlales fralidsheleiscd PRet EdIBitd YoreP@BS nor e
than a single antigen. Each conplenentary vH vL pair in the antibodies of
WO 02/ 02778rasplbelpr matixpfspridags. Hihggkigcctiplae nfafrey eicaftdage ¢ansists ofor e

struct ur al L4 &l ah 4 AL S0 Sov ot Rt o208y b AQTRINSHLD SHERe. pu are
conpl ementary “pai rs d0 ROt “each possess a s ﬁara e SpeCIFICI y. 'The

ant i bodi egottlhBed@ygerchi mabths hngkeasp ecdriplificdybywizplaeacbnpssas and we
antigens, which are structurally related. Furthernore natural

aut oant i b&8ileleuRRgEIchden Y oS BrtInedy HhatnArEnHOIopFBaielien (rkidrmoguiit ki ns,
Ann. R?V' Thm{%leﬂugr mgt:l'&'ag’&]&ons'rﬁ%?h 84 Ya1ka eff‘hbér@%&ltnpﬁm Nﬁl‘é@l l'y more)

different antigens or epitopes that are not Structurally related. It 15 has
al so beencahagen isohaks, aehebt ypa H, tyhe I ¥ndainype Xl cadégerp etongiwithsacasisoy phage

di splay technol o on a nonacl onal. anti. body .wi jdentify a range of

pepti db s BUaRLULH ahan THEE o peOmerie gei bt QM TRkRrded e sequences
are hi ghl yif k@t Garfilabt bRY céiatﬁﬁg EAZ AT s @&gls IRICE Rl BRcRtiBRE Very

different and have been terned m ndtopes (Lane & Stephen, Current Opinion
i n | munohatyhe 1BdRting, IgRitn] ) spdcialized péreacliilor matrixepurrouhdttha 20 nat ura

o b PAE R tbieh BB o i RRRE B felige 3o B R RN G ¥ EpB a1 ar g

universe.pﬁn&ﬂgw&ﬁﬁﬁagﬁﬁm‘It IS Ies; cl ear hom{to create a bind!ng site
to two given antigens in the same antibody, particularly those which are
not necessari | psasedfeareinamaiiy dagardn crRyBrs| iefahip esmchapleria tloes have been
suggest ed ar n I l.e | al so been
pr oposed ?ﬁgg%%&%% §?§ﬁ¥§wgﬁtﬁgﬁgé(E%ﬁgéagg%g?gg%ggﬁﬁ%gﬁggg]ﬁEQ?Wg gctivity
Eﬁ a nﬁtahmgﬁﬂ?bhﬂqgﬁh?ﬁﬂQNH?P?aﬂhﬂld@gﬁmmcmﬂﬁ?mﬂﬂﬁ?qﬁaﬁtgﬂmég?bﬁﬁﬁﬁée)

rou contacts, w e nmetal jon an conpl enentary vari abl e donmain
( Bar bg% efctiyjation ingeydersp slegradg eqrtilage 3atra%ﬁvla0@;&tr9mroms-Té@@gglassmﬁever in
this caseenthesBigdinge Adeoab@iStumRtr SMenathsidabarit bidishs aakkgen) 1s
proposed_?% re&u?re Eh%P@iﬁ%?ng'of ?ﬁ% %é?%l %%n §8§séc%né a%?iggﬁf. Thus
t he bi ndi pgjlagondshe(indidibg.fait notnignitel @t ®8VIP-d 34 reipogsiblelfot thodbgriadatmangonent

anti gen. Methods have been descri bhed for the creation_ of hjispecific
ot Deni BNl S SR R A6 utRE: W SePERcd Bratie ) A &stiendi ng
contacts fefieddRaRBhd §HB IRIBlISIRAAR ARG (Mﬁ[dd?@, SutQiinicdandviharoa

second antigen’in a seécond i munogl obulin variabl e domai n. However the
vari abl e MB-Mehechrdserasle pnaswied callagenTHbe matdix degrading erryynectranmn

variable domain is selected. agai,nst ,a fjr.st. i.gen, and.a second heavy
chai n var MabRat et IR BE A dafo yE s oBsBR o ne. ar e
l'i nked t ogrtdleproddindsBecARTADBAMTS, becaky e phissfedisihfegriahd body fragment
(Conrath et al., J. Biol. Chem 270, 27589-57594)._Fbmever t he canel heavy
chai n si nglctallgpipiginase dpmaing 3ad althrombependinyagtibindhiestrucade s ABMMASAr al
camel antj ' i ' LS, o - chain
o gl e dorBRreERsbll) Bl WaKFeRBel OBL 0BT B QRGP AoDERYK.
conpl &rent gaggredanaseed ) \hhvpbdahshown to be Stptgsed meamyanadzadonrtividtid @dlilegelomai ns
have al so_been descri bed, derived from natural antibodi.es which are

normal |y A8SWENAYBEF MPEH tP P Kespemdbln oraeetsrmasmadation Vitout M es or from
repertoir gﬁg%ag&gains; see EP-A-0368684). These heavy chain 15vari able
domai ns have been shown to interact specifically with one or nore rel ated
anti gens but have not been conbined with other heavy or |ight chain

vari abl e domains to create a ligand with a specificity for two or nore
different antigens. Furthernore, these single domains have been shown to
have a very short in vivo half-life. Therefore such domains are of limted
t herapeutic value. 20lt has been suggested to nmake bispecific antibody
fragnents by |inking heavy chain variabl e domains of different specificity
toget her (as descri bed above). The di sadvantage with this approach is that
i sol ated anti body variabl e domai ns may have a hydrophobic interface that

o o o,y o v o g,




As used herein, the term"antibody" includes inmunogl obulin nol ecul es
conprising four polypeptide chains, two heavy (H) chains and two |ight (L)
chai ns i nwer2e11/068011/ 002968PCT/ US2010/ 040724 connect e@CivyuSdiookdrede
bonds. Each heavy chain is conprised of a heavy chain variable region
(abbrevi at ed hgéel n, as . a heavy ghain constant regi on. The heavy

chai n const ant é‘é?dofﬂFr?lé‘ ¢B F| ekde C“t%ra&%re&l%ﬂ?é? RIViIeigrs teyapleghcascii|

Each | ghtnchai/at S GRORVRRY a®ochitdd it aQBRk Bné/ﬁ‘dfthl%ml%c&f%ﬂhgn (abbrevi ated
herein as VL) and a |ight chain 5constant region. The |ight chains of

ant i bodi esgdrecamaseogicbisig g nof horedioyADAM Eb# ameAB@édTﬁé Earexbmplssi gned to

on-the am SOUGRF ¢ SetiscRRAN e T STER AR S 8 A e 5] A0 7egi ons

of kappa hétmescab@cmemﬂh hetuga ?%cﬁtﬁn@@ﬂ?}\mm B$ wahef @XRIRS séingl, as
used herein, is intended to include both the variable regions from

kappa- t yp@DAMASS émaimesnmaliartigindcanrhsrmaasitesisfiar adpiaistiation ob#HdeassoneThe | i ght
chai n con S f gi ons
el ude.r B0 B SRARHIL S SARRE L RPNy 83 NIty Y A Mreised
regi ons (ﬁERst)y in ltltetﬁmmabﬁe@rwrttchtlfe@@h@rﬂ&rettiﬁ;@tof@ﬁ@pdwe@ud@aaﬁbkeeﬂ t er ned

f ramewor k reglongﬂ$ Wf Each VH and VL is conpased of three CDRs and four
FRs, arr ahigeinerte SRAMISS-ardr AOMDRIISEB t%als?f@;aw%?%wmsls pemimgered plasaiong

or derl FRA us%q%l‘em Tod e at [ one ATHRR Rﬁreduc ion of 2R deﬂ%g on

t he am no aci d sequence of- the const ant OITB.I n o thelr eavy c al ns,

ant i bodi eer mare dreyas sctgind A ocdicfidremerticasi aeseld AMFREY z&tlartg ifdlwdes eaj or

| f b | of
Chese. nay CHBEGHARLAR Of Hagt AToADURAF beboqfidhig il Yas g oo,
19G3, | 9Ghqub@Am&Rd of 8ACast SRCerYRRANvigN T 1kt GO AT AT S@Qﬁ@;} BRe tnt&ﬁ‘@ than y

correspond to the different clasSes of antibodies are called a,

and u, respeattivitg whichTiyenagntbimad theswirilect sacend aatiyity lof de-sdinvenzyoni al

confi ratl ons, of different classes of immunogl obulins are well known. The
prese Fl ?q on includes antibodies of any of the aforenentioned cl asses
or subcl asses (Aissedéd/RESH “dREIBEads6EBlcd ah aEiEe @Sratadon’ hecrRUB, busal SO

i ntended to enconpass anti bodi es, digestion fragnents, speC|f|ed portions
and vari anetdimistesrncarnain ¢hregicprin Beusppathienaim PosioPE8HYS Pailng porti ons of
anti bodi e tr or

speci fi ed%%%?rlrlg% T8§n§ Hlﬁr?egh&g %g% g%@&g% ﬁ%ﬁlﬁl@fbﬁ%h@]{ﬂ% B%}hg?%}tgﬁ %/bodl es
and fragneging aﬁhﬁtlgqﬁvenﬁaahh@mhﬁkyiom@ glonbglasit, el GhReuFapadii¢soalgtsia,
fragnents include 30 antigen bindin fr,a%rrents that bind {to an ADAMIS5
anti ggh. Bgve é}&%lp}sghaeaﬁ% SHIGCEsISETeAt 8 TampRENTE diseass faitHees o ADAMIS5or a
portion t

di gesti on?é\ér go‘? Qﬁge"c’lgés%%C%t%@%ﬂg?g%]%n§&ﬂ%§bc&?} gnteer ?/H}%g(ggdigh or

pl asm n dhgmd:nt@ ngndoksl j¢iet capsulbyopemsidavedgesit mme;rtqflmatltdml degemhnmdnon and

r eaggr egat . WD 2011/ 002968PCT/ US2010Q/ 040724, Fv .or scFv

nol ecul ar 0%?%%686\’/0‘{ %?{Wr]‘?P&t&B‘s%j"eaﬁ?saéﬂgﬁioém ey SRVORH dLseg rﬂ?tegiﬁ%?%? fesent

i nventi ondeRtiibipdy fragnments are also intended to include, e.g., domain
del eted antibodi es, diabodies, |inear antibodies, single-chain antibody
nmol ec¥d es, andAmubed lsﬁpi@lni ﬁ@-@dlalml$tta@dh or feoradeninfsteoinga At s dgrefir eferent s.
5The term ' no er el r

f
bt i nod P ERar T Re ot She SriuRugh st fRudr AL teEY |

the i ndi vishipbunds tiag0diseBule@BPiy ¢ian @bdud ehcRamél tihd @M. AW his Wksaaitt Hoak) o
i dentical except for possible naturally occurring mutatiqons or m nor

post - t r an¥may kerithip seyeselihors arays W%@O@ﬁés@ﬁexamm@ fisthapmagidodi es
are highl i t e.
T0Furt her 7 BE Sl et oRR HELAELAT. B3R AT e BBLAPl BRI ARRIE Bl
prepas@ti ons whisabked h/q@i:mahﬂtqnuiamc btltbetedueftfngl‘ eeférsa@h inbonkilzatich (ieGteéberagai nst
different determ nants (epitopes), each m)nocl onal antibody is difrected
agai nst all$fsige & %F@feéﬁ%ogi A arepnt REMAIE drgrrdingnenzypgi 1nflammearry sadiates -

| ndi cat es o jgrf d&f dtRE/RPLROHYy 83cIPGHNGARLIAGH bl lig
substanti gl 'y g?mge eous epopuoafbit on o?yan%l omlsg Q%(gk IS r?ot t81

const r uedstasulis Fegxiamiphy f@loedog txmruefto ihd cinbdrioogy pduamyn tp)ﬁinaurmul ar

nmet hod. The nonocl onal anti bodi es of thg present invention are preferably
made by reconbi nant DNA net hods or are obtai ned by screening nethods as
descri bed el sewhere herein.



The term "nonocl onal antibodies,” as used herein, includes "chineric"
anti bodi es (i nmunogl obulins) in which a portion of the heavy and/or |ight
chai n i s woenti/madeswi t h or 20 honol ogous to correspondi RGTASQUEMNEE24 i N
anti bodi es derived froma particul ar species or bel ongi ng to a particul ar

antibody class or subclass, while t i nder aof the chaj is
i dent i cal PIRIIERAS: SPC%%P%@%‘M?%&TEBGP‘{;’@%‘L%W& ok Abwatr e& %m es

deri ved fEﬁ%ﬁé@%E%W@@'@ﬁAﬁ\@T@ﬁl)’anH‘Péb%ﬁVQBX}V%%E)Sp&HeSQ@| LORg) R 0 anot her
anti body class or subclass, as wel’l as fragments such antlbodles SO

| ong as theyeaeedwbtt@nutah@l e teettic boohadgrten oXbasstdivdrsreivmses todevedt  al .
Proc. Natl| USA .81: 6@@7 ? ]ﬁ %1984)). Chi meric anti bodi es of

i nt erest R@F@F 1?H5Vﬁﬁg“ﬁﬁfﬁﬁg? M RHYY bodi es conpri sing variable domain

anti gen- bi ndi ng ‘<REHENGRDoAET bV I b MR R (WA I PicmBae s(n@lvariabled VOr |1 d
Monkey, such as baboon, rhesus or cynonmp| gus nonkey) and human constant

regi on seé@i@hl@e@h(mh i caymbic offunding B9m angigyn. A0THale Variable dameaieAmayibsvent i on

i ncl udes, I I imeric
ooy ona P AP LIRS, ORIREL ANk NLAERASS, SAIRIL ShgaPesll
conpri se athyr gu‘ecieheudheaa\wd@hafoﬂemplabk discMsid an‘Q’IOD(D(BQQIEEg: rmb@cthﬁn&raedn or
mut ants or_variants thereof fused to a heav% chain constant region of a
non- humanC8feld bl 4094/ GapobE BEH us2onmogypolin fingsry28#Rle BeRn The

chi msf(b c hblgpé%ﬁig?’het é@ﬂeﬁ%ﬁ)ﬁbrﬁ%{)é’&é@ 195111&%111 chfngf"glaﬁlg adflﬂe%c\éa& Oﬁz( V)

regions d ein or nmutants or vari ereo use l'i ght
chai n constdagianaeyiwdrichofrodudedreatycteam antibadies lt[anureé]ytdeboniwf lfghtecltaersnsudhu man

anti body, " used herein, incluydes antibodi varJ | e and
constant | VAR gHEEEs MradsShatenget S Rulhn S eGSR bRE Frife Buences
as descri hefdgRY d6aRats a8 clsidetedas bga@&haln%htﬂ%dles(’ﬂ-%%Ju)secﬁﬁ&b'i%r\@ﬁ $n@ides
Proteins of I mmunol ogical Interest, Fifth Edition, U S. Departnent of

Heal t h andaritleWHBedamaes, NI H Publlcatlon No. 91- 3242) The hunman

tib f 0t d d d t db
Puman ber mt | ne MRS b b e e G S PR MTRo R vSHERCa oy

random or déhig- (ﬁ?%&hfhpl‘é WHLBgengs kit kecUidallp baids QY ab@FEtdrepAdiaat i on in
vivo), for exanple in the CDRs and in particul ar CDR3. The human anti body

can have Hﬁbp@a@ﬂﬂbhei@@@ﬁmﬁﬁﬁ“ﬁ#vmaéedﬁﬂbﬂhﬂan anmino acid residue, e.g.,
an activity en human
gernline innungggﬁ%&' <£§ﬂ§%%gpﬁﬁ %w%@n liéﬁgthﬁﬂ%8g§gn?M ention,
t he hunanﬁa@hmh@mmi&&eqmohﬁyanmﬁuﬁ@smWEmt&nnmﬁsmuOMﬂlmmﬂhacedumbhh am no
aci d reS|dues whi h are not part of the hgnan ger.m i ne i nmunogl obul i n
sequerite. d9Maig ARG AARHBANHRIMHSS, Wishiase cas! lewébtrtsilrfgt?en 44H2%b three or up to
two positions ghe,kERhL Fan b Bhapht 4rhed s, used
erer n. s not | e L un S R oA eon
deri ved f heavytcheingeriable demein @ngthea lightnamin \amab]eeionmm (Wuethicscaa beouse,
have been 20 grafted onto human franmework sequences. The phrase

"t ecombi néiffter um@FanhtTh?cﬁl}ygeﬂ biafingeic Healbis faﬁﬁltqdﬂb’cﬁl>é§016’ﬁ@ttldﬁrl‘é0pér @per ed,

expr ossed TS g G EdEo Rt T BRL BEFO oD a6t S B EUd Dt o a host
cel |, yant i bodi g5, sQloahad ARk SCATRLARR b GRIRIAZLARL Rlnal RS AL | body

I|brary anti bo i solate anlna I's transgenic human
i munogl o hmlanﬁggehste&ng dsopa iiHil piazli Iels LAr Epppasekss eXm@d&mﬂtbec ofatmechain

i sol at ed ny ot her neans that involves splicin | obul in
gene seque een%te%%amem%ﬁ% Y% e@éhﬁmawu H%ﬁ%"?ﬁt odi es
have vari ghb@i209; C(‘?@@)Wbttwreeﬁp '8?7)det‘He\t§Qn chamceﬁmaaa{sm 8&ecrmined

i mrunogl obul i n sequences (See Kabat’, E. (1991) Sequences of
Prot ei ns by (i36hellomgthof thglaoagenl lntlemgéttOp, Fmd tlh pEmculaomsumeS or Bgwapf ment  of

or csol 1 FREHET DR CERBP YA M BB oD PAL S RN R TR i e

i mrunogl olwhlyBis SE 061 ch AL aﬁ@k@y Ileaeﬁeﬂwfajeﬁmlediut 1 th&pietick elermatla@ﬁaﬁm S
(or, when an ani nal transgenlc for human hﬁﬂtequences Is used, in 15 WO

2011/ 002968PaMaeRe 0OHO 4724 . Hi2vendd Grascpdedrit thg arasits pf Awdan mtbodiie ani no
aci d sequences of the VH and VL regions of the reconbinant antibodies are
sequences that, while derived fromand gelated to human germine VH and VL
sequences, may not naturally exist within the human anti body germn i ne
repertoire in vivo. In certain enbodi nents, however, such reconbi nant

5anti bodies are the result of selective mutagenesis approach or
backmut ati on or bot h. The anti bodi es of the present invention may be
i sol ated anti bodies. An "isolated anti body," as used herein, includes an
ant i body that |s substantlally free of other antlbodles haV|ng di fferent

A o o o o, o,



heavy and two |light chains. Aside fromlgM intact antibodies are usually
heterotetrameri c gl ycoprotei ns of approxi mately 150Kda, conposed of two

i dent i calwbi2ghitoogdsy chai ns and two identical heavy (H) ebaiussoi0ypecal |y,

each light chain is linked to a heavy chain by one coval ent disulfide bond
whi | e the nunber

di fferent S?Wéé&%ﬁg{f@zl"{ Iég%e%%bi g/ba g%?@iwée@ﬁeﬁ%@l}gse%%ayyb?ﬁ%éﬂzﬁf al so

has 1 ntr aghaimadkswifiie Prl 1988) . BA5h shoavys:ohol I MRGgRIcaNPr 8R4 i8

variable domain (VH) followed by a nunber’ of constant regl ons. Each |ight
chain hasnalclorarqrediversd@mrns oMeuand, lengibrsd amuctureddontoghe isesofdd her end;

t he const ant the .li. ht chain.is.aligned wth t const ant
Fegi on of SHRETRIA0 158 i St kR A G A E N maishs faohi leoPe al | gned
with the mgth@bhﬁcmh@o@fheua@gmeﬁd/the%@seﬂce offpartidug resedial by tfes@nt | bodi es

from nost vertebrate species can be assigned to one of two types called

Kappa andrasihipad kenpedtions inkee laap aed teiagtibedyfssaeveak (M@etllt@rfé t(éﬂ%)r-fegl on.
Dependi ng,pn él itfgglog@o %%ﬁrglegta%{?%ﬁ% dstl'{"e?te?°§§§ nt region of their heavy

chai ns, human an i 6s can assl’'g rve different classes, |gA

| gD, I1gE, 19gG Bmectlgwlanﬂﬂgﬁl@mdnﬁ)ﬁh@@ c@ﬁipldm&nfaﬁbhlﬁoﬁvﬁgmdlvg%kwmt&e

subcl asses, 1gd, 1g&, 1g& and | g&4; and I gAl and | gA2. Species variants
exi st wi t knowuiethgad. rTaﬁseHaspen@iCaﬁmtlbetae&mug@mprlsgmbpalfswéwﬁmda\q% domai n
of the_ antibody confers, binding specificity upon the antibod certain
r egi ofs " de | Yy Vn@alﬁim%ﬁoaﬁﬂ%l? PRItEeRiof ypicenct Mgthadsg PSR awpfmy‘ hybrid

determ ni e p n h abl e
regi on ar SRR SRAER s I G BnE PR P BROLRES B b G P ot e
heavy andChn@hReeliaBOSS-ee@lh) citpdics eHblbiger &7/ cannBrrred Nl AvaeeSCRSA The
CDRs in each chain are gether in claose proximt t he FR regions

by
and with PHhOIGHRGPy Wﬁ)t9f'|/e13894‘?9@%5‘@@%‘?{{1%%Gflféqueest(ﬁgﬁft@rNﬁlﬂ ebf--of t he

antigen b e r r

20117 00208 O Bt 2B PV E B A R ol TR fiBhol, 0

ant i bbdly ﬂ%k—h@lbﬂﬂmgbﬂhnﬂmﬂeséxﬁabbnzbd mﬁrhodws (Eirteet of, (ﬂmibtﬁmmm Suoh as
participat] n_ant | bod nt cell-nedi ated c tot Icit ),
phagocyt oé%g%ﬁg)a Ib‘faﬁbc elaghg%tﬂ” ﬁ@é@?fﬂ??rcon‘rpélls?s fWor 18?% Hl,gethé\teéD%l a
neonat al FRhioREERY QEo&EEMta%ﬂﬂalPQﬁ{?' @H@’Q/t deRRERIENN a%%@dﬁfé'tl‘fér&% i@ the
Cl q conponent of the 5 conpl enent caScade! Human ant’i bodi es may be
produced hybiad rutaediffofent@itheasokspitoped 0 tidwase tohe,skitH the bindidyetodACHHUMAN
anti bodi es can be made by the hybridoma method usi ng human a%el onma or

mous e- hundRf1858 08 EBIRNSI 18 ate%bywn WA ISSOBPKEIBAY V1l dormiy Eagh of th:?ﬁﬁ)l

pps1- 55 P hafEheicll BRI RS A SRR BB RG use of

phage i bhﬂjﬂcﬁﬁna@hnhét% Y @am&fmgr@dtty efludatth€ fra¢tionl dfb@spbeiamgy. r egi on
repertories (see Wnter %1994), Annu Rev. | nmmunol 12,433-455, Geen LL
(1999), JFurimrmore, meshigsecEB1appidach)relySevide absostatian nbthefdifferamsgeni c mice
are now avai |l abl e wherein the| r m)use 15 i mmunogl obul.in | oci has heen
repl aced Wlfsrprﬁh?rﬁ%ﬁo?lﬁ%h‘éfg Vn C]@féﬁ%tosréiiﬁ%tﬁ 1ﬂ§ trockitfaspl Yulva todipgo00)

d
W 1067 She (bl oSt %19%%16%”3 Wl Bkl FE ISt sitaEndor mee

are capabtgitopk iptHRA:YSInTgedmbRREI Al teusGha aas@émbled inRSedule® R iMbindhto
anti bodi es of interest can be sel ected. particular note is the TrimeraTm

syst em (S8 @mHigan Rr gpitoge bubeotthooByr. |Tpspme caty itdes been neiplodhednRinegiran

ant | body S dRER R RhaAs A Ml hRGHRL IR B e Gt PRI BB OB ey o
hurman ( or thetrueibes peibks)lct wiphdeayt bmdagsites fodnith welgenpuoi efifopedigh tidis massi ve

pooled in vitro antibody generation procedure followed by deconvul at ed,
limiting ARAEH S zwgl wgieerles by g g e bathantisens g8 RBIRIGEe |1 TM (Abgeni x
25 Ingy. An al frﬁﬁ‘%"?% Lotke &H@én@@%t two éfﬁ%kén@%t@od‘ g%mq\@g %%Qﬁﬁhlek% tsieng the
Mor phodomaTM t echnol ogy. Phage di splay techno can be u%ed to
produce huwarpoasttd mdxdthesamahdlding?ﬂllmbutsheshgemml)y repescivtt@afof ety ; Nat ure,
348, 552-553.(1990) and Giffiths AD et at EMBO 13: 245 3

Accor di ngSHeslff% Q@aéeﬂﬁmaad MWBH@W%% B% SPRPRESHS G REIRE T ¢ r ame
into either a major or mnor coat of prgtein gene of a filanmentous
bact eri ophage such as ML3 or fd and displayed (usually with the aid of a
hel per phage) as functional antibody fragnents on the surface of the phage
particle. Selections based on WD 2011/ 002968PCT/ US2010/ 040724 t he
functional properties of the antibody result in selection of the gene
encodi ng the anti body exhibiting those properties. The phage displ ay
technlque can be used to select antlgen speC|f|c antlbodles fron1I|brar|es

I r o M - o Y Y 2 o o



The technique of affinity maturation (Marks; Bio/technol 10,779-783 (1992))
may 10 be used to inprove binding affinity wherein the affinity of the

pri mary hwoantiznoedeBody is i nproved by sequentially repl acirrus2etb@4td2and L
chain V regions with naturally occurring variants and selecting on the

basis of i ro ed inding atflqttles Variants of t N chn que such as
"epi t ope FHHPE CIQPBTALHY Sal 95 CXRPARIF 5P r%céwt?@“@ %f‘é’e al so

Vﬁterhous@awh%&iué&ﬂ@ﬁwﬁﬁéﬂ%lwo%%§§n§%ﬁﬁeﬁ%&ﬁﬁke1%%b@mﬁﬁﬁﬁﬁhﬂe%ﬁ99$i”Eﬂts

t he antigen binding proteins of pr esent |nvent|on have an affinity of

at | east htm@gg ﬁlxlld)lélsmyn@ra/ndmnéey Mcmﬁnﬁt (MeCdffartyest abxWE592/01@47) eotce, or
1x106 lit e as asured b associ ati.en st an anpt her
enbodi menttet PRSI GaAnbh Soninge Bl starag Grioihs TR Bl B hds <o
a neutsal 5245190)6111 4 ARG cPExIMPIBNWORAMIEST 3 (A bhotaL hcrsehédde@nibeonaiaay ( Kd)
of | ess than about 5x10-4 liter/second, 1x10- 205 liter/second, 5x10-5
li t er/ secBwdeculss withiglugl SPptlﬁplﬁfsethwntlbody motpieloygaderstd togra@tibadies human
anti bodi e r th it
the. pot entist o SRter hE IR oot 4 PR REE B A AR S AR R Y
which is tlhglelaﬁﬁ'gme E@catcempta‘metnteey V‘J/LEﬁﬁlr medie aﬁdﬁgtusbewoe)zmmhyrmn i ntact
anti body as non-self and nount a neutraI|Z|ng response. This reaction is 25
parti cul aspogifesiadesc blpdlrligmawlﬁ@t}eandm i o reatiughurafy Iﬁheedrﬂmﬁgmnﬁw \ant i body
to a hunaW%Patlent Vari ous chni ques, h ve been devel oped over .fhe years
to ovifco Yhég@a‘&sé‘btlé’ 0%’ “&‘élt?éwﬁlt‘f%/ ?h‘?ﬁcﬂa%msé%ﬁﬁ&sﬁ@arﬁhép Bsition
f";] non- h“‘T‘E@aﬁrﬂo'af’es‘%t?usq}avgg%?&%% rglcgs cf%lc %béh dé% 58&%’5 t‘“’%‘i fetaining

e relative ease arnin e bodTsSIPESHE B § n|zed

ani mal e. ghidhous ﬁrudttﬁhllyafelatt&bthlrtheBhOt&diathlvmtcﬁmﬁb&H&ﬂ&ﬁfe 3@hacmc1bte@1n used
to achieve this. The first are chinmeric antibodies, which general

conpri se Hehdis H‘?bﬁ%ﬂ?tl(%((éasak%@ﬁtkl%é\ﬁna%e‘hé@gé‘}mbgr?%ﬁ@)d@ﬁﬁl% Wf&lsétd to a
human con r g dy is
P g e e e T I L

bi ndi hy ahds alsd beehohowmdlaasﬁlecglons ﬂtandM@pEﬁﬁdb’r@ﬁét&ﬁ&E’Gﬂ‘ngﬁﬁﬁgdﬂiQﬁ@724
acquires ffector fu I .ons gi EHQ n constant i on an@aa e

t her ef or eteaﬁttﬁo%mbénoafb B4Ry VHEETURS TRRPERSPIASERT BSE Laphts

Chi meri ¢ ﬁetdnhgdt ﬁﬁdﬁg%lt& y@brﬁabtbhe@%ﬁ&ﬂeadﬂy ﬁfgﬂgl FREQATRHRRMY cobés it hods.

DNA encodi ng the anti bodi es . I's 1sol ated and se€quenced using
conventionamﬁmmooed@ae@h@eagawnyddﬁﬂﬂgaodhgoﬁmcheonwdemﬁmmuheéLmhak are

capable o ndi speci ficall e ch s of the
ot body OrbiTE CURsBRE Pt R 1 R ERaT RS BB P e (0, "7
descrp®ednsidl Bur-chiyidranbdbe®;, 6 bﬁmﬁgassemaedana y&hﬁt@hleﬁowyvﬁ affl ysuch DNA.
Once isolated, the DNA is placed into expression vectors |ch are then
transf ect dotnam‘s dhak d&tpott@itlla]stodnndttoasa@ di€fetent ar(t@n&:ﬁfbinsa, lafgd@neelrdesofor

nyel oma cells that dg n Wi rodyce,.10 .i mmunogl. obul i.n einto
bt ar sy KRS RTS8 1o £l Boi T HEBRA TGS Bl odne et ByeeBuStRt ut i ng
the codi n%rﬁ@éﬁ!%@? PJaicultitiBRode vARigh bteGloRhaRsdadily StRRnGAIY RERENdI Ng nonhuman
(e.g. murine) H and L constant regi ons see e.g. Mrrison; PNAS 81, 6851

( 1984) ?toeeleengmderatgpn@ihc@ hiayg bb@leslggtﬂeedgténtemw hate adfcatingran e d

ot o Eor BT a0 Beh RS- SRR o Bt R R B GEVTER Yy oo

grafting. bialdRg Rulidtd PePEI BnABBUER ohdGardidld dieshin Santitd € hupton ssubkiedte) t hey
forma surface nounted in a scaffold provided by the framework re |ons

Ant i gen- bitviengicospetsi withetheynastl ipmandneeplgentgnivariable dostaimdippas

topogr aphyo@nglRYNLNe GREq ¢l A 9@363%;3;%%9 UGt i fhf, ¢ tt?e“&h § J hese
features are in turn determ ned y 't nfor mati on of the in doal CDRs,
by the retatlyvie oﬂtl&mﬁbsttalt@(rﬁrﬂ(hnﬁgeﬂ) liepiophied tanduiry tidigndiag of eheangal ion

di sposjti n of the ains, of the residues cqonprising the . Alarge
decr ei %%C?%ﬁyﬁgaf?m uﬁ ccARdipS toyR Ve BdPHG Fejt‘tﬁt g BRgly by of a
non- hunan é (%wnpur{ge) anti bodi es ("donor” antibodies) onto human

f ramewor k g cce % 5’?ranemork ) and constant regions (see Jones et at
(1986) Nature 321 522-525 and Verhoeyen M et at (1988) Science 239,
1534-1536). However, CDR 25grafting per se may not result in the conplete
retention of antigen-binding propertiegjand it is frequently found that
sone framework residues (sonetinmes referred to as "back-nutations") of the
donor anti body need to be preserved in the humani zed nol ecule if
significant antigen-binding affinity is to be recovered (see Queen C et at
(1989) PNAS 86, 10,029-10,033, Co, Met al (1991) Nature 351, 501-502). In
this case, human V 30 regions show ng the greatest sequence honology to the
non- hunan donor antlbody are chosen fronta database |n order to prOV|de the

o - —— o Y 1 ——



Al ternatively, humanization may be achi eved by a process of "veneering." A
statistical analysis of unique human and nurine i munogl obul i n heavy and

| i ght chawo 26uznoemBl e regi ons reveal ed that the preci sePpaiusernd4@p4 exposed
residues are different in human and nurine anti bodi es, and nost indivi dual

o PO, RN L BTt SR e O, Sl ot
Pedersen Jnfhod§thedly cf}h%ﬁ%ﬂglé d%hin@ﬁ%hic}ﬁ%?idi@?@oh&i&s) for Eﬁ'ﬁaﬁ{g% l%rei tis

possible to reduce ‘the imunogenicity o non- human Fv by repl acing 10
exposed r eshigdasonqvartablef doamementt foregicoosd arttigen di 4 fesond momundgemlmsual |y

found in hur nti.bodi es. Becausge protein antigenicity may.be caorrel ated
w th sur ATETT RRRER Y Fipr TRopr gkt b Fhao Sty ) JAsFREY e

suf fi c3 enhedvg dheindQriablb@omRirSIE sMBétb@Rgnst @ FirQ intibdhY bed Hk&ond Aedvyhbianan

i mmune system (see also Mark GE. et at (1994) in Handbook of Experi nental

Phar macol sgfjeblodomais againg askesnseas ey né thordedrdanzns aadinkediogsther on

15Spri ngen-Verl . 105- . I u i 1,0R, ] ferred
o bo ~vonssnrsodipRR g8y ety By AEER fe R PR AT LA E TR e
supporti nQ7389s2h9exr Hewevdn thinehingd Hedgcthain single dbrisins hildinpsias énthat thyent i on
provi des isol ated antigen binding proteins, conprising at |east one first

i mrunog! o9V ehfrPanaRIrdraIchartB9diss aviieh v apdight ehags. afyindesdiise. 20 In
one efpodh TR lcha /1 AOGREAD RS Snk St RUERB AN i d RiohOBik RS ffces. the
antigen binding protein Is an antlgody or fragment t{Rereof "I'n some

i nst ancescaéplearhiabogy aspggiphireal | y bi nds to ADAMIS5. The anti body may be a
nonocl onal anti body or fragnent thereof In sonme instances, the nonocl onal

anti bodi es or PHaihhasty chun spabds demanpheagahio hosy datariged.deaveiisa,
i meri . reght ' : ot 1 on .
b1 ndt ng. pPaf s Rhddics Mnicn R BT ussdirl e SRR IR IRERGAGAFRbnociiL 2, 950

I n sone i asitakdtssr fiohercpatoigsof domdinegsep EDE£10368684) h@hpyedmenyt chaventi on i s
a nonocl onal _anti bady, conprisi ng a heavy chajn conprising CDRHL, CDRH2 and
CDRH3 %ndVaa“ib?%&Hm%ﬂ%\hWeggﬁ%?h%’Y%‘ﬁ 1@9@{%6@%&&% ¥iHd oBpRL MorSsitted n t he

Compl ement atchy bghSE RbMA cbRBIETN PRy SNEAHERKY \ERAI0ISHEns to

30sel ecte om t he group of: avi ng at” I east about 80% sequence
identity twma@mlmndeiid spguéote (MAWDr (SECQIfDrédOazgens. Wburthermore, these

2011/ 002968PCT/ US2010/ 040724 CDRH2 havi ng at | east t 70, .75, 80, 85,

90, 95, oringls OOE@&EéWX%b?%SHPWP;}O BV 518 SRt £ Vé%ﬁﬁﬁ@’é éﬁﬁﬁ&ﬁ FYXESVKG
(SEQ I D N@»dins aRthfHaRKA thavpdagicablkeast about 70, 75, 80, 85, 90, 95, or
98% sequence identity to am no acid sequence TYYYGSSYGYCDV (SEQ I D NO 4) or
PFAY ZBEQ 51 D Nbaspecnamuggeestasl toomgkicdnwaeific ianibaibtfeaemenisyy linkgiohsvpf t he

i gh hain . .sel df h f: hayi |
S0 oL g5 L85 o LR i oo TR R A, et

about 70, no acid

sequence HASRGMaEd Wih(tblQppildadiOsbhat 030! RISEMLESY kdyidfdé ShkhihPr¥Phdys a CORL2
having at |east about 70, 75, 80, 85, 90, 95, or 98% sequence identity to
ani no aci BYdepipbic @tquaky thatnergrdy nmkeeimgragions aatrtky lighmbainsndas 9) ;  and

CDRL3 havij I «etilDo 2 , guence

Cdorsi t a8 o BARh ARy KO-uithy: Wllo iy e tdonaln APBERTNEC -

ggSE§%5Dbg@mggwﬁﬁcmngggsthﬁﬁﬁm@ﬁﬁ@dh@ﬂm&nmﬂmﬁh&wmaﬁh%ﬁchaﬁﬂk:abou} 70,d75,
, , y o, .0r 0 sequenc | ntit an a 0. acCl. seqguence sel ecte

from El RHRERPIPRIEN{EEo1es e 3% Nt HER sy V@%WWZ@W@‘(@%A D

NO 13), E - N : | D

NO 15% , o m%m%%@%@%bg%E%rfageé\lmgaﬁ’}?ve?n‘d'ﬁ El RHK @%ﬁ%&/ﬁgﬁ SEQ I D
NG 17) . | botbrod tlenfigadisriry areGIDRH® wodprisalegornt. Ndoswov e iatbistcasetadaoe, PFAY
SEQID NQ5). 2 . t t her. [ t i gen bi ndi

b ote ns. OFd i bl denting RolfincDRe AratinBHoR uma ami B ek S FIng o
heavy3ghaigdm&iasehd fiudehaGBRtlss stabRHAdanif dandra&l Plabtthehabng conpri si ng
CDRL1, CDRL2 and CDRL3, wherein the conplenentarity determ ning regions

(CDRs) of Biashemusatyys7c hhi29-aAr e sel ected from

As used herein, the term "antibody" includes immunoglobulin molecules

comprising four polypeptide chains, two heavy (H) chains and two light (L) chains inter-
12



30CDRH1 is amino acid sequence DAWWD (SEQ I D NO 2); CDRH2 is select from
am no aci d sequence EI RHKANDHAI FYAESVKG (SEQ | D NO 12), ElI RNKANNHARHYAESVKG
(SEQ | D N©D28)1/00EI6RHKANDYAI FYDESVKG ( SEQ | D NG 14), WOPCT/US2010/040724

2011/ 002968PCT/ US2010/ 040724 EI RHKANDHAI FYDESVKG ( SEQ | D NG 15),

DI RNTANNHATFYAESVKG. I D 16),, or El RHKANDHAI FYDESVKG ( SEQ I.D NO 17);
and cmm%@@?%@%%é\?ﬂ@g%cgéem qlagyn &cogmﬁwr ? amCKwﬁg??a fid t he

conpl e_rren;ea%:&; Qéb&%&ﬁfemﬁem@ag _egj 805 Rlavl RRaih icGMtart hlgiah.ame ralveehgd from
CDRL1 is select fromamno aci d sequence KASQSVGITIV (SEQ I D NG 19),

RTSENI YSYtons(a8EQgidD ibCp@piiscdmf thitaSONETAVGH { SHAP kbl CONO.F2¢th JigloBRad ik s

sel ect from am no .aci equence, NAKTL SE NO 22), SASN SEQ ID
Mo 53 CReRr DR S B P AA re BrE KA et ENRA b 0 (g 5
is selgct cddsmt AT Bl 16hhS SN GTRnRYESY M uh SEQL IR sNPoRBIny vhaeh#aR¢CT PWI
(SEQ ID NO 27), QQYVNYPFT (SEQ I D NQ 28), or QQYTSYPFT (SEQ I D NO 29).

Thus, in &irsice ¢ psienceto enveoffwesiastlyidisfiant types, calledikeppatte andrmdsieonal

o LA RIS RB PR VO LT I 55
TYYYGSSYGPY 1{gBEEDalild aNOrct8rdd tandrdGDl VKi. STHIESENLIGY VA, 4sSis6d hdelNis20) ,

CDRL2 is NAKTLAE (SEQ I D NGO 22) and CDRL3 is QHHYGTPWI (SEQ.ID NO 27). In
anot her eHbgWeHhEntnchide bpd the xadablc regipap foghkarpa-tyredight ebpinpnde) Bydrom

antib ' L. QVi i Sy e in: oy QID
NO. 2) W%@a?ﬁﬁ@&%m R vﬁéa@%t%‘*%?@‘??f?ﬁ%é%%a gEAY ( SEQ
25 | D NO EL. diid \GDRIA1Vi, s glohSQBGEE ki o 0 Saiiporbatidl)y, tchivl 20mpleSASNRIT ( SEQ
I D NO 23) ,and CDRL3 i s @Y%’SYPFT (SEQ 1.D NQ 29%}@ lna%oet anot her enbodi nment ,
the anti g8nCBRAREIGEBRD » DFCTHIGE B MEE T BIONH h 1° SRS FRSTH YO ciCHR

anti bodi eg.fQRBA Rbfdds @Wh%ﬁdﬁﬂ \¢L0i’§136i'n§b§& JFiFEl CORRAE fandrRDRH3 and a
| i ght chain conprising 1, 2 and CDRL3, wherein the 30
conpl ementmigeyd fiden emmoricrginneyi @nmxyCORshuoin thélleeangomdhaiFk lar@Bélect ed

from %:DR i i n Ci q ce DAWWMD (SEQ ID NO 2), wherein any am no
acid b SE%ZI'E@'QR%@L}%%F}?& ed at one position by an anmino acid
sel ected from meg%idiﬂg"&l thie 381 @ £di 8 Sequb B MBS cdn¥BihN@miTR bR tHRR Hegvy

phenyl al ani ne, WD 2011/ 002968PCT/ US2010/ 040724 t hr eoni ne, tryptophan,
val i ne, aFkainsentibadigsicpmbe assignge to diffeesnd clagsest Biorearedivsmaier clgiser & ¢ aci d,

aline, al PR g ) : me.
Corio | o IR 1bTee, RIG e Bid Ml Siahe G TmadREEERS 15

NG 14 B RLKANDLAL EVDESVKG, LR 1D N 18 B TR TAN AR TEYASE ¢ SEG 1D
NO: 16§Q ohewmmﬁwwgﬁgemhm@ theifferepjelassesoiznibedies@eaci d of

10SEQ I D : - ] L.t it : ] id
Q y%% o%.%, L4 ;?,‘f?s?%i:twétlﬁ@h@ts}l%‘ﬁ s?t%%ﬂult(és%dl?ﬂre@-'al sRhaPC]

sel ected i stidine, euci ne, leucine, [ysine, nethionlne,
phenyl al apenfegurdtione ofidifiterent cippies phamnuneglotndins ateandlhimovar. gihei presentasparti c

acid, cysteine, cystine,.glutamc acjd,.glutamng, glycine, ornithine,

prol | ne.  SFTH inY Bde HbOdy O edithedfotmrnigpssrslasrLOrpbYeReVayCDY ( SEQ

| D NG 18) (igcgty][?é_g \Y (SEQ I D NGO 5) , wherein any am no acid of SEQ ID NCS: 18
[

and 5 is subStituted at one position by an am no acid selected from
hi stid ne, isollbattirmeantitadyi’ asysedyhsianels ahwtihicodé i, cnpdrapast antabridigs,

cyst e st RNy, VB GiogRil R RRL MR FRRRL Sf G gt e
taurine, anebrhpHsdsd Metio@d T antibodies that mimic the structure and/or function of an
antibody or specified fragment or portion thereof, including single chain antibodies and
fragments thereof; each containing at least one CDR. Functional fragments include
30  antigen binding fragments that bind to an ADAMTSS antigen. For example, antibody
fragments capable of binding to ADAMTSS5or a portion thereof, including, but not limited
to Fab (e.g., by papain digestion), facb (e.g., by plasmin digestion), pFc' (e.g., by pepsin

or plasmin digestion), Fd (e.g., by pepsin digestion, partial reduction and reaggregation),
13



the conplenentarity determ ning regions of the Iight chain are sel ected
from CDRL1 is select fromam no acid sequence KASQSVGITIV (SEQ I D NO 19),
RTSENI YSWO 20882960 NO 20), or KASQNVGTAVV (SEQ | D 25 NeCZa)S2010mmEe€i n any
am no acid of SEQID NO 19-21 is substituted at one posi tion by an am no
acid selected f om hi, st |g‘ i.s50l euc uci ne, si ne, i ne,

pheny! al aft RESC Vh(Féor]ﬁYﬁ% etlﬁ%fdtl%‘ﬁﬁ}éwc yaps aglalﬁ%tﬁﬁt en%wgtaéﬁeﬂgwt Spartic

aci d, cyshRLORinwhabh. ngnmgcldg,tf?agnfen@scarg als§ tﬂi&ﬁi&i@@mcﬁld)écé ?edorﬁﬁlﬂ'dfeﬁ't&ie
prollne serine, taurine, and tyrosine; 30CDRL2 is select fromam no acid

sequence NAIODUAE, QIQE@&SUIN@ Zm)bod&&,‘:mlm chgBE@ntipdyanelByyleSABTRYT (SEQ I D

NG 24), or_ SASNR n any amno acid of SEQ ID NO
22-25 is éSPF‘ElﬁTééﬂs%‘t%%38“‘&92’1?‘3%‘}%&@@?5 PEIM" o acid sel ected from
histidsne, 23 THOZMTHIABBRARGTLSE2040is0d Bddth, kors @ylgh Btibod§eBtaiRd | ysi ne,

met hi oni ne, phenyl al ani ne, threonine, trypto han, valine, al anine,

ar gi ni ne, frasyapariutatigniod suksjentisily Bomegenepwreantigpdicar s, the indivigal eaibasics

Jel oot 1 - SRALAAE B Bl e EE Tl B PR e P e SR RSl oy s
I D NO 27) oclQ@MANYRETofSEQnINDr P63t 28hsa00n QRTE6REThal SEQLE Pro¥ert29) , wher ei n

any amno acid of SEQ ID NO  26- 29 is substituted at one position by an
am no aci Ygerleptleatibedies e Stghdy specificsbeipg dirprded against ﬁ@ngl%tla@llc site.

met hi ggi ngyRRERYd, 3l @dﬂéﬁ?ﬁ 10 CBhGARLAS: g&l?é’l%ﬁ??ﬁ{%ao n%l ?téggﬁt 1gﬂ1cﬁe

argi nine, aspartic¢ aci cystel ne, ut ami ne,
gl yci ne, Qtpmaily|1méudepthffbnen‘eant$eduemétrecttahztganst ddifecentt yleteﬁnments (epltopes),al n

enbodi nents, Thr4 of NA@T Cﬁ@ I D NG 22 | euci ne, ol euci n
met hi oni ngachonagiqnal 4t Aied acpings gl BRf ond E@I}ttsemo is
valine. | foRfld anBn&ibed ﬁ'iﬁf&h@s tifelohara@fer W%%%ﬁ%@iﬂg%b%&@roﬂt%

trypt ophan, tyrosine, phenylal anine, or nethioniné. In Certain enbodi nents,
Hi s9 of 1®tﬁtaﬁmmmmﬁ@8\m@ﬂ(am@0f ontiiodies, 3ndiisngte by cahstmicdes or

| 6 of.. T YGYCDV SE | NGO 18) i
;K;gitaleaﬁeiqﬁggngﬁr? ngflﬂggle anl[.']t:’OdyIJCF?'er £ m(%hs (fS gm'glg t end %ols

st ruct ur ahhtbodiRiobite fERnOInvantidnnird profitillfim-at b dﬂ)nﬁht@dnlﬂ DO HREHBAL bPNS.
The particular canonical structure class of a is 20 defined by both the

| engt h of arcrpbtabmr binyraspingHacthedssiaedibag clsawhere iEisdtl by resi dues | ocat ed

et er i hing rednalion SOt HReRR A\Re RATRRRGESRRSEBl = Y
263: 800- 8limmimagbgkng liatvbithanpoatitroobthe Geavgtandbr tightedaimie iddneicilkeish sresi due”

canonjcal tenplates. Custer analysis is used to define the canonical
cl assed f Bpmelegausyp cerspapongding Sewaﬁf?sea|antz@d9%ré§rlat<§§0@r@%@ﬂaﬁ SHETIES 9% ed by

anal ysi ngbggﬁ%ﬁ%t&yg&a@@ﬁg&%ﬁ[@ﬁg@g@ﬁso&esﬂgag{%gbvﬁﬂe oSt Gder (ﬁg - G gﬁ)’e ved

gl yci nes and ant | sequences can dto
canoni cal idehaess esthay hoowpegoun p ¢dIlESl$(I}1qlu%'BEqseItCOS inremtikedics dsivdd dronenpl at es

and scorin ach tenpl ate usin i r si Iarit matrice

Exanpl es Biot PEAYfiSod 4 156OF hort io@fltﬁp% aget t@ttbﬂ%ﬁtaﬁsoqts ﬁeatji ¥en

bel ow. 30wEh&s &abMen@er shdAURRBEAIRY sé'fd%l% aﬂs%hy\%aéiﬁfblt the desircfbiIB4i6a Of

canoni cal s for H1 as set out in or a variant thereof are:

Al a 325 i sagiist(Matissa 6t of., Pros, NHlsﬁlcailfySCl mszﬁﬁél -6A&N(198y D, Cl@ﬂwr@r Asp,

Trp 33 1/ 0 68PCT/ US20 Q4072 bstituted for

T e RS SORSES e bt iR ER g} R gty cRicfingg
subst it ut Qﬂlgeﬁrblllfdllﬁg sédubncedBrivdd flom 2&on-hifan@irinddié (e.g., Old Worl&X\@(ﬁFﬂde s of
canonicals for CDRH2 as set out in SEQ ID NO 144, or a variant thereof are:

G u 50 i sSushissbrbeaneshopwsy ormygompleas monkex) and Buman cansiiyt §38iQNe8HCHCEs Leu,
Val , 5Thr (o} Exanpl es of canonicals for CDRH3 as set out
in SEQ I D (lI{Ig Iﬁt N0A§893 780 iant thereof are: Tyr 102 is substituted for His,
Val , Bbe, Ser, TAﬁsp th):rpr@eylt invention includes, for example, chimeric monoclonal antibodies

comprising a chimeric heavy chain and/or a chimeric light chain. The chimeric heavy
chain may comprise any of the heavy chain variable (V) regions described herein or

mutants or variants thereof fused to a heavy chain constant region of a non-human or a
14



Exanpl es of canonicals for CDRL1 as set out in SEQ ID NGO 146, or a vari ant
thereof are: Ser 28 is substituted for Asn, Asp, Thr or Qu; Val 29 is
subst i t utwo 2bovookdee; 10 Ay 30 is substituted for Asp, PEwWUSI/040724, 11 e,
Ser, Asn, Phe, His or Thr; Thr 31 IS substituted for Ser, Asn, Lys or Qy;
Thr 32 is substituted_for, Phe, a, .Hs er or ; 33 |s
substi t ut Bﬂnﬁ%ﬁntwgfiy Léa Chlv&‘rw&g t:tt@m By C%Pﬂ%%ne/ﬁétpo%&ht @fﬁlgaarfl

Ay, Asn, rreg15¥1§d&&rﬂ%&l%eré§ff BFRhuesitAr VaRRAY 'ttfe?éoff Rl tCARL B c@r’ﬁnﬁé’ohst%@ ' n
SEQIDNO or a variant 15 thereof are: 89 is substituted for Ser,
dy, Phe mgld_meaI@nnhLQﬁancgastumnlmbe@yfor Asn or His; Tyr 91 is
substituted fo n, .2he, d Ser Val : Thr .92 is
SUbsti tut ed f of MAGHM “Fyifan FpifpodErs uA?%her%P el nfPae 0 i 82 |2
subst i ut gel Eddstatd dgioNs @orréfs@tmdlﬁg t’b htﬁh Anfin®imidusogldMilindtqhdncsyist i tut ed
for Asp, Thr, Val, I% H's, Asn, E) Pro or § and Phe 96 is
substi t ut é@pCflb@dlpyKaba,t@gal (e Kakeg eftllll €98 )S'@qyen@@pﬁPtqtﬁé& ofaspects the
antigen b rk LAYTRD ther odi nent ,
the first hﬁ%“%ﬁﬁbg erljenSlt \S/Féﬁlllagﬁleogdgrrsgm%st&g S1 ng taltha %ﬁﬁ&&g(raslegg% domai n.

I n one enb@lellmibnt:atmh N(h@lpnespnrhd Hunmtanahodlbedsﬂhe $nV[Qfl'@M1 achad irmudant i body
according to the invention described herein and conPr|S|ng a constant
domai n r edMBKY 2l wyidhes 1od engaded Byhupga gemalinc igmueg oRplirseivaness (¢ 8mpl ement
activatio f [ const ant
ot 1) oy SlioRh AUt A B L e e s PR o By o CP Y o

i sotype omusativutiayed),fgGixacphsinght CHIRSmnd in pxraophe€DES. §ﬁhethzab1ae antibody

nodi fications are described in P0i07434 One eéa Aélre? ri ses the

subst i t ut FEREVGEL P AR 8OFHER R PIh 3G YRR AC18 58 IdHeHe- 8390 PEYiYndex

nunber i nglenhah&négnﬁﬁt?a&m&ﬂiu%&ﬁwh ﬁ‘ﬁ‘é’f‘e&%dé’d‘w Hl@%nﬁﬁ@éfrhl%?es the heavy

chai n of SEQ | n one enbodi nEnt the antigen binding protein
or a fragnnmunwgiebtémfseqmnpm bethe sontaxttafbloiyresadt tommetion, d@rtplma@lamgb@dy am no

acid quence sel ed from.the 0 WO 2011/ /USZOl 040 24
onai UE I ERE 2T By PSRiomg ety it gnfipsgi R 5He N tich B0 pIE0f T3
138, 140, thbéticlma@rgérrﬁﬂﬁe immunogldbulif ReqRAES dinrbeidr ehfb@dﬂlli’tinltsg@ﬁ tcbteﬁdtqn@) protein
or a fragnment thereof conprises an antibody VL donmain co r| Si ng an ani no

aci d sequéfiealpdeties equir togiiotiesitigheiis relasesi Stavwrychthegem 78, 82,

130, 132, a&t’igo%’d a gug’%ianerem is not! & Wgagti@%ﬂ#b hﬁ?l@&hlcﬂ%ﬁ'sg eﬂgespr Ot e' n
or a fragnent ’nere conprises an an ody omai n conprising an am

aci d SGQUEIﬂ@s&deﬁjrﬁdie%ﬂ:rﬁlhmﬁdiﬁﬂgﬂfmammﬂfmﬁlspédlﬁgsmfh aSEGhdUIeNave Béen 80, 116
118, 120, 122, 124, 126, 128, 136, 138, 140, 142, and 144 and a VL domain
conpr #&i ngrafigd gptorimse; framagyrk seqiceedSect ed from the group 10consisting of
SEQ I D NO 78, T8 phrhdOredodtbingnt Aum@R dnthdRly" includes hBm@D EntHRRA IR AL t he
anti gen bindi ng p otgél)ﬁeor e{n%@abﬁrlrlentnﬁ ?’egtc%g?rp{r??lses an antﬁ% dey

domai n copppusingkpSEQd, Erehiad of Gotatetl oy Meombmantmemspiuck angntBEQick D NO 78

I n one enbodi nent .t he ant en bi ndin rotein.or afra nt the

compr | sos CHNCTDE HHEF BTG AU EOF oG G Sted s Ao 89 ARSIV domai n
conpri si ngofkQ ﬂr@nuq)ecd%aamant combifht&ng hﬁﬁﬁﬁqmnﬁ'dary lfblf' aff:ibe8Rs RbReidng
protein or a fragment t her eof conprises an anti body VH domain conprising an
ani no2aci foseyuemoel thelistersgehicdon humeangroumogtabslis gemey, ofangb@licd NO. 116,

118, 120, 122, .12 VL 0
Loty soqubhiRredafdreaa e ot BOAth AT Bt BRI SR E S, 2™ 55

and 134. human ichufdBoRMAqh e uchds t@aﬂlbgpmbsdqdertb@s pS@ihacforbingut! r agnent
t hereof conprises an anti bod)é VH domai n conprising an am no acid sequence
sel ect ed P pHbogics ipvevniidkrand gopstargEegipmy dquived Spm figean gamling42, and
144 and a; 2 D odi nent
the anti ge%ﬁlﬁg%%ﬂm Sgg?gncgg@? eRe tén‘éﬁf}\?hg gtseqélencrefs?ggﬁ’gﬁg i body
heavy3@ halmnmﬁmpgicst Ing:résn Fifth EditRa] U S mpemment&ﬁ“lmtﬂe dnd HomahSerdecaup

consi st n EE D NO_ 68, 72, 84, 86, 88, 90, 92, 94, 96, 101}I 106, 108,
110, 112 ubgehtiog ¥t Iriet@hideionEne 1@ He PEERIGRYFIEPRdIFRIMABI VR,  a
fragment Eﬁ%oﬁ%fs PRI R8s AimAR [RR8Yoddith s ﬁ'@e‘n@e ﬁl%maijesde&gs ety {30 acid
sequence selected fromthe group consisting o D NG 70, 7111 98, 100,
102, and &a¥Mitro mutagenesis (or, when an animal transgenic for hurnan Ig sequences 18 used, in

15



WO 2011/ 002968PCT/ US2010/ 040724 I n one enbodi ment the antigen binding
protein or a fragnment thereof conprises an anti body heavy chain conprising
an am no woi2diigmepsence sel ected fromthe group consisti RgTAS28B@44724 NO. 68,
72, 84, 86, 88, 90, 92, 94, 96, 104, 106, 108, 110, 112, and 158 and an

anti body |jght chain conprisi an am.no agi d sequence selected fromthe
5gr oup LoD oAy Brtag _S}Sb)?%%%u%g‘,e 240 8 SSYBTCERGS (iR 994 ¥ regions of| n “one
embodi mentheth&raithd A aR ki 9 sé&%@ﬁc‘%b fha@lwidlel JA90® Rbnt £RERIIGO ARMbSES an
anti body heavy chain conprising SEQ ID NO: 68 and an antibody light chain
conpri si nger8EDe\x M@, Vi7Equences, may hat notweal brdxadd iwrthat thethemantangeotdybi ndi ng
protein or a.fragnment thereof conprises,.an 1Q anti body heavy. chain
onpr | oi nEEe P RBIre 75 i A, ROy T She NN SRR TERY SEQ 1D Na
74. 5 ahtibodRe aRNAO IR OF sélb@ivahktgeMchb RBsliro8hir Ghsihut@fiorforf Bodg ment

t hereof conprises an anti body heavy chain conprising an am no aci d sequence
sel ect ed from Theagthedirs o6 Hi peseayingentSEAIDNeplagd angepdigs Am(jsolated 94,

and 96 an nt,i e ' risi . am i d sequence
el cct ed PrERPnas BORhchifhe BRI oRRPRALS WP BRaATR0 o2 05 in
one enbodumgbidids heviap diffeentintigém@spacticttiss. Mordoer agssiitel betielfy neonpri ses

an anti body heavy chain conprising an am no acid sequence selected fromthe
group condf sibskgtighy ke etheyeellylgnmateyigl anddey chemgalsi12 and 158 and an

anti bogy |ight I, A2 0 i Si : : : ect of
fhe. 1 huonti on e Ggua SR Ao PRk By ecktpine cmpr 1B Sk Biflres

wi th any bewyahdtwe lightdhbodi ésideifsine igMninfeebhmeibddict hesesualiyc| ude t he

ant i bodi eg 1G10. 1C9, 2D3. 114, 3%. 1D7, FFﬁ{& H6, 11F1(£.}D12., 12F4..1H7, and
7B4. 1E11. DERrOlrameiS e oI B YT APRIOX RSV, F%‘@ncompdfﬂ 8t Byooidentirat ighther
conpri ses g $@FEQAAd &vo IRAHELALARYH) Rh¥AL | PRliSIBOBRight 8RAD]sqimkbd B} £ding to
a second antigen. The second i mrunogl obulin vari abl e domain may bind to an

anti gen wheéoty chaip byaineagva et abiyuilfade hgpdrwhitirthenembertdf disubidet lindagest i gen

bi ndi peptide,, For instan t he .second, i nogl obul i n var,i abl e domai n
mey bifd BoBeEL B rer R DR R R TSR P PR PESY AL B8 bum n
or transf gt dainA Hals itedchyin diduefideesipds. | PABANREVWERHIA Rask@bh@bhEa domai n may
30 bind to an antigen associated with nmodul ation of pain in a manmal such
as, but nwtrigblqderean(¥p) edeved §y swumbeaek wnstenaryiony aBarddight ehdimhest i nal
pepti de ( ] o] /g N [ . ' 1 d rece iLtkpnally, the
second | m%lﬁ%béﬁ %gﬁ‘/flﬁ quV?r?l :dz]iabﬁ%gSt %%élﬁxﬁg@ Jf)‘%h%lldg}dbﬁ% c@%}@%%régg%?f%gt oki ne
recept or Hgstabhatiedligicdwithnthk dimrabastynt re8eoosthe dvg/yathainadnidahartighiehdinsease
such as, but not limted to, oncostatin M (OSM, TNF- a, IL-6, TRPV4, RANKL
and 189 1. vaibledmiia 1%%&%115@?«?1@&96 ¥reglarameie ot iedervndhady g iaaseinsuch
as, UL nBEadiolfce tohPmbRAMIEHaREAEs ARMESonanEloRb oFeRPEARC:ARYL OPE ON
ADAMI S5 and?or a nunmber of netall oproteases s%c as but no Imted to

MVP- 13. 5Kahen seicleambdarbasetogl thbahinm aad sajokecedditiad consayt @p®o. Mapdndiog

aggrecan, cqllagen I, proteo can_ or other | ecul es associated with
carti | ageot fs a0 agpseliegrS obY rBedhicHen b R o+ Badoi

i mrunogl obwtdodicéhh BOLKiHeIR Nvolitdienk Bla0RE, 18R %v,l%%sng@%%q%pﬁ 1GGomgt he
group of: human serum albumi n, ADAMIS4, NGF, ~O5 F-a, |L-6, VIP, TRPVL,
TRPVA425 ADIW sin baalyethecahdiv@isidl inigenbalasseRARMKL., 1g€ nlgeBaand4 gGilicangd s 4 and

10and/or L. . Del| gado, .et _al . ture Med. .7 - eport that VIP
L1 ont mont |G nssiesyemmuaan ol mPuis DR Rt Pt REAPaEorR IR el ac
expr essi oRarbld fsmaTRbAHCRGBEBI CbRsEs BRldA spasifciiMyiomihe aMiBdds wish bel i eved
to contribute to joint destruction in paws of arthritic mce. In vitro

st udi es i AAItaEmTagIans displaymennnytiadar varipdty ¢alled capplspicateyitedetermgniakt hough an
i ndi rect i b i tion of Th2
oyt okt mes SRR EREL TR A BB A Aol (O ERIARGRA A Bt on B T e

| evel 30 i nFtdneewdridrepiersgFRIDAEhe varhad]qoipiditkeo fSnfapriease sndhightfchmat eawh and but

i ncreases Th2 function, possibly 'rebal ancing the | ne system Moreover,
VI P has dFPBREseIApr E%apw@efed@ftﬁr@fﬂ S r%lﬂ%g]e%%bggylg@%hﬁ?%@&@g? in

| eadi ng tglog@ﬁoﬁﬁﬁiﬁﬁt;fﬁﬂ%r@ Qs 9hd Whiththe EDRs3ron? BREIREh AR LofttBute to

mat ri x- degradi ng erizynmes, protecting joint integrity. Firestein Nature

Medi ci ne the fBBTations@8ha &0i@d1) binding site v sdwidioseThatastann@kiopepteimde (VI P) was
identified in the synovial fluid of artjgritis patients nearly 20 years ago
and the aimof this study was to exam ne whether VIP could be involved in

t he generation of OA pain. Hi ndlinb weight bearing was used as a 25neasure
of joint pain, while von Frey hair algesionetry applied to the plantar
surface of the ipsilateral hindpaw tested for secondary nechani cal

hyperal gesia. Intra-articular injection of VIP into normal rat knee joints
caused a significant shift in weight bearing in favor of the contral ateral

- o, I



30 adm ni stration of a VPAC receptor antagoni st. Antagonists that inhibit
VIP activity may prove beneficial in the alleviation of OA pain. MDougall,
et al. Pawvo 20006298 ; 123(1- 2):98-105. WD 2011/ 002968PETIUS200040740724
Nerve growth factor (NGF) was the first neurotrophin to be identified, and

its role in ve t .and surviyal of both p e and ntral
neur ons hgge%GéﬂV‘aé?4 NG PE gt Jarsntibegy b s%tég?ngh%%ﬂﬂ @%Vﬁéovée FOF cal
survival apgigRl AR IPHECHIESPM dnfbddiedPeN&Ine Qélﬁﬁfedﬁ{engffdt&HﬁEﬂADCC)
synpat hetic and enbryoni c sensory neurons and of basal 5forebrain

chol i ner gphagmeytomnsna ndiyg e Bty rateptorNadlfHite/ G&BaR46a2 4% (<DAdM) Farde@oow ey
et al. 001 1011 (1994). NGF up-reg I%ées expressi.gn of

neur opept %%HI%ISWH PRAFET eXIPIRACHY Ve K AFRMPOREN Of 1°337: 362- 364
(1989)9 a %ﬁe&egpctalsyddgy is mediated through two different nmenbrane-bound
receptors, e TrkA receptor and the p75 comon neurotrophin receptor
(soneti mes t er himthah hn‘gbpchésfmm by prodnetd Hyownhicir of n;eThordSEnq\@m m:tépsemfs

i Ch 232:518-5 986 NG,
espect Vel 918 B R SRS S R Bl P

Ge nes DeVvmydbndbkInaR8 hubdl Merontitorsk ¥&llsalnes Eéd«l@@)ﬂfo@ J %niﬂ%l B33d 30@: in

conpl ex vmth the trkA receptor have been determ ned. See Nature
254: 411( 16984 andaBipdeurd ylonoglanalgintibpdg @rodugﬁem?ednﬂquemmc&Anolmtlmm

gl ycopy ot \ I 0 l.) - f am cyt oki nes
)Y SRS  Fho O Piulsl 0088 R, 1507 DLEERSUIL ol s ELr hoat

neur ot r oplberitaet @dnsg&NT" Eacemmdf@hfcﬁmlnzélh&rﬁ% Vre@ofl repartdiied sepiimed | i ke
cytokine (See Kishimto T et al %1995% Bl ood 86; 1243-1254), which share
the gp130Ge Ela?ﬁéwm-lg}w 1 2-Ad3aeprcsn Lbéé@%ab@lmu%ﬁ%@lq@%%to T
(1997) Angp Ige)av | munol . 15: 797- 819). OSM was originally discovered by
its ablllty to inhibit the growth of the nelanona 20cell |ine A375 (See

Mal i k N (1989) Se\teraﬂlstrh/tmls oCahhsgBniolmide arE&éWaBﬁﬂ&le wBatrsethgembduge nor e

effec were di ered and it S be a Itlfunctlonal di at or
i ke i,fhem% ntigrlogifas Bﬁeneferva@ﬁﬁ it %gw mpug Rl %ﬂﬁ%ﬂ?qn&"@%f cel |
types i nciryghi g 'I@gﬁ@@ﬁ‘@&%% 9AgId. ’Yﬁ @%h&/lﬁ%h\@(l(@%?Ngﬁ% Bﬂﬁeoﬁ%l( 1@§@ PNAS

(USA) 83: 9739-9743), pol ynor phonucl’ear neutrophils (See Genier A et al

(1999) BI 8d4 M@dﬁam 19.%)Nauzs€@sﬁtm5ph$ 146-1 Bve mag@l @tallamge(sztolmz) Dev.
n. 225: 327-31 c cel Suda T Q

?7/ 335- 348)° At C%psabgﬁogg’r% }ne%sasfeeae 41 rP&%a&sa tﬁ?dd % %Ib ﬁeggﬁ

stomach apfleB§tah bé KAEt&N YKParlichr Bte (sZROPYinARAL sﬁ@&n eseQIE$&pN eMpl Cel'l
Evol Biol 283: 182-186), and bone marrow (See Psenak 0 et al (2003) Act a

Haemat®!l UO98) BBnud@Epgy 93;1@441(11:) wplh@e bumhmgumaiocyetm sctteniplaltedimtact i vati on

f endot hel S 93) Bl tivat f
he acut o THIITE! PESoBRas e Sid Suttogt AtBock Yy Sa08h AN deubhbeodgkif 1 5ea) ”
i nduct i onpafaSc@bHEN B 78301848 plvBbic PN (64 étﬁ@*s@eélbsgtlyrﬁ@ocm utedrRival

i nfl ammat ory nedi ator rel ease and haenat opoesi s (Se naka Met al (2003)
102: 3154puizherph ameaspseepelch wirowshkodyssacgtorprgedusiol{oreddy Am J Pat hol

160: 1733-1743 11/ 968PCT/ U 2010/0 0724 .an f .

angi ogencdreen; W8t R a R R S BR SRR 2R e
19:1835-1 )Aﬂ%@tef’?ﬁ’dv@aﬂfﬁ@dchqgavaﬂable froPRIFEYRAKL PR UsREWR: BRriHYABManecr 0si s
factor-a (TNFa; also termed cachectin) is a protein secreted primrily by

nonocyt esteahnblq@crophages |n response to endotoxin or 5ot her stl rrull as a
sol ubl e honotr rotein subpnits Bi ol .

em 560 805 P At sl RS e that Butfa SRl afindiedindor m of T
has al so Hﬁ@ﬁeﬂ@ﬁfé’fé&?GG&MfCCﬁﬁéﬁi Ndire€348k52- 5@?“99@?5114(5653‘1‘[@-8@8&%{

Accunul at i n% evidence indi cates that TNF is a regul ator{/ cytokine with

pl ei ot r op(1&98) EMIYP ¢31324% 8244 t Aeeordimp éxthisleehniqua ansibpdic Visigenain gdnichrrs on of
| i popsotein | Q) cachec IVI B. et al.
Nat ur%&31%loggéglaf§%%yl)%c}/e& ? Fvar (igrooﬁ ng]n 5t éqa? m)lsl %ilem eZaoafgan%él %8?/ es
( Kl ebanof bact&iophage&iuchlas M1B. orlfanidh displaﬂz&ﬁ(u@&a@ \(f]llQ&ﬁ)a,ld &84 hidpéraphaffe).aset

al., J. Inmmunol. 138:765 (1987)), inhibition of cell growh or stinulation
of cell gfwianylontikasly frapmeats ozi the surfacepf thenpbgge R@Bclssﬁekez@%) Ase Rfar man,
B. J. et al., Science 230:943 (1985); Lachman, L. B. et al., J. |Imunol.
138: 2913 (1987)), cytotoxic 17



15 action on certain transforned cell types (Lachman, L. B. et al., supra;
Darzynkiew cz, Z. et al., Canc. Res. 44:83 (1984)), antiviral activity
(Kohase, Wb 2etvmbke68 Cel |l 45:659 (1986); Wng, G H W eCTaiS2010/eai7es e
323:819 (1986)), stimulation of bone resorption (Bertolini, D R et al.,
Nat ure 319:516 (1986); Saklatvala, J., ture 322:547 (1986)), stimulation
of coll agaﬁéé’é“’z?ﬁ@ll %%B@Tlasg?fghﬁﬁﬁﬁ@éy6?58%%?16%1°P|9£§@r$e$‘ .eﬂﬁ%d_)l%& thg) o
Exp. Med. o 1ifi2q2 LeRib 28GR )propAid. MHEWALELHMIAF RENiBGE N usbd e dlichg
activation of cell s (Yokota, S. et al.; J. I'nmunol. 140:531 (1988)), B
cel | s (Kehmtigenpedific etibmidics fidbm Expricdvindde f16®:hingan BLEBR)Ykendmmocyt es
(Philip, R, et al...,.Natur 23.86 (1986)), thynocytes (Range G E. et
P el a8 Ay g s ARR S PR OB  ace
expr essi ofnidfmiBEQr hudhat RBOANEEd Mitkist 5 MANBlL221 B0z 11998). Iwasd aal ass | |

nol ecules (Collins, T. et al., Proc. 25Natl. Acad. Sci. USA 83:446 (1986);
Puj ol - Bor fédct hgmapgntiiody indesiree camprigoga Feggmpin it is necesspuytte k¢cdikithe 6 (1 L- 6)

is az22t 7 r I I i Stinpul atory
ond-pr o e AP S HEH S AR SR G RO L Al L 2 PR
132), | L- dediredgondide rdforksDadpi@blihing hspataaydsargsdellmneat i ng factor,
cytotoxic T-cell differentiation factor, and B-cell stimulatory factor.
CTrikha et al . Thefachnidespicainie Sateermdbs by dbe gchngalty 7o (9 1DL)3 Bevet ed
by var4 ou i ) ) hde ' oo a

i ghes 71 Be il to IHBESc blduly SR Snbich AEuifHid) EWne MAMTh ARG an
80 kDa comaoeet by sqepitedlytréydacibg thadsH hihd b chainV tegvenaffithmatyrally bed@Ringand a

si gnal -transduci onponent .of. 130 kDa 30 hat es not. bind IL-6 b
oot DS BheT Lo 6] weouA BORIREOAG GOSN af 1 i (3
bi ndi ng ofechhiygfe Qiéhtage_elﬁﬁ)gp Iirﬁﬁrinﬁﬂg"‘@l% &ﬁfafé@R a%ilea%}ées@%(l)(@_3m6ém§.%%fs@ne

met al | oproteinase to yie t he solubl e - is a nenber of the
TNF r ecepMaterboyrer NaehiAgids Res 2226 TR36%e(l998esenbl es CD40 in the
extracellular region. Sim.lar t 0, .RANK associ s With.TRAF2 and 5
TRAF T as dot el hiohad BYPEBTE R R its SrraidlyEe et anenim GG
descri bedabyffiRed,/ RE allca@laboutGRI O™ 183r/h3r3 1 x 16O %r/mJIRAFRS 0aliRr/Golld, bf &k 10/
inmportant in the regulation of the imune and inflanmatory response.

Thr ough t Herimods aoarapuresrpyvintdssecagtiongensipniiKey lafanpther INFodiBgatp ther

superfam | y. ' LS.t - c T I: . I i.n the
prolifer alfl li)(t%ﬁﬁeﬂ bﬁﬁéérgheﬁ?saéﬁgﬁggg&gb&(}%{loosl} @Ing% totaErZetu(t:%il‘%?g 8%%@%3??%3‘%% whi ch
r ecept or ( ADANITSS avieh 4 dis@geitied camdanik ¢ ol MRARLS) ataas Hcli0altl@emictdnd, Ne10™

recept or(§?' di fferent iiitﬁgnal s can be transduced to a cell via coordination

of vatf ous igeF/é?fé?P n%j‘lQG rgecopdyer 1 Usiliderarcaidansduced t hrough one nenber
of this fam |y TR} iRl ddnefidhdnVsibditd B ROt AMMEoHunBRURLQLd

dependi ng on ot E§¥SSI glngﬁds Oftljlglﬁﬁ% ntralel)gé(lj%gcedt ?or%th{ee cOeI u aﬁg%eo%ést e state
of di f f er éisoidatsi acarriasfwitthie thegldtenti8lfoln thexauwy sicll estelelgphbd probienas oft hi s

roliferativel/apoptoti¢c. 15pathway i s necessary .to devel op.and nmi ntain
P ot ect! oimugashafis e fish et Miine SrigE SRR MGt e, e e i o, sease.
RANK i's  eXphes feet iRl tab abh-341f 68l Jnauntsapmt&ii%ﬁé keshbii@s ThNdaidnact i vat ed

T cells. However, its eXpression on activated T cells is |ate, about four
days 3aft epardictlpntacvidant uphh sauliipre adwuvseation oéisrmesdivorengotibedydes: wiman t he

expression_of Fas, a . known agent. of 20 apaptosis. RANK nmay ach as an

onti < apoppatint Lipdh Rl AR bl Ae R R R e MR T HSRE BBt 051 s as
CD40 i s kp@denistandQendhallgimaticueditind WilKomBysiGONd T Kon-dimaPaphettid si gnal
under the appropriate circunstances, again simlar to CD40. RANK and its

| i gand ar &qupResh yn the ippehyanghodnv kgt ataingigehe relatbgspsa in@htapging Ranipmane and

i nfl ammat r . | i S d 1S a Type
2"t r ansme i oA AT & ik RRttal PR fluleiol FL OGS B ABREhoach 2 00t

50 ando hsvedsen asddrtanshiendthan erhddired dic alfichedio agdbadiesevhidhgfenelatimi n of from
about 240 to 250 am nho acjds. Simlar to other, nbers of the TNF famly to
which it BN NRARKIAHSE aodegb%gras H}Oééqsd’ﬁ“@ggﬂé@ﬁmtfﬁéﬁwé‘ﬁ%lﬁ‘@ﬁbrane

domai n an - apt i ndi ng: dongi : - recept or
domai n andyiife FESEPUSablel ARG URkofsh MRbodISGATSREN ARiniRE

uble fornms o NKL can corprise the entire

30ext r acelindble regmmaihe duménagriboty rdthies aobintlingtafiimc) fod thet dntigereb@pt or

bi ndi ng region. TRPV4 channel reqggptor is one of six known nenbers of
the vanilloid famly of transient receptor potential channels and shares
51%identity at the nucleotide level with TRPV1, the capsaicin receptor.
Exanpl es of pol ypeptides and pol ynucl eoti des encoding WO

2011/ 002968PCT/ US2010/ 040724 forms of human vanniloid receptors, including
TRPV4 channel receptor from human, can be found in EP 1170365 as well as WO
00/ 32766. Like the other fam |y nenbers, TRPV4 channel receptor is a Ca2+

o o, o o - o



5and small nol ecule |igands. See, for instance, Voets, et al., J. Biol.
Chem (2002) 277 33704-47051; Watanabe, et al., J. Biol. Chem (2002)
277:47044womﬁlq029\6at anabe, et al., J. Biol. Chem (2002pCZUR201085624 47051;
Xu, et al. . Biol. Chem (2003) 278:11520- 11527. From a screen of body

tissues, the. hu channe ce I S, nost pr.om nent.l pressed in
cartil ageacq&lrg%f@eﬁ-ﬁéatpr Iﬁ%ﬁﬁpéﬁ%ﬁw&%ﬂm@@} 1o 4P Aes e 223 gni fi cant

expr essi OP et e fER OGRS ¥i@iSis described %Q CRARINSASBIbATSs alewpl@a{ezked by
structural anal ogues of capsaicin that share a common vanillolid nmoiety. One

such anal p@dacactusuwemm@nmtdklﬂh nigdiods, RNAanordahg @lﬁ@dub@dlcsf(eguplaw%bl a
pl ants. The tetrmv(iani 8 receg or .gVI?) Wag coi.ned to. de cri b die
neuronal ReRipigHan %%988‘?1‘%6 usihesppyengigpal procedines (g by Wit ‘rgSP‘é“t %‘Hl rritant

corrpouydsprol)ésT hat £eReRLI O ViLGRE BSRIficall§ aR&ich thderling the i Midtieeh@ng t her eby
ant agoni zed) anot her capsai cin anal og, capsazepine, and is al so

i nhi bi tedﬂ@yﬂntl edyrefithe sivertiany e.gc BNAopnaoHmgrdiQ b PovRer 3r hithérndrh red. These
ant agoni SE[% Pb&ij?ugn %{hanglﬁg Iﬁ%sre teﬂ% F%glesroﬁ{c% o %%ﬁ)& (GyR'; %o%t%é’ W th

Ki val ues ecent uman ' receptors fo
capsai ci ntheabAdh prae@ti ﬁlt@éﬁpd@s@alvemfstwlaem alreghaaro@arfsedck@l mﬁsumlst creele gmihor s
have al SO been referred to as and the terns "VR1" and "capsaicin

recept or " 28 alis QS “ri’l“éar(élﬁgr?ﬁg%lﬂll Wyﬂ@’ﬁ’élcﬁ”% Bat dg oot ofervie PERfNCSr  human

rece rs;f | h R1 in
pai npis(gns at #gﬁ%gg&lﬁgg?\mg%ﬁ@ﬁ% tﬁlgig%@rﬂl %%tl{ﬁggil ﬁgé}?@ fi ?é %%Ogéﬁ %v\,h ich
exhi bit nby Mtltdtmgdhee&adlngtbegaeme bettamianrl, awhd chajpaifarehble cmp«n&h}g tan-heat

and infla n The icin receptor is 2 nons e ti channel
Gth & t nPURHO L FOHTTs BTG, EatnT Rt St HoRROROrSASed: eray bitBas
tenperatures, TAWREnd 8htosANRARICENthE SRR FIRaal-Sd aﬁ%od?éé%&ﬁ%‘ré?n tthe

channel usually opens at tenperatures higher than about 45C. Qpening of the
capsai ci nnoebeptorondbrmdic dnsibgénemeducgd bp hhioweidingythe haiabll regiwes.of

TSI b RERE R LT REIER IR SRTLR 08, DRATRARL GRS o™

capsai ci Nantiidey's AR EambIuL WHREELBEP forﬂfﬁjﬁfrﬁl@@ shoanfcdPh & s@@ﬁ@@ﬁﬂo&io&amwlﬂe via
phosphoryl ati on by cAMP-dependent protein kinase. WD
2011/ 002968meFPUSZEOS 0 A0 YR -TiRGingiDecBeitR Tl mrfibedy demainbf dafiied by dheent
i nvention t t €ess
than aboulPBlg Py PGP EhRAR DRt RES L OF SRR, s ERfes e 22
t han or eqmﬁkieﬁeﬁmab@by thi. donfori@tid®ofMhe Andivigasl AR ibRghgretdtet dispbition t y f or
a tarZ% @g as_hu n ADAMIS5 can. be neasured by surface pl asmon 5

ce©

reson (1R, Big bydie nafurs padidisposiioncdrhe yAc ehats of the KSBRIES ki net i ¢
anal ysi s caf Il?ﬁn%ﬁl%ctlﬁl@s dgy 5’?5‘&6&59% Rhadh nnﬁygﬁbé)géhléﬁh%?%?&fnn

ant i bodi es o gnents ther to a ADAMISS a Acor e net

anal ysi s ownlyphd @BRsaxﬁalnpmhmglahMegbnuﬂne)gmamﬂleh (§émmr'aantrhodm‘s) cmtd\mmdeS
antigen from chi mobi | i zed, antj bodi es reof on

et 1 our MR pUbRaE RO RN aTEBE SNERT i o B CCaHy OB aiton al so
provi des anf saeR D BBy ANIRg/ (tlb@g) Rl 23900/588- 1586} Ao Rdvel,8AR ONne
activity ADAMIS5. In sone instances, the antigen bindi ng proteins of the
presedt i gmétmg o shinsy kot easdlt o the @dml@l@ge tereation e@fertgen dfindiggypopertichyndADAMT S5
at theGl |te S t-he ntlg bi ndi ng
oot et ns. Uit PROCHRE S 8Re T Raroel e BOBRANE PR PR CBRT) age.
even whennaghtions’slo€ frRcioayr antibedy atdd 10 WedicstBic i ﬁlleunﬁ(ﬂfﬂeﬂhﬁﬂéo@ld i@n. For

i nstance, the ant| en binding_ proteins of the present invention mag

adni ni st epieaificartratissobsripg 4 friainie barepysred (Sﬁ@ Ragen CearbilPy9) PNA

subcut ane i i I stration.
Al so pr OV?@ZISVMW{@M%F&%%%@%”b?ﬁgw?ggﬁeplsgg?ég?)e&httfﬁ?%nué €eo0 I|{1}1I/es
encodiig aaguﬁmtsh@\emgbhmghemtgstmeqn@wh@rﬁolbgyso thevnenthuann ddfbmansibedeaikodi ment
the isol ated ynucl eoti de encodes .an _anti gen, bi ndi n roteln or a

fr agment leﬁ‘%gff? pbage HyOTdfr @M@\Béﬁ&hemaﬁﬁww%&@s Thg sslsctigh oo aci d
sequence gfeleckRd cfu{ E’érllntag'eeelﬂfei)%nﬂﬁﬂﬁdnsédng&sﬁg orgrdvi cQaN%ma?xpanti%le 116, 118,
120, 122, 124, 126, 128, 136, 138, 140, 142, and 144. 1n one enboglnent t he
i sol ated Meymnﬂﬁemtylc@msdwlfmdd: dornomrttﬂ)edgamﬂubstawsdsntmﬂga lofm®BEQ | D NG,
75, 79, 115, 117, 19




25119, 121, 123, 125, 127, 135, 137, 139, 141, 143, and 159. In one

enbodi nent the pol ypeptide is an anti body produced froma cell expressing a
pol ynucl ew0i2det/®ed68ct ed from t he group consisting of SE®CTSkO0/0FE24 79,

115, 117, 119, 121, 123, 125, 127, 135, 137, 139, 141, 143, and 159. In one

enbodi nent the i.sol at ed pol ynuc ti de encodes an antig bi ndi ng .protein
30 or a f HeEGRR A TRBPEo RGPS éﬁﬁgcoaﬁr@ﬁ?%o&wmﬂ%m%ﬁn% aﬁ%ﬁa&lﬁg@m

am no_aci tha§RAULAGE hIR i GSHEH s hQ LR IGTi BPBr&RRS @l NGe WOFHFKIB NC - 78,

82, 130, 132, 134, and 146." I n one enbddi nent the 1solated pol ynucl eoti de
is selected frémtetraavygyowmansasips nayde aviDe2@lily 9pRee8RETY w7 0¥0724 of
SEQ I D NO_, 77 1,.129,. 131, .133, and 145. In one odi nent ..t.he

ol ypent i tattieabebiasshyE bR BT meis il R SRS RGP Ul eot i de
sel ected {40iPId REiAE BiRalc s el fr6ci &F paticidsloPeRfdsed fosidhds ark2@fferdtlin 133, and
145. I n one enbodi nent the isol ated pol ynucl eoti de encodes an antigen

bi ndi ng phemat pnbmyringaftibadiesrmndimnest ewividerhsrifaierngsiianahtvcliodipnBeavy chain

conprisin i J e . f oup ;C {\sting of SEQ
b NG oo eGPy Bk pRRGY TEEIE RS S PR ARSI R 15 ane

158. I n ol émbotoNEUL9a6s and Padeestnor . \wnul(1694) Jidol. Biot €136¢98H973)om t he
group consisting of SEQID NO 67, 71, 83, 85, 87, 89, 91, 93, 95, 103,

105, 107, Thergforq it1s pessiplertggedycy thgignmapnganisen of ¢ Ren-hemypEpby deplpdngn

ant i bogly fr. (¥ [ el d from
the ofoup SAREPUEL, bR (R il TR Mg T LN EAARY gy PR RkES T 0T
105, 107, adti®dickl Becandpikhén ahtigamnmatyandyobk crerattheith sotfatcedcgsibylitycl eot i de

encodes an antigen bj ndi rofein or a agnent thereof conprjsing an
Nt body  FPEETERA S SRS e AT CEa fRemou ARB F PR« he
group consih$iivh 8kheIRihdniinMRine ste&lﬁse 430 Mﬁlﬁq GH%, aﬁ']%f})ﬁﬁ Hunabsviye

enbodi nent the isolated pol ynucl éotide is selected fromthe group
consi st i ngxpdrin8EQ|MhaN@rc@egy vid | | 87The@Barm@logrud nvrBclohal Amgodighodi ment

t he pol ypept.i de.i s, an i yproduced froma .cell .expressing a
oty it SSPTeT s s 057 ATy HES BT e SR e By fton S KRETRRORS %60, 73, o7,
99, 101, anghedrdy" bALARe BRIGUhEIQRRE Of RShtib&lY iS aR&BW the buipoithe residues

pol ynucl eoti des encodi ng the antigen 20 binding proteins of the present
i nvent i onregdn gedipoesdof expressing the antigen binding proteins form said

host I'1s. | a1 I . | I ge
oSt el L TRAd PR DA, AESAR SULAT 80 TR DG 0k BSe |
cel | s andatileist badfias imhuhdigo il @sanitblc ioanid Qpabloof bihdingstb ag aggevanatd. onal

expressi on vectors or reconbi nant plasm ds_ produced by 25 placing coding
sequentes it one ﬁt%@dgﬂ?litb@ﬂﬁggfﬁc%‘ﬁéer 1&@%@%&534%% JR SE HSERRSe S onal

regul at or t.04: i &ﬂyqp I ion and
expr essi o%ntli:%%? bgrgiél} %ﬁgék%g fsgdt%i aglﬁg?@oﬁfl f?%’;%nlglegg %hreggeo F'I .ﬂgSRe gu gttglgérelﬁ @lgete guences

i ncl ude paarwiespeiiestiydbasls te ARAMTSY. dihorotilsrdy raaydbesa gradcleed uemaely, whi ch
can be derived from other known antibodies. Simlarly, a.second expression
Vector caft EBFAEG: Nyt HGTa ANA 36 REBGLREEHRPUR efraaEgt ineredto

conpl ementiarpteRRt D@l adkIRbuY CRBRYIY, BiRinzedPoefufly alhMnt hi s second
expression vector is identical to the first except insofar as the coding
sequedZes and beinethailshmbodumdabrtbe antigen binslerendtciseomprisengiesst ase f ar  as

possi bl e thatleacp.gﬂ%xgeptjde .VK)fOll/OO%QGSP [ US201 /%40724 chq}n IS
funct i onafY PP ERSPEEEE TRITVIBE AT ety O HRSHES Y A HBIECT G AP Qldi ng
sequences tHeQjredehEindditRhasla aithbllea) afEYodye®iniRistip Shdavpghen ¢e@bOsing A
sel ected host cell is co-transfected Eé‘conventional techni ques with both

the first CRRL&IYN2 vad CORHT #id slighiichaincamprisieg &P 1L RRRJped vect or) to
te th ‘ ‘ L e >

et Ll Ueah R T R R e R e S T T

t hen 3wl t slededfromahy givup ofial t echni ques to produce the engineered anti body

of the invention. The antjbod% whi ch igcludes tge associ ation of both the
reconbi nant heavyClRRE( Aaxingpblcastiafapt {0a peupaced@sin Mpming R GUCELRES by

DAWMD (SEQ ID NO:2);

20



appropriate assay, such as ELISA or RIRA Sim |l ar conventional techniques
may be 10enpl oyed to construct other altered anti bodi es and nol ecul es.

Sui t abl e woeabw®2968r t he cl oni ng and subcl oni ng steps emrpragedoiom7ehe

met hods and construction of the conpositions of this invention may be

sel ected by one o il inthe art. For_exanple, .fhe ventional puUC
series of cloni ngéleégll%l%mﬁﬁf/gﬁ%t abg’étdﬁ)’ Mg&@’ ?g’p%@%g}?]sqqge%ﬁﬁ%ﬁt% ally
avail abl e from SQQBthJTM%%iue%%R@ﬁ(m%@S\@GQKEW)E find Uni ted
Ki ngdom) or Pharmacia (Uppsal a, Sweden). Additionally, any vector which is
capabl e of repli ddPRHG hagiagiat leasttvhgutatd, BRI EH, 85, arl98Pe segusticeadensityd

sel ectabl e genes (e.q., antibioti i i 15| | i at ed
may be used for cté8H1991dga}méllﬁei9él,enctehjgyggﬁeg§txﬁgﬁ8§y mﬁﬁ%o%ﬁr(%é not a
limting factor impXOis; ddvention. Simlarly, the vectors enployed for
expression of the antibodies may be selected 20 by one of skill in the art
from any 8srreemiqnagndgrity deteapininphggipas obihs lighsdagotie s¢lacte@ frem thel grosgul at ory
sequencesoﬁ,such as CW or RSV pronoters) which direct the replication and
expressi on ‘of heterol ogous DNA sequences in selected host cells. These
vectors contain t¢eRBDOueEngaskendthboutDNATS SHUEHOBS Sitvr ORYCeegecrcoiddntiey

anti body or altered i mmunogl obulin codin r%gion. In addition, the vectors
may i ncorporate tA@Mi ¥id sguoniedin@giv. IV SEIRNE:Q) %ﬂ?ﬁE@BY%thAhe

i nser{4on of deg(@ﬁ?ﬁl‘bﬁ@?’ﬁ riction sites for ready mani pul ati on. The
expressi on vectors y al sc?’ be characterized by genes suitable for

anpl i fyi ng expr edSDRh2 hfivinpet kettabaltd§o s SONKS, 9OgAE e 88% wequence idvatity

mamal i an di hydr of ol at e reduct as ( er e tor
sequences i ncl udd® &My 3F1 S%“Wﬁqgg%i&ﬁmm ﬁ@g) ﬁ@éﬁ%&sﬁmr owt h
hor mone (BGH) anq\](t)!'gg;ggd agl obi n promoter sequence (betaglopro). The
expression vectors useful herein may be synthesized by techni ques well

known to those sKiIDREQ having ki sagimbout (V2 E013 D988 RCHRUSRQUAVCO ANy

The ¢ onents of such vectors ' i 0 hancers,
pr ono %TP s, Si gnaltoggﬁtﬂ)e?‘ncé(ggquﬁ%cef%@\{lsﬁggklrﬁ%@ E)%ﬁ\g(%ﬁg# ?\%@er ci al
or natural sourcggsEn IBWONeRi zed by known procedures for use in directing
t he expression and/ or secretion of the product of the reconbinant DNA in a
sel ected host. Ot her appropriate 5 expression vectors of which nunerous
types are knowm ¢ne enhwdamentf GPRiBnraslal least abaett @ 72180, Bhs¥e D3, ord884 , and

f I ' I be. sel d f hi
| nvent i oncei e oy agedboiRiE b S bRk EPLTE BITER DA marIReh: =™

pl asm@ cEHEIDING: L) EIRNEAINERGUENAES VIIG ($EQ abtNdad),es or altered
i mmunogl obul i n nol ecul es thereof Host cells useful for the cloning and

ot her manERIEANIPEAGYDREEYEG (SEQ dAiNY 19 b ERHEK AQNIRHAIE¥ DESMKLA{ PR AP,

However, des ARG | t Al of E. coli are used for

replicati glrel)s'%?)’ ?ﬁ%ﬁg?&m%é%gcﬁt%sis axgﬁgﬁmas]t@p@ﬁi n the construction of

al tered aBRIRBRANBHAIFYDES VK SHEQ 0D .NO:17). In obdictnbbtiendneIDRHB lcemprisssel |

lines for the expression of the antibody of the invention are preferably

manmal i antheenyigo §Q}§He‘&'§n?\%8}:@p@ﬁg IM?E. g. DX4), COS, a fibroblast

15cel 45 (e. ?I , 3T3), and nmyelonma cells, and nore preferably a CH|O or ab
el oma cel l. - - L: : - e

rodi 11 ed v th HiganSs Sl B, HE 3o MRaEPBRLE00L BE PRLFIAE ot ¢

cel | |i nesremayndonehpitibpeéids cdinpriset eatdvgrehain coutipriablge DRAMRCDRMhogEt cel | s

and nethods for transformation, culture, anplificatiaon, screening and
product pFORIE psre ey Cb@ﬁiwn@aﬁmsﬁ?%%%ﬁﬁw R € PRLay whemsede, e g.
Sanbr ook g} %nmnﬁh%ﬁﬂﬁéﬂﬁ%ﬁgé%%%ﬁﬁ?ﬁ?%%%?ﬂkﬁw dﬂhPM%sHéﬁ%&hoﬁﬁ host

cells suitable for the expre reconbi’nant Fabs of the present
i nven3@ on (see, eCIPRHIM amglotdeidseqhence DD (SBEQUD,N@3Y); 151- 188 (1992)).

Ho , d to t d f t ei | i ls to b
oot o det_or CPRHEGRSIS 628 SR Auithseai en EXRHE AR ORET AESYEG or m Cany
25 reconbi nant FngQrmNgepQ)j m@mm _ Aﬁhﬁfq@[ghvmqggdmgdg)pe screened

for retention of antigen binding ability. e nol ecul e expressed by the
bacterial cell wasRHHANDIAIRYRESQYIOEdPER KoNeld)f orm that bacterial cell
woul d be a desirable host. For exanple, various strains of E. coli used for
expression are well-known as host cell91in the field of biotechnol ogy.
Various strains of B. subtilis, Streptonyces, other bacilli and the |ike
may




30 al so be enployed in this nethod. Where desired, strains of yeast
cells known to those skilled in the art are also avail abl e as host cells,
as wel |l awoi2ns@oRIesel |'s, e.g. Drosophila and Lepi dopt er @Cani$2aiooad724 WO

2011/ 002968PCT/ US2010/ 040724 expression systens. See, e.g. Mller et al.,

CGeneti c Engi neeri , - ress (1986) and references cited
t herein. T@%ﬁ%ﬁ%ﬁ%&@}%@ T’(\I{?(=31$tactors may be constructed,
the transfection mqumyggsmcp(m?g}m% 1gst cells of the

i nvention, and culture nethods 5necessary produce the anti body of the
i nvention from sUdRHKOANDERAIF YRS \AKG (SEMENNDolA] andechni ques. Typical |y,

the culture neth t.h L | | serumfree culture nethod,
usual |y by cul tu(r)(?%lghééT ?ﬁﬁé%??@ﬁ#}g@g?gﬁ@l%ﬁm Li kewi se, once
produced, the antphyodiesQab NOS)idndention may be purified fromthe cell
culture contents according to standard procedures of the art, including

amoni um &gl ogiemairey dpictramingregigns phibe yighithammare selestedrfroshr omat ogr aphy,
gel electrophoresis and the like. Such techniques are within the skill of
the art and do not limt this invention. For exanple, preparation of

al tered anti bodi aSDRL& igiesset froschnino WOd 384 =860’ R ABQE BT 9B/ (ST990D Yet

anot her net hod of expression of the antibodies may utilize expression in a
15t r ansgeni ¢ ani MiP: PSR ENNGGA (BeQ IPANQ:20% or A KRN VI AYVEFEQIDE . Thi s
relatgs to an exqq@%'?{on system using the animal's casein pronoter which
when transgenically incorporated into a nmanmal pernits the female to
produce the desi r@dRE2¢osebdchfintn goniod ecid sequents NAK KLAE CSEQIDMGER),aspect of

| nventi on wni ch RATSRHTGRER EEOAPE, SRERREASBRIE RO, o™ o 1
transformed or tr@pgf@riechdy 4y a vector encoding the light and/or heavy

chain of the antibody of the invention and recovering the antibody thereby
pr oduced. |GDBhé isssest fromt dneinp peid saquenay ORXY Y I Io(SE(2 8D Ar@bhod of

i nhibiti ADAM VA idi I t

Si mul | anequsy b BB o B ¥OR o8 P Rr E TR TEEE ™ 1 cervain
enmbodi nents t he /@QWSYiWTA@BMT@NOQM)ADAMTSS. In silico structure 'best
fit' conputational nodeling using separate crystal structures for ADAMIS5

and t he ADAMTSEhwnisonomabodimggntad dhezmasenEmy crliyy as tsokited ine

anti body/ gen. | r ' : . 1 t-akyid s eqrin

Gormai s 0P TR0 FLEEbRENG SIS BRI CBREA'S DAMRIS TR

ADAMTS 30CDRHEBFIRNKANSERREAYAG K@ (PEQJP NOJi3pant ICDRHA@Ar t s

flexibility between_the donmins whi ;h may_act . to regul ate function or allow
taafiﬁ'?%%} Eﬁﬁ@f

for stibst Fatle! PRTROVERY 6HERIDMNE: 18 stReT SERNEY S lghh (RERIIRI ty mab

bi nding o e t0ing PRI | I |4 viAaes

cat al y? i cﬁg%(y)aié]s)fﬁﬁzelgml dongﬁﬁgegwg%l\ﬁ%%& %%jhﬂé?h?ﬁgr eby Eé%??eﬂ)l zing
WO 2011/ OBZRBBPCOT AlSRO 1M E & of Hymedentinaetition), bty isolaredonencehdmati ment, t he

nol ecul e i s..an anti body that. .bi nds both.t j sint i lytic
Comet s s il Aarme e cpfBtisige R i aiis ¢ BRELSHTAEMS G0 5 NGRS boay
or anti bogdyRHAGMERHRANDRE IPVEFHVKGRYEQUDONO: 19), AAHRA3 ¢PRAYERY. the

present invention concerns an anti body which neutralizes the enzymatic

activily 8P NOAMIMIGBRLANGKASQUN @RTHESEQ LD DYy 9k iIGRREZiseASYRHBI (REE t o
catal ytic disint in.d i i ~hess than about 1x10-9 or
2x10-1 asﬂzg\g)s‘g?)e ﬁbﬁgpg&ﬁﬁgf%%ﬁfe{&@ﬁpﬁﬁ) I n anot her embodi ment  of
the present i nueypdtiafdthePiaboi@ent! iheahtiGMFIAGhE baASingbLthphREseaveEsRr | Si ng
at | east one of the anti g.en bi ndi_ng Br otei ns described herein. The
are monoclonal antibodies comprising a heavy chain comprising CDRH1, CDRH2 and
CDRH3 and a light chain comprising CDRL1, CDRL2 and CDRL3, wherein the
30  complementarity determining regions (CDRs) of the heavy chain are selected from:
CDRHI is amino acid sequence DAWMD (SEQ ID NO:2), wherein any
amino acid of SEQ ID NO: 2 is substituted at one position by an amino acid

selected from histidine, isoleucine, leucine, lysine, methionine, phenylalanine,
22



10 current invention also provides use of at |east one antigen binding
protein to ADAMISS in the manufacture of a nedi canent for reducing at | east
one ADAMNED 2acitaozdsBy in a human. The present invention pcowisdes/owses of at

| east one antigen binding protein to ADAMIS5 for reducing at |east one
activity of ADAMIS5 in a human conprising admnistering to a patient in
need thereof a cARBEIE t&fi’tﬁﬁﬁﬂ%ﬁnﬁgﬁ%g@’é%%’ﬂln&r?épﬁﬂf HArCYEE TSy ARG
protei n to ADAMI Spytamic acid,%ﬁﬁﬁﬁﬁfé%‘l&bﬁ@] orﬁf?lﬁBQ,%Jr&l'i&[‘%rﬁﬂ‘e, falEndrggeENt
invention may further conprises a sécond antigen binding protein. In sonme

i nstance the secdpsaati gen binding protein may be a nonocl onal anti body.

I nmbodi t . [ | tib i
bt L gen. sot ect ed GRBRERSTS Sol DRhRRARe AR R R AR R RS 5
IL-6, 3P, TRPVL,(SEBRAWNOADAMIRINK ASOVIESRAY A8 VRGEBEY 1D RAONG), and/ or

IL-1. By way of exanple, the %har maceut i cal conpositions of the present

i nvention may corﬁiR&%@' R ALET I%EﬁVIé@r(SEQ@N@?&)Ot ein, which may be a
nonocl onal antib nacl onal anti body, which may
al so bi nd ADAMTS mé%/l&\%/\ﬁy 0 1§§(n0 el?GZ()@(%@pﬁﬁeﬁBa har maceuti cal conposition
of the present i MERNTANNFATRBABSPKIGESEQ (D MND:1a)nbr gen bi ndi ng protein,
which is a nonocl onfal anti body that binds to ADAMISS5 and a second, anti gen

bi ndi ng prot ei n, TRFERANPEARYRYEY Yha CERUHDYEY! D hathetsihery Fpiaogeidiaie

fol | oy ng: ADAMI Hgfi TNE- a0 RS/ =S V4 1,
Aggr e@oan? Col | aggsﬁliE ?I , Oﬁ%”aﬂr}llg}l%%m}t{?q %On p?(sjlt%—r @ﬁaaggagorémriréét?ﬁéggs of

treati ng a pati erfrom hishdiad, isblen@od, lawmy;, lysinegmdhachina ipbt¢medidlagnat | east one
dose of phar maceuhi cal conposition of the present invention. Ln sone
aspects, the pat i!BROng: SRR RGP oHHrNeEARE 45Patinaci oIl &YSTAe
patient may be sufifiemidid,'PMRnRR, O ciB Enihiie 326 R MalififNahlie group
of : cancer, pain, chronic pain, neufopathic pain, postoperative pain,
osteoarthritis, dposims;and uries, erosive arthritis, WO

2011/ 002968PCT/ U 04 i LA soriatic arthritis,
Lyme ggt hritis, ﬁﬁ@%%ﬂ%&]ﬁ%%ﬁ@? @nﬁﬁ%@?ﬁtﬁ?ég% | osis, neural gia,
neur opat hi es, al ggsig(SP@MTRENO ) UhMerciBaliaghihag acid fSEAEIENESAt B @Ad 5 is

i nflammat ory di seases, cartilage degeneration, diseases affecting the

| arynx, trachea, sabgfiteted pt enprnasitionhyensarine peigisclaeted om higlgheht s, t endons,
j oi nt capsul es or. 5 I ent.. | t . SC erat]

ost eopeni a, or p(al?élii%g%}ﬁ’ gﬁ%\éﬁﬁegl&gﬁ g’srfletg@é & o%ng[alﬁlﬁ%ﬁhg?&gﬁ%} %i){ogﬂ%ﬂ’sease
related to joi nt vaésé, ralnine)argidine, agpatic adt ayseme, tysengatutemic dcsd,suf f eri ng
fromosteoarthritis. In another enmbodi ment, admi nistering at |east one dose
of saf¥ phar mace dHEBINCe BYEES ANBRINF SUARRS SEHI% [AUEER AESFAYBEIBA i n sai d
patient. hja c%f}%tlé?ﬁént Bgﬂeﬁﬁﬂﬂﬁn égﬁﬁ%ﬁﬂﬁéﬁ&hﬂ irPdre kO8Std ABf: dose of said
phar maceuti cal "conposition in %1 t's and/ or ot educes aggrecan cl eavage in
said patient. Al so provided herein are pharmaceutical conpositions
capable of treati [ sease associated with carti] ion or

o evi ating the. SHBEbIERIE, BREeE Phariabyadaa koo e AR B0 18" et nods

and uses descri b@oh@P{QiTBENMW&%%%_IDQ‘I@@OD,% KA QuNEesr 20V ISEADAMI S5
antibody for use in the treatnent of diseases of the cartilage, for
adm nEstration alda&lor whercinowmyianzng e¢id wl SEQAD NOadP-2dnesubstigtedidhenapeut i c,

i ncl udi ng, but nat Jti mted to, at. Igla%tdf)ne stte({.oi d ﬁnd/ ary anal qesi C.

Anti gen-bi ndi ng PS8l 2B AaGe sdativd TRULHRTAN SO S SUARHIA S er ed

Wi th other therapgethiogtel ﬁheﬁ@ﬁla&ﬁf&jﬂﬂ&ﬁﬁné}hﬁ@?ﬁi@&@ﬂiﬂe, alliRcPirgBedY,

invention al so provides ADAMISS5 anti bodi es or fragnents 20 thereof for all

of the methods arfdPute scidesicinse Bywae «fluwamisagid edutpains glycmgaamishipe, ref er s

to a human or ot %lir?en%é'fﬁle'ta ‘i aﬁﬁgﬂéﬁﬁe'herei n, "treatnment” means: (1) the
- SFPRE e ondi

anelioration or prevention o iI'on being treated or one or nore of
t he b3®l ogi cal MECIDRES ivdel@nfonfaniine acidndiicnonNAK TICAE (S£B2QdD,NQ2R).t he
interference with (a) one or rmrg)é&gi nts in the biologi cascade 25t hat

| eads to or isr BI(§ERID ovr? TREA (lggpn](? ]L\ng%ﬂ 2‘|EF %SWBYTone or

more of the (SEQ ID NO:25) , wherein any amino acid of SEQ ID NO: 22-25 is

substituted at one position by an amino acid selected from histidine,
23



bi ol ogi cal mani festations of the condition being treated, or (3) the
alleviation of one or nore of the synptons or effects associated with the
condi t i orwbebnigpoesegat ed. The skilled artisan will appreecatis2aloato724
"prevention” is not an absolute term In nedicine, "prevention" is

understood to refer to the prophyl actjc adm nistration of .a dru 0
30substantially d?%%l%%li]etuﬁglei ' F(@Fifﬁ?}ht?nﬂ}ﬁ’%@?é( 'Wneoﬂlrso%%f‘n&iyi’}%B apr

bi ol ogi cal mani f aaiiat I @hidd)6fBRhe, a@farfi®adg) (%Xte{ﬂée%sgﬂﬁ@t IRhmiughy condi tion
or biol ogical manifestation thereof WO 2011/0029 '8PC'I‘/gUSZO'10/ 040724
As used herein, "duhminndlyeinteemnithiocarolims, Sermsatgriag aadtymsingfandt | east one

anti gen binding in sufficient. to signific ] itive
nodi fication in mﬁﬁ%hﬁ# C}) O%a%l&"f"?@&?‘é@%ﬁ@‘%%@%@bﬁm?@’seri ous
side effects (at @HHEOMN(SEREMENDLZ 7T QRYNAIVPFTVSEQIID Nbesseepe of sound
medi cal judgnent. A safe and effective 5anmount of at | east one antigen

bi ndi ng protein d@Q¥YHSEYPRILHEM NO: 29 wherein anly anteo pad of 8BQAP NOmpound
chosen (e.g. consjgder . i .and. hal f -1 ;

conpound); the r ?uglsi g S%%@ﬁ%%%@ % %8%1%%552%%%1}1@ %h({e]&(lzgocﬁééfl %?%%E%lgpﬁg treat ed;
the severity of tihdewondiducime, lgeinagnéthdaiedphdnhbalages, tisedtne, Wh@phan,and
physi cal condition of the patient being treated; the nedical history of the
patient to be tre&liBg;2lane. AgHNs.3pPBHC 2id cyochHeatYERe 2lytABIGRsidir e of

concugfg ent therapy; .tk jr.e at f . | ke .factors, but
can n Ie(\5/ ert hel ess F%%ta%lg&ge t gﬁan;? ’ %ﬁgﬁ%ﬁgy%geﬁéﬁgbﬁ’%} g t}ger%(l?%an : The
anti gen bi ndi ntp peobiai asmbodintehss, i Thrénefi NAKBELABe (A1 H) sNOr2) sy lcaniype,

suitable route of adm nistration, .including both_ sys j I Ni i on
2nd t op! c HPICHGR I SPLBY. - 5y SRt TR SE (e o @ HEPGAEERgy L b
adm ni str O 2N is Raliet &I é‘érta%?éﬂﬂb&lhr%h{s,at}'lﬁn@f QH@IW?PW (SQE‘(’}“IB'I@@Q@B fson,

rectal admnistration, and adm nistration by inhalation. Parenteral
adni ni st r aiyptophaneftgrosineophaytaeind, admehicgirat iloredtinesmbdiamernt Bisal of

transder r i i i pLcal | injection or. infusion.
par ontor aP RN R ARARGRES BRI B0 P NTRFB e bBh GE s ap S 1 it
subcut aneembodiftica! IRF6 W THYOSGOSY GYTHI VIAISTY) 1Dt Na@1 8) G4l phknylalanine or
adm nistration. Inhalation refers to administration into 20 the patient's
| ungs V\het&ﬁ_@iﬂ}q-nhal ed through the mouth or through the nasal passages.
Topical admini ¢yt 3ihenyinghudes APRLS PALLAN b Qurh eS| Qe ¥EL br 35finite
intraocul ar, oftic, intravagi nal, and I ntranasal adm nistration.

anti gen bhm@lb&rpfpiiah ehdis coffothetionsVE padticul@ycabeniad sirnttateasiad o6 a GDRis
according t dosi ng regi nen. wherein nunber of doses are adm ni stered at
varyi Ay zé?fﬁ)ﬂe@rhyabogh ghle fengd afdhe STNY ovhbypéis loap @fﬂclfmgréi.eterﬂalﬁnegwnwlé}wsaos es
may be adfjcRicgtgr tiosh bbIA B CORs' | RS cRBik (aMonsDRMG IR, De
admi ni st eggeC eEnti%q’t ggﬁ 0essi reBB{hhgfr%ageutsi %ﬂfeﬁe‘ect&i@g}%ach?%?/nesd or\%u %

i ndefi ni t éétgrmioingaicsitia¢snot RBDRdp Veri drhleThpetoni @ 986;f Edal Hol 2ABRE0-EdS) ng

regimens for a antigen bindin otein af the jnventjon depend on the
oo ey BP0 Dlamsh SRR i Mo 4 sk FRldD SR (Sl
di stribut caRecranglybid!i§ Use%%i)c}fe%nevﬁﬁé SdhonRl BEsHe & JNedcbrst iRl shbhiced

artisan. I'n addition, suitable dosing reginens, including the duration such
regi nehs temeplatdiriané sher adentifiod by singd befied hediophebics, ohy dregrankbnding he

condition_bejng treated, the .severjty,.of e ditio ein WD
2011/ 0020EB T I GR6 G Be PR S0 Rhe 18 SEROp G DedS I Bsmim 78t ¢ ne
patient begisigel teakmshicdl f&&sﬁ@dj}cadm{ﬁrﬁl Oy seduchb® atht &Y réfdiRetehippassed,
the nature of concurrent therapy, t esired therapeutic effect, and |ike
factors whhioeringcagiieNPERyes BhideiOr SIFEreY Meiccski |l ed artisan. It will
be furt her undetahoad oPY-rftEiallald EnAhL SARS Jeil iRihiAPLE HOH Row
regi mens may require Sadjustnent given an individual patient response to
t he d®®i NnThe eginvedridiurmdingtusakisdSabiandi vi dual pati ent needs change.
In certain enbodi nents the ag%gpod is used to deliver a drug to the

%4

cartilage. Such*¥melcngt caranica B eearagy Mnhi@ilPoMO-kig. or a variant
anti-i nf | apRirQry AfK ¥9is @P@t& oM forna }ﬂg,ugrm{@t[ﬁg %sg, g?g,rcmmﬁmtss

Accordingly, in one aspec e invention’s a ne

The
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10delivering a drug to cartilage conprising lining the drug to an anti body
of the present invention. Such delivery can be conducted in vitro, ex vivo,
or in viwso22bn/mew8her enbodi nent the antibody is used PoTdAsRI®HO724 gr owt h
factor to the cartilage which would pronote the growmh of new cartil age.

Such growt h factors inhcluyde Bo r phogeni r ot ei ns, t|.c riy BWP-7.
Such del i ¥ Stud ey ﬁﬁn%{ﬁ&”ﬁ{m@@ﬁ%}N@%t%\‘}ilwbswﬁpdﬁ%{/heo. ﬁgﬁf i es
The foll Oﬁ\ﬂld‘ﬁsﬁ§§‘{§1%hﬁ§tith1{ceh‘fw§artﬁi§3GluY%@h,QE'l%DA ects B this invention. 20

Exanple 1 - Production o S to human S4 and human ADAMIS5

Human ADAMISS Eramplepni sanquicdsefon CIRHE asrsetioateid $EQ tIPaNEX ke od aGHGars
cell s and/,or BacN tr.ansd K293 cel.| s and, isol ated. b onvent.i onal
chr omat og PRy HacAudd o b ed WA GElE o8 R s B e FORHFT g

ADAMI S ( frut Isel ngéh) and ADAMISS (truncated, full length, Cat, Cat/dis

domai ns). I nmunogenicity was tested on sera fromserial bleeds. WO

2011/ 002968PCTEwSRDied pb 4arrmicadpfos {dekHa sis antiontyinpEQ d Be Onktde oF gotagierd and
fused to .. US| R .853- i ved fusion partner.
| mortali {zﬂeggfsogﬁ{gl{gggg& plgg '%’%“ﬁéa %I@%’ %f@é’égﬁés toégﬁgl'HAT sel ecti on was
used to desel eEkaplksHEdamynedadriorC@DRE] aResubilit inGSEY IDI HOMBI6S wparvagihant s
fromactive cultures were screened for specific 5 binding and

neut ral i zEICFOh 28 Scedd i Pubatiutadulion A SADAME SEr 15 S IADKIT S is yibptatutndfar lle;
identidie i Cc t ¢, oRQC i i . LAt g

ui Tot 8 c8ly (ggr@g\%vts SRt o A Gl TOPACHENS iy BT BY ThiTThe S5 | o
char act er sdtstitgeddor 8eis dah eldysup Gly; Thigid d sobdtituted faarthes Fgr, Aunt,i dladisnwaer

purified by, standard chronmataography ne ds,. Resylti 10 purifjed anti body
P ohes. webbATHAI Thi HEr e e Lt LAd PP Bhbdri Arriin et REDH onal
potency. Bxamhesd, HiddtpHae Antibodies Characterization 15ADAMISS mAbs were

characterizZed for neutralization potency using in vitro aggrecan substrate
cl eavage assayE&x{mplos of tnonipRMVABICIHRADS anesceowthiar @ dbi Ml 46g0r af fariant y

usi ng, both Oct.et abl d Bi r C arabl.e. but .not shown
FechbT ogtsteor s S 67 B lred T sraGRl B §rERR S3LF R ORRY RER Mt
ADAMTSL, ARANGSA)1 ARAMESH3 FVRIn, IAPGLy, MUPOARNAHVALS Ty obelalRFvagi ot et
20 X, all of which were negative (not shown). Al nmAbs were al so assessed
for “or t hobeyliaiet 5 AMedor UPt Seloyhrsi Fdisahln deAtR: 30 P3P oHbsGHrAder
nouse, capine, and.cynomg| g e - { ndi; 1o al so
det ect ed g%}gii[?\ss ﬁ&tx%ﬁﬁ%@@ﬁsﬁ%ﬁ%@% flgrgll ypoéé& i a??lggd\r]]ds] %%(?%{rrlg’ri ne
and chi meAiss, It MifE Pod onBér aldiPien9AIDAWISHHuteahbs Pos), 1Qut €, Afg diccorsTHymar i zed in
Table 2. 25 Table 1: Characterization of purified antj-human ADAMIS5
monoct®nal  ant Ihelsieaspects the antigen binding protein is a Fab or F(ab), fragment. In

another embodiment, the first immunoglobulin variable domain is a single chain variable
domain.
In one embodiment of the present invention there is provided an antibody
according to the invention described herein and comprising a constant domain region
25  such that the antibody has reduced ADCC and/or complement activation or effector
functionality. In one such embodiment the constant domain may comprise a naturally
disabled constant region of IgG2 or IgG4 isotype or a mutated IgG1 constant domain.
Examples of suitable modifications are described in EP0307434. One example comprises
the substitutions of alanine residues at positions 235 and 237 (EU index numbering). In
30  one embodiment, such an antibody comprises the heavy chain of SEQ ID NO:158.
In one embodiment the antigen binding protein or a fragment thereof comprises an

antibody Vi domain comprising an amino acid sequence selected from the group

25



Affinity (Qctet QK) Aggrecan Substrate C eavage ADAMISS Ot hol ogue

(Binding/Neutralization) mAb Ka Kd KD Neutralizati on I1C50 (nM Muse
Cynonol gus0Canine2968G1L0. 1C9 4. 47E+04 8. 43E-06 1. 88E- 10 OPBTAISEHLAY0704/ +)
(+/+) 2D3.1D4 6.67E+04 5. 75E-06 8. 62E-11

10

15

20

25

30

consisting of SEQ ID NO: 76, 80, 116, 118, 120, 122, 124, 126, 128, 136, 138, 140, 142,
and 144.

In one embodiment the antigen binding protein or a fragment thereof comprises an
antibody Vi, domain comprising an amino acid sequence selected from the group
consisting of SEQ ID NO: 78, 82, 130, 132, 134, and 146.

In one embodiment the antigen binding protein or a fragment thereof comprises an
antibody Vi domain comprising an amino acid sequence selected from the group
consisting of SEQ ID NO: 76, 80, 116, 118, 120, 122, 124, 126, 128, 136, 138, 140, 142,
and 144 and a Vi, domain comprising an amino acid sequence selected from the group
consisting of SEQ ID NO: 78, 82, 130, 132, 134, and 146.

In one embodiment the antigen binding protein or a fragment thereof comprises an
antibody Vi domain comprising SEQ ID NO: 76 and a V|, domain comprising SEQ ID
NO: 78.

In one embodiment the antigen binding protein or a fragment thereof comprises an
antibody Vi domain comprising SEQ ID NO: 80 and a Vi, domain comprising SEQ ID
NO: 82.

In one embodiment the antigen binding protein or a fragment thereof comprises an
antibody Vi domain comprising an amino acid sequence selected from the group
consisting of SEQ ID NO: 116, 118, 120, 122, 124, 126, and 128 and a Vi, domain
comprising an amino acid sequence selected from the group consisting of SEQ ID NO:
130, 132, and 134.

In one embodiment the antigen binding protein or a fragment thereof comprises an
antibody Vi domain comprising an amino acid sequence selected from the group
consisting of SEQ ID NO: 136, 138, 140, 142, and 144 and a Vi, domain comprising SEQ
ID NO: 146.

In one embodiment the antigen binding protein or a fragment thereof comprises an
antibody heavy chain comprising an amino acid sequence selected from the group
consisting of SEQ ID NO: 68, 72, 84, 86, 88, 90, 92, 94, 96, 104, 106, 108, 110, 112, and
158.

In one embodiment the antigen binding protein or a fragment thereof comprises an
antibody light chain comprising an amino acid sequence selected from the group

consisting of SEQ ID NO: 70, 74, 98, 100, 102, and 114.
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In one embodiment the antigen binding protein or a fragment thereof comprises an
antibody heavy chain comprising an amino acid sequence selected from the group
consisting of SEQ ID NO: 68, 72, 84, 86, 88, 90, 92, 94, 96, 104, 106, 108, 110, 112, and
158 and an antibody light chain comprising an amino acid sequence selected from the

5  group consisting of SEQ ID NO: 70, 74, 98, 100, 102, and 114.

In one embodiment the antigen binding protein or a fragment thereof comprises an
antibody heavy chain comprising SEQ ID NO: 68 and an antibody light chain comprising
SEQ ID NO: 70.

In one embodiment the antigen binding protein or a fragment thereof comprises an

10 antibody heavy chain comprising SEQ ID NO: 72 and an antibody light chain comprising
SEQ ID NO: 74.

In one embodiment the antigen binding protein or a fragment thereof comprises an
antibody heavy chain comprising an amino acid sequence selected from the group
consisting of SEQ ID NO: 84, 86, 88, 90, 92, 94, and 96 and an antibody light chain

15  comprising an amino acid sequence selected from the group consisting of SEQ ID NO:
98, 100, and 102.

In one embodiment the antigen binding protein or a fragment thereof comprises an
antibody heavy chain comprising an amino acid sequence selected from the group
consisting of SEQ ID NO: 104, 106, 108, 110, 112, and 158 and an antibody light chain

20  comprising SEQ ID NO: 114.

Another aspect of the invention includes an antibody that competes for binding to
ADAMTSS with any one of the antibodies listed in Table 3. These include the antibodies
1G10.1C9, 2D3.1D4, 3A12.1D7, 5F10.1H6, 11F12.1D12, 12F4.1H7, and 7B4.1E11.

In yet another embodiment, the antigen binding protein further comprises a second

25  immunoglobulin variable domain, capable of binding to a second antigen. The second
immunoglobulin variable domain may bind to an antigen which may act as a carrier upon
administration of the antigen binding peptide. For instance, the second immunoglobulin
variable domain may bind a blood protein such as, but not limited to, human serum
albumin or transferrin. Additionally, the second immunoglobulin variable domain may

30  bind to an antigen associated with modulation of pain in a mammal such as, but not
limited to, nerve growth factor (NGF), vasoactive intestinal peptide (VIP), and/or TRPV1
or other vannilloid receptor. Additionally, the second immunoglobulin variable domain

may bind to a cytokine or cytokine receptor associated with inflammatory response and/or
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autoimmune disease such as, but not limited to, oncostatin M (OSM), TNF- ¢, 1L-6,
TRPV4, RANKL and IL-1. The second antigen may also bind to a second aggrecanase,
such as, but not limited to ADAMTS4 and/or ADAMTSS, and/or a second epitope on
ADAMTSS and/or a number of metalloproteases such as but not limited to MMP-13.
The second immunoglobulin variable domain may also bind to aggrecan, collagen II,
proteoglycan or other molecules associated with cartilage. In one aspect of the present
invention, the second immunoglobulin variable domain binds to one an antigen selected
from the group of: human serum albumin, ADAMTS4, NGF, OSM, TNF-q, IL-6, VIP,
TRPV1, TRPV4, ADAMTSI, aggrecan, Collagen II, RANKL, Syndecan 4, Hedgehog,
and/or IL-1.

Delgado, et al. Nature Med. 7, 563—568 report that VIP treatment suppresses
production of pro-inflammatory mediators, as well as expression of the metalloproteinase
gelatinase (MMP-2). MMP-2 is believed to contribute to joint destruction in paws of
arthritic mice. In vitro studies indicate that VIP may act directly on synoviocytes,
although an indirect action could also be mediated through enhanced production of Th2
cytokines. Nonetheless, VIP appears to affect synovial function at multiple levels in the
CIA mouse model. The peptide suppresses Thl function and but increases Th2 function,
possibly 'rebalancing' the immune system. Morecover, VIP has direct and indirect effects
on macrophages and synoviocytes, leading to decreased expression of IL-1, TNF-a,
chemokines and matrix-degrading enzymes, protecting joint integrity. Firestein Nature
Medicine 7,537 - 538 (2001).

Vasoactive intestinal peptide (VIP) was identified in the synovial fluid of arthritis
patients nearly 20 years ago and the aim of this study was to examine whether VIP could
be involved in the generation of OA pain. Hindlimb weight bearing was used as a
measure of joint pain, while von Frey hair algesiometry applied to the plantar surface of
the ipsilateral hindpaw tested for secondary mechanical hyperalgesia. Intra-articular
injection of VIP into normal rat knee joints caused a significant shift in weight bearing in
favor of the contralateral non-injected hindlimb as well as causing a reduction in
ipsilateral paw withdrawal threshold. These pain responses were blocked by co-
administration of a VPAC receptor antagonist. Antagonists that inhibit VIP activity may
prove beneficial in the alleviation of OA pain. McDougall, ef al. Pain 2006 Jul;123(1-
2):98-105.

28



Chimeric 12F4.1H7 5.55E+04 4.43E-06 7.99E-11 Murine 7B4.1E11 7. 65E+04

2. 7T4E-05 3.58E-10 Chineric 7B4.1E11 7. 18E+04 2.47E-05 3.45E-10 5Exanple 3
- Sequencw® 20Bawewson the characteristics identified i nPEXYAISpIO/0207281 X
nonocl onal anti bodies were identified. The variable regions of these

ti bodi . AL t h el Tahl.e 3). . A
22n's egs Lgs( “nﬁf %Flif%%ge&‘gggfﬁ% ﬁ%@ﬁ%g% ﬁ*ﬁ?@ n?@%%ﬁﬁ’lgﬁﬁwﬁ %dgﬁtlk% &%ﬁ 9591 abl e
region ar ﬁlﬂh@ﬁé@é@lﬁﬁ&ﬁ' aﬁ’&' sﬁ"v:@a & BB perdthept dnd dedil ﬁ%roﬁﬁ?a‘é%e&h@bp

10vari abl e regi ons desi gnat es 12F4. 1H7, 1G10.
3Al 2. 1D7, clsFaqerized, N@ﬁdlaﬁ Bacrighowvndp d¢ a@ptled@m\@‘dal byd &E@tet@nbﬁctosm G
reSpeCtIV

encod 47. 157, 151, 153 and 149,
oaboct 1 vargstort i BP el Yy nthenr AN Rt i Shigyy dRlion RS
3Al 2. 197, t5E3Rin1dielinct Bt nbliohs a8tfleyh o oL VR ah 8a04% - Z@Rﬂ%%h@@r@%leg%@ I D
NGs: 38-42, respectively and encoded by SEQ 151D NOs: 152, 154 150,
and 148, rbsabio- 0 lyl0 PEABP) SN G reRIANT SEPRABICHR BRI ibirgaivent VH

2030 EVKL LB e S TSI S D UL S0 Lot CERt s
EVKL EESGEH:MGAEFEMUESEAADEM b fabe B ird =565t MP BuoMit SpdAShd thep35 common

EVKLEESGGELVQPGGSMKLSCAASGFTES EVKLEESGGGE VOPGSSMKL SCAASGFTSS
neurotrophin receptor (sometimes termed "high affinity"” and "low affinity” NGF

10 receptors, respectively). Chao et al., Science 232:518-521 (1986). For review on NGF,
see Huang et al., Annu. Rev. Neurosci. 24:677-736 (2001); Bibel et al., Genes Dev.
14:2919-2937 (2000). The crystal structure of NGF and NGF in complex with the trkA
receptor have been determined. See Nature 254:411 (1991); Nature 401:184-188 (1996).

Oncostatin M is a 28 KDa glycoprotein that belongs to the interleukin 6 (IL-6)

15  family of cytokines which includes IL-6, Leukaemia Inhibitory Factor (LIF), ciliary
neurotrophic factor (CNTF), cardiotropin-1 (CT-1) and cardiotrophin-1 like cytokine (See
Kishimoto T et al (1995) Blood 86: 1243-1254), which share the gp130 transmembrane
signalling receptor (See Taga T and Kishimoto T (1997) Annu. Rev. Immunol. 15: 797-
819). OSM was originally discovered by its ability to inhibit the growth of the melanoma

20 cell line A375 (See Malik N (1989) et al Mol Cell Biol 9: 2847-2853). Subsequently,
more effects were discovered and it was found to be a multifunctional mediator like other
members of the IL-6 family. OSM is produced in a variety of cell types including
macrophages, activated T cells (See Zarling JM (1986) PNAS (USA) 83: 9739-9743),
polymorphonuclear neutrophils (See Grenier A et al (1999) Blood 93:1413-1421),

25  cosinophils (See Tamura S et al (2002) Dev. Dyn. 225: 327-31), dendritic cells (See Suda
T et al (2002) Cytokine 17:335-340). It is also expressed in pancreas, kidney, testes,
spleen stomach and brain (See Znoyko I et al (2005) Anat Rec A Discov Mol Cell Evol
Biol 283: 182-186), and bone marrow (See Psenak O et al (2003) Acta Haematol 109: 68-
75) Its principle biological effects include activation of endothelium (See Brown TJ et al

30  (1993) Blood 82: 33-7), activation of the acute phase response (See Benigni F et al (1996)
Blood 87: 1851-1854), induction of cellular proliferation or differentiation, modulation of
inflammatory mediator release and haematopoesis (See Tanaka M et al (2003) 102: 3154-

3162), re-modelling of bone (See de Hooge ASK (2002) Am J Pathol 160: 1733-1743)
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VYLQWNSLRPEDTG YYCTS (SEQ I'D NO'30) 90100 20 81 VYLQWNSLRPEDTG YYCTS ( SEQ
| D NO 32) The cytokine known as tumor necrosis factor-o (TNFa; also termed cachectin) is a

protein secreted primarily by monocytes and macrophages in response to endotoxin or
5  other stimuli as a soluble homotrimer of 17 kD protein subunits (Smith, R. A. et al., J.
Biol. Chem. 262:6951-6954 (1987)). A membrane-bound 26 kD precursor form of TNF
has also been described (Kriegler, M. et al., Cell 53:45-53 (1988)).
Accumulating evidence indicates that TNF is a regulatory cytokine with

pleiotropic biological activities. These activities include: inhibition of lipoprotein lipase

10  synthesis ("cachectin" activity) (Beutler, B. et al., Nature 316:552 (1985)), activation of
polymorphonuclear leukocytes (Klebanoff, S. J. et al., J. Immunol. 136:4220 (1986);
Perussia, B., et al., J. Immunol. 138:765 (1987)), inhibition of cell growth or stimulation
of cell growth (Vilcek, J. et al., J. Exp. Med. 163:632 (1986); Sugarman, B. J. et al.,
Science 230:943 (1985); Lachman, L. B. et al., J. Immunol. 138:2913 (1987)), cytotoxic

15  action on certain transformed cell types (Lachman, L. B. et al., supra; Darzynkiewicz, Z.
et al., Canc. Res. 44:83 (1984)), antiviral activity (Kohase, M. et al., Cell 45:659 (1986);
Wong, G. H. W. et al., Nature 323:819 (1986)), stimulation of bone resorption (Bertolini,
D. R. et al., Nature 319:516 (1986); Saklatvala, J., Nature 322:547 (1986)), stimulation of
collagenase and prostaglandin E2 production (Dayer, J.-M. et al., J. Exp. Med. 162:2163

20 (1985)); and immunoregulatory actions, including activation of T cells (Yokota, S. et al.,
J. Immunol. 140:531 (1988)), B cells (Kehrl, J. H. et al., J. Exp. Med. 166:786 (1987)),
monocytes (Philip, R. et al., Nature 323:86 (1986)), thymocytes (Ranges, G. E. et al., J.
Exp. Med. 167:1472 (1988)), and stimulation of the cell-surface expression of major
histocompatibility complex (MHC) class I and class II molecules (Collins, T. et al., Proc.

25  Natl. Acad. Sci. USA 83:446 (1986); Pujol-Borrel, R. et al., Nature 326:304 (1987)).

Interleukin-6 (IL-6) is a 22 to 27 kDa secreted glycoprotein which exhibits growth

stimulatory and proimflammatory activities. 1L-6 is also known as interferon-f2 (IFN-
B2), IL-1 inducible 26-kDa protein, hepatocyte-stimulating factor, cytotoxic T-cell
differentiation factor, and B-cell stimulatory factor. (Trikha et al., Clin. Cancer Res.

30 9:4653-4665 (2003)). IL-6 is secreted by various cell types. 1L-6 exerts its activities
through binding to a high-affinity receptor complex consisting of two membrane
glycoproteins: an 80 kDa component receptor that binds IL-6 with low affinity (IL-6R)

and a signal-transducing component of 130 kDa (gp130) that does not bind IL-6 by itself,
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81 VYLQWNSLRAEDTG YYCTS (SEQ | D NO 33) 81 VYLQWNTLRPEDTG YYCTS 25 ( SEQ
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D M GSQKEARTVEDRYS) TR, 1264, L 0B 100 QRIS o TRRF SRR L2
5  TRAFS3 (as determined by co-immunoprecipitation assays substantially as described by
Rothe et al., Cell 83:1243, 1995). TRAFs are critically important in the regulation of the
immune and inflammatory response. Through their association with various members of
the TNF receptor superfamily, a signal is transduced to a cell. That signal results in the
proliferation, differentiation or apoptosis of the cell, depending on which receptor(s)

10 is/are triggered and which TRAF(s) associate with the receptor(s); different signals can be
transduced to a cell via coordination of various signaling events. Thus, a signal
transduced through one member of this family may be proliferative, differentiative or
apoptotic, depending on other signals being transduced to the cell, and/or the state of
differentiation of the cell. Such exquisite regulation of this proliferative/apoptotic

15  pathway is necessary to develop and maintain protection against pathogens; imbalances
can result in autoimmune disease.

RANK is expressed on epithelial cells, some B cell lines, and on activated T cells.
However, its expression on activated T cells is late, about four days after activation. This
time course of expression coincides with the expression of Fas, a known agent of

20  apoptosis. RANK may act as an anti-apoptotic signal, rescuing cells that express RANK
from apoptosis as CD40 is known to do. Alternatively, RANK may confirm an apoptotic
signal under the appropriate circumstances, again similar to CD40. RANK and its ligand
are likely to play an integral role in regulation of the immune and inflammatory response.

The ligand, which is referred to as RANKL, is a Type 2 transmembrane protein

25  with an intracellular domain of less than about 50 amino acids, a transmembrane domain
and an extracellular domain of from about 240 to 250 amino acids. Similar to other
members of the TNF family to which it belongs, RANKL has a “spacer’ region between
the transmembrane domain and the receptor binding domain that is not necessary for
receptor binding. Accordingly, soluble forms of RANKL can comprise the entire

30  extracellular domain or fragments thereof that include the receptor binding region.

TRPV4 channel receptor is one of six known members of the vanilloid family of
transient receptor potential channels and shares 51% identity at the nucleotide level with

TRPV1, the capsaicin receptor. Examples of polypeptides and polynucleotides encoding
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prominently expressed in cartilage. A screen of primary and clonal cell cultures shows

10  significant expression only in chondrocytes.

Such responses are also evoked by structural analogues of capsaicin that share a
common vanilloid moiety. One such analogue is resiniferatoxin (RTX), a natural product
of Euphorbia plants. The term vanilloid receptor (VR) was coined to describe the
neuronal membrane recognition site for capsaicin and such related irritant compounds.

15  The capsaicin response is competitively inhibited (and thereby antagonized) by another
capsaicin analog, capsazepine, and is also inhibited by the non-selective cation channel
blocker ruthenium red. These antagonists bind to VR with no more than moderate affinity
(typically with K; values of no lower than 140uM).

Recently, rat and human receptors for capsaicin were cloned from dorsal root

20  ganglion cells. Such receptors have also been referred to as VR, and the terms "VR1"
and "capsaicin receptor” are used interchangeably herein to refer to rat and/or human
receptors of this type, as well as mammalian homologs. The role of VR1 in pain sensation
has been confirmed using mice lacking this receptor, which exhibit no vanilloid-evoked
pain behavior, and impaired responses to heat and inflammation. The capsaicin receptor is

25 anonselective cation channel with a threshold for opening that is lowered in response to
elevated temperatures, low pH, and capsaicin receptor agonists. For example, the channel
usually opens at temperatures higher than about 45°C. Opening of the capsaicin receptor
channel is generally followed by the release of inflammatory peptides from neurons
expressing the receptor and other nearby neurons, increasing the pain response. After

30  initial activation by capsaicin, the capsaicin receptor undergoes a rapid desensitization via

phosphorylation by cAMP-dependent protein kinase.
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sequences for the altered antibody may reside on a single vector.

A selected host cell is co-transfected by conventional techniques with both the
first and second vectors (or simply transfected by a single vector) to create the transfected
host cell of the invention comprising both the recombinant or synthetic light and heavy
chains. The transfected cell is then cultured by conventional techniques to produce the
engineered antibody of the invention. The antibody which includes the association of
both the recombinant heavy chain and/or light chain is screened from culture by
appropriate assay, such as ELISA or RIA. Similar conventional techniques may be
employed to construct other altered antibodies and molecules.

Suitable vectors for the cloning and subcloning steps employed in the methods and
construction of the compositions of this invention may be selected by one of skill in the
art. For example, the conventional pUC series of cloning vectors may be used. One
vector, pUC19, is commercially available from supply houses, such as Amersham
(Buckinghamshire, United Kingdom) or Pharmacia (Uppsala, Sweden). Additionally,
any vector which is capable of replicating readily, has an abundance of cloning sites and
selectable genes (e.g., antibiotic resistance), and is easily manipulated may be used for
cloning. Thus, the selection of the cloning vector is not a limiting factor in this invention.

Similarly, the vectors employed for expression of the antibodies may be selected
by one of skill in the art from any conventional vector. The vectors also contain selected
regulatory sequences (such as CMV or RSV promoters) which direct the replication and
expression of heterologous DNA sequences in selected host cells. These vectors contain
the above described DNA sequences which code for the antibody or altered
immunoglobulin coding region. In addition, the vectors may incorporate the selected
immunoglobulin sequences modified by the insertion of desirable restriction sites for
ready manipulation.

The expression vectors may also be characterized by genes suitable for amplifying
expression of the heterologous DNA sequences, ¢.g., the mammalian dihydrofolate
reductase gene (DHFR). Other preferable vector sequences include a poly A signal
sequence, such as from bovine growth hormone (BGH) and the betaglobin promoter
sequence (betaglopro). The expression vectors useful herein may be synthesized by

techniques well known to those skilled in this art.
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The components of such vectors, e.g. replicons, selection genes, enhancers,
promoters, signal sequences and the like, may be obtained from commercial or natural
sources or synthesized by known procedures for use in directing the expression and/or
secretion of the product of the recombinant DNA in a selected host. Other appropriate
expression vectors of which numerous types are known in the art for mammalian,
bacterial, insect, yeast, and fungal expression may also be selected for this purpose.

The present invention also encompasses a cell line transfected with a recombinant
plasmid containing the coding sequences of the antibodies or altered immunoglobulin
molecules thereof. Host cells useful for the cloning and other manipulations of these
cloning vectors are also conventional. However, most desirably, cells from various
strains of E. coli are used for replication of the cloning vectors and other steps in the
construction of altered antibodies of this invention.

Suitable host cells or cell lines for the expression of the antibody of the invention
are preferably mammalian cells such as NS0, Sp2/0, CHO (e.g. DG44), COS, a fibroblast
cell (e.g., 3T3), and myeloma cells, and more preferably a CHO or a myeloma cell.
Human cells may be used, thus enabling the molecule to be modified with human
glycosylation patterns. Alternatively, other eukaryotic cell lines may be employed. The
selection of suitable mammalian host cells and methods for transformation, culture,
amplification, screening and product production and purification are known in the art.
See, ¢.g., Sambrook et al., cited above.

Bacterial cells may prove useful as host cells suitable for the expression of the
recombinant Fabs of the present invention (see, ¢.g., Pliickthun, A., Immunol. Rev.,
130:151-188 (1992)). However, due to the tendency of proteins expressed in bacterial
cells to be in an unfolded or improperly folded form or in a non-glycosylated form, any
recombinant Fab produced in a bacterial cell would have to be screened for retention of
antigen binding ability. If the molecule expressed by the bacterial cell was produced in a
properly folded form, that bacterial cell would be a desirable host. For example, various
strains of E. coli used for expression are well-known as host cells in the field of
biotechnology. Various strains of B. subtilis, Streptomyces, other bacilli and the like may
also be employed in this method.

Where desired, strains of yeast cells known to those skilled in the art are also

available as host cells, as well as insect cells, e.g. Drosophila and Lepidoptera and viral
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expression systems. See, e.g. Miller et al., Genetic Engineering, 8:277-298, Plenum Press
(1986) and references cited therein.

The general methods by which the vectors may be constructed, the transfection
methods required to produce the host cells of the invention, and culture methods
necessary to produce the antibody of the invention from such host cell are all
conventional techniques. Typically, the culture method of the present invention is a
serum-free culture method, usually by culturing cells serum-free in suspension. Likewise,
once produced, the antibodies of the invention may be purified from the cell culture
contents according to standard procedures of the art, including ammonium sulfate
precipitation, affinity columns, column chromatography, gel electrophoresis and the like.
Such techniques are within the skill of the art and do not limit this invention. For
example, preparation of altered antibodies are described in WO 99/58679 and WO
96/16990.

Yet another method of expression of the antibodies may utilize expression in a
transgenic animal, such as described in U. S. Patent No. 4,873,316. This relates to an
expression system using the animal's casein promoter which when transgenically
incorporated into a mammal permits the female to produce the desired recombinant
protein in its milk.

In a further aspect of the invention there is provided a method of producing an
antibody of the invention which method comprises the step of culturing a host cell
transformed or transfected with a vector encoding the light and/or heavy chain of the
antibody of the invention and recovering the antibody thereby produced.

In one aspect, the present invention provides a method of inhibiting ADAM and
ADAMTS activity by providing a molecule that simultaneously binds both catalytic and
disintegrin domains. In certain embodiments the ADAMTS is ADAMTS 4 or
ADAMTSS. In silico structure ‘best fit’ computational modeling using separate crystal
structures for ADAMTSS and the ADAMTSS mAbs 12F4.1H7 and 7B4.1E11 suggest
simultaneous antibody/antigen interactions between both the catalytic and disintegrin
domains of ADAMTSS. The catalytic and disintegrin domains of ADAM and ADAMTS
proteases are separated by a hinge region that imparts flexibility between the domains
which may act to regulate function or allow for substrate localization to the catalytic site.
The high affinity mAb binding observed at this domain spanning epitope likely ‘locks’

the catalytic and disintegrin domains of ADAMTSS together thereby neutralizing
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enzymatic activity. In one embodiment, the molecule is an antibody that binds to both the
disintegrin and catalytic domains simultancously. In another embodiment the molecule is
an antibody or antibody fragment of the present invention. In another embodiment, the
present invention concerns an antibody which neutralizes the enzymatic activity of

5 AMAMTSS, and in which the antibody simultancously binds to catalytic and disintegrin
domains with a KD of less than about 1x10” or 2x10'° as measured by BiaCore or Octet
QK.

In another embodiment of the present invention, pharmaceutical compositions are

provided comprising at least one of the antigen binding proteins described herein. The
10 current invention also provides use of at least one antigen binding protein to ADAMTSS

in the manufacture of a medicament for reducing at least one ADAMTSS activity in a

human. The present invention provides use of at least one antigen binding protein to

ADAMTSS for reducing at least one activity of ADAMTSS in a human comprising

administering to a patient in need thereof a composition comprising at least one antigen
15  binding protein to ADAMTSS.

Pharmaceutical compositions of the present invention may further comprises a
second antigen binding protein. In some instance the second antigen binding protein may
be a monoclonal antibody. In one embodiment, the second monoclonal antibody binds at
least one antigen selected from the group of ADAMTS4, ADAMTSS, NGF, OSM, TNF-

20  a, IL-6, VIP, TRPV1, TRPV4, ADAMTSI, Aggrecan, Collagen II, RANKL, and/or IL-1.
By way of example, the pharmaceutical compositions of the present invention may
comprise a first antigen binding protein, which may be a monoclonal antibody to
ADAMTSS and a second monoclonal antibody, which may also bind ADAMTSS. By
way of another example, a pharmaceutical composition of the present invention may

25  comprise a first antigen binding protein, which is a monoclonal antibody that binds to
ADAMTSS and a second antigen binding protein, which is a monoclonal antibody that
binds one of the following: ADAMTS4, NGF, OSM, TNF-q, IL-6, VIP, TRPV1,
TRPV4, ADAMTSI, Aggrecan, Collagen 11, RANKL, and/or IL-1.

Also provided are methods of treating a patient in need thereof comprising

30  administering at least one dose of pharmaceutical composition of the present invention. In
some aspects, the patient is suffering from a disease of the cartilage. A patient may be
suffering from one or more diseases chosen from the group of: cancer, pain, chronic pain,

neuropathic pain, postoperative pain, osteoarthritis, sports injuries, erosive arthritis,
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rheumatoid arthritis, psoriatic arthritis, Lyme arthritis, juvenile arthritis, ankylosing
spondylosis, neuralgia, neuropathies, algesia, nerve injury, ischaemia, neurodegeneration,
inflammatory discases, cartilage degeneration, diseases affecting the larynx, trachea,
auditory canal, intervertebral discs, ligaments, tendons, joint capsules or bone
development, invertebral disc degeneration, osteopenia, or periodontal diseases, acute
joint injury, and/or a disease related to joint destruction. In some instances, the patient is
suffering from osteoarthritis.

In another embodiment, administering at least one dose of said pharmaceutical
composition reduces cartilage degradation in said patient. In another embodiment,
administering at least one dose of said pharmaceutical composition inhibits and/or
reduces aggrecan cleavage in said patient.

Also provided herein are pharmaceutical compositions capable of treating discase
associated with cartilage degradation or alleviating the symptoms produced thereby and
formulated for the methods and uses described herein. The present invention provides an
ADAMTSS antibody for use in the treatment of diseases of the cartilage, for
administration alone or in combination with at least one other therapeutic, including, but
not limited to, at least one steroid and/or analgesic. Antigen-binding proteins of the
present invention can be co-administered with other therapeutics in the same dose or
separately. The present invention also provides ADAMTSS antibodies or fragments
thereof for all of the methods and uses described herein.

As used herein, "patient” refers to a human or other animal.

As used herein, "treatment" means: (1) the amelioration or prevention of the
condition being treated or one or more of the biological manifestations of the condition
being treated, (2) the interference with (a) one or more points in the biological cascade
that leads to or is responsible for the condition being treated or (b) one or more of the
biological manifestations of the condition being treated, or (3) the alleviation of one or
more of the symptoms or effects associated with the condition being treated. The skilled
artisan will appreciate that "prevention" is not an absolute term. In medicine,
"prevention" is understood to refer to the prophylactic administration of a drug to
substantially diminish the likelihood or severity of a condition or biological manifestation

thereof, or to delay the onset of such condition or biological manifestation thereof.
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As used herein, "safe and effective amount"” means an amount of at least one
antigen binding protein sufficient to significantly induce a positive modification in the
condition to be treated but low enough to avoid serious side effects (at a reasonable
benefit/risk ratio) within the scope of sound medical judgment. A safe and effective
amount of at least one antigen binding protein of the invention will vary with the
particular compound chosen (e.g. consider the potency, efficacy, and half-life of the
compound); the route of administration chosen; the condition being treated; the severity
of the condition being treated; the age, size, weight, and physical condition of the patient
being treated; the medical history of the patient to be treated; the duration of the
treatment; the nature of concurrent therapy; the desired therapeutic effect; and like

factors, but can nevertheless be routinely determined by the skilled artisan.

The antigen binding proteins of the invention may be administered by any suitable
route of administration, including both systemic administration and topical
administration. Systemic administration includes oral administration, parenteral
administration, transdermal administration, rectal administration, and administration by
inhalation. Parenteral administration refers to routes of administration other than enteral,
transdermal, or by inhalation, and is typically by injection or infusion. Parenteral
administration includes intravenous, intramuscular, and subcutaneous injection or
infusion, including intraarticular administration. Inhalation refers to administration into
the patient's lungs whether inhaled through the mouth or through the nasal passages.
Topical administration includes application to the skin as well as intraocular, otic,

intravaginal, and intranasal administration.

The antigen binding proteins of the invention may be administered once or
according to a dosing regimen wherein a number of doses are administered at varying
intervals of time for a given period of time. For example, doses may be administered one,
two, three, or four times per day. Doses may be administered until the desired therapeutic
effect is achieved or indefinitely to maintain the desired therapeutic effect. Suitable
dosing regimens for a antigen binding protein of the invention depend on the
pharmacokinetic properties of that compound, such as absorption, distribution, and half-
life, which can be determined by the skilled artisan. In addition, suitable dosing
regimens, including the duration such regimens are administered, for a compound of the

invention depend on the condition being treated, the severity of the condition being
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treated, the age and physical condition of the patient being treated, the medical history of
the patient to be treated, the nature of concurrent therapy, the desired therapeutic effect,
and like factors within the knowledge and expertise of the skilled artisan. It will be
further understood by such skilled artisans that suitable dosing regimens may require
adjustment given an individual patient's response to the dosing regimen or over time as

individual patient needs change.

In certain embodiments the antibody is used to deliver a drug to the cartilage.
Such a drug could be an aggrecanase inhibitor, an anti-inflammatory drug, steroid or a
drug related to pain management. Accordingly, in one aspect the invention is a method of
delivering a drug to cartilage comprising lining the drug to an antibody of the present

invention. Such delivery can be conducted in vitro, ex vivo, or in vivo.

In another embodiment the antibody is used to deliver a growth factor to the
cartilage which would promote the growth of new cartilage. Such growth factors include
Bone Morphogenic proteins, particularly BMP-7. Such delivery can be conducted in

vitro, €x vivo, or in vivo.

Examples

The following examples illustrate various aspects of this invention.

Example 1 — Production of Mabs to human ADAMTS4 and human
ADAMTSS

Human ADAMTSS and ADAMTS4 proteins were produced in transfected CHO
cells and/or BacMam transduced HEK 293 cells and isolated by conventional
chromatography methods.

SJL mice were co-immunized with purified ADAMTS4 (full length) and
ADAMTSS (truncated, full length, Cat, Cat/dis domains). Immunogenicity was tested on

sera from serial bleeds.
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Splenocytes and lymph nodes were isolated and fused to mouse myeloma cells
using a P3X63/Ag8.653-derived fusion partner. Immortalized antibody producing cells
were generated. HAT selection was used to deselect unfused myeloma cells.

Resulting hybridoma supernatants from active cultures were screened for specific
binding and neutralization of recombinant human ADAMTSS5 and ADAMTS4. Hits were
identified, confirmed and cloned to monoclonality either by limiting dilution or growth in
semi-solid media.

Monoclonal antibodies with desired characteristics were scaled up in liquid
culture and the antibody was purified by standard chromatography methods. Resulting
purified antibody clones were then further characterized for binding affinity and

functional potency.

Example 2 - Murine Antibodies Characterization

ADAMTSS mAbs were characterized for neutralization potency using in vitro
aggrecan substrate cleavage assays (Table 1). ADAMTSS mAbs were characterized for
affinity using both Octet QK (Table 1) and BiaCore (comparable, but not shown)
technologies. Antibodies were also tested for cross-reactivity to Human ADAMTSI,
ADAMTS4, ADAMTS13, MMP1, MMP3, MMP9 and MMP13 by celTRF and Octet
QK, all of which were negative (not shown). All mAbs were also assessed for orthologue
cross-reactivity by binding and neutralization against mouse, canine, and cynomolgus
monkey ADAMTSS (Table 1). Binding was also detected against rat ADAMTSS (not
shown). Affinity comparisons for murine and chimeric forms of anti-human ADAMTSS

mAbs on Octet QK are summarized in Table 2.

Table 1: Characterization of purified anti-human ADAMTSS monoclonal antibodies.

7B4

Affinity (Qctet QK) Aggrecan ADAMTSS Orthologue
Substrate (Binding/Neutralization)
Cleavage
mAb Ka Kd KD Neutralizati | Mouse Cynomolgus | Canine
on IC50
(nM)
1G10.1C9 4.47E+04 | 8.43E-06 1.88E-10 0.375 (1) (1) (1)
2D3.1D4 6.67E+04 | 5.75E-06 | 8.62E-11 0.031 (1) (1) (1)
3A12.1D7 5.67E+04 | 4.67E-06 | 8.24E-11 0.769 (1) (1) (1)
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5F10.1H6 5.53E+04 | 6.99E-06 1.26E-10 0.05 (+1) (+1) +)
11F12.1D12 | 6.57E+04 | 4.33E-05 6.58E-10 2.527 (+1) +) +)
12F4.1H7 3.31E+04 | 1.44E-05 | 4.36E-10 0.06 (+1) (+1) +)
7B4.1E11 4.86E+04 | 4.36E-05 8.99E-10 0.08 +) (+1) +)

Table 2: Direct comparison of purified murine and chimeric anti-human ADAMTSS

mADbs
Affinity (Qctet QK)
mADb Ka Kd KD
Murine 12F4.1H7 5.64E+04 3.86E-06 6.85E-11
Chimeric 12F4.1H7 5.55E+04 4.43E-06 7.99E-11
Murine 7B4.1E11 7.65E+04 2.74E-05 3.58E-10
Chimeric 7B4.1E11 7.18E+04 2.47E-05 3.45E-10
5 Example 3 - Sequences

Based on the characteristics identified in Example 2, six monoclonal antibodies
were identified. The variable regions of these antibodies were sequenced. Alignments
are shown below (Table 3). A consensus (majority) heavy chain variable region and light
chain variable region are represented by SEQ ID NOs: 30 and 31 below. Heavy chain

10  variable regions for mAb designates 12F4.1H7, 1G10.1C9, 2D3.1D4, 3A12.1D7,
5F10.1H6, and 7B4.1E11 are represented by SEQ ID NOs: 32-37, respectively, and
encoded by SEQ ID NOs: 147, 157, 151, 153, 155, and 149, respectively. Light chain
variable regions for mAb designates 2D3.1D4, 3A12.1D7, 5F10.1H6, 7B4.1E11 and
12F4.1H7, and are represented by SEQ ID NOs: 38-42, respectively and encoded by SEQ

15 ID NOs: 152, 154, 156, 150, and 148, respectively.

Table 3: anti-ADAMTSS mAb CDR sequence alignment

Vu CDR Alignments
CDR H1
20 EVKLEESGGGLVQPGGSMKLSCAASGFTFS] IW VR QS Majority
+ + + +-
10 20 30 40
+ + + +-

EVKLEESGGGLVQPGGSMKLSCTASGFTFS |
EVKLEESGGGLGQPGGSMKLSCAASGFNFS]
EVKLEESGGGLVQPGGSMKLSCAASGITFS
EVKFEESGGGLVQPGGSMKLSCAASGFIFS |
EVKLEESGGGLVQPGGSMKLSCAASGFTFS:
EVKLEESGGGLVQPGGSMKLSCAASGFTSS]

IW VRQS 12F4.1H7 VH.pro
WVRQS 1G10.1C9 VH.pro
IW VR QS 2D3.1D4 VH.pro
IW VRQS 3A12.1D7 VH.pro
IW VRQS 5F10.1H6 VH.pro
W VR QS 7B4.1E11 VH.pro

25
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12F4 H2 heavy chain 107 108 12F4 LO light chain 113 114 BPC1658 12F4 H3LO
12F4 H3 heavy chain 109 110 12F4 LO light chain 113 114 BPC1659 12F4 HALO
12F4 H4 hwevyliglozden 111 112 12F4 LO light chain 113 1P¢T/US2010/040724

CDR H2

PEKGLEWVA RFTISRDDSK ST Majority
+ + + +-
5 50 60 70 80
+ + + +-

41 PEKGLEWVA
41 PEKGLEWVA
41 PEKGLEWVA
10 41 PEKGLEWVA
41 PEKGLEWVA
41 PEKGLEWVA

RFTISRDDSKNI 12F4.1H7 VH.pro
RFTISRDDSKSS 1G10.1C9 VH.pro
JRFTISRDDSKST 2D3.1D4 VH.pro

iRFTISRDDSKSI 3A12.1D7 VH.pro
RFTISRDDSKSI 5F10.1H6 VH.pro
RFTISRDDSKSS 7B4.1E11 VH.pro

CDR H3

15 VYLOMNSLRPEDTGIYYCTS
(SEQ ID NO:30)

WGQGTLVTV S A Majority

+ + + +
90 100 110 120
+ + + +

20 81 VYLQMNSLRPEDTGIYYCTS
(SEQ ID NO:32)

8l VYLQMNSLRAEDTGIYYCTS §
(SEQ ID NO:33)

8] VYLQMNTLRPEDTGIYYCTS
25 (SEQID NO:34)

81l VYLQMNNLRPEDTGIYYCTS
(SEQ ID NO:35)

81l VYLQMNSLRPEDTGIYYCTS
(SEQ ID NO:36)

30 81 VYLQMNSLRAEDSGIYYCTR
(SEQ ID NO:37)

------------- -WGQGTLVTVSAI2F4.1H7 VH.pro

WGQGTLVTVSAIGI0.1C9 VH.pro

WGQGTLVTVSA 2D3.1D4 VH.pro

WGQGTLVTVSA3AI2.1D7 VH.pro

WGQGTLVTVSASFI10.1H6 VH.pro

“WGTGTTVTVSS7B4.1E11 VH.pro

Vi, CDR Alignments
CDR L1
35 DIVMTQSQKFMSVTVGDRVSITC] WY QQKP Majority
+ + + +
10 20 30 40
+ + + +
1 DIVMTQSQKFMSTTVGDRVSIT WFQQKP 2D3.1D4 VL pro
40 1 DIVMTQSQKFMSVTVGDRVSITC] WY QQKP 3A12.1D7 VL pro

1 DIVMTQSQRFMSVTVGDRVSITC]
1 DIQMTQSPA SL SASVGETVTITC!

WYQQKP 5F10.1H6 VL pro
{ WY QQKQ 7B4.1E11 VL pro
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WD 2011/ 002968PCT/ US2010/ 040724 Exanple 11 - Anti body Hunmani zation -
Expression of the reconbi nant anti bodi es (including anti body

qguant i f i caDI20M)00B96pr essi on pl asm ds encodi ng t he heavy a&oa/useghw4@bai ns
respectively were transiently co-transfected into HEK 293 6E cells and
expressed ht, ghai ns of
the 7B4 annggggféﬁ?%%b?%bgﬁ?#@ggﬁzgégh‘ anTr éﬁévaﬁﬁyggﬁ]g % H%lbod

were al so expressed. Antibodies were quantified by ELISA. ELISA plates were
coated with anti human ICBR (3i gnma 13382) at 1i.tg/ml and bl ocked with

bl ocki ng sol 4O S T i oys dil utions of
the tissue cﬁ??gg% sﬁ%gﬁ 't \ﬁgfglggégé(iﬁ%#{#ﬁrNggfg;Ma%l|ncubated for
1 hourd at room-10-tenperatureBDrtutions Uf”a"anWM'staﬁdard ant i body were
al so added to the pl atse. The pl at eo was washed i n TBST asd bi ndi ng was

det ected by the. addiil@nmnimampexgxidase J.abelled anti_human kappa |ight

chai n ant | pody. | §,dmn, ¢ o481 0031 L1000, ¢ bhofki g, 50l ut on

The plate was I hcu our roo i'n TBST. The
pl ate was deied ﬁéoLb‘g/“ %VBPWD}%GB&Tr‘)gtprY@%WBS#Qi@ V& col our
15 del®| optrein® S BKdpgpEds il & V &R RATT QMG BIZF0YE I LAGSOY Han e onésvLimpasur ed at
490nm and A ¢t andard Lot ved rRusidngs slatra rfsark iNwe kpasanestvapdar d

di I uti ons. 4lwgs§t1<md%§ i QS qﬁeldG?sQsﬁ%tdmtﬁﬁW%S‘:QEﬁqﬁ;%%&%on of
antibody in the tissue e supernatants. Exanple 12- ADAMISS bi ndi ng
ELI SA 20 A binding ELI SA was carried out to test the binding of the
expressed antibodies i nCO&13 cul ture supernatant to reconbi nant ADAMISS.
ELI SA pl ate A= Yo BRVY N W E QE%NE t 0.2p.g/nml and
block%% mntﬁ“%?ocklng u |onJ%§§gEEx 1#& §m ergg @allne) Vari ous
dilutions of "The tTSSUE CUITUTE sdbé?ﬁéraﬁts were 25 added and the plate
was incubated for 1 hoWwr at room t®nperature before washing in TBST.

Bi ndi ng was .det.ected.- by—ihe.adetLon -of .a..peroxi dase | abell ed anti human

kappa |ighy EC[K'@ABYGEFET Q%s%mi@ﬁlﬁIl@f{A%Déjf&%'pB'&E@fm 4900 in

bl ocki ng solutlon i.ncupat ed our at roomtenp before
was hi %%‘ in féé%AD?‘ﬁe i TEIS@(S’IT%%%I %Aé%u“?? O BP0 sthst r at e
(Si gma P91BADang Ydd] BpmeptT Kk hoped SBO YV LagdPHA IBAOEH 2M H2504.
Absor banc e 1 WasF GBasur § ARG WIGTTK IaE Pt RA eB4 ieadarprasi IDe:4mean

: CeR b 6ati 1Nk R VD Qv %%%8%14&452010/ 040724

DAMISS anti bodies to

reconblnant antigen. Exanple 13 - Bl Acore 5Anti-hunman 1gG (Bi acoreTM
BR-1028-39) was i nmobilized on a CMb chip by primary amine coupling. This
surface was th 0, us g t @y capt eCtht humani zed anti bodi es, ADAMIS5 ( R&D
Systens 2198- AE%—%%@—iﬁi%—%&%géﬁ—8&3&29E32@£§tured anti body at a single
concentration %nMﬂManVQA%ﬁﬂ@% Wik YN EBFrbin&Ghc® pl 4¢Snbt sbi phosphoric
acid followed by 3M MgCl12. The |nd|n curves were double referenced with
buf fer i npéﬁxlatgwwpceésedc&m ﬂsmlwnpr@e daitigtonasmidigracier digest RBCTYO® anal ysi s
sof twar e g HBS- EP
s the rulinaliispdphedfREoc-LoR sl #oGdioht e cliss B ifile?
ant i ba@li escvedlwedpd progeesk lf(crmattus@xtegmdatwm ex sivpe SampRs twerdintasdwizpeci fi ed.

WO 2011/00296&PCT/U82010/040724 Table 5 - Kinetics of binding to human
ADAMTS5 Sg}ﬁfp O\KIélg(lj_lpﬁgg§ control IgG 1sotype, select anti-ADAMTS 5 antibodies

(designated as 7B4.1E11 and 12F4.1H7), a selected anti-ADAMTS 4 antibody

(designated as 7E8.1E3), or a known aggrecanase/MMP inhibitor, shown as GSK571949

(CAS number 329040-94-0) below. Each treatment condition was tested in multiples of 8
35  onecach donor plate. Inhibition of ARGSVIL (SEQ ID NO:1) neoepitope release was

measured for each sample at numerous points throughout the course of the experiment.
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kd (1/s) KD (nM BPC1623 (purified) 6.463E+05 4.700E-05 0.07273 BPC1622
(purified) 8.723E+05 1.056E-03 1.211 BPC1622 1.159E+06 1.305E-03 1.125
BPC1623 6WQMEAD64. 823E- 05 0. 07737 BPCL634 5. 538E+05 4PBTAK204/00078687
BPC1635 7.041E+05 8.258E-04 1.173 BPC1636 1.073E+06 8. 963E- 04

O

o M °

~N
/©>S\\O O
Cl 0O

GSK571949

As described previously, cleavage of aggrecan by aggrecanase typically occurs at
5  aconserved region within the interglobular domain of aggrecan. Enzyme cleavage will
produce a released fragment containing a neoepitope with an N-terminal amino acid
sequence (ARGSVIL) from aggrecan. This cleavage neoepitope can be detected and
quantified using a monoclonal antibody which specifically binds to the cleaved forms, but
not intact aggrecan. Both ADAMTSS antibodies and the ADAMTSS inhibitor showed
10  significantly greater inhibition of ARGSVIL release than the control and ADAMTS4
antibody. A summary of percent inhibition of ARGSVIL release is shown in Figure 1.
The results demonstrate that ADAMTSS specific mAbs are able to inhibit degradation at
a rate of approximately 70% for the 2-3 week assessment period as compared to a small
molecule assay control compound. These results are consistent within and across many

15  individual donor samples.

Example 5 - ADAMTSS Antibody Dose Response in Human OA Cartilage

Explant
20 Percent inhibition of ARGSVIL release was tested as described in Example 4 for a

dose response of a selected anti-ADAMTSS antibody (see Figure 2). Murine antibody
7B4.1E11 was tested at the following doses: 1340 nM, 670 nM, 335, nM, 81.25 nM.
Control aggrecanase/MMP inhibitor was also used. Percent ARGSVIL release was

lowest with the highest doses of anti-ADAMTSS and declined upon treatment with lower

46



0. 8357 BPC1637 1.119E+06 9. 625E-04 0. 8604 BPC1638 8. 749E+05 8. 309E-04

0. 9497 BPC1639 9. 271E+05 8. 937E-04 0. 9639 BPC1640 7. 870E+05 8. 492E-04 1.079
BPCl1641 MW0248+02968. 453E- 04 1. 323 BPC1642 8. 874E+05 1. 2POEAB3010/08644 BPC1643
1. 362E+06 1. 434E-03 1. 053

doses. Matched isotype control antibody treatment doses (not shown) were used to
determine 0% inhibition and a single effective dose of GSK571949 was used to calculate
100% inhibition. This mAb treatment demonstrates a dose response that appears to reach
a maximal effect at the 670nM dose (Figure 2). However, it should be noted that more

5 donors (n=22) were represented in the 670 nM dose point, while the other doses include

fewer (n<5).

Example 6 - In vivo studies DMM

OA was induced in mice using a Destabilization Medial Meniscus (DMM) model

10  for assessment of anti-ADAMTSS5 antibody efficacy (see Figure 3). Two separate
experiments are shown. Three days prior to surgical DMM, mice were administered a 0.5
mg/dose of one of the following antibodies: anti-ADAMTSS (7B4.1E11), anti-
ADAMTSS (12F4.1H7), or IgG isotype. Control groups included untreated mice with
DMM surgery, mice with sham surgery and normal mice. Six days after dosing, mice

15  were sacrificed and histopathology was performed by blinded investigators from which a
joint score was given to each mouse knee assessed. Anti-ADAMTSS antibodies showed
significantly better mean joint scores compared with IgG1 isotype control. Additionally,
sham surgery knees and normal knees had significantly better mean joint scores compared
with untreated knees and IgG isotype.

20

Example 7 — Monoclonal antibodies penetrate cartilage in vitro and in vivo

The ability of therapeutic antibodies to penetrate tissue and reach the site of
disease and their specific target is critical for efficacy. Aggrecanases, although classified
as secreted proteins, have been shown to preferentially localize to the pericellular regions

25  of chondrocytes within the cartilage matrix. Therefore, in order for a therapeutic mAb to
reach an aggrecanase target it may require penetration through the cartilage matrix.

Initially, assessing the ability of a mAb to penetrate human cartilage was
performed on ex-vivo tissue using mAbs with multiple specificities, including selected
anti-ADAMTSS mAbs. Full thickness cartilage plugs, spanning synovial surface through

30  sub-chondral bone, from knee replacement surgical specimen were placed in tissue
culture for defined durations in the presence of mouse monoclonal antibodies with
specificities for human proteins located on the surface of chondrocytes or non-specific

isotype controls. At the end of each timepoint tissues were processed for full thickness
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BPC1644 1.491E+06 1.572E-03 1.054 BPC1645 1.119E+06 1. 159E-03 1.036 BPCl1646
1. 788E+06 1.843E-03 1.031 BPCl1647 1.485E+06 1.453E-03 0.9784 BPCl1648

7. 875E+05v0.26mAM294 1. 208 BPC1649 1. 023E+06 1. 297E-03 1P2GUSBRODEEQ4

3. 140E+06 3.427E-03 1. 091 BPC1651

assessment, sectioned and stained using a FITC-labeled anti-mouse detection antibody.
Penetration is defined by the depth and intensity of chondrocyte staining within the
cartilage tissue. Irrespective of target specificity, mAb penetration was observed to be a
concentration and time-dependent process primarily originating from the synovial surface
5  of the cartilage and proceeding to full thickness penetration within 3-4 days dependent on
concentration (not shown). No staining was observed for cartilage plugs treated with
isotype control mAbs (not shown).
In vivo assessment of cartilage penetration was performed using near-infrared
(NIR) dye labeled monoclonal antibodies, including selective mAbs for ADAMTSA4,

10 ADAMTSS and isotype controls. NIR labeled mAbs were systemically
(intraperitoneally) administered (0.5 mg dose) to mice who, six weeks earlier, had
undergone surgical induction of osteoarthritis (DMM). Biodistribution of mAbs was
monitored in the whole animal at numerous timepoints following administration using a
Licor Odyssey system. Four days after mAb administration mice were sacrificed and

15  imaging of the knee joint was performed on the Odyssey. Knee joints were then
processed and sectioned for high resolution analysis on a microscope equipped with
filters and a camera for NIR detection. Within four days after systemic mAb
administration full thickness cartilage penetration could be observed for an anti-
ADAMTSS and anti-ADAMTS4 mAb, while no specific staining was observed for the

20  isotype control mAb (not shown). Characteristic pericellular chondrocyte staining

patterns were observed for ADAMTSS and ADAMTS4 specific mAbs (not shown).

Example 8 - Antibody Humanization - Cloning of Hybridoma Variable Regions
Total RNA was extracted from 7B4.1E11 and 12F4.1H7 hybridoma cells, heavy
25  and light variable domain cDNA sequence was then generated by reverse transcription
and polymerase chain reaction (RT-PCR). The forward primer for RT-PCR was a mixture
of degenerate primers specific for murine immunoglobulin gene leader-sequences and the
reverse primer was specific for the antibody constant regions, in this case isotype IgGl
for 7B4.1E11 and IgG2 for 12F4.1H7. Primers were designed based on a strategy
30  described by Jones and Bendig (Bio/Technology 9:88, 1991). RT-PCR was carried out for
both V-region sequences to enable subsequent verification of the correct V-region
sequences. The V-region products generated by the RT-PCR were cloned (Invitrogen TA

Cloning Kit) and sequence data obtained.
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2. 653E+06 3. 150E-03 1.188 BPC1652 1.963E+06 2. 122E-03 1. 081 BPC1653

2. 236E+06 2.597E-03 1.161 BPCl1654 1.040E+06 1.137E-03 1.094 BPC1655 no

bi ndi ng swernoBRE1BS6 6. 327E+05 3. 950E- 04 0. 6243 BPCl657 PETAS0EHS0%0724 540E- 05
0. 1289 BPC1658 4. 483E+05

Example 9 — Antibody Humanization - Cloning of the chimera
The DNA expression constructs encoding the chimeric antibody were prepared de

novo by build-up of overlapping oligonucleotides including restriction sites for cloning

5  into mammalian expression vectors as well as a human signal sequence. HindIIl and Spel
restriction sites were introduced to frame the Vi domain containing the signal sequence
(SEQ ID NO: 45) for cloning into mammalian expression vectors containing the human
v1 constant region. HindIII and BsiWI restriction sites were introduced to frame the Vi,
domain containing the signal sequence (SEQ ID NO: 45) for cloning into mammalian

10 expression vector containing the human kappa constant region.

Example 10 — Antibody Humanization - Cloning of the humanized variants

The DNA expression constructs encoding the humanized antibody variants were
prepared de novo by build-up of overlapping oligonucleotides including restriction sites

15  for cloning into mammalian expression vectors as well as a human signal sequence.

HindIII and Spel restriction sites were introduced to frame the Vi domain containing the
signal sequence (SEQ ID NO: 45) for cloning into mammalian expression vectors
containing the human y1 constant region. HindIIl and BsiWI restriction sites were
introduced to frame the Vi domain containing the signal sequence (SEQ ID NO: 45) for

20  cloning into mammalian expression vector containing the human kappa constant region.

Table 4: Antibody variants

Antibody | Alternative Description SEQ ID NO: SEQ ID NO:
ID Names of nucleotide of amino acid
sequence sequence
BPC1622 | 7B4 Chimera 7B4 chimeric heavy chain | 67 68
7B4 chimeric light chain | 69 70
BPC1623 | 12F4 Chimera 12F4 chimeric heavy 71 72
chain
12F4 chimeric light chain | 73 74
BPC1634 | 7B4 HOLO 7B4 HO heavy chain 83 84
7B4 L0 light chain 97 98
BPC1635 | 7B4 H1LO 7B4 H1 heavy chain 85 86
7B4 L0 light chain 97 98
BPC1636 | 7B4 H2L0 7B4 H2 heavy chain 87 88
7B4 L0 light chain 97 98
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1. 398E-04 0. 3119 BPC1659 4. 894E+05 4. 147E-05 0.08475 5 Exanple 14.

Conparative affinity of murine,

chimeric and hunani zed ADAMIS5 mAbs

Affinity wasoasmessed for the mAbs in two formats (anti gemuspoivemees, Cct et
The rel evance of the Cctet

X and anti body on sensor,

Bi acore) (Table 6).

forma m-eh—woul-d—be—reapresentati-ve—of—arceHular—target : Fs—¢l evant
'9; ADAMTEEP gh(lgﬁ 7]%4}%3Watur aH B} igheawychain ng—¢8FHassoci-ated formof the
enzyme i —\vivo. However ryé}ﬁ&-lﬂ wam:\n :.\I <g7hn found |9$1 secret ed
form we 5?9663§ss7é3§‘s%‘840aff| ni_%ﬂi‘d?_%ﬁﬁé{ﬁml body %n sensor | Pbrn rat—using
Bi acore. LDLfferences ohser vad J#O\A@B'hchﬂ]ﬁp et eP7and BiacoP® anal \IQI may
repr esent BPEFRAt | B0 ons |(1B4&S heavidha on d8Asor in ORPEt QK and| mAb on
sensor ip_Biacorle) and techni®dL0dightepiances 7 ween thel 8Yst ens wever,
when run| BRC1GH€ |saeioO 201 17/8307988BCTANS2010P040724 for Bt s the siystens
were renarkably sinilar in t|eBdd.Odighnhemal | KD9% or these|APbs. Differences
in Kd angBR&l6der|e7Bis@rlved, [I7Bdeél0heduechbio i ns Baiment des| &h differepces.
The humani zed CS mAb (12F4 HAB3)L1dighi dbains an ¢verall aff im0ty (I (D)| of 38.3
pM as neaBBCeE2i R4elldnt | ggryBdavirhehgrdimin i n 188 Octet QK8G&ystem The 12F4
HALO 5 nmAb denonstrates a KI) 78# 183ightdhainn t he | 9b down fopigmat in the
Bi acore spsCesms (74 HEDIO shqws4ftrhebef@n@nce, |@xhibits aj KO of 205 and 869
pMin the Cctet (K and Bi acqra4gysiceiaaimespectoyel y. Aff{mody val ues for
t he nuri hgpangh4chiperiiig T or nepafnaReN I are[ghown here[der referepce to
demonstrate that| affinity wgspuafiaigheda@ost hliggni zation] ;@ T MADS | n this
experi meNBpe Al AU TY T|UBItHORAy Fi&inPOT T onS (1. €., [3PWere not
Fc- di sab _ed). Tapbl e 6. ConparmlL\/qugg{Jhbllﬁl Ty of ogurine, chigeric and
humani ze @ APRMESS; AT 1 AT T MG RLACRR) MAPoBown o AVHATTY KdK
Affinity|lc (Cctlet QK) Anti e T A dioy KdRD 100
BPC1647 | 7B4 H6L.1 7B4 H6 heavy chain 95 96
7B4 L1 light chain 99 100
BPC1648 | 7B4 HOL2 7B4 HO heavy chain 83 84
7B4 L2 light chain 101 102
BPC1649 | 7B4 HIL2 7B4 H1 heavy chain 85 86
7B4 L2 light chain 101 102
BPC1650 | 7B4 H2L.2 7B4 H2 heavy chain 87 88
7B4 L2 light chain 101 102
BPC1651 | 7B4 H3L.2 7B4 H3 heavy chain 89 90
7B4 L2 light chain 101 102
BPC1652 | 7B4 H4L2 7B4 H4 heavy chain 91 92
7B4 L2 light chain 101 102
BPC1653 | 7B4 H5L2 7B4 HS5 heavy chain 93 94
7B4 L2 light chain 101 102
BPC1654 | 7B4 H6L.2 7B4 H6 heavy chain 95 96
7B4 L2 light chain 101 102
BPC1655 | 12F4 HOLO 12F4 HO heavy chain 103 104
12F4 L0 light chain 113 114
BPC1656 | 12F4 HI1LO 12F4 H1 heavy chain 105 106
12F4 L0 light chain 113 114
BPC1657 | 12F4 H2L0 12F4 H2 heavy chain 107 108
12F4 L0 light chain 113 114
BPC1658 | 12F4 H3LO0 12F4 H3 heavy chain 109 110
12F4 L0 light chain 113 114
BPC1659 | 12F4 H4L0 12F4 H4 heavy chain 111 112
12F4 L0 light chain 113 114
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mAb | c Mi rine 12F4.1H7 1.56E+06 1. 04E-04 0.067nM 6. 99E+04 2. 49E- 06
0.0356n M Chineric 12F4.1H7 1. 56E+06 7. 86E-05 0. 051M 6. 85E+04 2. 96E- 06

0. 0431M Puoenizeewes2F4. 1H7 HALO 4. 89E+05 4. 15E- 05 0. 085mimszeuasdy2£. 88E- 06
0. 0383nM Muri ne 7B4. 1E11 4. 81E+06 2. 32E-03

Example 11 — Antibody Humanization - Expression of the recombinant antibodies
(including antibody quantification)
Expression plasmids encoding the heavy and light chains respectively were
transiently co-transfected into HEK 293 6E cells and expressed at small scale to produce
5  antibody. Heavy and light chains of the 7B4 and 12F4 chimeric antibodies and an

irrelevant control antibody were also expressed. Antibodies were quantified by ELISA.
ELISA plates were coated with anti human IgG (Sigma 13382) at 1pug/ml and blocked
with blocking solution (4% BSA in Tris buffered saline). Various dilutions of the tissue
culture supernatants were added and the plate was incubated for 1 hour at room

10 temperature. Dilutions of a known standard antibody were also added to the plate. The
plate was washed in TBST and binding was detected by the addition of a peroxidase
labelled anti human kappa light chain antibody (Sigma A7164) at a dilution of 1/1000 in
blocking solution. The plate was incubated for 1 hour at room temp before washing in
TBST. The plate was developed by addition of OPD substrate (Sigma P9187) and colour

15  development stopped by addition of 2M H,SO4. Absorbance was measured at 490nm and
a standard curve plotted using data for the known standard dilutions. The standard curve

was used to estimate the concentration of antibody in the tissue culture supernatants.

Example 12 - ADAMTSS binding ELISA

20

A binding ELISA was carried out to test the binding of the expressed antibodies in

cell culture supernatant to recombinant ADAMTSS. ELISA plates were coated with
recombinant human ADAMTSS at 0.2ug/ml and blocked with blocking solution (4%
BSA in Tris buffered saline). Various dilutions of the tissue culture supernatants were

25  added and the plate was incubated for 1 hour at room temperature before washing in
TBST. Binding was detected by the addition of a peroxidase labelled anti human kappa
light chain antibody (Sigma A7164) at a dilution of 1/1000 in blocking solution. The
plate was incubated for 1 hour at room temp before washing in TBST. The plate was
developed by addition of OPD substrate (Sigma P9187) and colour development stopped

30 by addition of 2M H,SO4. Absorbance was measured at 490nm with a plate reader and

the mean absorbance plotted against concentration.
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0.483n M 9. 25E+04 2. 59E-05 0.280nM Chineric 7B4.1 Eli 2.43E+06 1. 14E-03
0. 473nM 1. 00E+05 2. 61E-05 0.260nM Hurmani zed 7B4.1 E11 HOLO 5. 54E+05

4. 81E- 04 wo268modses. O6E+05 2. 16E- 05 0. 205nM 15 Exanpl e PCH/USRuomm 7QA
cartil age expl ant experinent humani zed 12F4 HALO dose range The humani zed

12F4 HALO_Fc di sabl ed mAb was sessed. i n thi y min a dose response

f or mat vth%H‘%eSzi%g?lBﬁY fhsrbundiee of B2 Braanis i‘%}béﬁéﬁ\‘ﬁgg ABYPYESi®i ve and

negati ve ggg&lgh{ag{%t%@g.i n conparison to the parental nurine 12F4. 1H7
version at a single dose. Multiple donors (n=4) were assessed individually
in this study and results were conpiled to generate a nean inhibition score
across an_ OA % t] nﬁhgoopul ation. GSK571949 was used at a single
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BPC1659
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0.08475

mADbs

Example 14. Comparative affinity of murine, chimeric and humanized ADAMTSS

Affinity was assessed for the mAbs in two formats (antigen on sensor, Octet QK

and antibody on sensor, Biacore) (Table 6). The relevance of the Octet QK format, which

would be representative of a cellular target, is relevant to ADAMTSS due to the naturally

10

occurring cell associated form of the enzyme in vivo. However, since ADAMTSS can

also be found in a secreted form, we also assessed affinity in an antibody on sensor

format using Biacore. Differences observed between the Octet and Biacore analysis may

represent format variations (i.e. antigen on sensor in Octet QK and mAb on sensor in

Biacore) and technical differences between the systems. However, when run in the same

5
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Example 15. Human OA cartilage explant experiment humanized 12F4 H4L0 dose

range
The humanized 12F4 H4L0 Fc disabled mAb was assessed in this system in a dose
response format versus appropriate Fc disabled isotype and other positive and negative

20  controls and in comparison to the parental murine 12F4.1H7 version at a single dose.
Multiple donors (n=4) were assessed individually in this study and results were compiled
to generate a mean inhibition score across an OA patient population. GSK571949 was
used at a single concentration (2uM) as an assay control to set maximal inhibition levels.
The results demonstrate a clear 12F4 H4L0 dose response with a maximal response

25  achieved at the highest dose (1333 nM) as compared to a dose range of irrelevant
humanized isotype control mAb (Figure 10). Nearly complete inhibition of ARGS
neoepitope in relation to GSK571949 was achieved at the highest dose (2uM). In
addition, the level of inhibition for 12F4 H4L0 was demonstrated to be greater than
12F4.1H7 in these donors, suggesting retained efficacy following humanization.

30  Although the level of efficacy is greater for the humanized version of the mAbD it is not
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of interaction between ADA 15and the 12F4.1H7 and 7B4. 1E11 mAbs.
Sequence Descriptions Sequence identifier (SEQ ID NO amno acid sequence

PN e RS PG WRGHD 5 HEMERSNAD. AR AR IR i apbnlie s 48
This experiment was designed as in Example 15, however following a 5 day treatment
duration with the mAbs or compounds to allow for saturation of the system, the

10  treatments were removed and replaced with fresh media lacking the treatment. The assay
was continued for 4 weeks with periodic sampling of the culture media for subsequent
assessment of cartilage degradation markers. Following each sampling, the same volume
withdrawn in the sample was replaced with fresh media. This format was designed to
address the potency and duration of the therapeutic effect and indirectly suggest

15  ADAMTSS turnover rate within the tissue. Results shown compiled from identical
experiments using 4 different human OA donors (Figure 11). These results provide
evidence of the extended duration of the ADAMTSS mAD response in human OA
cartilage even in advanced disease state (i.c. at time of joint replacement). In addition,
these results provide evidence of the low turnover rate of ADAMTSS in diseased tissue.

20

Example 17. Fe-Disabled Humanized Antibody

The gene encoding the humanized 12F4 H4 Vi domain was cloned onto the
modified human gamma 1 constant region, [gG1m(AA). The IgGIm(AA) constant
region contains two alanine substitutions in the CH2 domain at positions L235 and

25  G237(EU index numbering). These mutations render the resulting antibody unable to
bind the necessary Fc receptors or complement component C1q, thus disabling its ability

to induce antibody dependent cellular cytotoxicity (ADCC) or complement dependent

cytotoxicity (CDC).
Table 7
DNA Sequence | Amino Acid
Sequence
BPC1661 12F4 H4LO 12F4 H4 heavy chain 159 158
1gGIm(AA) 12F4 L0 light chain 113 114
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51 12F4 nouse variable |light 54 53 7B4 CDRH1L 55 7B4 CDRH2 56 7B4 CDRH3 57
7B4 CDRL1 58 7B4 CDRL2 59 7B4 CDRL3 60 12F4 CDRH1 61 12F4 CDRH2 62
12F4 CDRHSO 2011/002968 PCT/US2010/040724

Expression plasmids encoding the heavy and light chains of the antibodies

BPC1623 (12F4 Chimera), BPC1659 (12F4 H4L0 IgG1wt) and BPC1661 (12F4 H4L0
5 IgGIm(AA)) were expressed in HEK cells. Antibodies were purified by Protein A
affinity chromatography and quantified by spectrophotometry.

A binding ELISA was carried out to compare the binding of the purified
antibodies to ADAMTSS. An irrelevant antibody of IgG1wt isotype and an Fc disabled
antibody were included as negative controls. Briefly, plates were coated with

10 recombinant human ADAMTSS at 0.2ug/ml and blocked with blocking solution (4%
BSA in Tris buffered saline). Various concentrations of purified antibody were added
and the plate incubated for 1 hour at room temperature before washing with TBST (Tris
buffered saline + 0.05% Tween 20). Binding was detected by the addition of a
peroxidase labelled anti human kappa light chain antibody (Sigma A7164) at a dilution of

15  1/1000 in blocking solution. The plate was incubated for 1 hour at room temperature
before washing in TBST. The plate was developed by addition of OPD substrate (Sigma
P9187) and colour development stopped by addition of 2M H,SO4. Absorbance was
measured at 490nm with a plate reader and the mean absorbance plotted against
concentration.

20 Figure 12 shows the binding of the purified anti ADAMTSS antibodies to

recombinant antigen.

Example 18. Biacore of Fe-Disabled Antibody

Protein A was immobilized on a CMS5 biosensor chip by primary amine coupling.

25  This surface was used to capture the Fc disabled anti-ADAMTSS antibody, 12F4 H4L0
IgGIm(AA) (BPC1661), (CHO and HEK expressed material). Recombinant human
ADAMTSS (R&D Systems 2198-AD) was used as the analyte at 64nM, 16nM, 4nM,
InM, 0.25nM and 0.0625nM, with a buffer injection (i.e. 0nM) used to double reference
the binding curves. Regeneration of the capture surface (i.e. removal of the captured

30  antibody) was with 50mM NaOH. The running buffer was HBS-EP and the run was
carried out on the Biacore T100 at 25°C. The data was fitted to the 1:1 model inherent to
the machines analysis software. The results showed that there was no difference between

material produced in different cell lines in terms of binding affinity.
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63 12F4 CDRL1 64 12F4 CDRL2 65 12F4 CDRL3 66 7B4 chinera heavy chain 68
67 7B4 chinera light chain 70 69 12F4 chinera heavy chain 72 71 12F4

chi mera Iwohmwiwghader 74 73 7B4 chimera heavy chai n vari alpCe/usegoow726 75 7B4
chimera light chain variable region 78 77

10

15

Results
Construct ka kd KD (nM)
12F4 H4LO0 IgG1m(AA) (HEK
Expressed) 9.43E+05 | 6.98E-05 0.074
12F4 H4LO0 IgG1m(AA) (CHO
Expressed) 8.30E+05 | 5.85E-05 0.070

Example 19. Crystallography structure modeling of antigen-antibody interaction -

Implications for epitope and MOA

In silico structure ‘best fit” computational modeling using separate crystal
structures for ADAMTSS and the ADAMTSS mAb 12F4.1H7 suggest simultancous
antibody/antigen interactions between both the catalytic and disintegrin domains of
ADAMTSS. The catalytic and disintegrin domains of ADAM and ADAMTS proteases
are separated by a hinge region that imparts flexibility between the domains which may
act to regulate function or allow for substrate localization to the catalytic site. The high
affinity mAb binding observed at this domain spanning epitope likely ‘locks’ the catalytic
and disintegrin domains of ADAMTSS together thereby neutralizing enzymatic activity.
Shown in Figure 13 are the predicted amino acid sites of interaction between ADAMTSS

and the 12F4.1H7 and 7B4.1E11 mAbDs.
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12F4 chimera heavy chain variable region 80 79 12F4 chinmera |light chain
vari able region 82 81 7B4 HO heavy chain 84 83 7B4 Hl heavy chain 86 85 7B4
H2 heavy wbann/®®687 7B4 H3 heavy chain 90 89 7B4 H4 heacy/ush@ion4@24 91 7B4
H5 heavy chain 94 93 7B4 H6 heavy chain 96 95 7B4 LO |light chain 98

Sequence Descriptions Sequence identifier (SEQ ID
NO

a)mino acid DNA

sequence sequence
Signal peptide sequence 46 45
7B4 mouse variable heavy 48 47
7B4 mouse variable light 50 49
12F4 mouse variable heavy 52 51
12F4 mouse variable light 54 53
7B4 CDRH1 55
7B4 CDRH2 56
7B4 CDRH3 57
7B4 CDRL1 58
7B4 CDRL2 59
7B4 CDRL3 60
12F4 CDRH1 61
12F4 CDRH2 62
12F4 CDRH3 63
12F4 CDRLA1 64
12F4 CDRL2 65
12F4 CDRL3 66
7B4 chimera heavy chain 68 67
7B4 chimera light chain 70 69
12F4 chimera heavy chain 72 71
12F4 chimera light chain 74 73
7B4 chimera heavy chain variable region 76 75
7B4 chimera light chain variable region 78 77
12F4 chimera heavy chain variable region 80 79
12F4 chimera light chain variable region 82 81
7B4 HO heavy chain 84 83
7B4 H1 heavy chain 86 85
7B4 H2 heavy chain 88 87
7B4 H3 heavy chain 90 89
7B4 H4 heavy chain 92 91
7B4 H5 heavy chain 94 93
7B4 H6 heavy chain 96 95
7B4 L0 light chain 98 97
7B4 L1 light chain 100 99
7B4 L2 light chain 102 101
12F4 HO heavy chain 104 103
12F4 H1 heavy chain 106 105
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97 7B4 L1 light chain 100 99 7B4 L2 light chain 102 101 12F4 HO heavy chain
104 103 12F4 H1l heavy chain 106 105 12F4 H2 heavy chain 108 107 12F4 H3
heavy chawo 201029 12F4 H4 heavy chain 112 111 12F4 LOPCirgiseoolaie4 114 113
7B4 HO heavy chain variable region 116

12F4 H2 heavy chain 108 107
12F4 H3 heavy chain 110 109
12F4 H4 heavy chain 112 111
12F4 L0 light chain 114 113
7B4 HO heavy chain variable region 116 115
7B4 H1 heavy chain variable region 118 117
7B4 H2 heavy chain variable region 120 119
7B4 H3 heavy chain variable region 122 121
7B4 H4 heavy chain variable region 124 123
7B4 H5 heavy chain variable region 126 125
7B4 H6 heavy chain variable region 128 127
7B4 L0 light chain variable region 130 129
7B4 L1 light chain variable region 132 131
7B4 L2 light chain variable region 134 133
12F4 HO heavy chain variable region 136 135
12F4 H1 heavy chain variable region 138 137
12F4 H2 heavy chain variable region 140 139
12F4 H3 heavy chain variable region 142 141
12F4 H4 heavy chain variable region 144 143
12F4 LO light chain variable region 146 145
12F4.1H7 heavy chain variable region 32 147
1G10.1C9 heavy chain variable region 33 157
2D3.1D4 heavy chain variable region 34 151
3A12.1D7 heavy chain variable region 35 153
5F10.1H6 heavy chain variable region 36 155
7B4.1E11 heavy chain variable region 37 149
2D3.1D4 light chain variable region 38 152
3A12.1D7 light chain variable region 39 154
5F10.1H6 light chain variable region 40 156
7B4.1E11 light chain variable region 41 150
12F4.1H7 light chain variable region 42 148
12F4 H4L0 IgG1m(AA) heavy chain 158 159
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115 7B4 Hl1 heavy chain variable region 118 117 7B4 H2 heavy chain variabl e
region 120 119 7B4 H3 heavy chain variable region 122 121 7B4 H4 heavy
chai n varwabkba/ooeg8on 124 123 7B4 H5 heavy chai n vari ablPeTrsgéions@26 125
7B4 H6 heavy chain variable region 128 127 7B4 LO |light chain variable

' 13
Chai n var A
1.

§1784 Li light chain variable region 132 131 7B4 L2 |ight

E;region 134 133 12F4 HO heavy chain variabl e region
An isolated antigen binding protein comprising at least one first immunoglobulin

variable domain capable of binding to human ADAMTSS.
The antigen binding protein of claim 1, wherein said antigen binding protein is an
antibody or fragment thereof.
The antigen binding protein of claims 1 or 2, wherein said antibody is a
monoclonal antibody or fragment thereof.
The antigen binding protein of claim 3, wherein said monoclonal antibody or
fragment thereof is mouse, chimeric, humanized, or fully human.
The antigen binding protein of any one of claims 1 to 4, wherein said antigen
binding protein comprises at least one complementarity determining region.
The antigen binding protein of any one of claims 1 to 5, wherein said antigen
binding protein is a monoclonal antibody comprising a heavy chain comprising
CDRHI1, CDRH 2 and CDRH3 and a light chain comprising CDRL1, CDRL 2
and CDRL 3, wherein the complementarity determining regions (CDRs) of the
heavy chain are selected from the group of:
a) CDRHI having at least about 80% sequence identity to amino acid
sequence DAWMD;
b) CDRH2 having at least about 70% sequence identity to amino acid
sequence EIRHKANDHAIFY XESVKG; and
c) CDRH3 having at least about 70% sequence identity to amino acid
sequence TYYYGSSYGYCDYV or PFAY; and
the complementarity determining regions of the light chain are selected from the

group of:

d) CDRLI having at least about 70% sequence identity to amino acid
sequence KASQSVGTTIV or RTSENIYSYLA;

¢) CDRL2 having at least about 70% sequence identity to amino acid
sequence NAKTLAE or SASNRXT; and

f) CDRL3 having at least about 70% sequence identity to amino acid
sequence QQYSSYPFT or QHHYGTPWT.
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136 135 12F4 Hl heavy chain variable region 138 137 12F4 H2 heavy chain
vari able region 140 139 12F4 H3 heavy chain variable region 142 141 12F4 H4
heavy chawo 20mwvio2dsBe regi on 144 143 12F4 LO |ight chai nPearisaiom4e7egi on 146
145 12F4.1 H7 heavy chain variable region 32 147 1Gl0. 1C9 heavy chain

xg;i/;l b Lﬁ air ﬁgfvg&pgg@tégggéé}%g@glg%teih@gy Xnyco%aelo c a?rglls lgol (53', vrvﬁeg%lei?lr;ai?cﬁ)o ySp:lépt?fc'f\eI 2. 107
is a monoclonal antibody comprising a heavy chain comprising CDRH1, CDRH2
and CDRH3 and a light chain comprising CDRL1, CDRL2 and CDRL 3, wherein
the complementarity determining regions (CDRs) of the heavy chain are selected
from:

(a) CDRHI is amino acid sequence DAWMD;

(b) CDRH2 is select from amino acid sequence
EIRHKANDHAIFYAESVKG, EIRNKANNHARHYAESVKG,
EIRHKANDYAIFYDESVKG, EIRHKANDHAIFYDESVKG, or
DIRNTANNHATFYAESVKG, EIRHKANDHAIFYDESVKG ; and

(©) CDRH3is TYYYGSSYGYCDYV or PFAY; and

the complementarity determining regions of the light chain are selected from:

(d) CDRLI1 is select from amino acid sequence KASQSVGTTIV,
RTSENIYSYLA, or KASQNVGTAVV;
() CDRL2 is select from amino acid sequence NAKTLAE, SASNRHT,
SASTRYT, or SASNRYT; and
(H CDRLS3 is select from amino acid sequence QQYSSYPFT,
QHHYGTPWT, QQYVNYPFT, or QQYTSYPFT.
8. The antigen binding protein of any one of claims 1 to 7 wherein CDRH3
comprises the amino acid sequence, PFAY.
9. The antigen binding protein of anyone of claims 1 to 8 wherein said polypeptide is

a Fab or F(ab)y fragment.

10. The antigen binding protein of claim 1, wherein the first immunoglobulin variable
domain is a single chain variable domain.

11. The antigen binding protein of anyone of claims 1 to 10 wherein said antigen
binding protein further comprises a second immunoglobulin variable domain,
capable of binding to a second antigen.

12. The antigen binding protein of claim 11 wherein said second immunoglobulin
variable domain binds to at least one an antigen selected from the group of:

human serum albumin, ADAMTS4, NGF, OSM, TNF-qa, IL-6, VIP, TRPV1,
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5F10. 1H6 heavy chain variable region 36 155 7B4.1 E1 1 heavy chain variable
region 37 149 2D3.1D4 light chain variable region 38 152 3Al 2. 1D7 | i ght
chai n varwabkba/ooeg8on 39 154 5F10. 1H6 |ight chain vari apCe/usegioom7dd 156
7B4.1E1 1 light chain variable region 41 150 12F4.1 H7 light chain variable

ol ated ant | AR PSnATRYMEr bt SbHCtsnT P GieAd A NBbs 8 Bl fridelechos.”
i mrunogl obul i nyyggi @kl e donain capabl e of binding to human ADAMIS5. 2. The
antigen binding protein of claim1, wherein said antigen binding protein is
an anti body 16r The agfreentbinchieg pofeiBof atyeorgmfichens bitmd? pprpetotzsidibyef cl ai ms 1
or 2, wherein said antibody is a nonoclonal antibody or fragnent thereof
dissociation constant KD(off) equal or less than about 2.5 x 10-10"M for human
ADAMTSS.
14. The antigen binding protein of anyone of claims 1 to 13 wherein said antigen
binding protein blocks and/or reduces at least one activity of ADAMTSS.
15. The antigen binding protein of anyone of claims 1 to 14 wherein said antigen
binding protein blocks and/or reduces the cleavage of aggrecan by ADAMTSS at
the Glu®"-Ala*" cleavage site.
16. The antigen binding protein of anyone of claims 1 to 15 wherein said antigen
binding protein is capable of penetrating cartilage when administered to an
animal.
17. An isolated polynucleotide encoding an antigen binding protein of anyone of
claims 1 to 16.
18. A host cell comprising the polynucleotide of claim 17.
19. A pharmaceutical composition comprising at least one of the antigen binding
proteins of any one of claims 1 to 16.
20. A pharmaceutical composition comprising a first antigen binding protein of any
one of claims 1 to 16 and a second monoclonal antibody.
21. The pharmaceutical composition of claim 20 wherein said second monoclonal
antibody binds an antigen selected from the group of ADAMTS4, ADAMTSS,
NGF, OSM, TNF-q, IL-6, VIP, TRPV1, TRPV4, ADAMTSI, Aggrecan,
Collagen 11, RANKL, and/or IL-1.
22. A method of treating a patient in need thereof comprising administering at least
one dose of pharmaceutical composition of any one of claims 19 to 21 to said
patient.
23. The method of claim 22 wherein the patient is suffering from a disease of the
cartilage.
24. The method of claim 23 wherein the patient is suffering from at least one disease
selected from the group of: cancer, pain, chronic pain, neuropathic pain,

postoperative pain, osteoarthritis, sports injuries, erosive arthritis, rheumatoid
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4. The antigen binding protein of claim3, wherein said nonocl onal anti body
or fragnent thereof is nouse, chineric, humani zed, or fully human. 5. The
anti gen bwoadongopredt ei n of any one of clains 1 to 4, whecgius2aaiogo7ant i gen
bi nding protein conprises at | east one conplenentarity determ ning region.
6. The antigen bjndin rotejn.of any one of clai 1 to 5, wherein said
antigen bi ndi ng S BRgIa G aﬁh%%iapﬁﬁaﬁ%ﬂ&ﬁp}lm@ agt_gﬁﬁ%iagmamag heavy chain
conpri si ng CORn (IR Zeuddigia GRS aARE, 81gkdid Mer&di@|uly GRHREMR Ng CDRL1, CDRL
2 and CDRL 3, wherein the conplenmentarity determ ning regions (CDRs) of the
heavy chai n ar ecwellegehadtidr, omhlanteatgryodipeasds, cartilagCoRE¢hetrtivnndjsaasesl east about

80% sequence identity to am po.acid . sequence. DAWVD: 2 having at
Ceast about _7ovSddnt Eri RS DeREH R b prv e fet Timeht

El RHKANDHAI FYXEaW#(s, jadmcapsilesd2Bode Bandldiancit, ihRaebrad BRY decdQWasigaUENCE
identity to ami no acid sequence TYYYGSSYGYCDV or PFAY; and the

conpl enent ar i t gstencatanpipaitpderigl dneasest agrejdintgaiury wad/er adiscaseireleteddo f r om

t he group of: -Oqﬁtag%&avi ng at | east about 70% sequence identity to

am no acid seqhence VGITIV or RTSEN YSYLA; e) CDRL2 having at | east
about 70% se&fuEhe tmettddnifictaymt2d, @it tae pakiche puaifean NAKHLAcarthiSASNRXT;  and
f) CDRL3 having at |east about 70% seguence identity to amno acid sequence
QQYSSYPFT or? arpiad of any opgef aﬁtmﬁgg%t%?rmhﬁslnpﬁd&l@ﬁﬁﬂag aglggst ohe dore

claims 1 to 5, i i g i i ant | rising
2 heavy chai n Sones Faa R oH AR ol o RAEC A RiBRH BRE Pkl
conpri si ng CORChe mEDRADfany oBDR cl8ms\it2eo @6 nwhdéreincanphistreng ar lichsy odetlesenmi ni ng
regions (CDRs) of .the heavy. chain are selected fro (a) CDRHL is am no
o4 sequence. BRI By SHei o poSPe S P st eCan st

El RHKANDHAI FYAESYKSienEl RNKANNHARHYAESVKG, ElI RHKANDYAI FYDESVKG

El RHKANDHAI FYDESVKG, or DI RNTANNHATFYAESVKG, ElI RHKANDHAI FYDESVKG ; and (c)
CDRH3 i s TYRGEBY®¢IDY of anPpieyol damithst2Rdo @anwhemmrsas phaymasuseati ni ng r egi ons

of the light chain are selected from (d),CDRL1 is select fromamno acid
Sequence RASCRUEH YIS ERIVESEL Avpkprmrrub Ry T B act f r om
amino aci d sequeRaRnMNAKEL ORlly SHENRITALY, IAFORYE, reQfiraboipNRYIer. and (f) CDRL3 is
sel ect fromam no acid sequence QQYSSYPFT, OHHYGITPW, QQYVNYPFT, or
QQYTSYPFT. &9. findsaisted genodpraiantbosycoaimiisi seh(Disevhsteie (KL 8 to 7

wher ei n CDRH3 i ) 14 - - i n

bi ndi ng protei %%[){? Ma@?%%‘g@Qfﬁ@@i%n@ﬂiﬁtlgﬁgﬂﬁﬁémlﬁﬁgﬁ‘ff%%@?e@ pdgfi s a
Fab or F(ab)2 NGaghemd CDBH3ThE Yat GESH QY oV (§EQIDt ONl of and| GIDRL L is wher ei n
the first i mmunogl obulin variable domain is a._single chain variable domain.

11. The anti geRBENAK Y Loy tE&Q B HYO:40y 6 Lo is AR REAE 5P WRet<i2Rd sai d
antigen bi ndi n@D‘%L%L@%ﬁIY@TWT?S’E’@rlbsl@é:ﬁ).second i mmunogl obul i n vari abl e
of bi

dormai n, capabl e nding to a second antigen. 12. The antigen binding
protei n of dlaAmiddlateteroabclosdiadtibetycrodprsmgrsoegCORlvheraia(RRH Eisdonmai n

al buri . ADAvr G W R HRRP NED 1k B R A A Es ko [RATRT ™ ™
Aggrecan, Col | agens)l hnd RONKS, is PrAdecan) b Niegpatinoprandé RhSgsviGTER, The
antigen binding protein of any one of clains 1 to 12 characterized by a

di ssoci ati on cgﬁ»@ AP INQDP bIUDR I s ABYRHESEQHENNE I tand ODRL3NB- 10 M f or

whor oi n-sal d a0 GEN B hBTHa AACaTh Bl beks. andior reduces ai heast one
activity of 3ADAMESHated monoclonal antibody or antigen-binding fragment thereof, wherein
said antibody or antigen binding fragment thereof competitively binds to human
ADAMTSS with an antibody of claim 29 or claim 30.
32. An isolated monoclonal antibody or antigen-binding fragment thereof, wherein

said antibody or antigen binding fragment thereof binds to a neutralizing epitope
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15. The antigen binding protein of anyone of clains 1 to 14 wherein said
antigen binding protein blocks and/or reduces the cleavage of aggrecan by
ADAMISS5 awot2he/0G296873- Ala374 cl eavage site. 16. The ant iPgemUSkémmioTg4 pr ot ei n
of anyone of clainms 1 to 15 wherein said antigen binding protein is capable

of penetrating cartilage when adm nistered to an aninmal. 17. An isol ated
pol ynucl eot i deoBmovati ADAMTShwiithen abfimici ofot prast abont Hf1 04nijotreolofascl aims 1 to

16. 18. A hostmcgl Ir (ﬁ?r’rgri Si n ithenﬁt% @&Jaﬁl eotide of claim17. 19. A

phar maceut i cal ceo%%s X ORI € g at teast one of the antigen binding
proteins of BNIYhen@iy ok ahtifenlbihdind Grag@Bnt tRerBERSTIAG ©UE bEAinGOTPRSIL i ON
conprising a first antigen binding protein of any one of clains 1 to 16 and
a second nmonocPoaEIn swid AEdedy comprisia hymgneaeEtiregiPn.conposi tion of claim

20 wherein i Jels nae . j i a (8] . from
the g oup. of AL X A s Regie agel gL, 17 VR AP Ry RO G
ADAMTS1, Aggr eclass IgQGal Igggeng®l3,, IgBANKIgMand/ or | L-1. 22. A nethod of
treating a patient in need thereof conprisi admni sterjng at. ] east one
dose of pharind Bttt SPEmeR bRNYAYS ehidaigr aPhsVigtneah to said
patient. 23. THEMEINOCIQhodhaThe gl omlifinlbe FRRISTF (IS SHi Fering froma

di sease of the cartilage. 24. od of Claim23 wh n the patient is
suffering fryynatantipastin@ng pddtsiaasa FghRat @drebf edhprin Sa0sRivRHY Veancer,

pai n, chronic pain, neuropathic pain, postoperative pain, osteoarthritis,
sports injuri edomaingempaismetapaminsacid hequeagcoictctedrfram thei groumpeansisting ef

arthritis, LyngEngH;'th. i7§;§d YYENHKE RS 151 11blyS)Heanky |31 g $RENdY! 9% S
athi es, ’njury

neural gi a, neuro al ' gesi’a, herve 1'n , i'schaem-a,
neur odegener at i¢f), i nflanmatory di seases, cartil age degeneration, diseases
affecting the |arynx, trachea, auditory canal, .intervertebral discs,

li gaments, t¥nAdr@ngsbiRding REpieines adraghisbthgroEFpPRRRS an sFBEEBRal  di sc
degenerati on, i I: . di Qi nta L ey,

and/ or a di seaglzth%gpg\{}e tagﬁjcm %ﬂtmq%%% %&giagﬁféggénc%éemﬁ%{l ﬁjgﬁ t%%; Qicﬂ‘ﬁgl m 24,
wher ei n t he patomidingef SHOIEY NOg78.r&aml & tl8daridhend i40. 26. The net hod of any

one of cl ai 2 ta 25 wherein adm nj stering at | east one dgs sai d
phar naceut i g%l- %\é‘c?ﬂ?{}%%‘} binding PEIFIR L aBJ%%gfI}ePh re&t&?rﬁ%%“%?iﬂ ?Iﬁ%ggif S]THpat i ent.
27. The met hodgf @y 208 3%fan8|a3\i’er§or§a?mBPclg§m 3y\her ein adm ni stering at

| east one dose of said pharmaceutical conposition inhibits and/or reduces
aggr ecan cl e&vabeaintrges dinliggpriotm or 2 Bagiew thetdfod ctfimay$ycoompeisofg apl ai ns 22

to 27, wherein sai arnmaceutical. c jtion. is,admnistered ..
et avenoust v tieryRilRaF FombRied SERCPLYPSS pid & ShelrisEbitisingsr ar 1y,
intranasally, sBd/I@Nw:agrespiratory inhaler. 29. An isolated nonocl onal

anti body conprising six CDRs wherein CDRHL is DAWD (SEQ I D NG 2), CDRH2 is
El RNKANNHARMPAERY/RTtiges b dime Moteinyr a fagmeanpacofof TiamESSempasmg(@8EQ | D

NG 18 ) and 1 i [.YSYLA. (. 2 IS . = (SEQ 1D
NG 22) and coRUIRoS IO TRAtTT SERAPDSP? M K skl St Pona
anti body conprSEQN® NOX8TDRs wherein CDRHL is DAWD (SEQ ID NGO 2), CDRH2 is
El RHKANDHAI FYDESVKG, (SEQ | D NO 15), and CDRH3 is PFAY (SEQ ID NGO 5) and
CDRL1 is KASdsVhgantigep Sidingriqesin oy a fregpent thereaf bRy BSetyriHng@n23) and
CDRL3 is QQYTS : " i Lhedy or
ant i gen- bi ndi ngﬁﬁ) ;ng%%dnﬁﬁ%%?%m&g%{} %@%ds%@d&?ﬁg}cgg%&%@gﬁ%‘[ﬁgg%&@i ndi ng
fragment t her eodnscsoinpef BEQME& NObil ikdd 1801 2002t 12DANIBSSndM 2tharaie ¥ntiotaidy of
claim?29 or claim30. 32. An ispl ated m)lnoc(i?nal anti bodé O ¢

anti gen- bi ndi nEPPPARYREH SPHGASKE SCANHISF 871RC1E S TMRE REROBYSHI% AR BP ndi ng
fragment theregfp.hBpds3ot gnpigyeutralizing epitope of human ADAMISS with an
affinity of at |east about 5x104 liter/nole as neasured by an associ ation
const ant ( Kaf2. TB@antigee bantindbpuicivor afregment-thireefi gldimaGraontprisingrasof of any
one of clains 29t.t@ ?Vl er.ein sai.d anti bod .(fo [ises a hgman const ant
region. 34. ThAVIREEYGHPSH SRATPIERS BT RGOt Sghele Sercted oM 1 Sich i s
of i mmunogl obukéndistin@$s SEQGID NOgE2s, 1883340, 1 464An@n 44 M a 35 .-doflagn

anti gen-binding fragnent of any one of clains 29 to 34, wherein said
fragnent is sefeapiédng PBRIPNEOgiHup consisting of Fab, Fab', F(al302 and
Fv. 36. An antigen binding protein or a fragnent thereof conprising an
anti body VH donmin conprising an am nogaci d sequence sel ected fromthe
group consisting of SEQ 1D NO 76, 80, 116, 118, 120, 122, 124, 126, 128,
136, 138, 140, 142, and 144. 37. An antigen binding protein or a fragnent
t hereof conprising an anti body an anti body VL domain conprising an am no
aci d sequence selected fromthe group consisting of SEQID NO 78, 82, 130,
132, 134, and 146. 38. An antigen binding protein or a fragnent thereof
conprising an anti body VH domain of claim36 and a VL domain of claim 37.
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40. The antigen binding protein or a fragment thereof of claim 38
conprising an anti body VH domain conprising SEQ ID NO 80 and a VL domain
conpri si NYOSEQ/MoYGBIO: 82. 41. The antigen bi ndi ng pr ot ePaTarS2@ofor@Egnent

t hereof of claim 38 conprising an anti body VH domai n conprising an am no

aci d sequenc el ected fromthe gro consj st of . SEQ I D NO, 116, 118,
150, 199 198, Moggedpindg pa%amfr\%ﬂfa@mﬁﬂat HRerBhp TR e HhaUibeAY hgsig
sequence sel ectggh E&ﬁg?i'i§ ?a@ﬁrﬁ% &Rf@hﬁéﬂc@f@el@éte@ﬁ@rﬂ e %@upjcggsist%gof and

134. 42. The antigen r% ing protein or a fragnent thereof of cla m 38
conprising an 8EQiIBONG: O8] o fithi §6, 88rH8) P2 Hg 96n! Odni Ofp 188, Id Os éliend é5% el ect ed
fromthe groyp,consisti.ng of SEQ IDNO 136, 138, 140, 142 .and..144 and a
VL dormi n-cub AT SO B PR o1 8 EpsT ekl AR el or
fragment ther eghaif 06MprisihEen anirdHcidRNele JV¥cted flomh 6 %RfuBSdoﬂQstﬂ% @ no

aci d sequence selected fromthe %ro(%g consisting of SEQ ID NO 68, 72, 84,
86, 88, 90, 92SEQ4D NO: 76.04, 94.080, 1¢Band 14 112, and 158. 44. An antigen

bi ndi ng protgi R or.. .ag: her i.Si .ant | i chai n
conpr i 91 haah- s Rl bRt 83 s RE R e AR SR bRl 8hE 0! "seq
ID NO 70, 74, c@fn ofl@@im 49 2ompitiging ddtam#. acisegiércg selcbibdGongthppaiupi N or a

fragnment thereof conprising an antjbody heavy chain of claim43 conprising
an anino aci d s¥HirEAgef SEReedan apribedyt lraht ghaitipf eldim#dti ng of SEQ and an
antibody |i giyt TR bRl 4 oD fradiEntdLGIT Riindi iy or a

f ragnment thgireséoﬁgg# %gﬁgf%I%HS%%?E sfr%% glll’l génrtbl boéy uﬁeg\r/b?}’ 13%11 acorrpri si ng
SEQ I D NO 68 amttbodn hamty dhadycdnmgisingc$iQ hD ANOHE sidng a8ERpdyOigidchaid. 47. The
antigen bindin rot.ei r ragment thereof of claim45 conprising an
anti body heavyg‘brﬁﬁlil%n%gﬁ@rIP%hg?@EQ ID NO 72 and an antibody Iight chain
conprising SEHQr hpaIN%en%‘ﬂndi@pro-@?@o@@?rh%ﬂéhtbhé}gém PAQUSI Rdnisfglahagment
thereof of claim45 conprising an antibody heavy chain conprising an am no
aci d sequence swilody ddavyr dwin doangsogSEQH2iNG | RoandfanSBEGbody et cBain 86, 88,
90, 92, 94, and 96.and t\body |ight chain conprising an am no acid
sequence sel ecf%rap?ﬁlmﬁﬁéﬁwguzgconsi sting of SEQ ID NO 98, 100, and 102.
49. The antifgemh&umeicABindifd Slokei®br &frhfREERred METROH éﬁfcoﬁgﬁisﬁi\g‘hﬁ
conprising an anti body heavy chain conprising an am no aci d sequence

sel ect ed from gmebogy hapvycdusl eommtying anSmEone peiNEequeo4e sel@ged frgrg thegrgup 112,
and 158 and an P ' haj I §i - An

i sol ated pol ynﬁ%ﬂgeslct)@ gggsggg?dll\l §g§%$§§WOg%%H§§g}néa%#@oﬁ%€oﬁg ﬁ tan anm no
aci d sequence sleliecoraprifing@an hogicalyzqaans isslettad fro tBEQrdulp distiify, of80, 116,
118, 120, 122, 124, 126, 128, 136, 138, 140, 142, and 144. 51. The isolated

pol ynucl eot i deSEQIQEPhP%»ol%@%deN% sai d polynucleotide is selected fromthe
group consi sfg g QftigdhQiddthNdotelror f Bagrhdm thekddt of tatm 454h Pl% h25, 127,
135, 137, 139, 131, 1%?43,1 an 1569.0%2. a%\né[:ﬁsoﬁ]rat eoé polfnynucfﬂ[1 otﬁlgea encodi ng
an anti body V0Lawdwdyheagngwrinstongprasmgam ananaacid sspgnensdecsal earnelk groom t he

roup consisting of. SE 7 0 134, .and 146. . . The
igsol gt ed pol ynﬁ%l‘séggflgﬂgSJéB I%pﬁ%%ﬁﬁe P %liiﬁ& W PR éataptc’jléo‘g’ilgﬁlél ect ed
fromthe groupceghsbspiifgs SEQIBAOPING 77, 81, 129, 131, 133, and 145. 54.

An isol ated pol ynucl eoti de encodi ng an anti body heavy chain conprising an
am no aci d s¥gdansdatsépelynededtidsrenedringroupibody Yinsdanrgn edmBSENg B MONOGS,

el at ba pol ynbif St Sfecirron & sihi toriBae B BEIRINOEREBET1& 28 ect e

fromthe groupizmnspstiang2@fi28EQ6 B3ND406142, 4dd 1488, 85, 87, 89, 91, 93, 95,
103, 105, 107, 109, 111, and 159. 56. An isol ated pol ynucl eoti de encodi ng
an anti body li dhe iselgdrdumstiosingl dainmnd nocsE widerjyirieotide isewelesteds r om t he

group consi sti I FAON . 7%0 2 n .12l 154 he
i sol ated pol ynﬁgfng%? g&e(a)poc%?nggg} Oqéégml)e?\&)'rﬁég?’cﬁg’o} lﬁlag?]e%?i 1d%’ilgélzsel ect ed
from the grouplznnssstime3nfl48E@3, BhdNG9.69, 73, 97, 99, 101, and 115. 58. A

nmet hod of treating a patient in need_ thereof conprjsing admnistering at
| east one ant4 é@dsq%?tﬁgpﬂlgnw%ﬂt&eﬁnmd%w #htbogy r\% FIHET QOTRRYIS{REE TR P

patient. 59. A&ﬁ%ﬁﬁh@&&&fa@%&ﬂa{e geﬁgﬂ BaRYtiRE oASEOID NI ﬁgi,igagléd,qg_@cent

t hereof, wherein s ant1 body or antigen bindrng fragnent thereof binds to
a neutralizi ngl&piandpé6.of human ADAMIS5 with a di ssoci ation constant (Kd)
of | ess than about 5x10-4 liter/secondgs



WO 2011/002968 PCT/US2010/040724

53.

54.

55.

56.

57.

58.

59.

The isolated polynucleotide of claim 52 wherein said polynucleotide is selected
from the group consisting of SEQ ID NO: 77, 81, 129, 131, 133, and 145.

An isolated polynucleotide encoding an antibody heavy chain comprising an
amino acid sequence selected from the group consisting of SEQ ID NO: 68, 72,
84, 86, 88, 90, 92, 94, 96, 104, 106, 108, 110, 112, and 158.

The isolated polynucleotide of claim 54 wherein said polynucleotide is selected
from the group consisting of SEQ ID NO: 67, 71, 83, 85, 87, 89, 91, 93, 95, 103,
105,107,109, 111, and 159.

An isolated polynucleotide encoding an antibody light chain comprising an amino
acid sequence selected from the group consisting of SEQ ID NO: 70, 74, 98, 100,
102, and 114.

The isolated polynucleotide of claim 56 wherein said polynucleotide is selected
from the group consisting of SEQ ID NO: 69, 73, 97, 99, 101, and 115.

A method of treating a patient in need thereof comprising administering at least
one antigen binding protein of any one of claims 1 to 16 to said patient.

An isolated monoclonal antibody or antigen-binding fragment thereof, wherein
said antibody or antigen binding fragment thereof binds to a neutralizing epitope
of human ADAMTS5 with a dissociation constant (Kd) of less than about 5x10™

liter/second.
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