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WO 2005/ 047331 PCT/ US2004/ 037242 TI TLE Anti bodi es That

Bi nd I nterl eukin-4 Receptor CROSS- REFERENCE TO RELATED
WORRBNEAIA ON 5 This application clains the beneGT/US29p4/037242

U.S. provisional application no. 60/518, 166, filed
TiRowenber 7, 2003. BACKGROUND OF THE | NVENTI ON

n-4 4 eviously known as B cell

A@F?‘ﬁ%ﬁ@fﬁ@" 'P?g?‘hﬁ‘ JB?&B BF- 1, was originally 10

characterized by its ability to stinmulate the

[ ' fa | Syl r.l.f@ponse to | ow

c@%ﬁ%‘e‘% gl%l}l%'ga AQ-E A%g!i'b& rected to surface

i m’ru'H‘(Biﬁmhﬂa!thdalmﬁfm blamr t bfd6a. mmaftappmmwm‘alﬁﬁ filed

N&VeRBEEeS 2od3pect rum of bi ol ogi cal activities, Including
growm h cc-stinulation of T cells, mast ceIIs,

ocytes, and erythrocytes. In

B‘g{a‘g‘?ﬁ’@ﬁgt‘ﬁ%ﬁ%m es the proliferatiort of

s ev elnfatleukin-2XIL-inpretiousy-kdeyreask call stimblktingifade, oriB@tiui; eas originally
ch%ﬁ@teﬁi’da by #$ btﬁ]l’l‘{ @fstirﬁhlﬁt%\;tge{ [%rcrn]ll@bt% of 8 célls $ @%Hﬁ'ﬁ%fgg%’é édnhyntrations
or SREBIBR rPots T ysermurgeapity - e Sisp SBby  papies e broader
sp@etrunsof biplogigal|activities.dadiudingdrawth po-gtimbition gfifecelisnmastceells,
grari R8s fregBiGinfdBytes) BRY &pthiohw Mﬁ BditPR SL-AEMEILRS tHaYprolitddation of

r ve b tified and

oot o QoA el e ol Sl i
higjecogipaibiingomnles molesdenenieatingiBorelis apd eanss dheaerretionaf igE and
lgS ¢ Buppesey stifigigted Blcalsa 184 is adbhciked, with Q8L2-tied®muMaiesponse, being

m et at, 1986, Nature
r@%gg’g Xgal"@s ggéegﬁ Héﬁ'?ﬁg?"gb 1986, J
163: Murlhs and uman 54 heyg baen idsniipd ae@aharﬁlcgﬂae% nEfyaing gloning of IL-4
cONAstand détarmircatibn ofdhe Mueizetidecnd phadsed amiho edid seemerdes. Bée Yokota ef

all i FHBSHHIE Naf hcab. S'?:} @3@'8%93‘3 f'Norré'egé‘langésoN&ﬁFe'ﬁg%ﬂﬁ%ré\:?!-,tein st al,

varj ous _j nmune ector _ce recept ors are

1988k Fx, Med: oA 4RANDH S PARMRMZERY sequence
i nf oi.+#dinds o garteslandal] durfdca rédeptoms)wigth results inli8HSduciai df a biclogical

ggl 18 ealis48ch dsVafidudSminkinelstredial calls. dléﬁrrgébpt’&s é%b deschiseddand)DNA and
org B ot R ich proseE i Mot . RS o SraEle B 1.

ARILIrerdeent inbr1890, §. Bxpnied. 486 7% (hupan flodRisand U.8FPaient 499,905,
THIDG rrec@ﬁt@lt dﬁséﬂbea Wtﬁese%atcaﬁaerstssﬂeﬂrﬁest}efeﬁé@@casm_-eﬂ alpha.

cong%ﬁh%frﬂf%te%% Rit8 oBth B8 ioa iq assteist i Grir e B gerpe ool types,
a serTIporerita efimulti-subunit IR regepieneompidxes Rirosweh aubupit isHR2ZR
gatiE]BIs6 knowh s ILNER GarfvE S s@mtheEasbdssuéﬁoﬂmlcemslaxesnn Satb et al.,

. o o 8 9 R e S g o
coptpARRI ef pertaln me'@rsvhlif\'? Ieris$ PPQ%QH?GWP'FXWSLSE%ZW@‘@%?W 1995 J. Biol.
CHRY®13869; doafies] 1088)a KAllely Cah. Immilisd.502:165; Bh CallardCitan) 1996,

ies, 1998, J. Allergy Cin. Immunol.

!mﬁgc’%@ﬁ%a‘ﬁg%gﬁl ard of at, 1996 | munol ogg/ Todah/,

17: 1lbd has peen implicaled iy “'-ﬁ'iﬂef eflsorersnexpmplesioE whigl are allergy and
asthneor ders, exanpl es of which are allergy and 35

asthma. SUMVARY OF THE | NVENTI ON The present |nvention
ls) ovi des net hods and conpositions relating to novel
SyNM &ﬁYog BVENTION; particul ar anti bodi es and

ant i 'ﬂ'[eqbyesdﬂtﬂnveaﬂm\pemdes hathot amdl cbinpekitions feleding bholel ILosre

anBRBRs, in E)J}ﬁcul% §n°tﬁ8&|eé ShAGRESIRD ddHv AL @8t BiRd ﬁ_”iFt Doy

wherein t arn var| I n cor

G AN RN A LRl el ?ﬁsehi@am variable
dopgraincotnprisesia sequence offainceatids thaddiffers o SEQ IDINQA only by: at least one
anSifd &5d KBstluiteA LIt @ e GRS bérisistith & 6282 Bhon, SHY, 531N, S32D,

S30G S31 N, S32D, 1 WO 2005/047331 PCT/ US2004/ 057242

S32N, AB2T, 854Y, T57P, T57S, &P3D, S94H, 594R, P96A,

P97G and T99M and, optionalqly,
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one or nore am no acid substitutions selected fromthe

group consisting of E1D, L4M 87T, (BA, K4AOR, F50Y,
WEIBF/04BIYT, V061, KI05R, V106L, and El 07D, aPil/GB2004i@37242

heavy chain variable domain conprises a sequence of

S3N, AB2TE G54 TPt 5HS, fés%bsséarl-PEhﬁE@ng FY¢s 1&hdOrisbi, £14; otionally,

Q. stlt i on sel ecte
oriareogﬁl%rec%nﬁlﬁ? g@{n Stglﬁ%kﬁﬁ%a rg%wms@f@g&'iﬁﬁwgﬂ GOA,
K44B0BReY, B85 ﬁ??wy@aw oasowet.\ammna il eavy phgin variable
doniin conapribes, a @AEen0E ol Bt auidsitat diffbrd froMmLEEH IDIND:H © Bi5ly by: at least

or%?g@ﬁot & du dJ %@BF%}&E&&%&@Q%H& &a{i&gfﬂf ?ﬁ s 'ﬂ?ﬂv %@ D103T,
D13 B, X1 3HaY 104N, 10UV B Qe PFH'@ma\llv 6 O ggeramino scld
stﬁﬁliﬂitionmsmsatﬁémnahe greapiconsietirgel Q6E i 30y G2AA, IR868,rand M20T, wherein

'bﬂﬂj RfiLks %Bgﬂteﬁ%l‘%‘l'lr?é'l mbgg zhﬂoé;igﬁchéﬁébﬂlﬂ@&npnsesa

resi dues
SENE?% sclpeie) b 06 FEPUR SRR RS RE P45 NP feitues 24-35
of SECQAID Ni2:8, SEQUsD24ES SFEEQ NN g nesidsion RASDIEQ B0 Zend

readﬁe%%%%?séﬁ ieRbad, hé gﬁlém cmfpé% S Sedglidtie Sblected from the

orp i ko B oRurd 51 37 or SR PPN Jeb sl RO 520 PG (hsioues 51
51f SER |QfN%ﬂQaNJ'9N®QEZ51 -57 WéSEQgtthOC‘lﬁaﬁ"ﬁ "mlfb@aﬁﬁ cosepgises a

seduerfte GHIeREEr e ihe gtoaﬁ chrisRing ¥ PesiiLes 90-0DGFHER! IDIND:Afresidues 80-99

ofggg Iﬁmggm&r%ségé ues é&gd&@)é anggygg R%ggof%%délé I\% 114, the
heawsshalnd=DRYooYrigss therssayqneaitssidyes 3135 of SEQD NQif, thecheryy chain
CDR2IpomBiess & Segueree selacied k@S ihe westip 3dnsBlingéf résfidles 50-BELASEQ ID

Nt?% 48 ‘?é’sYduSQQd 85 of SECAD R, ?ﬁcﬁér ifle ﬁa%%‘%%@@ &g@%&’ﬁs a

consi stin resi dues

SeRSTER GO 0F QPR Carsiotes Koskes PTG BEQ 9N T rosies 05
104ed 8FQJD MO 8ORBIEuas@Bpi0H 9ESEQ ID NOR0gnsidues @B-d04 oftBH IDAW0:22,

reBuBu.‘?es%Ol‘é@ oPsEt‘:i’ IiH 24, r@éidde@ §B Hoese % 1B04b:86, re%’%@eé 65- 104 of SEQID

N ﬁﬁr % d eéﬁ dn t@geT i nt I,g ain FR1
G5 4 foie b8 Tos N eFauP ol Dnsgeppiim 4 o 5

CONQriges a sequaricel adlectafrorpihe gfousEgDsisingdresitiues £23 il REL ID NO4,
reSi@ueb04230dr SERGD NO: ¥ reddued £34 é#lm 1B 9 aﬁd reaﬁﬁési 123 of SEQ ID

. [ dues . 98- 104 of | n_anot h
NG 380 1 thal i ctd kiRl SO RN oy B U Tesicues
365@ & SESIDNQman eesigues 353007 SESHIP INg- 1, thedight gbri FRE3 cagnpiises a
eqisack Belbkedirom the $iditp e6nsiktirPof Gdsidub$ 54-8 HSELDD N®:3, résieies 58-89

ofﬁg%l’f?q\i? 9[1& Bﬁi%shjﬁ%hﬁgaogggﬁ% Ng%sthélléﬁ cl?dcln %I’Bﬂg& a

segléweﬁelacteq faqw thagroyp serﬁ'samur%sequra§1®r1q9@§§§9é% NOZg resiglues 100-
109fof SEQ 1D RONDard resitubsr106410816fSEXBIDS00:02, tHeH@ai[:hbIoIFRA ,comprises a
e{gb&cb 'sﬂg&em meg EME'IHQS(?$?S?§F§ ‘Ilj-gg SIEQQ% @h?“‘l g,eé#ld residues 1-

rom:t rouy s LN
30gHSRQ PRt e heanshai SR eproprises Resadiene d eielpsiiradof SEQ ID
NG36,3Be davipei@in ARINOMpases aseqleangd selectedi frenmHRd groompansisig o
reSISGHARRGT 0P SEQ WS RB:16! RSB QHBES ANRDLSIBI 4Hd r&idues 66-97 of SEQ

ol e gy st AR it e kg9 sea o

N@1e. heavy chain FRI conprises a sequence sel ected

fr Onl'l'nt:ali’lélhﬁt’r dapdet, %’b‘iés‘éh’d I@nin prr@uﬁeg Hﬁﬁntfboé%ﬁboﬁfprlscﬁ@ah&t chain
Qarﬂg&gomop%g g ggéque oe%Qat?s aﬂS g IWtI iues he% %gvglected from

e sedguence o resi
thSEQUIP @nsmgﬁ EQH@ Wa@yﬂ dﬂa12nafrdFé:4 Yinhipe prewiso Hat said light chain
vetiatsiel eotain deds ot ceehpfisedne sdiRerdio@ABEQ I RO, bidor@fheavy chaln variable

dorrr%ﬂ %H‘%gmﬁé ggc"ugrﬁceg‘ﬁgsleglgggyaﬁ |d4§%%%q{bﬂl§%8g QcttecﬁEQl the
gradproBsisting of FER IR N §i 18, #R22cnth P8.c0: 3284, ife Al d2414: 46, 48,
resi dues 105-115 of SEQ ID NGO 16. In another aspect,
t he present Invention provides an antibody conpri sing:
a light chain variable domaimn conprising a sequence
that is at |least 80%identical to a sequence sel ected
from the group consisting of SEQ ID NG 4, 6, 8,10,
12, and 14, with the proviso that said |ight chain 40
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50, 52, 54, 58, 58, 60, and 82, with the proviso that
sai d heavy chain vari abl e donmai n does not conprise

WO pOSAEFsence of SEQ I D NO 16, wherein said ant¢HE83004/037242
binds to IL-4 receptor alpha. In one enbodi nent, said

50, 652|154, 5888, 60Vdatidis2Dbith tOTBVISH tRRAREH he&§ chalS BB GGm’élh Abes not

5 | gefed |
ool o S8 S BN e B SR i ) E Sk e
OHf@mbed'aﬁav #ald light ehalpevatapladomain opEIpisasiaeoauanap Wat is at least 85%
idendiog td & emjuenceaelectad forh latgroup casisinRorSERDNGLerd, 8L, 12,@nd 14,

arfd/or S48l H@é% &ﬁ¢ﬁ95l§ %ﬁél@&ﬂﬁl@eﬁg%g%{&g g'%'t §%E fest g%% %@lcal toa

seqipncy oo i o oo Gpysishg of SEQ 15410715 16,38, 227t 2228, P, 2, 34,
36a B8R MReA2, dA196 018D 152, Sdaba] 58.i6§ and@Ralmanothar enaliddienesht waitd fight chain
vaﬁ@ﬁm&drﬁéﬁ cﬁn;ﬁ@é&'@%ﬁeﬂo@ Hat St 1Bhst b@%ﬂenﬁ%?/ﬂ:'a%&“dn eldced from

seguence sel nS|
08 R SRfng G SERE NpiA, 818, 4.5, D e i b o5 o
domﬂﬂ QITIPESEE(R Sbaneice ﬂ‘@bﬁﬁﬂf-‘@é%o"/a idgetitaldn e sequente seiscted from the
grbahsiSAYof SEQID nehstm 20, 22458, 88,90 £ b bef 4500, 14B 014, 46, 48,

50959 %ﬁ %o Q@gﬁﬁr&%gz aggtgeljaeg'nb'\?@%ﬁ Bau? E?EI?(Q‘I‘?H] \ﬁgabj%domagbcomprlses
a spguency thab s at isgst 96% idextiel i92 seqyenemenlestad ferpibel peameqnsisting of SEQ
IDNO:4, €, BOtO 1Z 2Ad ™, \aAd/orasaldteSGTERAIA varBBdoMam coMprises H 884iRnce that

is %ﬂé‘ést b %nt'ic%ﬂﬁ té‘ gncgué‘h%eds%f&ﬂe? ﬂégge GogiSaRg of°‘§|':'(§ %ﬁ&i 16, 18,
204 52, 24025, 45 S0t 5B 4. o iR, GPabd: 251 . R0 B2 In emother
_engtaxdiorent eaid ﬂgrﬂ; eftgirevatiablé dambairl omipsiseta deqasrice Halis iselectéd feah the

gr&% &nﬁﬁﬁ%@pgﬂ) i N@%t g4 Of ‘f 2OQRJ ‘Dleargﬂ& '$Byd 9951@'0@5 h V% ZHB main

cog@%efdm segliencgr;{:a |a eela‘g%i rc@bthe g@up ggpségreg of §§Q B @IO aa 2b 22,24,
26628, 3082a9% 130,638, 46 AR 46 A8, 50538 B, 158 048 6 laad B2.var i abl e
dongh @n&%b&@%@r&@ﬁ“@@ﬁ lded &n &th vﬁféreflrl' lﬁml HR Ehain

vef i Bl o 8 Raneor ol PP so B e 1 d dapence
sel%@q fremdiee grang cqngistgg ot §FRdP NQB‘I'nGt Hdogi2oans towii ibe pregiso that
salfflighticRiih MarkdBk@omin ddés nof domptide théGedifence’$ SESOID N4, addior wherein

th%lgeav?&amd\g{ ﬁbdlg dc?f#aln cc?nprﬁ% sseQUen%g bf aﬁfeas?ﬁ% coﬁl ua@s HIT(I:JIZO dacids of a

sent ventl
seavﬁnahﬁ?'wgﬁqm]w@mqp ﬁwstlrrggqﬁtSEQHIaNQ 1%%28&2@ ﬁ@ﬁaﬁBnSO 32, 34,
360887140, 42044, 46 18150 B52,&54046, 68, 6D cmd 52 Mithaissprogsecthiat salmhéélvy chain

vaﬁé‘ﬂlésj?osnﬁmn@oe%?lgf‘%@%ﬁ etﬁ{%ﬁﬁgrﬁzg gé@qgﬁ N? 18f Mége"lﬁald anth%dy binds
to {lphregenicriaba; frpne egl&?%mﬁf?*dh? ighefiel vasatie gamaingsierises a sequence
of dtie@t PO tondgumps Bsmotabids sfacaquenee sdleciid@ohDhélgiodp camdt‘rlyof SEQ

ID\WESA, %‘ 8, ‘1%512t Bed hﬁ‘? @Hdlormeﬁvg)’&%in@gﬁﬁldjm&%o H&Hs'a%%ﬁué'fllce of at

’eﬁsﬁglﬂ (1008 plp oS o SRRt sk AP P R sig e PER 1D
NQ(t$, 16, 201 82, 22126, 2%, 30,282, 34286, 38340, 3%) 44,48, 4840, 52384, 58,58, 60, and 62.
In 4fbthef SmBddiméi, thé ﬁght &fin v'éﬁabléd’oma’ﬁﬁaowﬁﬂses@seq@é?ﬂe BFat least 25

t chai n
ooffehs AinBEds 79 atclBbeeSiBlfie PN netati bops bR Y BERID N9, 6.5,
10wt Eied . sad/er tagbeasyelpinpiariable dqﬂ@ml qomprigasacsavRnce st ipast 25
cohtijuouseantindadids et B lsequishéd deiegioll frem e grii doAdittng 8P BEQMD NO:16, 18,

20585184, '2%32% 303808296 %340 M, 47ls6 §6 éosfgﬁtéagébohﬁd 62. In another

an' no C\uent‘:e\ sel et fTb
entbeﬂigyegtt élgtgphangmab ¢ EPREin gommsisessa segyence pf atdﬂagt ontiguous
amantcicnts of & eeduesngysetzbiad fror el giduipeonkisting of: SEQID NOes 638, 10, 12, and
4S§ﬂ|¥b? HeSheSly dbin vé%%tdo%g %Qn%ﬁs%‘gléé BRI aﬂ‘éé §%E§ @.Bus amine

yence selectgg oup co S|st|n

ﬁaseqignoe fele norQ e gmslp G §6‘I’8, 20, 22, 24, 286, 28,
38, 40, 42, 44, 46, 48, 50, 52 54, 56 58 60 and 62. In

anot her enbodinent, the light chain variable domain
conprises a sequence of at |agast 25 35 conti guous

am no acids of a sequence selected fromthe group
consisting of. SEQID NG 4, 6, 8, 10, 12, and 14,

and/ or the heavy chain variable domain conprises a
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WD 2005/ 047331 PCT/ US2004/ 037242 30, 32, 34, 36, 38,

40, 42, 44, 46, 48, 50, 52, 54, 56, 58, 60, and 62. In
WQRWESAEB3enbodi nent, the |ight chain vari abl ePEUHE3004/037242

conprises a sequence of at |east 50 contiguous am no

362,09, 3, 38, 4054441362485 80, 88,5205, 69Bot 1 ar %other embodiment the

GBSk S B ooty ot o ko o o of
segueNse selactest from tm@alyp compisteseli JFROINGH 66, 4 13wndf4,ang/or the
hes@gehainceriss @ntattcohipaisastd v @noe!of =t %ﬁﬁlfﬁtcbrﬁl@u&fs amiiddcldPof a

seHELn’oQ 3elé§%d f?ni%m%éougégns%gﬁg %&E&@%Néég 1%6%0 23 %2& 30,32, 34,
NI PN I U s LN N S
varighie dongairs consieep e senieercE obdt Idaetvbtcortigucusndnigeiadits ol Esequence

sewéteﬂ%ﬁfth@gréwglﬁtﬁl o?@E@!Clb%tf ) gﬁcp 8”‘1{3[ the heavy chain
gnsi, Stin

VeSS Ui ot Felpeiey S iccnis ForlBiays Pl s g sppuence
5%@9 &nmdhepgrourt omeiatm o BEQIR N80 18 28,8224, 26) 285 3¢ 132,284, 36, 38,
405 871 48 ee4d, 8o, 32| 81 56bsl 60 and die Ir%rﬂ#lﬂer eﬁB&itrﬁédt NAe ght chiainWariable
oo gty o100 By g S o i s
frogthe FEokP EpRsiFHNGRENIEQ ICHOH, & Bt 10z fiiand d4rend/ol tbe heryireliatn variable
dooaioPases @ seQUENCH 6fat Rbstabo terligioud BRinG QOIS BlETIETuEBE Bdlected

I ep i oy
%H T’fg 56,5880 @8F%% variable domain conprises a
seq LIE amthsnfaspuct treasdsediOfienton prayidesian atibady carpbakingdh light chain

va mm&ﬂéﬁ%&g@@zs 5AE ARG aRRh B b Rbbydbhde sance
thgf at 6&1 taspnucleatide:sguente seigsted Siom the gropp, consisting of SEQ
IDANGH3, vae'r'. 9a$‘p @od 13, tehd/oma kemeydhainvardablel domapr cowripelgisg armamino acid
sedidntdMads Grﬂ:ﬁﬁéd %}1 ﬂ'g‘“'ggt.'de sgﬁﬂeng‘lﬁétns atYé%Hl B;ﬁ%e ﬁg@%ﬂ%& nucleotide
sl ARG teforti Bl Rl Bt S SEEIE NG R o, B8y 1,30,
3Be3mEd 14 A3 4 45 A BhSe, Bebh 59 eatid Bt mmlﬂml'g\ﬂ!@dhﬁt said antibody does
hotEuRP¥iss bogthe lightekir Gariable B@lé‘h seguerce o SEAG 1D N&Wanki3he heavy chain

val e it B Sh ' R.8 R bt el B TR Bl T pscentor

no acl enc
3'P§'@q {peRelBenamhodient, said lahtshalsoesabiRdnmaingorpeises an amino acid

sequentetbati islencodathyanielestide eduencd thatNe tRsBE0LiBentical to a nucleotide

i iy O 4y B o

hegy'chaly variagle dﬁ'ﬂamé’?mp%eﬁ AN miso E?'@)W%‘B”qeﬁ%ﬁt 'ss%‘PQFIEd by a nucleotide
sequencaibalys atdesst 85% temdivalie & suxidotide setjinmch sgéﬁted:ﬂ‘lﬁrh the group

coNs?Jtlhg’l&lSEd\ilg??’fb A5, SIQQH;?QF 83005, 235%: :33'?0 g@ &%%ih&alﬁ’ 48,51,
o, erash, 2By B ‘Bs&ﬁrfr"ab&ﬂlﬂﬁg $451 ot chalryetepie fomaln sonprisss ar

aming agidsequsncesivbidel emeded byseriudedtidg kequehee thatvsatilesisi 3% identical to a
nuélélie BecbORERIsbiBEiEd fén il filpd6hdbiing SBEIBANG B, 716 11,and 13,

anBSiHEaR onfin ST J@Biﬂl"&gmg%sga 58 ADiBo sgi Seduencs el ‘i“ﬁ@ded by a

- nugleidpsaagersedhat st lepst 9B identioaOo 3 nuBlsotitle sequends selactid 118 the

gmapdérerstusﬁomemaaw‘mhalﬂs 23p3, leﬂ Q@@?lé@ S BPI3058F 4815, 47,
49 3611 59 5@%‘7 95?1%'@1” (i? +J¥r§e‘f {amé%cﬁ 8. % llglit cﬁ? r?&%agle dorgiain %Qmpnses

ence t eas
an ﬁ@g‘Péﬁlﬁ serueresfiyaitencedaddy F@elclﬁqtléﬁﬁwem@rﬂ@ﬂi I at least 95% identical to

a nodersits sequenaefselBEIRY friin e ghdup corfsistin@of SEL IDAB0:325 7, € 41, and 13,
andéhsaid :lﬂea@%hal?f 5ariaﬁlg dor?hgm oé%prﬂs%% ér"f_’ arﬁt?m Fé]ig seriirén(fe tll‘:f?‘:t is e‘?éo:led bya

fi??ﬁ?%*ﬂﬂﬁ?’lcﬁ maél%&ﬁﬁﬂ H%@%ﬁ?%@@ npleotisi PARyRes Sglected from the
sequence that |Is encoded by a nucl eotide sequence that
is at least 90%identical to a nudeotide sequence

sel ected fromthe group consigsting of SEQ ID NO 3, 5,

7, 9, 11, and 13, 35 and/or said heavy chain variabl e
domai n conpri ses an am no acid sequence that is

encoded by a nucleotide sequence that Is at |east 90%
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nucl eoti de sequence that is at |east 95% identical to

a nucl eoti de sequence selected fromthe 4 WO
WQIOSNEAIB31 PCT/ US2004/ 037242 group consi st i neCHPSBE@N37242

I D NO 15, 17, 19, 21, 23, 25, 27, 29, 31, 33. 35,

arép gb%slétﬂﬂg%?Sé@l[’ﬂﬁo 154% 1@& 325 E? 2023+, 38%s #14o &k 44, 85, 47,

the n ain. variabl e’ domain
G 3PAs, EPBRLIRAT 1o Gl arblinec S e eI oA cpmpries
amartineenid shauense thahis encadad by s nudeotidecssnuedgeshatie at leash P8% ddentical to

a ﬁudraemdeesahua\ee SREBIRI TR BELRGH e&si‘sﬁ%nftsha mmw 5,7,9, 11, and 13,

RATIAT ot 2l RS e 4 e SR il groocee b
"%‘-I?Pt'ﬁ? S&&Liqao%@a%ﬁfd%%t $9b idprficaliie @ Deapofide spauenge Iselectedifcom the
gregaeonsistng ohSiEQ INai15) 5339, 29854 dsjentaocsd, 38,85037, 39, 41, 43, 45, 47,

I
L) S S RSB g s
arggnmcgqcld %ﬁguer@g thag engg!ed Ma nquyot@p;quppce seig:tecg‘pm @g group
cdnSisting 6f SEQ D BOS, 8,19, 11,randndjtahe/or saidreevynbain vatsbliectiohiaidomprises
arPéiﬁhé‘aé(@ée' adHoe t&?ﬂ%hébgﬁ Bfgé hlﬁ?e%tid%% é‘Qelé&éodfrom the group

SIS S Mo i, T B0 4 Skt e OSSRy A 45, 50,52,
54/ 56,38, WandhPd 13, and/or said heavy chain variable
do”ah%n&ﬁ%be%?%e pﬁ&eﬁﬁh%ﬂtio’i\cﬂr&i@%#%f% gld?sﬁipriéu a light chain

oA oo Gind e Eebuedslit 85505 o b lipio pguence
thatdwb s Rider @adergigly s!glagennqpndlﬁ@s tqttle cq:gplemlgnt 05@ nu@tlde sequence
séf%ted%m thdgro@condistihg®2SEQ D ROG, bier, 9,28 P&kt 13, ardtor RIHe&R thain

e 8 B o 55 B0 L SRR A by & oLyl soquonce

th@"é\i{@fé’l‘?@é“@‘*‘?&ﬁ"’@@a@ﬁ é@ﬂgﬁﬂ‘t ﬁﬂﬂd'ﬂmﬁd’é fhe Gﬁmﬂlémg'@d’ﬂé Agieotide sequence

selldetid flopiné @lbmnaiwnfgrofmaf ROEIEY175 19, 2023025, @B b, 81,8835, 37, 39,
t a

41t 23 4'% PQ@BH SR 591502 ! ?ﬂg%ﬁ%&%ﬁﬁgnﬁ@ﬁg&&%t

roup’ consi sting

m&?ﬂalsa%o @% lighg ehaip Y?é'ﬁ'?)?d%‘ﬁ%lﬁ‘ FeaugRkeich B IRy and the heavy chain
vatiell dorsaimgpgaencani SBEQ H2 NO: 1€ candevhesmirt daitk antilsodg bindsl odL-b yecaptor

o éﬁﬁaoaiﬁ@meaéi@ught il Jamé dynéﬁﬁco%ﬂsés FRARALR] stquence

|5]'H:C
nt conaql t].on o] 0
*“§téi1lﬁl’é’ﬂ§°é’ by 3 OGP gt Pes et B e oTaTseth RS kb
conplen@nile a nuFieotitl sequen@sekBled fom A gr@ib, coBYsting Bf SBY|DRQ:3,5,7,9,
1% land 48, andfer sa4d7heaeﬁchaﬁlfenarb% domain c'éﬁ]prlsrbg an @Rthofkid s%dehw that is

et S8 Byl DR s 9250 coRIRE b Bl o
a NElegtiderrgqyenee prienlad fromalhe grovp eanaisting off SRR NOsthudhJ8, 5 23, 25,

275860 3h [R3NE%, 86, 3004 494 u5( £7, 39,52 58, 85)157 /8¥isndBinds to IL-4
f ec eﬂtaﬁ&hcg%ls the Od?es%ﬂﬁm%ﬁi?o%%&w& an Eagféd ahtﬁ:‘&&n% GJH%H the light

riab an ‘am no acl
cfPWa?riqb? rsﬁ%eféaid wtfb&dh ERITREIBRS wnﬁmmﬁesuwaﬁebcted from the group
conyibting @&f BEG ILINOE; 8,st0f 12) gadit4, exdsdid antihaiy binds todl-4 receptor alpha.

C?gﬁlln %@%ﬁérlag ech tﬂagagésggf h&@.ohg%am En gagga Eﬁ‘t%fﬁﬁ Wbl heavy
cHRRyERDIRISE $158Y fFntogy %F?m@mﬁfmﬁ?qumﬁ?'efé%d Tegn the group
consisting obSEQ IZNQUENE; 20,1221 24, 26, 28,8003 84,196, 38, AQIcIRe®Y, #El@8, 50, 52,
5438648/ a3 aRGAId ém.m@ bHHQSrIL-ﬁFJcbﬁ{&edHhacond' tions to

the co c eoti de, se ect.ed

QNI A TR TAN EN LT R
ooggstlng@f ZH1, EBHA, gqm gg—n B2, BTH3, BOH4,4.1H5,43H6 AZ H7 A71H8 491 HY,
L1910, 198111,291H4, 9 BH12LoH ) U214k, LéHM, BN, DEN3, 25108 ¢ bH7 LPAS, L2HS9,

vention provides an isol ated anti body,
LQ\%{}IS %m'zHﬂ‘e light chain variable region of said

anti body conprises an am no acid sequence sel ected
fromthe group consisting of SEQ ID NO 6, 8,10, 12,
and 14, and said antibody binds to IL-4 receptor

al pha. I n another aspect, the present invention
provi des an isol ated anti body, wherein the heavy 35
chain variabl e region of said antibody conprises an
am no acid sequence selected fromthe group
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L2H1 O, and 1-21-1111. 5 WD 2005/ 047331
PCT/ US2004/ 037242 I n anot her aspect, the present
WO 2005647380 provi des a human, humani zed, or chiMEHDE2004/037242
anti body. In another aspect, the present invention
Pr OVin@Rsing a@péw@ﬂe%@éenﬁ%hmq;vowdee aAARA PlmERERAC chinf¥fic
r{fh%dsem I nvention provides an anti body selected from
group 5 consisting of an IgD, 1gE, I1gM IgGl,
| gG2In o3 aspagtthe paossnt ip@Aitidnapvevivgs amadneciertal antibody.
rrut akhizABthbrbsfect, merw&,eﬁﬁme%ntﬂaaﬁdeabh smnbaaﬁeaeatea ﬁa.eleme:gfoup

ta f or.f
oo o7 oo B ol oot o, oo by liees e mutaton
hi“%ﬁﬁl’%@'ﬂ‘%?"}%@m tB'@F@”@dﬁ'ﬁN"éﬁ*Wd" ghein qisufflde é@@bﬂ"@bwy
bi ndnrgother=spart) tifprésaniamiehtiniyovitles R Bolaidd @aiipedtide doprising an

!L%r}g%q‘?aggg th H@éﬁrﬁ ner"flgrs:l dﬁﬁ!)(%%?ﬁ% %Sntloﬁoi?%?r%g‘%o@rygﬁlﬁ q polypeptide
contpg et F'"’é’s B2, sqfy e élé@'WP"anQ"é?Ffﬁ 8% pr ovi des an
i sol Iataedhermsbel:t meamﬁnlomﬁpﬁdns:mv@ﬂea an isulaled atdlgieacid comprising a

nlﬁ%gﬁb%rk%&uéﬂﬂé:&%mﬁg t’hﬁ Rt b% ofaHah o@i otk IAEhIRO Y PQ%VH ghain of an

anibry o P vernton. ot A sphsaie o aehélvepmapnvgm ooy o

anot henotherepdct, thelpeesentdsventioni pravisiet B veciprcomprikig am isolated nucleic

ac\b&fﬁﬂé{m@ﬁfﬂi&r 'Iﬁéd&%eﬁé}nbo‘a%eﬁ“ B6id DeGdrd 4n e)@FelsQorP\Fec{oPe
I nvent |

i cbikel A Prsent SR e Mdes B8 S ApiLH ShElomo Ry nutlc acd
ofithpvayentiam Ipensambedimant, saibeeiisainybadama; drprdiher agbediment, said cell is
a fash@iicceici d  of the Invention. In one embodi nent,

52! Cinfbther sfpdbt %@&%Mepﬁorﬁ p‘?&b?a‘e??helfégg-@élﬁﬁéﬁ ?rhiﬁgdy%f the

ans I"n""ano
'“Yﬂ"&%’b i OWWW" BRi® Galidea hypridema. 1 amihqrgrrﬁ@d"aﬂnt said cell is a
tremegario@dy. of the invention. In one enbodi nent, said

cel ||nia§%tﬁeﬂ%¥?§ %@ase,’uﬂm@ﬂ%&% videB B gl o |s|ni§b61¥p%§$cle of the

is. a tra %ﬂ}gl cce ner asp
inyesjerhtin 87f §5pked ajd ecllig a pRspenietely a poI ypepti de of
t he Inianvibertaspeti, tHeapresest imwhibeh presdes a sathabd oBinkkihgamantibody of the

m@d’nﬁ&?&ﬁﬂﬁn&ﬁ&]baﬂﬁg% call %rﬁ‘;ﬁ'fsmeﬁﬁ’lﬁaélc a&@@ncﬁalﬁ? ﬁ@tllght chain of said

anths a6 Qe pe e dind e B BtaL e enl Safboay indeappias fopt aow
said oell td epresasdidiighheheiiang saith bedvy giain ariddnad alidw saéd light chgin and said
heaw eHapdy a@s@mb@ m&gdi&arﬁ:b@dv Ehdagutedrly Sed aﬁuﬁodw\%Wsanl nln one

ti t d cell
enfloab . 588 cllF | ytfSIEE. I 3 ihdr BB ool <o X PinSastf cet.
t hat Ingnetasy aseact thei pigpentdmvgnienaneyidsa B nethed lyhlbimg gy k-4 receptor
conpRSindbntactiigh el exbrédsing o4l yacegorchigha @it bh BEtibéd & the invention or a

paﬂ@gﬁtmﬁ gﬁthg [n%ﬂtl&? r%eﬁ%nkﬂhor’s%a?rgfnav s%ﬂib%ﬁgﬁcmg B%sa[d:;?cilﬁerftﬁle ko bind to

selc A dRERIOE S, 17 e SraEHTIEh SHS BRI & e Gl iganpther smbodiment
sﬁmlcelhlspfﬂwms a nethod of Inhibiting an IL-4
r e c elﬂ tai:lf:ther%g r&eﬂﬂn\%ﬂ%}%% ‘&ﬁh lof €§ &Haﬁ’ion in a
L- nti the In

receto a wth an

°‘§°”‘BB§' ing ffo gaifLsup ﬁG‘eﬁ'i't‘%"l?H“'Yﬂﬁ gAY Ar f']ed‘H’?”t““ orofa
pdlyhamtlda bf thwinsentloh eifecivedohtresiingsalddopditionp tnaine dmbbdimbrtnshld

coh&tlorﬁ@ hﬁimhémrﬂatbt?%%ﬂn%m@ &hﬁtlor’ i Qfher BRGSH rﬁ&ﬁtsald%!a%matory or

cafigirm afoniean pnaasicd oofon  aiaber srpadient, g condton i
asfiness eentic amvEa detratiiy eypetitpgmia, aheanisddiopsthiq urécatla.n@eeative colitis,

scResdiThd, AfbertfopRic aéanﬁgbmrp?le@mases bérSgnaieetate ﬁ)tp%ﬁi[d%@l & Ring

t of
dlsso?lc!le‘l‘j anéthil r&ggtﬁl‘%&g@ ,hogmil ﬁ‘{?‘ é’#}?ﬁ %%IL'#"P(('E&% - {yd eSIﬂie[lal
barrr‘Eé alsiuntsor@éﬁva ac%eudﬁow ofitfe digrstiverfysiem irowiich Ib—gh raoeptor plays a
condition Is an inflammatory or cancerous condition.
I n anot her enbodi nent, said inflammtory or cancerous
condition is an i munol ogi calg condition. |n another
enbodi ment, said condition is asthma, septic
arthritis, dermatitis herpetiforms, chronic
i diopathic urtlcaria, ulcerative colitis, 40
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di sorder in which IL-4 receptor plays a role,
condition in which IL-4 receptor-nedi ated epithelial

WO 2005847381 sruption plays a role, a disorder of PEHES2004/037242
di gestive systemin which IL-4 receptor plays a 6 WO

m%Q@ﬁéll_@@?&@écﬁB’ﬂUMﬁén@%%ki@%%&seaﬁ&ld%du%fsgéé Churg-Strauss
o8 S OBl 2l SAVEST Kbetire” BiGominS oo
Smﬂrg@as%lroirpmen%l@mvg@a@miasjﬂegﬁ%témess:pwﬁaragwmmta@twoitimuhemulosis,
cyttiarmplesisy allergicesrarichapbimanyny Ghiyoses, oidhie bheiGRe B@{ﬁahéﬁ HiGeass,

e uvel t1 .
blt el ?Iﬂu?gcl[ én%h&g@bé@%ﬁ@?ﬁg#% gﬁoiéﬁ&glnmg ip%:xllrjnonary ﬁE?rbS!s, pulmonary
aysoBR e REIGE e PeRiipiopedistrese pindiame. ssnpidosiettyres IgE syndrome,
idippeitiiom@eseosisphi syrdrobiebéreaumyiraindnd dleaarigacs FBMPRIELS vareris,
bullduRRMbRigoik ﬁfigt/agﬁafargér‘grgﬂg \WaBhic P&Iﬁéﬁ@%&?ﬂm@ Jl‘rngﬁ'l is

pul nary a raot el nosi ul't respiratory

fi st 1P @utier sipact he bresept Tayenisg PLovidas B apariggsiiicah prarseiton
corgrigingaransibedywéihe invention bri d polypaptide wEthe imerdioh endam exeipient, diluent,
orBlffest eri ng di sease, penphigus vulgaris, bullous

penphi gol d, nyasthenia gravis, chronic fatigue

syndrone, or nephrosis. In another aspect, the present
BR'EEQEEG_BFPT@MQFJQE RRAWINGSaceut i cal conposition 10

corrmgtﬁwm-erﬂre@taﬁmi nygﬁ??gﬁ@ghﬁvﬁ He c@@iiné)fegﬁ? of @ human IL-4
o9 B Ll SRR AR e . o
cDMNAfinne yvas Rotated fremearDNAHbran derivest fratea bggarehioed lioé T2 elhe encoded
prateif corgpriseg (M I9to G-térhrus) an»énﬂiﬁalrs%?ﬂﬁieﬁﬂde,afow%d SiPhMN. -

C . i S
e g O LR
isgpaad FUrBPedh BCA Buaaan W F7S2540 Adn The Wcleptideisaauenppandmeno acid
sequencebaa dnrél;iajuresnaitgi C olspare g?erg;lig rsralst—gm&o:caﬁﬁ, réspeivel@n

N- T Gt -5 Sadint RARLEIHRde QM RS Encblingthe lignt chain variable regi
cel lul a 1N trans rane red of glons
of E1 AR iy L2 R Mg Bl 1850 10 Nezah (SR 1D WPl 48 R 1D
NQ: 1)t andrL8i(BERITNEUB), Bndpdlypnciati® §6Rai%é0 edddding the heavy chain
varidbid 18gibh<lst HY QEEEG IS ROABY H@W@E@lﬂﬁbﬁ?ﬁﬁﬂ@ﬂﬁéﬁf‘%@ﬁgm SEQ ID
=] QUL to. "1n. SEO | r 1 zgncP
NGB B4 i BRedb Nle AT B IR N A ASF O NGEEO), He

(SEQRINREdE HIA RN MNORB), HI HIFEQIRAN38) i 12:(BEL 1P 8igi:37ih 413 (SEQ ID

- Nopdo) H14((SEQ 1h ROND), 315 (S0 (CRQ4b thﬁfo IDLNG:46) 561 (sBQ ID NO:47),

. 2 .
g l%'“fé&gf?? (SRR o Brd SER R bR iaise e ey vez
(SER I NEwy) HeR &p5Q IDNP:FRpans H24dBBALD HO:a%). THemenuences are shown
usihiDorbiptter ilidcl¢dhitédat Hosvidiork  SeqidhcédsTofleddandifgd 8)cDR# cOREQ@nd CDR3

reg*l_d@s %%5%%d f&rag %@@?B%ﬁ%f tné-:ﬁEQa é@g)lﬁzgesc?uénces
congsPeding te B 1R Rpang kgre shewn in gty NO: 35),  H12
EEEQEE m&zg%é?ﬂmﬁ ﬁﬁé}{pquenﬁLb&ﬁBéﬁléghtﬂ&ln(\@E@ld r@gicilnz)s of L1 (SEQ
D NS:4} 12 (s 2y Latsie 16 No:s) 1S - :12), and L8
Ao ot b L e
NO: b2 (SERAD HID):18),HIE SESHDNCE2ONGI4TSER 1B NGD:243, HE((SEQID RO:24), HE
(SHEDIDAD:26] Fe (SEQMPNG2S), AB BSE®WO0:36), HE ($h Eﬂ@olslﬁ)t hfd (sEQ D

s T 2ol AT e D e e P
H15 GFEQ MO 44 i (SEQIRNQ#T 7 (§EQ 1D NO4B), 418 ($BQ ID NO:50), H19
(SERRIMLOGRY H2C (SHCEIDMNMSH) 1 1 (SEQRD NOTE8%, H2RSEQ ANHoiHBY H28 fSEQ ID

' ' RS —Fl sent s, the amno. acid
N2 o124 Rucks B AR, 7 Sallncde B e B ¥ AL gRle B e shown
usifgspne-letienamino apid apbreyiationy. | Giheqdiphs chain 3nd esBhelD Vb sequences

L4 (SEQ I D NO 10), L5 (SEQ ID NO 12), and LS 35 (SEQ

ID NO 14), and ami no acid sequences of the heavy chain

vari able regions of H (SEQ D NO 16), H2 (SEQ ID

NG 18), H3 (SEQ ID NGO 20), H4 (SEQ ID NO 22), H5 (SEQ

ID NO 24), H6 (SEQ ID NGO 26), H7 (SEQ ID NO 28), H8

(SEQ ID NG 30), H9 (SEQ ID NG 32), H1O (SEQ ID
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40 (SEQ ID NO 52), H20O (SEQ I D NO 54), H21 (SEQ ID

NG 56), H22 (SEQ ID NOM, H23 (SEQ ID NG 60), and H24
W@ 8BGIM4BING 62) . The sequences of the LI and HACT/US2004/037242

vari abl e regi ons are shown using one-letter am no

ard GHoftaRb by &éﬁh@é aﬁ&édue%&é lﬂeé .tétlde?.h@au @ 137 HABAY VittFh& bibropriate

nce S2004/ 03724%]

oo i B A5 S ilof e TV TR YRALE! QUL Sephgesseg ssbonding o
Cp lbrﬁql’@aﬁnct PR3 regiens-fre ghewnin bald befopeashepaueaceand underlined In L1
arei it | SetjiatceEBriaspondingl toHAL ER2, #RB 0dhd \WRAefe $HORH |rd¢|5trfb%%2

fromLl or HL. Sequences correspondl ng to

and CDR3 reg,l_rons are shown in bold type for each
Dgwb'é‘ﬂggsﬁﬁ 1PN OF THEINVENTION  and H1. Sequences

cor r Bepwesthigvenfonrbvides Bempdsiions #adndiidds AdlRting RaM-IL-# receptor

(RARY dﬂttﬁo\ﬁféé méuo'%?@?@élﬁoﬁ@f&?ﬁ% EMH\%@E.@&'%&%Q@ IR, and for

in {e gq?t‘%' agfivibigy of @teélﬁlglﬁin-ﬁ {IL.-4) q:@@g?jpgpn- 3 (IL-12)gy vivo. Compositions
ofdire imteotidndscludeniol axdimplp, antitibhdd anttbodies, ipelsbeptidesc paljnatievtides, cells
cdriRgihd b@?&?regé?ﬁﬂ SHiibShidRY dl;)pgﬁﬁes &%lzﬁﬁeont%rb'f h’*a'iﬁvglglon and

bi ol 0 vities of

PR RsP PG oM oS aPe 2Pt of WD 1o REDYRRIGP B ons. 10 of ¢ he

i nvePalynoriestide Bodieslypeptide sgquepdes aredindicatdd usig stantiart ook-es three-
e ol eRtioRS &Jnl&@'oﬁ‘!&lﬁﬂéeﬁﬁdléaﬂﬁspolﬁﬁbtldﬁ se(!ﬁ.féﬂ"&!’ inald®eiP4mino termini
o 4 Ay B oS50 o s, o
the jogeisanskof deublghstesndes nuicisic goid deaievsisdhave eir feriini @t thelistt and their
3 TN R, mdparmra:u@wpe id8loEpdiyndtisdtiie dedd:%hdé&hls%toaﬂ Ba8éheribed
by%lﬁlamﬂ@ hs\pftﬁ%r;rs fl%B}ae%fe% Eec{lﬁlgﬁcle By exgﬁ]lhlgi r glﬁ'r,la%r \émpgl(y?peptlde

e se ces av e the
sqau9nee et df&%ﬁ RO SRR PG gl R2T Tesprinen pelReptide seRvancahat is
idéritieal td SED ILANC:4sExoagt thasthe amle eesidue bigositieiC28of SEQUBINTESIS replaced

b]aé{ltﬂ [,Jﬂﬁe,tng estrand of doubl e-stranded nucleic acid
sequ?ences I|P]1ave heir 5 termni at the left and their

t RARHppotide a%@'wpﬁgwfe sequepess of Racaler it )scsevybaip variable

reyom%w shosuptin Ellgursea a3, eespbdigely, ainefedhayese kabdiat] for byample, L1 (“light

ctﬁhﬁ%ﬁéb@ @? h Hit I'wa Bk vilBRr&yidref f@ﬁ'n ﬁﬁtib%@igy ising a light

NE PN B o o T

the pnypeiiine l@b@m@@mu@h iegions. SFopexamplent vbar lnuloatm drilbody
o&ﬂ@rlénfﬂﬁﬁ At cﬁdwarlbms s&ﬁérﬁcﬁ%f [@édd%k?he%w e JaHéHb gBuéHee of H7.

t
ooy b s v Table Rl 6r el & refiy B b domaf o agian
‘CPRI 2, anhdl and SRR @h%ﬁnd ¥'are dgfined aqcergingitasthe sehemigwfikatiahet &/, in
SquEntsS 6f Frofeins oﬁmnrua Bf&d? intpdsy, 5™ BB EUS Debeyr Hdafth htfinfh,

elyﬁg‘ﬁ]' Ll riabl e region 1"), H1
S%ﬂ Ten lgthH\Jf r[l e“°r9e1 | o%quf, etc. Antibodies

c orrp'Fhes PeiEerAidpRtin Pf iy pelwwcﬁowemr enplypeniide pequennss Is determined
byfco@ipéintig hetdequénaes Gsirigdie GXP eshilbitatipR@rdni@ padBethe GOdWisconsin

Péckﬁgons ﬁ'LﬂJ 3’"@@ H[B%“;San ﬁ[gg?_‘gfﬁ))t Lﬂfﬁg i&g @%%ulpﬁlﬁén%t% gr! abl e
conph Pielpgigp! frw@cv'? - arehpeptide, ﬁ"ﬁtlﬂd& OF BRIRI%AGl) é5y' 'SE@%ﬂrﬂi
“sttisantietip pyrifiedrdf inis watficianltly feeeset gthenicogidal idlactids, coitdebrsadmy other

suﬁﬁﬁﬂo@ploeoeqﬁg@in@ta(ngérd 'ia%g%%%prol%cd}e(ggy g%ﬂﬁln o}’@ﬁh@\%gn ssay).
Mol gt supplantlly P%@%Fgéempaﬁ%gaftﬂbm{% andsiele agids Rigtyel- k@?‘"" in the

afat. in 30 Sequences of Proteins ofl munol ogi cal

| nt eft@3érms ti@' H)% fRPhng * Btfotekfpﬁ}etJée@BQréHHﬁ@ény throughout and

Hg H Publlcatlon no

relg A RuIa ORI P J° BPre TR FRISS BITPR P S0 P oY et
bopds. ypept i de sequences is determined by conparing the

sequences using the GAP conputer program (a part of

the GCG Wsconsin Package, version 10.3 (Accelrys,

San Diego, CA)) using its defgault paraneters. 35 A

bi ol ogi cal nolecule (e.g., a polypeptlde, antibody, or

nucleic acid) Is "isolated" or "substantially

purified" if it is sufficiently free of other
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art. 40 The terns "peptide," "pol ypeptide" and
"protein" are used interchangeably throughout and

WO 2605047381 a nol ecul e conprising two or nore anfGIUSZOP4{037242
resi dues joined to each other by peptide bonds. 8 WD

2005THA B EpdimhiéIb68d6), @MI&%ZaéﬁldJ b d HrRIERE acid” are used interchangeably

I
o S o 5 S R o
MRYAL aaless of e HNA %%NA gsnergled bsingnLoieptde applposigide Geptide nucleic
adds-28d non-neRy ocamiiga@slestide BR@oda\Bn@RybRAherebre Tk Atkleic acid

malagmcan gl fg@a' p%d@ml QB1e Sharfied. RERE gﬂsom&t%hcnuc e?c'qa%%

occurring nucl
mﬂlyquwh? feprtion mnTFHEB ﬁ@emt@ueusaeﬁraresd'ﬁwmﬁ@oéiamalb%ntibodm ora
fregameot, derivativaroateinaor valtznbiherest ofaimdiaebntidnd one enbodi nent ,

t he Auedifhdsthbch nueeicgﬁ n%fecaas 5B%nb E&iﬁﬁiédwéﬂ?' &85@&3&? if their

a conti guou en rea rane.encodi ng an antl
segpenges ‘Fa?‘ ﬁ@ﬁﬂe infggni; &F'ia&% orignfigtion ﬁ”chd‘f‘atg‘c’l §7Y Byffectide in °”e
seighence tsfqppuaite fiheompensamtanomuiclediide irstha gthep seignentd adthnutdihesinteoduction
of%‘ébéj afPhidolt RBalRE ﬁucléd?lﬁescéimﬁem 3’ oRdl oAt s@ﬁJb?nEe |A nucleic

o e ST S D ab Y BBl B g sy
coswirmentagy tp teghypo sudestide sequenep thahib candhypridingsindestmatierately stringent

cﬁblﬁor@tt@mé gﬁaﬂmr&@me 38z6dhB8IL THUG S uBlelc@Bi i BEIconRierBiRy to
an%ﬁ% }({)\drc w&ﬂgﬁbéﬁgﬂ nucl ?otlfles at the 5 or the 3
e ue

nuclreic acid nol ecul e that
is *‘é‘é’ﬁﬁtpfé fﬁ?rftUﬁieV acigd éhaéciﬂ heaigethigdntegdugeraotierusieicacid gnked to it
inRael.Nare tyse o Wedidred £Tpldsknid,"COWaR Irerare Itd Alinéat 6r cirblfardoistranded

DI(MCI OE&EIé Plﬁ: \.ﬁ}%ﬂl%ﬁﬂlﬁ ﬁ]ﬂeic éatn gﬂné}?pédtn(ye%lg?tw dﬁ'rother type of vector

rin con
is ﬁlfﬂﬁ' é‘?ﬁt‘?r(ﬂ%g NG| !fégﬂf'é'e EFH‘{?é'e“"H'"i‘ﬁ?E'I agdpnovidsed apdpdene-associated
vittise) wheeint agdiflortabDIUA segmadnisatan bel direducedintocthewitahgarome £ Cadain

ve'cfo% éF@EgblaﬁgﬁFEmOd%moﬁ’@r%l%%on ira ﬂo# Uéill iffth &h%ﬁ h@% Ellggrﬁtroﬁéoréd (e.g.,

to i1 ntroduce
vaglerd vt FpmPTeg exbpene PraFe e icaton 8 ey BTk pctor).
Otherfvecterst(@g.andn-episamabmaroimelizn ivestorgicandd intgetedzintd ¢ gebbide of a host
oeimb&ﬁmwau&tm ma/mé Rékt Bdhdd REaly A4 bfiafed 3fohd w&ﬁmpétaenome

cto
A R i S o g e i verepdi o gbesen
pahedkepiide.uses and adeno- associ ated 20 viruses), wherein

addi Ahmtld%éﬁg Eeﬂﬁe‘éaﬁﬁﬂﬂkéh@td %ﬁ@ﬁ&?%@qdeﬂé&f i Regulatory

il o T wp ekl deRlNRuR SurRRetrSxiRosion ghihg uciotive
segence.nd freglrten sgaience; Is anweliels pid thateftecisithe expragsiprsiersy the level,
tinfiag; belbéalibn Effeikgressionl of Lilciekaiid0 ﬂfh@fé@ulﬁtbty%ﬁﬁﬂﬂncml' é)&ﬁlple

exgﬁft% gffe%gs'direc% [ e\fggglia?eglsnuglgic %Flﬁ eolpﬂ‘\g%g n@“ n?é{'t %n?ar Méts
POyEPtides, (Fetta nomenﬁa%hat&wd tnthe FQ%'@*WHU%@? ﬂndf%rrilwa Rugieicasid).
Exahples efreh At decﬂiem indud8 piloh@tehs) 8ihhaB€dr® B other dpré¥iion control

el%ﬁm (?%S h&?ad\é@?éﬂgﬁ mghaﬁ%r FEM‘@E@&E’:R}@@ %f %ﬁulétlﬁ@%{aéﬁ%ﬂm aje described

in,fercamplpdEoeddqi 1@RG Seng Exgpwsioaieghnoloak eMet"'Qq? iy Enzymology 185,
Acadgnit Btess,\San GlpgeCeand Barbrestab,gI905 tNutigic Asids| Re$23:3605-06.
af f €& th%sttcgf i M B bﬁ'ﬂ;e(tﬁs?@to exbl}égs + ﬁ)é:félc da g]gn g ’nuc%[c ar:'&i of the
on

| ocati on o expreSS|
e, TP A LRRR RFEHESOles for SRR, £ 0O A bo 8 PRGOS, o

emn‘maleaxqungksmllemﬂ(kerygte {e.t. he ydaat/i@ lotheBOndus)riamtant aall (e.g., a tobacco or
tom81o Iah%ll)ogn %ﬁél%ﬁﬂe‘bn)a hQII'naﬁ célts hﬁrfey%gli d. ha%gt%r oeII aratcell, a

tor can, for exa
QB gl & 2 PBERPY oA NSO BATINRS oF s eAlE RaRehe GOS-7 Ine of
maetkeykiditey célls (ATTG GRL 06510 (ree Gluzman et alptsy e@elli 2335 b cglls, C127
pol ypeptides that bind to the regul atory sequence
and/or the nucleic acid). Exanples of regulatory
sequences i nclude pronoters, genhancers and ot her
expression control elenents (e.g., polyadenylation
signals). Further exanples of regul atory sequences are
described 35 In, for exanple, Goeddel, 1990, Gene
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i nvention. A host cell can be a prokaryote, for

exanple, E. coil, or It can be a eukaryote, for
W43l a singl e-cell ed eukaryote (e.g., a yREEUSZ9p4/037242

ot her fungus), a plant cell (e.g., a tobacco or 40

cell§ r@qus gelRl(&rtC 661 Hésl), @ﬁheﬁ@ héRbtercRh l(éﬁopoeus & tﬁl%il'lrﬂéﬂvatives such as
VBl GBS o bt S n e i P s et a, 100
Cytsteghpplegy 28131 hordtHQ etfaisDX-B4 1, dhishiisdefi@ag inDiF R see Urlaub ef af., 1980,
ProBNe@yAdaH .dsee.szlmfﬂg_mc%ﬂﬁ%ﬂ.@?lglllsrlgﬁﬂgicgﬁgmqGa%ameé,tthe
OBl 3 g G g Arsa) s indvey <edoil e vt aFee ot 7o
(sescvcMasn of e 192 sEMB Qs 1Qs2826), hyrpan apigyonisdddney eslls suehias 293, 293
RN bnﬁmm ¥E5; hirhs epRiermal 8881 &l Ginam doloB)5ae ] oth6l tanbfoM@s primate
I A8 G5 s o RSB el
XRRNEHHL-S0. HEFT. EoK ot Juriet eRipRTYRIGEly. ehpeleell is @ gplturedicsd hat can be
trefsformed\de transfected wiSaipolypdpfidetariod@iddnutE)c acidewiicteednltisen bBHdikpressed
in gﬁ-ﬂgg cngL-Trpe%EaQQ l‘r%.& biHant hotsmll"%am%ﬁ%w&ﬂé a IIICISF%I! that has

oo IS S 0 e A B Sl s e o

that GoReises fhemusiein acidibut yioer ot kintese it ab @ Hesired leuéi unlsss2D8gulatory

. sed@ehce REMWAIGTed MaRna Rsst cBINTRAthaRT BLREMBY opftdly Rk with the nucleic

n |02 [ls,  othe ransf ar rimte  cel
acft B SRl i e B colen R e SRR i o he
Pregeny P poteniial progeny ob sughrai asthr Becaiisexnedain mogdifieatigns rasyxicauntis |
sublestilg gé/Realions iRl t@éithdllufhiﬁa!ion%? bingronmetidl i?ntﬂhén)&es%, 8udhQrdgeny may
. | ‘ ransf or r
nf i foct, 5o o) b B o bl S elfied i 37 80oB e f8m e usea
ch can then be expressed in the host cell. The
phr asehifretic antibodyais tan BotbodEia which @@ortibe of thebalParitifun gt ckain is

ithﬂé%]] wgl% hhmfalgﬁus Eb?&;jﬂe?o rdnd Qpa;frti%c@rﬁﬁm% %agic?ﬂﬁégﬁlgg ?rsbglonging

W th clef ¢ acl e expresse “cél'l al' so
to & gprigHlar 2niiop lassis Fucigh, Mhlls b RANSRE ! A1 haia{eysigen idntcal with,
hotholgousde, oe derived om &n amtibac.iﬂe'eé) fronh anattier specidsas delanging to another
S Ak 4 i A e
cogtsrhidee g g, ey dfseeniaty s st S - Pstont No.
48161567 enchiderrisnnl 9850Sdidnee 28120297 ar subj ect cell but to

t he A ROROREd @htHRAY" 9 dHtibdly @BRPsIrgfons Bicor@ cBs!derived from an

B e e g
d'ﬁ%fﬁ”F Sheqigeer isch@h progeny may not, in fact, be
| dem ‘muttkspléifid dMEbdRRT 16 B aktBbdy théd iécogiifss Fidrd thah B opil6S on one or

i 1 I i D 20, A .

ol bt sy REES s b or LA o 87 Shooritah ol BB fegapizes wo
disfipct epiloppzan e sams Hdiflereghantigensi n is i dentical with,

hontA ‘sgreznt of Dpolypeptide (é.y.0ah dntibedypeonprsésEmtyniid @9 s2quence
whgl%fnt@%g* Rloredfitd &ofi r %dl{égla%%#? in{ooﬂérfet&ﬁr&rh gr‘ci;ﬂ!&rsu?sﬂ% ted into

ant | body cl ass or subclass, 'l e the remal nder Of uhc_a
the-qming,ped sqauence gelative i anether RAVPePiide BRAVENGSy Ygdantsof theyinvention
Incllde fusiod pfatedss. an anti body (-!as) from anot her species

or  bekengivadofaboP&itiels a ;ﬁg&éﬂﬁ@g Ye.%,l ﬁ%ti@dgﬁﬁ'ﬁ ﬁl—lﬁi@}{l chemically

| uded f rent s of t1bodies,
meltR ispr ienoes atigt BT Mot dPieln. ssPatalon yarows, o ¢ e
corjugattion ip enothersbennical cwldty Uilesd othkrwiserimtiwErioihg tenBéantibddySncludes,
in &38R o dNBbodied coSsPE fvcailichEth hbd\g Rhaise twoXel- RIS light chains,

:1202-Q7.. A rafted anti body"” 1.s _ap an @E

aealish PR, SREnGT ol EO R uTFirs S RhEh s et peiow

of a particular species or isotype and the framework

of another anti body of the sane or different species

or isotype. 30 A "nmulti-specific antibody" Is an

anti body that recogni zes norg than one epitope on one

or nore antigens. A subclass of this type of antibody

is a "bi-speciflc antibody"which recogni zes two

di stinct epitopes on the sane or different antigens. A



10

15

20

25

30

35

40

A "derivative" of a polypeptide is a polypeptide
(e.g., an antibody) that has been chemcally nodified

WO 20088483 anner distinct frominsertion, del etPGHUS29p4/037242

substitution variants, e.g., via conjugation to
anot A friolecli6 (8.4 Adn aBoay) 'sp e'em:ﬁ 5indd IDQ r&e‘bt%r"hﬂﬂ&% fAd4 reoeptor or

ol U K 1 LU b A s e i

uryglgied {qlk-4resepleh | i ght chains, derivatives, variants,
f r aghretahiigen dingudredinsor ténﬁgaacbfndmgww R3hedd ortlbh Ioﬁsh éHtlSod

mQSﬁfe" Mf?rﬁpzanﬁlng\ﬂlle a%@no%d%g% Qéo?%%%r 158& gﬁ% er& Zlﬁ an antlgen

[ecu
’gﬁ'ﬂﬂ‘r“‘ prt PQY"BlsPﬁf'ﬂF'é’qnﬂﬂ nj fefb? giigemr ~ a fragment

t herAyoepitopet i thatpoltiemstta idleduiatrat isHogheby & Antibddyy Al BSitdpe can

coHBﬁsé'ﬂUn% &@ot@ ;ﬂﬂﬁmﬁ OF i rﬂglbénmee(g?ml np&l&@)ﬁ&lpg,tnﬁné &bid fesidues that

ort, 1 PTG guusge 8??35%%'& 'R @ewaw?r%ﬁe BFeapneahtt tbﬁdyge%her in the context of

therpblectie, @radinuot byarantibedy). t he ami no acid resi dues (or
other noieties) that interact wwth an antigen and

fﬁ‘?a%l%r on the antlbody its spec:lflc:lty and affinity

e antigen "epitope” is the portion of a
mol e @neaspgeti the Qrewl!l indertion pnvidestrdiioatiz of tertieg ptesprding,anring,
relROINE,or AR eRPHting @ Afsbald OdiSordip, rdoha}rb?’. &fmnbébe Aming%é c.%ndutions to be

tregﬁed% acc?lﬂarﬂ:g&gch %‘4%%8&2%"8 élrare as ma se zF/d 368@:{3' E r.mg c?ermatrtzs

he&@&“&@%éhﬁ’ulc iqigpgthic wticauds, ﬁ@?roﬁqwmﬁﬂyp@rbmr@acardng Whippie'aeDissase,
benigh postate, hypsrpiadia lung disyrders irewhiictindyplays b Rslké, @BiditRASIn vJ’hli:h IL-4-

Indeidé&d Qp?tﬁé Bl barrel QISI‘& bifon %[égs b H)Yeg Hﬁbrgﬁs R {PIX Hﬂgﬁlvg‘s:g;stéﬂ'ldlﬁ wilch 1L4

treatin
Pl & e iuclig mierineiosdiowe stsedie sl ohop HIRTMERry caritions in the
gagtrdinieatial tracipaligrgicheactiansde tiedicstion, KanvesaklGsdase alckid célndisease

(inAGHRY QW&]IW&J’) Y ﬁﬁ@%dr’oﬁ%%kb&@dl a%eg p51a Sjogren’s

scﬁ$tlc eaCtli %tlrllf!?t{l: ermatltls %r
TERPBRHiE rnepraiferplive syndrares. apigimenypg he 'ﬂ&rﬂ"?'alﬁ'h'?%”eﬁs
esaagys, nlgtoimwunp preifisstulBirgdasiseand rigphrogls, s destribédsin more detail below.

IL-R pREerRd @so find rﬂlge 2] @!\fﬂﬁé ® dll@rgy\'iﬁhrﬁtfholhbraﬂi BlPakSvaicine adjuvants.

r ol
bar fElxgr‘rﬁ gbftén od 3ﬁ 'F’ Lvm:? or ge'ﬁtgn'g éhesa Icgqﬁlﬁla@%e g?scfilh.%l below, and
lncmdg.eq.;q ¥ qr@bgiﬁgttlaqﬁpfpﬁ arg ml'q_bit4he lpmdy}@of #.~4 thersto. Particularly useful
anfibdales disé fhibi fledMamg f 11-1 b@Wﬁh 3%&%5@-%}@ phAR&UTar embodfments of

thé 1H\ﬁe§1ﬁ5ﬁ]ﬁtfl@é¥o&e‘? qut]é)é('é %@nd |t}ogﬁe%!'gatgr SE%OI %ﬁ%ﬁqs and variants,
P°'d?%’€%§e““°§'°rﬂﬁdé“@%1“|esscﬁegse Fsthods efmakingithecprededing,anatiads of
inkibiting ILSA)Roa thmgthsasraua@tlng}érsdwjémmaxaﬁslay&’ whicHiaRERSibed below.

—:%: |I'E (}[Eﬁg‘#er a&e.@eg[ mveHgonCR%VI egm aut o EEU%Slylms@ring an anti-

ﬁﬁtlaodyBaﬁ isulject.sin opg slphtagumt tlmnsubjenmmfﬂucted with,iosat risk for
deﬁélﬁfh%célbd?ﬁlt@n (Ilﬂ:nuq m%%‘ rehlindss, Afecl&s fiunP 8dedsB, dFRlsrder) that is

ni SO 111
ool TR o, g e et e i o ndrecy,

by thejagiivitn vi5L-4R8. Evchrmphditone cladd, ifdy exaraple, suiditebé eaubed, Induced,

el 0 oGRS 00l O .

13, it Sisghirth elgo maép'@mm &8 SHSRINIIS. usef ul
ant iThe Hicleglcal lagtiyities\bfi bt taret rhaglidtechttifongh ifiding te &3 ctfio céllsuifdce

recefStoRPeftred Ed—asllﬁgﬁeuklﬁﬂrrédeﬁféha(fbﬁjb R BEYed o&fdltloﬁg‘lﬁclude those

arléd@rf?o\?ﬁa [8[n%|cal ude n ?tges ogﬁn‘hesbl %a%ir? Eﬁ’rﬂ@%vg IL-4 receptor on a

cellpen W&m%l:@snhlmta preauepraa,aed bypleventingk-4 foas bledingnie @h deksreceptor.
ConditionB kiati®ay bheetrdteaGmlidd Sut 5 hBiarfe@fo, 8dik bisftudrs Bﬂaracterized by
I L-4% and nethods of treating a subject exanpl es of
whi ch are descri bed below. |In one aspect, the present
i nvention provides nethods c@nprising adm ni stering an
anti- IL-4Ra antibody to a subject. In one enbodi nent,
the subject is afflicted with, or at risk for
devel oping, a condition (including, e.g., an illness,
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13. Other factors or cytokines also may play a role in

such conditions. The biological activities of IL-4 are
WORMBA488E t hr ough binding to specific cell surPEEES2004/037242

receptors, referred to as Interleukin-4 receptors

arﬁbﬁmaﬂ&preskibn éf |Lﬂd:lf' Bﬁ&a%%%tdoﬁﬁa&ehﬁﬁf gl Mimm 3r€f&hc1uﬁing for,

rom IOOIC& rLes

ikt VBresprarcn, RS Riopti S PR s iy ol B, og misgrression at o
pasticulandeyrlopmentd stagak piityag @bnarmalnopimesporss th L-ppredustien. rityrther
exahplbs BreQushdtiiong iMl&thL-arhducéi afnﬂ&‘dﬂpbﬁﬁuctio@??‘ gﬂotn’et%ﬁ&\ drirtlix of a

| n e
ARG pE AR 216 O Bl 0BlrFork Bbigdd fhgeSiphiBh oAjaduces
unERSHetiespef dhat caseptars of BitEPeRd|Prasiuetion & ar@webmrotem taat gleysd role in a
diseraee (2rg. ranotercyivRinglent s of an IL-4R or IL-13R
(i ncA HdiHag for rBitng a%F{?AI qnclltfa}ﬁﬁ %H‘éﬁ@fﬂrj&v “ihP h?s sugh a (r)nredical

m sexpression in a ar “tissue o ,
dSfr s eoTPerEes AIminipteng Feantilctt atibey, e dspyAiR ? aprogh g’d’éf) mammal or
otigrwisy cantactifiart INEIR di betmaness oitis the totibby e derivative; igoin an ex vivo
prgt'#dflrlae bontﬁﬂﬁﬂmaﬁﬁaﬂi@tr&%% eénde'ﬂwﬂ‘}’{ﬂ'ler poe ||4Veh uag@g
deszérllbps 3?})/ eégmel& in h'thB é)Q%ﬁ'{ g{ﬁ iled May 2851_ he. rglﬁw&gac?osure of which is
ingfirprmatetbiyoreferenbe i tlerein.h Buch donditighs mbludid, byt dreolel dmied to, asthma,
sdﬂfﬂﬂr@%ﬁb@hﬂtﬁ?lﬂs Qferrﬁdhtléhén%ﬁ%ﬂﬁlg rlﬁ’tlcﬁﬁa ?'ﬁ@l&ﬁféﬁr&f iQGEsHiCMHicaria),

t el n
o, 3R et skl bl At ot g, i3 HipSoe,
In ry bowed F"Q‘éﬁsﬁg’t'@#f Kisaders olibp digestiveystensin whlgh H-4plays a role
(el Wli-¢-Mduced iirFlamertiorCar part bﬁﬁﬁga%ﬁﬂhtﬁétﬁbl&fabﬂ GoRditions in which IL-4-
Inm& B%rtlle'r%@r H$H ;%i%g?é V{'nolg ée g béﬁﬁl{'ﬂs%ﬁaré%&fzﬁ&) ﬁ)ﬁiec?e %%F epithelial
bﬁ\ﬁ%ﬂ‘rﬁﬁpﬂ%ﬂt e {ung opgastrelaigsting) tragty ﬁd@@ﬂ@m@, hypergrophi¢ spapiing.cihipple’s
Diséaée, benige prdstaie. hys@plgdis, illonmdiided pulayiarh orlditiond @@lubifg those listed

be@j oarag«gm%cmn% ﬁg@@%ﬁ@g{gsagng&a@ 28 k;gl d.s%sg% 6§§9 Churg-

Stralgs HRIENE ey s drenenPE- eﬁamwacﬂosrgn 5 ﬁwevsmowa?'@awaej
lympetopmoiiaaéve syndrome, ebtodrhmuoreteiriolyticaneniie; Backsit's dsophagu® aotoimmune

uvleitléntﬁb%Fitufoé’is rféﬁﬁrhéf? emﬁﬁﬁl‘s‘ vﬁfg&r%a&tbbl}bgz BérhiHi doH (?utoimm une blistering

di ﬁﬂﬂ urticar qulﬁ eCI a
'W?eé aE' r"éﬁ‘% r%‘" FF@QW" myse €} gastric
i nf | Antirtet R @ntibories,@sd Hervatives theeeof, elso find weraaadju@nts to allergy

mﬁﬂhbtﬁérﬁpy 4nt @B Uao%ln@aajﬁ?a?lgs: Acbl{l‘(ﬁlh GWTER bR -4RONBHodY | 'rrﬁt ge ﬁmployed
orders of stive syste

aqunaa@g GGy fmumypot heF’EV Egﬂ%ﬂﬁﬂ c’g'&‘ ¥ 4%1 %}l%fh#‘:‘g‘?er 3§ s

vagging wéwgrastspm 3 asivaniafor eangentviccines mad Infegtieusidiseadeive¢rines. The

usk of ¥4 ddidlates dspstially WiendirsdtiHine HimMerBsponsd BvErd GEFHY response

@M' btehé}{éél it ﬁ@étﬁ%%?ﬁﬂeﬁe%ﬂnﬁ%e QiSeCarsg %Scffl?st%gl theli al

arrier tunction ol nt esti nal
tract), scieroderma, hypertrophlc scarring, Wipple's

20 Bepbameactivberttris prost at e hyperpl asia, 1L-4-induced
but TRIKRNL-8R BftioliPsy b Afdidydl mgregﬁ'@§\%%ﬂc FhA Wi 8Ws known as

c reactions (o ned

re%qtlgq(?rgllrl%qq acfprigh gthuitls,  Septic gr#gms @ﬁ]d‘.\eéﬂggg{eﬂ by g'gsult from or develop
subsaqdent inp infaGlieneithssudh misenbes agoSiepieivbemtps awleusSCHignmpall Bachomatis,
YerdmaL e, erﬁéﬂ'&c‘?ﬂkﬂ'@"am@é?moﬁewmlbo 1 Qtjltér]:tﬁfs %ﬂ;ﬁé@a ﬂd@éﬂ}%bacter S.

o B BRSSP Sahdgan e RS sonsie ot
mwmgw vul garis or bull ous perrphl goi d (autoi nmune

bl i St 8lahd ﬂ-ﬁ@e;ﬁh@#@ﬂ?ﬁr}aspoﬁ% @asmgmogﬁg?eébﬁc drfdftis. Anti-IL-4R

86 KA B SR8 I dbordireS BT s vt oIS E D ol iy BosLppyess the

anFn

Tf@lweéﬁw in patignts bavier septjc arhatisas atrisk fir develnpjing septicsrthritis.
Accordingly, an anti-IL-4R anti body nmaybe enpl oyed as
an adjuvant to allergy i munotherapy treatnent.
Anti-1L-4R antibody find furj§her use as vaccine
adj uvants, such as adjuvants for cancer vacci nes and
I nfecti ous di sease vacci nes. The 30 use of IL-4
adj uvants, especially when directing the i mune
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Yersinia e.g., Y. enterocolitlca, Salnonella, e.g., S
enterifidls, Shigella and Canpyl obacter. S. aureus

Wh29sH&831 reported to be the major human pat hoRfeHU$2904/037242
septic arthritis, responsible for the majority of

tr:gls :@ 4Iirf]dpea%bs ﬂac&ﬂa bhkdeffl-a@?ga;ctwﬁsl%mmcé RIS, %g%hﬁ}itﬂy clearance
oy et AR B Dbt o Gt el i leatrcs o bacteie
assmmw rfeactve arthrila, thereby redueing dihise mepifestaiiprsessych ehevelling in
joiia2 ARRR PR SHEbddy N2 bb @ miskead ﬂtSlE h§rtﬁﬁﬂ slfbjeaféﬁnétéa With Qpticddrthritis,

| C, al 1Ll

toSchils A Xme e B bRt o0 Pirdef, oo Hficiistin prpd gjo = ot
e-gup@snoxfiviskie ekpes- persistence in joints, by

I nhi Trietuse of anl ed84La4R antibody rhiyebehént biejdcts hating (or bt riskifor) septic

?Hﬁs‘ Qo ré@M Q%H%ri@é BP{& nﬁ?ro?rﬁ)ﬁﬁgié T}l-l{]lie%%sg E&ﬂsﬁ[ﬁ%%ﬁ&ftlon

rra oci at ed
Fﬁfgme&r RRITEUP A BRI R 9 Tlﬂ*grepppnse plays
a folel Imefgninating fhe bacterd. ant i body may be adm nistered to a
hu rmfhe%'rlﬁ’do@? ﬁlaﬁﬁé Jadn%letgrew'tg %b&@l@ﬁﬂf&teﬁir\ﬁlm rbb&tbﬁa or%lﬁepmlcrohes

Ql n
su B st by iz derelopriapie el s oAp Giigpoy may be
adminjstered, fiar oxample vfter diggnosisiwithsutinen kisetion, B eefuceeiewélomnent of
NG syrhgtorfForaBitichAeitis By benef i t subj ects having (or at

risk for) septic arthritis by suppressing a TH2

response and pronoting a TH response agai nst the

i nf e¥bhipple)s Disgase cyt oki nes may contribute to bacteri al

per sTregrenafa whppbl & thotalkativebadtaRm for Whidpl&'s BREARCaID 6w as

mté&m%l E&Hagtro:q %ld' [@bﬂ}%@lh g%hlgﬁ?[gglig t -ﬁ{e a;g] & Pﬁi; %%t%r{zg¥ ?y
stepforgiem dieavaniY GaEiglizeg bistphadenpprye o i, &ren BRA/eougk.oAlso reported in
Whipgle'e Diseabe pelicnfsraes in afunsarek ot fafryhibdroghagdyn Metjéjlsipmina

prSB?M £ Iynﬁ:ﬂan I&%ﬁ%{ﬁﬁg Rg&[ghc%@%?ll\lﬁ o%fv& gFrtigé?%{fBga#nﬁ bacilliform by
a’ﬁ%mwsc%y ?Wnaweg‘@a&?@c’a?rr’ﬁﬁ. Efidon, yialiapps & Wlsng Batimore,
MIDi i®8Fse Tropheryma whi ppelii is the causative

bac te iubddenfi-I\ AR BtbEdyin b%ﬁé\‘ﬁ Subj vikg Mt &R for developing)

Db Sty GH e BB oA erei e e
padiengainununiecesporisee dnseased praductionedl ilz4:6h THRApeenyoRiDplEri yipcreased

levalstof Eér!aInSI'H‘lftﬁ:)éQ:lSrtokﬂMé}Q HEdh asSbchod’ vﬁﬂw‘iiﬁﬁe 4 Busé’e%e TH2 cytokines
n ce of

abun

B ot BT e 80hie oo oS it e p o e
Gaﬁ‘i?él&%baét?ﬁ@ all-iRrrgtagenists aay be adreinistered fd subiscistirifeated with T. whippelt,
wheef or¢lbBtfie SUbRRBEhbEs SRRl shinbOmB oW hipeb's Biseasd,

m croscopy (Steadman's Medi cal Di ct| onary, 26th

Edition, WIllians & WIlkins, Baltinore, NMD, 1995).

The Reggatiys bometiormis 4R ant i body may benefit subjects

haviDegmétitis herpetiformils, fles kribaviak Dphrfmg)s didbasdiis @th®nf skin condition

e n

chQags.%&by BRétchE i 1bdich gﬁmea@é iR URBRECRANRE "odddfis ol an

one
'mT“H%‘in'éPé'éa 'nF‘B%?tWtB &N S?SOF'Eteﬂ gwsn PRpeitvg prieropaiay “5@& isgpRfiated
by ddbR érarmare redponsel. FAnbtdL-4R enthody I dtmihiytped ydookrdaes with e present
invBRRR, BHRDE 134 S6h thé Thy r‘&;ﬁdﬂ@é %hus Bn%ﬁfi‘gsﬁeahr% cGrYJn@Iéhlgl%Safd

ol Bl SR ke ok s ot

bacteria. IL-4R antagoni sts may be administered to

Subjﬁgrﬁodh&feﬁﬁm% with T. whippellf, 30 whether o'r not
the I g&bl%%%ece%t 1 e';}gg’%%{ Bveepf: @L?rﬁﬁgﬂ%%{r FV\ernﬁ)'l%lte?eds 1o subjects

whp BpYse 0 e pysreptiblg e devriaping: harerimphiciseagring. dn eneasethod provided hereln,
chronic skin condition characterized by blistering
skin | esions, cutaneous |IgA deposits, and itching.
Patients have an 35 i munobtg | ous skin disorder with
an associ ated gluten sensitive enteropathy; which is
medi ated by a Th2 i mmune response. Anti-IL-4R anti body
Is adm nistered In accordance with the present
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invention, to inhibit IL-4 and the Th2 response, thus
pronoting healing of current |esions and reducing or

WO RrRW§HE4BBhg the formation of blisters on the eX'BEHS9P4/037242
body surfaces. 40 Hvoertroohic scarring In accordance

adritiL-4Rentbodysie @Hmhlétéﬁelﬁlttb @@ub]éb‘ﬂhlth 4 borft Rj@f‘tArhﬁlﬁ'Mné fesponse to

ST A A e
INGTPRRPBERAURtien 81 THZ-{Y0P kP8 31cbaing 114, Bt redkegdeyet 3 carzin THI-typs
cytdkinas havelbeerfisparied irbsLaiy patients tUb RvetigberopicscarrBglbTiROise of anti-IL-

4#‘0’%%%?@?% Beﬂbﬁf‘é é?cﬁrh W%t ﬁsﬁ?&%@e@qpﬁn@? lﬁmuﬁﬁﬁhl@%mng by
s%ﬁ'ﬁ“ﬁ%@%ﬁt@? gf"%’!“"’l"ry'ﬁé?s??’b“ﬁhl c scarring. |ncreased

production of TH2-type cytokines, including IL-4, and
reduggbrdaevel s of certain THL-type cytokines have

Do e e R Dot S AL NBEIAL B o,y
befeaatedivith @0 Bitisit t4R dntibddyién gooerdartce mitls thefpcaseluteawehtmpl @4} patients have
higheP Serlirn %}BIL‘. of Iﬁﬂﬂﬁérﬂﬁnh@é’ an@ h&2 2 pRéliominbhiRr 1t e cytokine

p W&st (¢ ﬁ;@‘ﬁ%ﬁt@ A f;é'il mgl caieﬂ I%g hli'lreéry aﬁ%gc:éf:%*s (’;'Y chronic urticaria,
ILfratimelgies @aetyeUprohfﬁ@yom dﬂaﬁéoqllrdegm@dﬁtm tegdsiia higiaming release,
subBEquBSt@yytHemapessMbptalRC Rdiiéss lof KNG ald IRARAL AMFILAR dndbdieslaks

, con%t o ﬁ%‘{jm%@ Eb‘?l[:oestﬁé Elﬁ% L ?Aﬁgnﬁ’x}h#ﬁé’ e E,ﬁ.@ to control a

rli'F@fﬂproflle Mast cells and Th2-type T cells are
Irrpllcated as primary effector cells in chronic

Ur t | Qﬂé ke biboHLR bffe gas?t% %gﬂlnlal l;%o?'e' I elr at | 0”
su bsléd‘d%mp "@?%ﬂ"i‘l@ﬁé’ath%leﬂﬁﬂrmlqe@ve ¢oliten Jb2-tupe cgtglflrlxps including IL-

4 maylpredarhinalgin tintoloniclmutBsaofipaiEnth vt this disdtderatine miestf enteld-4R
arﬁ@odia@h&: Qdﬂprelsé-fhé T@Iﬁ%ép@ﬁ’é&%y‘ﬂ&la-[mrstoﬂmmh esponse,

tU| g;‘ﬁ 5%4? {}E t@glp HEVO 08|gl§1-Pé}|’ler gggrg?ra é:JF e g?s rpﬂgstllna?trac?or digestive

systemtray hettiested wih antilbdR antibadiep. sExamples ohsustl disardetsdnclude, but are
ndd ArhiRAGE NeRinfalty Mma@gyﬁsmowm UiSeratiVe olitiy SR CryhrEDiB&Be being

folrhCdr B ggsthtls ulé(??;é &T%%’jﬁd%?ﬁ%ga te I'n the colonic

nucosa pat i 'OFder. The use of

ant i Anyigeatreintestipgl pengities 'nt"d“(‘é'dbﬁ) p@xt‘sa rolfemapti iregteg i an anti-IL4R
antiegty a1l dcevrdardce with the peasantiiivention, For exefiple] ddndifiohs involving IL-4-induced
mﬂ%}nﬁﬁa&uaﬁ bﬁ’p%n%?ihbpéﬁroinfgsh%ﬁ tr%.'t g? fréaté?jfwrfh@‘ﬁ BnHLCAR antibody,

astroi ntesti na |ve
Et%i'%?f%fa bogirpentsate ﬂ'rqctedmrmﬁ t%cqnd'tleraﬁdﬁ the
ga_dirmntasinalﬂracmcl ude, but are not I | m t ed to,

i nfl @Wﬁlnﬁﬁfé@}e tﬂr‘eét@@ﬁ:eco(!&iﬂo%@nw htlb-4~lin‘fJ€éoq;allﬂé? dlsruptlon

col i
OISy eI % & CopgeBs Sharagizen Betoardt P il PER: fUnglln 1 at loast a
pogtivs tof the ga&t@mtasﬁrlal teah dSuch eonditionsuniy, for lekandple lirvgise damaygedo the
epﬁﬁé{m&aehatt learfussh wmh ractfiidk inaﬂréeﬂﬁR anti body in

acc

F
e oM e el g = e R e AR e lumen and
thesybmugesa; [isreption efdhenpithelipiia@rmier hasdieemassotiated withcanditionst such as

InfRfhnadisly Béwef flsstisb] S&itie disElREibh BMoaski /) afd REAkderARAR:. J. Physiol.

o B o P e Ao o
endiieho i dpE10ed Qi lealy’ b@mr@an ellswcotigens fanness e harestwhich in tum elicits
anlitminé rdpunesl thatrnay clsaliufidt Rbinadb to Qbs’i&‘)ﬁmte@tirfapils%ue €S1@th an immune

elslate] m&pauo%*}am&ﬁe%f &%@Mﬁ sd&crfcs&‘é@?e&mg; ;?49 A-IL4R antibody

arrier’ tunct
mayheradginittered Pﬁm'bltt%wablgﬁmwlaﬂ%af an; I MYNeYEgHONEe r
exanpl e, involve damage to the epitheliumthat is
i nduced by IL-4, directly or Indirectly. 35 The
Intestinal epitheliumfornms arelatively inperneable
barrier between the lunmen and the subrucosa.
Di sruption of the epithelial barrier has been
associated with conditions such as Inflammtory bowel
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entirety. A damaged or "leaky' barrier can allow

antigens to cross the barrier, which in turn elicits
WQZ0s84138une response that may cause further BEHESR04/037242

gastrointestinal tissue. Such an immne response may

i ncl ueg disefdeldl t ment of neutrophils or T cells, for

exa ti bod be adni,njstere
o TRpfipadi t?%"“'sﬂ L ko denids ogees e Biog i, “Sucn
d‘?‘&eﬁ% iRglade, putpre RHiNitRISe.dursfspsindoiudbaebmwnig Soretiolung digpase, other
catiddionstharactvitiel 0d .-4-nduced BErbibia ploliferbtior\6HeblRgdeadciMmbIBtian In the

IuI g rﬂ@r‘ia?%&fnﬁlt[mswn\gm@fs 163 %@{mnﬂﬁ%l?es grltns%g) agg 5 Yole, condltions
eliERoRY derrpaied oar FfHP'aﬁ"P'b'mﬂimg'quge a%?e'tmq)fm'é [induced damage

tOGthlbltheliom&s oc banditiorisdn wizighdILisypldyk adelé indinGredmirialunpleb@mbe (e.g.,
adiinp)i feration or collagen accunulation In the 5 | ungs,

pul nditions in which a TH2-type i mun

res E@wﬁg?‘ & obpracitrized by ieipvemipricliopyed iescine Sevplapyront o
cheienisy iefactiods. Uahlbrtlm;rlL#@n@‘ thedh2 resporise willredycé egus, production and help
cohf@ l&HféthrSl‘. SuEP 53 éll'ergﬂ:‘ﬂr&ﬁéh@p%ﬂndﬂlﬁfmﬁerglﬁﬁls REPA).

epi

b LAt ben bR BRI aocts Pimarly bgforts Wiy Rl Brosis o

asfiimsy. whers alh2 immkngderonseds dainartie nbivngi-ddand tiecth2aésponse wil
helfpuides and\ébntteMiedse ifetidnsof 10 chr-onic i nf ections.

| nhi é’t’.r&'u@ gbs'tr‘:cgl\f'ﬁ @Hoﬁeﬁf&%&% ls %ggo%%fe% mucgﬁilgyggrgecrec% ion and

roducti o
sfselngPng L Arrmdin megﬁeaﬂlbeﬁwltmm@cmmﬁwcus and the
de%!bmgit of fibrane tHecgby inmouiigyresPitatoSifencBsCanki SieRYihgBisdasy plofression.

f’a-t i @g&@gw lgc!rf]hggd/ bk Eelﬂﬁi £8 lflﬁ*fﬁﬁ agé‘fédi’a'ﬂ@rl |EMYQ:%E ﬁg%{:\{é}?rbm.s
arslsores glatedrzed by “’Ff@fsp?f B bing et I AP i foe B of Th2, CA"
cellséraignacoophagebSwithit oduce hlebwilehcit tune mpdibien the yvelbpar@atsd fibrosis.

Inhrﬁtlﬁam%&ﬁ'\%&h’ﬂ@sﬁoﬁmwmmg ﬁﬁ Hé‘féloaﬁ‘lgnt of these disorders.
2 resj ons ﬁ

th

! eddih e kst epkrene cnﬂefggnzsﬁa y (R ISR tRRGH siyRsiant darance.
"—-ﬂulrmeﬁags surfgetanpradugir Hee efgnii-isiR andbedyywiif deseasesuriacdnt production
and @b@¥asRaheIneb8 A WhBIE AEh RSadeON. Bl eonyci n- 1 nduced

b d
P Rl PeBerd) Sohee? siplovin @RPSLAEY S APBell [oAimsr of factors,
onpichyiyeh i emoswnéo foxp ghamigalsn Qne patiant papslatien sugcaptiele forARDSs
critdallylih Batiebiadvho gd @n eeitiatore NARDEIS BeRHRGESom ﬁﬂéﬁti@ﬁm&hé}%&ﬁ&m Anti-

[L- Llh a?ftéﬁgﬁg E&ltﬂnﬁhtﬁﬂéﬁ( BIIJTEFQL%E?SQ‘?# ﬁ%ﬁ%ﬁﬁ%&%ﬁ@n an(a adheshn molecules,

a'tmner@ hods for &oaling sy eubiesiein gpratancayith the iesant weriian gre not
JinfRed mmrgcua# medhaalsmpaf attion.nAsti-Is-4Rantivaly el 86 LFeido prgvéntior treat
ARHsruption of surfactant clearance. [|L-4 incr eases

sur f act ant, duct e of anti-IL-4R anti bod

o SBECROEn PTG ieof Do ARy PTLS 1FTer e BLATE- b AR epfibedy o tr
safcgidosidh phdicularlypuimanary earcddosiédia kconteregigted bérainy di st ress

Sy NdtonBaRorsASEh MEYindRedbdridr RishpRdrEpidy8 aFold IR eJon&lflonIs

onb ey 82 b BEBRRA B o pgorigmis wi anHL4n

antifody.| Ramage 1 the epithejial hardenimthe dunge may barinducad by 4 JHRBH or Hidirectly.
Tha epitheflne lﬁlﬂh@l@ﬁ@hhfﬁi@ﬁd 'k delbcﬁdécbgrrﬂ% v%nts Mténts it ihg lumen

|.e)

rof Hrdel il RER s BB o o Bpe"alout aGéniaio Fites: g garer
which in pmeslieiis g immepe @w&ﬂ@t may caeseduthen damagetttlungissue. Such an
impuesesions e menintiode réértitrient ofdsthbphild 6rndaY cells, 6 dxkpth.2An anti-IL-
4R{%ﬁ%}r@g 8 g?.ﬂ]@%{ggﬁa to ﬁﬁ@gﬂcg gﬁ%@%ﬁlﬁ%mﬂgw o aR%ﬂMﬁneq'esponse

characterlzed by granul omatus | esi ons. Use of

anti-IL-4R anti body to treat sarcoidosis,

particul arly pul nonary sarcoidosis, is contenpl ated

herein. Conditions in which 44.-4-induced barrier

di sruption plays a role (e.g., conditions 35

characteri zed by decreased epithelial barrier function

in the lung) may be treated with anti-I1L-4R anti body.
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The epithellumin the lung functions as a sel ective
barrier that prevents contents of the lung |lunmen from
W@08047381 t he subnucosa. A danmaged or "l eaky" BEFEPH20p4/037242

al lows antigens to cross the barrier, which in turn

el i CAﬂtﬂLﬂR nBBBIRS nf=h B8 O as h@bmmaaé Heallhe ©f ik EgREiium, thus

bR o, bRyt i ne PubByec faaporeia Teainorpgfng

enilfeli | i astimpatisefor.xample RAllemelivaiid fre Rripgonist ischimiriiziored fod
priyshylattiti patdos s, @ preveAB B4Rty dabiadtodliigpingdiu@n | mune
response. 15 WO 2005/047331 PCT/ US2004/037242
Anti-IL-4R antibodi es may be enployed to pronote
heal Jubgredlesis yng epit hel ium thus restoring barrier
f unca H'Hm-typé\nnmuﬂel.reétﬁnw’m infpnchied M playity £ 10 ¥ading Bissue damage

(eldf, PERESs ml.?"g t88Lein tutféﬂﬂlo 1% gh% E?Ae'n{émﬂe%@a er%]P&J IC3 e a%éoclated

KFB Al'ternative nist Is a
Wi "p BEAdyetior may b, B?%%aélg e'evaéedd'ﬂ gvitany tybercylosip &@e @dTB patients
wiehzag develbpéedpimenarny deelties, whictbcahibeeleteoiedissalizel bitdder tgfitiques as

mﬂlwgogﬁgeﬁ&se I's i rrpl icated In playing a role in

caus e dana osis of lung tissue

in t‘Jl‘JB'g'r"é 28 °§'°f'm? gﬁzf% T ationt eémaéﬂthpm%scawwﬁgw
sugpressingsotiZatypelimmuing nesp@sel Methogia fortreatingosuchaybjdats in accordance with
thép Qr'ééén@ inVeHtiby ar@lrBViRtied by & p&@dﬁla“ AehahidRiede S |oﬁ SHowebdr: Bnti-IL-4R

LA i s Gl gt AER R %%%%w'ance

n—
:)

. befwegen iieqidsand T H2 camipengnis ohbe iMmurisgesphuss, Jnd ragides |L4-Riced tissue

dedrfaige bedba@ientray benefit TB patients (especially those
with cavitary TB) by suppressing a TH2-type i mrne
response. Methods for treating such subjects in
acc d present invention are not limted

by aChuag-Straus$ syndroeDa tisease albo ARiwn®@s alldrgiviealilomatous angiitis, is

ch%%rlﬂeh “bf} Bﬂgrﬁmﬁmn c}?fhglﬁloﬁﬁi\\f@s@ﬂéﬂg@%ﬁhy Mﬁ{)aehiﬁglgiopésmg &%Ilergy,

ang By SERBIR APCTILAR Gbogies BAYRA RTINStPd fa bl dlammaton n
subjetpwitsibis sgmitome dliease bt ant-li-4Rl antibddies 1 SugpresdaEHPeypeimehune
redphdeS Bid to EBHbAt eSUiR NS, wolld BB Quifdiiy 9- St rauss

syndrome, a di sease al so known as allergic
granul omat ous angiitis, is characterized by
i nf |Eyergelampsia of t he bl ood vessels in persons with a

hl StF@é )écl@:ﬁ ps’ieﬁis Bﬁ&eﬁﬂa Hlidiepredhancy? e Qﬂndﬁﬁﬁ isﬂﬁ@rlabtlelliﬂd b a sharp

rise n q[oo m]i!a ssur(‘r?-,ln elﬂgr% es e ie§ﬁ¥ﬁ i m h%%&h% dal th@gfterm of
Pf‘iﬂ“a%ﬂtl IL 4R anti bod| es to suppress a TH2-type i mmne

I es [Eevatad Tandype@nt TRR-Abe ROHEN208dbhded ma?‘@kbkl drhe lﬁQiﬁd dondition.
Orrer}ﬁaﬂ%ﬂgir&fnteﬁ her%ﬁm cP anr[seeg la@lﬂﬂ@kxﬁn%fr{ %ﬂ‘%‘&tﬁ gﬁtsnogy fo a pregnant woman
whe g SReoPed e eﬁlﬁ‘masis hme@ntﬂlsﬂeq awbﬁﬂy&;@ﬂr@w@@@g frean amount, and for
e
levil Rat dér Id rréa’yl neraf ¥l IL OBy
et BRes R raugRULIg fiseHon SR BIERATCRompr | ses

adm nistering an anti-I1L-4R anti body to a pregnant

vvon@aerda@ f1as devel oped pre-eclanpsia. The anti-IL-4R
ant dm ni st d I n.an anpun
mor (g Rt el 5 S b o eorgenos win
thq@\fen’@gn 'Trhgaptjpp@e% 1ededel llhd-dndyedd colirgien eyniiesis by fibroblasisih the patients.
Thé Batbodiies B@yGe dﬁ]ﬁl@ﬂzd wré\%hur@t& reragclﬁ Wﬁ ¥kin &Y lung tissues, as
weﬁ SQ&E ha?!}eg ﬁ'h\ﬁlﬂct.ﬂ fh S%RHJéS '8 aggrtoﬁ?jwa &a? %n%e s?ﬂpgeaﬁlg%%@agen
W@@S@r"bﬂ@h ?{rﬁsueﬂrﬂ"g In treating sgietodprowtrelsted pulmaaeny diseaser ed t o
subjects with sclerodernma in accordance with

18
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the invention. The anti bodi es reduce I|L-4-induced
col l agen synthesis by fibroblasts In the patients. 40

WO pWS/841B8bodi es nmay be enpl oyed in preventi ng BET/US2004/037242

reducing fibrosis In skin and lung tissues, as well
as other tissues in which fibrosis occurs in

sci eé%ﬂﬁ[%t&gy E&é%“ suppressi ng col l agen synthesis
In treating scieroderma-rel ated

pul nBerignpreftale hypsrplasis (&Eﬁn 86 kun 23 bemignprosiste Owyepisiphy say be
tr&aed \gith anti-dis4Rareibbiee whie sobwiSeg tg be bﬁlﬂﬂﬂ)@h@arﬂcular mechanism of

achibR eardmln"f’sﬁiﬁ@)n(o?’gm ti-l E‘Hﬁ%nﬁt{b‘agﬂ \Af‘ﬁ it t&i’ﬂ Etr vﬁlgtéigl-leoy suppressing Il.-
é{m E"g}ét'% P%lt%}’ SyBRregHingis THE-Re IFAURY (YRS a

particul ar mechanismof 5 action, adm nistration of an

ant i gldved Bisdel Oy rmy benefit a subject wth BPH by

S 1p BRI 55, AT - HE sk 85 e ol i Crev'sDissse
a Bisgrdersbaragietized by bmedhmdisredsug}as ofs:vtomg/produocm in Grave's Disease
patiRA BRGW a SHifttbwara d me@éﬁokham dride. CUSY 6 o ahli-LEFBSntibody to

o B R 5 A R o g arn

Crrye’s DiseasegpbiRitsa shift toward a TH2-type cyt oki ne
response. Use of an anti-IL-4R anti body to suppress

- the ol eal MiRgs! mTune response, and suppress anti body

pro d nefit Gave's D sease patients.
15 SPike ee"diﬂeﬁsemﬂ&@ﬁ% fypicplly RyRerignce intefmifientperions qf astite exacerbation
cdllggb Crizas, with thereisasdaing chief@lzad 4d ahpinicue vasodeciodivena AtitiaL-4R antibodies

fi rﬁf%ﬁ ﬂhté%luﬁggﬂ gre%“tins dické ESiGRsls \Msﬁ&lay‘lﬁ sﬁﬂjéﬁﬁltw{\@%&maﬂf levels or

S anem c

e
SO HRTELIN SSRGS HTad QMR V6 ¥Ps FSetse; gk peligsse
(espedaligsichie o)l crisis) bas kdenyassoclated it bceasvdtsusapthily te dhiddious

dibnded, ?hcfaﬂi T?Zeibtémgmeétfégs hﬁmﬁ\ﬁeﬁr@%ﬂ@mﬂa Bamoddt thsRile cell disease

e Bt ey B 1 sl dEF o PR ineiresponse.sopioet e dele darster.
with Increased susceptibility to infectious diseases,
i ncl gebreds mkﬂ{d al infections. Adm nistering

ant i Till u%r%mé @Qe%s? ﬁno‘v% ? Sgﬁlleg ﬁ‘%ﬁ ldéongé éresg:sﬁg gyng%tg%e g::icsélly
oqmﬁr@gldry(ﬁygs Qﬂd@a@@tgh wg;lp @glgqargqf of thg gerneslive tlgqyeq'wgch as rheumatoid
arhiti€) lupus) BelerdierRasE plsly@yasitas Tid R@r mijordty 6ipatksrdsi@re afiddle age (or

olﬁérﬁféﬁlaﬁhl nﬂ%| g or 9‘% |L ¥n Tﬁé?ﬁm&&ﬁﬁls b of" gr?‘dsagg EEerFh and

| SS
sajéary plangshangiadper Eﬁsﬂlﬁ? ? tthesbody. uwvntif@r% %ﬁ@lvwsswated with
aylcenjiogde protiuction. The vast majority of patients are mddle

age ARLIL-4R! aﬂfﬁf&d[e& WE%E hE ?dm ﬁs@%’d ucceytﬂ?irnﬁ’émmétﬁ "i‘éhgonse (such as

kS Tian 5 kst e

e )di ok Sigieqts, AR andpodies may
b@yﬁkﬂlw stsypdreae patients basmpcesan@al ThE-fyipe Bmenet resnonsd ddbthods for
tré%ftlﬁ’éj%bc@rh acﬁﬂﬂdbnéelw"tﬂ et deRaleRfon By ndt ﬁmﬁé@ﬂy@ pehRnigd

| ammat ory response (such
mFﬁ?P'ﬁWﬁi?‘ft'gﬁ We‘@rands i ncl udi ng | acri nal gI ands) in

such subj ects. Anti-IL-4R antibodies may benefit
S| ogaesimMuBy REWbRGERolRAAtive BirBrofe SUppressing a TH2-type
' mmlolgmlre%ﬁ)oﬂg‘Bﬁa%ttaﬁhngglgrgﬂr?oﬁ)lro#\?reaﬁ?et Mﬁ&oﬁg ki)rlc ?E, ﬁnnﬁ]n?pr%lferatlon

accordance are no

arghautpapiioody Rredughons faﬁ%mﬁm tampiperometeRortediybave pa fnherited deficiency
in/épdammsmnme-lu FRattibpdies inayeiehbit gebjeyadhahe sivaronieaftsappredshg a

%gﬁ dﬁg 'r'é?sgorlls\énmé%ﬁgl?} Egartiﬁdaéu\éﬁ B&%M iR Q%;oH%ﬁ!}é\glﬁ'n the present
ration aut oant | product on
'"Y%‘f §°‘\J\H ferl Ry fePatayldr BReianiep oF eianoONeRE an
Inherited deficiency 40 In apoptosis. Anti-IL-4R
anti bodi es may benefit subjects with this syndronme by
suppressing a TH2-type i munazresponse. Methods for
treating such subjects In accordance with the present
invention are not limted by a particul ar nechani sm of
action, however.
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17 WO 2005/ 047331 PCT/ US2004/ 037242 Aut ol mmune
henol ytic anem a Excessive |IL-4 secretion, and a
WQG0B04BAy | n THL-type cytokines, are |npli cab@HU$3904/037242
contributing to the pathogenesis of autoimmune
henol ytic anerne. Anti-IL-4R antibodies are 5
adm' Mt& g érnol %erance with the present invention,
by reduci ng aut oanti body

pr od@@?ﬁbﬁ IL-4 serrefipnyand eslefigienciainfibit dynesiiolinesy atedmplisated in
conibueg o thd patfidienesiiof Bbidimm@ismemeRticanemisl P@tHILIR BRIbodies are

ad’nﬁ?f}&% fr ac&f'aéyfogww]ﬁe ﬁ}/e%&it [rﬁrelqt%n.h?{ ge%k"ﬁhé Eﬁéght\é %? reducing

amat |
ayqralibage Profustipn pad biiestprifioa Mergagrmah R BpPeN the THY and T2
cooposénteofdit imowed fespdnse.Excess | L-4 secretion Is
inplicated as playing a role in pathogenesis of this

Si ghé threat enLng inflammatory eye disease. In
acc Bthe present invention, anti-IL-4R
ant i Yesitis dnyolwessnfaimiatips ofdneealet (geaerallytqoe@dered tolinclude thetliris, ciliary

body, Hkd bRdroid %ﬁéld@éﬁggeﬂ#b\‘)e 'Etxb&s ILJf Ebc%?ﬁn RFAARLEE BE playing a role in

oo i s -RE et Y RnERE Sr8 50A86: LiaoRiance wit o prosent
inveatipns ant-IL BReelkedien procdrinisigredity a subjeshwdth.ouletiiskderglevaoniy, uveitis.
In BAS|EMBAUNAE Bt ILKAR & fiBYdiesHrs SdtMiRisteléPlo aBihdidual Whd hds@ufoimmune
FRYeltfs Chl | dren. The di sease is characterized by

par cular changes I n the mucus 20 nmenbranes |ining

t he Ilps and nout h, .and by enl arged, tender |ynph

- gl anw typically include fever

co nJ ﬁékr?ﬁedg%g%é e nhf&f:&ﬁ%@&ié I%q%dé %ﬁ%ﬁmﬁgﬁ% (KD) mainly

af%{?fﬁl young ghildrep o, Fag disgpse [FehRRREed Ay P?’E“é‘!ﬂf °’I'9é'a€ﬁ Adetpucus
méralprelgaseiding edips @ mauthgl apeipt enfegesikienden lymiph gisdsa r8ymbtats. typically

indiqteG&Ve, %ﬂﬁhmﬁshmi@%aﬂh lof thb HS3RE nﬁ,&@menhﬁi&{é {EEﬁﬁE infith,

s BBl 5 el S sl by 0 St s i g3rdapes svoten

andggeling ekih gn hands hed feall in childree with Kawasaki DisdasecKD), inflameatian of
adeﬁesp(oadcdarﬂ@may%&é[o Lpubfto Halerrb df 188 digEasBan ﬁ@%&u&? %?éih KD

ct awasa ease. cessi ve

robeoBl Y 5 i ded oL BB Ieo P RERRT RS ok nes

contAtigL#R aﬂ%bwlﬁemambwmwetgﬁeg teygubjepts wﬂhl wasolkl Disggse. Excessive
IL-Baetrefidn' sBid @ YemiaoLia TRApe icliokin@SoRtiBge & thepaahoyemsistdr e
di&?gg.act erized by alteration (subsequent to Irritation)

the cells in the epithelia] tissue that lines the
| ower portion of the esophagus. Frequent reflux of
t he Bdreitaelophamisents i nto t he esophagus, over tine,

C a n éé?l%ﬁ's %Qolpﬁaélfs% dc S@ﬁ@g{'&%ev e rlfé?ItHH%WérétloWﬁédﬂ :fé@ﬁtr th Hitatlon) of

t r| eso
the ¢e 'E e epuPeleLiRt e bshies moner posion aF he peckads¢ bregaent refux o
th&bsiumdci'tnpnbntpmtd the ssaphagus cdvantineecarf leadtbiBamett esophagus. Patients with
Baﬂ@fﬂe&ipﬁ& R lafeP4t g foﬁ&bv@lﬂﬁlhg ééﬂpﬂa%eal%gﬁdep&dd’ diBNodRRMBIk]. While

Barrett' ess
nofwBHE e it by = HRlEiNEr Beranam 5t RSt BB RIHEn ok arthL-4R
antipady may berrfibmsubleotiyithi Beimal{srsvpbagus byl suppreasisuid lg2-typeinirhune
resb%ﬁﬁh agbid dmbddfhenf) Bh Bﬁtf-lL-RR%ﬂlfb‘él? ls@RmirRstdped ol subjSct with

esgpch Q qg%hlblﬁﬁraﬁlj\r%gsionqg bg’rgel}%o ' S al so known as

nep rdtl CS sease that is non-
i nflammat ory and non-malignant. In the condition known
as INgphroals change nephrosis, 18 WD 2005/ 047331

PCT/ W 33004/ aﬁ’g%ﬁf.é@uh @éﬁ(oﬂé ?9&1?.‘391@919? ki(:iP@J dls%\égedﬁhgt% Rdr.S©

fromstructura
infig mﬂt% fng mnm"sf?)“ rie%wpad ‘?OH kagyoAerrainime| ehangeipphrosis,
include proteinuria. A Tl-12-type inmune response
(especially
18
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secretion of the TI2-type cytoklnes IL-4 and IL-13)

are Inplicated as playing a role In pathogenesis of
WORMWBMAHI33Lhange nephrosis. 5 G her | ndi cati onsPCT/US2004/037242

Addi ti onal exanples of conditions that ~may be treated

glbrﬁer@ﬁﬁ&ﬁn‘i’é@@Q&l]W&:ﬁ Ito 4rid@ frn Q& 6bral ch érl'il§|j VikdEraPibithelial

ool e orr sk e t&aﬂ%"wm{ A %e IFUR ERRSRE fgpecily
sagpyer of thETHAee oitpidnes til®) areyiwhicatrs asojsbing a role In
pathbgefiasisiof midihalichange hephedsisons 10 t o nedi cati on,

aut oi mmune blistering diseases (e.qg., penphigus

vul garis or bullous penphigoid), myasthenia gravis

(an Seeindieatians nyscul ar di sease), and chronic fatigue

Sy ndAdxittenal Arampléd of 46hditiand thioakdyd® treated heacedrpdray eh 1h8 present

.nwnﬁ ihA84e BV nQﬁHté@ﬁé'tﬁe{]fg@@ogﬁh—fLJR thﬁea:émaﬁ}é%%ud}ed In

i |nat|onw '%rﬁJ utic %gn
"‘?.?8%%?5%%’8“‘6‘8 RE" IR fAeTe: 4‘?—*9937-‘.1‘% hypereesinoghikgyndrpmg, allgrgis reactions
toimedicationt auigmoung blistedng disegséc(pgt, peromiigistvylganscn balbus pemphigoid),

m s%ﬁla%kéﬁrlé (%alﬂélﬁh@ﬁ@ﬁ@&ul@ﬁdi%@éﬁﬁrﬁf tﬁfdﬂﬁlfahgﬁés ndrome. Ant|-IL 4R

|
arifdcen oty S  SGaAh oA, by, b Bt et VP i
combéngtienamith, othey therapeutic Rgents arp deiscbed licfoy. fANH-ILMR aniibediessalso find
uséat Rty adireVéeAtghepAiotoicii dadtid by RS sichlas dRRMAEE (a non-steroidal

anYFhﬁ@hwﬂﬁ?@aﬂ i nfectious di sease vacci nes. The use of

sfl?fl bodi es is especiall advant ageous when
f avoft? #-ler4Riantihody iHay besropieved a8 poadieanije piprgydmmunotherapy
trdaemet.i Aitill -4Rranfitsogiee fiid foghed Lse24l Vbt donFaiith SuetpgCldjuvars for

caBQér v%&'in%g ﬁﬁ&‘ﬁfe}fﬁo‘ﬁg hl@@asle §acQE||aQ thﬂzq.{gb ot %& \/\;'1 4R R antibdies s éaspeczally

e ?Pf%ﬁ?wwa%ﬂ tooEinG? GHT Wﬁﬂm@mé%saevﬁwoame@.enw@m?weﬁ@m or
tresating the béonditioe for evhieftlthe mansine isrlethpadstistesed] 68ti+IedR antibodies may be

enﬁfﬁybd lvherf"r%d@cmg' eﬂ%ﬂhtﬁ:ﬁ %gd |5t@d ﬁ’ﬁ]ﬁur%g%ﬁhse dnldfr PofSfigta T-cell-

‘Efﬂ“{;lon pr ovi esa bodi es fragnents,

mepigleq IMUPe LosPonsRisdested. oy variants thereof, which
bind to IL-4 receptor al pha, e.g., human IL-4 recept or

ArlIRAR antibdAlkes - [ L- 4R antl bodi es that may be enpl oyed in

acc h th t

ot 1B et bD oletn BierRaH proyfes itisciles, 4HE b enss. cpiheses,
muteingngne varignts dheceef. mhish gy @all- 4qeespior elplss 6.6, humeniib-4 receptor alpha.

as s Qartidt 4R@nWotias habh&e dnifcyid BlacERIERBO QI thé ﬁregent invention

Inéll{'de%ﬁtl&ﬁm&ﬁhlkll‘a %Ig’lgg &JI F%]@?%of F. 4[] dl’:'xaﬁjlicj %f &%h% ical gctlvities

ecepror co
incdydg Fasacisy ”WF‘WHF‘@V r@@ep@r corppongnt §e.g.4 L-2fsgammaerdL- 13 alpha), binding
(eithepsietkuarian gartof igultrherlcNedepRPEINtRex) @ siphalilh Mledule (e.g., IL-4 or IL-13),

and ltrﬂﬁ%bbil? %J&ﬁ@%sﬁmn@tg Bﬁﬁ ﬁ@lé s@ﬁ%h tln%ileéiﬁe anti bodi es

es of IL-4R or
act Qj@efe'?}@f‘ L AR Antbasies RV IS tfb#'ff%remt dewamsszwﬁm@g of IL-4R or act by
differvait melehablstns af actiornt Examples ddiuti@bud it rfpdkhike td Mdibodies that interfere

wnh 'Efn@fnﬁ SF 8.4 thi Luh Bl @nt Qynd lcr%:ﬁsdtl&lml\.LTrﬁitg ‘ot 488 ma be, for
t1ron e site of action_na

It s on. Ite
exBrgp e,flra)tl:acglg.lgaé %iqmqyzn fnq With.an |[]|tragplludaé _s.igpa,iin%g,ascade) or extracellular.
An| antigndy ee¢dnpt veraetein inhibit arit-&l induced adivitynafindge trethe préagnt Invention;
ratﬁér Sntbbdsathbtybdike a pﬁﬂct@d? tabthﬁyjdf [T=Te cBﬁ’tEmEIQﬁH lfd?*u?é %(s wel[

hi bi t d
o1 ot bRk reish HsCBEnET berdiriarsianistis l acion fhs o 4R
anfihpdies irestingRartiovier isagsesi are Husiativenlyt andghenetiodspresested herein
aréiot BEbrld. thef&isy. a’a@mcrﬁmﬁmg ot &qordhﬁmmnmsmant@a&éd &rhdliBfate

disTEShan ,%J{fﬁm@%tg% &%cugsreegggg aI L-4R antibodies in

treati ng par re illustrative only,

and the nethods presented herein 40 are not bound

t hereby. The mechani snms of action by which anti-IL-4R
anti bodi es aneliorate diseases are not limted to

t hose di scussed above. 19 WO005/ 047331

PCT/ US2004/ 037242 An ant[-1L-4R anti body may i nhi bit
an I L-4-nediated influx of cells involved in an inmune
or inflammatory response. An anti body may act by, for
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directly or Indirectly attributable to a particular
cell type. Exanples of particular cell types are 5

WO 901336t s, mast cells, and eosl nophils. As ENEUbN84057242
above, sone conditions may be treated by suppressing a

T 2l BRI ARk 9 ARBRen b ARk ARSQR LS AYoNEd A o immune
e TRy RS S ol o et - o replel R S Sup activation,
migration drflyx.an pedomulation ofapedicwal celbtype duienkibitinda biglggies! response
difdiLatendireSlp afiRtabibNea barticiiAr sty Brarfifiys Hafivilst dePtypes are
ﬁ%&%enggt%lehsf, gﬁaaéas g?liﬂg' TH2 cells, to 10 suppress a

response, to snhi t he | nmmune resgonse toward a

THL fedip@igsed abgye, seme eangitions mayihe tregigd by eupprassieg a TH2-type immune
redpdnag o4 is assbciatiel @fth 12 tegpuhs6,)En0 ksl one OBthe catokidesascreted by T-

- I 1 . Lt AV
nelpgBols ot 993 (12 ol An adfRL 4R YRl el 68 Edlitered to educe  TH2-
type E\mng fesPensst 4 h%fLJs%%ﬂbOdém ke Aid to regdiiog projteeation gfy THZ cells, to
suppasgia ITHB réshensato shift thefimsucdresyanekiowers! & THiarespobe ot to favor a
1 pe resPorsLOABHAISRI oD iRe GRIUE), suckltBANs, 10 JRR-13, may
g BioERly Brr P tsteei SR RV s (oS PR et o suh
cytakings.i ‘Séahpiquasiforrmheasuirigiite ammpuniaf sudh cytoikinesin ialsollgctt axg. dn the
subjiel éeruniife R@Bmowkh. 1S  at risk of devel oping, a

condjtion,in Whi | L-4-nmed] ated epithelial .harri

G o1 ohé Binddingttof e pgcrdon Eardtiailo § Mol s Mith s heucea
dappagedeiepitielibir, aeroprisiag efministsring snantidla AR antibody tomgublact who has, or is
atdidk bf delelddihg, abnditd ¥h wiich! ID-Binkdiatddlepiheidl BeGBtdistagtag playa role.

Rk UR e i
aflbesiyde B ILr4eleced dpigagelp epIbRIU) In e gaptepinteaingltragher lung. Such
metheds my e oyee fteprévent epliredidlidamagd, ot th eestpe bithklialibgrier function

(f.Z.E‘Sm@Ble' rbpatr R hedifg Bthd o '|ﬂ5).aﬁ¥eiéﬂm@%f ErQaritﬂm@Ri htidoby to inhibit IL-
4- | nduced Jama e,?o eplthel i um ma e con |rma_=c?|n an
4mdu&§dﬁigﬁﬁg? to&,pi%&[wrp g@ﬁge gg@gw’ln gl{yaﬁaggmbqr%gtgtable agsays, such as
thdesdeseribed heveinei n. - Any i nfl ammation associated with (or

S ubs guiRfmbSlibn 885oLakE Gl @PsubssRiehBY) MGnbdiBRLISS MY bdireated with

25 nt)]-1L-4R aptibod The anti body.
e B - 1 s e ST ity LY S5 ngiged cgpponent
ofzan iiflafmimatomatesponse eesytingSeon reistobigl infgction dnmtherpastroblestinal tract, for
eddtfpRction in the gastrointestinal tract, for exanple.

Conbj.nat.i Qns two or re antihodijes ntibod

dor ¢ GATPABs &g it ffBbFelr SR, nBive U bl g o
ardihedysiedvave anskane of mere other -4, |Lt131 B4R andiRIla 1A asitagpnists R
daBHRg O Slamplean USIPaatcs 599305, 5 ®10,869,35886296, 5762865, 5,717,072,

S50 57 i 0. 5 o 1y i, oo
593358y incoyperated harelg by referenca inthejpenticsfiesimayibe empipge in mefhods and
cdniosiBinsdB theipresentiasentioad herein by reference in their

enti bﬁqohﬁaaoﬁﬂ%?ir%ﬁed%ﬂggﬂiﬂgmhﬂgég%tgilg gﬂ:%ezﬂl?& can be employad to

conposl t1ons e present I n n. .
preyig %%Jf@re@&ﬁnﬂeavmgm@&@%r cggiqng Algsedpacpidingy thg syhsditution, deletion, or
inpertionaequired. Exampies of tephniguesifot malidhy fuch alietatioas aieldesaribed in Walder of

T e e
1 ST LAl (98Y; GERRE ENGEEerigH PrAGRISS e MBHHod i Psss: AP S.
Paters MNos ekl 81584 Wad 4@37.402. These ahd 8iferGasibods 2an BSyseBdamakes for
exdimpl) 8RivativRS 8r aAl-ILLAR afibadids thaBinaves fdp Rkdinis incraBatdtiity, avidity, or

1985, 12- oSmith at al. . 1981 neti c Engi neering:

SRS 5 A i AT 0 e EERPTBES. and LS, - Pat et
Nos. 4,518,584 and 4, 737,462. These and ot her mnethods
can be used to make, for 40 exanple, derivatives of
anti-IL-4R anti bodi es that have, for exanple,
increased affinity, avidity, ogr specificity for IL-4R
as conpared to the underivatized anti body. 20 WO
2005/ 047331 PCT/ US2004/ 037242 Ot her derivatives of
anti-IlL-4R anti bodies within the scope of this
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het er ol ogous pol ypeptides fused to the N-term nus or
C-termnus of an anti-IL-4R anti body 5 pol ypepti de.

WOA0S8473h| e, the conjugated peptide nmay be a PCT/US2004/037242
het er ol ogous signal (or |eader) polypeptide, e.qg.

t he M%@ﬁéerlaétﬂé?offaﬁ&kﬁRRérﬁ% witBh ﬂfboér?tsgg dﬁf@ﬁs ﬁ#&ﬂo@ﬁd@d@
RN fas S P e s R B BoaRf iefear §h otmer

prpteins of ReiipERiides such asdiyekpressioniob recornbinadnd fugien profdinssRmprising
hétérblo§sde Yolgpeptides el tdhé N-terfNihud BF CtdrindRofdn dnbadyR antlbody

pﬁgal @Spkérde?(arﬁélg %go%ﬂlggtgilgé 8§ %a% E)%ﬁgtg@&ks%%%t II(B'qT-ﬁjer)
5@% +. e yese| B fﬁﬁorﬂﬁﬁﬁlsr 1= papide ch RS aR pRligPlsg. AntiIL4R
arﬁﬂaé@%utﬁﬂﬁlﬁ fusin @rdibis cal@b@pise pefilids Sdd2d to fhbiRtatk pdication or

tdQﬁHE&tngr?gﬂ e %ltﬂ[‘ﬁﬁ aﬁmohgs 2 F?@HQ) PAPHEICIR ?Rub%{:%{ é)og@gptide also

nnnoclona
2dn 8 FLAG PPRIe AsBMdys ARRIARRATA-ASPF (YKDRARK) ($7Q 1D
N©69y mehbe@ incHupp edall, BiofTechneiogy 6: Mgegaasands.esmatéms 011,912.

TI?J ﬁ&g;’ ﬂdgﬁdef |¥ﬁxbt‘ﬂ§‘anﬂ Qrﬁué?é r \{}ie%h Ghito Q?evgﬂsiﬁgbaﬁrﬂf By%%pbéﬁc

mggRGonglnibe , @sgymag;:l ?aoi%p F%'B?r@'r%‘p@ﬁﬁd recombinant
poteint &Heagentsaiseful fnmrepwlng fusibh prbieirarin wiichothe POAG perpite Bdgsed to a

gmpo%epﬁ‘ﬂplél@%@ﬂn@ﬁzla"} LyaftpIA@icRAO8, Bduls, M)l gomer s may
be | the f covV aIentI

non- ‘f“;?°" 'R iRBgor 'E‘?’F’r&%b ‘#’T"l"ﬁ%‘ﬂ pohgepiiges gy be employed as
ILeAR gtmemsts Olidomerremay lzﬂjnﬁm@'mm covatenthrlinkesk er naprcovalentiylinked
difidts, (iR, o pﬁabm&es Oﬁé@eﬁ@&i@ﬁﬂhm% fmore éﬁﬁ%—:lwaﬁtlbody

R AT T T —
'H@HWQWB'P@BEW?*@E?'EOP*EO ol i goners conpri si ng

mul t opé emisatinient ls-ofEtigiiolrers qaipyigRltss antolLaschnibody

p:ﬁ%‘é@tﬁdﬁ@fgln&& vB%Sk{a?e%Y@Jhn%ﬂ tno\%a%F hﬂ%ﬁl[o‘i’mg %elg/s@lpﬁeepﬂd@r‘ﬁgﬁleQQUsed to
thentrbeARt antiendy rdyraptidrsp Suehureptides may bp emnda hersi{gRacers). or peptides
thathizae the pjapey of rpﬂ:m’idtid@ﬁ!lgomBMtldnla\LeucﬁHHmpbmrmd tartatrf polypeptides
dé’rfv Soh Q&ng%né é%ﬁ%; ?E‘ptndéﬁH&' cafy P%hﬂfée&iﬁorﬁé}ﬁatﬁﬂ of 4R

ypept | om ant | bodl es are” anong t

\?&P*i"l&é§ gchett E’SW ?r’r‘éﬁ%’{bé &W‘g’%ﬁﬁtﬁ'f%“’é‘m on of IL- 4R 25
pol y peyatticalarsengiotiioehisdthe bigomes, comprisd®oT twb daifolmaniidl-4R antibody

paﬁieaﬁdes bﬁteoawu [L-E'R a&rbbambiaﬁes efie Gngaﬁm a%ay mﬁ aR} b B

S B e 6 VRt g FAaTIeDtss A Lorph R RSBt PP apthlk-4R
amilbodgmmemfbﬂhﬁve IR birfdingleetivitor ns descri bed above,
e. g In aﬁa@mam.rﬁerqranfcﬂ@&ﬁ@m e é:a?édafs%@ayp@puadwemdd%mer S

mrrﬂurnémo%tilaﬁ :Hﬁa)aé%ﬂ{a % g'lon %rate %c&w%l‘gﬁg%@gﬂﬁ@eﬁér&o%ﬁs pol?peptldes
fused igaatiaus pertiensah antdecy VR RotypenYden (ingluding|theiFg damplp s been
désEnBEa0Eh. P shkénazi3t 8N aoet, PRAS OBAfBES 058%; Byre 6L/ $990, Nature

3&4069? rén%'l—[&ﬁer{%g%aét by q%?r&éhgﬂﬂgf‘l of %rﬁﬁ%@f}blﬂlﬁ %Ps@rjlsl%%mg‘o in

i bus
C(“Tfﬂ‘é F@éﬂcﬁ’g in ’W@'UF@’OQYoﬁﬁ?Ph)“ H’P@gs lﬁa@(ﬂ ‘590 b bed e.g.
by Ashéembatimét ofthe predéh®ihvenBOtAS dirkofedd a Hndes domiisihg 46 fusion

pﬁ%g"asjc&?a%g bPlﬁﬁHg% lIL?-’MblﬁJ ﬁ%fg%ﬂ% @lah Smpﬂgﬁﬂmﬁﬂo tto th& 99 ?eglon of

agantioedyr dhe dimebEas rgaqe,py | ToRAXABPIggYsertiag g gene fuslon, gl@:@ging the fusion
pibinliSto &n appthrib. ekiresdlreveciot) extiressint thefgehé fusjon ésiet cells transformed

w|tmfﬁ§ PdcbRBindnt eiﬂ;g%h ?ct&roarﬁl Eﬂb\ﬂﬁ‘q_thg Qﬁ%éés&! L USioh téclﬂ'ﬁiagé'émble

Pk oot eriesa ) eI BB o b o moees

tmwﬂdhmdmerhe di mer can be made by, for exanpl e,
inserting a gene fusion encoding the fusion protein
into an appropriate expression vector, expressing the
gene fusion in host cells tragsfornmed 40 with the
reconbi nant expression vector, and allow ng the
expressed fusion protein to assenble nuch |ike
ant i body nol ecul es, whereupon Interchain disulfide
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contai ning the hinge region that pronotes dinerization
are al so included. Fusion proteins conprising Fe

WORM08047881 (and ol i goners forned therefrom of fRCT/UHN04/037242
advantage of facile purification 5 by affinity

chr oned @ek %f;smy;sa,sﬁae B% ese%l Harefh iRcludBs ﬁaﬂ% @mﬁnﬁ@lntfm -of

t
oo R bR g T RER o HE Py TGt PATEY Sgh polvpeptides
cqn@rmgéh% kinge regionthaf prejnalesdimprizajion arpalpe ingudedy Fusien proteins
cdmippishg Be mbieticar(BAd vhborfidrd fiemed ﬁ@ﬂeﬁ&n} et 1A6 aB@inta¥€ of faclle purification

oy gthef earamatogfa?ﬂygeeﬁ&otsfﬁgoqgrog;.n 8 e | 9G1 ant ibody.

er use Fe, mut ei n
des cPP%lata?'ﬁ F‘c‘P@’PePi!S’P cr!bed W@%@p&waon WORA01 81 (haweby
indddSutated jp@fetdhcd), is 23IngBLAaid 66l§lpepﬂ'daﬁex&ﬁ”d[ﬁg)fr@ﬁ the Ns-erhiag Gige

region tdthe natve @'té]‘rdirﬁs bfiRE H: %P @%ﬁ‘ﬁn 1961 Eﬁﬁoﬂatﬁln}fﬁeﬂz Useful Fo

p@@?wﬁg%emgée%ﬁfgﬁ%mﬂ@@a us &wawwssiﬁyn BTy % 2 A%, EMBO
J.20:389%4094 e hecdmaing acid $ayoenck abithisonu@inis identcabloitired obibe oate Fc
sdd@encd %eMHW Qélﬁ @I@1 et Eh%t &hiflo ac-nrnlﬂ?g ﬁﬂétb%bﬁ‘cl'%?ﬁﬁécﬁﬁn? Leu to

d d
WA SRR bk drBhoed o 4 Byt ASHL 22 By cpned from
Glyitgyhe. Eheainttein ekhikits redueed affinity 15 FdRcaptoisbody nmay be
subsinidiier erﬂbcfd@ﬁentsh &ewaﬁdb&qioﬁloﬁ%thé AEEVY bndét Ii tohméiaf an anti-IL-

4#arﬂ§¥? ug:jg/ b%r J?stl ed forgﬁle valriagle Ha‘? t I \éﬁtibg%liueaf; ?_ndlléf%%m chain.
ant i Bitsenatii, @mqméﬁ a l@rhpretpmwpmnramg diple and-1L-A R eetibedy
pdiypRptizies, with pi withoSt)peptiiatiniers Rpacetipdpiiiidsh AAGHY tResithiik péide linkers

orQ s BESAFPGE] Pkl B, Fao & 4’9%@,3 o, 751, 180 and

ot her met’hod arlng ol i goneric
ant | Amqther pefiag fop Bigparing PI'GP&W'G é%tf 'i-ﬁﬁﬂ"%%’y dervathfes jpvolyes use of a
lebidinecAipper. Alepgies zippeeditnahe &reé mpﬂdesdmrmmte&ﬂigomethlmieﬁthe proteins
in Wﬁ:ﬁ AFbHdC té&%&fpbé@%%r@{na[%nﬁﬁeg tlr?éer\}éra‘ hita bhkifgproteins

(Cbisfind st TORB. SEERRRAO TR0 AR YRFFIsP GER Hu I aVeriety of diferent
protemndamhng the briowateucind @igdars Seinatucally 8ctOrrihg p&ptidescamd daduatives

thereBIORat RMRIRzd SitHeriz8. Exdﬁﬂj’és%ff Mudhe Hiref 8nedils sulsuRd 8¢ BHeducing

so@@&fﬁpﬁirﬂeﬁiclg&n&ins&é@ gﬁsﬁr ee&ér'* %;?Wg%mn m%ﬁaog H-:Q{] the leucine zipper
degivertiram bing suriecianterdteie D (ERRIMssabedin Hoppe biras, 198BS Letters
308, Hé?eb?hﬁobr@brlafédi:?l‘efé?éﬁb@u Fhé'@seP a HOGIRED Buditd thaIIows for

I T RS R

Sesnin:l@myned §287658. densreappredach, recpivpipant fusion protelrgempriRGn anti-IL-
4Rt @it edySragiért ok Sdrivative fieY td dIeGimROAmpkestpie dr@éﬁi’r&@@d?m suitable host
c:e-lq{I eag{i’ the sgfublgo 91'eﬁé &QE I:, gﬁ%h{b%d E‘lts olp %nv?ﬂ Jeg t l% are

at I on gous elrn ftused
rePWéfeé‘tf'@"i t§° %Br@rsl-'m%ﬁ‘ﬂ'}*r Fans! ow at W 1994 Seni n.
| MuAeHL-46 sdthedy Bolypleptides endipsioroprofeins HesueIbe Hopsi mébylisd Srépared by

r@ro@%j ﬁﬁrﬂﬁer%?ém{!%nﬁbﬂ%gtea{hu%@% Fclr |texe?l‘rq)pl Bnl@mtddlé?ﬂ cgfg p@?ﬁgfames may

erivative I'ne ri'p
beRyiiEmicyl, that el saps e"&é’r frey mah e P'H@JC% rBpagbinant
exptesglomeystecsawslrig-ahy tedidiquetkndwerdy tHeramigment s or

der i wéxyﬁ&.&r@sw&%m& the drRGRAYE h@é& tb kR B FecbMbihatite

ti bpd
ooPBTSRS b inyenliory I goiefL o P e et toB B wiaTeE hpant
exaregsion vegton thatyempgsesdivivensodingatesired antit g Bantitiady polypeptide.
ARy e Rost a8k thal thayid e @Qﬁé paskbwsta@t £K2 8r Highér evk@ryBft cells.

Pr?% tés%ﬁc]n{)dre%@mcrgéﬁgﬁvgtop ﬁ]‘a gﬁ’(ﬁ ?{g%}l Fﬁ_gp%FSS tpg Emp T or bacilli.

HIQ&%@@Wﬂ%e"ﬁ trcleds/insestonils qrmseslabtﬁmd rell linegeof pammatipny origin.
expression system known in the art can be used to make
t he reconbi nant pol ypeptides of the invention. In
general, host cells are tranggorned with a reconbi nant
expression vector that conprises DNA encoding a
desired anti-IL-4R anti body pol ypeptide. 40 Anong the
host cells that may be enpl oyed are prokaryotes, yeast
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(ATCC CRL 1651) (duznan at al., 1981, Cell 23:175), L

cells, 293 cells, C127 cells, 3T3 cells (ATCC CCL
WA gBp/0418hl nese hanster ovary (CHO cells, HelLaPEEDI$2004/037242

BHK (ATCC CRL 10) cell lines, and the CVI/EBNA cell

| s i

ﬁ%ﬁé@“’f&%@%&fo " A{@%@%@??&%ﬁi%ﬁaﬁﬁﬁ*ﬁ% cels
(AJCC Qg 165 §in 43y, 15 o8l 283 Epkob FRlist 23 PNt I SifiRy ST cells
(A6 @8ls 163 Ghirb@hanstayovarg (CHG)tchlish Helterelle BHKATGACRL 10) cell lines,
aARS EvI/EEs FETRBRUArREY R hbl laflcal GreLS mBhiy kidRsy el RREAYATCC

oEP 28{io St plitePon By T8 o o, BRX1C APl Wi ana
eXpIHsEian wertern the nsepwihdiacteiiah Jungalayeast enbmammgianssiiiap hosts are
désafbearty Pouwkdis 4121 JObAIRPRELRS AVRBE oA MarRBIIEE&er, New York, 1985),

pol y jde is,rec d by conventignal protein .

Dot | T Gars frrns gsfic oty Sifed oo ZRudiEns RAforpRo® ey Pesipn of the ent-
ILARoeniibiedy@olvpritide) @Bd thp golypegtidstis sereverrdiby cermventianeldartelp Ayification
p@c@uresO‘lﬂhé sd@chifatificationtprotieti@e fchidéd th@udeast bifitity chRn@itogrdphy, e.g.,

r 0 - her
off p{AE nthdbn SRBB (Y, thrhSoetHp Sorteh 6P 3R bouna thereto
PalYRsB N CPalPMRIaIRG o6 His bRl nsluecsvBs ARy MoF@EFREPYSHcombinant
mamirafidnandM_-aR bhibodyponpéptifepsubstastiatisst ol Boritamhihating eaddgedous
mS@AL@m nating endogenous materials. 15 In one aspect,

t%e resent | nvention provides antjbodies that .

i nt eﬁ"f%‘Pésk‘ﬁ% HretPrRS SR mYa ey PeAvides gntihodics that interfese with the binding of
ILrélo eptilo4 receptah Sach arttibatiisssrefamed & repein &sblbnkingiantibagies, may be raised
a%lir%? ig.ur;?g ontaé‘ﬁ'é\:/gméﬂg ﬁ?’lﬂg{ﬁ?)ﬂerﬁbﬁg\?ﬂ:e\?ﬂi anﬁrggr'gf&gd iﬂn éonfldtiorHi assays for
w8 b FRerre uih barle ikt Bl Toreblon Eeniies pfifanlp ssgevs are
agspyscthétdest theiantibodies itr the abifity kd Inkibit kinding-of IL-klospliscaxpressing IL-4R, or
thEasRhfodiRb fob tHelaBiy B &R Y Dickghal GFEIRILF rdsPatise R lesliiB%rom the
ik d kﬁdﬂh?s florrft h _fbl ity to Inhibit binding of IL-4

dnq. s loal Slrtece TP podiad. 0 50 that test antibodi es

for ithas kasnirencited hatl-4G @lphaisis compgraphel coptain Byt IL-13
recESeranmplekdsXZurawski bk, 19960, BidE Chémerontsed; db Mrids, 11908, J. Allergy

f,368ad. L~ t
off ypdt 1554 ndodRRRLA oo bimlSl Pl 21 B OBt
by nefetence pergiahtAncordinap|reaneseribpdimenls i antibodytis providagidhat plocks
biBdieg of IICh @nd al2y'6F 111 BB 2elisd hy/tntibadieslBRIBIt ILA-indickebioyglcal activity and

T ; : | . .
o it TR ety Ay SR oo e i o oo
eithet Qrhg BP%| %‘?’."P’A% efsueh eagpigions; 'TI‘F[UG'ﬁ auias i“'ﬁﬁ‘?ﬁ%/t? IgEnediated
candiiioneo dsthma, sfiergic corelifiond) alterdic mtniti_s, arid!damhaﬂ@ tptﬁlgdiﬂg-aflopduubmatitis.
al soagthokibs that dirfd t6 ﬁuﬁalptﬂfﬁay%técmﬁ'écﬁﬁ varidhé Binbventional assays to

L-4-1ndyced bj ol.ogi tiVi nd I nhi bj t
criie iloE ey Biere it the Hiing -3 ok Sibprlieing j-13 receptor
canplexes.nfntbodiel mintiesscieatia; t examples intbirsing@ssays pttested for the ability to
infidk SKILORS13-1FatR8PbiIaSgIe adhiiiy AR @RathdIé S ESsuitAlsd AKdBy B Wlistdte in

not | F1 ted to I gE-nediated conditions, asthna,
Eﬁ"l'pé?%_%%‘ondi tions, allergic rhinltls, and dermatitis

| ncl Aoafibadiessneeiie fopbrdicalnheimey berenated ity ary tedhalqugknewn in the art.
Sée) fdr lexthb|& | MURSCIOFRYARBOGSS, BRIMIOMAS) A/BéW DinfenSiom v BilidgRaPAnalyses,

K%ﬁ%?ﬁ%ﬂ%ﬁ).ﬂﬁé_r@@ﬁr@% Wg}ﬁ lr(1 a?g)?énd Rﬁﬂ%c};f%sé % l\[’_g_b&%to}jﬂﬁanuaf,

0 IL-4Ra ontarni
Hergweid dand @genh ICe i Springiiarpes dabasatoryiyess eCale PrilnE dlgrbor. HiY, (1988).
ex arrphttﬁ_en-!bmdfﬁb fredniegiisas atibadied oftiresinvatitidromayt degradatedd Byyconventional
B - - C |
oo R SR e parporls hAGUS B o) L AR, F b
frapmants. Antibagy fragmentand defivatices erpdyerddiyigeastic @ngineeriagRechniques are
alsd gumBeniphsted) QINsE PRERMEe $foTd ARy tefrRCRRNLBLE akdONghobibhd Bfibody”
art. See, for exanple, Monoclonal Antibodies,
Hybri domas: A New Di nension in Biol ogical Anal yses,
Kennet et al. (eds.), Plenumsgress, New York (1980);
and Anti bodi es: A Laboratory Manual, Harlow and Land
(eds.), Cold Spring Harbor Laboratory Press, Cold
Spring Harbor, NY, (1988). Antigen-binding fragnments
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PCT/ US2004/ 037242 as used herein enconpass both whol e
anti bodi es and anti gen-bi nding fragnents and/ or

WQ200504138es t hereof. Additi onal enbodi nents i PET/UBRS4/037242

chimeric antibodies, e.g., humani zed versi ons of

asgTuiel! RereinEAEEMGP RS Both AR brﬂﬂbtﬁé‘& and\fiyeR iR #8ments and/or c

may be prepared by known techniques, and
dé@% ﬁh@ggdvantage of reduced | munogeniclty when the

ant i fdfioaal egbedigghts fcwgeehirericonipdignses.g.1 ivmaniged versions of murine
menduivelalretiiodies. Budheiaimasigedapnisudies Ry be bidphed lﬁy ROWR tdchMSues, and

offe? ﬁ1e\é§¥é b & F0RERL r}mg ger%l'lgl Wﬂ?ﬂ h? Eﬁﬁblg %rgm%llskerecf to humans.

ereo

par e antl
InogR §"t"§?ﬂ""‘%-r?ah”r‘i“f’g'€?‘i' me'apcion @ntibody,crmpises-ihe Kasighle domain of 2 murine
anmtibodyr{oreliov pert/of thee dntigamrinding sitentherdeoisind & e@gBiiidofiain derived from a

hlﬁﬁHﬁFthlﬁﬂyt ﬂl?en?dﬂ@él g'ﬂumaﬁ]ﬁd %gtlboﬁt)fn?gng{) nt ﬁlaﬂ&?ﬁdﬁge the antlgen binding

vari a mal

E cl Ona % %ﬁg a
si 008 LT Tl Ethedninich WERl cacTaiTacent (Rsking e dptigen-binding
SIﬁWﬁiMechfmm #bupan mibmbrd Brossduresifort theprpdtiorcéfichimect and further

erfgieBfed irbnddishal ahtibdifds incRIBE HBSSAREHNER RORL AR 8041 RG] §sture

S e 55 NP, B DG, Ol W oesoco

7:934, and Wjntes 5t @4 5993, TIRE#:4 0. dn one emboLips:, sl ahiresic aniitodygly a CDR
ngﬂ;&%hboaﬁ_d W nt er et aI , 1993, TIPS 14:139. In one
nti bo

ot Erablken bbb g Bld € @D deng i ko o B it ntodies n
”‘L’j‘e’WE\aBPP'H’Q'Sh fiRffxamplegaiee inathioh one prmore snddgetkius smmunoglobulin genes
have bednLinetivateti bysasous ianEherE Pbdh, préfafed. IHumah hrﬁrhurﬂ:@l%blﬂh genes

haﬁ@ B@en%lfiﬁg%ﬂ%ﬁ e TR0 %&e%g Hennag.m%% mJb@g g ies egntibpﬂ%@{oduced

|nac iva vari ous
W&&!ﬂﬁ%&?fﬁ% hy@aR EmMynggiebulip eﬂvneﬁﬂqe&a@ewcpﬁﬁddwﬂh@uman
ganam:anatmd isppbduced infodhd andedl.i Mahe embadiaentgemvhshuman animal, such as a

h'ﬁﬁ%énh;%ﬁé |§’h':r9|q}ﬁf‘z§&1witﬂ é}l g‘lﬁ Cpegtaér@be,'s 35%%&%&'29&';@& against

enco

i A Bl oft R sk O socvle S Paiabe T o
sohirleddimae ht4R, suehmas- ﬂpﬂﬂ?ﬂephdmommrlslng thelexizecebularidnaain gthe protein of

sEtnﬁmtsmz;&otmnﬁ%ﬁ Ly mamokhaeﬁ%tmbmfdre’@z such
at_.an |r

oo FsBbleR MRt Bt ind e e rimats oo praduction o

huafan &r ranialiy byraan @re descriped ind). St aterta H1814,31B - 54%9,825, and
5,515(806 ahich aPOinyPER4tbd By referants Rdrsig. t he extracel | ul ar

?mﬁ gnégﬁertaﬁkfec{” Eh%&a‘?%s@nt‘?nvPﬁt%EgrovﬁgT Wor&?clo%é@%fl%%%ﬂﬁt bingto IL4
W@W@?%ﬂa‘@@mﬁm ey be prpdusee using any techpiguaigewn n the art, e.g., by
imtnoetaiizio splesrcuriisitdriesiet frohite tRinegEAR Al Ster cHrHINBHDN ©f the

S 3, o i iy n v

2ty P8 PYHLYPS BRmMER ”H?"’F‘éﬁ@fsé‘h%d%élhéhrHOmFﬁ Myabimecgels for use in
hybrijometprodutieg jusies prtedurss rférably §re avi-gtbodyostedilcing dlave high fusion
effﬁl%é)b% &&yrﬁ@@éﬁcﬂha& tﬁﬁ réngeﬁherﬁ Bf%rof M&mgﬂ &Bgih selective

t
m?d?? | @' by f‘r@/ W&? OHIé%eP?ﬁ*fﬁﬁi fused ‘iﬁl}(’ﬁ gversiogas). Expmeles of
sulteite ash tn@a fgruserintrimeise fuslosgjipchice SpA0yRB-Xas/ngs, PEOERIAGE.658)
Ns:m Adwer, IsmmAgﬂI FOINSSDEMPER 1, MBS 19916816 99'3'!1& s‘fg’iﬁs)@@ Bul;

o R bl 5 B A GO A8 g s et

Othﬁﬂgﬁ“ l@gmful foy esilduglonsard 4-266 GMISE0-BRG2, LICR—LON -HMy2 and U0729 6.
hy b G entRUBEAE & Mgbridbiih 64 RS %‘bﬂf&dé&ﬁayﬁﬁﬁlﬁﬁilﬁ@éﬁ/arﬁﬁﬁ (e.g.a

c S ] Ci enc

a8 BB BB A ront i feofehersiiiiB an 1542 mrasey
hagypgiing ﬁlgjeanpe&%fr%ﬂﬁ irgmprizediapial Bising dhechapiesion spleqsysiis to a

the growh of only the desired fused cells

(hybridomas). Exanples of suitable cell lines for use

I n nouse fusions include Sp-20, P3-X63/Ag8,

P3- X63- AgO. 653, NS1/1.Ag 4 1, Sp210-Agl4, FO NSO U,

MPC-1 1, MPCLI-X45-GIG 1.7 and 5194/ 5XX0 Bul ;

exanpl es of cell lines used In rat fusions Include
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24 WD 2005/ 047331 PCT/ US2004/ 037242 nyel oma cell Iine,

t hereby generating hybridoma cells; establishing
WOE04EBAe cell |ines fromthe hybridoma cel | BCT/HB904/037242

identifying a hybridoma cell line that produces an

my@lﬁﬁg? :Q%lQMe ttﬁ@ébyﬁeﬂ@fﬁﬂr@%yﬁﬂd’omﬁ Bel@oémﬂﬁdgdﬁbnd%h‘ﬁt&ell lines from the

oD Sl Eeh N A e il e e @égﬁ gy bigdsn L.
4ARpolypaptide. | Sugle hybridema epllNineso endantiiL-4R moperinekangeasies peaduesd
thefefidb b @AEoApasidd wtmrmﬁt ifenal i fied using any

I cul arggﬁY

t ec *ﬂ@h&éﬂo%amﬂ% %eérgtga 3¥ 4 b Wﬂ.ﬁé& fore] Wﬁica%e
%: moy befuphes ekre%rwd |frudantrfy mAbs with

er screene
teobaiwéinﬁwre@ thesark HivRddomas oami
padituldr@roparied, buchZsitieckbiligcio aldtk an ILyl- andior anll-t3-iaducad attivity.
Exﬁrﬁﬁlggfbﬁcﬂc?edﬂﬁ Q?é'ep‘fj&ﬁhehr]} 333 2nd 4, and 4. Furt her

exanpl es proc dur es pari ng. anti bodi e
di r Eveheg oapaissof P'HB‘?PHFﬁslf‘EP&BPaﬂ'@ a(ﬂr"wg’reaa'lr %ﬁ?ﬁweﬁ hyman IL-4
(incutingonwhioglana] artibedies), dsyaysiby whiclhbloddéngregtivadies Breddedfical; and

techAt§Ys fdr! sﬁeratﬂaﬂumsﬁfdamr getRfcdiPéndiRBRH a&ﬂhameawaﬂ.umﬁnnbodles,

Ao el e e o Nl

incBrpBGRd B feferenoe2 Syde: exampiesDf gnigodardhatyiey bp emp@ywasébﬁ
antaBSHIRE 8bRAbddin WS @f!@%@@ aIsElchbllbﬁlfateﬂ fetbrBSceierein.

B

_ one embqdiment ofites iayention, bumen aribediesrraiserngainst IL-AR ajpha gedproduced by

techAY@atirivoRing nﬁldf@aﬁsgbma&rbeamakmmgsf ILkiadndlaisB dL-13.to4Bls. Such

an!‘ tﬁdieg %’S Il.eggﬁgédﬁﬁ%t aE&fad{!in:ﬁlailﬁM b—é] g g{ﬁ n"fbtﬁgé Ic bodi :q es
i nv d’i"t!trqq s gkthe Brefﬂlﬁfapgvgc@mpesqﬁng gonsﬁnbl@glmb mnﬁ@th&e $he light

chaib eehstanttegibrseanibie; fbSextamplecé kappa-Sutimbdadtype lighd ickain eonetant reglon,
e. d I'a h‘bm@ﬂ i(%g nﬂ)ﬁérﬁbc%q eeﬁgﬂ' chétﬁ’ BéHs A rager. | FHR r@ﬁvf chait %onstant region

goni st I nvention can conp
-'ahs'f o ronin Pk oﬁiﬁtﬁnavﬂo'? ng‘i"H‘éa o PSR ey g copstant
regidnaj sg.comsianrdphae delter, epsilonth gamrhay orawatype keaviachieingsastaniregion.

In h@@ﬁ% ﬁﬁéﬁlethb'h@m:r %@b&haﬁ%ﬁﬁtﬁmed‘dﬁgé Hftagmedt, devivative, variant, or
1lh ﬂﬁgﬁl 5 a- E%Ee ['1ght” chai n const ant
m"F"é@P o0 by Fﬁé‘éﬂ/

Astant region can be, for
exarfplitmdiea mreﬂtqdmamstdaelllt-ali cancedised for exgraplerdn assgys to detect the

pré¥dnde)dP £ -4FOsbNpetiaad, réittﬁ‘é?ﬂﬁhtﬂmr in VR0 ITAE EntibBdis a|s&mhwmrm ployed in

T Ry RS bl i b 1 fgronaly can
blagk bindiag/5f lleth it Th-4Ranavthervised ’@g]mm mbgp@iopk%w that results%rom such
birfdRh] BREiIN antidoids Afd useTh thd meiukde bith@pregerlintréntion. | Such antibodies

whécﬁ(%l.hfﬁ If%éla'g gﬁlé&t{}lse cﬁg’} %mﬁ&&& fﬂ%brﬁ% aﬂt ﬁ%ﬁ&%e@%&lﬂﬁiﬁﬁ

incluging byt lisniied testma and BH@TE%@:& iefiergic chdpien ganachOegmadte, and
atdplc defmatitis, dn orfdlémisariirdid, Gi fefan kAtBIL AR/ dRcleng boiibedy generated by
pr&%&ﬁrgé’ ib\'fbgrﬁgl'lﬂﬁ‘l& %%lgﬁ 81‘ t%sé}i\;ﬂc' n%g'fg gﬂggﬁeﬂ dlli ¥eaﬂng Sch conditions.

t1ong .
bl ocARUIBSEIATIRY DB FMPIOYed 1 81 AVRRIaPEHTSS" AU B I fasp bt an

IL-a-iracddddplogivial axthity v Disyrdeisabused sudxaserbatedidientii oiSodirectly) by the
Q”P%h BeL-4RliR ekl %@@M}gﬁpﬁaﬁs Eké?'ﬁbléé%?whiﬂh m%m*e@ aslve, thus

resent | nyenti.on es
ey EBrg (Bns emASHRoL Jorereselt RYPU e PTRSs oo method
cotnprsiid im gvaedministrafion ofdandied aodierdi-13 bingkingi antittod torympmmal in need
thé?@&f 1n| dnHntoRRt diectRs Fd RRILARG arfiL4€ biSt/d F.-1 BinBuoed BlolcBicBliaBtivity.

et (B! tdﬁﬂly human

tact
hobocdtes S Eferof i, hbcate Pt ity

mmqplpmaylbgmﬁetha;nréwlt@plolcmmkﬁgﬁuw okIL4rand plsp mglblt a biological activity of

i mruni zation of transgenic mce is enployed in

treating such conditions. 35 Antibodies may be

enployed in an in vitro procgglure, or admnistered in

vivo to Inhibit an |L-4-induced biological activity.

Di sorders caused or exacerbated (directly or

Indirectly) by the Interaction of IL-4 with cell

omD
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nonocl onal anti bodies that inhibit a biol ogical
activity of I1L-4 and also inhibit a biol ogical

WQ2as4B§1 of 25' WO 2005/ 047331 PCT/ US2004/ 03 7RARUS2004/037242
IL-13. One enbodinent is directed to a human

IL-TBJ_? W é?ﬁ'bgym?ﬁtt i!'rz1 BirReed ttctgé‘f!urﬁ‘énarhtgﬁgﬁ)nelﬂ ﬁﬁttg'bév tg?‘ttabielﬁalﬂ l&rtially blocks
oingp 8097 R et Reft ety g g 411515 B el ot ppbodiment,
thetzmiibaglies iarsagnergted b imyeunizingtadtensgenicrmayse withhan 154 receptor
imrh e €1 lafother éFBodinént, 1A imrhurbgérEis 8 lRAN LT RIERER ﬁzlyddﬁﬁde.
| 0] S.a )=

ryEH3d 61 (D B e, e i T, By ol B Dol st @
moppeienal %bw&@? biRdRIk*Retsqare erovidpdheseiny t he hybri dona

S eC Altihagh Bumam partidlig harharg ot hinethized Bretbodiésnels bd uitdbls for briaay

. o . . |
aprSicft, BUE Ry B ol SalORR PR, or RS 20 hineltTERct, ot
types,ofiantibadies Wil be sufiaple fof alfier gpRiigiins.  The GpYhygen antibodiss of the
inverttion narsie, &oir exampls, ddar?ved twrh iabp_atylbody-pmdupinmanimalbg';tsb s mouse, rat,
B BRSPS i b i 1§ S 0 s
o RO FPBS SRR NERAHDPE Spees A raughfan i be used o
examplé, liroid yitp eodicaliichityrabdsee Bpplisatiohs, asanymtiseapplieation where an immune
resr"p}oaﬁgﬁ ih? gﬁtﬁbdy &Q{bﬁlﬁ%ﬁt(i)&gdog@ﬁ?t Bgérfﬁgrdg rnisiﬂﬁfrilﬁg( 8#5(35!9 pgéfgnted, is
ol e, o oo B S SRRSO B AN BB B g en
adinimistaned to @ norrhurhen aybject; It anothergmbgsiireent.ithe or-humen gntipady does not
elid?t@n:imﬁIUﬁd rERNESIA €& rRRPLIMEBREILRIRE , In BfottRsR ¥mBédhasNt, the non-human
| | . [

o LSl SRR e A
invention Iscadpinisjesed to@ meuse.1An arfibody feaghe eariiculap peCies garshe naape by, for
exdrfipl®, NAmeRtBe i@ ial ofthdt@pedidsWith i desibidyimafiogeh €e.g., a soluble IL4
o fUE R 8 o AT A i SR TR B ok 5.
bagteriat prphage qisplayrhesedsypiem der geperaling apthedies akapaginylersneciesinor by
covfting e atisbdydionbtie, spédiss Into an butirady fravndridiedypeciss by @placing, e.9.,
thel ddfistSid 'ﬁd&l%&b%ﬁ?b@ﬁ%&ﬂﬁa B8 H0In8 Sther §relles, oPby replacing

nouse afti body of the 1nvenptiqQ s admi nistered to a
one:Bf fare amino R resisiyps ehiaaantiboslyspithal it Mpregnsely isepilgs g sequence
of amai&ipw,frofrnhe :ﬁﬂeresnealqsl dn orjemmmdizrienigma aniibodyiala coimetié antibody
corﬁﬁr%ﬂgea?niﬂﬁ dcld dohifonelderiGel fofMAHRBSHRSR fofr tho or RordAifeRinEspecies.

IL-47 r cegtor $0I¥£e hhdq% or §S|n% %@§%%%'f'01alr ht chai

syst® Wertrap ?{R entig ReYdes AR gprrige afight chain
variablegegiornseldsted fromithe growp qehsigtingdf Ebltgndlise e beavy ghale wirable region
selB&BSIréth i%%r@ﬂ%h@fbﬂh@ﬁ l-ﬂ?Hﬂ, B regfiehia) deﬂﬂfﬁ‘)és? fliteir@] ardariants

conyerting an i r.om one, Spec lnto a "
et 1456 Elpide B And BT st B B3 o PRI o b8 cBffenciatyrg vy
whexsinst eamespoadsi to thegumbereof thetliohietigin weriahle sedicrrand ¥ §erreseends e the
nufnb&TBr tha®elyltRsin SHRBIE AspionQs thily afeBhe?dii i Bigdte 30 FEr éXampey ItH17

m, n I | . .

B8, 5 5 e A S Bl B r s
and g Begylyjsain warialle eagion campisinadhfwalne s seapence ghk ?/70 geI§hawa in
Figarech | Figurés2 anatl disadiyticatethiplotation of therCDR and framevemk exgioas of each of
theld§ UinsBe d%QiH‘sg@tﬁeh%rgﬂ InRthobilo B lﬁé/\ﬂvé?]ﬁomélﬁdegfoﬁ LR LoH1, LaH1,

L3 oM ark PR et ek ook 51 SEHEL TG LT s 24, Lok12,
L2N 3, IL21 4o LHG L2hi2, 523 ¢.2166] LRHBL2HB,d.2618 di2bl1¢,ane 1211 hdditional
antitoul-GarRNE 5QJueRcel S2Y YRl iaRtN6aY |RBRbIE séRBh@B, alsddan be used. See,

S ted, fr t he grou onsi f Hi- an
o SR . ! B ARG 32718 S gl oo bt rom.
274:4848B0gures 2 and 3). Such an anti body can be denoted
usi ng the nonencl ature LxHy", wherein x corresponds
to the nunber of the light chain variable region and y
corresponds to the nunber odgthe heavy chain variable
region as they are labeled in Figure 3. For exanple,
L4H17 refers to an antibody with a light chain
vari abl e region conprising the am no acid sequence of



10

15

20

25

30

35

40

e.g., Sbiattero at al., 1998, inmunotechnol ogy

3:271-78, de Hoard at al., 1999, J. Biol. Chem
WQISE33B- 30. 26 WD 2005/ 047331 PCT/ US2004/ 03FCHES3004/037242

one enbodi nent, the present invention provides an

ant iypQYer iR HRlehtS ihB Yredert! rﬂEr‘itloﬁEl%Wés yﬂrﬁ%go@@%ﬁ{gg ight chain-

%ﬁg&élS!n a_seqguence O
ver BFRSAMRISH 9 SPAUHIS of aing,pridsdhat fifps Tomdhesrauensa oF ket only
at eneyor owoee residudsevheredqoye oeey tef setjentés af LR @ differs from thdisequence of L1

(0.8 eﬂa‘rﬁbﬁﬁerﬁg o*—é’ald drfioddly difféd 'ﬁ@mﬁﬁ‘&é&ﬂ&ﬁ:e of L‘ﬁﬁ'r&lcﬁ':@(s) Jpqdy eic.). In

e _seguence,
anlhd oSyt S A oo e el e oA s Sl o
amjriogiid resficuieref gryrof BB isequgngeedf ancanersf L266 atat pOBUerBWthedaﬁers from
theaBhPca6ild (6.9S bﬂw@qaénoawmﬂiseﬁ e résﬂtﬂxb!@F‘EﬂJ Qﬁma@vr @i&q In

an&tlerlealblsgmglﬁt ‘% %@béncg erg\h é%seeﬁe%ncg 8Elp1 irl gtmgas& fue CDR {e.g.,
CDR4 Sq;[ala:é s EDRY). iy arLogm" erg:;cp imeng, saly sequencediifarsifspm the sequence of L1
in &t FasinBFRL (e.g$ AR, FR2OERS) 6EF-RU)f fnainBthbr enBotitfent e@pediest nﬂbntlon

b, b 5 Bt i (bl ey r o
ac'@%‘&ﬁ'é’ﬂff?@ f5m the segyenge Qﬂ'” gl &t O@I% mpope regidyps wheneeny pgof the
sedueBces @f HER22 diffbrs framatid«tudnch oD Ny, sakd RequeneseBbid antibody differs
froh'?l’(tfgéﬁh%e OEI[I P rgﬁﬁle%?ﬁ a||gt itpé}g% Ifs Qﬁﬂiﬁér %hggdlrﬂeliles%\ﬁyseguence of

onpr
Sa‘% B?% CM'#YE"HP‘PF%'P%‘” £oeRfisehet '?éb?]’@r?&‘@“’o?cldms'%w anytof #19e
sequencenst eny @i ofl He-di24kaka posiiny where it dfffetsiiem tsespgeawef B (e.g., said

@gné_e?c%n@héés%esrefs lﬂa'@)lk%ﬁ ﬁ?%:&*@?ﬁﬁ? é?é)fr ar(oﬂ'h emb&ﬁh&lt sald

uenc Sal ant ers e Sse uen

seqypnq_eﬁ I @gt@ljgpc%o Hl@’ atiqgs%qn@ DR3) In another
embudjmdltnmu seqeancel diffary fremdiee shudibe sﬂﬂtjm Iatelaagt one FR (e.g., FR1 or
FRreai n-vari abl e domai n corrpr ises at | east ong am no
aci esi 0 uenc, a .
. Sptlter AMBGUPETRS NEEHE MvEgy PrYes 1 SHbpRESTRriing an amino
acig @qwncﬁeseﬁctadmﬂ'g groupaiousistive gfi enltybt ehaimxmomplementadty determining
reg‘idﬁS(CﬂR?ﬁ $Hat %&s bb'%se%ﬂ’“delﬁbﬁ oF sulsftufdHdf 8 more than 38, 2, 1, or 0

amgp a‘gﬁi rrerelgléé[s fs ogbg ggeec%%ec{ %I ff | e S iy om t%}%ﬂa%gurgﬂ&es 24-35 of
SEGNBt WP, W@ﬁ%meﬂ‘éﬁt resigug 8 issray amwfedlbb'faér% rgsicyps 24éd of SEQ ID

NCSE GuRRGEtHRIT Bl resldud b i$ aasdubstidted By 68 .Dand/dritle Nrat26sidue 7 is not
sutﬁ% eﬂ&l{: On %%%IBF {hgﬁggf?)&‘dﬂg gtis nott Q&bs%@ﬁ %ﬂ Ln 'Sr%ﬁgjés%-% of SEQ ID

NOs@q weereln the:Peat rasifup ﬁdﬁmthebsglwwym@.rgwqqqg 24535 oRSEQ ID NO:12,
whére@ite B haneldm ine¥eRbitifUtéd by SIRidRsr iHeN StGesidue @iionot 6absiRuted by an

s &nc{ﬁ@&fe@.'zf AEE fs% |bﬁ\ﬁ3 H‘ﬁ:ﬁéﬁeln g‘i‘a‘? he%?dhé"?z? & substituted by an S a

light glagltiGRB2 mﬂbﬁ"ﬁ%fs §EH‘G@1¥G%‘°@@9@&Q%BF gubsitytion ef @?f'ﬁ@l’ﬁ han 3 2,1,0r0
amrengidsiebitgestfom b @sduibnesselebiedSront theégréuip@ohsistiNgof residues 51-57 of

sed B Gh 3 &Eeje@'gﬁé? g@ %ﬁ%?%\h&éﬁ%tuﬁ&b L Fe%@u&ysfaé‘r FSEQID

resi dues
NG: s wirerein dhe & atgsidug /s ﬂvttsubfélt!ﬂqsi;w@ﬁ S""bﬁ’ﬁ!d!éﬁs YIHe ofiSER ID NO:12,
whEreRi thBIE afresiSud Wik notsubsitutdd by Ashdinthe Yod fésiie U iendDsdistituted by

an 'éeé @%&f% blﬁﬁ?% ttﬁﬁiés} etB%FnF%t &%d&%lm? or.s gl?slhfagcﬁ'rsof %ﬁ rr%?e than 3, 2,
1, %fLPo%fWP? aeid 69515"‘}‘9%‘50’33 spaueneR gelectad _frog 'BP 9§EQ°P®'5RE§ qfpresidues 90-
99 WhSE® IDWNOke whiraih tedS bihasidué 4 8 nBidubstiiined byt 416 ettle Biyat fesidue 5 is not

I Eyp [
su%ﬁﬂ‘eﬁ tragg gheaﬂa iﬁﬁ&é;%u?e[? %g%p%}%st %‘3 \Ll\lﬁﬁo?g?ek)d Elrésiége 8 Is not
subgtltupeg by @ e resiques 899 ¢ REQ IR @dw[ﬁ)'elg,tpesl% afaresml,legms not substituted
by ain8j andCesRilek 196109 di SE@ INOYI4] WiesrdimtherM & essjduel @0 Btriobsubsitioted by a
T Q%QQ\{X ﬁl'éﬁh?{hap&iﬁémﬁf&knﬁﬁ% %Ie%ni‘m &' &stituﬂ&ﬂ BhePhb® than 3

residues froma sequence se FOMm the group

consi sting of. residues 51-57 of SEQ I D NGO 6, wherein

the P at residue 7 |s not supstituted by a T, residues

51-57 of SEQID NO 10, wherein the Sat residue 7 is

not substituted by a T; and residues 51-57 of SEQ ID

NO 12, 35 wherein the T at residue 2 Is not
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40 substituted by a P; residues 90-99 of SEQ ID NO 8,

wherein the R at residue 5 Is not substituted by an
WE2005/04738esi dues 90-99 of SEQ I D NO: 14, wher ei PCE/HS2004/837242

residue 10 is not substituted by a T; a heavy chain

anfHoRekid Rsidusl fdre tife Squdes of RSALLY Siles gleé@é I®RoO: ‘Fﬁ wherein the S at

ek k518 P 8l e GRIAT iy dhe o, cltn,

or suhstitetinneof Hp Mmaese than 8s 2,50 066 aminoSEIO redHiuOTL®, a sdquerse selected from
thd BrveufScatisistifige6ft PBsRIuSs 95-1(‘51(361‘ §E@$I§ NOHSZ-‘ Whiddeiredhe Y air@6idd 6 is not

sl 5 B el K BBl soiosroam
NQ320, whergindbe W ate"gsidme!slsﬂpt@wbwm@qwem‘aethsmecas@ue £ iisoTot substituted
by&h€, e Nispresidns & & riob gubefititted BySa O Udi/c? Bre M4 réfiduSR@ hd?substituted by

a \N%sﬂcﬁ%s o 4edf @EEﬂB ﬁI-EJ %, wB&EﬂH %q%gtlrés%dg%t s ﬁ?;: %?‘Hegg)yﬁ@) andlor

%@t rqsgjgf) a’d%gotggbsii@lgpdcm agé@qlqges R Ohof S IDNG:2¢ fyhergin the T at
resicue Gdssnad sebstitutes bpatD @ndvs thie Rt easkiby 7ds Vot silitiédady a Y; residues 98-
104 BFSEN D ﬁdz% Wﬁ&reuﬁ Yy iaf r‘é&l@% %F%oﬁ%ﬂéutu%ﬁ By '§P & regjducs 96-104 of

ubst tute
sE; '\%5@ ’ﬂ“F@'“ﬁ pesidup dipt agwstr%tw by pY; pror regidiens 9814 of SEQ
ID HIO:BE@herBin N P2at mtldueetl is rohsubBtitatbd b aiYdarel/d thesY ADtesidue 5 is not

sutssiRiBkibl 4k P Avi¥eifsdd SRBOERN mdg tquWr@JepfoF I%Je 7 1s not
subst | I D NG, 24,

whorbriler 8"$X%{Pef1‘othf3 @Ql“ﬁ’ﬁ% ing! %a‘ﬁg’ﬂ"d@a&ﬂ # { @y ILigy Fegeptor. In
angihesrahodimente tiRaantipastyiinkiiiis the bindingodf lls-0d &t art Ut tSdrebapten. ¥ another
embBd@imentChie SftibodPmhibis tﬁgﬁnbi% Hcﬂ_zfto aH\'fLetﬁ- ?éo@ptbhﬁ\d%f Al 3 to an IL-13

t t :
echiod S RS0} MHAGRR PR it s i,
subdt ianathery empodiment, dhel andibadyueammiges] Jwo ofr 8 sugh light chain
corhﬁlbrﬁ&taﬂtufm@mmidgheg[wsqcnn sidue 4 is not substituted

"8 ) Srabie G, SRSl (058 o

m’ﬁ%ﬁﬂ%{‘tar%dqw&‘f@t%‘?"senbodl ment, the antibody inhibits
t he b anathergeraiodintend the satiboky: fahweemmpmsres d fram@nérk Rpment (FR)

corﬁﬁmﬁle'a@e%enck I?;@Ieéﬂ&ﬁ 'frgrﬂ qlYe g E&ntsﬁtlm gﬁlﬂ‘g ﬁgn ?‘%mé\’vorll Zegment

a rece
Ry “i’%&@i ]bﬁmedﬁ iopr s ea%ar $Hystigtion of e mgreffipn|d, 241, or 0 amino acid
resideeﬁeﬁmrma saqubnod sélmmmomalgrmtmd:&lshngaofepmmes 1-28 of SEQ ID NO:4;

resiﬂ(leé fe% oﬁﬁﬁg% R0, réshﬁe@%é QPgé’ai@ﬁgi {2, %ﬁé Fe%HE?éJ‘F'Es of SEQ ID

1r‘h f %ﬁ;eﬁﬁbor @gﬁwqﬁlﬂ?w@edw@ﬁ ar Sehstitutioneat o mpge than 3, 2,
1, wrdngmhicoracid a!sidtngs et @ rseguahdtgseleatid tom th&idhp coridistfypsfesidues 36-
50 Wlmh reglhﬁe Bqétdokb‘PgEQ%PHB gé?ﬁdsreglwﬁ)es% =k EEQS[’[SJEB 14; a light

heav ai n
chaifg cﬁ%@? dé‘FPﬁ%'eM *ﬁ%ﬁlﬁeﬂ'% se'atm ¥ SHgstifution Wé‘P "e%?rﬁ'ﬁﬂ 3% 1g0r 0 amino
acifl resideesoirdm ssgomEnte §didcted frommibe ighiup Gorsisting bk ReRILELESS8Y 6FSEQ ID

NoM4: %adhélﬁsélé%fpsé"cpfb%ﬁ% %d?%mdu@s Eé S%‘hf %@iﬂ‘w{)r@”&\f&‘i Knain Fra

ser

nmen
il e e Heleham, 1 yFRiBon e negheae PR, 3. @amino sg residues
frorf easeéquencacseibcledSiraiudie frogneanskimgeh casidues @00-¢oh &F BBEQ ID NO:4:

el 08 3£ B8N vd HE el 5P S0 el i e

heTers . byé'?ﬁjmﬁ%@% deletion, EBSlEPFf“QIEquEJO e taen & a i1g Bt 0 amino acid
resbh@l fron-RBeduinade stiskfed framitye dgriwg donsistingiof Nesidles €30 GNSE@ID NO:16;
ancﬁr‘é?ﬁ@ﬁést‘luid QSRS 10 NS, q’!eg\gatfﬁaﬁ FI% tPat]dlffe %\pthgrnsgﬁor?%elghon or

s from a sequence

Subéfﬁh@r' i‘%@m&ff"a%gqheé%afs'efﬁ 8eid rsidugs frgmpihe aeqq@rzﬁ residues 3649 of
SEQ ¢ NOuEsa B&avp Ohairi FISERel difeibyahe lassitione 4letios,sor 3@bshifdtionf of no more
thaPB,| D NG ahiino &cid kditfies FlIRIasebitich Qé’(&ct?d frbifi "t @')5 ;L&ﬁ'lsisting of;

i nsertion, deletion, or substitution of no nor than

3, 2, 1, or 0O amno acid residues froma sequence

sel ected fromthe group conggsting of: residues 58-89

of SEQID NO 4; residues 58.89 of SEQ ID NO 10; and

resi dues 58-89 of SEQ ID NO 12; a light chain FR4

that differs by the Insertion, deletion, or
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resi dues froma sequence selected fromthe group
consisting of. residues 1-30 of SEQ ID NO 16; and

WO 2005841881 1- 30 of SEQ | D NO 42; heavy chai n FRXCE/HS%004/037242
differs by the Insertion, deletion, or 40 substitution

f
red uee@gg@gengga?gshﬁf@ re%ageyga 87 Qi%e%j"gbﬁg g@ Qgs.ges oY of SEQ
'DcHQﬂﬁ EFf'R@ herwt chain R4, taat We&swg erfaserion.gigletion |°é§tib§wutloa r°f no more
tharubarting adid eeidods from e sequehdeaasidies 205-115 GISEQ IBINOYE, aci d

resig léﬁ&hérr é?ﬁﬁoﬂm%ﬁg W&ﬁ@?f@l @%ﬁ&s C_Iﬁt[l'j\ % %gglg Z'Egmaun that Is at
leg358. &3 o085 fwé? ideRtiga ?19 mﬁwoe pelested, 03@ g5euPAonaigting of: SEQ
ID| ND:RICE, 118; 12 rethd ridsvithu e BGs0 hal ftheS&ERl Ilgthhmmbleaiomam does not
copRG URkendBBASERR N4, r 5 DY the [ nser ti on,

ol dhpaSheramRHRE, bifenfibed oirerLe oy chap iereble Gain that s a
leaste9. 185 94094, o6 100% identinahtora seatrenee seleated frave theraroupadysisting of: SEQ

IDONDIYIS, 26,22, 24, 128,048} 36; 132] 3, Y@ 3B 4, £2, dem 50,150 284, 5@, 58160, 8nd 62 with

thé  f3ko ﬁ\%t Feﬁé he%ﬁ ohSR vatbie 9% ?o%@ f@clng&%e % see'%genc df SEQ ID

group consi's
N‘581610 12, and 14, W|th the proviso that the said
l'i ghh anditherremmaﬂh&bi ¢hedisrestintingkition protidesCHd BYnhéie of Leh an antibody,

wh%?&w{gbg%gﬂfenﬁmsm,_ tdrg?ﬂgaot her enbodi ment, the

ant | rises in variable dOITB.I n that
ap 0”'%/ erahadinent, PB’%"’"'@T@"“%"’S ghtha igyntionais spiecied rem fie group
ooesstiue ntlHd pdreantieatly thrad is crdse-ragcive b 20 b repiestihodg thaf bindsHs the same

% elde Lb@héﬂﬁ 'aztg:gdyst%gt cogﬂaeteg Gﬂth @2341 f&%lnd??% o 343" R exﬁ@sses human

en WA Bref RispSxSts & 6 iy 8 LoHF P AR rend mgmen
(gt eneleres by nesomBtpeeiessnoor ). ponelvantpeimert trrsptity hes 2

blrﬁmg%ﬁ'lnlﬁefﬁi hurtaR9L-AR &R Blsubstar@aly |e@uﬂvd1§n@t6' tl‘ite@n&q‘ éfﬂ‘ﬁt?&ﬂ.ZH‘I for

ntib erein sa
ruffen JL458 Bbritha (3 Nes BBl e Sl dpfiRES Bl Bl idyef] py the
pregent ingakicss of the i nvention ale selected fromthe
gr oUPne exemple f 4 biglogital laetivily of APH B8 by t& fudEtioh s both an IL4

anf'e{ 8{%& aﬁt‘? Qlf ﬁ_ 1\éeanla%§@ﬁl ﬂ'ﬂm@ %Hb?&lqgréé/w tlllt%dg g?thg &v&rﬂ.ﬁn P%ssesses

'Lﬂﬂl?fk‘F%?Ct'HTYﬁHP‘ﬁij”“ﬁ'H AP 1 atof LBt eknossangonth-13-Dlocking aciivity
substardiBly e‘qnlvaimt idotbahyof t2Ht. Suols a&isls,aﬁaycbebnmmgd ihadny suitable
ooﬁ-.cetnhdﬂaF é‘ss EZ =03 m%QQJré’djiB %td bmn@@sé PJI ipExample 2)

(1 ncluding o deri ved nant ne

In &p@p&m hcélﬁ{ennpﬁg Fi gl\épnfotiqﬂd R Be ldentified using
thea$ylsiem degcribed bmmmneﬂmmsewmes oiSPratains bidmtriuadlbgical interest, 5" Ed,,
u@gebtvoahsa& ah@ HuR8n Bbﬁ}fébé‘ gHaf rﬁlﬁnuwpdaf.cah&mo 5952471 4R Particular

engmmilmata %@tlh?cg%; o&ﬁ‘@ pﬁsabﬁI?rgléat‘i;oByomﬁ'@e @&@Eﬁ%na&e omain of their
lightrebainitait lpast ome ef thx compplemeantarity deteohlolgd eemions (BDRs)toy hypervariable

re@&'lﬂlfohr&i ih B lightichaik ¥f LoB11T CDRE bﬂ.@l—ﬂfar@@idﬁss%@ il Exafinple 5. Thus,
onl s

n
ol 4t B R e et 9500 Blg 1 O SRS LFR otowin
sefyengesjp tlﬂevda'ﬁ ghalie varigble floryaip ot le2ht!i aming agid residype?4-3%; gesidues 51-57;
antl Fesidued 90-65-6k SEQND NII6. SRsricufar bitibddedrovidedmgreaCdomprise/ within the

vageg}?els&oﬂ'[% nI cﬁltﬂe){' hg%ﬁéh ea?%ast.t%né Eﬁllne %Ré‘épnd in ﬁ'}'écl"l%a chaln or L2H1.

conve t1ona
Thyg,epong ée gnty ibodigs proyidert fiegeln ﬁrettfwée eampsisiag HPeoep inalldkgagf the
folbeing sedueceks in the Beqvly ehalr) variakile drhaeddidues 81-35 eésidues 60-6§ and

regngg@_s%A&@@@]qu?e gi ven anti body may be | dent ified
' stem descr |

usi

0 0 DG e e bR Ao B ot il prosgied in sk
ID B3, andthe eB:oBepamino AcitHeadueitedcteddnted in SEQ D NOS, TREIDNA

NI H- NI H Publication no. 91-3242, 1991. Particul ar

enbodi nents of anti bodi es of the present invention

conprise, within the variabl g domain of their |ight

chain, at |east one of the conplenentarity determ ning

regions (CDRs), or hypervarable regions, found in the

l'ight chain of L2H1. CURS of L2Hl1 are discussed in
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vari abl e domain of their heavy chain, at |east one of

the CDRs found in the heavy chain of L2HlL. Thus,
WR9g4BBe anti bodi es provided herein are thosRCT/US2004/037242

conprising fromone to all three of the fol I owi ng

SERA6HEE fdi e vaRatld oo thedeain . h‘éﬂ ok B3 18s BreSaitdd as'SER IBURS: 15

and Q

8 5l R4 RO By s prffbnegn %’%@hslgﬁng?%tjbﬁgﬁ%?fﬁhseo?%sem
inyandion inglyre. B arenoblimited tq, anibogdies thatroawrisen ndpdy lighishaio; 35Q ID
Nassclard e tigike tadaditionaly aCaldrataleamPrideSinsideahaMah SEQ ID

@5? ID NO 6. The DNA 29 WD 2005/ 047331

/U82004/ 037242 sequence for the variable domai n of

t he Reagherambrdimsnt, psliguler antispdiesef thednugatiogers seipcled from the group

comaigtingtoh E3HeN emaiditiodyrthat & candsdestepieithdSH sanmntiseln thetbinds to the

aﬁﬁe& gmel\g L3A9; aﬁ%ﬁ&bﬂ? fhﬁﬁcoﬂ‘fggfeg Gith? [:ﬁ-ﬁqgat bindifg4& Etoblptﬂat eXpresses

Imit anti
48 an 4t el spenets & Ridopioa gl b Laigma S pigen-bining
frmmanb@f@nyssf thehfategeivglantibodied. Illyorwenwwle'renathe\aelll;ody has a binding

rihGBan ILBR thatid subSaiall lvﬂlent%@e bﬁd iAg Hﬁuﬁ@f Lﬁl-'i‘i for human IL-
es of

R oo S 80T brop B SikrstinuSilen BB o ek B pre grosent
ln‘lf_@loml an anti body that |Is cross-reactive with L3H1L;
an aphéd eeipleldiabiokyia Bcivity 5N BH1 Tsah@alipy tb petichSaslbdtilin IL-4

arﬁ%qoﬁg{ ing%ﬂ){b“@ﬁ?%ﬂ' P % ngQ‘e \Mmfg Z’kﬁtHLn Lrﬂﬁ?@ o?g'l Wﬁlﬁﬂtﬁn%ossesses

ILfoackiog astivily qsqbaqa@t@umuwalewt. te et of 48111, and RossessgLeié-blocking actvity
subStahtiftyleduivalentrig thifof ey nButh activitpmyly I médsarcbior sycuiRile

o@%ﬂé@ﬁ’éﬂ h&3 e'@ ag%fasmpﬁwtﬁ@e@{s %r%sﬂm éa@%ﬂ&'esaﬂﬁdﬂx Example 2).

su bslgs*ﬁtan%ms 9711p 501 hH 1 2o prouides BRIFIR o Apter RTPHIGENt is directed
tollgtafhtitoodibedenined from KIRI1. RydueHdesntar swifching {(afiering) thhasubclass or isotype

ofih QfltikRY B ¥nSWHCR tr@%ﬁﬁ&qlﬂgﬁ Qtl.lc?l(br&'é@ur@é' lﬂw qudﬂfebﬁbr bBfhple,

t
BB ol oo it SN B A et v
ddslredlsmslams augpsiitited fon PIA®NCIding 113 comespoding polypeptiderehain of the
§m}gﬁ|ﬁ|ﬁ§ t, an antibody of the i nvent i on possesses

L- 4-bl ing actiyit tant| || vI
{hat T8 Bﬁéieq%incegh% o HiAbla I o ety B k5P T drheptod in s
IDNGBEt andiihesricgded @niinpeacisrpequence is areseted ig HEO . The DNA
seRfGibrics iférhe RYadheddimarbefiiRcheally dhal o LBH 1G5 préserfddlseSEQ I0mad:15, and

thgﬁﬁt@éeé’&aﬂo am@e%r?c%l%;}args n[b&ilth(FEgﬁgelé Ph ﬁtﬁ)%ﬁigp dﬁﬁes ;‘}Xsent
inyegign inpludey P @reciotiinplied &, ﬁ"'ﬁ'%lﬁ'S% W@Y"O&ﬁ’ﬂ‘iﬁdl”ﬁ%&'@h@ha'“s residues 1 to
10§ of SEQAD NCPA) ahdaritigddies thatladditiamallyte siteredivély comprisédlin thelr heavy

cﬁngﬁa%ﬁ%seﬁfoﬁ%oﬁéﬁd @ge(al tering) the subclass or

g an_antl %( are known in the@rﬁx)ertlnent
fiel ”"S{Péﬁmﬁ?%‘l?%‘ﬂ%?f@é‘ ibpgips PH® preaent inyentian comprige. within the
varieisle dirnaia of théNightt cbein e leaghyune whibe e@yplém#htwﬁmmhrmgllng regions

(c%ﬁsb *E:P ﬁ%eﬁ;@héﬁber@ lbr%efoﬁr‘ﬂﬁh e If@ﬁ?a[ﬁ Bffaeh, bﬁﬁs ofiBft 1Rl discussed

'”6’5?'?‘@% Bgﬁflaf’ n%'l"J?f@"gPp E?CEF@ PLYY hgrplntafpetggsﬁép@mlsmg from one to all

theaetof the dgllowing setivencepn theliphbeisin vafiabiddomain: iantincecitigrsidues 24-35;
reSiduds'Ea -7} Eresidiadb 80-06 ol SHELID ROR! PERBIAGNiHdISERIoviHE) herein

ok, A LB R 0o SEUSHE e bp g CBRELAShn e
hegyyeliain -3 heTrmadampeng the; iﬁtlb&gleﬁ Brayidedshesele grerihasg camprising from one
tolalPtés drihe folldinglsBqueAtesaflhE hadvy RRain ¢dridblé dorusingesidugs 31-35;

r&ﬁ&&%%dadﬂeﬁﬁgg bﬁzgﬁ%%f&a Mé pgdi es of the present

I'nventioh I nc are Timted to, antibodies
that conprise, in their light chain, residues 1 to 30
109 of SEQ ID NO B; and anti bodi es that additional | y
or alternatively conprise, in their heavy chain,
residues 1 to 115 of SEQ ID M@ 16. Parti cul ar

enbodi ments of antibodi es of the present invention
conprise, wthin the variable domain of their Iight
chain, at |east one of the conplenmentarity determ ning
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three of the follow ng sequences in the |light chain

vari abl e donmai n: am no acid residues 24-35; residues
WG2005/947330d resi dues 90-99 of SEQ I D NO 8. ParRGCHLSz0p4/037242

anti bodi es provided herein conprise, within the

var i ﬁ@n@thg&m?doﬁtn%ﬁt Egiﬁ‘dufar by §$?"1’r‘|er] veﬁﬁonl a‘?@&{l} eclidGrof the group

o 1 b sy 305 2 st o e
samengpitors asd-4HN can agtiwdy Hat enpletes whin b4H 1dbr bildingftola IOdW\atgxpresses

hmue-aa% édﬂb&d?%ahﬁ%‘éysséé"é‘btﬂloy‘éél béihlnﬁofqi_@ﬁ’ﬁlaﬂd ar'i %ﬁgf@nﬁdmg
Bt

esj dues 50- resi
SR b S5 HirReRg A e inaces s B by R 3 ing

af@?m &ahuman IL-45ihetizsubatantiali savivelertdo Be bindieg aifvibyref L4 far kuman IL-
4R.eHybeitiatia Ed1l0ings that p@d0tHENy SGhHnttiddive alRb atePrihided By the present

tbpody that I's cross-reactive with LAHL; an antl body

at_binds to the sane epitope as L4HL; an antib
| hat OB ARETAAL RFIoSBR ARIMISP! LS i iRy iy a i Gsibgh an L4
argagonisispdan |l idvanadohisid ) orsrensotimentgn aflibbdyd hedresetion dossesses

ILDL'-t%dRﬂb %@ﬁvﬂ@&lbkt\éhﬂa)fy ﬁ:{ %ﬂéﬁﬂo el LA 3Rd b&g&sgﬁl flldf3r1:%c§mg activity

s bR eonivelept i tdhor i Sint Sy Ay A< oasien b obeble
canverdiondl &sséR(e.dhaas measweadbttizen@D2H dxpressien assbydescribed ir'HE(ampIe 2).

bi ndTﬁ&Dlgégt bkhos o?{lf;e hgﬂeﬂ%gegoﬁhgﬁcléﬁﬁlg II%H{‘ chaof LWWS'O : ed in SEQ
o3, 25 %W?a?g Bl fEe otk reshod A SERUE ARH-TE e Dra

selgherice fir dhel vadahle damajn efthe heipidy dhgintohiedHili$ priesentadasSERUIDINSi 15, and

In

~ th@ende@éd'arAo béid Qeqla@nc%f'ﬂ presdRtedin S IPRONE: ARibBfibPEMY Frbsent

inverﬂlti&nﬁch?&bg a%ejbbvmﬂgl %t’lblg@g% h;?fcotg@)ﬁsse%g rllrgllpﬁg):ham residues 1 to

(@OSSGSSGS

i SER 3 NO: 10 andvatibasties @mtﬂddltgn@jly goajiematively comprise, In their heavy
chialn; feSididsOrctsi1NG of 8BG MINQ:16.Subst anti al | y equi valent to

t hat Pﬂlcullaéll Equod%H&rns &“af-nilb\ﬁ'd{% oﬂgé/ plggenpﬁge?\%r?&n{ﬁﬁa@ %’thip the
P

SUI conventl ona
vagipledomaln efdhelightcoai,at H’é%"c?n“ ge F‘?ﬁ“%{%ﬁ?ﬁ”@ defermining rws

(CBEg) enlypervéridbliecegians| fatmddn theightchaif oftLidbi1] CDORS ofllaki1 mrediscussed
in k&itpid 5. ﬁﬁ@sﬁﬁ‘&rﬁ%é Jhtl pﬂo@ndla A Sre tﬁ&@ obltr\ ti tSjne to all

e nce
SR g Hng S0t ndta B B LSRR IICAIaBY o adSaeauss 24-35
regifees 1 Si7; a;rmmsm@s B0-88 of BESYHI DNO: SEPdrizuleCariibpdiestovidedderein

asladlhia me%riéiﬂ‘é &n&w HafF Redvy chMdile 2ERESR dnd & trﬁﬁ%hé?round in the
n i 0

g g

ey i o T e S b S SRS RiabdHeER! L AbBEL 4R from one
toahthrge qf Ff‘@H‘P"OwWa |Smueﬁ@§|lldﬂ]e Beayy ¢hain \@Oeb!@)ﬂorwlg mﬁlvlunﬂi 1-85;
reﬂﬂﬁbs&ﬂiﬂsbﬂdlréﬁddehw~1@ﬂﬁl§EmDNd y6.0r alternatively

O i, S S i Oy} o
°°6F'3tt"'ﬁ ef s amantipedydhat !smsgwﬁwas@th L1 tenantitedy that binds to the
saverapiidpeans ASH®ian snfibotiibiy compgds wiHIEEH, fordiindingac & célltkat @kpresses

C

h ﬁéLr slgﬁn%ﬁwd? Ha{ %ors]gég%r ﬂ:uﬂbﬁiﬁ&l %nﬁlgllycb? IS_%H“ gﬁﬁﬂ antlgén binding
frag 5 foieafis akodifes i e mbofier B AT ody hapia inding
afmtmhng _hdm_mn iR thea 5 sebstantiaiy edielsdalére teethe biadieg affidity @f L5H1 for human IL-
4FE %Fl&&ﬁd"&llﬁiﬁé%%é? Ralid® aﬁk Luc%%nmass a|9£ aﬂefa,?ovfdeb bk BRsent
nasguences in t he |ght chain variab dormai n: am no

SO r esi dues 24- 35; residues 51- 57 and resi dues

90- POnexixampig of BbiNpitd actvhy of L6k istheabiliydo tlinctiongs both@e d4
anRbstand 66 NP3 dtagoMbt! I dheteh'%o&iﬁlbhta&{ ﬁtlﬁ'&ﬁ'%f e Mverltof péssesses

IL'EZ%%MM E&fvﬁ/ suﬁgtﬁlh.@@seqﬁlﬁﬂ%nt ?oatpr%t ﬁg L%I\iﬁRS %:{Rqsgega?s I% 1§%Iockmg activity

prOV|ded herein are those conprising fromone to al
three of the foll owi ng sequences in the heavy chain
vari abl e domai n: residues 31-35; 30 residues 50-65;
and residues 99-104 of SEQ I B NO 16. I n another

enbodi ment, particular antibodies of the Invention are
selected fromthe group consisting of L5HL; an

anti body that |Is cross-reactive with L5HL; an anti body
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affinity for human IL-4R that is substantially
equivalent to the binding affinity of L5HL for human

WO R00SAR33Hy bri doma cell |ines that produce anyPGLEH2004/037242
anti bodi es al so are provided by the present

sdb@ﬂéﬁ’t&ﬁli él:[thival@‘iﬁo SapEbA1 Oéucﬁ iRy A8y E@He&%éd\m ﬁrw s@ﬁable

.S t abilit

copReE P oo o G oo Ao REFRRSH RTPe 2)
an - athe Bbaiyequendetod thierveriabie domajp o the 8/ chaln of- léHbrSdtrkaenQd in SEQ

IDAGDH Y, ighd thaWReddaB binfHol akid 884leta 1§ B.tesérﬁhdlﬁl 8EQQH Nkl Tha DiiA

BRSREES TSI T DSheR gy Lot Pesinet BEEED youts, and

U
the Bppdedsaroino geld rs%quwoermprew@tqdwaﬁm &HNW Ba ﬁpflbgﬁlﬂf afijhespresent
inGeHMPIREILH) Bt aRSER MMt t6] antitdSiesBatdoidelsd, i théitlighldhdin, residues 1 to

1 RERIH W12 Al arﬁlg&:ﬁ%ﬁ thit gddu{bnﬁf;(; teﬁna%fre[y %Frﬁm%\'% their heavy

sequence omaln"o
cmasmsudgeﬁoﬂeééﬁ%%ﬁ P NgdP. 1 D NO 11, and the encoded
am npPariqilal esdodieante of antifodias eﬁmedresent BRetibDcddprize,. withindhe

eR%'ﬁe Eorﬁ%ﬁ‘ Eﬁtﬂll%heligi'npéhafnhﬁ 1848f I8 Bt e g&ﬂﬁérﬂerﬁént} Jb?erﬁlﬁﬂlﬁy'egions

0 en
(Cgﬁsb@éaypgﬁ@?ﬂpled@gl ns; 1ﬁ ahggt -:E?g g@r#l\-ﬁ d aDi-'\’s gg%qﬂloare discussed
inNarfigle 5 Afbushardorestheéntibbdiespravided hereinrvethosecsomiprisingdtm one to all

thide of e Sollbfing sédlieh&d 11 Me I %%%Uﬁénamﬁéhﬁﬁe ddAidin: CARTRY éo‘&ﬂ‘emﬂﬁés 24-35;

e ey oot sevtap SRRt o9 Brad apbenes @P‘%Egalhefe'n

canoprise.ivétbin thervarialde dommlawhelrdﬁaww aip.cad legetege of the CPIRS faynd in the
heeke{cdin MOBRE. THUS, é?ﬁdrigﬂtﬁ-‘éﬁnﬂ!ﬁodiéﬁ’@ﬂﬁidﬁ@hﬁr@tn @fe tAcHeicOMPish®) from one

f th
g SR B SRS o b Bl Bk pes 3125
residuescROiS; anrasidyastdp- 18@9%‘?&9 &l N 18-egi ons (CDR5), or

hy pe mémbihabdnsbodReEng asmcuﬁaa Whiibodias bfftie inventidn 2k aslectaf from the group

c&n?.l"ﬂni c{?gﬁftzd%ﬁ Lrt'i:g'ﬁ;é @b qsf GbsCHah ﬁ&k”'g{. i ngﬁ-rgﬂﬁﬁoogthaTHHés to the
SR 2 ey abqmeen g B2 BhSndioh B eyiphigat exeresses
hmatuemaem amnbd:dyeheit podsessel a biologiaal iaalyiteofdd K and an ahiigen-binding

g By gt gHRS aambﬁdiéﬁh Qh@%&b}ﬁt uﬁlrﬁi'atilﬁ&ﬁ hQéiﬁﬁmdmg
aﬁenrs%?rmumegnp ﬁ@ﬁ“’%ﬁw@% it B aiEy Y o rumen .-

4Rehytyidoha el lines thitqwerduceany suth antieodisBrRisofan pravidad by e present
ind&aMy, chain of L5HL. Thus, anong the antibodies
provided herej are.

IS TN n
thre Q”SPXE{"FPée ?f%l ti oé%icﬁgac Vi la SPﬁ@(g e gli)iLt%Poﬁ]uﬁ)ctlgn a%b%thaérl IL-4
antagdnisbene andkdd Antaganist. do ere gnh%'mﬂent ee 511%6%01‘5'@31'@@““%8388598
IL-EBlbékiRaciily dihdtanfianpeidnaldniNOhal 6.L.128 dnd passeédee 1L-13-blocking activity

@gFagge{IIggﬁl#valeﬂ?‘{ottﬁaq g alhzaﬁéég%gﬁ\} t? ?’nag Ee Fnlaﬁsldr%ﬁ Q?y Lftarid €
coNYentionl psea 4¢-0; & ErRSyEindile EDRR SN SRHOD 255Ry desgiped in Example 2)
ant i lypelpNA rsaquehcmemet variddnedonssinef thepightahein asl 1HRIs dr@sented in SEQ

|§‘N{:>I b@ﬂ:‘/t{lé Sngag’ﬂé%ﬁ& £dd é’&qhéﬁc%% f&&e&tﬁ& gﬁé&%idg@o %0TRe DNA

speEeJardie YorBpIS AOigRIE o e peavy P G112 6 presesied o élP NO:17, and

tlﬁrmucgieu ahinocicidgequeneminprsentdd IaSEQOD NOHES. fﬁmtilmgl@s rithe present
E'Itrtfop Bglh ’coutl de RQ‘ﬁmﬁ&ptg dinfEdales tﬂab@on?d?ltsé ROE¥ir RS cHRIn, residues 1 to

19%2;3915% hi?ﬁyﬁﬂ'@%hﬁ kel Hghaly wﬂ\?'amﬁ&e'gﬁ?frwrswn B hgavy

clhﬂnﬁ‘esidummmMEDfSEQID MNPHBi doma cel |l lines that produce
any PHABUIA EribaaeRE oaérﬁ[eoeﬂuse,f Pe %esgrﬂ%vbfx‘tsoh lRempriseSithin the

I on. a biplo a

BB 2o o 0RF o S i et ey e B Rmafiiny gentfil rebions
(@Raigw hinsrvasialie eagions, faupd iribelighihghain of L2 {dORsa) bifilhers discussed
an anti body of the invention possesses 30
I L-4-bl ocking activity substantially equivalent to
that of L1 H2; and possesses gol-13-bl ocking activity
substantially equivalent to that of L1 H2. Such
activity may be neasured in any suitable conventiona
assay (e.g., as neasured in the CD23 expression assay
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the encoded am no acid sequence is presented In SEQ ID

NG 18. Anti bodies of the present invention include,
WO0SE4B3hot |imted to, antibodies that conprPsEUS3004/037242

their light chain, residues | to 109 of SEQ ID NO 4;

indRemple 61 P @rﬁoﬁdtﬁé arg6dids PHRleb Yierin a?é &%J&H Hﬁh from n pre to all

h
B v sb s RN ot o Btori e r%on?qi%aaﬁt@ 24.35
residues Rl -5 @uiapgidyes $8-90 obPEQ BhiNe #s Bartipiiariantibodiee provided hersin
cangprisa olithin trenaiiableodonidNesfhdirhgily chiIR i alleastiont 6AG4 CDR@ fdaﬁd in the

Q@%:&W!L nﬁ'@gl afr%ong %eeé’nmo@eg ﬁro(/ﬁg& }QJ}&P] Pl(e OS-B blgPl’lﬁ_l'Eg from one

rvar.l er
) riq shine Jplowingrsseacen i e dewy < RS Ga e rstdues 31.36
reﬁméswﬂsoandoagmggameafm B NO:t8lhus, anong t he

anti F\%ﬂbtﬁ@r d?ﬁb@!lh\‘(i,ﬁldﬁﬂ'ﬁ%ﬂ ?nt estJ?%Qn\%ﬂmrdrg‘ééf&t rfr%m the group

uences 1 n
cani tmg o& ﬁt{'}% an, gr}tngrm that srxl'eacgyﬁ \ﬂ% g,cpn,a(ggtpqglu that binds to the
semp %ﬂpe asdd Halrasntisodg that comghetes witilLiHS fObidlingdb a SEIGhAtiBxpresses
huNGInAL-4 R engibddg Ehaﬁﬁﬂsb&b@gé §§|0EB§|@§( b&ﬁﬁb d1€4193;3nd 6 Hﬂ%bﬁ' Binding

h
rdlolel 1 shi6s el BIR ' i SHC G e e biging
affigity for hyrgan il ibatisrubatantalitetuivelen tothe tioding effieityref BtHS for human IL-

4R, hioded gl ulﬁesnﬁatbroamémg sudh@nflddiet BS areq;fm\ﬁdaa by the present
m\&éﬁh&\ow ng sequences in the heavy chain variab
omal n: resjidues 31-35; residues 50-65; and reS|dues

98- 192 Bemeedf # Poiaical gctivitnofdAd? sdhe shibdafunetinn, as both an IL-4
aregobisicant an ILate antapdhiets IroénetenodimentNin Atibedyf felirtehtRA possesses

lLW—t%EkhE Smgﬁf’éﬁﬁstarﬁf%%qﬁkélgﬂ t@%_altlo}'_bﬂﬂégnd }?t{& %ﬂ%& Rolg}fxtlockmg activity

react

L‘E??‘ﬁ%?@"& esuivplent i thatars 1 'é% %L@B gctiyity may hagneagyred in waa'yable
cmwmtrortabaq;e! @g.\&s neakiredB tfeaD23i exphiesiprt ansay destribet mcExample 2).

exXPraeIim sdudis of he Qﬁlab@ r(‘loﬁnﬂih 'ohﬁg NgHt E‘r‘ﬁa‘in HP3 ﬁ% %}?Seﬁ'ted in SEQ

| {
0PN Si h R sl Aty sPibenie Rgoert b SBRAS Nk, g
seamelquﬂntvarlabhedomﬁn & Guphelreysshein bi Mt&Bnq;pmsn‘nfadmlSﬁdleo 19, and
thé esaded émlﬂd?adicr@quérﬁ:e M@eﬁﬁ& infBH Y IDAGLHDY, aJ\lﬁfﬁBdléé)of resent

iR e bt Rl e b, bl 5 ot it it Sty etues 110
108,055 FQEHNGiA: @nﬂeaqﬂb@w@rihat aglitionally ot alisrnath@iyecompeisey Indhaif heavy
chbinpkesigieg alto a8 or GECMDAO:20.H3 I's the ability to function

as qﬂatrtil:ulﬁ_ﬂ rblgod‘}n%n@q:}fggt%% %nfg@edp % Lmvenﬁ%anh% e, wﬁhtn the

In one

vapigha dagalnLor far Iantshaipat legst ape ¢ e spmplggenigrityidaternyining regions
(CBRw), oretlypervariable tdyiins Fburldiin $8 light BithiPeT$.3RS.SEDRs of L1H3 are discussed

in blsimbit ' G5, ifon e eblidalies BB Lot R LN BefBirofone toai

€ neasur

t“@ﬁf’{ the, °&°W LeGURNSAY M’iﬁ.ﬂghtﬁglayar(aéleg'oma'as aping e0id sepidups 24-35;
regidies ED23 apsl prsklses YROBSFSED IDSER4.i eeibulanartivedies @ovided herein

ooxﬁﬁ’se%ﬁtﬁg VERBR dBfain %wggﬁéﬁﬁ&%@ﬁ%‘f‘?\% %EH&%E&J#&Q’E&M in the

heawccaé"aa 'a‘H"’n 'é%ﬁa‘ggve B Bpibadiespryided dyseein Arp fioagegmppsing from one
to ajCheee offhe fahdiing sesyernes in theneathehainanariabie dontdmredsilues 31362

rediRY ¥0- eb@h&'réafduéd 9a%|ii)4lo$sﬂm§ﬂotz%d as SEQ I D NO 19, and

t he enp no aci ence ented
N, ORI BB A EaT SRR of Be P B preloPi o dte aroup
wmﬁtme\?feu Hiéx an anfipady ghat is croamrteaptiye il LtHia en entippdy that birids to the
safnb@pltopk g DTHA; BRbritibodycthatdbippetds With L1110 ﬂ:r ‘Bfndiﬁ&fa d &II et ipresses

nat

hthQﬁi [Laiﬁ 'ap 8&|n8§sh$£t3)5ﬁ&99és b?tﬂn%%cayac?\étg o dlu1z-f4 gnd;ap aﬁ@n&andmg
gEey Pf?rNGf g foregaingiaatiodies e 9@ PREMIBeTS thoenibbddis bistiing
the present invention conprise, within the variable
domain of their light chain, at |east one of the
conpl enentarity determ ni ng g®gions 30 (CORs), or
hyperval | abl e regions, found In the light chain of L1
H3. CDRS of L1 H3 are discussed in exanple 5. Thus,
anmong the anti bodi es provided herein are those
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conprise, wthin the variable domain of their heavy
chain, at ]Jeast one of the CDRs found in the 35 heavy

WQPpWAM4T381 L1 H3. Thus, anong the antibodi es prRVI/HEW04/037242

herein are those conprising fromone to all three of
afift fSrPLBNILLGR tﬁ&twﬁmssﬁuawe&memm bmﬁg Qﬂ’lHl%rdf @hl:@for human IL-

PR Sy BotREgeds oS AbEHes i i FEiHEY B e proent
imgetien-cul ar ant| bodi es of the invention are selected

f.r oMOhé exegipfi? a bRRISICIVRY o1 HY Jd-#s alslily ﬁmmﬁctmdas Hobadn L4
ot Saope0aR s F2ES infoltet o bt diopfftnt 28 @6l of 1Rl B Sossesses
ILcdyplpring sictivity subptentiqly %'wabntﬁ@ thekof LaH4; apeé pq:ssswas IL-13-blocking activity
substanieiip eduivalenttathat af-L4FRY. Suthasivitpmeybd Madsufsdss e tiiable

i A\ =

Bl Gy (5 o ' U o SRR} B 2

e b o RN SectRbce 24 TP KAt emials o nadighi GhamoRkg # IS presented n SEQ
ID2¢03/ M?ﬂﬂﬁ&wﬁt(é’ﬂ/ahﬁﬁ%&ﬂ/@&ﬂe’ﬁé&ls pfdsbmted i stEmumommﬂeLele

ség'fﬂf@lfce'f& ti?é%ﬁétﬁé‘&dn?é 4 &ftmamhgfﬂtof Lfudif Ere?é liq ID NO:21, and

0 efsed AP BTG SAUENGH PSR Ah R BN 2 ABOgeR o ho prosent
1n}zﬂ1‘¢m ideludehyut imteenopliraited g, aniihodies thetbsempres indhairfighiechein, rasidues 1 to

100 & EEEM hlg NO:AGhd Hithydicd that alblgi%idngﬁld?gléé?éﬁibélgﬂoarﬁ]p{ﬁg% gmntlﬁ?uédtr Rdhvy

as bo
cqaﬁ' Beﬁgu%sﬁg%dlr?@fn%&@rﬁ%% I body of the invention

possBadadar emhodimw%@f@h@ds@ ©f the present ipyention cauiirige, within the
vefigble Wamh &R bf thér lighiedhaiff at lehstlond 4f the BsheASHRFBAStermining regions
(4[#53 %r P%E%gllllﬂ’% @84?\’/%%%@ [\I'/I ﬁ}%%%ﬁt%ﬂéigg Lﬁ%lgeg\ﬁg\é aif [i,‘“:‘ln I-gl re discussed
in exarpRle ﬁeThL@oﬁm@\sﬂhWDo%ﬁswideé gein agstheRscompesing frpm one to all
thfea2B the X§IbWIAG satnees MtheIRMEcHamadridbie dowinD lathind) acidTrbﬁdLIaBIé4-35
AN SRRSO Bl i S
CORMANAR, WAfpin theva Demwtein. ot lpshonepies GDRafeund in the
thWchairB:?l Uk eTHUS,ramtong theantitadles paboided ierelih artefiitosk @airising from one
15, Al g BERSTES o SHE BT B 15

pes»0-6R 1B Uss 9851104 W@E&]Qﬂﬁg | nventi on i ncl ude,

but lrasothertenbodimeridpartizulenattibbdiel af thetim@htion@ngsealexted fiom the group

odgﬁlgﬁﬁg r?ltf %E-h}f arff g}ﬁ??}l ttﬁeE; W ﬁ?&?gﬁaktl\te(’«ltgﬂaﬂﬁ %raﬁgﬁd\&/ Balhdbito the
902816 o 61 ool S Bt oo

htmanstJEe;R; qn aatiroplp thalpasseages 2 biolegitad d¢tiviraf &1 H5; aaqharn #njiderebinding
frafmenhét aRY 619183 Yoreb BN artib&tlesC (WEHeI eﬁ'rﬁ)od'mehhth@ ahflRddy has a blndmg

I
rﬁ(&ﬁ‘o@?hr‘ﬁslﬁﬂﬁﬁlﬁﬁt%su& e'tlrg 31 rﬁlﬁ r(ﬁljo fgegiﬁ@‘ e@t Bﬂgsrf& human IL-
4%y|r!@rwm el lines gy P@ﬁsce &Ny Sval mhqulcve alsp gwtpr@waﬂ hy the present
inbdhtiolCDRs of Li H4 are discussed in exanple 5. Thus,

among,d Sém%@t&f Q%Io fieal Q&Rz?()( Hﬁ_gHF Ertﬁé i 6 ﬁ}n@fo‘cl‘leﬂs poth 20 14

co rrsin
andagahish o & fLa wgpwahﬂn IR RtREF 10 YRR Possesses
ILalehlatking acttifyesibRdntialy, equivalsntdaibat db L1195, andypdsesass tIiUIBSJlocklng activity
s&@taﬁ’t%ll@équﬁﬁ@mt't@th%@fﬁ H.'Paéljc %&W m%[)kfd rﬁ%@hféﬁ P96l

rlse varl

TSR 6ros IeRRe S DS RsProsyiEn Rae eseribe hﬁcample 2)
he av%edbm seqoénce of thd variﬁhbsipmanmh’ge tighd claaht oflhdHS mpresented in SEQ

DN, 8 the EPESIel aftir@ i R8SuehTR bha%érm&i |T1 BEG‘JQ% 4. U fhe®iNA

nces. in

seb R e oAl oY ha o L S o SLEUB NO:23,and
the Arpodedsaraine acidsquese i preseaet FED [ENORA. Anfibodies of the present

enbodi nent, particular antibodies of the invention are

selected fromthe group consisting of L1 H5; an

antibody that is cross-reactgye with Li H5; an

anti body that binds to the sane apitope as Li H5; an

anti body that conpetes with L1 H5 for binding to a

cell that expresses human IL-4R, an antibody that
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i nvention. One exanple of a biological activity of L1
H5 is the ability to function as both an IL-4 35

WQ 0GBt and an | L-13 antagonist. | n one enSHIH9A4/037242

an anti body of the invention possesses |L-4-blocking
ma@mbfv inbMde; bltdr@Rdt limiddyto, @AEHodRS ﬁfét canfpngél # thé&if lightlohlinlf@sidues 1 to

Ki bst anti.al |
eqU| RONENOF onb pihae Al Safordfyor g etyBY SO B b heany
ﬁﬂ@ﬂ”ﬁ"éﬁ?@%@@a’ﬂ@@“ conventional assay (e.g., as
meas BaricLlarenbbdimeiie 3f aMidRS of B8 pRsan jhvedias tohe e, Iuﬂthm the

vﬁﬁﬁi%bﬁaﬁ)of gpﬁgh% S@c%@%@ oP{hetcH'ﬁp%‘ﬂéﬂtQ@E% Beé](gns

N U A SEkifFe SORS o} trseave igeussed
1n| axarﬁﬁ[@sl mmmongﬂhear{ﬂbﬂkilesaﬁma GereinGire thbse ooaiprisiig ffom one to all

R GRS f&fowInB ﬁe@é thHé‘Iad?lt HairlJaribdr &o?neﬁrf SSAR &ﬁh é&dé@% 35;

am no _acl

o PR e pesistes PBSRE S0 IRNP o Sattiedansiioies praydehperein
cRApriv vﬂmmsmwﬁasadmd @ﬁﬁmmeamﬁaimt icastent ni:the COBS foded in the

h&w ct?eﬁuﬁofrmﬂs | Tﬁﬂstéﬁ%nb the a’i\ﬂﬁddﬁe@ ‘Bl-o%ﬁe& Hé}ém %@Tﬁ&de%%m fidhg from one

o] re o) B i gk 4 Bty et FrbB e ops 310

resigues §0sG5; andresigiss 98+ 0ARBEQRN®24.r esi dues 1 to 115 of
SEQ InRnbiReréhmbokdfichi, patticiar Qﬂb@ﬂémmﬁﬁn@ntlﬁi&é Méﬂtdﬂsfroﬂf the group

anQEtir%r of Efl—lrk% ﬁ]’: QXtﬁ)pélJ tﬁ%} ?%Sgrnr'eascg}/e % L] #—@ angt?odyxhg{ Eum?s to the
smﬂeﬁﬁsﬁ‘ﬁ lHpt ap aﬂ'&ltqslv fiehrompeles yith hEH6 fedmr@r)l to gcell that expresses
hinysrelL MRt arediitiBodydigit pobsessbOa Biblopital bEtRit) srihEE;@RA b attigen-binding

frédnﬂ?‘lt o%f tﬁé fotégg Fgarﬂﬁngd!gs' éﬁ: %ﬁ%ﬁﬂ)&d Hén? ﬁ%’% |b%d9 has J‘Mﬁdmg

rovi
f?’&%ﬁ‘% hgllfnﬁgl I%ﬁg%@:bﬁtantgﬂy equivalegido the btnﬁlgg p@plpydw_ﬂ-é(i for human IL-
4%elq£badm caliinestbatiprogihde ariyaualn antiisadies lalzo dmmo\m:led aythe@resent
in@&&tigh." esi dues 24-35; residues 51-57; and resi dues

90-99 of SE 4. Parti i.es..provi

hor cORS R 1 Abitpscatar it ofi B 5B SO gAY o et n L4
antagshist mmyL-(‘c%mtmonlat In enesmbodiment, an Adib@HRE thednveotion possesses
ILL4ockiNg %\’.‘ﬁ(ﬂtﬁ%btﬁnt&ﬂy 'Vlglemt-l_c:li‘tl’llﬁi';r ofﬁ'i'?fhi’@ Qn(? Eé:rs]sé’sﬁbé rl’.OQLIﬁ’o%klng activity

S i Si

R By Rl f B 1 6o SRR RSk e P bl
capygritiansl assay (eg- -nas rliw@gwadj@éhea@@?xmeﬁw ghgewdesoibed in Exachple 2).

r esi TheesNA Beqliedce@f thobsdiable dbiRaid 4f thk m?rﬂBﬁHWQTU H#6 is presented in SEQ

D:"é@ d%nqgﬁ% encgc?erdtah%l atld sg&%égeolg :q%gerﬁ |"| I&%P I@m ﬂg rﬁl@
SegHence e aEgolg @ﬂ@?fb%féh%f@awh@@ ok 1HG | iiarem*edaaﬁ SEQ ID NO:25, and
thaahdodediyminb atld bigneitcetisprédeated FOSEQD EPNORPECARBotids didhe fBsent

in@é?ﬁlérplﬁﬂﬂdet, ﬂﬁtarecr%?ﬂﬁﬁeﬁi’o ‘éﬁt‘bﬁ? %slthé@ofnﬁﬁseb n%’él gh cﬁalﬁ resldues 1 to

Ses
108 5¢ SECUB NCEA: B o oo g el O BhaaChay coifisay el heavy
chaint fegiduesol lndil hiof SEQ dNERE. of any of the foregoing

ant i Ihé?ﬁﬁu?a‘i embﬁhirﬁél‘ﬁs SERALEE B the ﬁr@%n@ﬂ@érﬁ&%’orﬁ]ﬁ& ithin the

Vagabg% F%{ﬁ?'ﬁ‘ gyt ?}”@E‘Zﬁhe'& ﬂéﬁ?r{t%ae Pﬁ@e m%m@f%lfquefﬁrm iping regjops
(CR&s}, or hvparvaniablelregins AfdundHiy theilight cbei of U1HB GBRs bhicitHs are discussed

in BXAEHIES. TR, SHrig 1R Unbikuaifts ‘éﬁwﬁb& Reréh ‘ﬁre%&\é'cgﬁgrléﬂ'}b foRfone to all

nvention. bl ol ogi cal
e 576 E;gm'zs'ﬁg FeHubR; o P TsRERR vEgple forine ity ah rpsitugs 245
regipuies|51457; anqiresidies 88-9%ef BECHIDINO: 43 Particulay enfibodies pravideticherein

cofripISk] WATBIN the vaﬂabw’tiohbﬁldif tHer hédVg chaly, afikad? Bn@&fmound in the

by B E 16 135 b HSHF bk B b o one

25 substantially equivalent to that of L1 H6. Such
activity may be neasured In any suitable conventional
assay (e.g., as neasured in the CD23 expression assay
described In Exanple 2). Thegs DNA sequence of the
vari abl e domain of the light chain of L1 HGis
presented in SEQ ID NG 3, and the encoded am no acid
sequence |Is presented in SEQ I D NO 4. The DNA
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109 of SEQ ID NO 4; and antibodies that additionally
or alternatively conprise, In their heavy chain,

WO p4:881 1 to 115 of SEQ I D NGO 26. Parti cul arPCI/US2004/037242
enbodi nents of anti bodi es of the present invention

1o RGd SFhe fdﬂdﬂrﬂg@eﬁ%oeﬁéth‘é@lﬁé@k&hﬁz g&ﬂﬂlg Egﬂtglgtr rlgiﬁﬂlfes 31-35;
mﬁ@?"éﬁ%ﬁ{?ﬁﬁd "P%é'fe(?%g%‘t @%‘3 h&) S?1ypgrr)var iable r )égl ons,

f ounth anatherrmbodigrent, oersieuer eiftibbdies-6f theClrentiasy are seleqedsirom the group
cohsBigss E0H7; lah aftibaaPth& |§cros£tru§c¢w@mm Htrhﬁm a’#ﬂbdcﬁ)@ﬁt ﬁﬁds to the

%@%J[tgﬁ?da th.ﬁ'f—ﬁ Elgod& m c?omC g Ie8 es F&l qfe) II gat expresses
hpagn 'bﬁﬁea'b%w*a?qar thag R?Sﬁessa%a Biojoglgal eetefﬁv 9‘44 HE: and ﬁé Qntlsararémdmg

fréginen¥of aay of theforaving atBodiss, A ofsRhHoiniemt, the dnatiddly Gial @Binding
|
afffly ke |L9¢Fefﬁaﬁ§&bgfeapt§ah,ﬂeq§%mﬁpme%ﬁu nd/afefty/br L1 for humen 1L-

domal n 0
4R Evkeigpa o) JRes et Pragkics MY LY 0K 2 Hagcies lso B1e Rigyidepibydhe present
ingentiory t he anti bodi es provided herein are those

CO”’Dbh@b%pﬁd &@bﬂlﬁicﬁl@c@ 31Q.qw? %Kg’%ill to functlon as both an IL-4

LT/ 1S2004/ 0
BT agen 3 AiagrnRt Jn PAHPOgIIE B SRk Hhe Hkeaiog pagsesses
IL341bl@$lng acipydy elpstantlly efiivalantdo thebdf L1HE 298 pdsBdsses ILSEDIedRIng activity
suNGtarfally eduiarRet b &at @’TQH?“ ﬁ&:ﬂtactlvﬂﬁhhjf 6d/nadsurditin Qa%u@éblé)f
odréoAkf Sebel o, YeERUST hibe CHALERESH By aSftep i o 2.
H7: &fe RINA BesyEncerdf Hle vBiiahteglomeintah the ljight ghain efdi1Hg jrcpreasnted in SEQ
IDo: 3pdhdamy érieedly drﬂilﬂi amsﬁlﬁneés.s\mdsbntbdm IdE ID/NGE Mg TINA

I
N
thg ﬁmoge%arnhﬁ arig Qeq“PF%d?r@ﬁ?e”W 'fh%o B? Pre8. fptihegies pfghe present
meérltlmblﬁdudias butlare ot tmittihia Ghtitdbies thatw@mprise, Inabyir lyRischain, residues 1 to

c@@EQQD N‘i*fff aHH E:lytlbf)tﬂ thé{%&]ticlnhﬂ A(:E*afté?ﬁ’&twélg??mpnse, in th?ll’

nti al I ndi ng Init

yi v
WH¥§EPS ? WyBPi domm cel | 1ines that produce
any Bar&d:ulem etnbbdineds ofzdnslmdas of the presahé thvéntion bemprise,sxdthin the

vakablb BYREh bReir I@i?ch%h‘\aémalagt Ak ofthb b&hﬂ&h&ﬁéntﬁ@e‘téﬁﬁ\nfnﬁ r&fions

(el gebiPetvachule oty oy m fedighihaf o1 o BReiapk k7 Ao iscussed

inzrarapte 5.OBlE, erhorgtee amibediesipoovided Berels sesthodel comphisingfkirmone to all
thaselor ihbtfd{lgvgtl%&]%@ﬁéeﬁ lr] the RftéRaR vﬁﬂéb\llelt cgbntmtaanoaéﬁgd reffdues 24-35;
B ine R B e 03P of S NG Ritler HRPRgE o fed Roro
cmis%u méthin ithe »ambl%@nnnaamf@ei heawy ot len%tlonagfstangPBs fpund In the
Ry SRMSHI LEE7.1 Thubendnbthd =AIYIRS BioVibediSsrail aféaRdskicBRphising from one

to%?i ﬁ{?%le&l Rl ow%ﬁ%e@ﬂ%&?@ﬂﬁ&&&g %g:ié Qagiﬁ%!lé gbrﬁ%d'l %E%&UE? aflas;
regjdyes, 5°aﬁ§da'tq{85'@l‘?§8@'é94 efERDAND:éB.sequence is present ed

I N Sh@nbther¥mhbédimBAE padithlar Sstiibdiacd tHelfvehiiah ar@dlefdddrom the group
od?lggﬁg%g QT He: QFP aﬂ%ﬁ&g}’thé‘t *La&r&g%achve Wit L1§3=°Jnea%ﬁﬁﬁdg %a?ﬁndcé'%&he

seecERlnfe iy LT Ho:mgniodyhebsmonigs o T HEoghindingdo pealianpexoresses
hiiani ¢ Bdni amtlbodyd:l'iauphssedseﬂ a bivlegicad tictivitynof1.¢K8;tand an antigen-binding

ﬁﬂiﬁﬂng@@h)@& the'Bke, Glﬁﬁ@ﬁtib&ﬁes 'Iﬁ‘oﬁe‘@ﬁﬂodﬂrﬂeﬂ“he%h@do@ hasalhndmg
o P 1R U RPN Ay I 1 DR G GE A ymen -

4R hldrbndomwlldimat pragudelahy sichSEpodies M 2@ prévided by the gresent
inggibgli nents of antibodi es of the present |nvention

conp, t of .their Ii

char a1 Semple ol pBileae i & ia fasinfl slpbfitas aff
aﬂ*@gﬂl@’fr@d 28 'l( t&ma}qon'é‘t Imonscampadimgnt, an andigpdyref thefinyariien ippssesses

the light chain of Li H7. CDRs of L1 H7 are discussed

in exanple 5. Thus, anong the anti bodi es provided

herein are those conprising gsomone to all three of

the followi ng sequences in the light chain variable

domai n: am no acid residues 24-35; residues 51-57;

and residues 90-99 of SEQ ID NO 4. Particul ar
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resi dues 50-65; and residues 98-104 of SEQ I D NG 28.
I n anot her enbodi nent, particular antibodies of the

WO 200504738 are sel ected fromthe group consi sECHES29P4/037242

L1H8; an antibody that is cross-reactive with L1 HS;
ILablodking Reifsty subatantilnekuiviaRnith maﬁgf L3BsRNe pbdseﬁa‘és fs1 d—tblocking activity

o 3tanfilly BRUeIREE b B £, B SRl iy it areutalp ByXifbe
corvantionR) sesey (re. a8 rsastied indag CBeY qusy%@ssendmmea iExample 2).
ant i JeDA a@uuagce df thege®idle ddmamrty thefiglitieRaiih oF 2@BIid\gesented in SEQ

ltgt%’ Dol a?"fcu i %ﬁﬁ%@ﬁ;@%ﬂ% s ph%@ntﬁrﬁ‘ﬂu'é%‘éﬂ-‘rﬁ NBE. Fhe DNA
SRR oA GPIR BRAPAPIARR Noewy S 01 i 1 s Tec AR SEQUP Np:29, and
thei@néadied Broimauacill Eequéits isfrbsenttdivaSER ID NDi30e dintitodies pf thelpresent

InféhlioPHaBde2 Bt izROh frfitedilts, %nﬁ’d' 1e9fh% %JJX‘\ th&\Righf &ﬁﬁ idues 1 to

i 1 0],0 act] vi t
1 or ETNGEE st Pippa el Boieeir i A e o eavy
chair, raglduesst todnBloftBEQ ID N@:3&nt agoni st. I n one enbodi nent,
an apariflfs ¥mBbditBfts bibrMddlce B the El%ﬁ&ﬁ RSertibn %prise, within the

0 04/ 037242 0
varRRB G 3 e BN UER, 1E e P e carpp et agiiinia dgions
(GRis3 @ hypervariablegegiprse found)in st lighti chgin oElLS: SMRsaf 1H8 are discussed
in@ftatha b S Mhust Smérigake Q’ftibbdles"ﬁ%md@ﬂ fbre Gird ibdeYcolpY&Ry from one to all
th%%ao? tl"nr e%lcv‘vlﬂg ?ﬁ%le%& §1 S %Fl\éve ﬂ%blleocgo?rllawgz S X%%c:éd r%ﬁdues %4-35
feE%H?ﬁﬁ@"zand reFicuepRR 99 e EENG#. PH@G%’@M@S aepvigphhasein
cdnhyeisé, iv@thih trehatigblodontzin didhdirheplyeaain =t Rastdn&bGhe BDREfound in the

ol é@f‘f@ ﬁ&%eﬂﬁe%%g&rang@dgeg RBESHEFDN Erel Hodd!cBRE G Trom one
t°d’(H e of e followingsgqueneesdn e BPE"’I! b2 %Vﬁr@'ﬁ fersaipiregiduss 368a8)
rebioued@0:85; aratrdsiduel 88-d04 ofBRD I@NMB0.aci d sequence i S

Pr esndheier Jl’nbg ehpgm anﬂﬁ%lé%’&‘%eqm Rfion 418 s@écgecdjm'n the group

I nventi.on . in
cftrﬁﬁ%f'gé’é k% §'éa" dettH@.‘Sr cregsg e 0;‘%‘% hr‘r1E'Pea§ﬁ E!ﬁ‘ﬁl‘é"é?'y jhat pnds to the
sandepibpeSEQ1HB) aN@nihody et campetes ditke 51 HSfat birdi to H(!:ﬂlahhl)expresses
hisharaL 4Ry éiﬁéﬁtly )ha@@é&ééss@a b.ble |E>Ji Qi Pﬁwwus -Hd 6R 8htiden-binding

e
N b e ot R RigarRoh ierahiogy s binaing
af&lmwcrr ingman I4R-thet I substantialy edyiveleatderthie hinding effiaibyof | kifhfor human IL-
4R.h@ytidorad cdll fiRsst thatRebd0ée 4y BuchGIRPbARIPE Bisa bid provii %5; Fe/prddnt

mgﬁ%ons (CDRs), or hypervarlable regions, found in
qlght chain of L1 LI H8 are discussed

of
i n eXBHPrREPS of ?I’?lﬁ’g’g'ca'r%ﬁ@y 9fH-é HE js theyaiilitiete fgicErn asdgth an L4
arfiagopistandrz@ 1li-tBartagdnish Nn Siegnifodinienh Breaitibod df thbInvehtiod @ossesses

£

[Iﬁﬁbl&dﬂﬁg a&lvh;?é’l\ﬂbgtgnt%ﬁﬁé@ﬂgl@& l6 @2*%51 Illé ?AE&S %8 gq_a?'ﬁ@nlﬁg activity
(el pasitalentdp rebord A HOERYch 8o ey hesmeasutadp any suitable

camentibed asssy (Erg\dsaeehsired initine CRZ8gxpiession agséyhdasciided in Example 2).

var i #b @ﬂﬁ@éﬁbﬁbe%ff the I@Qﬂl ble MY o? el Ii}t cRdin b 3R hsjﬂ?@se%d In SEQ

eav chai n .o
ISR B e o0 B RS AP i SEQ MG, The DNA
satjuense rfqr ithegyafiabdmdannein ofttlw twaly dhiin@bL 1319 i presdntdd as\@EGID NO:31, and
the SARLREE Bfind Bcid %ubr%\{é’ pr@éb?iteﬁ Ve @N@ 360 RitRdied ShelbtEsent

iy, B Bleri e o Bl S cofptice, Mytagh gt paidues 1 to
1Qfof BRG 1P N@é‘htﬂﬂd)?ﬂt@?d!esstbﬂit@é‘ﬂmam ﬁﬁﬂﬂlﬁl\f@' eamprise, in their heavy
chemD@k[idsNgo a5 blsHIPD Mo:3aNnt | body that is

cros n
Isasrg%e%?éhx lﬂrhpofl‘%ﬂ% g\‘a}ﬁg@'te ?ngg%enth{;\ﬁé%npdnsg %Vll%ig the

VW?‘% dorpainof t Wr'iggﬁ chainrRy laagt one etihe oqmmﬁmw\%@&@@mma gagigns
IL-4R an anti body that possesses a bi.ol ogi cal

activity of L1 H9; and an antigen-binding 25 fragnment
of any of the foregoing antilgpdies. I n one enbodi nent,
the anti body has a binding affinity for human IL-4R
that |Is substantially equivalent to the binding
affinity of L1 HO for human IL- 4R Hybrdoma cell
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[L-4-Dblocking activity substantially equivalent to
that of L1 H9; and possesses |L-13-blocking activity

WQWSO4i381 al | y equivalent to that of L1 H9. SuRtil/US2004/037242

activity may be neasured in any suitable conventional

GEFERYor h &aﬁlabﬁﬁeﬁfgﬁsféﬁﬁdjm I iighGnGherL P @@?’é'o@m HYSR & ¥iscussed

eSCri ce o

(

DNA seque
ngSETHS eq%nﬂrwggfe S i AR e s Pyl rom one toal
thpsrecnd thetfeligwing setfaences i thelighCoi@in variable dvenaim codmdacidresidues 24-35; |

rediglish @IQ{?U@rmCrﬁsﬂL&s 00-69 eN$El i ﬂO%EﬁaﬂtiQﬂQQfﬂ)od@ BroblY herein
oG i Wl Y9 oo AP o ] 5 Ll S0 B o
hegyy Phiii"a‘?f ||-ajH% cHwe sy feantlndies etpvided BiFeln P thee 3amprising from one
toAul thiroétitiRsfolivlving RequRh e aithe hbalyRAdin Atiabld bR r?ﬁﬂﬂes 31.85;
(0] rlse in elr

repld ?14 dorenaug'ﬁ’ rbiauel G H&P{?ﬁ%ﬁ ‘brl%éﬁff ngE ID NO 4: and

ant i BGAPEEr aMPadimaptiparticyias patpogies %ﬂtneenwat'qw gelected from the group
capoletingi of £1H0nart dntibady theeh e \croé6-rexioiierwith LeH 107 g antibodythdt binds to the

sdhe e%ﬁ@»é dd LW@%n aﬁﬁ:‘b&ﬂ' tﬁé‘lj cﬁﬁﬁgtgpﬁm mb%rgfndﬂgid J)geq tI%?expresses

oy ARATL AT i SepResepe  PBRDal REIVRY of o4 10 8 anndoggtbinding

fragmentofrepy eftienforgoiny andibodiesilmomegpmbedimant the ZniiBdy has a binding
affiily dr Qlﬂr%gﬁﬂ; APGRA WSRBRAMRR St alb it el 'bin@l'r}% Qﬁi@%rﬁ:g ] I#ﬁ%rq‘luman

i RRomg el fres Bt Pf?%ucsgﬂs?ﬂ%ﬁ Sifbodie @50 s prgey the presen
imggRiiebodi es provi ded herein are those conprising from
one bee atahqpmtdnaemog‘caltabm;@m_mm B SheSebil @ﬁﬁ&loh@nsb&ﬁ an IL-4

o 530 L A8, 905 B oo oppsesn
ILdehiopkinp afivitsybaientialit acivelbatdo {halcnf L4P; arstroiseesses IL-13-blocking
actigitysubstentialijietiivatent taahat af ILat1be Saavativity Bfay b flehsUR@BiN ¥ny suitable

CO(I:IOQ’{HHHQ ?ésagfe@tas sﬁéd Hﬁ% &%Sexgl%gﬁ% Aggag; Jkgcr[bgg ﬁ\v%(ampie 2}

h er eT'?? Dfj/esqomence %Bﬁmﬂa&ﬁeﬁ’gmﬁw Ghihe fight chain qu.n Hi fh'F @eeseyfted in SEQ
IDtNiR:3 f amid thevennapies enpinerzcie Sedquentdie preeented i ISEQND W4, aiHe®NA

segﬁéﬂéb or tl{e%héyl’eﬁﬁm%%\ of the heE@%hQuH %FL#-H 0 @gpres%ﬂgg LESEQYS No:33,

anot

2 A0 T MR o SHAUEEo% & PLeaM D SEA INCI6. Aftbasiasthe present
infantien indledeghud age notliinited trs astibiodigs thét cothpitideQin teefr lignttchéio,dysidues 1 to

O e o MR ind AEidet abbuchily 5 Blog e CPARK e nep
chg'ghlﬁgfhée? 1\/\/???15 %%nggﬂcg?‘{)bl nding to a cell that

ex pr Rastiqular embegiments of aptibodins ofifte presept inventiorpesmpeses wihia the
vablbii @gh#iabr tmrtnghtlchann @k lohét ohﬂ@fth@éuﬂnpwﬂneafﬁrty%férrhmmg kelbns

e f.0 n
(CORRR b fercpttedtins; i o 30k iRt o gy FltEpre
digeysgd In gxampleBh Ipus, gmgrnﬂotae antibpdies grovidadihersineare those edmeprising from
onbiteali thige af thé flléwingdeqlénckl B HieQight BAER RarkBleldemd: amino acid residues

24-"%?;’ Fésf&%@sfaeﬂ Janéll rlagi@.%s bE %5 opéﬁg ﬁoﬂn)sa%?lﬁahr ﬁ%ﬂﬁqgg provi%ed hereln

ar e nven
CogWRH$fp Withig fhe yariabls) d@gﬁﬂbzﬂf thaus h@aw f’@ﬁ"bﬁf Iegst prepofithe GDRs found in the
heatyi dhialnyof L1H 10U Mis, emorasthd aritibodies provided héi‘étn%@fhb&fj conipdsiAgfrom
onb'to &Iﬁhr@@ LARORIGing éeﬁué}ESs ﬁ%ﬁ%@&w Hgﬁg&%ﬁo\bﬁﬁ YosBlies 31-35;

ntion 0osse
rogipe D rsﬁic@aa%iqwtsmdvm Jof L H 0 and
pos sie esatker etnbéBméntauskticnigr Adibadbdsi of thie jnventios tieadsiealel from the group
coﬁé]éllnd a# !9|'P411 L ahtistldy Bt ik droblRactiol leh 11V éﬁnﬂzﬁ ## binds to the

seifEaiesge L 6&@3&%@@?&%&39 BE SN el Soresses

humag fpths ap pntibothibatpirisseseas adrideyiesf adtivity of iatH 14 barel an@ntigen-binding
of the light chain of L1 H10 is presented in SEQ ID
NO 3, and the encoded am no acid sequence i s presented
in SEQID NO 4. The DNA seqgence for the variable
domai n of the heavy chain of LiHLO is presented as SEQ
ID NO 33, 25 and the encoded am no acid sequence is
presented in SEQ ID NO 34. Anti bodi es of the present
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30 variable domain of their light chain, at |east one

of the conplenentarity determ ning regions (CORs), or
WO 9047381 abl e regi ons, found in the |ight chaPGil/B$2004/037242

H10. CDRs of LIH O are discussed in exanple 5. Thus,

fr@dmuﬁgoftatﬂﬁ ﬁﬁé fo%gihg §ntﬂBtﬂé@1 qe QnMﬁd ant, fhetéﬂﬁlﬁﬁy has a binding

conmpri si

ree
S 1 W 1§ e oyvolgitn e SR Ty SEh] g forhumn
1L, cHybedrimiueed lined haB produce sinylsieb abliboBi@s alahare peayidad bythe present
invaite® of SEQ I D NO 4. Part| cul ar anti bod| es provi ded

her ei.n 350 .n of

bt g s a o coieh o of Y B bR SAIRIAD R kot en 1L4
antagonishanahan lch3amagenist. In pii0embpdiment, amﬁ@oﬂm twwenmupegsesses
Y- iR Gcliey SibstaRfafy édURERNAE IRE bfLH AU ; Bhdpassesaes 1o 3aidcking

o LI ERETSE L 50 e

corvgntignd §s53g (a9 4asJneasprer indhe\Ep23exprassign aisAkescribed in Example 2).
enboatheBRA sequehdd of tHea'érlaﬂ:lH doaRdh of shedifjhtichain bivie1 isqmesanted In SEQ

m?ﬁ@% r%qh% %&%émmm gé&o&g‘gﬁés@ﬁ%@@ﬁ |HN6‘h $he BIA

'S CroSS-r

S%wﬁm?cferyh? Yrsieblp porpain pidhe hravy dhgipeef LR Bfea@teé’f*‘ﬁf? IDYP:35,
amthé bosbyed fraiho ackguese W reschtbd iHISEQ G NQi3AdAntipodies of the present
inG&tln Inddds, %ﬁiﬁ{r fim |tedru:vI 'Qﬁfbo'dies fHat c@ﬁbn@é‘tw{ tﬁ@ifdl}ﬁhf &in, residues 1 to

ossess%fﬁqraaﬁ?a @‘%D&Eitﬁ ctl %&% M§§m?r5§#%mwheaw

crﬁalragsmiubs bfo HAwf SFQINOB6r egoi ng anti bodies. In one
e b0 @A enfbdSimdME bmﬂﬂom%f fhe Praaeht ient@dh thrprisk, Wi the

I L-4 | tiall
R vy B B T HkaABMAY bf gore
(@IRRY), dr |hrmvmahi@ repipmal tqyed mﬁlye lightahalaef L 3bldi EPRalosliHEA @re
dﬁél.%‘éédjiﬁ @xddpld 5. eﬂ%eé?rﬁ:rﬂ.tg thel diisitfiels PFovidBd hdTSin aktig¥e@omprising from

o?%‘%@ﬁ grgcearléf éhacftg e(?l{?n(z‘LP]S irg % llgH ? crﬁJ}fva?ithL H&n\{ziﬂrti %no acid resldues
24A5:aeodiies 61-57rang m&@%‘&ﬁ%ﬁﬁ@ BrNQa‘ht IPasticylar aatibpgigs provided herein
chipRB] withih tROGSIABI6 @6maih bf-tHeitHeanikinal, atddasionief the CDRs found in the

hééi@%ﬁélﬁ‘&ﬂ Lzﬂ-l 1‘@&% Yﬁ:{( ﬁ me atnﬁbcld"égﬁaroqrde&-%ergﬂ %re tgtfkg comprising from

activit tant|
%mauénrwf theolawinge SEqUEnaEsyin e hegyyichale yarblp goriely: rppidues 31-35;
resiiassI5@65; land msiduas st 1A bESEQ INN@BGI onal assay (e.g., as

meas lﬂf &Q)& epeﬁl rﬁ?@ ARArSRiloRids BFREhvERSTEe Qﬁgctétﬂ‘rom the group
T ns et g e

shifk 8pitoperds L2H; emarditieny thatcoropetasi withd 24 fan bivding toyaraell 8wt @xgiresses
hlRarrEQGR; Bh Mﬂbﬂdy lﬂ_ﬁ‘éo%es %%b%l&ﬁl%cﬁ\ﬁt? of PBi4Vaidi sARhyen-binding

omai n. o
TSBRRIE SeschE SRRy cog ST i €T 1e s prano
ap'nmsfemwmwsﬁg s BubsEnitEly eqvitalanblgithesbinging sifinityefd gHh for human IL-
ARD ‘F@!iﬂdoﬁﬁ colNirlel! 684 prbdiice afyesubiRbntibbdids #sb dr@pro@téd Hyank erésent
conprise, in their light chain, residues 1 to 15
"TB@"’BT SEQ I D NO 4; and anti bodies that additionally
or a|Qr@ma?Pl9 ef ajbielegiat acyuty of 2H41e ihe iR g lunetin pyboth an IL-4
ahtagorisi and dn ILA 3 khfagenist. SEGné Bmbédirdént, sRantiiody bidthe invention possesses
||?£"‘BBQ|&.£%&&W%E1:%¥@Q%&’ﬁnﬁ‘a‘fen?% hel 6 ﬂrﬁsﬁﬂtpokéﬂé%ﬁ L-%lbaocking activity

SEPRATIE U o 61 P, RUCTRsRp e p ey ey TR g
com@hiions! as6HRY) as Meaduygddn thaCDRB kxpressipn @ssay dbsanbeti in Example 2).
the lyg %A%%&c&&tﬁéﬁh&bi%% & thé—llgh't]&naﬁroﬂﬁ-ﬂl is presented in SEQ

di scuss I n ex

15 NEEH. 350 R Pesrnd SPiBo ek esoa e s reret s LGS, Jhe prA
sefiuenee fof the hariablel domain wfthe bqwe cloabsofi LAHH iscpréseptad ag BEQMH) NO:21, and
vari abl e domain: am no acid residues 24-35; residues

51-57; and residues 90-99 of SEQ ID NO 4. Particular
anti bodi es provided herein cggprise, within the

vari abl e domain of their heavy chain, at |east one of
the CDRs found in the heavy chain of L1 H11. Thus,
anmong the anti bodi es provided herein are those
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sanme epitope as L2H4; an anti body that conpetes with
L2H4 for binding to a cell that expresses 30 human

WO 20084733 ant i body t hat possesses a bi ol ogi caPCT/US2004/037242
activity of L2H4; and an anti gen- bi ndi ng fragmsnt of

meréucdataa LhiRo bad ﬁ&Rﬂeﬁ% 1@&’9&4&%%?? wueg% @Em present
iyt o et Bt ot Bl Ve o g gt qoptprive mghtton Kb

Hbchaln remdues 1to
1Q8r of SELAID NEX:6; Bﬂ'ﬂ-ﬁntlbgdled‘matmddmdnallmmleﬂyﬁwbl:do.mipl’seIlri thelr heavy
cﬂairnms.duéhattonﬁsdm myo@ych anti bodi gg al so are e o
prov [,.es nv t1on. e exa (S 0)
5 o1 BT bRl Clpocied {0 P Pt e B, wink e
W‘&He floraafn afsth%[tmt Céf'ﬁ“"l atlegst ang bihe persplemerdariyrdetermining regions

(GDRsp@PRypsivaridbie re16nss fBaRih HRNght cAgin 8 1laHa0 @mmfof LM are discussed

in eQ%rﬁl{lé 5°?er§0§§ %iﬁe\s/ %ﬂtl':n&l eitp ovit%gk'n nrgpaaﬁetz se %ngrlsing from one to all
thisg @gwgwinasqqswmeé indhelighbehelnatisble domein: amincacidresidues 24-35;
residuds\aa L 57 nand residuea 90-98 of SHEHID K06 PaditularshiboddY plided herein
Ik

oS4 rwgﬂin 2 @ﬂ%l%@g@?&f%}egg.%%ﬂ%{g gag%la%f%ﬁé Qé’tgé Eofs touftPin the
heayREHFINPT beHa. 4@%@%&1&6@@ 78 Brovfieq asely & taasp Somisinarom one
toal| thrémcof Itheghltowﬁigaaquenéesurzlﬂé heavy phaiseanialid domaifitrédidue®31-35;
reigied: soaasdaﬁdnesme @5-@64 af'ﬁégﬂn%fc?] gz Seduence 'Vg r P;glsgm ed

o e TPoHERY PTG SUBOoYe g e IRE e sieclRd Famdhe aroup
canBisting;op L2H12hah SAbop D 35/ BaTEBive AT L ISPA) 8d AGBFGARAt himds to the
M@& aAI2A92: 36 Iaﬂtib%eﬂma%ﬁ.pétés ﬂirﬁ@?—nh &5 ban.néEQ ée@that expresses

i/ AR o Bk PHSBEER sy F124E0 18 i

frqq'?@m of anyefithe-feegoping prtibpdiese dn anex wbogwnbfhesauyoﬂﬂae@ ténding
afexiigl far RmawIliesthétiodubaeiatialy sRbibdt tdthe BintiBg Bfkity\0BL3H12 for human

LSBT i e AR BB S o

inygant ‘?rhe present invention conprise, within the
var i @i exadhpleedf a bivfoglcaieictivity 6fd2H1Z 8 dheabiliitto fubetivh ae beth ah IL-4

I
AGERECE IR Sl T BB ) B o orsn
L EAloping e P Siaicuh e, ate L2 B assesees IL7dlocking
adwmngalamu|Mt testhag obhAH 2.d Shahragtivity enag bé mea®ured in any suitable

conASHRbraD as%g fdp, rBsQﬁb%sﬁr@d Althe cusimsregéloﬁ en;@aj st RExample 2).

th
U530 b o o L P b2 gen s
1DgNp: g.gandﬁhesm@de@ anihogcidRaguenca il presented ib SERHD NOX-& VThedINA
scaBérb For tlﬁ%ﬁéﬂleﬁ&mé{\ﬁ 6fmerhetahﬂ:h¥[ﬂ of M1 t%f&d of sEbénb NO:37,

rﬁﬁlie gncg%% amlrb% ac@zﬁﬁ?{‘?et"?%[] gresg%cﬂrg C;F_) 6{{1@ y% CféﬂtlE%c}les of the present
In‘fﬂ"tm lackiedentat arernobiinaite Fmgétlb@diemthatﬁowgrlﬁer iriveinlight chain,absidues 1 to
1dghof 8EQ OH NOEES afidrtibydidsghdt eau;ulmggs:r bltbrﬁdﬂgelgl‘?&ﬂﬁs%iséé llsrﬂhélr t:jeavy
r resi dues an
ch%@é'leggue% 14@%@(35@3 I':‘%i NO 22. 15 In anot her
embderirulRt empediments ofaptinedies eidias rresept invandon epprEes. withia the
vaﬂﬂil@dﬂ:ﬂh bfrtiosin [ightechgin et [Bast@ae 6f thé congpladhentaityldéteraiRing regions

Prgz){: &ﬂ%le'r&g] s%ﬁndf ﬁﬁ:%‘hgﬁ{%héﬁﬂ Bl‘lzl-ﬁf'l@m{‘gkﬁﬁm are

anti
d'%ﬁwf%eg aE“HE?@ JHH?J éf"@%g Wﬂ eniibpdienprofidsd AsrartTa &%%wgnpnsmg from
oned¢ &l ihiea bf tha follegisesequincenin thelighiRhaia vadanie doasin: tamiro acld residues

24P RRRIGESE 13570 bR BBiliseR 006 o ?E(.tl o IQ&CJTGL %’é’ﬁlg?laladﬂ%da@s provided herein

ant.i gen-bj.ndi n ra ore

oo oB TR e YRipbis Ao B e FRY CREI SRR BERRY TRIDRP found in the

heigivaheingf 22H12f Thus, emofigthe hntivedied providedthiapein arg those comprising from
substantially equivalent to the binding affinity of
L2H1 2 for human |L-4R Hybridoma cell |ines that
produce any such antibodies gjso are provided by the
present invention. One exanple of a biological
activity of L2H12 is the ability to function as both
an I L-4 antagonist and an IL-13 antagonist. In one
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The DNA sequence of the variable domain of the Iight
chain of L2H12 Is presented in SEQ ID NO S, and the

W W63 no acid sequence is presented in SEJ/ES2004/037242
NO 6. The DNA 30 sequence for the variabl e donmain of

ofnl)% all E‘@é@/eorﬁ E{%St %ﬁil sé:ﬁ)éi‘xges thB h&55 B varisbiSESh AR rDduad 31-35;

e ce Is presented in
@E@*’i@ fopniyes! %3&?8@ Fqlﬂ@%gr esent invention
i ncl mm,othbmm!mdmanbpadtlcuhrtae’cDOﬂle$ ofdha inyryéereare sejegted from the group
eSr%Tﬁh‘i SE2HIFah Qfﬂbbd}) th&t cr@sﬁ%ébtlver \ﬂﬁ' LOHES; ah ahlibody P8t Kirids to the

tibod]es t
S U DR v ML kg 155 ot coreses
hursen Hies amartttbodﬂl@t BPSSEFEs ﬂ[biomce'ecflvysﬂfeaﬁﬁ &t gp antigen-binding
fragiad bneR betheforedding RANHCETES. Oth ohd\empydsen tthe anvibatlyinega binding

ST i g g S L e
I 4% Hpgdoracsofiyes et PR A PHGAEPIOISE PSP 21e Freyiied by fe Present
ifvgtiohd ght chain of L2H12. CDRs of L2H12 are discussed

N exagaken of%agu%mg toh%l—ﬂ@tlé Q@Qlﬁ[lﬁ?mﬁlﬁr&%rg&%om an IL-4

herein are those risi g one # F

apiagenish PIcRR g SRgERIRL oo SnmebRameny A SptEReY g Piggfe possesses
Iiddblacking amiity substantielly eguidilenbtoAtat 84.28%3; and pessasses Ba1docking
Wyétﬁ%ﬂﬁ q%}algﬁt t@fhaﬁﬁ@l'-l{% WGI@actWﬁ\éWdé ridasured in any sultable

a@#@h@ﬂ%ﬁ%@fﬁ%ﬁ retireasn e G0 ErpiseRon Steey dRbetog fa Eggroe 2
t he TDRENAsequencaftirevariBiatgmayhefitie light ahalpipPL2HIF isspresented in SEQ
I8N ald iRe BRtoHELSMIRS adM Sa4uEHRE id\Réfhiad # SEQ IDNO:6. The DNA

Sﬁq{gzﬁ fgr ?ver%ﬁlrgngé%?l\/@wﬁoﬁ%v? %%ﬁgf LEI—CI:Té Iy ﬁ%ggrﬂéoogkz %:AC?ID NO:39,
ané ﬂ‘exﬁ"@da@ orming e6id Becuiersy B pTRsenieEd) SE@LD NOAG Antlqogies gf fae present
ifventfeh incRBeE] busé Hotaimit@Bto ldMibakes BizQodrkprise) il Beir light evaht, Fesiiues 1 to

g?@%{@ﬂﬁo apa%tahﬁo%ﬂ& th%[‘éddﬁl&‘?aln Sr é&Em%ﬁélg'c&éﬁFHe' iRheRhEavy

onS|s Ing o
chgifireridpps { FPa‘t15l°§5'586§§%“@act ive with L2H13; an -
ant i deul‘arfm'tbobimedts of antibbaiescof ﬂmrpeasepiummmﬂma:smhﬁdl@lthlrame

VBRI e RGN 3t 1kek b o b ofomiehiBft Beleininiy regions

expresses human
(SB§§)e%’§'&%e“£9”B*?‘%T°65’P%£‘i’“”H& tmm“&cftﬂ" Jihﬁﬁ@ bciﬁ% ﬂiﬂfﬁm are
dmussgeineham;ﬂe BgThus| argorerthe arftibaties podvidet berbinreegtbosegpomprising from
dﬁﬁ%b@éf tl?e! fglloqmﬁ &H%@é.ﬂﬁ e ligit RRaif M riaBIR d¥mBiAS afino acid residues

%&aseaﬁqqséﬂ 15y ot e 0K 1 SEONY QiR ReybGHe anghpgies provided heren

co@pts®, Within theivaxiable dpmair of Heibhéaspehaing @l igast ¢enecf thel(diRs found in the
rﬂ&%ﬂﬁﬁ oﬁ.@m § umsaémrtgqﬁé ﬁﬁbé&le%cbr@ﬁded Rérivii Sl odtyobnPAsing from

nti on, a
o gtirge g oo apanaes, e B o Sarebl el sgiyes 135
ramdueﬁ5‘2|r65 and ragidness8-Hf §EQI|QN@340ant agoni st. In one
. enbody gRier eBodihidrit QRetikular antiboies BF 88 inveriop ex3eR6ted from the group

Hsgsﬁlng PH%E_E% %ﬁﬁb&g Igéts ig &S:}%éé %F%%%IH%IFQ?-H éﬂaé (ﬁﬂédtvttﬁﬁt blg}ds to the
semespiiane pa 2N 4eeLan ?@ﬁ'ﬁatmmﬁ&mﬂaﬂ-ﬂdmw'n@&tﬂ a cell that expresses
hafiah W-4R! afaytbedynhalpoesadsdsia olygicalactety oL 215 4; and an antigen-binding

f&gﬁl\éﬁ% br@)@lhe?&é@c#e Sa?}!l?:gmaaﬁl Jﬁ@@ﬁ‘lﬂ&ﬁrqeﬁt Nhé BRibbdARs a binding

pr essi ass Ihe

STl a4 i Sl UYL s e Y AR 5 for
IL-2R11 Bybrisiompa eslkinesttiat modBEE anyisBetN@tiBodiesratiotaeeprevidasidy ¢he present
"q\;gh{yp, aci d sequence is presented in SEQ ID NO 6. The

or. the varija f . the heav
chai r&rlf’fqe" ﬁ%ﬁ ga #"g' ?%é%ﬂ\‘ye"g@ép“%ﬁn%erﬂH?%B @Wion S?]%oﬂf A4
aptegougandan thel 3aplagorigtq ineme embedimerd sasvandepdy af t%(rwﬂion possesses
NO 40. Anti bodi es of the present 20 invention include,
but are not Iimted to, antibodies that conprise, in
their light chain, residues 1440 109 of SEQ I D NO 6;
and anti bodies that additionally or alternatively
conprise, in their heavy chain, residues 1 to 115 of
SEQ I D NGO 40. Particul ar enbodi nents of anti bodi es of
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one to all three of the follow ng sequences in the

i ght chain variable domain: am no acid residues
WQ200384738si dues 51-57; and residues 90-99 of BEQUSI04/037242

NO 6. Particul ar antibodies provided herein conprise,

L-4- PKBEHHg”acEJ}? ?b%[ah@&ﬂ% g&"t oftL'iﬁH ah€ eé%B@les lﬁéckmg
RNt oA R Ol e

convehtioea assayiie.g.sésgedsnehin the EDRDexprdssioh aesay déscried in Example 2).

f Ohhemﬂgg@{%ﬁmmahwé %Mﬂﬁ’ Slﬁﬁ‘ﬁ:!'@ln\'ﬂﬂ.zmmr[sepresenteg in SEQ
1D NG Soine preestd SR e B R ke, e ONR
sequence forthe warlable tphajnl piibe beavy phair of L84 is Aresgriedsas SRQ NO:41,
and fnk @ARddBE aigin® Hfid séRBiSde3d pregentld in-8t b Nem2aAhtidooidy oftthepresent

ac
Inveretgnﬂrﬁfé ] &)lfe ag%Pr%tYlguitg%lB %nhé%%‘?g{ﬁﬂ%e I?IQQIXI{ ﬁd&?ﬂ'lam Legﬁlues 1to
109 gf(ﬁﬁj:épelgo i and an@qglqs thir aqg|t|mﬁlly]gr qltgrngtwgg [CPMpISgy i m their heavy
chai® ¥edies ¢ o NBBRsER IB ¥B:42an anti body that possesses a

P Ir gaﬁgblgﬂr?b%ﬁl}de}{ﬂsg?rﬁgo '?H‘fhe gn%egf:laé ,%Enslgl \pimlrﬂﬁe

0| ng anti
varigbislsmaRe e [0k, PHERR) ARG Fotprihs gpns

(COR$) 'S hybdrvadiBblé Feglons, Soubad hsthemght etisinyof &2}t 4 ZIDRstof L2H wee
dlscl?és 1§i|nrl&arﬁélg '{-ﬂ*l‘lru)é Sho J@%ﬂa%tlgwlew Ekrn‘ﬁ% mﬁ&%’ohﬂﬁﬂﬁg from

ce any suc %qes al
one i alirae o B8 TV SPOLSBRGS 1 110 19H Fsl SRS CRESIR, B S0k posidues
24-35; lesitieadi1 &3] andcésiduis 90-09 of SHALID N@:61 Rerticutsr letibpdipgprovided herein
com&ﬁgéc Wth@%r@glﬁ o8in btthéir héw'{f é}&@ﬂhﬁéasm i theldbR3ound In the

heaw%glﬂ I%P I|02rsl|-} 60§@§g€rgg1e o%g%éalr a?fifggirel gé/ thgée éon-l%nsmg from
one RCA thiSa 6014¢ DBmarsehusndeih Sekienyy chein verablp domis: repidiyas 3135:

residléy 'SU-%g Sk résﬁlu&hﬁd(ﬂfof BEBtig NoMad possesses
th ép ang ed' Qﬂ&ﬁcﬁmgﬂ&%ﬁ\é@%y aan‘?‘lﬁl bdses%@{h ‘ﬂ'lvle?/hoﬁ gn‘é’ %@Ft‘éﬁ troth®he group

conssnnu abllakit; aroantieosy ‘tr@hﬁlcroa&s%yﬂveev"g '-SH‘aen ﬁﬁtﬁ’%ﬁ ot & birgé {Gige
mieldpfopR e L6 E |aﬁ BntRoaGiatdompétedaith oM 1 Fordinplng tP3 cellTiead eXpi#sses

hun'LaQ &Ii‘g G o %ﬁfat &%@#&Q«%&dﬂ&% ﬂ%tytolﬂ EGIJH' g arPaheﬂ%éh -Shding

fragenent b amf@eg‘@rggmtlpgdlqgr @E@Wte@'lﬁ’oﬁ'wegtE%e R% a%?fgd

afﬁ r hBSHIEAREht Brsubsdtantialyrdégaisdlent thothe binding afﬂmw Oﬁmym human IL-
@ongé ce'nﬁr\b”.s‘ihdt BIESRY LG AfbodeslalsSaBrdbitied bgﬂ!ﬁd pﬁahent

am no ac sequence I's presented in SEQ I
'"VWMZ Anti bodi es of the present |Invention incl ude
but Ome exanple of & hiokgidal ctvitaeftLBH b i teesatilitydo funetiammas Hath an j--4

anéagﬁ bt anl:l' I'Lt-‘lscé'h?dgﬂmstr @rﬁérﬂ%o&ﬁeﬁt arl&ib6dy oBiirlvEhtidpBssesses

t d t I
'L‘4CQ59F;5F‘F g@tw%{ wgftﬁlggﬁl i I I &%X%ﬁ{ F‘@As o%%ge]sggélltel S%lOfEmg activity
substntBEEJuDalkid td that cwafsm &ncaectymw beereasuisd insayisHiRICe s
eon%ntlbm ad¥af &) las |n{éé§u%dl RhECODEY dxpRssion ésbayliebbﬂbed in Example 2).

;’ﬁ;' ab domal nPF{h %}%Hg c‘om%m of &h I‘ﬁbh&ﬁﬁ 0f<'§@)§&s FP&%"tgfj in SEQ

D N@péramameamc@ed é@[ﬂéﬁlsld sewn@ is nreﬁ d| I aﬁ‘él 2 NS¢ f‘e DNA
seq&er?ela‘f&'% vafis dddialnlof e Hobdy ehaid of D6HI0s sreeshiddrascSEGNIDINGD: 15, and

the F’H%’Sgg am| aggéjﬁ&fw%;é é%?ﬁdgﬁ?%(ﬁ ;ﬁ?f\“gqgr ggﬁb%bh@s &¥'tRe present
invemgion ipplidey Dt aea ok lrelted e, apfhodies Bt cogtREte, g lgEf A, resdues 1 to
1000 ISEQND NDYi4) andbaritibodias et addition2y-o8 Blferativalcipawrissl ingleir heavy

chaﬁ-.nfe Eﬁ% 1835 gpg,%gwloegq ID NO 6. Parti cuI ar

rovi rein n th
war Paiier aoReRToB Sradhen gL 6 Pnent Fvetlph PrtbS i e
variable dGBEA of heinkihi chainha leakeaneyf thi aompleﬂemtqmdﬁtermm regions
anong the anti bodi es provided herein are those
conprising from one to all three of the foll ow ng
sequences | n the heavy chai iygvari abl e domai n: residues
31-35; 20 residues 50-65; and residues 98-104 of SEQ
ID NO 42. In another enbodi nent, particular anti bodies
of the invention are selected fromthe group
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25 fragment of any of the foregoing antibodies. In one

enbodi nent, the anti body has a binding affinity for
WORMWEA41381 AR that is substantially equival ent PEI/USE04/037242

binding affinity of L6HL for human IL- 4R Hybridoma

(DR dr hklbé?’@s@aﬂl@ ﬁég:oﬁﬁ %‘MG% RS MghBEHZ cﬁﬁ&ﬂp%lﬁ‘ssof%ﬁpar%rd%cussed

provid Sbafi T entl ﬁwe exarlr_%J e.of a )
in e@mle&g T 251009 P gt ypidecherqiarg flose EQMRSING IR Og Ip @
threasf thibliovdny debuehc&Oin thetiigig ehéis varabld damalhl arBo arid pagigdkies24-35;
residu8s 81167; %ﬂ@%taﬂé‘ﬁwgﬁdﬁ seahb e, qfartfcblﬁr ériﬂUdi‘iUs'pﬁH\l'lded herein

comBikg; WAL e viBBERATaa sl P fEevh i, BOSRL QR I ks found inthe
heavylchais obllesdk iThgs, ampiasne yntlbgmmraquélerejﬂ Q§@| o liPERFERYisipg rom one

to alf ik oPfhe kdliblting S84aBNCRE fnithd ﬁéévﬁ@lﬁinbﬂnwaﬁﬂ rdsfiuesi-35;

ool 558 na SRR S AR SERITKELE: U ol 2) - The DA

s eduenatker embpmeﬂﬁenaﬂéwﬁrear@w&ﬂswf e invertion Pw?ee*ﬁﬁrr?r" die group
condidiing of IDHR[ eeibaRsl tHahis Sfoek-reabtive MNCRHA an anttbothhtbatdinds thettie ‘
samBdaftbe 38 1245 3H HABER, e caﬁlﬁag{w mfé'%ﬂdin?m%at Hiftesses

Sequenc kﬁ"
humeR #i~4R; cﬂ“ aptihady fhat nopesseasiakiolopicataed) 2 8 %de %??ﬁga“t‘ﬂ%d'"g
fragfManiad anl ¢ e Toregaingantismiesn dnaone:emb%mentt be antiboBEes fbinding
afﬁr{}ﬁo?’ ﬁumém.' %qgét%%uggtar{hgl@r d&ﬁi@ﬁ&ﬂ to thé BiK@RS ffity ioNGAH2d6r hurnan IL-

t hat co
4R Hordorya o5 syt rocce iy s =nthag s oS & PR pEfigplefept
inveatigh. ant i bodi es that additionally or alternatively
co "@ﬁé é&mpiefbf b B%Ioé)lcél @amﬁ; &Q2RP Rt abillBsth dnetion s both b AL ~4
i cu

aan(gom{s d pgsl\ﬁﬂn gﬁ'(‘/@hﬁq g e ggaog %thém%ﬁdy%ff hﬁ iHvbioH bEssesses
|L~4)vi1hdmb Iadivdmsnbﬁtnnt@ﬂy aonisalent|te @ﬁttof bﬁé‘; and aqssqasgag“_ 13blpckipg activity

Hvﬁﬁﬁtﬁé el dfY 29t SUcHiaBivingmaelss ressured In/dDy suitable

PCT/ US
conygaprgﬂ? éeugh,oas n}]ea%ﬁ'«ng' {n%%ﬂfﬁhéxﬁ@gﬁ%n a 5 Jb\ég%%& # E)@h‘l'pfé 2;)E
L 6HIhecp oA ssigunssib e variebis,damaina’ o gt &Eﬂ 315 ppgented i SEQ
ID 5! é?ﬂdh@&cﬁddd\&rﬂﬁhclﬂl&bmancab presbiisdkin SERIPING: ﬁ}gTrfer[aNﬁ\

seq%?rgaﬁﬁ‘or tlﬁe variatld Bdt i rthJf tty\‘fea%fﬂ"&f DEHES Bie8&Hias ST IDNO:17, and

In vari a clid.resi.due

tne2rcayed emine grid sesonse isproseaind 1y Sci 0 NBHG0 AbBOgpS Gikos prpent
inveXibrl cludes bittiaeasa limigittd, aottthiodiss firabscinpesk, frethel lighigshain, residues 1 to
109°§ TRH |B‘?10 %V'a%‘ Likibd1s tH&fddahﬂrﬁu ré&érﬁatﬂély bdrairise, WemuY heavy

found in the heavy
Ch%h&qsl?”%ﬂ@élilﬁdsfm&ﬁ 'ng the anti bodi es provide

her particularentbhdisents ofukibasiesgf the orasen dventisn spmPpriss, rwﬂfamd*re
var[guhlg dEﬁ’u!aﬂn QhBRlighESHaPNAsast dihetohme lReappmeraitydetaminiriglregions
(CrR8), ﬁﬁ&@%@@%@o%@%ﬂ in e TRRESHRR o EA D oty A% b 8Roussed

er e
in gxampis 6U Thus, ambigtbel arsibodies prowidenheein are Foss eompEbiag frarg one to all

thréid? metfglﬁ)w@ﬁ%%hené& i 18 St ElgiOva@bbié. AdnRain:aaminmadidesigues 24-35;

re%u?mg‘l 7,8 cﬁ Idé%%étdg 6??%%%1 Nb%@@ﬂla%%b&ﬁé%r&vh@&ﬂerem
mmmmmmmlamgﬁmai@pfmlﬂwwgchp@ glc@é’qqnetoﬁ £ Rs und in the

I%ﬁﬁ|$ SADH2 htﬂﬁ%ﬂaﬂ\éngfﬂﬁé arfliBodiast prdodiyl hérlehtar@ﬂ)eﬁxgifgmm from one
3t 4-35;
t $ (g el oA eahenofyn e ﬁ%"?ﬁ?ﬁ“@?&?‘?@ PR e
resisub®89-8% nd repidaesi8 108 66 (Fﬂ inding affinity for
hunmarothed Bnbdtiherit, s:aﬁlmhatantlﬂadmls lof/the tnuéntiain angtseleeted fem the group

oorpmﬁr\ﬁé ﬁ\‘q_zﬁsfdt%nﬁ%d‘?t ghg ERsd-Rbotiy WLil-lls &® aﬂBody"tNé! bind®ahe

uce an uc,
samp gpitone @s b3H%: ﬁ'éﬂ bat °°ff‘%%}%ﬁq“t"{;'&%ﬂ5 gprl, '{ﬁ @ ypk Groresses
huli® ILoAR; @a lantiboty thattp;assafssdsamldgs:at debivibiiof 13HSya “fﬁﬂ?‘ﬂﬁ”rtl'ﬂ‘i""g

as both an IL-4 antagonist and an |IL-13 antagoni st.

In one enbodi nent, an anti body of the Invention

possesses | L-4-blocking actgyity substantially

equi valent to that of L2H2; and possesses

I L-13-Dbl ocking activity 20 substantially equivalent to

that of L2H2. Such activity may be neasured In any
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ID NO5, and the encoded ami no aci d sequence is
presented in SEQ ID NO 6. The DNA sequence for the

WO 2005881381 domai n of the heavy chain of L2H2 i sPCT/US2004/037242
presented as SEQ ID NO 17, and 25 the encoded am no

fragﬁlght%ﬂm%cf&eb&n n‘ﬁﬁ&'ﬁ&eﬁn P@E@.ﬁ&t"ﬁ %:?trboéwak%%ﬁﬁ

resent” | ention but ' ar

e BRI S5t ot PRI o g Y Otz for i 1.
4R. rrypiidbressell liriss that frddiade aBESdch Briilieies alsmate aravidsd b the prebert
inveffigdi tionally or alternatively conprise, in their heavy

ch d 1 D t I

c niR0Th D ObF Biafiota sanBe 2R Rune AT finelod bt T
antagomigtrend an ILyidtantagoniste In @@ ermbedimphtearcantieddy obthe inMention possesses
IL-4lbid2idhg Er!h@ity%bﬁéntia%’ahwﬂ&ﬁ tcohatlonE2rE0 B RFBdREEY ILI18-blocking activity

oo B g o S S ey Bl Rl 5"
conginenakassay (igh a8 xeapired 15 thelFR23 exernesion Ay deatrbed iFeample 2)
pr OFHedﬁli\ $SRLEICA oPIhe viroBo@ainRf the light cHiairsNLoFRistpeesarted in SEQ

ID h{ld‘ e eg'&oedeﬁ %Hn%‘%cﬂ%eit%ﬂ%%@ @%E%Jtéh ih g@q' b Eli&)te CRRIDNA

seqmwtf@waﬂab&#wm hgavyshaineti 45 Sk TS %@83\&319 and
the 8fidotetnshhinGadid me&aﬂ isyreszhiad BESEDIDNO20., Antibbiiiesofttiteepresent
Inv%ﬁt.l;r\I l%%k@ lﬁ.g tlﬂ'ﬁd&ﬁ@@%ﬁtlbﬂ&@é’%ﬁt@ﬂ%‘pﬁbe ﬁtméirqlﬁﬁttch&ﬁ‘ Gedidues 1 to

109078Fg 1P N&: Gaﬁ't‘q fYlpdies tﬁlaﬁr&%alﬁrﬁé Plgqnﬁtl(ya(%f)éoqnf%l 5% i their heavy
chamomﬂﬁ&iﬂgﬂs OfBRENID N@:@0.al | three of the foll owing

S e q efnBodifigntd) @fah\ﬁﬁbdalgﬁ gﬂhé/ gf:éédéhbin@erﬂi&ﬂ%nﬁbnsé . nithifl RS
e o LR S e B

(COiR; of ypervaiiable regienss et dw llﬂht@hﬁlﬂ hE-241Bo GQRS &HL-2H3 are discussed
in e‘i@rﬂﬂé Et TR, %oﬂg%anﬂﬁ&uérﬁrdvhﬁﬁl Vierbi@te theseCdompasinigefami oneco all

: tib
e i e o B gD e SO A
residisescti1FY; &ra! rasi¢@|sl901gﬁ af SEQ [ M@@e Bartigiarantipodies RFOV'Q?F hereln
s, W’M e \Rtialih® 861 6rahe he@lchgih Gt leastohé uf the CDRs found in the

heqb%}w 6-8'5? 0‘@1}5 4#‘#"%3’3" n%ﬁtﬁb%eggrovﬁe%r%ﬂ QQ tg‘?sé%gﬂapnslng from one

to afitredefdiefallowing seALEnpRIb Hieeny, cheifuerishieid BBEY- sdleg 31-35;
reslRLEB0NES; af ebidids)08f104 oh8EGUID NQ:2dR t hat is

S u bg! anﬁ_' ﬁérhlyodﬁ%'t \6%&[‘& ahﬁboﬁ Q@oﬁhé‘lﬂﬁdﬁgo@éré s&ledtad Rdm the group

oorpismnfézlawn@uwm@ﬁ ERlEr B p?'b?n %ﬂéb‘P%seb the
sarfé @;ﬁtﬁﬁé as Laméead armnodyﬁhaﬂmn;mmm &21d46 fopbindling o that expresses

hurﬁ%ﬁ @[-4 an'% ¥ HinbdyHat gﬁsg%b%s Q*BIoI icMs devith HFLQHB%d&ﬁ ahtideh-bRbing

onist

Bﬁ%ﬁf e eggﬁplaﬁmgie%f npﬂ%grﬁt St 3.?16 anltlgodg'ﬂgsa binding
affhlhffdr -Holrmo M4 thatis Bubisteaptiali beivalent talthe)bu@q\g.amhé?fﬂiﬁ% for human IL-
t 8 8%,5585h Arltibddlestisacité providet hydhd present
R hg%ntdg{qta :ogrﬁ%?/s eqﬂ?mnwo that of L2 FBmSuch
'”"5 Pivity may be measured In any suitable convent i on
ass e @rargple ofzcblolegiealnaiitylonl-2Heds thepbilitigfiecdion ghoolk ey 4
an8&it biesh ILN 3 Bragaise. Rlone dBbcdieeribiuA aattmdpofties iofentidrepossesses

bl e.d 13
|L-%-$|r8'g@qﬂ agcgwt?/ %ﬂ&ly%ﬁ%ldggwthag Bﬁh g egéhnggy%k&sger%n nﬁ 1 ggckmg activity
sulzaiantielly @guivalent jodia of B30, SudErgtiyity Manbg me?ﬁlgw suitable
coRRANMBIGRsdyqs.gl, Be méasurabih the OD2B expression lassey dasoyiberhinFrargle 2).

LZH%‘hL DA g@é%ggf RS vanbidR E%A}\Qfél% Ilgﬂ%amto‘ﬂ@l-ﬁw §?§éhted in SEQ

ami no-dci d sequence | s esent e
ID N4, Besiing encsried pEing e sifuence kAP b e Ot e o
sefuiincd fonint estabia, domainidbthe inessy chain ofd@hip isi presented ag RERID NO:25, and
l'ight chain, residues I to 15 109 of SEQ ID NO 6; and
anti bodi es t hat additionally or alternatively
conprise, in their heavy chgin, residues 1 to 115 of
SEQ I D NO20. Particul ar enbodi nents of antibodi es of
the present invention conprise, within the variable
domain of their light chain, at |east one of the
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three of the follow ng sequences in the |light chain

vari abl e donmai n: am no acid residues 24-35: residues
WG2005/947330d resi dues 90-99 of SEQ ID NO 6. ParRGCHLSz0p4/037242

anti bodi es provided herein conprise, within the

the éf%&deﬁ%oda%%ﬁhéﬂ&e & *&?és&nt@@iﬁ‘stmqb%ldqzs %nb&ﬁﬁtof %B%ré%&nt

e i SUERTD PR ool h e Iy el pesd B resicues 1 1o
109 LB IDNGG: andantinedigs TGt adsiitiahdlly otaitemabelychepiss) hdwirmgavy
cha,ﬁegmgeso 115 cﬁbggh@machal n vari abl e donmai n: residues

oot SRt LA T R RS
varlabiredomaineat thets iohi eleains @1 leest eep ﬁﬁmwl@w@r’@w defegiaing Itesﬁ@s
(CDRE), br%weﬁabla Rdgiohs,dduridiithe light EfaRBeT L2I9H OCCDREMRHE ateidBussed

in ewpﬁrﬁf '@gﬁén}oﬁgﬁme%{b‘%ﬁ?& grohﬁ?ednheﬁ_% ?ﬁﬂsé g&ﬁ%{éﬁ %H%e o all

thre ef the follaindcsepvansesis t'sdlgmﬁﬂn varigbledomain: amine Beid yewﬁ% 24-35;
resifl@8 SE5B,end fosldues FOdTCEH |SEﬁICIDINO 6.yPapiicular &itibddies movdeamerein

comgﬁe%e, %ﬁﬂ’ Rb Uéﬂaglg doﬁ‘nﬁﬁ%gmg a%fh Qlfleésp&bef & HRIDRYound in the

one € e.antl

heayy ghain ﬁbLﬂ'@f fThws, pspmpgblihe ﬁgﬁlpﬂﬁteq ;E'O\gf:ﬁgdtrﬁ[ﬂn are H'P/ose oompalsing from one
io albthiptofiht Fallbwiyig sspuencab érthe hepvy trainbianabiledpreiif: residugs 3f-35;

rsiliesSo-58 and HiRileq be amF%S N Cre "03.93et e

P B grRiner PRI porisH oSl A5 1B G AP IRd ZP the aroup
consisting of L2217 pdn drdibeBlyitheat istoepsadaciiveywith b2 T) mp enithedybatiinds teke
samelepffope @8 1 A8 Bh §ﬁt|b%8€th§trboh¥aeté§wm¢6‘rl biiding ltdla Bélidhat expresses

th
35 S oreg b bV LA R PR ondns
fragreat of ey of Hedoregaien adbediass érsone@mbsdlwpwc!bﬁ ABfibaeY hagia jjnding
affirfty R hadn 1B14R)hR Giubsthidally doRiviibratto 1hé bindihaffirByohL2H? for human IL-

e r [WaTaP-11
4R %ﬁ@g%fonz%ceg%s% FRAR il iR 0 o Rronk R K MobRaBM
invebierer i bed i n Exanple 2). 40 The DNA sequence of the

var om)errmrma Biolfical metivity ofL2HE Isahaabdity tb Rir6tidnsas both an IL-4

an%ﬁ‘gteemh e lL 3 aﬁ@gom&tD Neﬁamb‘aaﬁeﬁpﬁ ﬁﬂ‘lﬁ&@%@lth@ AvBMioR pbébesses

IL- 45@%5@9 @@w\tyos(u stﬁ:@la{%ﬁqugalplél ttagﬁiaq h&%f apch%OSﬁ%sg%@ C1ﬁi abloﬁk'n? activity
subbhifally squvalestae thetbf A2HBEEch Boivly R8y beameksyepd jny suitable

conet ohdd 43 d:) %/n#é%gﬂgéfnqgéﬂﬂ% éxhl%sﬁmaﬁde%mbﬁﬂ infEMafhple 2).
? ﬁe%%?@i%fﬁ%u r;cg\s;’) L ed %ﬁ%ﬁi@ﬂhgﬁgh% 8'?%” L?H?gs rﬁg% g{ed in SEQ

ID N©:5, axdthemdodes atrhrm:acwcaepwang@:s presentrin SEQ IGO0 B PNA
seq’ﬁ%ﬁ:‘a‘#&% vhridifle dohth &ftheTtealny dRaiNGr @H?&Qﬁre@éiﬁédusd?.mllimﬁ? and

nal r alternat I,
t B SRR e Beeanceds Rgsinl HaBR TRNRES., ahtbobiE bind s
inventiboidtiuden b atsf noh initeddeliantbogies thakcopipesee mths*rr{@awwarfes'dues 1o
108°6 S0 1S RO:Mahdiritibbdiés thitakibitdNaly dl anarhatively cdniyeise, in ihgihbeavy

chq?rga' @H%sa,F é(%%sésﬁg% l% Ehe conpl enentarity determ ning

ervarlable regi ons, found
t hePﬁﬁi@-l*ﬁf S o AR TR T W
variaBle @8R bEhéir lighthdhain, atnessorieloéiha nomijerderdarinpaetarnting reglzns

I € (0] | 0
(cnﬂﬁg o#' Esm%griéb'ib qﬁsé@é% R tﬁ]egightr dH?]-. %ﬂ@zl—h CBIRs of {378 Bfcussed

oW nNg s aln var.l

In el f: Talk RO RIaTIBRIeR MTRvded heh aigy P%@Hlﬁ’ﬂ@n%’b"'% gne to all
thréa o tHedslioding Secﬂﬁncﬂa@ irothe SgEQch=D Vtatte ddhaalrt i amihacid residues 24-35;

resﬂiﬂ&é 53[9#11' g@i LR %9 IE)?QEQ b NOBRaHE Qar éMltSdE‘lleQ pld¥Rled herem

ari ab omal N o eavy  C a| n
corphse E HeFHEDI ﬁorwréo?tﬁsﬂwyanawt esiop gfiie BB TouRd n e
heavgroen 6fheHANTHus patharg e aniibating phuvided heral @re thessewomprising from one
conprising fromone to all three of the foll ow ng
sequences in the heavy chain variable domai n: residues
31-35; residues 50-65; and ggesi dues 98-104 of SEQ ID
NO 26. 15 I n another enbodi ment, particul ar anti bodies
of the invention are selected fromthe group
consi sting of L2H7; an anti body that is cross-reactive
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fragnent of any of the foregoing antibodies, In one
enbodi nent, the anti body has a binding 20 affinity for

WORMWEA41381 AR that is substantially equival ent PEI/USE04/037242
bi nding affinity of L2H7 for human |L- 4R Hybridonma

to alf®ide of ih8 EstiowiRg teqREes MeheiavpeHalh VaRdHIdduaR s raaldaes $1-35;
B e

the ability to function
as Ipgndthes ﬁmquimenten@ftaglew@bodéawf e invention agpelegisH frem the group

congigting BEL2BIFDACANEBHRY thatis ceuss-rdzouls with LLtHE ah anttboty that binds to the
san@%ﬁﬁ@%fa@ i%H% 3n %\hfbédﬁb&%éh@&e%w Y8 Yor bRk &Y bélthal expresses

POSSESSEeS , .
e L 4150 SE oA A ROBRASESS -bipeaHRONIo) 2 PO gpincing
fragnatiof ity df dforegiirgantiinddiesi Injonewnbbdimmatatbe prtibodimagmpinding

afﬂn&ﬁ% AlhSh IL9RHYE Etsjugsri?r{tlglf}%ﬁﬂﬁalélﬁ tckhe bifidin bﬁL@HBrfortH'ﬂxﬁ:an IL-

expreSS|on assa

AR (RO, o L 1 DRSSP Y Sish e TRSHER FISD 1o PIRSISER B P Bese

inveafioL2H7 i s pr esent ed in SEQID NG 5, and the encoded
am 6[% ééhlgle%?ﬂ Hl@ﬁﬁi@ﬁl lnStivief ﬁi@ﬂé %dhé dbiliyEeXunElidNG@s Goth BheL-4

h
antngalistr?nglan ﬂzﬁ?anfagow?teirbfﬂe\éegg I i%ﬁk%y%gthg rh%gmﬁﬁ}éé{ssesses
IL-dehiapiside dctixit swbstarsieky esutyalent dethptof 2k and Ragsessessic3rblgeking activity
subfs\!%t%ﬁy eqﬁﬂvblbm&ithaﬁof 0PHE. Neuch LevEyhay beemslied in anyaLitatie,

conyiiip el pregite o riessyraln s R By ko  GERIR R Caafipe 2.
andThaRNbsulense ohise varipbieiomREIc pe gt shainof F2Pp {prgpented in SEQ
ID OB enchdddagiiro deadyuencdiaipresentadsin SEQIDNQ:® THeNA

seqa?n%lffg NQaﬁ%ﬂ Fndir r%fttﬁecﬁéla chsm@géﬂﬁqggr%s&fted%@é@@ MS:29, and

resent i1 nve

theeawda@arema a%ﬁwuamcetwp?enﬁdgﬁ%ﬂe f%ﬁ‘ﬁ” 3 af‘”tfbegﬁ ofdnePrgrent
invérifien mmwnmrat-earat lingited &6, @niitiodies that egiposes in thedight chailp, residues 1 to

105{% REEMANCA afa bl ﬂbéiéhsthatfaeaimanybrfaMnétwmonedme fin Bibir heavy

I scussed in exanple 5. Thus,
ma&hﬁﬁﬂj’“?ﬁwk“éﬂ?% aN £8vi ded herein are those

conpaitiaiiagmbodiments of anbboglies of ihi peseers inverdien FAITAMSH Wikyin the

varESlggiS@g@ I%f th&r ﬁgh?chlalngﬁltleaﬁf@ie%f e bbrﬁﬂbrﬁerdﬂﬂjﬁdléﬁémﬁTngneglons

(CrftR 5 e rﬁg'f{ﬁﬁ’ @U"‘gg #Ji'?m It'zl?-é é‘fﬁgg pr. ovéjéégglscussed
in dxemgie 5. Towsypmongshe aitibbdies nwmdeﬂapteamr%theﬁwwisﬁg P8 ppe to all
thr%be@‘t’ﬁé fGlanB e?fenée%"ﬁihe G citin ¥aNEbIEENRSalk: Caino &N tekidues 24-35;

resﬁugﬁl%d 2 'Pé'f"ﬂ?sép é% { gt‘& D ﬁg%n g’a‘tﬂﬁa%ﬁﬁ&%@ gﬁﬁnded herein

Se conprisin rom on
corfiB6/ g variae Uspangl gy chaineat ?eaﬁlmﬂeef e Cﬁ’%@mnd In the

heJ\Q |che§iH\bﬂQH§ EfMBNaRsngithe ArfiBodisgwvidel hemin\ase thedsl aemprising from one

i due d
fo %@ﬁaa gt the fo %q%og%n tnd rféééﬁﬂdn‘lﬁer ? ngiglmérr@nre&aﬁéscbﬁl%
resisiues 5G6d;: gnd @ﬁ'ﬂﬂ%’cﬂ@ﬂé’é ob$ER IRNPR0ent i on are sel ected
f r onp #irldehed Erabuiment paitisilareytimitiek 2HBe Ingentiomare iseldgted frera the group

coqshstiﬁ%&ﬁ.aH.{) eaza%{ib\ﬁﬁ Maf B Jggﬁ%actﬁg wﬁﬁ‘ﬂl@pgﬁ' aﬂtﬁi@dy 1Rt B8s foQhe

canp 6pop3 LA e pap G0 b R HaEle ST Grosos
hutnbn HLRIR; an aatibbéyibatpossestes mdimngivelastivty bf lAHGyaneAn antigen-binding

fragﬁltaﬁ%# Ly fh]g %@&ng%ﬂﬂ’oo@l&s afatong Sﬁhb&:llrﬁéht Nge arftibédymas k binking

th
et Rk HELs SO SN 5 iy YERRLLITRP fo umn -
4Rt Irybridomasablires et produge eqmmh etibodieeAlyarre BioMgpchy the present
inv@hiidnni ty of L2H8 for human IL- 4R Hybr| doma cel |
| t hat
plr (r)le rﬁee&grﬂ ﬁ%ttﬂ Clp%czaégcfﬁ%(#? Lﬁ-lrg k %ddbfﬁ 61 MurQioRaE both an IL 4

t1on.
anfsigotigighd an !Laa@tmtanwstoh qng m!bvfam?'r{eﬂ"aaﬁrﬂ?qdv g %%ﬁe*& P‘&f‘ﬁesses
as both an IL-4 antagonist and an |IL-13 antagoni st.
I n one enbodi ment, an anti body of the Invention
possesses |L-4-blocking actysity substantially
equi valent to that of L2H8; and possesses
I L-13-Dbl ocking activity substantially equivalent to
that of L2H8. Such activity nmay be neasured in any
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ID NOS, and the encoded ami no aci d sequence is
presented In SEQ ID NO 6. The DNA sequence for the

WO 2005881381 domai n of the heavy chain of L2H8 i sPCT/US2004/037242
presented as SEQ ID NO 29, and the encoded am no acid

IL- 4§bﬁ:‘&kh‘%‘§‘§c% uegtﬁﬁ.awteaewém tlobL MG A0 p oéguss&q%%meﬁ.%g activity

ese ude, but are pot
subgtefialy R NAET AR, AHEL REh SV THEY 8T eaoyBe e e
conveptidndlassayl(etgo as MEBsupédd ISH GIR3 NEpréssicaradsaydesdribed bExampie 2).
ad dﬁk'méqbferﬁé oﬁhé @érﬁﬁl& HUrﬁJaih’ oﬁﬁ&@l &fdin df D2fidR 'pFesQrﬂé’d/ M SEQ

1D NS of e bt Bmite Bl Aeie s B TRenerE 10 NG, R A
sequapag for the varidblerdomainiat the\ngavyghtie oti@higiispresented @b SELR Ig NO:31, and
the &ltalidy anaﬁo oiPSEquéenae isPresehBd MEHY IDTRIWBAT Ardtlodiéd o §idiprésant

mvebrﬁogl lr?(n.%ﬁ %%him%@ﬂ%ﬂé@%bﬁgr Iﬁ%eﬁgant cﬂiﬁﬁl '?% dugs 110
109i0RSER Eﬁﬁpéi gd anfibaglies b adglitionaly shellemativebcopwesa lﬂ‘éBP'f heavy
chafgesiduesarte 11 haGSEQADMND:35i ng fromone to all three of

L ol 1o D SRS BB b0t rbd Ayl Bt L, e

domal n; am no aCI reS| ues
varighigydaneai of el lighf.coan. ¥ leagteng of t'r\tquﬂmn?@weﬁrm'"m regions
(CDRa), btiggeresriapieoegichs dolr@rietha light ongin of$ @HO.WEDRS of Li2hi@ are discussed
; i I i f
in et%ﬁglé%@uggélﬁdgﬂ i¥fa an&lgl:leg pRSRYY nér R bR th&ta cblﬁgr%ﬁn @ e to all

eav

ireg AEHHE UG FRL D Ao AR RBIeciom =By R e
residues|an 53] ang résiduas 80180 oftSECHIDING:Ar Bartiauar phtiboflies provifaddrerein

oon‘%ﬁ&“ WAiR thelvBridbitedoftRf\Y tHel ﬁéélry ¥RHin, 3DlbAst SRSt CORSAGHETS the

veaRgS1B o 76 0LF aroch BB des SRupeTngtyr ditep b Bom one

to at thesel af therfolloping seaestss dcthe heavy oliain veseble derpain: ceRiliPs #1-AY
resi@fess81d8; arditesMifob DR4ly4 dfiBEQ IDNEENSS-reactive with L2HO;
an ant I Bo%‘lb{:ﬂatentb%a%célar‘ Qntﬁ)g 3@@3&@&%'3}& c%ﬁﬁjo%'_lﬁe group

or bi
con@etlng of h%{-ﬁ Oeﬁmr@g@@@at ﬁ@fpgprrqagtwg N‘Ith LaH 15 an ggla yﬂp@lbmds o the

sanmﬂ@ms_zm wiah kepoaypthataoinpstes witraf2H1A Fdd bindlngitoamell that expresses

huniarﬂti L-gﬁgbnbénﬂquﬂ hat Ms@%&né bIQIB?I@ap ¥?1e &fhﬁH‘f PLSEH dMgen-binding

fragmientef ggy ofdipq fpfgggl&)g prglpquﬁﬁTérhoqq_e an gnﬁlbogy [%as a binding
affirity B8 hemanm RI4Rthatagsubstbetially équivbler idbthe dindugg affifityref L3H18ffor human
IL-4|R2 HI-@blfld?J'Fnal'Bémefés klat préddice léW"éch QRGeS disd 4rB Bibviabdby the present
ce any such antibodies also are provided by the
'“V%‘F"é‘sent 40 invention. One exanple of a biol ogical
act Owe example df 2 Hlogksaltabtyitabi L2Hi § isttiee gbilityde fupeiion s bethian 3t

antédo arﬂ%ﬁg%‘érﬁé oAt |Réhe dmbbdinit, agaMibedy. of tha irvBRtion possesses

sy oAkl S0l OB BRI s RaRarE 8 Bisching

achdtytwbstarylaﬂylﬂqgilm{mt taethatyef 210y SHeyactivity rwaﬁ n@ﬁsmﬁg anygigfable
conm&@eﬁ a&say td—g la% deBGrisd MGheCh23/dxbhossion dssbypdistritlet jn Example 2).

me ajgfﬁﬁa‘élgﬂ P%qu oi Ee%gr[qlb%'_u%maﬁ%? Eeﬁgﬁ‘l c?(én’i 9 LZRY, Q%resented in SEQ

urtab conven
ID MR:&eanddhp eneodadantmpasidsepiasseis gresatethip P SEIPNABTIGPNA

seqEéBRbrehcNarialié) orhiifofdiRcneancehaiblof L2161 ONsprsented asl GERI 1D NAF:33,

am%\tE; gllnc'og&} danfr E@étpd &;fqaéngsg rﬁr&e%g ﬁlﬁiﬁ(‘fﬁ) N@ 34SEQEtlb§dlésQ)f the present

no acl gue ce |§{) sigue 110
Invenfiorsipelepbieresnot fpikedipggntinedigs Rateompgse. ffelt/igh hpfosidies
1090k mmnowfo 8; haad brtthuglescthatiadditidnalyAin@ltersativelp swrnnrieel mtheiSH@vy
cha'inDsEQ g t he encoded am ng 3CI d ssqucﬁnce i's
presente I n SE tibo t he [ €3
" v ErtsHR emtreﬁwgas otsinbagies ofJp prep: Faemips Corprr SR e
variablatorpainof theieljght shainhailaast anglof the nahwemeru@ltﬂMmmm(segions
109 of SEQ ID NO 6; and antibodies that additionally
or alternatively conprise, in their heavy 10 chain,
residues 1 to 115 of SEQ I DgMO 32. Particul ar
enbodi ments of antibodi es of the present |nvention
conprise, wthin the variable domain of their Iight
chain, at |east one of the conplenmentarity determ ning
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resi dues 51-57; and residues 90-99 of SEQ I D NO 6.
Particul ar anti bodi es provided herein conprise,

WQRAB04738he vari abl e domai n of their heavy chaPGil/US%004/037242
[east one of the CDRS found In the heavy chain of

(cnhz)loﬂr%pe%msue rémegomqn @,ewfrl@eﬁq rfaf L BRAY @ﬁlﬁ% &QQﬁid‘ar@r e

e conpri.s r ee of
s 368 B\GAGI Sy JBi, BOREHE RRSRUeRRTOYdRA AT ifpcomprising rom
one doatthnae of ths follewdsg Shudiees i therlighti clisie sarebledBmaian dmino acid residues
24- 55%%51@&&%1% reQbuesohob B DS BnOBD Pﬁt‘ﬂ&ﬁl&%tlbodles prowded herein

cul ar. ,anti bo
comiee B e vkl s T P hesbe Pt afleast O oS oD By e
heawtahaip 9fik2H1Ra Thiiss amplag;tge gntiyedies nrovided me@mmthoaﬁmwmpﬁslng from
one@d4ll thed ¥ thd Allovahdskjuérided i éhe HeaWEshaRivhfibR ddfnain; bidlds 3:35;

res,&]]%%&%lﬁbﬁ%g){esﬁcmg;gg%mﬁts%a |E§A|Ntdﬁ34L2H10 for bindi ng to a

o<t asafas; oEIOBHIDPUGFREIRTIPRFIRE b6 TISIED araRecied fom the group
consisting GEIRHIN Nehi anbbod tHak @ groesteaciive aitly L2H 11t Arearflibsdydiadt higds to the
san'%rbhléﬁbg%ﬁ €3 lfl}'ll Bn Q%@Thﬁ%ﬂﬁéi%s w@rLQHQFFo'r BiRGNg [33ceft that expresses
gt s $ipnieaiog gt RopaReasa BoaRhatv vl L2 Tl 19 Aryaptign-binding
fragvightlof @nyf af thetfomegeing ritibddies. Mydneiedbrdiment, the lahtibedy hdsaetbinding
aﬂ’irﬂ? R H&ﬁarﬁﬂmmm SHbSthita &.ﬁwaérﬁ% 6 s.nam@qu@@f D114 6 human
L4 Firgieppashl b sradton aien papodies i e PUYIGLov g present
Inveationl L- 4 30 ant agoni st and an |L-13 antagonist. In one

eﬁb@&l &Rhbie oA bRIBGIcAABHIPST LEAE! ik Headliyes fUREtRE @8 56 an IL-4

ol S5, i, ) BB ARl B o Sk ppses
IL-4shideking petivist sl‘pstgq@ﬂwuyﬁlpntﬁqﬁhgqu{.zl@m g@.pmses%lh -13-blocking
act:a@tsuwtén}ialwuubaemat loEIRH1N. Biich sRtiity atal Be measwedih boyaltable

,con 1¥al %ssa)g@ .., %% n%?ﬁrgggﬁ%d]sﬁ)%%u{sﬁ% (fe% b@ﬂ (rESamble 2).

v ar Ttlﬁjipl\lﬁ SRSNENGS o ewgr@b]a,dgwpln@ﬁgp nggphq_rmzﬁ.@m ‘Lis presented in SEQ
ID NID:6 S8l traCbnicfdeBEinouidl sy brdis presehtedia SEQOD NS, aTHerlNA

seqﬂ&rlcg foF L@(F)iétﬁ? ﬂ@né\ﬁ ?ﬁige{;lfeg dnBin %F@H@ lm&nteﬁ%s sEtWo NO 35,

gquence

e ha|
and g gnsogied R gueee §@@SPB%%§3° ID "i}ﬁa AbedieR Pfese"*
Invetidriiociadzs] bt seonee lircikedits, apitedienthettsompriGED thely gy c@aln residues 1 to

109%?%EPQI9N%SB %f'ld E%o@éﬁﬁ&%ﬁdltidnﬁwEité?ﬁhtibélf?édh%se theipKigavy
not [imt ed ﬂbﬁcgsbes hat conprise, in their

chajn, &ﬁ'ﬂ"*‘c%%‘i"m PLEERIBNGE 5 100 of SEQ ID NO 6 and .
ant Piticliaz smbbdimerisidi ankindiek bithe presant iswentipy eampriseihin 4ie

variable bé1RAiR ohﬁé!N%hl“@Iaﬁ‘ahétlleﬁast onb Q¥ th&cdvkpistientdiy dataminiig regions

(COR3 g apBvez:ta refbte, RO B Brertsein BLLZRAT cORY ST are
disauaaadnn exampleci sthusramang theteatihodiop piewigerd arei gredase F?n‘?nswg from

ond t6 8l AR off the WowiRG Bédldrces In tREIIGhtERAR0AEE dukibir: Gibiis) acidasidues
24 Q%Eﬁ@ ?ﬁ%} %Fd Ee%ﬁﬁ?)ssgo Jgoo‘f' gEQ I Nbrbe I'-”a'rtg;nltar &'l?l?écﬂqasq;rowded herein

corihige, withinievariple mairb@fdheé'éleﬁww'a@a (o 08P A 9 EORR (e n the
hezv idiir FILDIG1 1. 'S, adivRg the sdfibodiel preeidaf herdiearkdhdse womygising from

onestg I%h‘ﬁ.Fla%en? g{erfolioalglﬂ sé@.ﬂh r egﬁh o es&g lilﬁ-}ﬂ'l Var S8 Brain: %Qdihgs 31-35;

resi 7; and residues

m@@@ﬁ?ﬁa'ﬁﬁﬁs'#@sﬁ@@“ of£HQ IPNP:3P- anti bodi es provi ded

herein 5 conprise, within the variable domain of their

Nu%&@&}f Lhain, at | east one of the CDRs found in the

chai n L2H1Q. Thu ntibodi es

pr ol e dspegh e praeat pteoted Peosgt Fapie Syl rovs e Tpe nucki
acidshaoenprisd, for esanipdé, powiusigotisies thehenssde an antilkody obihg invendipm or a

vari abl e domai n: residues 31-35; residues 50-65; and

resi dues 98-104 of SEQ ID NO 34. In anot her

enbodi nent, particul ar antilygdies of the invention are

selected fromthe group 10 consisting of L2HL1l; an

anti body that is cross-reactive with L2H11; an

anti body that binds to the sane epitope as L2Hl1l; an
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15 IL-4R Hybridoma cell lines that produce any such
anti bodi es al so are provided by the present

WO 2005/4738h. One exanpl e of a biol ogi cal acti vikgT/G$2004/037242
L2H11 is the ability to function as both an IL-4

fragRGHt AV 19 nﬁiﬂﬂl @Pvérlﬁnt%r&l@tpﬁ jeslides kOfiGeR foe iBO&H HyBAdization

od
prona P RN A SrH o e o B v pg o BhOgiiRibg
polyautibofiiesneatngsa Holypamtids] aptieensg noaeinecids o hifingxprassion of @
pol yﬁﬂ:wotﬁﬁl Mco&@leﬁﬁﬂ&n@eq&&bﬂéﬂ thauerBgae. iTve hyclei@gcidsesan be any
tenglfo 106N 2 bH}‘ e m@%zéﬁgl . 26 98B M, 9919, élﬁ?é‘ywé €128, 150475,

expr essi'on’ ass B/ %{‘F&P ,
200,268,800 G350 400, 489650ONAEC; 4.Q0R%, | S0, K0P QP Fopy wiclegiizs i fonat
and/f catntéé‘mbﬂl@%e ehabre adfitidndHkiudnses foe exampia] ragula®RGGeaences,

andk h ac]?% e{(%? 8&5@%9&%@5@@9'@0&&9 qHe tﬂ&%“i/ &I&rcﬁﬁ B@ tingle-

rla

stradigther dpt@ie—s@raredeﬁ@a%awpﬂsq;'? K ondlor q% '}5‘?‘8& ea 5 “‘%%Q
vanér@sth@ea‘f(eg péptiasnuddicackist oded anmi no aci d sequence is

PLS&GI\E {/5ed Q qﬁﬁ&g@g&@tﬁ& (e/g\naéma IRt dhin] ViSlalfle 664l only or

t ed
llengh) sy g e o e o iog e reaPren UL Rge i AR e orva
maMsdlﬁtec&EQoh\BnﬁﬁaﬁprowddreaﬁlMWQdolw'gergmha@dgqqlplbwgﬁ) Phage
dlspﬁ)a[g i@é&%%ﬂ%&tngﬁlo‘f a KRG tbSHRiqué WhérEs deriviidesyof antibadiag may be

it G A B g b bt et r

expfRSRY ih awy, suikikidresontiwnt @mre{sswrmsw é"%?rﬁ!‘ﬂﬁes&P P‘H@"P"“es are
allo b@!&tasgé?l?dlé‘tof&ﬁl dnmy mkeued. the conpl ementarity

£ O u aurF Elp?c?{g &bﬁ?ﬁlc L a%ﬁ%@%ﬁé}ﬂg{)ﬁﬁé VéHable l?ég‘?on% @6ihe Rsavy and

lighbehein vaiiahls regiers shawe ;pdﬂ%qrqﬁ .5Duertp dwg degw Pwée geneg‘c cl.b]de, each of
the PO HRREL sfé‘q‘ué?k@éllh #Rlrd Bodled in ersunded Hyoserge owpbers)f efgerfuegpie acid
seq%?&qt? O'E%L\plrr%se\r}{ lﬁ\ﬁan@c{ eﬁr&\ﬁdefs Qgcl:hqi@g%ré‘{@ AlRRE@SsekliericB @ncoding each

domai n: am no acid residues
anipacy3s therientioies 51-57; and resi dues 90- 99 of SEQ |

NO. §he RedntibrCiuttieer pmvldebmﬂblee&lc]ds thet pbrdizedp sthgr mugleic aclds (.e.g.,
nu%ﬂg%j]ds o%l{np%f! ﬂ ﬁhcfegﬁ’devs%déﬁ@ & F&ﬁf@)rﬂlndﬁr phiftiedlar higisriatizgtion

f
conghtiahsy Nygthqds fipy fyb"%ﬁg'g?‘”ﬂ%ﬁ ﬁ%wﬁﬂf%%" Jﬂgé Q,@rso%le@\éy Current

Prdi&oRiimnMaleuldr By, GlohqDWﬂey &1§orfsr Nk (1889, §.31513.6. tﬂﬁc@gnqsifherem a
mo&gr%tgfy%&rlngmt ﬂ%rﬁﬁ&k‘)ﬁ RERHtich ﬂs@% Miyig Eblation curdiainiag 52 sodium

chlgme[mqlurafcﬁr%%g@ﬁé ﬁ,@%g%ns 4 EPTA ;ﬁgglﬁg hyt?ﬂﬁatfoﬁ%bﬁéﬁ%?abo:t
s0%SPreninidel 6% SHE camd mthybridizatian teAPYsRRIofeE G @5pt5?resamlar hybridiza 10:1
so@l%& uEh Qs[%rfé ORbRARY aBSut 539 Gormaaide) vath atybritizatanipmperature of 42

ol t
O)cancga g BT o o 5103 5 S50k 9B A ARrBAG contion
exmsu ausawzfmmm hﬂorferc&gn%washa%‘ﬂ OVIXe530e 02 AR & POot

rhﬁfét o 1 58Pk thenat sanuednpakiedieshybodiation ansor veshinggengitions to

tnch%/qsprgl; %ezc:?etglgé) {ﬂg gﬁlfn%ﬁ@? o le :dnERESthA nuSIEid WEiB€ tddprising nucieotide

g d0.% & Uach other typicall

vepEée ptage @ leaptf %!9;%80@%%3#8 o j0tplipitoach ather typlcally
::;Blﬁ |hyl§‘2ﬁ§gom:;iﬁﬁhz ahe bl&ld;mrametﬂsw if @?@gﬂﬂ@ﬁ hybridigation

GOPBP% 8}{5‘ a‘i‘)ﬁé fof BevisHb LD oRAMRING BfaYseSRAN BYIS&Rbrodk, Fittach, and

Mardaiis ’@89f ec@@g%ﬁlgge I%La%cr@%wl@anuglgsmgg}g r%d—la‘?lglgwbor&&@?ress
Cé® Spriv@ Hartior, NIDOchapefs, 9 &r6l01; w@urreg@pto@g;gn Mg@gular y, 1995,
Au%gg?l eflaﬁ eds: thn?\ﬁ@ey]& Q&'Q; the.DE¥Rtion8 200@nd 6.3@01), avd cambereadily

tides in and/ or
cerced s o R BT 85 00 f e el andr ose
cahegsitiercd the DNfad/ or be part of a larger nucleic acid,

for exanple, a vector. The nucleic acids can be
singl e- stranded or doubl e-stranded and can conpri se
RNA and/ or DNA nucl eotides, agd artificial 10 variants
thereof (e.g., peptide nucleic acids). DNA encodi ng
anti body pol ypeptides (e.g., heavy or |ight chain,

vari able domain only or full length) may be isol ated
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di splay is another exanple of a known techni que
wher eby derivatives of antibodies may be 15 prepared.

WO p0056¢733bpr oach, poiypeptides that are conponRGE/ESP4/037242
an anti body of Interest are expressed in any suitable

recamg%té Sbsg.?gma sgnmé%ﬁin% a@d0deit 58, %?&Péb%fa@ﬂ 1q changes in '
e BB ISR 3 o g SBSD R o Y O

intragiiessidiy stpndare teghiniqueb. sach axgitorieadd rnrhtegdme%lwncta?%R metigted
mutédbhibsls. Vigrefortd fyemgavaaoéarﬁﬁ@wd hdbsﬁhlﬂ#\é ﬁre?mad@\é%ﬁébr'iﬂtﬁe
oq%{e’tf”er dcannS o bé fod
oroq PR Bhonu o8 B rifons S8R o By ooy
alongall gerariatEecoding sraHenceueh as by satiratios aytrepresis, anribe resuitant
routirite 6@ Be dorveset foiolgiVadiay ieRekindRgens that retamstiay (4.6 Ebinding

to I2F RIGASS: @@Mﬁ%&gwg Q[s Cfﬁ‘é‘édo? %r&fein %Q?bé %l%?é&ééd%coﬂ'}%nuy
andﬁlgﬁ}ﬁqtlﬂﬁy?gthg Brotainn bg getp@queedaé'ihg @u(atig'nsg::an be infreqyced into a nucleic
acidagiihgst sixalfipantlpaltegngihe biclogicdl iactinsefgpepiie tich it Bhapdes Edy example,
one A ﬁ'{?kﬁ (ia:ofzic!él s@fnst‘m{lpﬂé Igédﬁ'%ttb Qi‘ﬂlng aci§ Qlllr}#hlmldplg at nd}{PésQé?ﬁ@ amino

for nucl el c acids are we %ﬁ (?
acidppidusRc ) ong SEBOCIEty L pHEleo e SEREBFR PP 1 Btipcg of a desied
fragBieot, mgyant draderivatiitd tbgred!, Somsated\iuvh thallib@@pdes@nBminogicRl sequence

conﬁﬁ%r ] .";}g choRedefitibng c{i‘suiﬁ‘ﬂ@%rﬁto?brﬁinﬁ héid F&@Dés that are shown In Figure
c ondi tion use i ng SOl uti

3 oy psiiis Aora LB AT AoCupIoRs 1 TLonet aipeitest. Hecytagenesis

inse@ts Wam acitl adjecrul BOTAC( pie@minp, acldyenidugs zmnamFlaurﬁfdé? be

resi®iesaake two 9 Hork Qéd'ﬁéﬁédﬂ@ilﬁeﬁ &Iﬁﬁ@tive@nﬂuﬁhd'm learh B MAGJIUGEd into a

bR G e oM A B
IL-4inior B-13y efe.) of aelypeniide tapbensedsse errexampledre myffagon can
quaniativeR ar @!ﬁﬂtﬂh\lely@ﬁ&g@ﬂheﬁﬁhlﬁlcal attidiyS Exdnfles & qlarttaBiRSharges

mclch!ﬁ lpcéga%%tgbrax& I)}‘ng%‘ 5@ ﬁa(% ng 3 régﬂvhy %awﬁ%ﬁé@eﬁtg& g:héﬁges include

Ghﬂaﬂinﬁtbe@f!QBFaFPQCIﬂ@M?BF'éa“t'B?@ of skill in the art can
ManinrbtAbraaspdis, thdresedi im@htionpravidiss ancleiasdid molecubasdhdt curriitable

for %%bas pﬁ e %?u? g%b%lzg\ﬁﬁ Flﬁ)ﬂéﬁ& 1€ dstbditoR glj’ﬂu@l\éic QEid sequences of the

Suc nuc el Cc acCl

ivasiie- GRS 285 EaeRie o8 MYARION S Pl » Gt 454 nygo acid
seqdénce&hcod®Q a f@BengBtpalype@iiemf tHe nvéntian, forexaradé, adtagment that can be

useb %8 'a:r;:gclble%r ﬁn‘fé?%f er%nt 8Hca @Ry ArPaBREpbritin18h., arl et leasphe? binding

ara ters g Bfec | g%ﬂt e choice of hybridi zation
F'° g & PAYREPISR AT HRIYMENRY for devi sing suitabl e

con lrobesnhmedmrethe e¢quingetdia byclaimadid fdtie Invantianseen be yprgi o detect the
nucld it dr SinfidR8ieic MBlLE fot eREmSib, @Bhdtepts énda@h@ ﬁ@bwéptlde of the

or _Laboratar
%%?ri' %b‘uelqgﬁ)ﬁgﬁn gq(ppvige a glﬁro&pse% e\ go%itop %311163% ciompound
an Enzpme,cn BS NzyMEob-facter. aPucBiptibggygan bpaged idergifys eell et expresses the
po%,ggmgds John Wley & Sons, Inc., sections 2.10 and

hav,nnaémgwsngm SR BGl R #ngpmﬁ'%g%mrg san;mgpg@%aa.c acid

encaslingrp Pelypeptide of g‘ﬁdﬂ\fﬁmﬁn @ 6P°rﬁ%rsfaem@‘o FRIERIes ¢ Neqiprs {nglyde, but are
not liVRed 16 | 4MI0ERI 2416853 AorREpldobial@aMmaRn 2é@orEland gesessian vectors,
for %&dﬁ;&%gﬁ% )Y régéfoﬁtvé into a nucleic acid, thereby

am no acid sequenc f. a.
poI @pq) apée ressiglil]veé:};ﬂrq g&r&l})vamcappo pyisg &éygleic acid of the
invdvifibdniacforsn suitabldfer exprassionl oftbelnUrisicstciirinia hest celc Hihe ereemibinant

exp?éét%ga FSctcts rg@lu&’é (5rfé§r ﬁ\%remelbtgéi&? §§du‘énc"é§ dseFé%Bﬁ gﬁ @He@fa@i@ of the host
ool A P01 BirEesEioE RS Reraani i Sude ek e to bo

expnensed sSRegulaton segudnges ingids thaseithi disect oxinstifytive exnyessipn of a nucleotide
mut ati ons can be introduced randomy along all or
part of the codi ng sequence, such as by saturation
mut agenesi s, and the resultggt nutants can be
screened for biological activity to identify nutants
that retain activity (e.g., binding to IL-4
receptor). Follow ng nutagenesis, the encoded protein
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fragnment, variant, or derivative thereof, is nutated
such that it encodes an am no aci d sequence

WeyWp4B8Bhg one or nore del etions or substitutPGHESP4/037242
am no aC|d residues that are shown In Figure 15 3 to

seqiiics ﬁﬁfﬁ e%ﬁ{o@t oBNLD(e Sf 30@6 Early GELESHREcef! 'R‘oﬁ@&arodn'ih vn'us
anoth @Qﬂ?I ment }gﬁg nesis 1 nser g at[éa?
mea@?rdm &y*a@ ovirngs RS'HB‘“ “PR?P AHSTLeXRIEEE O %fé "1{3}‘8‘3 apuence
onlyiimeeFiagnost Bllg (8.gh dssus-epeaficeagulalney seqtienses seeryoss of al,, 1986, Trends
Btoc‘ﬁ@ﬂ USAHCA stﬁ“ MidrfRdtis ef ¥l R8RS diened 2’36 ffaf aﬂido té‘cﬁﬂv raﬁrenoe hereln in

et RS, ki s B oot 8. i ey ogponse o
particalgipsatinent prgengitian (ag.. theimelaligthignio rpranoteﬂn m@m@aba"@PHS@nd the tet-
resﬁbﬁélv)@&ﬂ?dr g@eﬂt&iﬂfcm'r&s S5/ PRSmotdr G b&i(ﬁ\'ﬂliﬁrﬁ:tlc bitPeukuityoticl s9stems

B D e R T
canidpiednd @6 shehdaeters e tie cheiep @ ‘th@gw@trcelétq hﬁtwaffpfm?dt thelevel o

expl%ﬁélbd/dﬁtp)"otelﬂ@d'f’éﬂ @, The Gxpddsion vect@s 6fthe peshtiomednibddntroduced into
hosf ceﬁ ! ne% c@lné [%rﬁéms 3@%@4&30&&&& fué’m'l &Bhp Qrdﬁéﬁtldeg enooded

H10t et ag) inven rovi des hucl ei
bvfuelﬁlaaﬁ'%é‘i:‘éﬂsé@eﬂﬁﬁﬁe'"are sui tabl e for use as priners

or thyhéthéhiszpddt, e pesebigisvehiion prdvizies Bost célis o wiichnaitskcemiginant
expPe%%lgn \?EI%HJV 8\?9? ﬁvé?’ftioﬁ e b%én iRYRBLd. Mnasfodi léﬁlll 2 &y@ﬁdkﬁryotlc celt (for

Inyention can GCo a porti
exersplent DI o PGl JBL BB, WAt oResh SRR SR . CHO
cell§)h| Veeep DNdean be hireduced/istotprakaryoticar e$mmp¢ elis via corygrtional
transfOfhatHA Br %sfel’.‘lﬁﬁ%cﬂﬁl GhsP FORBabR trPkleBiRN oPfammbllaAdemd K is known

tha%ﬁqupﬂaggqua ihs %cﬂljes%& "gc%ﬁ’f&?‘éféﬂ%]ff"a‘g” gqca'lql'rwg %C, gﬁls/g small fraction
of cBiisaha&ydntbgratedhaoiareisth ®Nddefo Eelr gensimen I orgprtp idepliy end«ﬁelepﬁbese

intehfAME Y bé?\@ Y Bn&@e&@%c&@leﬁﬁrmte &.%8r regitandead emtidiofiss) i generally
cleic ac

e Sk B S 5 oo FOARE g ARG B o e
thogsawhichomepler eseistancedip diuggysaelyas @418, hvowmysia ped Bethefraate, Cells stably
rarisled@h GAE B lintHaNgea Widbic addcaRIbaYdeatified by &mgaslastion (e.g., cells that

-fa d
havgﬁ'ﬁzprpgéﬁgerdélg iec%%fé?#aglg r§%{eép\?|?%}|‘ﬁ\eer th{%ﬁ@% éérf' cglgs;o?g among other

methhds. pr esent | nventi on provi des vectors conprising a
nucl ei ¢ acid 35 encodi ng a pol ypeptide of the

De[i!Lvm{a%n,tﬂég%H;‘eﬂgs, &d@l&iﬁsq{f Fﬁtlﬁ?&l@spf Exarrpl es of vect Of S

| Deiialives g ardisoies ATPcterk RS 1A S ead 6 Pesoging: A sPBesd oy
desited properiles, byoany@kanghiser of keownrischnigues e Lpntabsefithategrvigues igvolve
isoly}ﬁ DN Bk Qbol' Pﬁcﬁ%ﬁélﬁ’ [br\ﬁ&'ﬁ&ﬂhére&ﬁ oft h@inlitibde Btihterest, and

ri se nu el C,
e A Broueh et P sy 1K PR e s o gnotrer
DNA@$inteoast, lor alfEns (asc bybitagenesis a0otkst serventional techpigegsi to add delete,
or éuﬁ&hﬁ‘l@lﬁn@&%&é athB sci& REL&Y, fbi-)éxaﬁwences sel ected on

whi H}‘P%%I?%B?fg rt}}foqr?em |?]\1?§tgolnltp§o\r{tﬁ% gl%iggﬁ' Eiﬂdméfraggﬁﬂ{seo? ﬁ'l'e(?aﬂtlbodles
of theinkentions xPuch Fegrmientsean srasiss eytireeefipatkagy-derved a%lelﬂq% %ca" .
corl\h/%&g Sgldlil‘ &821755 mgés tEkbriMes }ﬁ‘@f ifeRDinding Ghgrasmsintiade Fatl@nd B(ab’)..
Other gXamPles e %er%edcl:TLLH?g gpaﬂ Q@ézﬁgchﬁﬁqggdq Fhank. 30 '5%6‘-)256

el'l gene ‘enhance

Rou§|n§@rcb®ﬁﬁ"ﬂh°¢ia%ma!pl?ecfﬁ@i9é’rb awgdwmaﬁ'&vwwﬂab'e damain
(Fvite@ieR) fragments Vie aeamiakeidl bnidgei(shevt pogtias liker)olsiting in a single
pol{?ﬂ‘é@lufeoéh%qe ﬁ&f’é&ﬁb‘:&)a\n %échfé &k babipBfttd Saldik [61'¢A Bncoding a

Speci uences, see
pepfde fikon baiween DS SORESING 14310 v %b@@?mawiva?n dep eV he
reslifiGy polypeptiies ear8ig hadan, thenmetepofarmeantigan-hindingrmegneeers, or they
herein in 5 their entireties), and those that direct
i nduci bl e expression of a nucl eotide sequence in
response to particular tregment or condition (e.g.
the netallothionin pronoter in mammalian cells and t he
tat- responsive and/or streptomycin responsive
pronoter in both prokaryotic and eukaryotic systens
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‘antibedyefor &%ﬁ%p@&& Voo P 399%'3?0 "'ﬁ%‘%ﬁd 5?8

host cells to thereby produce proteins or peptides,

i ncludi ng fusion proteins or peptides, encoded by
WOWB4133ci ds as descri bed herein. |In anot herPGEEPS904/037242

the present Invention provides host cells into which a

can ?&ﬁmm %:leugc ?ﬁﬁér@ Str?rhéi‘@ of %@r&r‘ﬂérs? fdeﬁéﬁ@inb BiY #lidrigth Qﬁemble
inkg e b o atte i (65t Tokg Pust g 19T Rk e, 2001,

Blorﬁélﬁngek&%ﬂ 08). Eyeawibjningrtifiecnt Vicand Mt\mmpmmg rolybéptidgse onp can
formitiREid stFds thf @6 d%t%&%pgﬁ(maﬁdkeﬁ% 8 2boM, Biomol. Eng. 18:31-

p c.or VI a convent i
0) ez QeR ey Sioc 5o S8 liehpon B e el RS e bpsg degoribed
In UtS. Zeteficn: #6A6.878; Rixdn 1888, §pieml244%:f123:ﬁustgn REAS P88 Fyag. Natl. Acad.
Soi. A RREIBHaNGE Wra Bt 411 €osdXNEIGS SBO U4 86 Rtar 80, 2002 NadtRas iIMRNBIol.

178%2@5@ Side #Iﬁaind%uﬁc, a%B%ﬁ‘?” It r?qﬁiegﬁgj;% h&rSih '(iﬁclu but not

limited td s¢Eys omprigingiths ¥ariable domais sopbinatiepsledHiinkaHT !a""@’e h@'” Likz,
L1H3DEAHACHE] EFHER LSieT, ROHS Dt 189, TNA10S L1H 1, U2H4, L2H12; EZH 1St e,

Lﬁl—h%ﬁ@t #ﬁaof_él%?’%_%Hﬁ L 9G4 ?_Eﬁé h ¥H1d, Bhd CANG Pebrd ?ﬁc‘&mbgs%eé‘ Bpthe

t'he gene INterest. Preferred
WE§@N@6PH%1e mar kers i nclude those which confer

I esTehAgEs arokribivi ¢ debingen astihGdi & a diffagend sybelans arigbtype from an
anﬂpﬁc{ylr?)?@fe%ﬂ §. stlabss yl'hu% NGH ﬁtﬁ%l%? Eehde‘i‘ub@i from an IgM

ﬁi t“ r\%\g antibodies

thaismbass thelaatigensbineing pexpertiod dfla given antibedy (fie naeent mb@dyh oyt also
exhipft blofgflbl BSkoBhiBE Fvith araniBddy Rdpe Qeé'ubMaésl d¥RFent from that of
theaﬁqeglggc ?D ﬁigg t el t%ﬁe ant | bod| es De] ga&o}{&sm% enoogmg

repare
partintioe maawmypemdgs me:dchﬂnmmﬂd nn@gch myceanses.ﬁg ePNmPﬂfes“ng the

con%fanl!ﬁ%ﬁ‘i% dr 6% BRbBYES theGREfcIidPE. Sdaldicachiio S S200D \Mdtives Mol.

I.sO0l at i ng DNA ‘encodi ng a pol ypeptde chain (or

meﬁ?@P%ﬂsthereof) of an antibody of interest, and
manAeorditdyntye ehibodimotthe pressnt invaslionngiadetthqsr/gomprising, for

xehfd) e lvaiable dmlm&bmamnb e2Hi1 8811, LOH B NSHNar H2 DNB3Af H4, L1H5,

L1I-&%Lﬁé7ei g, 21+, éﬁﬁ‘i(‘?ﬁ’. 9%H4 P%’,—l %ﬁ-?l%”&ﬁ-hi YHIOLAR LaHa,
(2B, L2 LBHS LH1GrsnaLati isvine Pd’e?'@gl"*d’b’@% %°ﬁ“’6‘?mp'e lgA, 1g&1,

Iga2X @GBI 18G4, 1§M.OE, sh6 RE) bis wélhe Fab esB(ab')2 frageenis drerenf.oMprgexsr, if an
lgG% "é:%ﬁ?doki nﬂa% ﬁ bF: BT W ifrddlicd 4 foird RukboN (Sc,fr%cp% cpbChlIR the

t t
hingenpgb@ 8y d@@ﬂbe@ié@B[rgg'a geég{.c i@%?ro%ﬁnﬁsdlegﬁéﬁ g’nog{étarfn{ep By, gference

herSRlideN&Rse a loxadna) ko il icimeibitfivdibogdsf that garlead to heterogenelty

and F(ab')2. Qher exanples are provi ded
'"tbg%kuggt'dzgétgsat 2002, Bi ochem . Soc

Si niyloesoxeralephnigves fop Aeriviod Aatlpogles WWH@WGWPWP%%"RZP “he swg
affiniék ot thé hnttgbmtmmnhegrhﬁrﬂ) ate misd knownFPnesyiidaghnigpegefemedsio as

chafh éhuﬁ‘ﬂ-: Pidhs Afshe ng |h'ﬂ‘9.|‘ﬁodl<§tﬁlﬁ’rf VariRRO LbrHSn bérfé"i-&;ﬁe)'tmres on the

resu In a aln
e st i, SR S 0B, S mngres
beddNAed topelianghigh affietytatibedibs taltter hapmzé@nnmi-éﬁawp [gscribed by
Mah&%t Qéﬁﬂhloﬂérﬁnoldwwgom ypeptl des (VL and VH). The

f
?if’ﬁf;oisﬁw%@%ﬁ’uﬁ?m%ttwgc%ﬁas BRupd) SRl B Rs f ' cnter o
the2diBIcp HINGIBY SitCITRS Bis beary Bed splateipntibestion with increagpd affinity, for
exérﬁplé{ antifbuigs hé\ﬂngtlﬁdré&b@ affifily fdreleﬂiﬂmras HesatipgEsydichigr efral., 1996, J.

Mcv%?ql O?YEF gH" o;?%?rﬁggly ﬁuc {es“rm qlue ngtlﬂ\%?ﬁhnﬁa Entfb\ﬁﬁles fo IL4R.

10: 423; Kortt et al., 2001, Blonol Eng. 18: 95 108).
By conbi ni ng different VL and VH conpri si ng

pol ypepti des, one can formmultinmerlc scFvs that bind
to different epitopes (Kriangkumat at, 2001, Bionol.
Eng. 18:31 5 40). Techni quesggdevel oped for the
production of single chain antibodies include those
described In U S. Patent No. 4,946,778; Bird, 1988,
Sci ence 242:423; Huston at aL, 1988 Proc. Natl. Acad.
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10 Li H3, Li H4, L1 H5, L1 H6, L1 H7, L1 H8, L1 H9, L1
H10, L1H11, L2H4, L2H12, L2H13, L21-114, L6HL, L2HZ2,

WO 2048/04133H6, L2H7, L2H8, L2H9, L2H10, and L2HIRO/US3084/037242
enconpassed by the present invention. Techniques are

K nopRakiQliar dfbbdinBicts, 2RtitAles Qﬂﬂy reenfinGeérftibrer8 a birdhg lafaly (Ka)

o B A e ey g 1

at lader i w0 drebleestd 11§V 15 anti body, for exanpl e, and
vi C’Pne\ﬁt?és%ﬁt OilnvﬁHEHﬁ flr@ehIREIGAER snuith-dpeuifid drib@fieaplar edample, bifpecific
pew ant i ng i
s B8l S g At g o
via wdm@bantlmimlng ﬁﬁ%?l’d@ﬂ"ﬂ'ﬁl l\%‘reeﬁ%rr wisnocificantigedieg % ' °f°sed
hertth bdh cdfpA&d driptyen HirdiingRRe Hom sredeftiasteeral ddseriedtanfitodies and 2
secPrécgﬂlrt]l&n bﬁdﬂﬁé% ttHePquN onegé?&hﬁh@%tl% Altematively, a

C 1 n
bispssifie ar&@v@mwmmswn&@riqﬂﬁ@m"aé TR B @:‘b&q@wﬁdﬁsﬁ”“d
antibbdids ant @Gecknt @stiges binding Ebddroenaotheniy-4Rantixgly thehistkapwn in the art

(orEneniﬁ%tréaREJ pé’}%%}h&g g.{]h%gg desired isotype. See al so

Ac crBeraes ryethgcﬁéﬁ RSP &fsggclfjg?an{rqﬁ)gl tgé(g%\?n Iﬁg}\%eeélrﬁ and discussed
In USRéterd dpilibatioe 0%3@)83% filedyApril 20, 20@1xampr|pgratepm rquppcg@e@ln) Such
E@@I au QR h I&madé%scribédrﬂy Milstditl ef ab.j 1908, Nelire

305:597, gl O&Lezq_@ Lg‘qﬁi‘hmﬁié}ré EHE%%I”) La@ EBeml{zdé coitbfhg of

antidcy RigBents PBBNeh 248/, 1983+ Srlence22BB1; Gleane 944l 41987, a!v‘ﬂwﬂa'
1 SQ%I l?g I"a‘i&‘ﬁ BJ@@O é(fZ? I MEreavER, bispedifantibagied can bgiidduced @3,

recp%glawg H%g 5 kpgpg%?ple %L%P% Ie%%ing\@itpéer golel Q%{lgr frérh 818 Fod and Jun

e r
pratmnsnmycramsferenuaumwme@rqd@qr%ﬁ%tﬂmt%f aé 188? it '"fmfi%!uﬁ@?ﬁ”) or

&%?ldka ﬁBPa@R)e dofalructiiies gedesediedin 6. Paiend 5882896, rdditional
{ ' c e POl S0 ©E3; and
“S‘Efkil?‘?cg]f"g‘l’eéﬁ'bc@d ﬁ@?%d% 0&%8% hpll(&g\l?fgaf gggg %k}lgncy to form o
U.$.Rateat 3BGWAPN di sul fi de bonds that can lead to
het Qﬁ adRiaebdpsct, B0 preserit iertioigrosides dodmiivative ofAsrantihask., The

deB\fag glﬁﬁﬁ)é@y %e%roo%%héevérﬁ}gno%ﬂ% Ppﬁb%nmwét MShats Gidesigatoroperty to

thet antlbmcqucm ﬁ@yca-gas,qe\é%;% lifang gaglcklgélséqe %’Eﬁ&é vtat(tljz%d Qﬁ“bb@ec%n
cohﬁﬁé&nfoﬂéb&mpreeé détectablé @r mbeling)vadiely Ehaufa radinaptive, 69'gninetiic, antigenic
or Pl'éﬂ&lla@/ %Q&Lﬂmt&ﬁ@bﬂe@&? fulfdd ﬁhb@aﬂ@éﬂﬁom Headeor a molecule that

birisla éa @o%{)ﬁ;g%ﬁ'e (8% @fptip)ﬁ,@j]?qrwu{lc or gggrbchs i& H1§>|8ty ée g éga radioactive,
cylohRicIor pharbbeuticali astive Bolstyh or a gwleciie thet @ga@@s FhegVH bility of the

angtgcfdk B E%ar‘?\mlérkﬁgg lP, dﬁiﬂlﬂﬁﬂ&iﬂ@h Qibject, such as a human subject, or other in

b
Ve e, sy B ko ey
alunen EEumER séramiatbpmit eed palisiwigne eURES)- mm-‘hﬂ(ep apd

Pgé;}rbgﬁ deﬂ\fia %shtﬁ amﬁ‘?ﬁ?& Haipféblared uSihng Rchridueaveibiriveaiin the art. In

oneimboRiTty b8 Bty b e 2, phehl ﬁ@“ﬁ"%ﬁﬁ"qﬂﬁ el (TR o7 TR
vetiar T PTR arsTTiRevwdant pembq;gheg;m\lygpodmed Hqth, rgaggmp 9. @ %@mlcal
sell ee;i fr@n%e gréGp3eonidting AF 66xireh, palk h-vingipytardlidariehipglyelbylenealycols,

PropBBIa 4] Pt o A e ﬁé?’ﬁl&éég”.w'eﬁgm“é&m‘mfs

palyvkystiiviatadmelyois and prbeind glcghols. HES PateARpnlo. Lﬁﬂ@%%??‘éﬁ have
a binding affinity (Ka) for IL-4R of at least 1 x

08t L i E BGELIBRh Sy gt | bOdi e exhibit 2 Ka
01 1 ethide REPELERETe FoEpS AR e AN AL ARCAntbSH 8 a ubec,
thekéby redGgreainiIL-4-raluteédialogis) resmonsetoaimiive 2 rale BFereticplgr cogdition. In
anti bodies, e.g., two different epitopes of IL-4R or

an epi tope of I'L-4R and an epitope of IL-13R via two

di fferent antigen binding sitggs or regions. Moreover,

bi specific anti bodi es as di scl osed herein can

conprise an antigen binding site fromone of the
herei n described anti bodies and a second antigen
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10 anti bodi es and a second antigen binding site from
another |L-4R antibody that is known in the art (or

WORWSOHEE1 can be prepared by known net hods). NGHEES984/037242
nmet hods of preparing bispeclfic antibodi es are known

particiilad hfodifdents; a‘ﬁﬁhd‘&s EMS ﬁﬁgntloh Mvolve dantzeitg eﬁ@:ﬁﬂeh&%tlL-Qﬁ with an

il ed 20. 2001 {Incorporated by
anti- ﬂ‘ﬁg%ﬁgé ?i%r'é‘ aﬂ)ex%%rﬁ %% hods i ncl ude the use of
hy Direaiment sn¢oqpassss aksvidtionaariptsyention o4t leastaing symptem of a disorder,
or rel:lB&Bn of\iﬁéelilﬁeﬁseil&ltﬁ @hd 8 Tke. aﬂﬁan%&iﬁ héed rdt &fecPél&tﬁﬁHIete cure”, or

eivelﬁgﬁn]%téign §r r@llggatﬁqn ?’r@ﬁ 3%:@0% tl'&llte a w?rgle tﬁem&%g agent,

nnan a
As isszsep%!?e ip i r@ﬂine@ﬁelﬁrﬂmﬂsammwd asipgrapeptic pgantsTBRY reduce the

sevehiB T 2 3veén dikbaSe ste] iR hedd, ol Shoiéheveryviandestation ofthe giesdst tabe
regaﬂfgd'agggéf ?he?%@uﬂeiggﬁtg dﬁﬁ@&nlyddﬁnen'i &qﬁerﬂvéﬁﬂrﬁ is i to £ Hethod

exanp euci n

wm??@ﬁpﬂ&@l%‘ns e PaaP'ahae .lln:é,R aipaLlst BPEFE‘P@HPP%F’F 9 tig sigficient to
indubeed erstihecimprpvadent ®enaselineal an indieAd, thal reflecisiielseverity of the
aﬁ,gﬁygrdsgpdg} or 20 ot her Iock and key i nteractive domain

Addibasies et B B birds o il % ant o eRlsaes dlesieciverpin. A

metﬂqu! fetouppressingdit-4- Jndr.l@@‘and Buti-inducet] Stivitest le hum&)1sTBGPORS ;
admiifering aPefdeNcitfount o8 Son 68 BntiHoby. aB&HdlBHs IRGRES by IL14R by IL-13, or

esent | vent| on vi des a derivative of an
bybtﬁ @ &]‘ FeDEegtl zed anti body can conprise an%
VA

ol &somu@e@tooé m:tbq earinent fleld; antivpdies are adralaisteraddo p Fidiret
manhér ap@ﬁipﬁ&h@toaﬁé indiextign. mabm@mamaaaﬁﬁuﬂerbraw aryishiabienedhnique,

.na@%ggtbh% fifited ¥ per are eIl Sbb A o B @él{,tiono tﬁegmbbaﬁcan be

admipistesed, &@ﬁw viedTtararisaler. i avesRys, g@ﬂmESCU@F "E'ﬁ P ¢

mtrabailtaﬂaul @ sulicuthedoie adultes, anmdhs(hﬁemm ascontimays pfusion.okocglided
fon, gp eﬂa tﬁ%‘éle%tdi’ﬁ'ﬁury |Qb&q§nﬁlﬁe@%gﬁﬁ%n§%rﬁﬁldblﬁery and

erapeutjc or ostic_noi
suste@agreieaae R e K e
inhakatibn, wse ofai rebyliper, iohalationof the attaganistin aemeol fmmeandttieelike. Other
alte Hﬁv%?ﬂblbﬂé é&e% d: B ﬁgpa?éﬂohpﬁgﬁdlﬁﬁlllsasﬁ@'st Ibﬁa‘ﬁbéﬁ' or'éRéwing gum;

ni strat.| subj ect a human
and [e‘lf?par%]Pnsost“ﬁ'é?s 'PEP"S'\HGQ?OSP(S? l?\"d\fﬂriup ?Jses) Exanpl es
of Usslofenttlb4Rientiodiesin eyeivapeagedupesdaigol iy eaniemplaigd. For example, a

patiéHtth bQdeHrl oRHefbody ﬁI}HTPn Iﬁeeecﬂtacteh Witiian &ﬂtbﬂj’ﬂtﬁét BiAa )4redxivo.
en

The RSP PR  0 bt B e o

usiAtyantagsivsly, aetivodies 4re reroiisterad in e fogmtof a p@mmﬁ@n comprising at
loasEHHRMUNEMR antiobdy A8 bhd@thiork SdditnblugMpeéniisuét 4% pHysiclogically

otl.ﬁ% eetgarr}’a% Is%u‘;’lgh% E: %fl[lgr]&t ?%é Trl—%)nt ﬂ&enﬁ?n-r-ll:glld}§ fsﬁéhr dﬂo%hﬂtlo-ﬂg e
compegingsneaiertive agowt eharcant-IL-4R petbp for P%ﬁh'ﬂ thednefiasig provided herain.
COIMhegbinp@sitidhs chamsin antlIL-PR hitbody(Hieay n, fpyenamle; alyroethe forms

destﬁfﬁw ﬁérPMl %ﬁbearﬂbéﬁ?%a? 8e alhBR'a ﬂf)i(ﬁlf)g?ﬁ‘ea ééﬂl bindlng agment or

ners l'ene o ene OXI
engipger ﬁg;&g}vgthereﬁgﬂ‘qys ‘?1y| at ed pol yol s and pol yV| nyl
al cCdmgdositiorisEndyafor example, ddmprigdar 8antibasly Gepethéd OwliFeebulior attiogidant
suclVEd healsicapd, 16¢ moﬁb@lérrvﬂdhpﬁb d\ﬁ@ptfﬁ@ vl s ﬁ&dﬁhﬂ@ #Sver than 10

amug:mquJag g,d telt?rg ragllingl?g e oﬁyqr%gm ARY r&%%? arogﬁ or dexlrllﬁs cﬁeiatlng
ageits sdchi ascE@cT Aogliblongy |a0¢bther@qwnqe amchq;qclpphtay Neujral bifisredisaline or

salire rRéd Wit oA, e&ﬁd"ﬁkﬁrﬂ; rﬁl?limglﬂ%gé»;é’xa e 60pbRfHAs diluents. In accordance
SR SRS s e A S Ao

Thegampegifion may ba fRrravieEd 8%y Iyomlgate uf.tng gﬁprqpklatg ieyelpient solutions {e.g.,
procedure. Treatnent enconpasses alleviation or
prevention of at |east one synptom of a disorder, or
reduction of disease severigy, and the |ike. An
anti body need not effect a conplete "cure", or 5
eradi cate every synptomor nani festation of a disease,
to constitute a viable therapeutic agent. As is
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10 induce a sustained inprovenent over baseline of an
i ndicator that reflects the severity of the

WQA08043381r di sorder. Anti bodi es that inhibit PCEUS2004/037242
bi ndi ng of both IL-4 and IL-13 to cells are discussed

sucrbsd) @k Biluefts. BBitaBREoiBneRtdRRY Rhfkid % lebipidnts BAHE 86kagéihng

ST e e
pharmsreiticsl Sergiuiations @eaprespnied indRespingggn’y Rhawrgaceutical Saienpgs, %%/m

Mack Pultlishing SompdnysEagtyi, BE 1bgeat ed. As i s understood in
t hekltg ﬂrb%@%eél&aﬂ!)rgctrﬂg]{&é |R&Qde%% anfiiL- ?tﬂgﬂtipbdz}aﬂﬁgqabtepor%ther

tnst%ﬂp{'%@apsgén Hegfing 87y Fhe@pgc{l @QISWSW@% The kit greferably includes
a stdriicirepanatien of anedk odrerentilLL4R adibodiésywhiek mapbpinntiesfort ofd v,

comb@sﬂlo&%g Hfégo&rd aBivel é@%%ﬂﬁ%onel dr opé \ﬁﬁé ed, the antibody

ni_ster

ant °§a%ﬂsﬁ‘g}ﬂe§rﬁq“‘?“ﬁ¥ ¢ 59'@H‘&§H§"°“|’?ﬂyrvﬁ%§'§%"i"%qt° such factors as the
route pft adaiindstiatiovathe padicylartantipdy empoyed] the natenelsod sevediy otthe disease to

be trbaﬂd& Qﬂmthm/thb ebd&ﬂ[oh Ri=RGE bPEhrorf, afdPRE btﬂélmhsgehé\fakb‘bha}ﬁbn of the

sutlb° R e SU 5 KR Ginof oroBle e Rhbr R e SpfE B .
chm@ahmalsénaémvm@@lvertmsemlaﬂtrrtﬂttﬂdmpl ants. Delivery by

in hﬁ'#l' a?ﬁllbdw ey Gk H&ﬁﬁlstefe@r foﬁéé@ﬁ‘ﬁleeeno@ afmbreQhan®ndé, e.g., at regular

rio 8 o8 e A e P S e Bl cvr
perled of gt lnagtiaveonth 95 @100R] €.9e A5 @R 540: obthEge Manisar axendndsfinitely. For
trealifgGhibiicit@ndtionk, SengSatitRiimdnOiE @BRRElly icsCéfRMive O Howeder, 25 treating

acut@%gncﬁt%ﬂé %ﬁhn%ﬁr&ibﬂﬁ‘@r | %ﬁg%ﬁ? %: Irl:vlﬂtohgﬁ%’i \gefs!(% 6nd'=|y be sufﬂcient

In 9@3@“\9 |t%arﬂp€ﬂ¥é’ﬂ@ﬂ"é@3tﬂ'ﬁ§ Bt the pgienbhpnigtied. mqﬂ&?“l@ﬁ'ﬁmt %egree of
imprévenietit bW bastlidd fothe crosar ihdicatdrad Inbigatbilsui d may be

co rBa‘?t&:JEE ﬁsﬁ %bcﬁ‘ ﬂ% gﬁéﬁgéﬁ ivdAtion ﬁ}{vﬂﬁg &r’ﬂnl@l@n@‘anvén\:fﬁbdy ata

cossggcF Fom 350w 0B USRS PET Kt HIeEFS W9RY 2 ol &g Kgiday) to o

10 mgﬁkg!dmdners pmfealﬂyﬂnmnalsiub&(@mmkgfdah’e about & nagfkgdday, and most
pref&rg tab&ﬁ gmmhﬁb R m ﬁ@ida? 3§ b s@jéet. an tal:iclItlidlq.’aﬂdeﬁlbod|ments

an ai%w § a3 s 1 STBRUSH) WG e

timedipbrrgosk, to“ﬁlaet aprl led anmt/orilin 2 medliatad gﬁeﬁﬁﬁmdim disorder, e.g., a
mediQ@NPSHidr URBSsedTRARN, ISHjeded the @Fb A0S biSunk BIinBod9 berdidult dose may

b f
ol L o i g AR, B o
adminigtered diyg amasn) mawangedrone&é@ﬁdn@fdosan Pngfangp for adpifpse is about

20-30aRg pdrlaesh. he bed éinboﬁh@nsdf&nehmémim fldt Qose of26 hiRy/dasd i padytedly
admyéstere%@qﬂgn? 1, arl]g.lt@?f gdﬁ'lﬁl%ﬂgﬁﬁtn oﬂ'{e&gﬁﬁ m?&ﬁﬂnrlae&sregdthe d?se is

appERdiglY adiuseship rav@@aaw \aﬁﬁaﬁeﬂv mesgéltm'% Qe &xwﬁ@f i)
thergfutiovegir@ntinvolveitiecting asios diiatout 20-80 mg@hantilL-dBwhitiody to one to

thre%hggﬁer%gﬁ/f\%?g gﬁod%ﬂﬁ&sﬁﬁr&%%ﬁ% %Mﬁ%&%fcr fohgu ﬁél@)ds

n, am no_acl

may:he NereRSBRY &0 m%:e thedesipd dearee pf 'ﬁ'efovwgrtaf?fr% 'atga aﬂ%fs age
4-1Rumle eaemBDY Avitable uegithér inrmives thedulituteasoustiniéxtion of éxmerkal up to a

mam&h BbSI Y 85 dﬂ%ﬁtﬁbdﬁdﬁﬁﬁ&&m &alot ﬁ?ee%ne@@eﬁﬁéekne m xed

apyPSISE PR i el B e vk Sysvanseplcton o
from @8 mngtte §O mgamefaradbf fropr3de & imga ol angst-Judh anibodyepnop or twice per

weeRt! AAGNEr cfibYdiRkRtds dRciad ﬂﬁﬂ]lmo-EE@ sRRRASTidn (6.9., Bieblkzer) of 3 or
philizate using appropriate

| yvo
'“"%QH%F‘E‘&’PQ%%’]"EFW&%% (e.g., 54 WD 2005/ 047331

PCT/ US2004/ 037242 sucrose) as diluents. Suitable
conmponents are nontoxic to recipients at the dosages
and concentrations enployed. Further exanpl es of
conponents that maybe enpl oged In pharmaceutica
formul ati ons are presented in Rem ngton's

Phar maceuti cal Sciences, 1 Bth Ed., Mck Publishing
Conmpany, Easton, PA, 1980. 5 Kits for use by nedica
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Dosages and the frequency of adm nistration may vary
according to such factors as the 10 route of

WQAWSMAIBWBY ati on, the particular anti body enpl oBEEHUSI0p#037242
nature and severity of the disease to be treated,

whet,Bgpick Blgp]g‘rg%lqﬂl% l‘g@?ne'n§ profibidchefdin &J?ﬁﬁ?igé Subc@BRkof Rjection of an
B s@ﬁf’%&&@%m 8l ageo 801 Bl Lt e B R iRy garcoidosts,

mlnmbﬁmngerﬂeph@s@.@ufqlmme uyeitis, sigkle cell anisis,dHurg-8teguss syindrome,
Sjodrérd syﬁmsme mafﬂlmmulﬁglﬁﬁprﬁﬁn%ﬁ‘e@w%&brﬂé | P& eclANipsi) bitGigwhine
hemnﬁy C anemaad E‘al%tfé e%ro Tdgus, %rrivgx ease%, al(%wgs%quislséagé %na I(?%ﬂar?f

er over

tuberguipsis. Weeblaaﬁm!e@tr |°n eﬁ%dh%av@odx lﬁéoﬁ'ﬁ'ﬂﬁfq}tﬂél;ﬂ #e§1red result is
achieestl, aly.Sthe rs&hije(ﬂﬂi eymplomPpsubkiael Trbatfient efSbsumeasiiebdeal or,

alteﬂg{qﬁ% ,ﬁalﬁta,l., oghoéggﬁ}ay g\?dmlgrgteLEGree mont hs or even

["¥ I'ng chronic conditiaons
| orlg 2eehereipedinawE N nib c&éﬁédmlnliiefﬁ%@tth%?tP@&‘P g amount and for
timeHaNielestto intiode dnrimprioierngent, pefdrabicasdiainedirsprovement, in at least one

indi{E;al‘ﬁ'cg(?“'tlj\{,\é't/'e hEA @ Ee\{?ﬂfy oﬂj’xg Hﬁﬁgﬁﬂﬁét leQfdihg tRatid, 'T/éribﬂ% RBBato8 that
rfigk e BHISR) of 1 athlrets Likeseuloar dnoondhion S bR Absha rleleEmiging
whethed the aimloyntreed tme nt thelseptreent ésfsuticientmbrdviadieaters ihplude, for example,
cllnl%ﬁﬂcb&ﬁzeﬁ(ﬂ{dm‘atb% &laRssR sb@ltycé}ﬁﬁﬂonﬁy ofl M&HITBStRNS of the disorder in

quept?f{pg :lrvgosg Hﬁaﬂ?egt %}rrlepﬁéﬁec\rﬁené ﬁtcloBé) c%: Fedip Bgls@sz({aqﬁbd ifihe ?ude exhibits
the Bipwevementroy ab leastiwd magxorp@spa@tedaw tye &9 fe@twe;k%\gr heteegrse pf
Imp FimeQt gBr&.’réi isdR¥ermihed By #fasitian, Who ﬂ@&hﬁ&d&ys dehavin®ation based on

o R 8 S e E 85 s 2 e

such @s atmﬂw'cof-.ﬂ;fe Augskignaiiss ebf@lowdéfer@j given diseapeaddi t i onal
e ﬂbnéibrmaa&hﬁmezﬁ trédting Bérighqulysidts hypemlasiassreantid. 48 aptibotiyt is
etenleh %Ethg gﬁbg)é’cvfﬂ Ko ab%nt%hﬁ%?a Wt eﬁ@cﬁ{fe in Qéar'i'é'!ji&@lofl’ 61'3 complete

@ Wé and/ 20 IL-1
heﬂiw.héﬁlréwaap%@sgﬁma%%@mnu%ﬁe%we iresypge ps ngedgd.
me dElevdtediowty of k-4 diesstouimizd wite B @Lmber|of dlscprpmtagd!scmﬁﬁed above.

Su écfts‘%.&@ AR ngller rﬂ&y @J’Jckdaﬁéb( toQ@énﬁ@@\Hsb rdRAalEWHo hdve RReated
rom

2
IL-4dpyels, prdp ;qgnlgx/tho%e \?Iﬂaﬂn eie%gtgé ﬁ,ﬁé KfBIg Tc’mngwr% rﬁsp%{ls]éar te g}%?ﬁentﬁwng
the aujentst whreyay EEngfié nfostfmnsiraetoentyittiesent-lcHR anihede Thys. tpatment
mefhh%& prslﬁ?&% hbﬁeurﬁéb%ﬁauﬁébn%&s&@ﬂmtw néa8@ing bRuIgER's IL-4 level. An

ani L PapBi ey oo SRR SAbuid h \anit23 el peuetiiod ae
norsbl. llemaivsly oheddionalyifosblepkapey bRPEEFesReR b dolsgaine pgther tre

sutﬁ’é&?ﬁas'aﬁ olePaEd DRL-ypk Phriur@despoisedprion tocatiorinistatiareof antiblody(-ies)

awple of a
a"‘?‘ﬂ@f’% QIS agﬂé%lorr"gr??&tﬁ,\?ol ve glzﬁl‘,ectl ng a(a(%?(se of about .
B b sfevein o L i atsmontoeai s b kP Sy fibored
durﬁ@ranmﬁéﬂemﬁtmalt pﬂ!ﬁ amﬁhtidf.-4mantimdﬁto deteob eedustion i, the Iaalspt the
cyt&kln t megfsogdg lngﬁﬁﬁc‘é elg\étéﬁqVAtﬂﬁeIQ%@Ma)én&@behueen

ree O

THEJ'@@P and TH2-50m) jrseune r?sggaﬁes 4"@!7’? F@%&@ﬁﬂﬂh’%&ﬁ@&?f"&bﬁh@" of
theldRgbeean tepadiciasotnef thedissate riown techiieussingsy befemployed for

%IL—AHQVJI@ oy, iMR SARE afd fo?@ss@ﬁhu@c TR IR Kne responses.

t {
oA B DB i s BBy EOBALE B DR i
cytskiiEcass@yrbanivex GorparaticonAustin, TX) orPE.FRAG@RefiinElrerHjeSclences, Wallac
OyP &6 Find), fdr@Rardple,0 5 My, of an anti-IL-4R antibody,

O el i 5 SR DO SRRl oo e s

an pethl#R 2etbpdyandpng or mpggaddi aHHBrW#aB@fHF;}S g?f@éafﬁp'%‘&” more
55 WO 2005/047331 PCT/ US2004/ 037242 Exanpl es of
t herapeutic reginmens provided herein conprise
subcut aneous injection of amgg anti-IL-4R anti body once
a week, at a dose of 1.5 to 3 ng, to treat asthna.
pul monary sarcoi dosis, mniml change nephrosis,
aut oi nmune uveitis, sickle cell crisis, Churg-Strauss
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alternatively, maintenance doses may be adm ni stered.
I n anot her enbodi nent, an antibody is adm nistered to

WO MWSA43pect in an anount and for a 10 tine sEET/IEI084937242
to i nduce an inprovenent, preferably a sustained

bl S S oo 8 She R o ATHBBLY il SE1ARE Lo
invellhi B 6 S P ICAR R0, Jh frieremBOETpIS P iisdR antbodies
are gdrjiigiersd glon¢g prrie sembinkition witheother agentslvsefubfor ireafing the condition with
whichaBe SNt i PMictete { BiamblRk bosuch\Binkariciids BofHRiihacBhis dnbl WBn-
o T e Wl g oA B S0eE m e snot
acoqreiagly, &6 Irecaghized i ke ertigent arti 1Gp-adgynsitalions anggombination therapy are
not It tesiinataneds abihintsiretion| 5.8 ndade frdatmdnt ig@Tens M whidHenTDER

R v -
leash pnepoihes thefapeitis @gy F‘b&i@ Palleplar at ed by two to four weeks.
TheEamges of attier agenty thatenmae cgadm@iniierad with lIdeR entiiodieslare yther

anﬂg?dneﬁ,g@lgg&@a or %%%@&i e g@ggﬁ gecefagig%thg daRELIR Rondition
to b 6lod AHRRHNBY TR rola nasonh Avate ort P pop! ' et preseithe
partsuletcongitians distusgeddbove ey briesadninstered eith gellelRogntagofist a

gi V@Ftréﬂtlﬁ% REEnedidled ¥on@ifiéhs SarAdRIIC4R bitibbéyerady BCcolRtirtSlered with
[ostate -1 L-4R

¢ erplasia, a t. ti i's
an IG5 R PHREb 1 UL S DAE S GRS ffeeBiecty South Sen
Fradlse®, GX)f Hohanized ianti-pEanonoagnat srebodiescare descyibedtig for example, Presta

of al161963, 'J.gmrrMﬁbim DRSS SREARINGER ¥t HE26b0V £ 'Aué}gy EFr BhERE, 106:253-
r'esuned as needed. Elevated |levels of IL-4 are

‘associated with a nunber of disorders, as discussed
abmrlL-4Batﬁbepﬁbsma@r brhccaadymimsﬁ'edl Mf_oardléfS antagojet, which may be a
mole&AietRat Gfiericted whitH @ Hirfdihgldf RSB0 1aR dli-¥ tedbidrSsubh @s BRYRIFL-5R or anti-

I t ed 5 1L-4 1 I [ fv t
sy G- By iz ep Bl e e dnebeRd %ﬂ*ﬁf? *a
recepine suahiss @splubiphumami)-Greeaptdr polysptides dloPrhas kegn iramicatod asplaying
a rofIn ARLibtin latidtiic ARRborlaesly Thud Nidinidtiatat dTRbgoneE WHS4R and IL-5 is

rovided . herein opti i Is

e GRE y B fe UBFGS,  fgh oe

ant Fusthenexamplenef agents freteanbagsedgn goniymsiiancyith 4R Apffhedies ipclude
antih@é ﬁht;bodléjﬁ Ile4 euRine AL Albindihg dedvatves of IBMRHasIddstrteEdyn, o1g., U.S.

a HSE T
PP PRt e oo 0 8 puisiciods g oo
anc 4 0911 HAHIES PGS 61 1Lyt b Spelorbrlp Rindp SRmeRe dspivatives of
IL-4&rEint OTBR| L EBshuteias) cihd ntaguhia e CBRY (6)g..cntHC28 antivedles such as

TR i nes. i 8CL! | L- 4

ioef2foem P bRy g oo, Mookl afian %

RORGMILASER] Byl GuldenyPhanniacsuticels; Kenstana Sampany).jitteging (e.g., R411™,

Roc.‘i\?,tﬂluﬁw;Nf})?Tmbﬁ BRI BTATE) af&leBikdrienggluction in the levels
6]

cyt oki nes.., EqQr so di sorders.. .the i.nciden
e
medi¢gdtionsy gush as ihhJlpl cariqosteroits heta agesipisiewkstrionggntagenipts, xanthines,
flutiessomd, dhiRsteldd afbutehbl, B fleRfdidaPsgehB Ruéet RQFortdiyn, &rltetheliikee #S4R

r.the parti e i :
ey P8 5o o Bl o bt Eenlo 33ttt lprge rpactons.
e. gOne gmbogimanhpidie presesEiPyaRonn diaciss tfa@s%fg@m'ﬁ@tlwﬁwﬁ@wv or
antib&aydef ab@sH GrIBSntion @yt Alticant envdidrsalmetdpdl &Dtcbadsad’pbrelsr such as
r I Al b
B A B b B M B o
andrsaimstesel age W@f%&éi RIS EP VAR @%&Péﬁ’d@@mﬁm ine: Ry atﬁﬁ Triangle
Parl,IN&) wompiise$ futidasoné propienaterphdsalnitdertlixinafoate. APYAIR MMSKUS ® and
| el @i V7 Bl RitratdH @fidclve fo
e B 2o e TR O o A oy okl B A Br K St for
addi tional IL-4R antagonists, for exanple, two or nore
56 WD 2005/ 047331 PCT/ US2004#037242 anti bodi es or
anti body derivatives of the invention, or an anti body
or anti body derivative of the invention and one or
nore other IL-4R antagonists. In further enbodi nents,
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not limted to sinultaneous adm nistration, but
I ncl ude treatnent reginmens In which an IL-4R anti body

WO 2005044381 st ered at | east once during a cour sePEFUS2004/037242
treatnment that involves adm nistering at |east one

treaﬂ'fghﬁ breb&ﬁ'ﬁ?@ Séﬁléu%r 36Dk, digbrddd 3nj512tdr ebHditiod: 8. gE)éf‘ﬁﬁél%n ®dr

agents that may be co-a istered wth
trea%ﬂﬁ’tal es are other antibodies, cytokines, or
cy tAvktheeexampiepf consbinatitr therapy @ntﬂriwem-aaumﬂtraimgﬁf apanthedy or
antithtay Hbrﬁ'ﬁﬁ\%{og ﬂ“lg g'lgérgbg rﬁr&d ésrPI!_@eanH;@rﬁ&@cda ?éﬁeﬁﬁﬂﬁﬁé ¥&h¥a. Any
sunfe . BrePlegerte £y BF ipiec st P Rrer e SERA T pereon.
an aptibagly thatiinterieres wﬂ%dmgtdﬁ Itamto@wmsqfwag@mt@'t(e Q'FB'F a"tfdeY that
binds rtc?l@IQ d?'% élﬂE-QMb@F p%ﬁll?ﬂ) b SHdther dnpaidd thétlinkiiRs IL-9-induced

v g Y I réﬁee”“’&'&aﬁﬁ’e e GiSiat o gl pagns
5 78}4@@@9:( 5,967,268 HigheEe horsis naprTIDERNed IBHTERIENER hrelta) |
Hu VA2 &8dkioRalleimbb@ieiTRR Esthikibn iABlabY) et badsrareaetidehivs

m'“ff’é’? ! @%ﬁ%&%&@*ﬂgh‘%\gﬁ ?f’%r&%tlgtidy%{ anté(gcgéerl\%tlvel Wl‘ﬂ}ent Cﬂn arrid at
least gLk |antagerist 2 Exampes ohlket antagonipts inFiure ae B 1178 ﬁ’é type Il1L-1
recdpfor AL Tirdteptoedrtaomsti(iL-1Ra), lahtagorastic @mmg)tqntuwmes hiremgmamst IL-

1, aﬁ@arﬂ% ﬁ%hﬂsﬁgl%{age% dirbtef J@%ﬁﬁsanvlt 4 Rede Waﬂ&!s‘?&'nﬁfof lh'e'rgbeptors

Lo bl oo of type 1
may he ampigyed Sue| s fogents.yapaninandSysions n‘?"?'é‘a “'a%?‘% ROE By
II.-1aadeptor, lo-g5 s mestabdddn bILS. BatentiBibR)683,derehy Incerperpied by mfrrence

a sol ubl e human I'L-5 receptor polypept|de I L-5 has

her
al F@?%ggtkpééé%ﬂgas nfl qﬁ@on%m%|%%g$?gﬁln hg?&]l g]'gibody or antibody

derigaitive githe priegest} inedntion. alofe errl oqmbug;tlprgv.vitrt@m.-é Agniggenistisly fo a patient
wth r{a%%m’ﬁneﬁchﬁrﬁ eMHehiRbSH, €.of, Wum\zerw kHedilsagsdout not

ag g%’ﬂfgfge{ wg{hog lg%r ig%dcl'ﬁagm AT a Thetfiod fgﬁléettanﬁvaﬁ&%'m%a Elﬁ‘ | meatory

condiki¢risbermhinsising madmjl@stemqn apt_bqqiy arrﬁrqtim idgrgiathe@f jpe invention and IL-
13 dAigRhiBgs). CbnattioRd s1dh BYasterna, Yhérbes and thriric WY dissmses such as cystic

d d, .
forgs gy oitic oyl bR 8 gt 1 S SAnetnog o
6, AW, BEable k:13Antagonist may hejemplgyed, ipgeding H“Lm’fémﬁ unﬁf
recélfdirs YRéferabip selfibld forrﬂsﬁtherbdaﬁ 4L-shabbeptorlahtaghidis, molibedies directed
aga?n@t ﬂeﬁa'o? arﬁjﬁ;ﬁ'sﬁaéthéf tSils thét:gntér%r@iﬂi% thé-piAdRY ofIl-13.B an IL-13R, and

compaumas R dc*r?"agd'%ied SRR iet i HsaP e a0 polampiers
conABInPILLTAR poGsentidéd asspmpaients thereef @reddeseribgd above. Antibodies that are
raw%ﬁ%% ARk be %n@r’oﬂtﬁa aEh?fd%%Hcti&ﬂisﬂL 1 KaREHGRRTS, as

I nt'egrins Roche, Nutl ey,
disqygyed ap P Gobs, STATE and I eukot rienes. For treati ng
ast Amesthaglriorltieatin@ onprevantioya pengitiorcharciaiaadrhysedsicerderiiielgl barrier
fun@tod %Bmﬁrrgek c@&in’ﬂﬁi&endﬁﬂ #nBBdd9 BSantibety edative th theatlention and one or

cost er adon ot
mogﬁ[_ ab 8H‘F§‘E”§5 %i{ﬁl? ﬁoﬁh@% ?%glg#u?s?cﬂ a%Hv lr'i br?é']&l]bodltment I'the condition
is aathinat Eediculareohodiments a@aqirqu@wagmmtea@g erveoqmr%a"t'a%es or
anttbbﬂ%f deiribived d théfn@ntion2ad besorire el 3cniagdnistatost petierd havinga

congiglg% {nvgmég l%l:ll%f el n@g%}a%ﬁléﬂ Bgl?iert Jtlf)r?@rlmt@étlhﬁ regl'tﬁéllal bamer

gﬁe sent enH% d
funganewhassin begh M%ﬂﬂ'd’rﬂ? gigy afqlein therre BATIES Gyt 8 Gaverse
effenbii Ibaslyn Weg arbibtestieal@hittetial bameeibctiomcanrhe cohfinmed aghessay
tec@ egrsuélaels'msg Hedcribed th ERHhpI&3 0SPAIsbAund Uk, fbie, A8l Dhem.
tions conprising an ant | body or antlbody

27y Vﬁ&t ive of the invention, fluticasone, 40 and

sal neterol are provided herein. ADVAIR Di SKUS(r)

(A axoSnf hKl I ne, Research Triangle Park, NC)

conprises fluticasone propionate and sal netero

xi naf oate. ADVAI R DI SKUS (r)sgand the anti body or

anti body derivative can be delivered by any route of

adm ni stration effective for 57 WD 2005/ 047331

PCT/ US2004/ 037242 treating or preventing a particul ar
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5 suitable IL-9 antagoni st nay be enpl oyed, such as an
IL-9 receptor (e.g., a soluble formthereof), an

WQR0BH63Y1 t hat interferes with binding of |L-9P¢HUS2004/037242
ceII surface receptor (e.g., an antibody that binds

i~ Oﬁ{nhlg;%r Fetnbdordd detd ?eln ooﬁw%ﬂ%%%{%@%% glgéntib&fy or antibody
derisithest of dheciaventiart andiintsrferanty- (PN toespatiert hevieg g ernditippiggeiving
redudfdicdt ldﬁg @pﬁfﬁli%rﬂé’r/ﬂ&%? Gptibhally, SuchRaimetRbdturtiber Z&ﬁpr&Bﬂ co-

TR e N e O
antingiyriderivativear thiefireestioy, IFE-yrand a0 d-fbantagopish | ngne pPrBIdTenkdne
pa’tl&ﬁ) hé.ibésg'm‘fé) Rl RfRaf 6 a?fii& 4P bSivaifeioPihe Riverdidn QﬁNJy béi’ldbér @11 3

d
antagpoiat éan ba ST eredia e meBion o1 delely SRERA L epia oF RptNe =

particyipedideabé, disordes eprdiion, ot injuey, bjg., fdr freating estipa.ofa inhalation or injection.
r eC@@JO rﬁéth@d“%[aﬂ&aa' hiek .r(fbhrekm%aasmmoa@ﬂgus%mmwh@ ank Brit®pdy or

ant I Ies direct e al nst
et OGN 1N SRg AISHStons o Finumas WELBRTRTG, ANBYY
meth& foFtréking Athriemiprisssodminisjerbg ar entibogyemt ,an&ndhd%t&atlve of the

mvefgl[g?rﬁ Bgi[;t ]%Iadr %algf‘lg %B%g%gtof%@n%ﬂ%vhofhgé aﬁﬁ?ﬁémh Bne é\'nbodlment \FN-y
is coledroinistesd to An a;tignatpatp@qﬂter ylllggroarglg y f@ﬁ@p%s as an antagonlst of
both NPLHAN-2%, Eckalnples of stick BetBodibedre escriuc\seahére dlersin. t he

Prex efgntgle 'aﬂt\ﬁ%%é %ﬂtlb&QW%fvﬁlﬁfﬁ ofifle ﬁ‘iqgfpiﬂh Siaf fuhBidn 38 an IL-4 antagonist

ant I erivative

and amled p@ﬁgongﬁ &R glsg.;ssqqﬁbem%p Wo{' Wclgﬂn ?9?"& gome antibodies
rauseﬂlh {LSdRoShay ibterfete mt fhe binding 6f hotrolL-Haand it-18 reeaptor hempjexes.

dueAH ?rea&-lﬁ‘t‘pgcompg(}?né El S er}-@ Stfdnft Xaoﬁéto;cjag-\pgkacse(@ﬁ&)ssed above).
Thust @aingle gntibedyi ayastibey darlytive PG HaRiPLMGY bLRITRIPYER Bifsmethod for

mh@ﬂﬁﬁ’fekﬂﬁdﬂﬂﬂo@rrﬁgﬂh&bﬁt ering an antibody or antibody
nglak?\/ g}lth)ﬁgy grljlgf\p ggd g?lﬂrg WPRe ﬁpg}ﬁl}rlrma}t’;e @cﬂécﬁ‘rﬁﬂﬁbr@ﬁ (\rﬁﬂ one or

0
moth lewaisiene woerior aotageriats o tregt %OU@F%SU%EF ‘Q'FPWJE‘H‘P %mma%“" dckses,
0.g9 Q&Fﬂ"nﬂ ahd MRrgisl FREADINS of i I@Bﬁmeammnr adagodistsynciide hutgre not

Im@qﬁ}p W@Tg%ﬁgsﬁn @/ %#Hgﬁg&@@ ?n%F' & facﬁ{sel_ 'T@Jg. pRflukast (e.g.,
ONORES, [Tin6 PSarhicedtiesls Osgkas dhpab), end @flﬂ%aﬁﬂ{éﬂeéﬁ?o“\\'ﬂiq 3

b
o RSB AA g  LASEhS ot gah sy

admipisteridiinggg lofR ppiagoy s& @?'Eﬂtpﬁs MP3R, and conpounds t hat
i nhivkitods brodiBed enimtapprisé givinisteringrAncnghady Ar anfibady gerivative of the

mvgﬁtﬁﬁ QF@ dﬁﬁ‘%r@ﬁ’tﬂ%ﬂmr’:@ Chlﬁ'@-@ﬁéms@l%rbrhe padients: IL-4R

t
ané ﬂu‘ﬁ g%ﬁggs {Tlﬁg? %gtﬁéontlfg j;ag‘las‘, Eaén%gggﬁlﬁtg) Bﬁg example of such
a rxsthcsidmieivee co-administakingzaniantinogly erangpasiy deryRive; %W%{é’eml?" #ad 15

ané $rﬁ£@f‘ﬂosﬂt(§iwr@§trau§|é SfdeaRGbafdt Ve andheraintbodimint; an antibody or
an?tlggug%lyg(ggrof ﬁrg Fr\\\/fg QIB% n'% IBE 8&9 nﬁs‘t(tgfhrg BALRfkiSbIcd §nE Yatient. Inyet

: C)tn Co La-bqr\%j agopist(s)
anotherzagtioimsnican ajibedy oaﬁmtibewrw‘f%ft hepYRpt b3 guagsp
ard &adriiv@Blel @thapatiestne or  nore | L-13 antagoni sts. Such

c O”dfhﬁhgﬁﬁaggf e ,ﬁ@h&%d&p&m&m With mtmp GrdérﬂiB:EHy defia@ve of

condi S ast’hma, [ rrent
thesinyantienig treet selgrodamarpystenyis ??!f 5_,"1‘%9;,3% RUITSGr A TS or ny other
disariet ErRflctaizad byatuimonarydibrosinaucmasshe mltlamsdnw@gabmﬁlﬁ piihe lung
that Iare]tﬁscﬁggeﬁglgwes %c&%i@nﬂﬂfrﬂaﬁ Dbl 'p%rl%d f6t Bélinttieating humans.

Uk PO o oo BPIPreie pBPep b piads bopfinptong an antocy
orahifbody derbative of the iventioh #rid-ang opingsg asdifienabantiinfiepenaiasyiaeeaty-

barrier function. The adverse effect of IL-13 on |ung

and intestinal epithelial barrier function can be

confirmed using assay 40 techgi ques such as those

described In Exanple 3. See also Zund at al., 1996, J.

Biol. Chem 271:7460-64. 58 WD 2005/047331

PCT/ US2004/ 037242 Anot her net hod provi ded herein
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adm ni stering one or nore |L-13 antagonists to the
patient (l.e., co-adm nistering an anti body or 5

WQR0BH63§1 deri vati ve of the invention, |FNvy, BGEHUS3904/037242
I L-13 antagonist). In one enbodinment, the patient has

Exaﬁﬁreg gpagem ﬁ]agﬁ['lhp ﬂﬁyngﬂétioﬁ %Iu?%%op ﬁédrdé%tféé{& (ﬁtIF)tatﬂFagonlsts and

ant agoni st can
IL-1 &H‘Pﬂﬂ"ﬁ%red via any nethod of delivery effectlve f or

t r edyisnitableriL{)7 entegdrishgapbe @apityed Uhdudindibsbre bmited to an IL-17
rec%'t& 4 egoiubﬁcf&ﬂ'lstthé?ébf) L1 7 Bdeio¥ anté‘goﬂrsts érﬁboﬂléﬁﬁ%ﬁ@&agamst IL-17

ne, via. lnhal tion

o ey APk A BB R TR L. 17 rectr, anc
compdunidsitiet vhibib Y- Hrmexdiatecheighal tansdubGorafinillod dgecerien ingludingsoluble
fom%‘th&a& ah@&lﬁ;%hh%ﬁhé@é? b Hés%gtfe@?rgg!ggdimm Inaﬁa@inmwfta@by
R L i
treat & patieptwitbrepigm proptgie-hypergipgi.an | L- 13 ant agoni st to a

hu ”BEb“\MéOa itab¥d TNFantdganietitaydEieariblayed) inclubiihdNbyt not libnited to a
™ F?P? m Q eﬁa%[y%glublg s %Féaﬂ%é.& QrBt@ﬂQEtg}ﬁﬁrlswgtah'l\ﬁﬂeoe tor (or

i

uncti ons
comagniging fhe THF-bindingpoeign gfa TRReaRir) ESngeégptafr ARPOTIE; %5'5'?9“'95
direRle QY4 TN ©F £TRE retbpiér, sthergirateimnthatineljerowittathe blodidg of TNF to a
™NE ?ﬁcgﬁ‘f&t ér}ﬁecoﬂ{go@?ﬁ tHaF’\‘nﬁl?i%*l‘l@lﬂ m@@l)éte{i g'?ﬁé] grgﬁbdlaglgﬁgﬁdheﬂexamples of
TNamavgors a8 the Aregsdhglidemige and pey *a gﬁvq enfe TT‘§o é‘ﬂt%‘a‘ i as
p75 @ipSETINE-Gairaferably is-efiptoyadiyA prateared TélNl'e anteganist s @ spiublg nygan TNF
reo%lork@fd\h: i éin?e%g orth- sk3h BEGRBI@F sTNHIRIFE Kfon proteis. [Ohetshen dimer

LHRIP )@gmﬁh S@{}g@@a g,t%{?@ Sge%"@&)gpﬁ%w 8 H?&Eﬂ@ggoluble

_ framemmmméyfodes fherbi, iselemribeme WOHPRE5B Inggrporated by

ref%&’i@e%z%?n in a method for 20 i nhibiting reduction of

o? ' Hch)rrq Hm ql g%mﬁg@mgﬂtottg séH’t m@%}[ﬂbﬁ) %ﬂ%ﬂﬂﬁﬁ& Hraatnh%‘ﬂy
derivetie of Whaliyetion Recorasipipintered it %B‘&Fn eriagomSL0Fpal gy conditon in which
unrﬁ'sﬁéﬁﬂﬁﬂﬂ ridtidlePsndAiNFaAdiiced imhfuna rasporisesy pley & mies egch as

mflwg%g%ni?)ngm 5@@%’&1‘1 o f1 ﬁ%gnﬁ%%?@&ﬁm%tehﬁﬁﬁ%ﬁ&dﬂ?% antibody
denivativnecif magypnt(og agd a TNF m 3pa ngt in ar@ﬁatory bowel sease,

CrcWh'std%BQédﬁ& ulduﬂs)nwe pcmeml Othersmbpdimgnts amrr@mm)metwmpﬂsmg co-
dW\E@T“H éﬁﬂjenJﬁiO@&he ARAFAIrd T TFasmtagbfistdo a patlent

traZenec hat
whp uﬁ%lsawa'ﬂ lagase wsz'w&ﬁaﬁ%"%vﬁ‘ﬁ A Ao Mo i
auRMThue inhegtoliterttiveayndrame) Blogren's gprirerte, chronle ésaeueawﬂfﬁ'ae or
"e%*%&g g(%\ala t%I u@ﬁ %@%ﬂszeo?d{nhm stering an
one Appth %HF@’”%W? 9 'b‘i?[r\‘? > 5 éﬂm'lr"SFeg{' é g%grﬂbg&%agﬁlﬂody
dephaitivesof thee: invehtiohRn8 @ Tauftaaggmlezf,tc( gpregnant \Eﬂr&ﬁﬂ\ﬂ'@dﬁﬁ geyeloped pre-
eclhgnpéé’ ﬁ%hégﬂﬂéc%érﬁ) th@é@mh@ﬁtt&ﬂéf&l%nﬁdcﬁ@) antiBody desvatipe of the

t ho ng an
angﬁfEC\" ﬁ-&gya”%gng E'H?F % %?@gg t|§:0\r}l éfjﬁk Bteﬁ kv g ntiop and
| L- Buitakhe @gggﬁsg:{f egperpgpt yﬂlm,agqog{mg&g g'g isease to be
treBRb) cﬁ%sréhse dellerity) @id Wide of the peliet(alg,, adilt carahild)),cmq otber factors, as Is

re%qflig%ipﬂ }ﬁgtdp?l[tllj'lgrgﬁﬂéiﬁ e InOJng Bplﬁodirﬂgrﬁ Bf PnQ ﬁe%gs |5r9\ﬁded herein EN BREL® is

m ni st ered e(ﬂl??rrﬁtgg
adgrirtisterechtidg e wasliby wmﬁﬂeouarweaﬁ'ﬂnuaéeagﬁ gRei Beaire-
enibRHimeAt df ¥ @edibirit besabals@mt g/kg. erarticllar metheastmgmw@el(em)comprlse co-
ad%u?qlﬁraﬁo &t aﬁg@bgﬁfcgr%h%d? Gerfeite BEthe Bdntior] AR ENBRELA® a patient has

ste an anti bo ®
AU TRPRORE VB oTS FESIPTER BRGAMeG Ha NBREL® s given by
sub@ltsneoutanjaetioq ai/s daseiobfracl &r289ng) , | di opat hi ¢ pul nonary
fibrosis, or any other disorder characterized by
pul nonary fibrosis, such as the conditions involving
fibrosis of the lung that agg discussed above.
Reconbi nant human relaxirn is preferred for use in
treating humans. 40 A nethod for treating benign
prostate hyperpl asia conprises co-adm nistering an
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Any suitable IL-17 antagoni st may be enpl oyed,

including but not limted to an IL-17 receptor (e.g.,
WQ088483¥ orns thereof), |L-17 receptor ant agoPtBUS2004/037242

anti bodies directed against IL-17 5 or an IL-17

I e Craptrédting Bal Qérsily Msﬁdlﬁsé EQVHb"?ta%raf'lﬁHo@%ﬁ dhtibd deriv r}gﬂwe of the

e ettt o 8B ore ol e Bpeni AL ANF eooniy =n 1

ﬂnwlgen@wt?re'éwr chtﬁ@@diﬂ’@ewbgﬁm@t the TNE InhibiserdeENBIRIEL®. In
anothkl eyauvEient, thenis o bntaddhist R 2GoiubIe thrindf WS Qﬁ.lﬂ%%r g1 &by
des&rm‘é@ (ngp%%?egt Q ¥50 éB%f ﬂ%%r g odlme'tﬁ? Hé%\h-YE?]s aEso_flfged with (e.g.,

am Gl Stering an |
deV%l?ﬂSa‘*@%wﬂgﬁtnf %borterr@%towérapmlar@ﬁmn whnt antibedyion antisedysderivative of the
mvehyqnenqylbasmloyéd)n borkiginatse witltatyesStdrieabihe abdvie-iglt agéntd, fimethods

for srrg% ept o r%ﬂ‘?t re a%oﬁgé éﬁ%!llgegg F%ﬁs&?ﬁﬁ%pl% 'b]tgé Iéeg'? ')tE&f andTJ}JF

HHSei ns conprl sing a TNF receptor (or conpri si ng the
TNFA tinrber ofgeyioking ardagonistsaand biRer apgesiphinig) are tidelosaliapdings being

usef¥bA@RBinsfich, théi‘éBy' bgd b%dmlﬂlhﬁ'ﬁ Gﬁ ﬁﬁh ﬁ'gé’?‘ftlﬁify oﬂa\'ﬁnbﬁﬁy derivaiive of

tho BTG 5PN G oo issrRge. Kl lopopoeratacs 8 A ArEopiis,agents
or drugh alisd ﬁncrmﬁaﬁeidmlaamwsn reaiing thosmdjskases. diralsofisifothieanderstood that

discR¥GFEB! Rsthéifs I%Iw_ﬁﬁﬁdm fﬁl%trgﬂoh Qf an é‘h’fa%oﬁi&l% 4 b&88ular cytokine to treat a
r ece

coepTe P bpitan A IS )78 o ne it O g BT pomesses
adminigyietiapend tworr pross different amtrgonise fagjbeticyiokine Unlessoipgpifies otherwise.
human TNF receptor (sTNF-R) in dineric form such as

exAlss ane mﬁ,INFEﬁgEﬁ%Hiqmﬁb%gtel ns. One such di mer

I's € nmunex Cor por ati on,
Seakhis %amMFemmfﬁse ek KR PreRREing MoRRFIcnal agiipagies recognizing the
hurdah dig4Bémorand ot her forns thereof, is described in WO

91/ [E)_ﬁ"f'éc% ﬁo{)?cﬁﬁgyudhé‘ﬁlggg&%{ﬁﬁ n@éfl Y P%Ql#oﬁén% r?@e%%raﬂﬁé fbfbclonal

a"t“i’cﬁ’{ﬂé HY quent'avﬁl ehnigesy o Br Q‘l‘i‘!@%‘éﬂ?"”"&é i W&t Pafent 1599405,
herdbp ireorporaiad by refderae i it ahtiretye ¢ isvetdyniaediiNgt palybepdioed is vartoas forms

maf{%loﬁ%ﬁ’d?sgﬂlﬂglhﬁ% gQ #ﬁ#’ fi’mb@\‘l %‘U@ﬂﬁaﬁiﬁgﬂgtﬁ thghegf fuslo protems
therpefsich as Fefusians, qelit PRIATEIPY HR receRBINFA PIOD ?TF‘B?/F é& Ge) ofc
her'ei somoeripy arsample-ofisiich mipsdcedure gn 4R immioden emulsified in

com@fé{d Frald's %éju%?ﬁ thﬁédtéﬂesugéuténQ&Jslyrmg PO FAt fr‘\danﬂaumé“fanging from

E%&ee Weef‘%lﬁﬁ" %gfngyggéﬂ arm]alsb?re g@qw%@ga Y\Eqaglmmunogen
emt@;ﬂwé in ingpppittefeund'sadiivalit rethoosted evesy thesetwedkscibenpefies Segrum

samfprés aé‘iﬁhéﬂlo%ﬁﬁtbkéh%y@éb@&hﬂabﬁ]%ﬁw@ror aikib Bﬂﬁﬁibnc*&ftbéﬁﬁé b)Vﬂbt—bIot

Invention and a TNF antagoni st to

o ELIFA LRSS IMFY SRRIEEN: SSFRD: VALoR B IR € Skt 8

extraoid mflllrmaxpreasiag [celtst Follawing datetilmhrofamappropriate antibody titer, positive
aninllé@m@ GREPA i rfaﬁﬁﬂde“&:s%éﬁ&@%nﬂg?h ‘ﬂﬁJaﬁﬁb Srreaetd fd?lFrans later, the

anifaR A SAPTIGP PR 48 RSB ML TR 1B Ui (e ceisg AGS8SS.
Thepesuijingieybri¢narecteli linasrap plsted incaultiptm lnm;teramtaﬁgm ardAdreeleoiey
medRim mwdxmﬁtue afiftioptéa, 'aHSth?xﬁﬂdtn@Pto IR EPdm@Fbti&ﬂSi’ ren ?d\JEd cells,

nt “wonan as devel oped pre-
myeg’éqajﬁ%ﬁs and sﬁle%'h% Z'ﬁ%%& nent, the adni ni stration of
t hé'lyamqnweﬁthuamnemi%ﬂrel sqreanad fop eeagtivity Wih ILi4R, dnitial sareening
of nﬁJHEorm@gma@hts 9&1&5& éwsrﬁ.twcastb\% aﬂ&‘Buﬁ&hé’&' pgﬁ.aﬁmnﬁed 125114

roceplor b HRas et B RRREY o TR SHasang melbad Are e sy & pedfied ghtbody

captiede defect ybvidena gelis limas that 262 poddutingblpekingentboiy . dybrideroas that
or child), and other factors, as Is recognized in the
pertinent field. In one enbodi nent of the nethods
provi ded herein, ENBREL(r) is admnistered twice a
week by subcutaneous injectgpn at a dose of from1l to
25 ng. One enbodinent of a pediatric dosage Is 0.4
ng/ kg. Particul ar nethods provided herein conprise co
40 adm nistration of an antibody or anti body
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invention |Is co-adm nistered wwth at | east one of the
follow ng agents: a TNF antagonist, an IL-1

WQRM08G61386t , steroids, or corticosteroids. |n BEEUS2004/037242
enbodi ment, the TNF Inhibitor is ENBREL(r). In

W@?%@#Ocﬁﬁs%ﬁw Koo o 228 B b SPIBl T ar ar
thus dectePa Sucht hydridoB@s 8188 are injecterbiniedhe m@aeﬁ' fevifies of ME'GGW
produ‘ée ascRecionlaffhg\WidhRofRnations G& WRIAIPS aptHLSERImendcidnal)antibody.

The &%ﬁ,uﬁw% Ioh O nal a?iggogleg ﬂ‘%%? ?Gﬂf‘ e@‘g Qr@’nbﬁ&lﬁ %u]%'fe Cﬁ@&lﬁltgﬁ’é?yfollowed
by cekmEkipien SURMAPSTAPTL anp@agfﬁnltxﬁbromﬁtoswehsatt?é%%% bigdingpf antibody to

Proe@adlt s, in nethods for suppressing an i mmune response

di r.ﬁg&,@@ f@r%ahé%.khmam@e% gsﬂ\n ﬁ'§rju~;|g§mc fnice B bedh Géé?:ﬁbed and

al | oan

e ant
are PR GTOVR e & (P4Ry& 9 BT 1 QS HERITNEE, BRLG0: Chen ot al,
1998 EMBD J f12r 821e80hCina b adn1993 e @ty Gevetigs 4: 117-23; Fishwild f ai., 1996,

Nat%@% n14sM5ag1| ﬂﬁrde tehgra WQ@Ath%%Wor@ﬂ&dde&Y Lonberg et al.,

ting pasti a
o6, N 265 004 bk, . HerebpolFropt SPeiign? ok Kb Lonbers o
al., t95aptENiabRey, Inerge@t. 33: 65633; Mowigen, & 1994, Natte 38% 54%1%iNegbasger,
1998%%&5 pldik hfﬁaézsnﬁaﬂcﬁ’ QES., %g@zeﬁ&,eaeudd Res2b@: @23'595 Tafi6r et al.,

rst oo t | os t ds '
oo e oL e ety . 195 1505 P o Tomii
ot af; y2008,i Fneg. NeDAcadeS¢i. wsﬁw drz2ad eallkmrﬂi:elnﬂa% Bepc. Nat. Acad. Sci. USA
80: @% 4. Shdidh 'GPQ @694031 EmindRg. 18k Mi—ﬁﬁl@dsﬁl et 8ANZb08) I6faction and

enconpasses | strati vvo or [ & ,dif t
e e PR 1920720t Gl e o, B Bl B Roaho A, 10,
Carathidetestass REXASALIERE] Green 1998 ak Immurst. Metade 2375dr23; Jakobovits,
1998NAdBRGHEFug Tlﬂélﬁe KayRh 8342 mes sl L1998 JIBkphMed of8s: 463-95;

|

s SR hhg gD g:% pugst. ot r@és‘??@} ﬁg’%ﬁ&%‘@f@ébé‘ﬂ Gg!?&mc@é/b 213-21;

Meadqzleogiedsai'sNatnwﬁmgméfﬂ 6 Biskehovisy Walrs Handboat of
Fnlehﬁﬂin%fun&e{gmwmagrh@a %mhlm:meqms IV£199.1;194.7; Mendez et

techn e r
al, ﬁ?gogﬁ-g;frglcisgg %9—3 Z’f‘%l'( br?\(':"e ?ﬁr%ﬂ{ I?lél 5%’81 8?%0&3@ 198,
Immendtp 4ra47¢0; Glean efpal, y%%leﬂiaeesGenﬁt'%Tr 4525 J?'@P%fs ohily 1357, Nature
365 B55-5 QS BSvits BN/ PEBSroc Nefl-Acad. Hel. UBRBELAF5pEAL ei ns,

fragments t her eof , fusi on proteins 25 thereof such as

Fc fusions, cells expressing the reconbi nant protein
EXBMPLES: desdy fouAsseseing Blacking Astivihmar i ze an exanpl e of

suc hh@ pelt Mcﬁlstrélék drlasdky thaneumbegesed enérsifyfanttbdien that reduce

IL- f ﬁ:{g@or‘ﬁev\; gépgg(g‘egt eﬁp?e@L:Hﬁ’ 6‘&%0135 Thé‘{a&% ‘Eaéé&%%@élﬁ%'b&th L4

S ran rom
andhri@do ariares the expression af th eiNpPBASSRPled BUTagP @”‘#&B @88 on human
Bgald.h additional imunogen enulsified in inconplete

Fre #\Bﬁﬁotﬁlegm %}.{I %Bﬁln% ggmgr?lﬂsﬁﬁﬂu IEMRY ie tdRicR UtV GidtRe form of

th |

riridome enerteiais SPUIES G A b SERIRE R PbiER. 1 BEGE i ourer

ex&ﬁngbﬂtagblhﬂfcultmme#um ERPIGA 66@ plzy h3% heatiinadtivisierhietel §9vilﬂﬁe$ﬂrum) by
ibn, o o bem.éantf.h&rae@&estmﬁbmmmfa 1bﬂl5a1cdtdff 4 to

ext act’'s o ressin

det dlumap ﬁer@&ghtﬂ%‘é%(geﬂ Frgtpgﬁﬂ(fﬁtaf 88% c# p[r%wuglg (gMorFs et al., 1909,
J. Bibk Ohdrs. 274:41823) eTheB £élla 43x10 Mlhmgnigm%mpﬁyrg =G Rﬁgegfn 96 -well

roﬁﬁtﬂoﬁ(ﬁ'ﬁbd icrdfted fistes drid éﬁﬁnduﬁaté@btrrodiﬁlmmﬁhﬁ for 80hin with test

€ Sack tf%@ o %ge Rgﬁ\‘rfbﬁ%ntr%kg 2.52 B I g@ ¢ then added

enflsdien ot S ek ST ;
to thesulfurésray trhycbmeummna:iedmat@d Ardscells are shlkrRsdor 30 %ﬂﬂwrspﬂt g Cina
huffidie bintddphdpé Si5eSCOL A& tHdehdeine eliluveeperios; deilsrare washed once in PBS

+ S SPRERIA Ho BB net BUIRNAEE bl rB ebubdNAln BEdafgbuhet o Rirormal

non-Tuse

and spleen cell hybrids. warldona cl ones thus
generated are screened for rgactivity with |L-4R
Ini-tial screening of hybridoma supernatants utilizes
an anti body capture and binding of partially purified
1251-1L-4 40 receptor. Hybridonmas that are positive
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t hus detected. Such hydridomas then are Injected into

the peritoneal cavities of nude mce to produce
WQ2WBOE83ont ai ni ng hi gh concentrations (>1 ngPeH/PS29p4/037242

anti-1L-4R nonocl onal antibody. The resulting

rabbff@@lﬂﬂ O hoddl hdePshrGn H?j-pﬁar@ rPlfl))cgéiiytnrlﬁ (2 ]ddgﬂad CD23
g

[ecl
morgoreniaRS 0%%908»1 olma ot H%EMZ'? %%E’hman) are
thencaddes! tageliscpt & finak diuitiorefyi 100 Celty av Eicuba@d fonAOnges @K° C, washed
X3 IS ﬂbN{‘éhdmrhﬁ%d @R iFaeStaR %Béc[bntl:flékﬂﬁ&f) 'I"ér@)l:ffe @ﬁprbésm

be crib are known.,in t
1S i i pthor Sy oo bR iBp oo sy
antl-{nl;,élllﬁ axtibegy are lggtg@d agnmtn@ oommols ganantidruiLaiinurine b (MAB 230,
R&DLEBBmsNatinkEapoliss Meld,ipesviodsi hbwid 3o blEék&hwmthdingeéndamnctldra%oth hiL-4

el 3L e B IO o 8 a0 I8 ooy 1B
Nat ure 368: 856-59; Lonberg, 1994, Handbook Exper. |
Exmmmwsaydfbammalpsierm@rammm 1995, Internal

Re 4

3 G‘émusséfgh@g prﬁ\éé%mgtﬁo&%f %g%ﬁ&ﬂgabilﬁy oféﬁglf ‘é aﬁ@ﬁdﬁfs‘?to inhibit IL-4
indugersdampge Mw“ae"aatssuef@é loss pf gpitheliglibagiepiuaction.  gog7- 95:

Tayih otie adpect} the preS89 invdntibreprmddes & metbetodf usitg arbILak @itggonist to

|nh|ﬂ|[tqm4%§gec§&an@tge fo e]pﬁl'cg%rg NF?EI_LL?H;) n? b@?ﬁlﬂlrh&‘e% t&ﬁm éﬁ@\aﬁﬁ% or lntestlnal

epitel 5 BamegejiepisAI Sresultytges pager NG JFEJoIoWp e non-
t.mutld@/éxar@;ﬂes & T2DRiQues thEtimiay beempidyed iin assa3ng thqlabllltymfrarh b4

orfist i kiB EQY-InftiesS 8amadle télbpithaifand dik eEdpithdliarsatier function.
m?%&qﬁgr o 2 0% Ed}%&pﬁﬁ& ;gG,gJP'm%F&E T%&&Q@gﬁmﬁéﬁér barriers)

are Nfpwas Farsexgmng\/Calq_-g humqn 1oy e;@ae._llglrpellslgg guntayle fqrpag injbgrrier function
stud‘@t(hmﬁhﬂ] et 31, 208+, A, J FHe6E 0dItFysiol 1589 82025198)n sasthddsuigable cell line

is th%amall Qésﬁ Q%%pitééia?c‘fg Iu"l)eaq?% a%l:[ %4 arb% gell%%ge cult%d Mr conditions
that repilt int fornmttioryef awnore@verpﬁeplw@bf&"%@n %@emmqsup@;rﬁ @ﬁf’%%“'"bed in

Maddrs et4l,3t084,,). cMERI6le 20e212a133, MR of bA1198% JCRImenvest. 83524-27, and

Youggrg e?gr 13@3?&%"3'%&3@%?@##:1 o8 Lll?l@rr#i‘ugsg&karg%1z79-aa The thus-

System
gengrgled eP'thelld gwpnqlayep gimyla eﬁ/@?‘i’d@?‘””"ﬁ? ep elid §ger. Genoni cs 26:

294Tr%(bﬁlturd@hﬁwbis$re t2&8difor Spropetyt(e.Bi, tdsistaficed bagdie

tran%ﬁéigﬁla ! ﬂtﬁ@ﬂ@e celn dist Edl.ﬁ;)‘u ah ént%c‘/tl Zplﬁglluﬁcsﬁté‘ géﬁl?ge@teplthelium One

such g%y delgamines whstheigparicyler @glo[ag%{ lg?té{? 0 c_[tgggn epithelial
moridiayer. Lbaktage Altael mdﬁmbeledﬁmmm%@mgfﬁtﬁe ITEWL Edlgatesblggtdpe

banﬁe?f bR rafleBh&kbag F&CéthbIBMnémltél ﬂ@?(ﬁﬁl%l@ can be used to detect

epttl coENAPE L) SRATSTE QLR TR RRIRIPAPS e BHed A inf acros
a menglayesealiaddra @pPIaffocfhsupmesay i s based on the ability

Of @E%lhexlalﬂ fhs offRetAdtd fdrlasdedsih@hg B&ﬂﬁﬁﬁ of dHepRidiEIaschide inaging

{
oA A S B R e
resig¢thndel metER)repents (&g thebedlisc Ny OLHEFem fag s Fl doma
su p@ SNRsiamiena3a EB@%Q fsee ﬁatﬁﬁﬂtlﬁ‘dofbord?éd KUreuﬁ By reféfkince Mints teAtirety, .

o b Dot o s B4 it L LA o nSiel ARG,
Examples|! dnddiohthe petettnHumsn frachealepithefial g@buafmcullurgﬁ Higgler conditions that
yiel§8 ﬂiohblﬁférﬂ ektidifing traft@pitRia eledtel AB)stantd. MranskpiBkiBiresistance

(Ind? g&n%ran t'éy%pleﬁ %'de |E|%Dusmg%%{hﬁetgle | 112{18 S@é& opélgdggfaﬁ-% dtS

prevr ous
treateon fpepihedal molavm 5 apsesged by %@&@5?%?'}0)83%0 ingisiibstence or
treciff@6Ht Limd 3ed nidaaring idnrraféportabiivities mUUsSing chamiasesd column 8, lines 40-56).
mcrotiter pl ates and preincubated at roomtenperature
for 30 mn with test antibodies at the fina
concentrations indicated. Rggonbi nant human |L-4 or
IL-13 is then added 40 to the cultures at the
concentrations indicated, and cells are cultured for
20-24 hours at 37 Cin a humdified atnosphere of 5%
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nonocl onal anti body (mAb) or PE-conjugated isotype
control mAb (both from Pharm ngen) are then added to

WQ005847381 a final dilution of 1:10. Cells are PCEUSNOEEET242
for 30 minutes at 4C, washed x3 in PBS + NaN3 and

Slmgf(f%tdéé@ﬂe%n%e%&%ﬁ@@ﬂ lljléuf%ﬁr ergﬂh\ymgts% Qr%%_@)uarétgﬂ frgP%ﬁler types of
colg o e oo R co R P A YR i ot e he b patent,

exaanleﬂmlmmmmantu body are included as negative
conttiue] the atiiity 6 H dubstbides BRréBitthAATS abfp tolifdis? l@-aﬁnduoé%gf@ductlon in

the E%rﬁér?un don'\@f "R aﬂ}eltal & r'\é'\pl %g%/Sﬁg E;&Eypgsm%% eHﬁLPal %yerlt% L4
and,jg thg sa%st@% erstreta#m@t @@wmathefogmdltwe@f thaepithstial isseroandgprigaring

the cardiNeh biiRe Eithéllat dyeh Rithd tondiion di@n epitNYfL Ryt thabhasiyn leRosed to
IL-4'\1#§1§ léééé?lge bﬂﬁéﬂﬁgta dr 'ca{ddllc:)H »&r% h@%vgpl}eﬁt u??ﬁép'BAdﬁm Ef tgfe

es ne assessi ng
eP“E‘H‘F‘d@Gh?@PSE{W therRubstance pr eatrient (plative 19 amsgithelig) layer not exposed to
the eylistzhed ordleatmentindicalexcthat dressubdtarep ot Inﬂtmeﬂt tdoiahibitsdi-4 induced

dantagl td é&fﬂﬂe[lall tl%s%g%? %Fépllhéhgl%améleﬁﬁaﬂ)n i nvention

provi ant agoni st .t o

I SYch 2354 - ORRVES g G2 SEd FRm I e Ghngrestin
epithelial bacter,|as Wistwssed abdveniy-degdidedie theabwsdateiahgidesdfipplatized bpithellal

cell§Rhd B6d (B RRdubRPRES fﬁrfetuﬁ.tuytrb%lmmmﬁaﬁ hb&e uf srrnealtmlabdt OfBerPh

ier function,
col)[ 4 s BT Mg BRe SRS b = BT gt ) ot same
timexasslbdsiha geduitiondrolbartier jungfonaras preventeds an @g arger was maintained at the
sam&EUebésIthrbatéd [@ﬂ&&m“gan&ge to epitheliumand | oss of

© pl ftgeealéﬂ.lagy R{g %rdwe%[sonw}ég %rldﬁ)&?d on%kéﬁqlée@?ﬁermf{cﬁr?1un%?ﬁithena|

I‘ e ar i N Vi
oellf eqbﬂlch ﬁerwetbas Feir mtr@ r@gew @ lupg eRifeliabesTisy Mp@d@e todhe bagolateral
side ¢ 1pBKarIZed Mghg@Pitrisha lctiRlwae uh6 toabduice bartiadflietibroby S0%ewithin 48-72

ho@?&fﬁfﬁ&heﬁf %@g‘iﬁb |I5-24%éeér6%§®f&@%g Qg@ aﬂ&ﬁ 5399 i!meéqu-ll the

rediugiph '&@P@'%@P‘I’“OP i) P"e}’%',“qdh@dﬁ'ﬁm%”‘?r wes i"F%ned @bﬁh? NG lgyel as
unt@eteli (dohtns?) edisi gnat ed T84. T84 cells are cul tured under
conditions that result in formati on of a nonol ayer of

xﬂﬁlthel ial cells on. a germaabl e support, as descri bed
PLE 4:;A3Sava forMeasurjagsBInding AfiYily pj o) . 101: 2124- 33,
Vad#tigexaimpid provide8 ®@:sthodls of @ssessing thedding 88tivitydf-ap Anti-lutR antibody.

Yo uﬁllftl muekRlora v%@a%? defVRive) or f@BBﬁ%ht%ere 7@ radiolabeled with %) using a

strol nt est I ver The t
D e LR
radiolabeling tachiiquep tot 2 splecific adtiliy of approximratel3ix 1Q]7 entn/mmeb| Loy efs
btoﬁilﬁtytl%%%eé By ccﬁ‘nﬂ&ﬁ?ﬁﬂﬁdldé iHitdn or bR lﬁdléyilﬁﬁnﬁiﬂtldhfh%ﬁdy\Mh the

i t.he l.on a d
comerpaaad Pt Hrofiy Adsrialbe RSB At Bofifo by anthui.-
4R énsaayriaméoréragmatsthmmbe smepsiired. cﬁwabrtmhbjndmgaa@é%@ @n cells
expPeRBIAE LR &re pafdrmoll i 9BLVRMA Siddtie? friays wbitantially asnisbaiped in Idzerda, et

o 54 i 1 B RO 6
melym (GRPVE 164, 2.3% BS6, 20roM HERER). 2% BRsim 12le. P 72, supplemented

w.tramahngﬁmaumam Ig0eand $oshUnandedirg, tare lagibated Witk belid a215.g ¢08well) for 2

%,aﬁ Ar‘? % Eﬂtta;? g%grg% §(%B§1ic&olltéor$ dll'rgé g%ﬁloﬁg BI&B&ILd é’gbé;'are
sepgra@ﬁdfhymdcrcrfsmﬁnoa)thro@ laghthalgterl rs@zﬁraiipn Frbgture a@,d wyrlted In & gamma
couRfeB.CIRBibifiéh 4588ysA88 idiolBBle®@proRi £ B coriteint edncént@tionts 0.5 nM In the

t E\“Am
pregﬁn%? P P&ae% OIFE nt{aﬁr&rﬁt%nr anlgqg ﬁs%e%hﬁﬁ ai Hegg%:t_ ric al% @% a'%g,e""" of
a 1pQ:i|daxgres of vn!etﬁ;d FRigi- sThearefical curyes based| e sifglegsije pompetitive
inhi¥itiorambdel amedittédidi tIﬁﬂdateS&WeabﬁbedJnS)omBﬁét@n,t 1984, mBE. 132:751.
("the '688 patent'), incorporated herein by reference
inits entirety, also describes procedures that nmaybe
enpl oyed in studies of barrigar perneability; see,
e.g., Exanples 1 and 4 of the patent. Human trachea
epithelial cells are cultured under conditions that
yi el d a nonol ayer exhibiting transepitheli al
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cells, e.g., bronchial epithelial cells froma human

cystic fibrosis patient (seethe '688 patent, exanple
WQ200804738 11). Thus, the ability of a subst ant&l/ES29p4/037242

treatment's ability to inhibit IL-4-induced reduction

Per t inibilidh8s %ﬁtgﬁa%d JcU&ﬁlhb Rﬂ uﬁﬂan%%)t;[%d R 3k§ﬂi_l £ REI)] whers

e assesse It hel
lis e, aw{awﬁ%“@u%sff BRorot s stﬂaeera? %éﬁ?wnt%%ayf’%gmkah proiéin, and K
and (Kamb thé effinityfcotdtantseqfiinhibibi amkl ptotejre respegiidelonpari ng  t he
CongluhibRity Shdif dQ:BJ'nb&ﬁllé iﬁh]blhtﬁMﬁfﬂ'ldﬂﬁs nag alee Betbrintiva iws-well

micfeer e reie2 i JOcBEG BER R B Pt gL rrgh bt St man Fo
polyciopal entibagsior wthertswtab@cm&hum@nﬁbﬁntlbm) Reisfy Ristes gre nabated with 5

micﬁ)ﬁ%ﬂﬁﬁm aht@hﬁrmﬂm IR PBEERES () walte %eanrth wEg, ahd then tn@ub%[bd with IL-
I'thelial i/er not exposed tO @3 g.ubstg%c od
ARIEo wA P P AlAFn BESOIR. THEEr G R 32 DTS LB et
againthichivis PB4, - Bquilibdure Biddinglacthgrens uise sapiat difetiona bf i-sbeled binding
pm!eﬁﬁr?biﬁéi%g%ﬂé&d?ﬁ 'ah&ﬁnhﬂﬁan,gé%ﬁyé |48 Glcbfant bib.SRA ‘%Hsﬁbled antFhulL4R

In RSP or BT PIaRElE, PR PRf I AT P o omorbed bbve
Aftel 2h6US a4 (3 blaiee ard washedtidbedh PES Bhdasﬂyaiﬁmllabmlprcgemm rej¢ased

wmﬁ% rﬁl(/l cﬁr%g Jﬁl@ ?'ﬁg% %ﬁé 1}8%\%\?%%@&355_@8' Ieel., Ié&leﬁ%ﬂh‘-ﬁ@L 4R measured

on & ST EANFTET. A St PIeseses g6 Cepeneed 1 Oput &l bra.
pol pRERG hdigiyreaysisstbieragseated Hysusiace pismbh tesenandeningp BIASORE®
blo%e‘ﬁgﬁ‘?sl% b [HeerSdtigRal AB! t']ﬁ‘psél% dulerdn). bh&ly @éﬂﬁﬁth@:ﬁaﬁ )G, gamma

unct I Oon. wWas vente
ragel bt SR o ger s e e e W
bnombd:r&hupa'hmmsta;dapimeejcnuellmlpwemamb'ﬁmtsaﬁc ingto the
malSEaQhreYShsttiStichy, SahttHAMR bnbcoRPél ahRiolpls Injeetdd| dver thdrintdobilized

e ety o ¥ i SR s
(nepative controt) a$ weltpseani antrbuiLAR-qoeted §hima§9986€rﬁt!m% theshinde
ac&ﬁ*fpﬁdh@tﬂ wihtHeHet ioaRicialteraide of 100inivi AfospRorie@uid &t ©F microliters/minute. Al

bingua@@c?"ﬁ?m{aﬂwl-géé H@H {nl\JI hEggé ?)El%@ﬁ ﬁécf'llp?h %@gg%w .08 Na3, 0.005 %

surfrgtant R30. Pk on was prevented, and the barrier was
mai nt ai ned at the sane level as untreated (control)

ce '@N@Egﬁxﬁmﬁc o SigNG Ahfeddeasur | 00 Bl Nl ng

exa rovi des met ogj.'g seSS| ng

t he This ﬁmm@e preyldes t g,aralpo 8%id sgaUences. ARt rw.IFJB 51 sequenices
ené¥ding tHew, b thévdriable domains alriitg hesdley anddiglitwhainsoof ahhl:@gm and antibody
derl\%?vegﬂ%?méﬁjr{ ﬁ_g‘qukl abel ed with 1201 using a soI id

oram _ne-

anal o Pi er.Cl
L ouiASulleyen lohanBhody comirasp e TERR G PP Gioor LPbnd the heavy
chéii edvable teyjontad Ha wap solafed @s desoileidtiry Exsmpieshel o) RO (published

Dei!:(blz&ﬂ Iﬂm@braéﬁd%?ellﬁl Ir%l%ré%égﬁg? bMiréty i s assessed by
i nthBPt’?'%Hleé cgvg\i/'\uﬁ\ﬁc ?{'é 8’8? ?gﬁs%ﬁ%?%ﬁéaﬁﬁﬁm e hybridoma

celplinettiest produiet! entivatly /] fyvia thepolymeraseehain rqaaﬂﬂ"dFSBb‘FSé’lﬂi the following
ohédnuéegﬁbépésrwmﬁk anti-hulL- 4R (or a variant or
ragnent thereof) can be nmeasured. Equili bri um bi ndi ng
assays on cells expressing IL-4R are er or me
96 GEESROERRCH 43 B SRR EG s (GERGP BRI o
| dzef?d d. 171:3 861-73.
Bri ecﬁgﬁﬁer %Ff a‘f"*"H}?’i‘f‘t”ﬁt% S tg?&;sa ol abel ed protein in
bi ndithgadhcoedicamnéddeM 1640, 2. 5% BSA, 2QseMIEERESL)
0. 0 2%%4mpDehcnmnaz itdehulgd, 73 2pf applemented with 0.5
nmg/ M human 1 gG and 5% human serun), are |ncubated
with cells (2.5 x 106/well) for 2 hours at 4 ClIn a
total volune of 150 microliters. Free and bound
radi ol abel ed probes are separated by m crofugation
through a phthal ate-all sepaggtion m xture and counted
In a gamma  counter. Inhibition assays use
radi ol abel ed protein at a constant concentration of
0.5 nMIn the 40 presence or absence of potenti al
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Percent inhibition is calculated according to the
equation 1 (% = [100 Ki(l)/[i+ Ka(L) + Ki(1)], where
WO 200§/047381 nol ar concentration of inhibitor, L PsSI/US904/037242

nol ar concentration of radiol abel ed protein, and Ki

ancinEampiiiatoh Broaliétivab Inbe tnsladil fagal g Ht@;fee’im* easy

lib
ProRa, leddispt, TP TR biseEiode P fonsron, Moo BrLidshB Soamence yes
replgogd oith the MH350 rlﬁadermenwpe (Malsuda ebalal B8, Naterne QepetioR$188-94}-

a Qﬂ@érﬁ@ieotﬁl@—tﬁé@i rﬁut@genﬁﬁ@bﬁﬁ@ﬁbdﬂﬁ EiiOfarigsie torddih bf MR used to

cof g RS Vel AN sl L0 6 AT 4050 o ose
heayy; Qha@sg\faaamq mm%ﬁeqtﬁmvanﬂvﬁ%shpwn P’BQ"%\t'" &0'@'"%3@ MR the llght chain
varldbié 6dtnat béyuBiES, of andtot IDATeteptr Riphe dsig b ehdymediRkddcimatunasorbent
assﬁgﬁﬁléﬁ Fc protein in PBS/0.01 % Tween 20 for about 12

at 4 C and washed again tw ce w

Equ¥aegman g Hzﬂ'm‘@ﬂ?%smﬁ Here geasrelsd P&FCB.ﬁPthUBﬁg Bggells and
used B’consdtrubiahatialde feginol cDA §énepibrine iThesawdse peteengd ireedimbination with

the I%Py %I:IS?’H \%Héﬁlé’l‘@glaﬁ Fiye?r bH&lﬁg % HuRfRS e eckitord L@h%[}l varlable

of
rouerL A BIMEER SR Bplet Do Buanmiig e e soaudhoss ar
showle mdiiguiss® anl Syrespeciielyewhelein the(GDRanegignsf emrmheb agg indlcated in
bom\%% lﬂlﬁ&lerﬁn\éh 81! AimERmevitikd (FRO fgiohs 686 bry iliated. protein is

a mM citrate (
t r i meh i A e TR e hyoridoma
cell firseasressing imeandapieeiobiabain aping e RAleasyMiphiiidQisgerny Vaigncla, CA).
Thed@ﬁ@%ﬁ{s&bréd}raﬁwraéd @Hingad First-Stkdht @DNA ByRhewt Ip(AaetshamtPparmacia

o 25 g e B ARGy o
the eBNA app Sai BVotbeRagelip usingPII@PISy | goat - ant i human 1 gG

ganma  chai n-specific (or other suitable gama

c h%@ﬁR@&&Eb@r&B&é&%@meu@f’Eﬁm&é cqwah et hy:72qupl ed

to OSEIGPE chips using a standard am ne coupling
procedure and reagents according to the

e NG T AMIGEESECACREATITEARCATICTOQRCTCTRARRCIIRTEF & SEQ TR §P: 73!
anti body i 3°Fnf ected over the inmobilized 20 GHFC, and
varyi ng amounts of IL-4R are mdependentli/ passed over

a GFIEﬂ]gbmalB darizhlepegiqnadd and Ywers indepsrifersly jajjed to g hyRan kappa

lighB¢Haln" cB ﬂa?«oﬁ Q8 IR 1 Mthe IRBOSNBRA fragiier® Endobiig Meilight!chain

variglﬁégﬁg P? C1 ad'@v\fae %1 &H@oﬁll%cl\;% rﬁéps%rootﬁ I'?U‘la‘na koa&gcoﬂ%nt reglon
DNA fragraerft oeresiinuitandaBsly subsloned inipRPOC400 msmmahﬁl@xpressiw mg
(deEéﬁEéﬂ in Qaﬁ)& a%1|§94\@MEib 005:2802 I urdaIs RaINGP8 842,588, cakporated |

o AP A T B Mo D e
waseeobtaistadde asatjind e@sse@w&ﬁﬁc@nnlﬁ@wn eikopsie(kozak; 15e! Cell Biol.
108HRH Pﬁmd@fkntm Bramkgat al, 1988, J alonBiols19923:84) iehdm iseiences

oy e SRR i 2 2 0,0 2
b f.L1 and
o

WO 641 2340 (published Dec. 6, 2001), Incorporat ed
radtRICPh G daXaTRerRACecAdTCht @ qBtd ret yo: 7Bhe vari abl e

region of heavy chain H was isolated by cDNA cl oni ng

f r onsd g chydirb foimRanpelchotidectietrefirdusedTact AeadyrrGAGAAG
crdcheicadraTtdecenicrrecarseac hi@eo rmexotison (PCR) usi ng

the following 35 olig®iutl eotides as priners: 40

GTCGACGCCGCCACCATGCGA( A/ @ TT( G T GGGCTGAGCTGG (SEQ In

NO: 70) Sal | Degenerate; conplenentary to VH3030

CTTGACCAGGCAGCCCAGGEC (SEQ I D NO: 71)  Conpl enentary to

hul gG 3' of Ape | site 65 WO 2005/047331
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PCT/ US2004/ 037242 The anplification product was
inserted as a Sal Il Apa | fragnent Into pGem T easy

WO R050+3aT Madi son, W). In order to inprove cPEHUSH84/037242
the native Hl | eader sequence was replaced with the

VI 3rhd (thsk SR Aol @EUERE Rat(iYRhaHElSr I@édeﬁvere rép(?&'éd whidht hBcleotides

encsiltin 1) 3o, v thsuined p SO0 SherioRs BR Efedite 30 R e tenine

to s@ine,hathdid netrifeeidnecleaytasisiie.var i abl e dOﬂHI n sequences

H2 - gk heid) @Midin Vaniabib egloR HI; He;aRH HEd waehjem@q tol¥Erfivian ¢ dbnstant
regigriaér%fglﬁagvs g%@ﬁ?ﬁﬁﬂ?rggrﬁﬁr{t‘éﬁs %'ﬂ“% thea %H‘] qariébré region of H1 and
an Apa i/iyeH QN piragment moqing-'wmeedﬁcﬁt@f\sfamf peeien(SERJP AR 77) were
sim@taratiBly insereidntd smmaﬂqrd&em mamah dxiptes§éy) vectiapD@409 (described

In GPI%F 1654 2§ﬁ-d ?ngg,, DGRERCARS CoclERS R & & ¥Rt its 3

"hunmdn ceI S an cons
end {Q:@11catn & Niafisé® cONA gene |ibrary. These were screened
in conbination with the heavy chain variable region

H1 BHAG @M%aéb BEITe c@laidy
var%%ﬁe rg@?:g%gc L2-L 'zlvt\:/'ee;t-écmlrc%gm i f Fg%ﬁggl%%_gﬂ_

net 158, *FH8 F®hucl eot | de and amino aci d sequences “are

shown In Flfgures 2 and 3, respectively, wherein the

CDRAs @ gsulh of is changs. R Jash twey aming, asiisre @lanie 2pg F%f'"ﬁnﬂhe’eas the
last Wa6! @iinbo /s iof the Iwild Type Viisa rses\oysteingRn)i aladineo Site-dirantedandagenesis

was us§i %ﬁtlﬁ%m%g%\atl-gno% ﬁ%? n%ﬁ'?crt thH:BEe mﬁeﬂﬁﬁrﬁmb the H12 and H13

om a, murjne
heayy [ne\ggﬁalgg Esglegs- aTrlﬁﬂﬂ‘ﬁlﬁ"t!E’ﬁﬁﬁg amfngrﬂcldcsﬁgq E—gq-eweare shown in

FigUrbie2 siid 18] respatitively, Ghargianie YBRapgioms, of @agh cha'fh@‘e midicategddn bold and
undé‘ﬂ?(&%ﬁ Rl ﬁ' ﬁﬁrg ﬂéj(FRﬁeBign@alfd 4ré ingiehte@nd CDNA

SI S har naci. a
Pl sty

iy eSS SR Do e sl gions
L1|'HCi-ﬂ-IZJ\B1SI'IiiiIIﬁH4 Litdd] Libky6, PORY, ﬂ-ﬂU&]L‘lHﬁd-‘lUmA"H?s" 42l \W2H2, L2H3,
L21—l4 Nais Lzﬁ@ﬁﬁﬁﬁ t 818! S bINE] LPRIOYESI®1, REH12, L2H13, L2H14, L3H1, LAH1,

L5@S%ﬁﬂe%%g usin %lochgmq %undm&@%y%%@ d’«PmM?oJ gf)ExampIe 2

andEUNRTARRICHOMEECREMEATCCTAACACTCTCCCCTGTTGAAGCTCTTT ( SEQ
ID NO73) 25 Not |I The light chain variable regions
L1 and L2 were Independently joined to the human kappa
| i gEXAMPEE 6: $pmcies and Sequpince SpesificiylobAntibadigthe | |1 Bsi W

ﬁl %prg\még Q'nﬁ%otdhﬁ' delefiihing (hisPecidsaint aduenderpbaiity of

DNA fragment encodi ng human

an ?J‘A'B?f’é( toay %‘F%\Ptther'Lﬁer‘f?p@b DNA fragment were
si nalfluareseense-getisalért beraoden (FAGShbiptitm essangahhe used to evaluate the

spe‘é%@ Eﬁcﬁ&‘ uéﬁ%@ E;SB’ciflcl@Qlﬁﬁr? EAthEd rédepicr Bdtibedy. athe elfiRdljular domain of

L~ ‘F 'E?E%‘F O‘PH{P@%FS %rér? &nﬁ res eHS reg a}rﬁain @J%maﬁ\ l?ﬁrgdl % ﬁ@mecﬁn tyPe II& domain
(dounslnnI@ (lag¥ ot al.ctog8r c@leéwﬁ@é) Toestycls| compxgiag Ny dnt seceptor
dori@hs IGRRRE TURLRE 185 ratesiad ddraiaa ahd/cals 2einbiaatibyis BitiRman and murine

IL r%gl L4 a“ OgﬁrgJ IWOFF ﬁotgﬂbmaﬁlgﬁlﬁunn% I@le%oeﬁbpéo%ams | and/or I

arewrpras@n as 1@@rrz@alaﬁ)-fr¢r@%d@°n§ e‘ﬂ@eﬁ%@‘é’” Fds r(U'“Wl?e‘L receptor
sedu@hde® vte1Hoidddan Mot ekamilé, dekulta et @, 1199, 4. Exp. Med. 186:1419-29, Wrighton
e L e e
61, (Masiay | ab afy1988,) Cellpe: 335-48.) The fuslon protein express:on vecgr ors a%%divldual]y
transfeath\OAEEEfied THIAAEAGAN. T TREESHAITRES THERT 86EEUSABCIWESAf fusion
pro%@%ﬁﬁ@%%q G@%ﬁ% Tm%m%&%@ solution
by a biotin-coated bead. AFITC iabelezd antl-awdm antJbody is used to detect the avidin portion of
the fusion contstruct. An anti-IL-4 receptor antbody is incubated with the blotin-captured 1L-4
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PCT/ US2004/ 037242 The | ast six nuceotldes in the

natural VkII1 A27 | eader were replaced with the
WOWBE6BBHes encoding an Nhe | site. This restlT/ESRP4037242

am no acid changes fromthreon[ne to glyc[ne and

reoe%lko?:il @&H&ﬁuc&{] ?ﬂ@g\ﬁkﬂ)d@ﬁgi&lﬁké \I;@Hrb?z éi'\;ﬂtel'nu;ﬁ‘afgﬁ R istubed &d £88t3@Hary antibody
for c%gg;ﬁ?rb Fﬂ@dbﬁag-agHMWLfra &su%@ﬁt&i éch FA@% aﬁ%)éslisg% % ?Q&orﬁéékmson '

Biosicieh¢eoviScan (8, Frankijsd-akespNi). f r agment encodi ng t he
heayaigQRaitbv Riethdl)| iBvdsealind thabéeviial #itidL-4 astepipearitibddits described

fra nt_e ' r eqi

rereptpoupst 390 R cof A B G Bl an B A et jﬁﬁ N et
bindito @jcgesiitiet¢omaraing domeing X prddbafimsiing ket TGreRinCARantibodies bound
wedk§ 854 EdnBett compriing ldoridin abf.huma® .44 reESyiRD (ut ndtIo@§ERg3BINain 1)
and 3l A% & %’%ﬁ%ﬂgﬁ%@f@ﬁiﬁm@ﬁm gﬂraé_ﬁbtcl%\@o?ndmﬂtbm @Al cthprish§ domaln
. Invexduthecisodihetihe ertbodie rorodwelce aEpAREYS! CPRRIEING SRR umen
IL-4Agsptot Shd YdniairNCofAG)rindliled teceiora resul t of this change,

t heleueq‘ﬁfaFﬁl‘éﬁ)eﬁmp"éQ, A WhtkiRy ShdPrepRbiRCardMen-firttihgiénd are provided to

wher eas 5 |ast two no. aci,ds .o .l g e
ool gapusrEgrpBimEs 3o KR e mantcs; (e pasep gk o 48
Incovpiratge: yersfesensa i thaicantieslest he H4- | gG4- encodi ng const ruct

to make constructs conprising the HL12 and H'S heavy

chai n variabl e regi ons. The nucl eoti de and am no acid

sequences of Hl-H14 are shown in Figures 2 and 3,

respectively, wherein the CDR regions of each chain

are indicated in bold and wunderlined in Hl: The

framework (FR) regions also are indicated. 20

Anti bodi es andl or anti body derivatives conprising the

vari abl e domai n conbinations L1H1, LIH2, LIH3, LIH4,

L1H5, L1H6, L1H7, LIH8, LIH9, LIH O L1H11, L2HI

L2H2, L2H3, L2H4, L2H5, L2H6, L2H7, L2HS, L21-19,

L2H10, 1 21-11 1, L2H12, L2H13, L2H14, L3H, L4HI1,

L5H1, and L6Hl1 were tested using a biochem cal binding

assay and/or the nmethod of Exanple 2 and found to

bind to IL-4 receptor. 25 EXAMPLE 6: Species and

Sequence Specificity of Antibodies This exanple

provi des a nethod for determ ning the species and

sequence specificity of an antibody that binds to the
r 1L-4 receptor. A fluorescence-activated cell sorter

(FACS) binding assay can be used to evaluate the 30

speci es and/ or sequence specificity of an anti-IL-4

receptor antibody. The extracellular domain of 1L-4
receptor conprises a cytokine receptor domain (domain

I) and a fibronectin type Il domain (domain I1)

(Hage at al., 1999, Cell 97:271-81). Constructs

conprising human | L-4 receptor donmains | and/or Il

murine IL-4 receptor domains | and/or |1, conbinations
of human and nmurine [L-4 receptor domains | and I, or
fragnments of human or nurine |IL-4 receptor domains
and/or Il 35 are expressed as Ctermnal, In-frame

fusions with chicken avidin. (Murine IL-4 receptor
sequences are provided in, for exanple, Schulte at at,
1997, J. Exp. Med. 186:1419-29, Wighton at at, 1992,
G ow h Factors 6:103-18, Harada at at, 1990, Proc.
Natl. Acad. Sci. U S. A 87:857- 61, Msley at at,

1989, Cell 59:335-48.) The fusion protein expression
vectors are Individually transiently transfected into
293T cells. The conditioned nedia are used as the
source of fusion 40 protein without purification. The
avldin tag of the L-4 receptor construct is captured
fromsolution by a biotin-coated bead. A FITC | abel ed
anti-avidin antibody is usedggo detect the avidin
portion of the fusion contstruct. An anti-IL-4
receptor antibody is Incubated with the

bl otl n-captured IL-4 67



WD 2005/ 047331 PCT/ US2004/ 037242 receptor construct.
FI TC | abel ed nouse F(ab')2 anti-human 1gGis used as a
WQ WY anti body for detection. The bead- aPRT/B5i4/037242
m xture i s subjected to FACS anal ysis on a Becton
whdblsdeimsag Bi osci ence FACScan (BD, Franklin Lakes,
NJ). Using the above nethod, it was found that several
anti-lL-4 receptor antibodies described 5 herein
1, bomdsomédarmodg,wﬁmﬁiumg@herconpri sing domains | and 11
f hunman 1 L-4 receptor. but did n
=) a i ST 0% Ao PR G B A o6 ooy selsfet rem e o
congigdiogptt or. The anti bodi es bound weakly to a construct
conpr D gispayenesatiaastBOY identipalip 3 seaKence é%‘ﬁ‘f‘%‘i frqrpy te grryip consisting
conpr bfBETYIDNDE,) 6) 8,110, 12,aRg1410t at all to a construct

Cco r r I

GO ] 4RO ot o SUE B o HERIAR of & odelbhce LBt rom the
ant i b?@“ﬂe@of‘ﬁ'@lﬂﬂd’fﬁéplmﬂ@ 4 6ch At 2R éonprl si ng domain

| of fyassuddteliiat & ehtsted bps nadlsbtickosEaiienct thaok atesst 88% identical

1L-4 e 4R b Q6.

and pjf'ooprﬁ"e{e?tg:de sg{;lﬁnwée??%% rfgfnngéagfgllg?ar (se[% ?gbﬁ'b NS!).S, 5.7.8,
i | lusft&@1p&P€i cul ar enbodi nents of the instant

| nventvh ®8equéhcertiedt &rennades bg b hadedtids ssqneracedhat hybridizes under

Izggg; B‘%@%@gﬁﬁ“?&? é&{?ﬁgﬁsﬁo H‘l% cBHISI'eheﬁter & hEdadtde sdifient@selected

2004/.037242 1.
An i sBPEMERramIORRRIDI OE%%P §$ﬂg S8 ity N%)13a 1 ght
chasrn vari abl e domain conprising an am no acid
sequence selected fromthe group consisting of: i%
b) adeaiyshaie vartable darein gompTising en iAEU0 acly SHAUSBER EaiRGisddwMUIRe wguP
con&ét?lﬂbf*he group consisting of SEQ ID NOA, 6, 8,10,12,
and ﬁ,a sleqt)enae SesHsLIRidedticaltto 4 espmbnchSelectnd froa thesgraumi mnslstmg

aci ds t 49N BE 36 U8 42, 44, 46, 43,50, 52,
consi s lﬁﬁagégbe%é%%% 2%'3%% 17, g%}d 14,7 070)
sequeﬁ(’:e’5 6; 5t £0i28d8Acoded by a nucl eoti de sequence that

i s at iij eeflerte Y atdemst 15cmhtigubes ammuadidsef b dequsnep rslected from the

Se' ec’gffn%g dﬁ&i& SHPBING 195,201 79928126 T 00,822, 36, 38,40, 42,

equence that I's encoded
by a Attt ?ﬁé%%g@%@ é/(% ﬁ'éqas%ﬂybrl di zes under
moder &) elsgqueies thajdencodeddiy rinoeiectide seduencedig! scatisast 897 igentical

nucl e@% %Ie%ﬁ%@%gﬁ&lcﬁ eki8didctitbm thé grbup b?s@rmw SEQ ID NO:15, 17,
consi st It
o heavd nzias g n%? 4 4n7g2‘5]a%1 S 58572, end

sequerfdandel ected fromthe group consisting of: i) a
sequemng @ saduch&fthit S Godétesyta nuaibotide sequsreLiRattgbraizbewtded

;;omz%]o%ﬁg e?yﬁm%%lﬁ%%long t@%oo?@grﬂfgt ta"g nkgeotﬂdé secﬁ.lgnce selected
52,  fuwm thwgrogpcongigting0f §E@ 3D ND; P, 17, 42 Al €5 &F’ %gc 133, 35,37,
| east 3d1CoRUBATOUS 53083086, 8T, 59samifé1a sequence sel ect ed
frogpthe group consisting of SEQ I D NO 16, 18, 20,
22, 24, 26, 28, 30, 32, 34, 36, 38, 44 . 46,

c) 5419 ligh§ ghais yeriakjg domgin ofg) ang prid gy ghgin ‘far' piste i“@%ﬁf&)‘ce

withi {hatproviso dhat ealé dntibpdwndoes clobcimpriee bl theniigbt ¢haint varigbleydomain amino

acid St Q%Ed BNbsEQlS NO: &UQEQ% NES5SSEN AN RE:67 Sdr@ECA0 NO:69,
anc? tlr'l?l%aatf S roup consisting of (SEQ 1Dy N, 1B NOMB, SEQ 1D NO:64, SEQ

iD NO:66, or SEQ ID NO:88,
and wherein said antlbody binds to the human IL-4 receptor.

2. The antibody of Claim 1, comprising either
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19, 21, 23, 25, 27, 29, 31, 33, 35, 37, 39, 41, 43,
45, 47, 49, 51, 53, 55, 57, 59, and 61, and lv) a

WQ 545381 t hat i s encoded by a nucl eoti de sequetityESIORH37242
hybri di zes under noderately stringent conditions to

a)a Iléhf e RSHIE Bdmai comnpbifg Qﬁ’ﬁr‘nﬂg acl§ %{Elgﬁ& ﬁ%bt@@ Fr@rq thef Z%r&IP

oup consisting of SEQ

consigting
o i s ol M cro
vari a®fiSEQIBMNG:h 68, 18) 123800 $4i d heavy chain vari abl e
domai §) eGequdhce fiat Radtg cﬂﬂi@ﬁ(du% Qrrfiridaicids of #scdléricl QML the

not c chai,n vari,abl e domain

i nod S oehfie %%%Q%Pb%yg%q Prd R E0 o o 63, SEQ
| D NO“EJ'SBQ%Q? INeneded by a BEEolidd qqqp%lge thatig gt |g¢$é35% Identical -
heav ytoGhraitiBotida séfilshdd sdRERY o Thd WowCdodsistng YESER IPNOSES) 7, 9,
I D NQngm”SaE JD NO 64, SEQ ID NO66, or SEQID

NG 6B, erein said anti body binds to the human

| L- 4 wkﬁ;wﬂw that Is pReodgsh Y Havpjeclide seruange hat ysridizas sndey

ei t hestrifg@niWBnRMHS tdMe Sahdpldnheht biSRQIBOEHE A2ditne selectdddinin the

chai n r\é@ﬂéoﬂplstﬁ\tgg ib RBPEI AN, iy AM no acid

seque%ce se omthe group’ consisting of. i) a
sedlience at | east 85%|dent| cal to a sequence sel ected

romt he u nsi st of . SE
o) & b ehal vt e Bl B an i i Su/oMs Brestf Fn i arove
consdedinglef: of a sequence sel ected fromthe roup
consi B eseyende atleast|BEloNggntcal B a auange sqgg beman the grqup jeynsisting
a seqmntﬂms h8, 2enzx e ebys, 30,/82034 06,136 0405 62| U UBR48, 50, 52,
t hat g4s 5§t5al é&?% Identical to a nucleotide
sequende 'sel ed ed fromthe group consisting of Sﬁg
NO: 3, ii)= sequenge °f o} leagt R O?L’ﬁ'gu‘&ﬁd“ﬂ"\?)acﬂs §%%1%?@H%’199§ﬁ' eq fom the
encodgdu;bgona:sﬂmmf 8PN IRINOSIE 18 0C,22] HaP6, 126/80, 82, 36S36,186]40, 42,
stri ng@% &oéﬂjbé 5’2% 5@ ebhg.,dggrrpl ement of a nucl eotide
te

i%qgem)gaesesﬁ%rg:g thf_tlls eatmﬁleégya Bt?c'iag;j (Peaseﬁ@%{?% higla eas%gggln !dD nfical

var i atol ssudiestinie sequengs selsiched fram thengrop coosisting ofBER J2NO:15, 17,

Se' eC‘i@% fz”aoﬁ b ©a0i 1085 35CHM 89, 94| 43948)hy, 4b) 50 55,56USH) 68, and
gﬁt 5% identical to a sequence selected fromthe

group |st|ng of SEQ ID NO 16, 18, 20, 22, 24, 26,

28, 30)agruerms thags engRled hpa nw;l_eot[dmsequ@ce mgit h;{pgdlzegg.lnder

54, S&ringeft coﬁ@ttonﬂ Rk ® domplénher ofEALIEROER sefusate sdd@tdd fidMm the

conti guous f,=a

ar oupd S GTEETs g SRR RO (o T SR 25 20 5 5F Sy T 36 41
28, 363, 48247, 49 51,59, 567, S8end#d, 44, 46, 48, 50, 52,
54,0r56, 58, 60, and 62, iii) a sequence that Is
encoded by a nucl eoti de sequence that is at |east 85%

c) saidilight chaixl varlabte domaincdf eparidaiddeguyahain varsbleciowdinfof B)m t he
group consisting of SEQ ID NC:. 15, 17, 19, 21, 23, 25,
27, 29, 31, 33, 35, 37, 39, 41, 43, 45, 47, 49, 51,

3. 53, Thgmntibgdy of aim 2nepmpesing 8iKE" | v) a sequence that is

a) a f§H RtdlvaPibI 8 doHEh Bthpriding S BMPD GBid béiendbRictidl FEM theialp

st ri nfgent conditions toe the conpl enent of a nucl eotide

sisli
aglgn(a:lesecic'u%nce at ?e%stfd’o%%éﬁgal to a sequence selected from the group consisting

of SEQ \D NO:4, 6, 8, 10, 12, and 14,
ii) a sequence of at least 35 contiguous amino acids of a sequence selected from the
group consisting of SEQ |D NO:4, 6, 8, 10, 12, and 14, and
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group consisting of SEQ ID NO 15, 17, 19, 21, 23, 25,

27, 29, 31, 33, 35, 37, 39, 41, 43, 45, 47, 49, 51,
WGR0S8H3367, 59, and 61, or c) said |ight chai PFCT/US2004/037242

vari abl e domain of a) and said heavy chain variable

dormai i £ §qugrrce %‘hat y&ﬁoo%@& 1331?8 Hly%ﬁgtldegeﬁagﬂog that'g gﬂééﬁ 66% identical

eit her OmbLL S goan

ani notoHgleets WQ%ﬁee'@Féremf%wP%@"a?%ﬁ IDNO3, 5,7, 9,
consi $tiang1®f : i) a sequence at feast 90% Il dentical to

a sgquence selected fromthe group consisting of SEQ

ID NGO 4, 6, 8,10, 12, and 14, ii) a sequence of at

b) ah8@g lchal® vaRBle idemaiN Sorfgrising af Ginfhd =6it saquBAcH KHiEttzd Sreaitd group
from)ghe group consisting of SEQ 1D NO 4, 6, 8, 10,

A T I%ﬁt7@%%&gg?4g§qg§9mpgz%g4 QR Kansising

sequeRCIEQR RNOIE, 18120, 2224 %088, |38 P4 &P 38 4. 42, 44, 46, 48, 50, 52,
nucl eealﬁeesaemlaem&e selected fromthe group consisting

of SER 4 & g\%ﬂoé of 2t leagt 35 Lontighdus, FiMth akiis oPA séhlefbe¥8RYI from the

chai n vari P oconur sing . a

sequeHoHP g@S@Eftgetg SERIRNGHE. 3. a2 4,28y ?‘ﬂék%‘ 3, $8.40. 42,
sequen¢altads, E@.é@tﬂgm{&acﬁ@nmmmﬁdo a sequence sel ected
from g §s uBkde tﬁé?%sdnéﬁdeﬂg aﬁﬁcle%ﬁ@é udkde kit Is bBleast ©0% identical

by oo

| east 13.&10233125 PEREs 3HIB, 3t |3I-541o‘ff3 45 ééqipeﬁbé%ﬁ 80 8cnd
fromghe group consisting of SEQ ID NO 16, 18, 20,
22, 24, 26, 28, 30, 32, 34, 36, 38,40,42, 44,46, 48,
50,952, 54, 56, 58 60, and 62, and iil) a sequence

c) s%nE gél'{t E@%r% gﬂi& %rpéfn 8 ) Hitd & 1Oy SRAWRAMR ddnddin df %? at

entical to a nucleotide sequence sel ected
fromthe group consisting of SEQ ID NO 15, 17, 19,

4, 21 Th%fantlgo'ilyo%lamﬁ?oorﬁﬂnsm@%lmeﬁs 37, 39, 41, 43, 45,

55, and
o) ol AP el RimaB AP 33)3"2{}?@@588”%‘@%%@9%%% flyhé group
con¥igtingaR! e domain of b). 4. The antibody of C ai m
conpr ii)s seguerice Reashsidentigaltto 8 Kequancasseleglon Aomdirgrppp consisting

conpr g B8 IBNOUT bW 1@akteraquence sel ected fromthe
gr oup ﬂ%%?ncfulgr‘?’%' Egilggst 50 c}on u%&{‘é@ﬂ? gci@stofla%égfenag’séected from the

i dent i uence se€
consi SreuREoNIRInGESEIDNS:4. 6.8, 10312, 80d 14.8nd 5ng 14, 1)
a seqif asequshcéthatllieambddubyamatiagtide sequantcertbat decat MS@B"/ddentical

SeauengE é&é@ﬁé &%E&{cg Q%,Bélé‘d fréth RRyrd ?%s‘fsftuhwf st IBRD:3,8, 7,9,

and i't1) a sequence that
is encdd@® By a nucl eotide sequence that is at |east
95%id dentical to a nucleotide sequence selected from

the group consisting of SEQID NO3, 5, 7, 9, 11, and
b) dllfavy chain variable domain comprising an amine acid sequence selected from the group

consisting of:
i) a sequence at least 95% Identical to a sequence selected from the group consisting

of SEQ ID NO:186, 18, 20, 22, 24, 26, 28, 30, 32, 34, 36, 38, 40, 42, 44, 48, 48, 50, 52,
54, 56, 68, 60, and 62,

i) a sequence of at least 50 contiguous amino acids of a sequence selected from the
group consisting of SEQ ID NO:18, 18, 20, 22, 24, 26, 28, 30, 32, 34, 36, 38, 40, 42,
44, 46, 48, 50, 52, 54, 56, 58, 60, and 62, and

iii) a sequence that is encoded by a nucleofide sequence that is at least 95% [dentical
to a nucleotide sequence selected from the group consisting of SEQ |D NO:15, 17,
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or b) a heavy chain variable domain conprising an
am no acid sequence selected fromthe group

WRyNSPO£hg of 1 i) a sequence at | east 95% | deRET/E83004/¢37242
a sequence selected fromthe group consisting of SEQ

'45) '\'0191@1 21.5825 29, 292:21 3:%5 @?639 2@ 43395 43249 §145335§ 57389, and

ii) a %equence of at Ieast 50 contl guous am no aci ds
of oa sequence selected fromthe group consisting of
SEQ I D NO 16, 18, 20, 22, 24, 26, 26, 30, 32, 34, 36,
c) saiglightichein varizhle dopgain of ) angpaiddpavyshaln seriablsgiomgin of Bld 62,
and iii) a sequence that is encoded by a nucl eotide
I.S at | east 95% ldentical to a

se enceb8 %

5. nucinegnibedy TSHRID A RLFRE 08" £ r om t he group consi sting
a) adight Sk vAoaNddrbain tofprisibg Wa@ MO ati0 de@@ice selected from the group
con@%;%§+52004/037242 19, 21, 23, 25, 27, 29, 31, 33, 35,

a sé enfeiat |6h8) 97% iderfliSal t(f’alseqﬁghoe 2ected rore he g?d'ﬂjg con5|st|ng
3}@4(%3 gj{;aln ari abl e domain of a) and
sald er%@m i aq 1#8% fbnmai n of b). 5. The
ant i bitidyseqiiench ei atlesst 7Ocnmighaismgingi acivs of @jequetdeghiected from the
Sequeliel idl BRGT REERE, & D2 B o
u

S oo seenE 1t Iphéieti B isaobi,Seguod eh Fleast ip Bgntca
f r om toreenugleoiide sequancesslestpd from UBEGONDTAREting®f SEBQIDND:E, 5, 7, 9,
and 144 ghjj}sza sequence of at |east 70 contiguous ami no

aci ds of a sequence selected fromthe group
rf’§|st|ng of SEQID NG 4, 6,8, 10, 12, and 14, and

b) a hbé cflairt Gt?rﬁ I@%F ﬂ%ﬁnfnr%i ?rég%@ ggnt IQ%J&?'IEA i?egelclaeqe?rom the group

ence €eas
con . .
ﬁ%t@gefbtl de sequence se| e te fromthe %&gfﬂfmrg%ﬁgﬁ Icglgsisﬂng

of SE{))apgqqq@c%at lgast 9,7% gen cgl 0 3 SREYencs se

chai nofsid KbNe:180tBakM 22,2426, 88,130, 3213419828, 4& 48, 44, 46, 48, 50, 52,

sequegg &pSK, g@taﬁglsﬁromthe group consisting of: i) a

seque ce at | east 970/ nt| cal .to seguence sel e

f r om tHESSGHYIEH © ?)tﬁ%aﬁtst ﬁ‘@ ?cl'ﬁ's@ TEeE se%ﬁtg& fin the

22, 29rouﬁ69nsi§8ng @GEQID NCB16, 1&80 29?824 28, 28430, 32,84, 35 38, 40, 42,

4? 504, 4%248 55452 56 66,78, 6006hd 62nghd62, 11) a sequence of

a 0 .
[Z'?J 3?‘3}*‘8 rl{]]aé% Khacded 9u§§%i9§se9}o?r%§é%‘ﬂ F%‘Pﬁ% fg% identical

selecP group tonsis

18, 2tpamleotiip seg@anceselectay frogpthe grgup aapsisting of §EQID NOZIE, 17,
46, 489, 21023, 28,27p2b, 3563, 55037, 89, 41048) 46,247, 49,81,158] 35, &7, 59, and
sequepge that is encoded by a nucl eoti de sequence t hat
Is at ['east 97% ldentical to a nucleotide sequence
sel®cted fromthe group consisting of SEQ | D NO 15,

0 sy oo e vy o Ao
said light chain variable domain of a) and said heavy

6. SR HBIDY Gt nthginer s The antibody of Claim

a) a light chain variable domam comprising an amino acid sequence selected from the group

consisting of:
i) a sequence at least 99% identlcal to a sequence selected from the group consisting

of SEQ ID NO#4, 6, 8, 10, 12, and 14,

ii) a sequence of at least 90 contiguous amlno acids of a sequence selected from the
group consisting of SEQ ID NO:4, 6, 8, 10, 12, and 14, and

iy a sequence that is encoded by a nucleotide sequence that is at least 99% Identical
to a nucleotide sequence selected from the group consisting of SEQ ID NO:3, 5,7, 9,
11, and 13,
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a) a light chain variable domain conprising an am no
aci d sequence selected fromthe group consisting of:

WO 2008/06B8uence at | east 99% identical to a seqtEHEB2004/037242

selected fromthe group consisting of SEQ 10 NOA, 5,
8, 14,12, and 14, ii) a sequence of at |east 90
contiguous am no acids of a sequence selected fromthe

b) a®ieQHRhAIR Rfiiablt dBigaif orprding [Bn Mkird.acil seduenddselskibd fidfcthd group
congggalg%l) a sequence that is encoded by a nucl eotide

. " 990t .
nuct cf gaedes tbsdlocofRghed Y pAEH 3 Pheian for o group ot
of SEOf S IRN@:16.5/8, 30, 23, 24, 26 28, 3R P24 &4, 33,23 .42, 44, 46, 48,50, 52,
2005/ 64 58,358, B‘(_E;'EhﬂJGQ,OO_Af/ _037242 or r b) a heavy chain

varil aw%agﬁ’émb £t AR doSo ua&_afi‘ﬁlﬂuf‘ébid%%\‘gsécﬁgh&%%cted from the

e D st e 1t i s O .
gr oup 44,8648 60,158, 54056, SEQOL, A2, 418!,

éi ’ Zg gl?g sefherdde (4R isthcdtiod B¢ a Alkclctldésbqiéncd dhet 2. of Rast @0 R 4dentical

, 58, 60, and 62, ii). a sequence p0f a O
cont + AR sl s seestec oL e SHE EaPind s RIE NPR, 7
gr oup 18,1523 25,123, 25 35138 393N 14, 431 65, 47049, 52, 53p%, 51,49, and
28, 3@432, 34, 36, 38, 40,42, 44, 46, 48, 50, 52, 54, 56,
58, 60, and 62, and iii) a sequence that is encoded by
a nficl eoti de sequence that Is at |east 99% I dentica

c) s@g rlli@}t il \ga‘ﬁ%l}lg @‘E@gﬁﬁq %egé:ﬁ% gs?a tié%?ﬁ&afnﬁ@%ﬂié"@on@ir@éﬂb).

7.

1St N 19, 21, 23, 25, 27,
29, 31, 33, 35, 37, 39, 41, 43, 45, 47, 49, 51, 53,
55, TiR/antitRy ofdginfe, corprising eldrd | i ght chain variabl e
donmai ) @fighthaineriaiié dorhaasomptibiag an eraind atidl eeqiencei selegtpd from the
b). 7. Al , {iping either a) a
| i ght g@ﬁ?ﬁ%&ﬁ@ﬁég)@o%%nﬂgﬁb%gﬁééan am no acid
seq¥ence selected fromthe group consisting of SEQ ID
NO 4, ba héavy thsin diable domdid coraprisiny an amingwyld spetence selected from
valr i a?,l, , Qstﬁa FPSEG \D'ROAB, B20) Qz,aa?{ sébé%s.lcage?\% e‘:ﬁl, é'ss. 38, 40,
sel ecte rom ro S| ng o 1 16,
18, 261,2'%ﬁsvfﬁﬂgé’@,gz'%ézéégﬁ‘?c'%@fna%', 36, 38, 40, 42,
44,046, 48, 50, 52, 54, 56, 58, 60, and 62, or «¢)
sai g dajdGiGht chAR VatiabRIdomah f SeaEald Béavbhaknvbrisislé dorhaaufb).
chai’'n variable domain of b). B. The antibody of Caim
1 conprising either a) a light chain variable donain
B Nbhe aritibagyanClam hoorarristhg sd#fpnence that dliffers from

%glg llg{?: mNgvéﬁéB%éh&Fnah%ﬁﬁri%n&aﬁﬂirﬂiﬁhoﬁféedu@‘#b #at diffdrs foom SEQ ID
S e e om e L OU NS|

by Sl rasslty MRS LSLIH wEgRte sl g e
RBON, ST00Y B3 1MSE2D, SI2iy &52Ta B YTHOMN, T57S, G93D), S94H, $94R, PI6A,
P76, and TOSM,

or
b) a heavy chain variable domaln comprising an amino acid sequence that differs from

—

SEQ ID NO:16 by at least one amino acid substitution selected from the group consisting of
N58S, Y101W, F102Y, D103T, D103N, D103P, Y104H, Y104N, Y104W, and Y104R, and T88M

or
c) sald light chaln variable domain of a) and sald heavy chain variable domain of b}

73



b) a heavy chain variabl e domain conprising an am no
acid sequence that differs from SEQ ID NGO 16 by at

WO 2804538k ami no acid substitution sel ected fretd/UHe04/037242
group consisting of N58S, Y101W F102Y, D103T, D103N,
D103P, Y104H, Y104N, Y104W and Y104R, and T99M or «c¢)

9.2l Thelah@ably &Mim 1\bampﬁémgeeuﬁanm n of a) and said heavy

) Bl st Bihil fometein £ 3agp e s il et aiters rom

SRR NS4yt her a) a |ight chain variable domain
conpr i)ysit legstdns emine acie saistidbonselcel Hemittkadroup dohsistmg of 8287,

SEQ40R. $48c s8N, %3% sg‘z%«r A nzjf ﬁéﬁ TERS T3/8, MR3BAdiH S04R, POGA,

substitution sélecte e group consisting o

52 P76 WIINIMeIiG, S31 N, S32D, S32N, A52T, S54Y,

T57P, ii)Tat1éast ©@ 3D inoSRitiEubSBAib sdROEY, fromRBY GoumomhsFRYMF E1D,

and 4, B?ﬁtGdAeI%ﬁiR RESY, %B’&#‘%??ﬁ \ﬁésﬁkhﬁﬁ Wﬁd.%dﬁiﬂb%t ed

from t he 'group consisting o S7T, OA

Ka®R F50Y, 868F, S77T, V861 K105R V106L and E107D,

or b)ug hmvsrmrmy!am domaliy dortptigingimsesiience @h@mine RA¢ids that differs from
SE@@W@*‘IGSM% -am no aC| ds that differs from SEQ ID

Sel ecf) B&Hﬂ\éftgﬁ{a FW&' Flg H@"nsga{ec{n ?rgr]nql%‘g uc%%l' ﬁtf{' Q58s,
F102YY1@1N§102‘DPOQN @3@103@0’4 H, ¥1@%|Y1Q%4md Y4B¢R, and

Y1|04 R ﬁtﬂ?ast &ib)arrﬁto AcRistibstRmion aéredtw f&?n ttél% gEmb;s torisistingoof Q6E,
sel ec onsi sti ng o
H13Q Egg%%g% andg'kﬁg‘g%-[cor c) the light chain

var@abl e domain of a) and the heavy chain variabl e
dongi the light dhgin vafableTdvenairndfiapardthelfieal etiam variabiddongsimof bj.
the light chain CDRL conprises a sequence selected
fromthe grogs consi sting of residues 24-35 of SEQ ID
@y Bre antihod aipfl. whergin: SEQ | D NO 8, resi dues 24-35
of SEQ 1thd lighCxhkih, CORSEohprisesdrieedfenné sdiécfpd flanNBe YBup aordisting of

resi duesregléue§§4-%f5 of 560 18 RoliHelfuesa-db-or 5B 1b We, ré%ia%é‘m 35

CDR2 rrses sequence ect e RE; g
consi st |¢T§E&'D NQBQ Eﬂ?@ﬁesﬂ‘t‘@P @IEQSEEQQ B Ry 88 'd'|’°e°’§4'<ﬂ§é’§SEQ
51-57 of IDPEN4,br NO. 6, residues 51-57 of SEQ ID NO 10,

and rg Cﬁﬂgﬁ%‘t akirecDes corips a2 Nhde sQEctéd frdnh e IghdliP consisting of

chain LS sequence sel e {he

group ¢ oﬁ%‘ﬂ‘ﬁsnﬁé78? SEQ @%l\@ 49?3@‘5959% '%f"? %Eé "? @q\%@?id“es 51-67
r esi duesofSECAD Ni¥:1(GEGQR teBidNS ;570 SEQURNOOIZ. 99 of SEQ
:ﬁeDaDI)(/) Shtgl t bR ERScoptpri g&t éﬁéeeqsme b@g&@ fifn the rgrdﬂlp chrid@sting of
of - Sk 11ss 7809 SEEQ 1D e, pSiqG YRR SEBID KA réfiudeoo o0
a sequen@f@@Dé&Q Scind residues0- %&@@E%Brﬁ@ HpPhg of

resi dldlesth5ﬂe§?§ cﬁa‘ln EBRY bdhdrekdl e s@jiendegsdidlias 31-98 o SEWID NO:16,
SEQ I D NQO 18, f. the heavy chain CDR3 conprl ses a

sequenceosel ect ed fromthe group consi sti g%
r esi d@esthe peayy chgin GRIRP pamNiepya sgaEelcg @e'gcf% thegrougicensisting

| D NO 18pf résichicsl 56265 of BECLDN®:A 6, ShresDuddB026E, of ISES) 1D INES18, or

98-104 o %Qg rg%%% E? ﬁ% glé 104 frompHa grddp consistin

NGO 244 r%gl L% corfg&% QF% % Oc r efsrcl,n$ eﬁdr P g

98- 104 off resictues §p-99 of SEQID N0 , residues 98-104 of SEQ 1D NO:18, residues
98-104 of SEQ ID NO:20, residues 98-104 of SEQ ID NO:22, residues 98-104 of
SEGQ 1D NO:24, residues 98-104 of SEQ ID NO:26, residues 98-104 of SEQ ID
NO:30, and residues 98-104 of SEQ ID NQ:34.
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NG 30, and residues 98-104 of SEQ ID NO 34. 74 WO

2005/ 047331 PCT/ US2004/ 037242 11. The anti body of
WQERWBMHTBEL wherein: a. the |ight chain CDRL coPfF/I82084/637242

sequence selected fromthe group consi sting of

f resi dues 24-35 of SEQ
qﬁsﬂﬂ%ggﬁmag &ga"g 103&95459 SEQ ID NO 10, residues
24- 3530fthaskahy ?@W@F‘ﬂzconﬁﬂﬁpsiaégﬂwe&,s%ﬁeyémmfhw@n gonsisting of
NO: 14reshinet 34-33 di SEQIID NO:6; hesidue PR35 ¢F@BE IDMN®S,desidues 24-35 of
seque n i
pey d§§§ "éibe@‘ R4 pEQ BRI Tbuléa 94 35 ol geg 0
I D NOM #Y dues 51-57 of SEQ I D NG 10, and residues
51- 57bofthm ¢hBinNEDRZZomprisks @, setjledce sajdrteddiven the @DRBconsisting of
conpr Féﬁﬁesa'sﬁ% SEESD W4 rdsifled 5057 SiEPDNDS, residues 5157 of
90- 99%&%@% 1|°DB'H?5E% uepéf%aﬁ%é’é@ 5& éfa"dSEd I D NO 6,
and r esithelkght @@MQ@RﬁfGOSEQ}HSI sedehds selectadtorttbegrpur trmisisting of
CDRlNO 16&%@9&5 RETY df BEQID WA ¢adidueS HEloLss SEL IBNDS, rédiddel Bo-09 of

onprlses a

sequenggq@& %reg?%er%\@t\ﬁhg% g?g‘ﬁ%)ﬁ%’ngr sting
r esi dde§h€503985°?‘@fn @E@J qomPRESS e S%HWOPC@MH%EH -@ﬁ)of@gcﬁp NO:18,
SEQ 1EhdNO 18, and f. the heavy chain CDR3 conprises a

2ol LSBT R S Sh4 g
| D NoPirgsidyes SP 8 eESERID N6 gind epsiguptoGees SfEEQ DNy iR @nd

98- 104 cthe hilzky tHAINNEDRPcompeisescisegudite ddldcta frdBHQe bidup consisting
’SPJSEBP'?%M%O 28 oﬁ-@élQ 53] N%%El&&@@szﬁﬁ of §50) B'R6: 18 edillfbs 98-
5. i f s B ek i BEpIO AT st ior i secu o
chai nNErRY, mekipesi 88194 af SEQ lIENOQGS'e‘aIéuﬂS 88-104 o BEID NP8 @nd

consi gsicﬁ]gsgg104ro$gggq@ﬂolg423 of SEQ I D NO 4, residues
1-23 of SEQ ID NG 10, residues 1-23 of SEQ ID NO 12,

and resi dues 1-23 of SEQ I D NO14, or b) the Iight
¢2athe apikbdg offpaimsledheseisequence sel ected from the group

consi g iHeightichaih BR1 BetfisiseSa Béluerice SEIRUDIONG graupEonsisting of
resid Heau 129 of(gECa'I:DQIé 2 ¥kt A Skl ﬁoho%&.m?d&aﬂ 3% of

FR3 cb
consi §EF~HEN§?12 prasresidues 1233 A8 SEGAD §EI4 &5 NO 4 resi dues
58- 89 bp theHigRY chéin KRR ¢dmprisasla sepbrlgasicted fr&@h tlmfgrcﬂﬁ@omdlkting of

NG 12 gﬁPsdé dgﬁéeb%wb%areéﬁﬂe df%%&iﬂN‘iﬁf&JSPCG

sel ec{ee consi stin resid

100- 16 PetleklEesi R risse%%#dau@gce%e'ec% P e g pplsting of
NO: 8, resiiies 86:8%fSEQ LOD: 4,08sidubs SE69 6TSEIODING: 1Q rang Jesidnes 58-

heavyagg‘asébmoqgrgprl ses a sequence sel ected from t he
group .consi st resi dues 1

D
and b Tlied chald R4 porsies meqqupaes serted o HB G et of
chai n résiRes tIORI0RSESER HENOHteeiiues HP-102 oi SRID r%ﬂmdcsesidues

SEQ | BodNeho &@EQ |ngcg«)2 bhe heavy chain FR3 corrpr ises a
sequen rom the roup con
ool afb g e F B s sBp R i tfarage copitn of
| D NOres8iueshrd0 pfe@Qj@é%O $6-2nd rﬁslsiﬂessE@ PISEQAPAMNO:43 01 h)
t he heawy hedicRali 42 6PIPEESRS sédlencefkeeidces 38f4910f SEQUR SI0: 18,
105- 115 of SEQ I D
g) the heavy chain FR3 comprises a sequence selected from the group conslsting of
resldues 66-97 of SEQ ID NO:16, residues 66-97 of SEQ ID NO:18, and residues 66-
97 of SEQ ID NO:42, or
h} the heavy chain FR4 comprises the sequence of resldues 105-115 of SEQ ID
NO:18.
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NG 16. 75 WD 2005/ 047331 PCT/ US2004/ 037242 13. The

anti body of Caim12 wherein: a) the |ight chain FRI
WeYWPO048es a sequence sel ected fromthe group PCT/US2004/037242

consi sting of residues 1-23 of SEQ ID NO 4, residues

1-23 of SEQ ID NGO 10, residues 1-23 of SEQ ID NO 12,

and residues 1-23 of SEQ ID NO 14, and b} the [ight

ddaihe apiteody ghfgfimsi@svhgreliequence sel ected from the group

consi a} thegigiifchain ERN doreysls86a Sdyjuerdce SBIGCtedirdiDiNe, graupdonsisting of

" st Ay b1 59oe i Blliubs 4.2538EQID NoSTol teitiles 1-23 of

chai n r| ses e om the group
consi SEFAY Ncﬂ‘ 2, F%‘%’i‘ﬁ'ﬂ‘é@ 1%@ :ggEgﬁSLS@é resi dues
58-89 bbtheﬂiE@ chain RBR tOmprisesla Slmslﬁrmg@gleggd frgn tr@fgr@ﬂg(gopegtmg of
NO. 12 rociiflfs £8-50 JS\‘%E'Q BNO:4, Rl PesldBés SEOsMSFiSEEDNCI B URNCE

sel ect fro oup. consi sti <)

700- 165 VOGRS BrRpi P8 et by 58 e cpoieing o
NO. 8, resirties BBYUORBEQ IDOND:4.gesidyes 83:6p PESERYDINO: 10,79 gasidues 58-
t he hggysysg{hm NoHRlar@onpr i ses a sequence selected from

th

NOelg lgﬁf;cz @tﬁﬁlgiﬂ%eé gﬁg&%@é@&g&%@%@& oonsistlng of
heavy rgqt;gqem:pqa@%ﬁgp,lgggq Frsiades(70r108 SFE :ﬁ&w ket Tesidues
36- 49 10H-1@E6) 95 NMA:62, anéind g) t he heavy chain FR3

conmpr 'e? e I‘?ea?)? ﬁ;ﬁucggllp@s%g %@eéd’eﬁ%@ Q@eﬂrﬁ%h'ﬁhe group consisting of

consi stin ;
r osi dUesiigsI 99 osﬁE%deﬁmdie veg o pERRYINO R ang,
of SE® o HiErycBain ERA chyiprishethh eaquenceraiFesidieai3t4hef SEQIR NO:18,
the s yence of residues 105-115 of SEQ ID NO 16. 14.

The ant1 body of O 1, wherein sa
sel ectdhe b I%#ég]q? ipsas & segyenge éﬁgec?e@tﬁloﬁhqqé( El‘oﬁ_&consmtlng of
L1H3, rhdidies 66-DF6f SEQ HBNO1GHFsidues 63187 of $E@ D N@y§pnd residues 66-

L1H11, Elbmz, W@H3, L2H4, L2H5, L2H6, L2H7,
L2H8, ﬁfﬁga

L2H10 L21 11 1, L2H12, | D
L3H1L, h|ihefeavy cheln R4 cogjpgsgsdhg seaygice ﬁ %Ig’thsHégléflS of SEQ |
Cmca,nm | wherein said antibody I's a human, humanl zed
or chineri c anti body. 16. The anti body of Caml

\%hé[rg% gn BWf lr&ﬁ g\fl inS @ﬁ;]de{m Qc?u@ ?cteﬂ %@k{ﬁ’éjarpuplgmsmtmg of

antl

MR YR U KD Y O N

| M3, |9Haly 2Hie0 Ghs, Lg@umfgmm aa.nmdhgzw 1|h:a?A1I1G!gL21113I ks g, L3H1,
n tio hinge region that alleviates a
'e”%Hm% rb‘ﬂ‘f(%nm intra-H chain disulfide bond

anti body. 18. An isol ated pol ypeptide conprising an

| *rs 4rhb @ABBES i divigrefrosatd antibadf IsteHeimant hiupwdized or chimeric

v\ﬂ'@bgﬁ} 1. 19. The Isol ated pol ypepti de of C aim 18,

Yn said pol ypepti de conprises a Fab, F(ab') 2,
scFv, diabody, triabody, or tetrabody. 76 VWO

2@@%@%’*:3;3&3; AT I2ARAI0BR bGP is sAnonosional esithodiic| ei ¢
acid conprising either

17. The antibody of Claim 1 wherein sald antibody is selected from the group consisting of an
IgD, IgE, IgM, IgG1, IgG2, 1gG3, IgG4, and lgG4 having at least one mutation in a hinge
region that alleviates a fendency to form intra-H chain disulfide bond antibody.

18. An isolated polypeptide comprising an IL-4 receptor binding portion of the antibody of
Claim 1.

19. The Isolated polypeptide of Claim 18, whereln said polypeptide comprises a Fab, Flab'a,
scFv, diabody, triabody, or tetrabody.
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a) a nucl eotide sequence, or the conpl enent thereof,
encoding the light chain of the antibody of Caim
WO RWPO045381 b) a nucl eoti de sequence, or the coPfSI/EREA4/037242
t hereof, encoding the heavy chain of the' antibody of
Caim11(b), or c¢) a nucleotide sequence, or the
| ement thereof, encoding a pol ypeptlde conprising
nisolatecnustgic seidisPmarising 858"t i on of t he anti body of
C ad) ra rluclestide sejueh&es ontie bamlértent ot enmding tre)lightttlaih bethe

gMﬁwb%Fﬁ@?uence of b). 21. The Isolated nucleic

acl '20, wherein said nucleic acid conprises
at ¥east one nucleotide sequence selected fromthe
gr dy) e repiestidetsequgnod, oShQcbriplédier theiéof, @ncollibg theSheadyighaih 9f the
%&;nboé’ﬁ:fc%ﬁmég, 29, 31, 33, 35, 37, 39, 41, 43, 45,

9, 51 55, 57, 59, and 61. 22. A vector

Mbri sing said nucleic acid of Caim?20. 23. The

v eoct) arnuoleotTe seqnencs, nhibe edompleradnt thetsef, encoring apolypeptide comprising
%Pfﬁ.t@r%éép@m biERE pénioﬂ&the%htlbﬁgbﬁélﬁlﬁl rel | conprising
said nucleic acid of Claim?2 25. The isol ated cell
of ¥ aim 24 wherein said cell is hybri doma. 26. The
| s of) dheeucisetide sepuapce pha) 2ad Wn@w‘éeqﬂd%%ﬂqaenfelt'f bk s a

transgenic cell. 27. A method of making said anti body
%ﬁ ﬁeﬁ%oﬁgg%dl gﬁgﬁ%o lopgla{rrﬂfdjprﬁé hﬁgaiﬁn&%lé*.? bel dir@éé‘ﬂ st one

Avleaiie eAghece Sever GHE BEIURYP A FRBIPEQIRANSJf o Ll
antasbzs] g7, @eder, 35,8037, 3844, 43048, 4349054, §3i58, 57 b9, and 61.
express said |ight chain and said heavy chai n and
that allow said I ht chai n aid heavy chain to
23 HESHAE CPRRTISIng £Pid U%lﬂfﬁ%afﬁ “1sol ating said
anti body fromsaid cell, 28. The nmethod of O aim 27,
Véﬁeﬁ% \)Ectﬁradf%lé%ﬁ iob whref sBMREE108E expRssidinaectRt hod of
alm 2 wherein said cell Is a transgenlc cell. 30.
A et hod of inhibiting an IL-4 receptor conprising
@anfmisolatad) cel wmptlsumqﬂda'wlieﬂgciéﬁf Glim20. r eceptor with
the anti body of Caim1l under conditions that allow

2o rnRE e Car P Pul B e MR Do eptor

I nhi bits signal transductlon through said IL-4

r28C e iSdlated/ dell WLIRMDDA Wrbr@ daiddell iskneansgérivomilof Cl ai m 30
wherein said cell is a human ceII 32 The nethod of

Cl aim 31 wherein said human H " i

EETA eiod 87 r@)glqrmszal%@tlbggyﬁg@lﬂlgw g:'mquﬁlng EFTqa P aaﬁe [pmprising a
rrelelp beid elgdding thsll[glg chain bixaidiantipody el 4 nusielsyasiiginpeding thetheavy
cﬁg’ {ﬁd é?!lhltﬁﬂlg oﬂd’ifén%hﬁéﬂ&@&é@@ell@é eﬁéh Gaid figrié Bk and said

con 1 ONns t|d
Jape oreid 4 bRPY Fﬁ%ﬁ%ww‘i@ sHR B EFen R eids M@ ge
remtityooe End Gelatry ﬁwamtlbddyﬂom@aldpe!br I nhi bits signal
transduction through said IL-4 recept or. 34. The
mat hod of daim er.ej s @ human cel | .

Re1@e ?Tg%ﬂ"ag?d'v%r?ﬁ'ﬁd\’ﬁﬂ I%’g”sal d human cell is
|n a human. 36. A nethod of treating a condition in a
D TRE A etHOEH IS 2, vAskidINbd edllis@irdnegeid adllsubj ect an
anmount of said antibody of Claim1l effective for
treating said condition. 37. The nethod of aim 3
vitbe Adrathod of whibingian L rTesepton comAKieng ARRISHRG 2 %@ﬁﬁ%ﬁﬂ&‘é'—*‘
GreEdptor iviliitthe antibody of Claim 1 under conditions that allow said antibody to bind to said

IL-4 receptor, wherein the binding of said antibody to said IL-4 receptor Inhibits signal
transduction through said 1L.-4 receptor.
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38. The nethod of Caim 37 wherein said inflamuatory

or cancerous condition is an i nmunol ogi cal condition.
WQ0s/HE3het hod of C aim 38 wherein sai d condi R¢HHS3084/037242

asthma, septic arthritis, dermatitis herpetiforms,

shriveintettiod iopORIM3OWHEdin SAd £l is Ahdednddel.ve colitis,

scl eroderma, hypertrophic scarring, Wipple's

Di sease, benlgn rostate hyperplasla, a |lung disorder

52, e rasthon of Qlaim &cwhsrel sqi biesrcre 6l heAR: i on i n

which I1L-4 receptor-nedi ated epithelial barrier

8, H Hg! B V%rmltﬁﬁ Anfd %E%ptor%oﬂbﬁﬁ‘ﬂ{gdc‘éﬁta&fngfar&@u %Qe%%b K&

SR PRI HRSS WG e PPURPRIS of G 18 04%S RondRape Galalov PG aapentide t

bind {d saiddie# recel ptoreaigha, witdnein greﬂilndmg stsaidypolipeptde to AlddlLd receptor
1401 syndrone, autoi nmune

ﬂh%pﬁsﬁ%%’?grgnser at %ﬁérgsfhdglfgne tgﬁt oi mmune henol ytic

anem a, Barrett's esophagus, autoimmune uveitis,

MbTélemdﬂwdiosclabyaﬁ wherdin baidedllds a minaaragll.c

bronchopul nonary nycosis, chronic obstruct|ve

B PR e BT BT o

pul monary al veol ar proteinosis, adult respiratory
6. 54 M6 SNtiaetingonditiclis @ kGhpsck SomphiFiRG Bdrhifiistelnyte kaidBubject an
! oi nmune

b3 ey QB L o bR Bl T
penphi goi d, nyasthenia gravis, chronic fatigue
S¥.Ntheoigthod @F ClakRPEs wissren sdldconditionrels o thflahmbtosadr cargemus condition.
condition in a subject conprising adn1n|ster|ng to
sald subj ect _an _anobunt of said ptide of Cl aim

R PO o7 Vsieh e ElaTameBial B oLsreondfanyS an
nmhMmmgbﬂcGMﬂbn14O wherein said condition is an
i nfl ammat ory or cancerous condition. 78 WD 2005/ 047331

PCT/ US2004/ 037242 42. The . nethod. of aim 4l wher.ein,..
85 TR MERG! P trerelt AR PR RO BT el e Gémduns
herpetifiarmisg chrenic ldiomjlmc ijeariadgdceratiie coliis, lsejerogsrme; ypentraphic
WORrRl Whinpled DieBsH, bérigh fr6stats hypeRdlasREPIuhg dissridin dvhich IL-4

der ﬁ[;{% 2‘%%)5 3 ml%?ﬁ@cﬁf&n Eno\g%i';hslé.-4 rgéegll" ﬁlreg g&& ﬁ@{hgi[a‘f barrter disruption
higyreg tolepp Hiserdersf merdigqgtwe Wﬁf% inawhich -4 @&g@or B ,agp{e, an allergic
Rd=@fidnad & nieviedtion) 1afiadaki disédsbGidiiesoll dissase mmiy—&l‘hukisyﬁdrome

CEAR0 Mol NS0l St 80 R e,
e, adole B B@PO'H'P apeBia iyt b PRRPNegHSt AT BHS.

ththuIbﬁS‘, epdtio fibrpsis \atiergic bhehopalmondry myapsis, chraniodbistowctived a
HiQébse *S?éﬂ?rﬁgh'ind%e%%éﬁmp%th? bhe&rir&did, rddiatieRMBuced

r ome

awgw thry T, ey Fepias LRIt G i s syncrome,
sgmgpitisist niper IGE aygridwens, ifippathio inmeransinophinsyndeontee Ao Rytoimeune
ﬁ%@dls&%& rﬁﬁph@u@ﬁﬁ{%&h@%ﬂ%us ﬁ% QH‘HJ RasveRialdrivis, chronic fatigue

tu ercu 0S| E, cyctic brosi s, erglc
sy y mycosi s, chronlc obstructi ve

pylnnnary di sease, bl eonycin-induced pneunopathy and
%0.0K Ri3indd of tRdiirdid @Rditishiin & &0bjed? driERMAE Mdrhinkteflfd 1.said subject an

g%hm%?sraYd ;%ll Sﬁljdg of (E]Q]R—,t % Ivg for ﬁ‘géﬂné sdi ? é%d[tlgﬁ ory

R3S Sy Narone, sarco syndr one,
i di opat hi ¢ hyper eosi nophi | syndrone an aut oi mmune
lall | Heatidth@ ol Chewd®whgenpatt goimiitivnl [sgalinflammaton} ar¢ancerous condition.
penphl goi d, nyasthenia gravis, chronic fatigue
syndronme, or nephrosis. 44. A pharnaceutica
conmposition conprising said anti body of Claiml and an
excipient, diluent, or buffer. 45. A pharnaceutica
conposition conprising said polypeptide of Claim1l8
and an excipient, diluent, 7er buffer. 48. The
anti body of Caiml wherein said anti body does not
bind to the nurine IL-4 receptor.



47. The antibody of Claim1l, wherein said antibody
binds to domain | of the human IL-4 receptor. 79
WO 2005/047331 PCT/US2004/037242

42. The method of Claim 41 wherein said inflammatory or cancerous condition Is an
immunological condition.

43. The method of Claim 42 wherein said condition is asthma, septic arthritis, dermatitis
herpetiformis, chronic idlopathic urticaria, ulcerative colitis, scleroderma, hypertrophic
scarring, Whipple’s Disease, benign prostate hyperplasia, a lung disorder in which IL-4
receptor plays a role, condition in which [L-4 receptor-mediated epithslial barrier disruption
plays a role, a disorder of the digestive system in which IL-4 receptor plays a role, an allergic
reaction to a medication, Kawasaki disease, sickle cell disease, Churg-Strauss syndrome,
Grave's disease, pre-eclampsia, Sjogren’s syndrome, auteimmune lymphoproliferative
syndrome, autoimmune hemolytic anemia, Barrett's esophagus, autoimmune uveitis,
tuberculosis, cyctic fibrosis, allergic bronchopulmonary mycosis, chronic obsfructive
pulmonary disease, bieomycin-induced pneumopathy and fibrosis, radiation-induced
pulmonary fibrosis, pulmonary alveolar proteinosis, adult respiratory distress syndrome,
sarcoidosis, hyper IgE syndrome, idiopathic hypereosinophil syndrome, an autoimmune
blistering disease, pemphigus vulgarls, bullous pemphigoid, myasthenla gravis, chronic fatigue
syndrome, or nephrosis.

44. A pharmaceutical composition comprising said antibody of Claim 1 and an excipient,
diluent, or buffer,

45, A pharmaceutical composition comprising said polypepfide of Claim 18 and an excipient,
diluent, or buffer.

48. The antibody of Claim 1 whereln said antibody does not bind to the murine IL-4 receptor.

47. The entibody of Claim 1, wherein said antibody binds fo domain 1 of the human |L-4
receptor.
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