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MCP1 Fusi ons The present application clains the
benefit of U S. provisional patent application no.
wWoM070718481 , filed August 12, 2005, which is PeT/@s1006/031155
i ncorporated by reference in its entirety. Field of
the I nvention The present invention relates to fusion
proteins that are useful foF inter alia, treatnment or
prevention of inflamatory conditions; along with
method for treating such conditions using the fusion
proteins. Background of the Invention Mnocyte
chenotactic protein-1 (MCP1, also known as HCl 1,
MCAF, CCL2, SCYA2, GDCE-2, SMC-CF, HSMCR30, M3C9434,
GDCF- 2 and HCL 1) is MGP3HFysiensctive, high-affinity

chempki ne and for chenpkine rece .1t is

secr'efdy® ?%%PP leaion; Cgﬁ'mértﬁ‘%E’SF‘?f”tquégegmt’@'% paiept
appliéionert 00T stiled XU (%%2'1@ ISRt GhicRing BRI Tr)t:o-trporated by

cells. Upon bi ndi ng to MCP1 i nduces cal cium flu
refﬁf?d‘cé’ét‘l'tsﬁf‘ﬁﬁeé)fl on toward the gradient of MCPL . There

i s substantial biological and genetic evidence for the

critical involvenent of MCP1L and CCR2 in inflamatory

di seases i ncl udi ng Hielddftthe Invgriiamscl er osi s,

it OB R EveRliEh s i) Brordhs e %E%ét%af 10y inter
alr@,ﬂp@tmﬁemrad)reaemtnmturnfEmmamg ab%rg@tsl b]dl?g(\EAE{mett:rdlmg
1 zZl kson et a

-al ., 2001, . J. . EXp.
tre%’b@‘?uqtc !On@é@.'ngl'glf fﬂ%f‘?@ pr%’ﬁ'ﬁ‘ﬁd and Ransohof f
2003, Sem . Immunol. 15:23). CCR2-deficient mce were

al so protected frB col | agen i nduced arthritis
(Qui nones et al . —3&35—5——&&.—"9&22&0” 113: 856) .

Fur s %he@@?@at@rmemﬁ M V‘élé@kﬁ&?h%%@-mﬁgvléﬂ?

devel ment of atheroscl erotlc ues (Charo

M2, S -2CSMC- %#SM@R@QSMGOQ@% GHGELarw et is
a H C%?é E@le@f Je fn P{n gmﬁégtr#gtﬂﬂgﬂ%é/ fo?%ﬁ%ﬁé%?ﬁég%ﬁ&gﬁbm

Itisr ﬁ@Cre’mﬂdﬂc&llkyrbydn%hmatxntyhlesmsﬁosat’em G(Elamlielaeng cells such

Ll e e

calsuaatﬁemnancadeﬂ migghtlart 1o®\rarof(h@g|fahi&m1t>b'f MER1.gand, | eads
of the receptor-bearing cells from

L af TREP RUCH AN A SIRRIER A Bl canee o B SOeAle 1 o

invlvbieat bPRCF104] SCH2GH idffarhMb&y Gfsﬁas&a%ﬁldlrtgrbrtmﬁ‘s
exenpl ary exanpl es di scussed herein, CCR2 was "used

atherpsclaresiBiHiiPlesciasosis, andifitiosis. Aice Kefigneinbieither MCP1 or
CdHZ%@@I‘?} profected £oHd dé@%lo@ﬁﬁ‘é&dﬁmerhélfa%@ﬁqrﬁ% MCP1

chenoki’ ne an 1 mruno n-fusion protern was

eneRpsialpieyelity E/é@gth@rnm alcRa0 Wik Exphiedmhes1348;dbiksomet al.,
20653 ERB MBI P17 st bl BERsqrioe Ao Feghl Hftibr,

15:88). | Qgﬁtlzt@amwnb mjcd ngeraalsegcr@tfedteﬂtfm cORRREH- lhduced arthritis
rovi di,n a I nent { nvent i on

bt pbfaal Ty BivesE ThaBbe) Fuiniman ficE2noskout

mlcfer\ﬂgléﬁ'éhlstdmetcﬁmﬁe deelbpmdmiol bfhaPIidERt pagubs @cﬁﬁ@B)and

used to an, agent that extends the in vivo half
Talg?m?rl‘r@()&f‘opg? e§.§5:88&8npl e, an i munogl obulin or a
fra’ﬁl“i@@eﬁdﬂ@é%@%d%t eEé?r‘tfo-ln—‘%th ﬁa?ﬁﬁ\tmdtgnﬁeé%én hat target
rovi des an 1 sol ated pol ypeptide conpr or
CChgreediatatbikilaremadipgpept i des fused to one or nDre
hal f-1ife extending noieties; or (2) two or nore fused
chenoki ne pol ypeptides. In an enbodi nent of the
invention, the MCP1 is a nenber selected fromthe
group consi sting of human MCP1 and nouse MCP1 . In an
enbodi nent of the invention, the noiety is
pol yet hyl ene gl ycol (PEG or an i nmunogl obulin. In an
enbodi ment of the invention, the polypeptide conprises
one or nore mature MCP1l pol ypeptides
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(e.g., human or nouse) fused to one or nore

i mmunogl obulins (e.g., any of SEQ ID NGs: 8-12). In an
werednodesent of the invention, the MCP1 is a nmePrdEUS2006/031155

sel ected fromthe group consisting of human MCP1 and

nouse MCP1 . In an enbodi nent of the invention, the

i mmunogl obulin is a nmenber &el ected fromthe group

consisting of g1 and g4 fromthe hinge to the CH3

region. In an enb§g| { E tion, the

pol ypeptide is a niiah 8 theh‘% b tisH the group

consheirivegtion distlsed dehinstendPamfthe edririsingodiseovieg@hat

man MCP1 fused t

h h 1 gA; t h
theyiaPtng 9L d ATHRISRETSCRRRT BB ABHETT Ao ReoP R P e
sysl%%ﬁ,nacm%ﬂs,nfaﬂﬁﬁ@f h@hBmdRmel lgehd; Iead@tdmtetﬂrévémnsamf MzP1

fused to human | gd@ nononeric variant.

recepinsientEng cells irﬁrél raflieking wrinflammaigppited ﬁﬁa ?@8% exppsure to
acl‘ﬂ{E‘t g@ (3@1;%% @%L@@Wﬁ%ﬁ%ﬁg&%é r Rthé féﬁe%wp eRasbRsi Ng

nmbodi nent of the 1 nvention,
disthesedrmieingCORA was ceeg a5 theschemalineseapiel wMeRdas the

f h
enifbighE ibnd. ¢ E Sptsst PESprta oyt iaRe MEE B erBRbidz o)
lmmupe@bbmm Ausivkeprofein gas designed Hw taggipe thef MIGRA Wﬂ*@ﬂ@nt

i nve

. t |
miagiiga bRyt ooiRe TEaTVRE Biasdt tf TR Ruldrdy
phamregreddre Mvieyitias @G@ﬂe@bé@tr@aieredabr aili wlammatory thieeapies
scope of the present, inven

ang s aperey therand: panabedtiarbal B RVesENor chgmekine
Ilgéﬁﬁﬁtgnﬁﬁ ab fm@ﬁpee;'ng REAPYB oPh f%gﬁ’f@'l’t Wé?@@ﬁ{ hel @l mature

ositron thereo for exanpl € wherein furt her

polybeptigeeiieranip desed tosreagantiiat extandsteel it visehakifepdne

oGRS BB, TR B Y STl pbaloee

I bumhefprésent mﬂlmmabh@ocwidesl@t xsptabécépolykept(deatmmpnsmg (1) one

| ' d I . ,
or P SRR SR ACA e e s SR e
mdiéticsabAl® twb Wr infstaFusdcetivmaeiane pblypeptfesnile aacnthodiment of
tol netin, betanet hasone benzoate et anet hasone

they ventians the MSHZY issomeptass selesias rcaeéfb%wpaf@é‘ﬁ@“ng of
hquﬁ%bW'éj\"&?p@ﬁ% pEEe, Infédiétﬁﬁgﬂlﬁﬂ#\'t bfithe lﬁvérﬂi@hcﬂie moiety

sterol d onet asone di pr Opl onat e, al oe
is awemienaglyc@irﬁ?&@how inmuReaPhyin. Hetaakﬁf’ﬂh@@m@t of the

SR AL FLHBSER o) 1 By RACE R B

(edeTumateor Mease)ifdsed toedrEnet mam)lmnummlmll@s (e.g., any of SEQ

lv%fé%ﬁ 5% R rmbGEt PR AN AERh B WERT T dudiiberse,

sefdctid *&HANE grsLREaNsRttiag oh almandviCHe .anal mbmamm In an
RsrimaBptdne liveRian. s MBTWHOBEPALAS & HErHey Salecias Tm the

gr@&%s‘fﬁfnp a%@'%cfydnh thefihbe 1d BEACHBIEGIoN. In an

I ancti no ace onide, a m xture of hydrocortisone,
enmlmobmenmstba mven’eorm;thﬁ petypeptideise methsr selectss! fears the

| ef t
gt b oL ARRKE Hinad MEFI S Rinolse RS THALE human
MOPf @@é;édbtlomdrrﬁﬁ RIG% wmjlrelsmmamgamm ?ﬁ_edao akimandgG4
i nj ectabl e go ni Ci Z i oprine,
mendaRimATRe Mabe ayean GBS HunERladt sod mature
hugrFMORAr @868 ke humah dgG @ dhoHonidticorRiant. ein an embodiment of the
aur ot hi ogl ucose, nesal ani ne, sul fasal azi ne

invanties oifie MCP rworrises 261 a8Nine agidstaaseaes selected from the group
azat hi oprine, 6-nercaptopurine or dietary
suppl enentation of calcium folate, vitamn Bl2,
cel ecoxi b, rofecoxib, val decoxib, |umracoxib,
etoricoxi b, efalizumb, adalinmumab, infliximb and
ABXI L8. The present invention provides an isol ated
pol ynucl eoti de encodi ng any of the pol ypeptides
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i mmunogl obulin is encoded by a nucl eoti de sequence
sel ected fromthe group consisting of SEQ | D NGCs:
wQa46028218dn an enbodi ment of the invention, thePCT/US2006/031155

nucl eoti de sequence is selected fromthe group
consisting of SEQ ID NGs: 19- 23. The present

i nvention also includes an 3sol ated vector {e.g., as
shown in Figure 1 and/or conprising the nucl eotide

oo AR RECH 0004 B, h PR Bl Brten e e,

imrasinaglbiosin mmnsesranramlmgadlmeeqwmcerset o ip SR P NOs: 3-

7. ol S etegEn SR B hiErych, T Bk 8 SR Re BAriPbicbtiin
by AlbePXBé BHIdrqB. g\lleCQSPf I Tﬁ’et Q%opeﬂﬂﬁlﬁﬁ\arélsehfwgbﬂ}ﬁn imb@:tG)a(sj a
conprising a (0] Nnucl eotl de encodi n sal e | de
ph@rm@ua‘a\@pmpgﬁg%gmﬁ@%}y dhgp BYBPB%%‘?S&%E ;
phgmc%ﬂaééu ac'cé g d &Qnéh eAIEQ WipaPihedRobe %Hé"@re@é‘ﬁt
I ment of the invention, the
mvpotm@carwo:tf .tm pelypeptisiesangseinym épWQt@l%\wm pag AgMaxe further

thei&%%&%%sﬂﬁé%ﬁﬁ%@&%ﬁ&él‘?:Ign{g{e f Q@ﬁeﬁ%ﬁfé@y&%lé} ing

whiesedih theé fusthat therapeuticragehtisscmpbef selestegrfeethe group

i nvention.. Th resent t I, O '
con i oi ety Qisraighag, PUicer ¢t B B YA, MRkt
fludiprafdni, Hubyofeh, indemetzicing elopgseoa, l{aor@lac MeRlofenBnke,
or MP1 % or chenoki ne receptor O?%pecrea
[

eoRATEIC it 81N Mo PEOBEL PR DO REIT n eyl ttSone,

lrbﬁﬁérﬂnﬁ@ééléﬁé SLFfléRStenioRican® HapREdnic a6kPIoIBENY
desensiti zi ng chemoki ne recept or bearlng cells, in the

betamgtbatonet kergrales et ethgsens Va'@ra% ohprRPIFate he

deé&\‘ ftdsBhe, ﬁl{b% (ﬁ@ 9&!‘[0:‘\@19 S| UFBRRShoRE, %%FQafét@FBld he
roup consi's Ing O an 1 n annatory nedi cal disord er,

alqdmnatasome:dupmm@matenaloearetae r‘imginanides @menonige,ragthralin,

betq ﬁ%%c?r%&ﬁ%'ﬂ)gogpa%abe?%ggl%\égﬁ V%IgFatQ'c?a% gﬁleﬁ‘gdol(%etasol

prc(bijrWé J vl tet(;hleadm ?mwﬁne c:i(ﬁoapnlteo dekxgage rptembirasane
esensitized to the chemokine an t e ¢
valgiipnfesadprigrore. dilairotdpratremory sl Miechploge
ac@ibﬂiﬂékI‘Iﬁ&:lhérg@é]qwﬁhdf@ﬁ@ﬁdedﬂuf ¢t8fe peoplomatf - 1 i f e

ext endi n y (e i muno Iobulln or fragne

hajgianidssha olpetagcp,l %%QH?WV%QO a0 Rlrats, 6‘Mdr°t%ﬂg'sf&ﬁ?1
m%&i&%bﬁfﬁlrgﬁegﬁbﬂ% B&irfedl SHtEIEEM S8y, bRJcha'rlﬁbt@Eéathlc

odi ment of the invention,
acish tararatese, driameinotoneccsteide enméxtyiel @M@@@ﬁtﬁweh e

oo RHTSBRE TR Bl S B ecficond BB s

cyclosporingi, n@tlamtramm@camtm\ setratnuie, hysrexueel, fmynaphaeolate

metkSloRufeesTs, PR ibaranne, dakbie fiigbepial Eidlawng,
azaﬂmmfnbaemratdqrumdmgidm&ycmmum@c sulfawlewm o4l gold,
nmpri si ng adn1n|ster|n e Su

U G o™ BiBBste, BoODIONESRE JEIRaNTS, Shlifbetazite,
bL@%§6’rﬁg@trh8ﬂ?oMHéiblé‘ cfn;b%hb)@a[cuﬁ R B HEC 63fﬁ§ﬂébpt2fpunne or

procedure. In an enbodi nent of the invention

dietaysuppterentationsaibeaiciyen, itatedviianaimB 17e cglesaxb, rofGCOXIb
t p t [ .

vefi 3k, oy B EEREL Kby SuPRRY dnlftifep, BTG and ABX
IL8.nfl ammat ory bowel disease, colitis, ulcerative

colitis, pseudonenbranous colitis, acute colitis,

ischemc colitis, diverticulitis, epiglottitis,

achal asi a, cholangitis, cholecystitis, coeliac

di sease, hepatitis, Crohn's disease, enteritis,

Wi ppl e' s di sease, asthma, allergy, anaphylactlc

shock, inmune conpl ex disease, organ ischem a,

reperfusion injury, organ necrosis, hay fever, sepsis,

septlcen1a endotoxic shock cacheX|a hyperpyreX|a

o e s o s
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urticaria warts, wheals, stenosis, restenosis,

vasulitis, angiitis, endocarditis, arteritis,
wa@edwenoset er osi s, thronbophl ebitis, pericarditP&T/US2006/031155

myocarditis, myocardial ischema, periarteritis

nodosa, rheumatic fever, neningitis, encephalitis,

mul tiple sclerosis, neuritiés, neuralgia, uveitis,

arthrltldes and arthral gias, osteonyelitis, fasciitis,

‘s dise j i

ar e BreseRERRaUIoR bviaRs b RERRER polnBERB o LRECHTR Bhflo

theg ﬁﬁp@mld‘eé fgreim- e@ytdmenﬁlhgamen\@eodglastedrfmrs th;yg@u@ne
e

hcets's s ndr one, r.ej ect
congisiing Y& humel %&CQ&?@%Q@W 93@%@ qﬁ@ﬂt hypag e
ungP6&52BEH NOP € RideRito HuitarMgRl; aamani mmsammamwd to
sequence is set forth in SEQ ﬁg ane di ment
hurpgn {g(e4 Frosemericivaviant hamantqufgeséﬁ?rﬁ’@ EJS&H] ugiany

Ig%HS@B@maﬁeﬁrﬁ%&gs& ‘Rﬁ@)lt’h?u&'leH uFRSigel 1l RBnehefE@ididat.

an enbodi nent of the present invention,

In arhembiEimang ot thepnvendionatheaMCRa iaeneodastiien AECISElIER t ed
fromth f

seqieRRHEIR o o MRt IR encnhidmehor e idention e

imrhumn@obulin igenevdestibyre mcbbtldmeewmemelequ;ﬁ@mm areieP

furth t {
consHBBRE S BARGR: 1dr B sk e BpRRERS PP ilednfir B Fo
nuc?élaéﬂc{éf %@@ncé’ Is]t %mgg@kronem@gm corﬁsastﬂwmfgSEQ IE NOs: 19-
oct af eni ne ur bi i bu one
23, a1 e5eBh RBIQ BRAUICARS 31 BB Lot Feant ha i
Flgﬁﬁé P%h8RMNco %@ttﬁaﬁuc@aﬂd@mer@éwm D NO: 24)
enyl but azo pi roxi cam_sal sal at e

comprag Py wicices aRARNA S HBMGR T BuaGHes el ge hos

celp&ﬂ'ﬁ? i Qtl%e‘} hasone val erate, cl obet asol
ona esoxi met asone, fl uoci nol one acet oni de,

f I ufrae gresent invention abplma\hd@ amatbiod faranaied as deP 1-19

t
ol Bt D Rindirdfs iRy s BaR Wi an Wpi e ioctor (e.0.
pc?ﬂh@f%tmé\/l(clai mlg@t) compesinglaoheyrasidotidedpicodingesaid oal
ar a

S RO T

thesﬁé %ﬁe tfdleqﬂﬁﬁ IR B0 caftelrPah embobinierstiof aine tdﬁentlon the
rPdr enol i de, fluticasone propionate, halcinonide

polyaliglpelidesncasies s RAWREPINPHOBUBISINGHHAMYQ &g Sgaence
se@éfg &ﬁtthec'gﬁ%p &5‘?1 ﬁ?%PSEbJIVD)Rb%z gaiig, aﬁlﬁﬂpcﬂ?é’mi@b ;made
eumj carbate, salicylic aci
byttlaez srethashis, alsa wﬂhmﬂh@ soore eidhe presrat INVeptioR-ur e of
hyd
y 3%%333%%(%\2 r}%lelnﬂ§§ ?ep fi %H?ethc?ﬂafo'?)( CBfiS R Rr@Bereisble

pre aner cept, cycl osporine,
by tChedsirexerpeessian or mtlvrty of achesokine; Ilganﬁ;(d:goMGPéaSDH or

RIS b Ly P A
re@xﬁfl‘(% éﬁ?ﬁ\?%ils b ‘Hﬂéﬁ%é‘l@ry fiaethieaXnehé el @cﬂud:cmﬁpnsmg

i ne, oral ol d, auranofln oId sodi
de’semmhmrhgacbemglsmetrmq;@q)r@@g@g aells.dndne ﬁlébjec’[ to chemoklne

Ilgéﬁ%f gf’%ﬁ)gﬁ'bﬁai’m&ﬂ de i'nggmtldﬁeg{é)&i‘sg%ia k€ member selected
Xacl n azat rine mer capt opur i ne or,
frodm ateagry)up lmppi;lem@ofaan mﬁamﬂnaiallydnadipalfdjsqd@r parasilig infection,

oo T U rSLAEC o SRRl ML A o

cwé@létdrg&ls@i’d’erp hﬁbg%ﬁ%menﬂ'&ah@m&ﬁnbn jithe ehemj?kllne receptor
provi des a net ho or increas the i.n viyo ha
begring/cpis are dasenpibiagd i t h&%’l?ﬂ]*%%’% RS BYsUT rP‘&s% jhishStion

MCP1 to an |mTunogI obulin or a fragnent thereof. In an

enbodi nent of the present invention, the MCPl

conprises an amno acid sequence is set forth in SEQ

ID NG 2. In anenbodi ment of the present invention,

t he i mmunogl obul i n conpri ses an am no acid sequence

sel ect ed fromthe group conS|st| ng of SEQ I D NOs 3-7.

- e ~ o "
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Mol ecul ar Biology In accordance with the present
i nvention there may be enpl oyed conventi onal nol ecul ar

wh @l ogsy7 m cr obi ol ogy, and reconbi nant DNA t eROIUS006031155
within the skill of the art. Such techniques are
explained fully in the literature. See, e.g.,
Sanbr ook, Fritsch & Maniatis, Ml ecular doning: A
Laboratory Manual , Second Edition (1989) Cold Spring

of c{l‘%ﬁfogcﬁ eH?g%%ﬂﬁfo%ep%? /P ra Cﬁg@é‘g’%{ ”WMI@MG&% I

halRlifecxteraling\moiaiach g., lndeunglsbuhranrdfratgm(erm thlere&)od@raned

emRgisn: SRR BE Gl F e Caobam BB oy Seq bR ter

fort@ds SEHA A8 NO::2. Tiharsem bodient éﬁl@\eTmmﬁibat iherlg CBrriprises an

Ha & S.J. Hi d 984)): Ani |
armingl a4 BequisTios ST EDT BA I ONR ARt T D NP3 0
an éﬁfﬂ)o@ﬁﬁé{m tI{é ﬂdeﬁir & $he bdi)8&dtide iBMERT hl%boménsmg an amino
Practical Quid Mol ecul ar C oni ng%é l‘?l
acidseguence ssleatpd frpﬁd?ne)grom epRsisting &t REQIR NPsbi€cul ar
Bi OLFRQ}?C? ?W\&e}%&ﬁé eSS mel rgﬁ fok ﬂf@%@c?r%reventm an

" pol e c acl el ¢ acl
mflminmiudyemedlnall digerslet Imea plitjscamprisitgeadmpivisjering, & ther m

sulioet WSt o SRR PhE TR ERA oRfbos U TR sBE ottt IE

asdctiayandeng frtier th@apwuﬁagmﬁ pepraeduse. hprdndemiodiment of

d tidi
the3RP D, i sdier R eaD e raesHs Bm B bLraR et g o
appndiass, %r tic ubep) gwmb @bémdf@hddynm uldet) kpieﬁmﬁtrsanded
form or herw se. A " pol ynucl eoti de seguen

panergalitis, mf@mrﬂa@@qa@w@éﬁseﬁse eeltiseleP@iive EltBnce” is a
psé’@tfdrﬁé‘m&lfanﬁug'c@ dé %ut@%ﬁﬁs Q@él’%?mé@bilt%d dlv@H@uﬁﬁE iepRfotlitis,

a nucl el c acl d, such NA, nmeans any
aclediasia, molarmtlsarchnbpxastﬁlacc@eitap@iwam h@iﬂiu’ﬂﬁgC@@a@@%%ase

en%gtlg, \&ﬁ%}%‘?ﬁgeg ﬁg;:s %Oa%ltﬁm 3 o{é@f %ﬁﬁpﬁ%ﬁ@bﬁrﬁkcﬁnm gieh

cormptexedisaate, eﬁgmeaclmmlbatepewbsmn engpnryesm naogesis thayifaver,

d f th The t DNA
soBSuRERIESTira enea Rl Fork iachBR p SlRgsRE. dOBAMM, oy
gréﬁ%@éc@raﬁﬁlom&@ﬁsﬂ‘éa@@ildm s@btlcaabﬁmoapepidldleﬂsh vaginitis,

nprise all part of one or nor | es,

u
Pfcpﬁt@’fﬁ@ Aad §FetBWﬁ/#&nCh§ﬁdeWQW%‘%mM 'Wﬁv Vﬁa fﬁH%S'S
05 yuHNEp ronot er sequences,
pn\%ﬁﬁ%hﬁge%%?m neﬁﬁ?g&f&gigsrrsp%%rﬂg (F:)ondl tions ﬂnder
pnehinobltracigseepicslicovplcanaeqniosis rbkeatitls, hyenehialiise Phasygoitis,

pIJJn?;? Slisifd d%hlﬁa{"%@ dﬁ@éiel%atﬁgydél'ﬂbt% yb&iBd uRbEM,

an amno aci rotein sequence
urrrqaaatwaﬂs s\mamqsmhosns, rq@mryqsaovaaéntns;e@nmmeeendwambtrﬁ no

a5, AT e, MR oL S Rl B b

ischiefrfih, ceidrtp iy ﬁc@és%@théi&ﬁatwfe\/ers mm@ns) (dnxzﬁamatl itigerhultiple
i ncl ude a polynucleotl

Scloros. FPHBES MARBIR Cup i ST pes nd e hr s al Yo,
faditis TP RJcRs Rificaka) dotitOperiddohial BRRaBA! heunagsR atthetis,
conponents that are normally found in cells or in
synewmmemrmﬂ@ygiddﬁ, §X@@r@haslup%6§/éh%ﬁtﬁé%nt s
Gdaq%ﬁgﬁl?esggﬁdl%hee @%51 ’Es@ éa/ﬂ@r&rﬁe eﬁl%hf i8R &hd @f’t-J

Sone Seru onents an
veesusraust dissage.n tma eg@@dmusof t%pﬁ%ehhne@ﬂtlon the MCP1

coBipekRk PagnAanbl el Boaed et MsEGhEIE0E, s,

may contain sone heterogeneity. Anpllflcatlon of DNA
as used herein includes the use of polynerase chain
reaction (PCR) to increase the concentration of a
particul ar DNA sequence within a m xture of DNA
sequences. For a description of PCR see Saiki, et al.
Sci ence (1988) 239:487.
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The term "host cell"” includes any cell of any organism

that is selected, nodified, transfected, transforned,
w@e@no2180T used or mani pul ated in any way, forPChES2006/031155

producti on of a substance by the cell, for exanple the

expression or replication, by the cell, of a gene, a

DNA or RNA sequence or a pr@tei n. Hostcells include

bacterial cells (e.g., E.coli), Chinese hanster ovary

erﬁmeﬁﬁéfl the pk&l@%%\/éﬂhbﬁ th@vgeb@ﬂgr@@d Arhino i gbdtbrigt

not limted to muri ne macr ophage

sefectep rem|the @m!emg;oraﬂlsmg qf&%,ﬂha@s ST+ In amemaadineniah the
prbé@rﬁﬂdeﬂﬂéﬁg & letl\h'f?b élc §e§§rll Iaﬁ'an 59 drélé Sr% %&ected from

uence eter
thmgtdmnobdmmhnglah StEtQa IEaNOs{ 6 ®., Incﬂm@nbadmsmq oé’dma prgsem

b S BER BLE hn,  HRBl ABRLG B P on, e

fuﬁﬁ&ﬁﬁéra@@[&m} ag®atdr.préeadlire 5c4 méd%r'ééléi:@éﬁ iromrthwglr@lp

cqPasitg BhasP I HoIReraE. QLA CeREo Gt FeRRRrTaT e adening,

t
fl@%%@ﬂ&ﬁfﬁaﬁﬁgﬁtﬁém a(&ﬁfrgﬁeggﬁ%’?ola@ médlofenbidite)

mglengmircaaidt MaleXicRET, sRRUMRIONSe nﬁp@%@@dowr%rﬂ whanylbutazone,
pifok@dhasal eséla‘t@%ﬁﬁlﬁaagé W SN ‘Ha@r&f@ﬁfé%%l i Qmay be

assocl at et érol 0g ous quences, 1 ncC I ng
batarpabaeere benzaate, dwetambﬂw@nee valerate s¢lokstagoI RESYionaie,

de%wlﬁ{etééé?'n%ls ﬂU&:I{?&BHé r&\q;et%)'n o?oﬁ Q&HSFE%%ﬁPe "\ {B%rb%‘? Et%rmd

alqﬂoﬂnxatad;gngldqiropmna’@qamma amtinomige, MCﬁwgn:ﬂ:ga;hrahn
oo dlpreigh S, Samaiasont JeleratenSiRBlagh dpppigsol

prbpugn@ta c@ma@ ©cat SuashifRg desoriiNA desbiiel Bstamethdasopel |
directly or through other pronoter-bound
e oo iepb A bk Bosas el e et
acetorfie adb& Eoﬁi@@ UgieRdreNoRie %ﬁ@éso%%%’r@?i%ﬁaies halcfhonide,
eneral, bounded at its 31t'erm nus
halohetesol ppRieate hydiogortisane wa@r@tﬁdhw,dm@mgorm;gmreai@sone
[ [
fulgRhE L ol celBlebfifi T Bb R SR Abich RoForone,
tribmaciablongiacetaniddy e mmbmmtcémydmoﬂmoeenw(amethmr@ a

transcription initi n nyeni ent ) efine
mpl BRI ) plddhiscithe plefadrb ERL Ea, CudBladtie
menhotrexme,tmmemg ishrginom, bmxmasmyemmmmé mofetil,
I’]SI bérg for the bi dl ng. &J¥ se. The
'%? loggaginer apg nrés%‘%:ﬁt%ﬁ'%&o ghistipaYine,
az@m;ﬁﬁ@ @ﬁloﬁ@iﬁﬁ@'hy@&ﬁ@@ﬂl@ﬁﬁ-umeﬁ LI LIS ftﬁa@ﬂd and
repressor sequences or Wt pol ynucl eot i ‘de o

aqrw&m peld sodilshrihiemalaipi @ﬁowlmsasmsa@waﬁnauﬁas@@me
b@é@%ﬁéﬁ; gwggg&gwwﬂo%&n NPaihi itb@” ﬂ%‘é rtn@rcaRbogurme or
digiagespEanentdticn ebericien), folaﬂeevwm B2, lcplgooriptaiecoxib,

vel OB TR R piicub; sfeliiten Relitr@niBimAldar e

armif rﬁmihe ycoma virus (Yamanoto, et al., (1980)
lg‘l%@pz’gé@r?t%\)/entl%n%rg\gég Fb{%r)n Irﬂﬁcrgéélga {[no&yo& alf-life

ofmliﬂﬂ'ﬂthé%@ll of bhgubj &g ebAlpAEMgFaSIHE M1 Rﬁ aﬁ hﬁmunoglobulln

met al | ot hi onéi n ene E)Brl nster, et al., (1982) Nature

or 2gEaggrent dherept. olnaary@m edigmgit @émed?fe%r@tl@vept@ucwed\éCPne

ooy 6 AR Ang e Suentiis S ATEA050.Dy 0.2 127

pronoter (DeBoer, et al., (1983) Proc. Natl. Acad.
Sci. USA 80: 21-25); see also "Useful proteins from
reconbi nant bacteria” in Scientific Anmerican (1980)
242:74-94; and pronoter el enents from yeast or other
fungi such as the Gal 4 pronoter, the ADC (al cohol
dehydr ogenase) pronoter, PGK (phosphogl ycerol kinase)
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t he codi ng sequence into RNA, preferably nmRNA, which
then may be RNA spliced (if it contains introns) and,

wopio7onsbt y, translated int o a pr ot ei n encodedP(tW/USio%/osllss

codi ng sequence. The terns "express"” and "expression”
mean allow ng or causing the information in a gene,
RNA or DNA sequence to becohre manifest; for exanpl e,
produci ng a protein by activating the cel I ul ar

emEH&‘iHe!n? B?th'e?f@éé/tﬁ%\}éntlhﬁgﬂ\%ﬁfr\hﬂmogrbb@ﬂﬁi ch H§é@&h ami9d
a correspon uerice 1's expressed In

acio vsebgrera:ecﬁlected)frf)m’umeegnou;ezmse@mm G NOs:s31éh as
an RNA (e.g., nRNA) or a protein. The expression
product itself may al so be said to be "expressed" by
the cell. The tBﬁﬁfDbseﬂaﬁonnﬁuheﬁknmesns t he

i ntroduction of pol | . The

i nt Fiauredd Maard F@QS%@ ﬂé}h@@édﬁf& "clone". A

host ceII t hat receives the |ntroduced DNA or RNA has

been transfor rred and IS a transfor mant" or a
"clone." The RS 9)InventoRsst cel | can

C 0 “‘?hé @P&eﬂpﬁvé%ﬁ Srovloféﬁloij?% V@e;ﬁ@e' c‘bn?pfnsmbelvl@@'ﬁused to

r species as the fromwcel
anyd hatf-éieee)ttergiamgjmmtyimmcﬁxmdsme@r@@nm theeigtvifo’ halwdfp@éles

Mcg:eq'@ l‘?oggﬁe%é i e%l ucega) gs? c[:)’elﬁl ?rSENQs to

transformthe host and opti onaI I Yy, pronote expression

and/ or replication oh tlhe Ii ngjofuced sequence. Vectors
that can be used in ct O i ncl ude pl asm ds,
Vi I ys8Scord@fteaitiPieagiesentnb@gitishahdre rhiNALE eagpi@yeds,

and ot her vehicles that may facil | tate |ntr ﬁé{%nlq%fes

com\re@tlsaalynglef:@af biglogyn MiCPRIBIAgs RN FHGoEMIpR
w1tH?15tne RIS v% NS edich 98dAnid ue‘é%‘ré %&Pi&med&bhy pitheitdraturs.
vectors |1 C

h serve a simlar function and which
Sear e.g., Garprooke riteefodrManiatis Meleeular Gloning: fhlabergioryse

| §einl t A
e ool B s AR gl e b eRlRgP e oo
SpmgHarmdNewngherem "Sambroekse)al., Y8899y BNALCISningyA

prgchPhSSEna \RUGRRE9 NGl #19,,8 go%ggggt fodieerad ot
SyRPERIS! (M3§ @aifrel hﬂIBéﬂ}ONuQél@d\tﬁd RigbiiPtidre(BID, HamestuBel.

o 1 BEG) Pihol K bl o5 P B2 e

edgoﬁ%éf))(ﬁmﬁwal Cell)Oultuge (R 1. Frresméwéar ﬁ/ggepn nsiebigsdd Ceis
nbodi Ment_of the |

e 1 nvention, 1 or nmultiner

AndrEnzymas{IRiBresss (186)) o Pegepl M&bﬁa@&&w
iﬁ ég{gé@. @.RA.'P&AS B[ QF{:’JFS%S NERrRnfBidieRlISiMMAslectRl | -
rot t5-exXpress tn the host

In1s t en a express In

Bidedy, Jo}ﬁheNile&éamsnim (1984).be i sol ated from the host

I, i f.L ed. ner.  »Any
such PRBHERIE” ARt o ploitasRt npople” i iese
phbpeié iegter polyendrizrfor e pbemmlmm@ess(laelehomrgua@obmet

[ d
b e A B OB M (oo,
de%yg?]%nb&n@aﬂéé%ﬁbﬂdtn‘ée ol 86,8y fidifle; I'm\wmmwso) ohany

Comion expression systens i nclude E. coli
phsghoasier analngsriaeiesf.i sieh wethO@eh@@tmeatgs anghifrioeglerss in

S MO Ao e

mammal i an host cells and vectors. Expression of
nucl ei ¢ aci ds encoding MCP1 or nultinmer or fusion
thereof of this invention can be carried out by
conventional nmethods in either prokaryotic or
eukaryotic cells. Although E. coli host cells are

enpl oyed nost frequently in prokaryotic systens, nmany
ot her bacteria, such as various strains of Pseudononas
and Bacillus, are known in the art and can be used as
mell SU|tabIe host ceIIs for expreSS|ng nuclelc aC|ds

o o . .
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establ i shed tissue culture cell lines from ani mal

cells (e.g., CHO cells), both of non-mammalian ori gin,
we2@r/02isnsect cells, and birds, and of mammal i BET/US2006/031155

origin, e.g., human, primates, and rodents.Prokaryotic

host -vector systens include a wi de variety of vectors

for many different species. 8A representative vector

for anplifying DNA is pBR322 or any of many of its

der i ¥ eddipfiziddride seqﬁé&ba ‘P\ﬁcﬂa@ acif 864 Rricet B?“n&?é?)t@@

used to ‘express the pol ypepti des i nclude, but are
Sefiuencd’ s aseries of ﬂh@%@tlded?ﬁsé’ﬁr(ﬁlﬁg cefled [ruelastigas? ér a nucleic

PS5 5599 o P, PLOTRL ARFTERE o o bR, ROGHLES

hybrA tbqnirrtgmﬂcmesmce U«u‘na assquErae "épdRbdg)an Sqresiars prmivet,

al ., " ressi o rs Emploving Lanbda:., trp-
suphias a . BRRBaPiarS e DBt Braime s ailRttire Sedlignee that,
wHandareédsdde essults e picaiustiorPoSheyeyd@ft. Mol ecul ar C oni ng
Vect_lprs and Thejr Uses 9 Buttersmdr@)?g Bost on,
te”ﬁsee”%ﬁ?a%?%\é%?%&m@éi%at&‘é’ Pl LQresgpnds to
;B‘élﬂ&lbteycﬁid‘encbrbf ABofuctedtides or %}‘rﬁﬁ@ﬁéﬁg r\}vrﬁdfﬁ&&ﬁblf@e all or part

disclosed in U S. Patent Nos. 52,496, 5,693,489 and
of ong®y Mxzre RING Meleeidesmrelginsmr, er@vm@rsz anq '.’[‘@84’[ ”F&)bfdo'f include

re@ﬂ& ory ﬁ‘?\?gg%@%nfeys\l\ﬁcﬁ aé prﬁ%?eg%%a??gﬁls‘ég)h?dgo%égﬁ nW\e for

exAmpﬂe th@coadltloN W& )Whsnthesgrnelig BxpaSsean feDen mnabie

oyl S ASE IR 8 L RO

acttkpsesicon cassette in which the gene of interest
| §imer,. fusion, t hereof s insert,ed
behu%o"rgﬁp '?eﬁ?‘ﬂ‘é‘%?&? B?Ptﬁtz?gse&%%‘% i PP'MH?% EaueBre or
“aRAes &didl @@B@Q&:eﬂnd@éécb Ssricdt ofalvo o} mdvelamiBb @kids 8 A(pkotein,
):1 13-30 (1986)). In the absence of the T7
P%Bﬂ?ﬁépﬁlygepft'qﬁs pronoter is shut off. For expression
to W@rm&hﬁoﬁ%% | Sl d%r' 61’ t‘lé&&t%ﬁ%d@%g:naéanludea

bacteria strains t typi cal contai n ngl e copy

pafinuciestite (eot M@@%n}d@u&;mmmﬁé polymer) ahdda
oo 5PREE, RGBS, RN ARy RRRERR P BB

cobguonelits that ager mnmtaﬂy fouNtein celis bslnareeorgbmmnt Dhlm«»cpressmn
i tho | act ose c I resso
syl e TifonanSnchie! BRLARER e ke, 2ol HarbBieygs, oo
wallsQ B sm eSNpdIyrh@rat &S Setuin tbmpdabRtseiidtskirapedis gendic
when the | actose anal og
SeaYBRSPyY| - bet a- D-t hi ogal act opyranosi de (1 PTG is added
to tARisBREeRpolyAGHESRI & pdiyp E@ld@'\/\ﬂlﬂ%ré@réﬂl‘)ﬁ HePH 85settially
and induces 1t$S dissociation fro oper at or,
hqmgﬁnepua gompaakien op atreuiesoHi Y @Qrdﬁ@tame neigragesgity.

f Ha
P e pr ALEaddh f BNbg 560 R rE AL WS of Solymerase
chafn mac’adno(l?&)ﬁ) teeipcresse tire ccbﬂn@maran@xm kba patticolar iDiAIeequence

wiify o o PR tedliened PR Bendlotbi y BEFER: BB
Sadndch@begeme9d:487. H gher eukaryotic tissue culture cell
line_ can be used, |ncluding |P§Ect bacul ovi

expr BECBR 89St aslfs nalderameel Shapy prasnist it Foselarteln
m@cﬂn‘lédl apHshscied ﬁra%@fbrﬁ%@PQW BF‘ uQéd éluﬁllénﬁ)@ie{téd hﬁé(r%/ way, for
econe a routine pr ocedure. usef ul
the pradiictier of g subsliaace by tthe calh fWe@@mf&erﬂtaaﬁ%xnﬁe%ﬁ*@n ()CHO

I |1

reiftetioh e CBipT Befi€d ANATTUITREEERI o BOIER: Hiast

cell lines, bird cell lines, and nonkey (CQOS) cell

l'i nes. Typically, expression vectors for such cel

lines include an origin of replication, a pronoter, a

translation initiation site, RNA splice sites (if

genom ¢ DNA is used), a polyadenylation site, and a

transcrlptlon tern1nat|on S|te These vectors also

o o o g, o o o .
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et al., ( 1987) Cell 57:503), pREPd, pSVSPORT and
derivatives thereof, and bacul ovirus vectors such as
W@A©3/D3180T pAC610. I n an enbodi nent of the i nvROIL/USIWP6/031155
the MCPI-1g can be purified by protein A or protein G
chr omat ogr aphy. Protein A and protein G bind
preferentially to i mmunogl dbulins. Furthernore, the
pol ypepti de can be purified by standard nethods,
! ! C i I
colsTHEL BlpioBd! odlBiteic o oBfl Sime S8 hamiiertyBRNREHO) cols
HE®298 cgits, reyeotaayetis iresuding ba;tdejtdammedcto ﬁmm;,um@ atndghSO
ressure |i u chr.omat 0 h C ver sed- phase
mp Eracgaphagh {74 GRS O ey B s SSlk g RS
intéAihbl dpivieliairCad® @glsaphy, and countercurrent
distribution. Such purification nethods are well known

in f e NHFieclgrsequengel agabnucieode may bexiptgamined by any
me'fﬂd?i l@idi}vrPWthé 'a?la(té &%hen%él%ﬁﬁehé]n&%?— éﬁ%}rﬁﬁﬁ’o sé(RJencmg

Deut scher, 0, Academ c Press
"Chemtzal sequenpiege ofanléq ryga@es anethagisisich@sithel @ftl\é@lxam éffla
; t fu t I
GIBEA A (Poct NBRLRGAPSG oA 74001 FLARERIAAR hpbile
cleagarhysing didivigual aisespepiie mwmnhahﬁwmmmeqmeumng'def DNA

ek a0 B0 o K o SARASH Sange 2P E. 1B 7D Adha

ScirU$A i7ag8463ns) that occur in a pol ypept| de often w |l
ti des made

f t i
by T PEEBIARoRdes Siistn maroonianked By otk InSPHEltH 0.
exbh%tsﬁﬁltéﬁrﬁro@%q@éh%g o@fndyfm%cfcieﬁéd mn;ﬁetéralobauge

be determ ned by the host cel
Sewe&rra%d@gunﬁﬁ@pt%dnreir@%lﬂb@ﬁomgﬁ&@mﬁea.ﬁl&*E&‘ﬁ@nd other
rlbg@g)?hé g@gﬁ egoél %nor ﬁ%ﬁieglﬁggéeré nretsESns%‘){e%E%?&é QBpAEsBErs,
siggalyseowiehers, oolyatieaylatior sequsnces,dotrons) Braatckd's aon-hoding

oli. Accordingly, when glycosylation of
re%lagﬁtl%]gl?nul timer or fusion thereof is desired, the

poI rpgaridrdie acpronbatee)qurpeseder secriepby'tie yDHAI regullatmy :

it Smld e R hl fieeres it el (A afobeor frodgn

othgk mdn@étef-go&ﬂi@Wﬁ@fﬁs BREUBEtAddbs} ahb Snitidtig ﬁ'éhéénbﬁtﬂﬁﬁm
insect cell expression systens have been devel 0

COQRG FRIUENGSE fA PIQIMPIEY SCGHARRERI'S: AM OBRRS i hesnHad ah@s ﬁéﬁrm@us

by %ﬁrﬁﬁi‘:ﬁpﬁén HitkaeRitd ldnarbxtdiis Jb%%‘éhn?@ Hrrec‘!%h?fb ABNide
be used nthis |nvent|on IS any derived from an

thegniémuamunben baisas or Biemﬁ%\necfeﬂsaemnpllh@te tianaceptioneat

anyrlé%ﬁtvv:nﬁgﬁQB g;?&%@fe? sgél;%&'?gﬁ%)g ﬁe (f§,| ??}rgﬁgﬁﬁtloﬂ initiation

sitee qunesmen’uly defirnesirfortdxampbs oybeapied \Aumtrmctdaee e sanwell as

pras X Bt 4 comaimsE S Ranti S iieds b rdSions Bla By iky/uhdiRG of
Rr@opdnszmatasan THeaploatvaek m&Abe @peﬁaﬂ;ﬁa@eboﬁdt@d With Qgiesy

oration, Carl sbad, % | f desired
EXRY 8@*? 0 GeYirelSesHeReRS, FRAUMING epRANGSE @ng geRressRysequences or
with @fMMéﬁt@é o?ttﬁ@ﬁl%ﬁndwrpt‘&%&é@%%h Rihyl Bk @é&‘cﬁt@%ﬂrﬂtr@l
expression systens. Pegyl ation or addition of
genpEXRIeRsipe m;:hgiey bt a(ﬂ:ﬂt)lIrrtltedatop@{tgrpegalr)ww%mvheromoter
(U SRR N 3B a0 08BE2, 1 390 B Blomater odion
(Benoigthet ar, (15(8319édatu@ 2904364~ 3FP9) tthororﬁoﬂéﬁ tontabwed ivitg 3'

onfbiraElysBedhtt e saredina Wi Bltpaiiof 2t 7 laoblpel
5,091, 176). The present invention contenpl ates any
superficial or slight nodification to the am no acid
or nucl eoti de sequences which correspond to the MCP1
or a multimer or fusion thereof of the invention. In
particular, the present invention contenplates
sequence conservatlve varlants of the polynucleotldes

I o o "
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al so contenpl ated by the present invention.

"Function-conservative variants" are those in which
wW@r@702180Dr e am no acid residues in a protein PCT/EBRAY6rE31155

have been changed wi thout altering the overall

conformati on and function of thepol ypepti de,

i ncluding, but, by no neans,’~limted to, replacenent

of an am no acid with one having simlar properties.

22%71%?90 tHiaSheWbe twnﬂ‘uln@rklrws@qﬁbmo@@r (Wgnee| ét HNeMB1) Proc.

art’. For exa ol ar/ hydr op h|||c am no aci ds

N%umﬂ@ﬁdnﬁgl el ﬁﬁéﬂéﬂa adhe regwat@aésmpa@ph@e
ORI SR (F oty 8L el NG, 2ge e okt
expoegsiinavediyrd soph@lsitbe fdactamase ggombiet |@Vuﬂa3Kdnmroff et al.,

(1p2T 6 AL HE U4E o %@*5@%@5?r“tbgefaﬁéf‘fiﬁ%ﬁsﬂ?%oer

ettdl. y piosah Rroc NAtINBEAH. OB n@SAaso o czaméwals@ r'Ld§efmhpr©te|ns
be 1 nterchangeabl e in¢clude asrgart aci_d

frofh RaARIRNaR RPCIRTIE. SFEnHR ABesERaL 8ﬁ2r?éy%@nd

proffoRéranenatlcn LBsdied il higlisten abXist Ry afomoter, the
I Nl ne. resent i nvention includes

A@G%?'ﬁgmlé@lhwdweéﬂQ@d?fﬁ@oiﬁf G (Phesehoglyeerneltkinasel/pramoter
ML B f th f
orﬁﬂé}é%ﬂ?é gﬁ%ISplﬂ% an |rg1) w‘%"/rtoI Hglrf oIrl ?e g>s<lt gﬂdl ngrﬁgl ety
( e. g‘\ codiigd )seQeergpa isdnyderfthSEQtr® dlistunttiorsly &issddateanith”

orogby/alli BSHAE Poh Safiahfipr RbbilebRielnd g sequences

inlaydallivtherethersdguehcas ditact RIBNPYlymeralid inediatedmpdrescription of
refer abI under er ate ri cy .condi tion
R GrnG S8RLRRE 1oy R PrRGIREb TG Ty B T Rb e FIIA
splibéd @f i€ caftafhsTRIr6ed) @i §ptfdh\éh{/'t€ﬁr?siﬁié@ intd @ mﬁfé‘iméﬁcoded by
nucl ei ¢ acid nol ecul e, such as a cDNA, genomc ,
thexadingiseAuancg-ngl e stranded form of the nucl e| c aci d
nol 0] I e l e
nder ™ B e ek e Bl I B G
infognatioroin a gene. RNA@nGINA seauertartb beokmegnanifest; feugrample,

ord S AT SRSy QRIS 8B NG dhscrpton

anbytparestdtionaf es¢arrespending I@ehel oN DHIA seguenoelis expnessedean or by

9 | k
a oI350 a0y SRR Ton RIRRUFL, Sk aas RyALG, omFNATAS eprotein.

Th@@tp?@ésnorﬁ@dﬁu@t st rhaiﬂ aRBME $HI® tcb Bé Zébtpré@se@l!’ Byi the IR
are simlar to the |ow stri n%enc condi ti ons except

t he Hpoterdi vapsigrmation: meansdhs intrqdyclienof B‘PIWﬁl%'de into a
calfl The roBlicédgafCopbediidiee nbydhe %&I’iéd"é’ @(9815/9” A host cell that

hybridi zati on cond| tirons are simlar to [ ow stringency
regejies tedntsodueasiPNArs RiyA hegibean “sandfoimerd’iandds ar e
" (0] In %o
t@ﬁ%ﬁbhﬁgm B‘;a ?Ioﬁg 'f' pﬂ{ﬂe&ngﬂelr\lg\mt‘r?édl%d§§g lﬁd&‘f‘ﬁell can come
fromaﬁ\; sEGro@anB@ln@];ell@@;f(ﬂ@ sﬁﬁe@@nu@%r Gp?acu%é@tm! ha cell or
f 0Q) . II nfaqqgnfe M NaCl and 0.01 5M
rcmcgkst? eFii}BrgleaPﬁgf F%?F'?Seqw res that the two

nucl Fiecteani'dsctePnibclidesVphierRE@i @S & p&emi@)rtgﬁwmch a DNA or
al t hough, dependi ng on the stringency o
be rtiK -l

RING 5eaH nGa Gt £84h &do peragked! @8%05@3&5%hﬁlr@§[
anth 8pAGRAIQPhroRidie b&%@@@ﬁﬁhnﬁﬁﬁr rBMlWa‘tlgh of THe iRlEHGi

aci ds depends on t ength of the nuclelc acids and
seheneegr ee of conpl enentation, variables well known in

the art. The greater the degree of simlarity or

honol ogy between two nucl eoti de sequences, the higher

t he stringency under which the nucleic acids may

hybri di ze. For hybrids of greater than 100 nucl eoti des

in length, equations for calculating the nelting

t enperature have been derived (see Sanbrook, et al.

supra, 9.50-9.51). For hybridization with shorter

nuclelc aC|ds i.e., ollgonucleotldes the posi tion of
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mat ure MCP1 pol ypeptide), MCPLl nultinmer or fusion

thereof (e.g., fused to an in vivo half-life extending
woreiey1sfe. g., 1g)) nucl eotide sequence of anyPOf/USEQ/031155

ID NGs: 13 and 19-23 and anmino acid sequence of any of

SEQ ID NGs: 1, 2, and 8- 12 when the conparison is

perfornmed by a BLAST algorl}hnwmhereln t he paraneters

of the algorithmare selected to give the |argest

mat GRclepd WReBah Be Used RetHis KReRBSHIRORES pws?mdb hgruses r e
| ength of the respective reference sequence

ba@@ﬂ%@@a fueorainbl P igasments, aed aﬂseéaaka'ﬁ@ééh%&lmaﬁfa&ﬂiéafe
lnt@gy}:ﬁ%ﬁs{)f tﬂQ%mZQI%ﬁdéﬂrh@me s @i&ws ate {h%arﬁbs%?r%only

simlar re preferably at | east about
usad forneof vastdr fusall pihef &ratsl gf vectare adichaassve a%%lamfnmt&n

59 9 erenc

t'({/&p%:r%ar% & vglbifie Kb he 4o é@?%@é? 16 i Ehe SRS g,
Poawekyst ai Ctlbmneo)fecicﬁsnA Labusafsmfvtl\{naraml i 1985 arml Saan);ﬂerlnleﬁts

ext e et ,
eIV ihaty 3 BRito et i) oG g
CidpliVedlooahd MABIMUBES) mgnguﬂéfsﬂmﬁh?Bﬁsﬁfn Mwe

algorithmare selected to give th Iar nﬁcﬁ;n

bet VOB Pre$RNt fveptien P@r@p&%ﬁ%%@o (U PTG rézh I (eg.a
me{t%g\%bqupdmféphs&oaﬁtmam nRlIfnBN6La SRANE RS (B, fab&dto

cl uded e present invention. Sequence identity

an m@wr:@aifdlf@saat@ﬂdmtrewew (5eq- ml@@r(etgae'n@rb@)@é@ﬁ??d@tsﬁem) In
an%'?%b%hrﬁghfjéf m% tiGEAHE lrﬁéreortfﬁéleﬁ tﬁ&@Bﬁ‘sed
uence sim yrefers o bot exact mat

msleﬁédmﬁn ar*m(paessnmw mntolswblf:h tisnptrodUgeskipta alssﬂame bosteeall.

RO TG Sy AU e RLERAS 1R Iy e

isoBiteg herr el Hqst cell arﬁ@ﬂumndmmer dAny\:bolgbegstlw;&rodumd By

oper S e |nter di scussed
sulfh 3 eethedis A6 M”RW%@G@@P@? of e ae e o e Bt et
al gqhktibm aé)%r@ﬁ&# stlté\’ﬁo hiRhatesbdd el ahE b@ﬂ@)ﬁtlblB%&Br
ALGORI THVS: t schul etal. (1990) J.. Mol
whigihp uinder suitedie: mltloasSﬁan gwpress alprotejmagucieig agidevhich is

caﬁ%?ieﬁ%ﬁhé v%ggx %ﬁl t @glt? gkz: h?seitcgﬁ' Oon(rﬂ&?@kpr‘i&ﬁn
cells,

syNaxﬂsencJum ifd solRpest cgaﬂs aBBETINakaN Meieglls (e.g., GH

eS8 SR i, 4L, fy il

Baetiahirys y4Q6r) afid mmrhmaksap hostRietls @and véotoss - 70;
ALI MENT. S | SYSTEMS:

dEXPERSSIARTTUCHIGRYE ﬁﬂﬁﬁfga d Wb%m@'mf o fs&%'Pa?‘%Pof
of tfi @ﬁﬁéﬁho‘iﬁ@éﬁﬁé @aﬁl@d ookt 'byQ*be/@wtlon@ll&E&)oo\sdh eltﬁer @‘@RQWO’[IC

M ff 4 2

or BUkASTC Gelln oy Bicol Bostehle 270 RoYemapt Tsauonty
rl Fin

g Sttty

Pssydemppas agd ‘Bawillas, avayhown in & qt apg capHe- ussgl as\yell..

suftyTbs: SBiyprefitpomd iRBERE s o @da&i@%fépﬁgtgs inolude

prékaryotéd aad hidvter leaklarydte86- PﬁOkanetaskotﬁlﬂde Both gramahegative and

grémfpbogh\yp orgarﬁsmse?.g';‘fﬁ%o(l %5'35 %S'f)‘t: Iﬁigﬁé;g?t}k%%&es include

estDligsl f€Hie GMHUN&N'E@T&H §Hiln€§ celf@(é gn CI—&) ceﬂﬁ) labth,of
(1990) Proc. Natl. Acad. . USA 87: gzg

nor(emammahgn origin, £¢-, ngay S SIS ANd OhTRGagaN orgin

.3OhHR4R; D&ﬁ'ﬂ’ﬂ)deﬁts et al., (1994) Ann. Prob.

2: 2022~ %%98 and Altschul, S.F. "Evaluating the
statistical significance of multiple distinct |ocal
alignments." in Theoretical and Conputational Mthods
in Genone Research (S. Suhai, ed.), (1997) pp. 1-14,

Pl enum New Yor k. Chenoki ne Li gands and Fusi ons
Thereof The present invention conprises any fusion
polypeptlde conpr|3|ng one or nore of any chenoklne

c
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chenoki ne pol ypepti des, or fragnments thereof fused

into a single continuous pol ypeptide chain.In an
weredvos2rsent of the invention, the chenokine poPgpEpLies1155

is MCP1 , SDF1 (including SDF1 a or SDF1 b; see

Genbank accession no. P48061) or MP1 b (see CGenbank

accession no. NP_002975.1 ;12AAA36656.1 ; AAA36752.1

AAA51 576.1 ; AAA57256.1 ; AAB00790.1 ; AAX07292.1

I VB NOSRYEa DRter (RS A vor Ry SR Rorthany

diffeny ppediesle Airepasgniadvd eectof for Iamp(]lfwnngN@dslchB%’&Esorcﬂny of

eSS g (SR G A s yanip o v

thefMCﬁZ po%ﬁ)epﬂées Aelud@bbutZareGiot ABijtedto ahg!se)tﬁor(féﬁ@lng]iheZac

proRirIC ety BpAT ek (P eREPT Irnster fheh-oEs

| DR540).
e e S e
SeWBFGSIU@eFQB "Espte&ﬁiomVectwsfﬁnplmpg Lam@é@ ‘trpqdes-, agedap-

der@@%roﬁﬁgﬁé‘xr ﬁb%o&t@%ﬁ%@en ar t é etoEtA@Sbrr\‘lgy of

Mottt iGrening dfectdre aindvidveiri Wses, 1 888, cﬁiétﬁﬁfﬁ(wwé%l@sé@y pp. 205-

oS0t 5855 e BRI A B,

exprédsioh klsteMAis disclosedin WISGPdi@iMNod. 47982, 4851693, 880and

5 o0 eDrAnd PIORIAN Eorfh s boer Eran el ASPE-S g ORA

2056,5126391 Qﬁharaakrw fétSavsd(m%EJ abi delf’EBQSNtlem$0tlﬁioB‘91nMrg,
(e g& alf-life exte dlw
A Hs %rﬁj (ﬁﬁs@b @enpcﬁG artgbeand DyBnyhelt ¢4 ene’s

| ecul e or polyner, that, when appended to
pol ypepti de, extends the in vivo half-life of that
poI Tpepi7 expressiomsysiemyconiprises b Telasmisisgvhich gontain an

o Sk YRR 5o B REALE B gl hder o

fugiorveerédaiis inséret yhinchan gikiremiely( RE@D, provoterdtdn kye BERI

cefREoPRaGHT G31UaEST P 3Bl Hep (BB T

abg&%er@ﬂtﬁéyrmol REERE, Bfs ;ﬁr@m@ﬁéﬁg%hab@fﬂt Fa&aNesditry teeoour,

| t EGL2000 The te
the PRFRSITEB ars Hans/AEerEio ARG ALY Lo YPiRelb eamtain
smyée%r@ﬁ?f th8 T 73K TRbRsk ‘P hB ARSI &Eorhé T EphisE I?§og@1 {the

ragnment or variant or_ nutant thereof. he term
mash cbmmwlmyedw lysogercisdinownges DES). Theahppelymegage is under the

co 1R Y4 BTyt BRIl Rk
lactdss, thms dti mrpuasegt (bdoal) bmds taetheriac pperatqangiyprenie

d d f f t
oSN AT g SRR ool o
wHe'thﬁQ‘lacQGse ahalog iisbpropyirasizrbrthioguattopytanoside’ (IRTG)isrdded
to the ?f,_:, TIU IR bqueln(log g%geﬂgi?mgg?q{,@}% r\ég%agg%angc{i] [g@ﬂggs its dissociation
frdﬂ%@ﬁgrﬁwl éfn{n%ﬁg trﬁn%npt@ﬁ@dn@t%orrﬁ)tém dAoT’dltlorPof glucose

nmonnmeric variant o I mmunogl obul i n_can
to teneulue n&dla)yommtoates&h refressien of th%WE?eRNésM)zmgr'c{S@ \ia the
ved in inmunogl obulin
m%ﬁﬂg {:%%bglﬁgﬂpﬂeg%g'}]e the cysteine resi dues can
be rHightresukavyatictssie eultFrecs xgralsd e ened for theso

I des .mul fi . sed

re&m&,ﬁ)l}waﬂt ngﬁél‘ilqp Q]ft:tb,renﬁ@Pﬁ,%r %!ult&(ne%or gsm@ t%éf@?{)&ctﬂé

nore). An MCP1 nul tinmer conprises one or nore MCP1

pol ypepti des or mature pol ypeptides thereof fused to

one or nore other MCP1l pol ypeptides or mature

pol ypepti des thereof. The term "MCP1" includes any

MCP1 gene or protein fromany organism(e.g., from any

nannal for exanple hunan Pan troglodytes Canls
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descri bed by several synonyns including CCL2, HCl1 1,
MCAF, MCP1, MCP1 , SCYA2, GDCF-2, SMC-CF, HSMCR3O0,
WO/BOIAZ)7 GDCF- 2 and HC1 1. A mature MCP1 pol ypeEpUSZI86/031155

| acks the | eader sequence that is present in the
unprocessed or i mmature MCP1 pol ypepti de. The | eader
sequence can be easily i denf$fied by a practitioner of

ordinary skill in the art. In an enbodi ment of the
ln\%hﬁéﬁnHleHéY %ﬁkérgeilc ’t’l§§‘he|\63ﬁ%ré Sélpllﬁfe SRObE []§éibl '|§clé‘(ﬁ'fh§ Ghsect
acl ds NO 1. The term"”

banuievnmgxma§slm syqi@mtsuam ra@mamah@n ﬁg”%ngracs\sfcmaaomgpl
traﬂg Ebggﬁoot‘a%agon opgﬂapcéflgé@% Sbg)ﬁof?lg rJI féo%{iﬁﬁ? 'H’écedure
Exanmle:sr ofmneml |0Emmesgimmde| HeLmod:qupefShlr@ee hamsfteragﬁwyl(@HO)

ool Wit S1Er Ba st oy RS RSl S ok BT oy e kigpey

(BRAp el sy, irdect el lineéebird oall lirkss, ang hasrseg€6OS) cell lines.
Tyg%g g%%bedgmsqi lﬂ;g%ggorOf ?m@nggﬁllclucd%@r{ Ioﬁéilﬁ otf Iljeeplica’tion, a
erM#%éﬂu&ﬁFﬁiaP@@s NSk Te W@NA@Y@%) a
SKCP KEAVI FKTi VAKEI ¢ ADPKQKw QDSVDHL grQTPKT ( SE
po&@denylathmsm apalivoiianeaription tarminatiepaiie; dimesa vegaions 8 SO

uspgl'yly g%ﬂ%grgg r%aﬁg*"g@ ggné)t)r BRiMER hehR M UitER dxpfession
vestompiaay deQRERih MaPVITIGE$NDTTIMRIGN IBNATRL o5BIVRI MOBSKDRISERVIVBRT

émggllsﬁ@ﬁp g\@%h | nvenwf&;ga%%% ch:ﬁ?a Vl u'& af

heiARul® FB(farT%E& oo l¥Esslon Vétiérd lﬁém@@' bGﬁ®3 pr(t)ﬂ?ﬂm

|nvent|on mat ure MCP1 conpri ses the am no aci ds

p%@l@V@maafetsEmE@B)\Mol @ekvr%pb ol 136py\bgl e RPly-AThpmas,
ergh, QRETCHE ar Rl R TR e bl SRR

bazulodirsegertocssuch SHACEY NG pRCOHRrei n the N-term nal

an’ SRB0dmaHimst ofiBe ARGEAEh ofle i 210 kTS ofiee plbroten

A bh}ﬁ'oﬂm CoctirehrhtegrapieyI CPralein ! ase graleided bind preferentlally to
Uni Pr ot KB/ SWI ss-Prot a ces i on. no. 0148

mEEESAPUS o RSO0 SPVPRPUYS G B8 PURIISG by Standard

m&ABasl i@ adiRg Obuttrioe In‘nﬂééﬁ‘é <@t o@'a%hbﬂﬁﬂe@@ﬁaimﬁ ity
processed versions of these p@pi(]peptl es

chmmat@grapﬁv@,ﬂ@pap%wﬁow geliairrtepnaLesis, z%)eéﬁ%r'lq taeysiag) high
pr%%#gé‘h@%qg%ﬁ Fgghgr(ﬁlle e%g%r%gd ﬁlf\té%e'ﬁli{rs@ J¥Fitration,
calibn wadasidn eotcaquaand pphﬁ@uMQmauogrqnhyr bed chmtﬁ't%ﬁe@p

ci g RBoR, sty RUBRRRST rRIRHRAE N KRNI B8 pleatidiet

disiyseldnean, |al‘rﬁutﬂierterﬁrowfin Pbﬁflcatiyba’ntl\nethodsumﬁrnzynmlogy Vol.
nouse | nogl o n_heav

163y b BRlcBe e O AP Pres BN BNV 16885 )

pofiR fndé%ébaéu’gls@lﬁt@@fr%m 8 cERAMEsIarsue source, it is preferable to

VPEVSSVF| FPPKPKDVLTI TLTPKVTCWDI SKDDPEVQFR
inglyga/pne or more inhibitors of proteolytic enzymes in the assay system, such

as RN A A ETROR)IlIoHa TEMSIFY NABIIESRE e hinty NeTpBb A

chgReRiEEQAnTl FIPPKEQVAKDKVSLTCM TDFFPEDI TVEWQWNGQPAENYKNT

(seaatRRons (oo Pt alsa R Mo o =,

poljieptide piibly PEIPHé déuﬁd@m&?mmf ishrnade Fm’rpmlppﬂmhjelsmade by

PSS ioca Ganed 98P Jue MoRe ‘ainHianas he etk aBd-Sdent of he
ESKYGPPCPSCPAPEFL GGPSVFLFPPKPKDTLM SRTPE\/TC\N\DVSQEDPEV
\(?:D(I\}N/WEVHNAKT KPREEQFNSTYRWSVL TVL HODW.NGKEYKCKVSNKGELPSSI E
%SEEEEPQWTLPPSQEENWKNQJSLTCLVKGFYPSDl AVEVWESNGQPENNYK
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DSDGSFFL YSRL TVDKSRWEGNVFSCSVMHEAL HNHYTQKSLSLSLGK ( SEQ

ID NO 4)In an enbodi nent of the invention, a mature
weolgpzsdtT de sequence of human i munogl obul i n PERVS2006/031155

chain constant region (hinge to CH3 only), isotype g4

mononeric variant (Cto S mutations in the hinge

under scored) conprises the Hhino acid sequence:

ESKYGPPSPSSPAPEFL GGPSVFLFPPKPKDTLM SRTPEVTCVWDVSQEDPEV

mo B aRs e R P SRR S R R TRk g one!

moEIm’cSam capacity and the modification signals present in the polypeptide
A AR Soduncer or Pretiics, YT Lt KGR i S8y RtBrISARRISE
not%@@ﬁﬁ%ﬁé‘@d‘b@g@%ﬂﬂi@m&mbmw QRBIrSYIpLasy 4t BBOf

. nbodi f th t
MCSCh b hUEMeB R R P e s T BB e el ©
exrB3seY FONglyacdyIdtRel it (dEneemlytDe (ddysiitd oall. Ihsawt vpits giten
conprises the ‘am no acid sequence:

cCanEPKISTINCETSR R PR aoSHP NS WDISRERE BNV aS A BIOSPERMDVSHE
t cell ression systems have been

maml%%fé%ﬁﬁﬁ%ﬁe&aﬁ&v@ YRRV VL HODWE NGKEYKOKVSNKAL

dewABpdEKto express, efficiently, mammalian proteins having native patierns of

o R S ) AL TSR R e

deWWMﬁKmTMDK FeSTIVNEERLPIBHYTEIRShSiIsREKIs

Sehdoteet B (2 %’@ﬁog'e RorRha IRt CFaBnes of

insBERMYrESHbM sPNBBEaRAt daptiedtisddWitly thet preéibﬁi mvéryt)on, for

i sotype gl nmononeric varjant (fC to muf \ opsain IE
exwpﬁbaetotn{g@qcoecl}gpgd)or a multimer or fusion thereo include Bac-To-bac
(|n%&’é@%@&%géf’&ﬁ%ﬁ@bh@@ﬁy&@PWTW@%TP@@MHE
CaF RS EVHN TP HE Sy &y RN ZY TSSO NCHKISAKOKORINAL P

cafo e s P R O G VR S S R SO RS

NNYREGylation or addition of polyethylene glycol (PEG) to a polypeptide such

oo P R S B SRS R A AT e
anawdmwmemeeﬁmm at (et elge mSnBat MoP5, ol skl (LbS. Pat.

Noggtqup%i(léﬁhéhé i’at No.5 6%%53 ordsg) pat. No. b %3 ézhnetfﬁ‘ P&t No.

5, mwyﬁgvmm@@ L ASYRRI TSSKCPKEAVI FKTI VAKEI CAD
PKOKW " QDSVDHL DKQTQTPKTGSVPRDCGCKPCI  CTVPEVS  SVF
FPPRIPeIVETE Nt IMEyrgontemplates any superficial or slight modification

to Y SRR ENRE MY BENE SR EE RSB B Nt
mUNBAAFBARISIEKNThSIKDK CRIPKAP@NIDN PP REGIIRDK IS IDTESa T FvEepHo

oA R SRR PTG SRR SR RSO R iRl P4

entotistR ;bﬁﬂﬁéﬁtl@SE@f tH@ iNGentnl n‘Sequemﬂmcbnmn\tatwb viehiants" of a

i ptid t hu
poglRolige Reduinae s tigsadearian Acnanas BEoTe 6raibre Bublhitues
in & I\Fé?l @sdoth reSQHEIRGR alteration in the amino acid encoded at that

Al NAPVTCCYNFTNRKI SVQRLASYRRI TSSKCPKEAVI EKTI VAKE|, CAD
poBigRI unction-conservative variants of the polypeptides of the invention are

o P S SRR RP AP B4 GRS ARG BRANs Sare

th@RAD\WBQEDP AR QF NAYY BREY BlAKT 8P REEDFNSOYSIABVIENZY MEDAVRG
KEYK . . . .
beeR\FERRER B WENRYAERRAR R RERBN P IHEBHRA ARABIS PRI RS vp
SDI AVE
VESNGQPENNYKTTPPVLDSDGSFFLYSRL TVDKSRWEGNVFSCSVMHEAL HN
HYTQKS LSLSLGK (SEQ ID NO 9) In an enbodi nent of the
i nvention, a polypeptide sequence of nmature hunman MCP1
fused to human | g& nononeric variant (linker
under scored) conprises the am no acid sequence:

NN AL R IA PN, 7T 7\ ZR IF==w=a 1" 70 £\ 77" A\ 7" T Nl 77N 7 AN 71 =1 7"T"1 N\ JALZF1 o7 A I

o,

a
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CWW\DVSQEDPEVQFNWYVDGVEVHNAKTKPREEQFNSTYRWSVL TVLHOQDW.NG
KEYK

WEERMSBEKBLPSS| EKTI SKAKGQPREPQVYTL PPSQEEMI KNQVSLACL/ VKIBP/#31155
SDI AVE

VWESNGQPENNYKTTPPVLDSDGSFF LYSRL TVDKSRWOEGNVFSCSVMHEAL HN
HYTQKS LSLSLGK (SEQ I D NO. 120) In an enbodi nent of the
i nvention, a polypeptide sequence of nmature hunman MCP1

polyé);%%ﬁge |RCIQHE§§2 Blé'[% ﬁé nb I EKRT 1IHRES tS GepIBEIMERTEN b &firdWid
withQRRRAhAARY SDaEKBTRIIEY ORISR Bk siPria I eperiiss\rra \walb
ﬂﬂ%@%—lﬁERO'FST'ﬁ%@EB%WW@B%&%EE‘M%ESKDT

lnte\t&,‘ﬂa‘ﬁ able include asparagune glutamine, serine, cysteine, threonine,
VSHEDPEVKFNW(V IE}NAK[TKPREE YNSTY Vld'l%/
Iysnw,@lmne histidine, aspartic aCIda utamic acid;, nonpolar/ny C

am ?égéémmln?ﬁ%ﬂﬁ_é reHANGEIBRERGMIE LgRRFRDEIAHINOWELAEL VK

Ieummwas@sm@mnﬁmwgsmm%RﬁTW@ﬁmﬂﬁ%%%
ac@ o EQ&:?%%&P %@meF&%eaglé)lnélﬁd@QSMQ@bi@ﬂ&iﬁd of

I'nventton, Iy epti sequence of human_ MCP1
glufameactdoaﬁwm argumo ﬁtmdmwbmhdn&)abe inerchrnggaiie include

u der,scor ed rises the am no acid sequence:
Ilmﬁ?/?&é\?ﬁ@%%l SVQRLASYRRI TSSKCPKEAVI FKTI VAKEI CAD
PKQRWY present invention includes polynucleotides encoding an MCP1 (e.g., a

ma’f_q{/pg%:rl5 polype&( dT SSSQ/rI]E K)/IE}%SPK -ll-JItl (I-,?IP %WEIO#\%I%%E(‘E BP*ﬁJPééBTto
an WM&V&B@B@H@WW@JH@»@@P%&@YWW\B@W%

12)@w@|kagnm§mmc@<vvh@mxé@ﬁﬁmm%%ﬁm?ﬁﬁméﬁf?&%
them%ﬂgag bridize under low strin '__gi:en% condltlons more preferably

NNYKTTPPVLDSDGSFFL YSKL TVDK
undmmuera@snsgmcoogaqws pngiopost @ﬁfﬁraéw %ﬂ%&% ﬁV'nSP”CY

coldfyl SRRk PR AEACR AR oo
moletule, aucio asmmhsgmmcdﬁ%rw RMNAuwhen 3@1”@@ strap@rshform
of t&érﬁ;@ﬁqﬁ@?lﬁtmaecmg cak Ia(rjm(gal tghﬁe gﬁ'n WnﬁcI@Rzl AR§ mdléjc%lé Onder
thegaé%ggsﬁétb%ﬁamﬁ@ of fepip@irgited gad golution apiastcargliic(semat t ¢
Sagheste ¢t Bk et alyal esrndiions il (epRERLUE AGPYPSHPAgH: « ¢

dei%‘?ﬁlg? tg?c tstélggten%ya o; thecrsybndlz:tlg? at‘l‘gplggl Ig\gtstrmge;cy Can
hybrgcgw%n condltlons are Sg‘gC )g S%Cg 0.1% S?D % Iﬁ( ratio 9
forﬁ%m@%? LSS HobS RAPARRAL, K 88ECHABITWY 6 4190 L DANICAL
mamamtggamngmgg aybidizatippeennaiiong gae simjled i tecla W2 HeeINg

coptﬁb%rgslt ?’8}\9{9?5‘%&%@?3"%& %:Seé oY |8§8§g®0%° V&Hhéhfndbh\ﬁnth 5X or
6Xif$1$@fm%12@(bqugh stﬁngérm‘ythybelglzanon gandl’e@’ns_y@@ sirpilair toi lay
rom-t t f. t hi

svioeris RS PSP e ool B uffo e

fomt'fénw.egee‘,ﬁ%ﬁat%gogtscgt@?a{@ama:m@tmmgmﬂed@emqmm@ higher

hardgics 5750, 5990 80°C, 6 0, 630 86°C r 65 ). RGN, €56 %

0. {ém i}a?ﬁ ta%a%wmcaﬁé@g O HRekiBA TS @lifcAGhAE BRaWBHLaRE:

actdgtcgintagm goimpismoenitenysasngyaes Altbeug ggrendiggardhe sgrasncy

of §iet Wihrislaion o mismalghss hgjwegn bases are possible: The appropriate
actttc

cgtt cagt cagt gaactt cccat cat gcaccaggact ggct caat ggcaaggag
ttcaaa

t gcagggt caacagt gcagct tt ccct gcccccat cgagaaaaccat ct ccaaa
accaaa

ggcagaccgaaggct ccacaggt gt acaccat t ccacct cccaaggagcagat ¢
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I mmunogl obul i n constant region, g4 isotype, starting
fromthe am no term nus of the hinge regi on and endi ng
wa@eoolozisear boxy-term nus of the CH3 regi on (stPEI/USN06031155

under scored) conprises the nucl eoti de sequence:
gagt ccaaat at ggt cccccat gcccat cat gcccagcacct gagtt cct gggg
ggacca 16
tcagt cttcctgttccccccaaaacccaaggacact ct cat gat ct cccggacc
the nucleic acids
stnrbq Sgggg?r he/gl]o{ldlz ngqgnuclelc acids de 8ends on the length of th

gacgt gagc aggaagaccccg % tcca ttcaac
andttpgidegree of complementation, variables well known in the a e greater

the ggg% c(r]fgscr%tlgrﬂ o o )t AR 3&9%@33@88&@%@%@8&%@ c
higsraha e & igeheg Lsdgraghicts treanuitic etigeananlgaidizey cEgaabyigs of

areqige Hei HaReetids da lengiy FoURKYIY L SrleHatng AR TSing:
tem E%S@W%@qwsam@ﬂawwtm@sgmcmc
hybadgzgagrgwbaﬁggﬁéh@%@@@@&sg te+ gisuwsiagldes.dha Loeligg Ohac
mlsﬁieﬁ@l’? becomes more important, and the length of the oligonucleotide

ggagt gggagagcaat gggcagdcggagaacaact acaagaccacgcct ccc
detgmgneg its specificity (see Sambrook, et al., supra).

%F CAAGORSt BGhs prdehl Bl BRAGF AAITIPRITSHIBER CBRIREMBYY
nucm@cg@l@mamhcég atd polgedativet gatrgrisingeaygito ot sewaneas wich
e 2575 oEROCHEE R Bl AP S B e
pref{rg?ly'ﬁ'lbdﬁg %geggﬁwg/e \u/d;ﬂﬁumcwidqhubu mem?llflgam:eﬁswbmﬁ 9534
deniaabl hds BP0 Reb 19 bS8 SH ST ey SRR (0.0, 2

maﬁﬁ‘é Eﬁ({’ﬁjp‘a %vg éip‘ec or OMdmem%érQﬁlfl%iorﬂ %eéﬂe@ rfusbarmes in

stop codon in bold font) qpé'é(g?s
vive helf-mt&:eﬁeﬂdldg n’g,@qhyéﬁ(g@ lg)) nucleotide sequence of any

NO%agéég@g@: %% g ﬁﬁ@d&%%lgtgggﬁé“@&ftany of SEQ ID NOs: 1, 2, and 8-

12 inbegtthé coripgtisart isqueraaad byeagyAS A @aariamgeheredbggacc
pergiieleth e BlPHiT 35 571846 1 gy g laraest matoh between the

respB6fiACsequences over the entire length of the respective reference
gt ggat ggcgt ggaggt gcat aat gccaagacaaagccgcgggaggagcagttc
seqhfiege:

ac gb@ BhHISOE RGOS AL EQH GehasRrsadual bagsat Igastedout

0% et prefeiiy aideastabont 80 % Tiviah mare psefemRin ghisagtahout

QO‘I/CQW\Qr and most greferabl at least about 95% similar (e.g., 95%, 96%,
gccaaagggcagcctcgagagccacag ?\Agt acaccct gcccccat cccaggag
97Ya§8tg 99%, 100%) to the reference MCP1 (e.g., amature MCP1

Pl BEGRIEI FEAAERR P AOP =N B8 IR TF TG RER AR

ex@?ﬁ@}@%@@@ﬂ@@? RA) ofgmyeef SEQ D NQ=dc Parubgrdecwbge thecc
C

cogRatisdyssiormer i BLAST Alguipmuhereihg paramsisn ghie
aldo%€iAGre selected to give the largest match between the respective
gaggggaat gt ctt ct cat gct cc&@fqat gcat gag ct ct gcacaaccact ac
sequences Qved Higcentire denotiy ot rggrg@calaatrg RIQNSEAqYCReSS: FE§ also
erine, in any immunoglobulin
'ncmdoﬂqﬁg p\ﬁ%%:ngﬂ]tvre@{eotrﬁf orth herein wherein one o r
nor eSeqamrmendmthﬁ@elisée eXank matehies baiwasn Hgynusiapiiges or

a5 U5 At S ophtly S

|nvent|on a DNA sequence o f human heavychai n
innunoglobulin constant region, gl isotype, starting
fromthe amno termnus o f the hinge region and
ending at the carboxy-termnus o f the CH3 region

(stop codon underscored) conprises the nucl eotide
sequence:

D T T T
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agcaggt ggcagcaggggaacgt ctt ct cat gct ccgt gat gcat gaggctctg
cacaac cactacacgcagaagagcctctccct gt ctccgggt aaat g_a.

W@ 3BQ0BONC. 17) In an enbodi nent o f the i nvePCT/OR2006031155
DNA sequence o f human heavychai n i mmunogl obul i n
constant region, gl isotype, nononeric variant,
starting fromthe amno tefdfinus o f the hinge region
and ending at the carboxy-termnus o f the CH3 region

ref ra%qc’ 5)6’@ oeﬁg%ﬁ @gg&ﬂ%ﬁ%ewgﬁ Yo ggﬁds%g\?&g%lﬂdépﬁ%ﬁwhich

€ nucleotide s

aredingiehsareddanditios to gmbicmsdetweenoanidenticed dyeetenigally
acacct

GC qgaagtc, . : , . L
relafed g g ATt BasheTicall celpled aring asiis i share smylar
propb&iks %mdtmay b? intercthang?ablcta are; discussed above. t

;? gﬁ&%%l:lo%ﬁ\%gre%e%gﬁcegscrgegggdir(ﬁggg YRS P AR AGH 209 RS 9ag
incg@gg‘%& 80t SeAlea BUASH ANGUHITFMSIAIERAER SAE 385K 99 J.

Mot &ipl a2 H1403640yBiste Y -g et ¢ . Natvieeenftc 888 @aggac

t . .

. I. 266:131-141; Alischul, S.F., et al.,
Maég%g-'gla'ageég@t(gggggMSEhaggéyrchcaacaaagccct cccagcccccat c
(199apMaeleic Acids Res. 25:3389-3402; Zhang, J., et al., (1997) Genome Res.

7:62@-26? g{/\foco?t%%?’&%‘?‘,agzga‘%’.? FFAYaY COAAHRAEAANR 2B 95 A@RC FRhESEHE
J.M 06041, gPam) CResAR0ARSIC BESLE 4067 T At IGNIENT SCABING! ¢

tatccc

SYSJENR RaelgMgadt fhoduRe0aa! FygLLgRRyFHERae AR A,
AHAE 6P fbtein Sequence and Structure, (1978) vol. 5, suppl. 3. M.O. Dayhoff
(ech oRag 5352 Nat. Biomed. Hes. Found., Washingon  DG: Sohwarts, R 1.,

et 4P G%%&%%?Q&&@Sﬁ?&%%? tdi&idrahgslGs Hiasiod %t@@ﬁu@n@e
cdcaac cactacacgcagaagagcctctccctgtcfccgggt aaat ga ( SEQ
andl BtriNCturd, 8)1 978) \ob. & ravipgl. Bervl.@ Dayhel (eﬂoe@ﬁ-i%%”:3%»

.0 f 1 L NGt ' d t
oot U RO YHAEION 50" AR B  Bamiy dobd e <o

2191568585t Staibgdd.ds @t Bl ot 99 tickethodg c8:66t 74y tegikodc St taf @t
(145353 i Nt foesgRFiolRA BHAPYSE AN AlEErYeddin 41 %a 1959
J. PRE &8/l. 36:290-300; ALIGNMENT STATISTICS: Karlin, S., et al., (1990)
N e T AN R TR e e
Acgggggigéhgbéﬁs‘sw@?g Befitiol 8l 9L 2A00aPARAL Bicl: LIR02R<C
2038 yhAlsahal GaFt Fvatugiing dhe slelglinsd sigpilisanee abmettiplagiginct

" i tational Methods in Genome
qu%i%&qﬁa%@g.g éngT oretical and Computational Me L eeaatagt a

Rdseatatit(S. Suhai, ed.), (1997) pp. 1-14, Plenum, New York.
gtcttcatcttccccccaaagcccaaggat gt gct caccatt act ct gact cct
aaggtc

acgt gt gt t gt gUh&anakAiccbigands emidfusiong dhgreafagt t cagct gg

t t t t a - » » » v _n

gat gRegUrgeRHy ¢ rtion SR ises 204 SRl RAYRRRINE SRR G QRe o
m@%‘-‘cﬁ‘%ﬁy chemokine such as MCP1 polypeptide, fused, optionally by a linker

tccgttcagt cagt gaactt cccat cat'gcaccaggact ggct caat ggcaa
pegiide %@ g, GgS), togor?e or more “half-life %xtendln%gmme lgS . The ﬂ%/en’ugn

g AL S0 R ARARIEha TRlIBREr o RbAGRG ARG E ARG o0

agaccgaaggcrccacaggt gt acaccattccacct cccaag
cheawkigaidgsaptides, or fragments thereof fused into a single continuous

aa t aaagt cagt ct gacct gcat gat aacagacttcttccct gaagacatt
oS BRghcagt ot gacct geat o g gaag

gagt ggcagt ggaat gggcagccagcggagaact acaagaacact cagcccat c
at ggac

acagat ggctcttacttcgt ct acagcaagct caat gt gcagaagagcaact gg
gaggca

ggaaat actttcacctgctctgtgttacat gagggcct gcacaaccaccat act
gagaag agcctctcccactctcctggtaaatga (SEQ 1D NGO 19) In

o a1 I A Y 4 1 R AP A
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agcacgt accgt gt ggt cagcgt cct caccgt cct gcaccaggact ggct gaac
ggcaag

W@ agraz®eyt gcaaggt ct ccaacaaaggcct cccgt cct ccat CREnESHAEE31155
atctcc

aaagccaaagggcagccccgagagccacaggt gt acaccct gcccccat cccag
gaggag 18
at gaccaagaaccaggt cagcct gacct gcct ggt caaaggct t ct accccagce

9acl £ ampodiment of the invention, the chemokine polypeptide is MCP1,
gccgt ggagt gggagagcaat gggcagccggagaacaact acaagaccacgcct

SDE¢ ¢igtmding SDF1a or SDF1pB; see Genbank accession no. P48061) or
t
MIE a8 Combant Becsssion no. 1p SOGSTB . HHAREEEY, JHAIRR

AARBISPE1998AAE P SH. §.CA ABOGRI (L £,94 ARG At fasassaigchcaaccac
tacaca cagaagagcctctccctgtctctgggtaaatga (SEQ | D NO

CARGY7222a6A885 628 icon CAGHED M 1).nlnean e@ROdinabiAthe invention,
human , MCP1 (i ncl.udin to
theRRIPH o aHE B ot 3 B CELE AL SSP % D
chesgopiesder example, any of CCL1, 2, 3, 4, 5, 6, 7, 8, 9/10, 11, 12, 13, 14, 15,
16 38389 S8 B b8 B S A A P RO Y ALK

7, §9990C9¢! £AAGC agfH6aHd.CRal @erasiagheacahpodigichabhimet t C
acCaa

t . 3 -
invertinm i ePeMReine ayyPertey sglertoodiRm dam oo consislrash
130bINMTE For, MIP18, RANTES, C10, MCP2, MCP3, CCF18, eotaxini, MCP4,

alagaagtct gt gat ct t caagaccat t gt ggccaaggagat ct gtgctl\%acccc
MGREgHEC1, HCC2, NCC4, TARC, PARK, ELC, LARC, SLC, MDC, MPIF1,

coBEpIF RO BORRINT AR PIBTATH CFHOSERIE WA AR GRBAGHREar e
invbaGEraghe eherabling i ancmeainsr cetmal fedr tiae groLpt apegtstiog 0§

CCL2a: bhue8t BRALGROBGRANIIA EIM B GEPR( REP TG CHAR I

NARCSCEls MIG, IP10, I-TAC, SDF1, BLC, BRAK, lungine, lymphotactin or
gaggt cdcgt gcgt dgt ggt'ggacgt gagccaggaagaccccgaggt ccagtt c
fractatidiggy The present invention comprises fusions comprising more than 1

{ t a
oo B G T L PRy e IR SRR gac o0
ct gaathgliditagxtending moiety” is any moiety, for example, a polypeptide,
L GEE8 LA GhSE ARERARURALE RS BLIFSLSRAL SRRARBRASH:
vivedRUdRE o g0 pEIgE6SRIBAD AYs bedwoba slibieaic@rd. gindhe pisotcaighe

su%?%&i‘ %aa@melsgamﬁdi&%se@ivg QRRiglytis-dR Ap ferhedimept efhe

inBARAN, polyethylene g|ycol (PEG), monomethoxy PEG (mPEG) or an
~gccegt gagtﬁyggag gcaat gé:;gca cc%gagaac_aact acaagaccacgcct
imaeiogglgbulin (Ig). In an embodiment of the invention, PEGisab, 10, 12, 20,

30%(8?556 %O LR b EoMbASAISTSAGLBBE CHISHRFAFER Wits
(PEGJdBa0Q)ggaat gt ctt ct cat gct ccgt gat gcat gaggct ct gcacaaccac

21y 11 G aaeoa g i RO RS kARYhGRRUIR $oi any
spbeI88 TolMekm plieminy Hum@ntorérdne abeise e yusineeanyf fragrdenioor
uman | g conprises the n eot i

3 .
vagRI o RS HPG S S B8ty o lices Ay ety aheRieGalas cxanple

lgGtaga2, IS%GS or IgG4; IgA, for example, IgA1 or IgA2; IgM, IgD and IgE. In
gggct cgct cagccagat gcaat caat gccccagt cacct et gitat aacttc
anarabediment of the invention, “Ig” or “lmmunoglobulin” refersto a polypeptide

aofifER G GG RAEGIRE YRR HRAGHGS RORRIAS BRIRAREAGHAM.

In anaysEniirnghigaftticd nvaaten ¢ is)a jucoanega yatianty oy bnopanaerc of
aagcag
aagt gggt t caggat t ccat ggaccacct ggacaagcaaacccaaact ccgaag
act gga
t ccgtt gagcccaaat ct t gt gacaaaact cacacat gcccaccgt gcccagca
cct gaa

ct cct ggggggaccgt cagt ctt cct ctt ccccccaaaacccaaggacaccct ¢

.
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nucl eoti de sequence:

at gaaagt ct ct gccgccctt ct gt gcct gect gect cat agcagccacct t cat t
WGE ceaa1807 PCT/US2006/031155

gggct cgct cagccagat gcaat caat gccccagt cacct gct gt t at aacttc
accaat

aggaagat ct cagt gcagaggct cgcd@gct at agaagaat caccagcagcaag
tgtccc

imrERGeGEun  AIRbAMERS TR bF th HIAHABGOBHR) G568 AG! ARERSS
witheagitggatirmaggadiulin dsem acc, LEQ D NAaJT ancd ¢k c Aarontetigag

actgga . .
variggcganydreenaandin cag be onskvegt Ry D YRliRL L R PETSIR o
resi@Gégdlg., cysteine residues) involved in immunoglobulin dimerization. For

ct cctggggggaccgt cagt cttcctcttcceccccaagacccaaggacaccct ¢

exampiaitibe crelgineresieron gyt bacavigiastigdt $RjtGyacyt gagccacgaa

gachfd 9R88hCinvention also provides MCP1 multimers (e.g., (mature or
aagtt caact ggt acgt ggacggcgt ggag%t gcat aat gccaagacaaageco
unpeagesagd MCP 1), wherein n=2, 3, 4, 5, 6, 7, 8, 9 or 10 or more). An MCP

mulgﬁ%% %g%%?%gg 3HS A RS (9T BOLpESRIEUrihArIbSgh &R Reead

thedog Arieggo anggaghere atiggrddGRJ glotineptidenanget e olypgotides
at cgag

theteohaccat ct ccaaagccaaagggcagecccgagaaccacaggt gt acaccctg
CCCTféterm “MCP1” includes any MCP1 gene or protein from any organism

(0.9 o e A TS SaRS RATANC BES Hotibdited, Call ARARIRC
(segl %@gg@@&%ﬁqﬁf $i59969); ¢SHRY AT IBBITAG0S (RIS aacéssion

no. RS kRIS YHATEUTEAE Fu@+ BeFASIONNR: XFacd 62205 Of MutSc

X t th f (e.g., mature MCP1). MCP1 is
mugé%lggc%gagr}yghgocrgcaggue or fragment thereof (e.g 2

demgea@ymemswm-%%%?u-g?uag%&é&zgﬁﬁ«f%? BOCAE g GR T,
byaay . . .
R T T
manlfrgg\ﬁ]@g?p %gtlﬁe m?kﬂﬁtwle?d%wmeyﬁimaﬁr??u:sgeﬁmtg@
nihgeses T dare MR s o Ed e dgasiel PP oAt s o

cadlfy NTRKcANS) Abactifforklofl of Adry skMAMEd s It A embodiment of
nucl eot i de sequence.

e. . . .
thegeregepitiovriogatheMeR d deades SeaeRie s A0pe A5 de23 PEBEE 1P
d:y9atg
AR DA
M(@%ﬁﬁé@%&&'idetsa(%%?frﬁﬁﬁ&?éﬁ%ﬁ@@g&ﬂﬁégﬁ!ﬁ&ﬁg Arrabiicad gR a7
waly tagidg iahg @giegtatibh gogriegutrhoge inamnghaglghulincpe)wpentiseg et t

It . \
fragaents em' 460 AUMAR G- 081 2 RRe R dpeeg] Inglding only
thebifihgé %o CHS3 region).

he g an antbotiment of he Inventin, an uigiocessed SpeHtRBICcca
se@?{%’?}%ﬁ&f‘ﬂm RicHRLRRbRRETha tdidhWiiy anfd) 486 seqadriorggga
MRYSRQAEGLERAR YT RREARIA AR E SN GNRE A8 Y R SR Bt

KEAYF R TVARET CADPROKWVODSMDHLDKQTQTPKT (SEQ ID NO: 1).
at cat at gccaagt acgccccct_att%acgtcaatgacg’gt aa, t%%ccc cct
ggcatn an embodiment of the invention, a mature po ypeptide sequernice of

e HERA" ArbARS the IBRARS Airfo dcit beqirat acat ctacgtal

tcgct att accat ggt gat gcggt t t t ggcagt acat caat gggcgt ggat agc
gotttg

act cacggggat t t ccaagt ct ccaccccatt gacgt caat gggagtttgtttt
ggcacc

aaaat caacgggact t t ccaaaat gt cgt aacaact ccgccccat t gacgcaaa
t gggcg

T

D T T T T
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cacaggt gt acaccat t ccacct cccaaggagcagat ggccaaggat aaagt ca
gtctga
W@ edogo2tsgat aacagact t ct t ccct gaagacat t act gt ggagt POUESL06/@31155

at gggc
agccagcggagaact acaagaacact caogcccat cat ggacacagat ggct ct
tactteg

t ct acagcaagct caat gt gcagaagagcaact gggaggcaggaaat actttca
oPBETEADYTCCYNFTNRKISVQRLASYRRITSSKCPKEAVIFKTIVAKEICADPKQKWV

QDé{ﬂg}tég}t@}t{&C&t&&g&gﬁg&ﬁgmzaggcaccat act gagaagagcct ct cccact
gt aagh gAEIBHALALSTtha HRBaH6E Thawed MURURANHIHE6 Gidst 30999

cccgct . . :
of SRERYNE: d gdr ey egacinenidl thR bugeien g MGRjceBRSES

thec%rﬁﬁw%%%mds sequence of SEQ ID NO: 2 wherein a Wroglutamlc acid is added
cGCt gaccc ggaaggt gccact cecact gt cct t aat aaaat ga%%
1

to thaalterminus and in another embodiment of the invention, the mature M

cof SIS BhFbARY ARALS B BELFID REIBIARALATAG N IRIAFRAC

gluf@*g@@q@@@tdmaa@ﬁtmab@gwigmt@ct ggggat gcggt gggctcta
ggct

ctg ad@ CHFmRbeiiRenLefihg dygerer d98yRR MA T e aRitasbe AgIRC

acid&@gtence disclosed under UniProtKB/Swiss-Prot accession no. P10148 or
P e L T S T
lnvléﬁg@g %&69:%!8% hlat@e! bloebéscetidrsiphs bEiHede GRAPehEEsE G4t
wheteia signat peptidlecanigg esidsct 28 g (rineash aintangmgediment ghhe

ln\/%ﬁﬁ&?gthe mouse. MCP1 com nse the ?mmo acid sequence;
accCCaaaaaacttgattagg tga ggttcacgt agt gggccat cgccct gat

mosgandygl lftvagwsih vlagpdavna pltccys fts kmipmsrles
yktrtﬂ:tstsgeﬁ criitoaratt ggagi-eeaklt bl htaakant gaagheddgi t cc

tlﬁﬁ&éﬁ%&ﬁc?%ﬁ%&‘@f%ﬁ EGGreehtt EPEEEGRITY T 5 GH0 R t 1 t g

(SEgatbt NO: 30)

cggcqhat dabSARRARET MRINHRbA! 2ACANRIHfJHREE SeqaARA:

tctgtg
mwtlmwmrwmm hegyy ohajgaaasiaotegrygbingedodydagylyadsetyre

t at gca . .
V1 886%’5@@%31%@@5‘&%%?%%@8%caggt gt ggaaagt ccccaggct cccc

VPRGCaQE PCICTVPEVSSVFIFPPKPKDVLTITLTPRVTCVVVDISKDDPEVQFSWEFVD

DV%:?%@?@E%QEEﬁ%%ﬁ%ﬁ%&&ﬂ%ﬁéﬁ&ﬁ% SESOSGS R

GR@@S@@QVE €€ GEECBMAIERIC B (K AHTDEE € §OE EHE VTR R R DT

KLNV KSNWEAGNTFTCSVLHEGLHNHHTEKSLSHSPGK (SEQ ID NO: 3)
tttttttatt cagaggccgaggccgcct ct gcct ct gaget at t ccagaa

gt agtlg an embo iment of the mventuon a mature polypeptide sequence of

huR AR S0 AARRAGT LASA CohbiaAF ARRGPEHI G ASI3BAN) A pe
y4bbtrfma|ga§ toanireagid seqgueegaggat cgt t t cgcat gat t gaacaaga

B S RSP R RGN S E P P S LS QERR B

VDEYANENAKTKPREEQFNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTISK

A@%@%@%@LE%&&E%WM@%%Q&@E SN EEAGEHREVL

D&Wﬁ@%@éﬁ@%@@%‘é@@@@@g@%@@%@ﬁﬁﬁ%%S,h@b% §REGJRJIO:
4) gfggftggct ggccacgacgggcgtt cctt gcgcagcet gt gct cgacgtt gt cac
ggggg;ggact ggct gct att gggcgaagt gccggggcaggat ctcct gt catc
: ;gfgf:t gccgagaaagt at ccat cat ggct gat gcaat gcggcggct gcat ac
?g;}g?t acctgcccatt cgaccaccaagcgaaacat cgcat cgagcgagcacg
tggftg;gagccggt ctt gt cgat caggat gat ct ggacgaagagcat caggggct

..



10

15

20

25

30

ggggat aacgcaggaaagaacat gt gagcaaaaggccagcaaaaggccaggaac
cgt aaa

W@aegozent t get ggegt tttt ccat agget ccgecccccct gacPemusioaes115s
aaaaat
cgacgct caagt cagaggt ggcgaaacgegacaggact at aaagat accaggeg
tttcce 2
cct ggaagct ccct cgt gecget ct cct gt t ccgaccct geccget t accggat ac

Ct gt G& an embodiment of the invention, a mature polypeptide sequence of
gcctttctcecttcg gaagcgt_ggcgct ttctcatagctcacgct gt aggt at
hugtapdimunoglobulin heavy chain constant region (hinge to CH3 only%, isotype

14 RS RS RA [R5 SFARAGH SRID A aSRRIRTEG 168

antige bgidgegueatescggt aact at cgt ct t gagt ccaacccggt aagacacgac

B YT S SRR R R S R e SR BB U S VAT S SRR R
VI@WEﬁﬁﬁAKTKPREEQFNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTISK
ARGRSRESHYURB0D 80k BESEIRAGTRE §Heraead AYARE GaBt Rt Bt pyT.,

DS GO L SR S LR AR R A A QB B LGB L (SFQIRNO:
5)aaacaa

accaccgctggtagecggtttttttgtttgcaagcagcagattacgcgcagaaaa
aaaggé an embodiment of the invention, a mature polypeptide sequence of

hugga‘gﬁgg%ﬂ%%&%tﬁeﬁ% chhhiohatad st BRTREEICCHSIRACEETpe
v1 cghipaiagy) e amnmtnpodaidsequatceat caaaaaggat ctt cacct agat cctt

VR B P P R SR R P A S RS PR BV Y VRV SRR EVR
FT@@WD@&EVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEK
T1¢RAkaobkaab el SAGRISRCEhRIVE 6Rd aFebabe hatirt Gt d LR TT

atagtt
PP&'&@%&%F EEE B TG G R R AR S A B RS HY Y Gk P ek R B R (%2 1D
NG S§agt
gct'gcaat gat accgcgagacccacgct caccggct ccagattt at cagcaat a
aaccal§ an embodiment of the invention, a mature polypeptide sequence of

hu@%ﬁ@ﬁﬁ&%@&&ﬁiﬁ $RA69 CAIRIBHERINE L FGRAfdd R EASTnCRbpe
v1ahdrecmb éript Yagiang (0 & §ahaigéighsatgha dingegaogsdarediagt t t gcgce

VE%%%%@%EFF ST AR A e Vot Gt AL G E G PEBE T Gy Y gl =V e

FNY&VDEHBYHNAKTKPREEQYNSTYRVV SVLTVLHQDWLNGKEYKCKVSNKALPAPTERK
Tisk@8abbR 6808 SORGACHAE I AR ARCEFVPE O ah (i8I CEBRARRK TT

cggtt
PR LR EF Bl EE T R R S AR SIS e K SE AP REX 5EQ 1D
N@Oipat ggttatggcagcactgcataattctcttactgtcatgccat ccgtaaga
tgcttttctgtg _ _ _
actg gmgﬁi'g@@g@@m ahthedayeniiogag RelvRgpide serupncg £ duplgre
hu I9IbP1 fused %o mouse ggaGl ginker underscored) compriﬁes the amino
gcccggcgt caat acgggataat accgcgccacat agcagaacttt aaaagtg
acig ssuence:

Q%gg%?%@&%ﬁ&ﬁﬂ&%m%%%&%k@f{%ﬁfiﬁﬂéz&xgﬂgfxwv

QLMPHLPRRECEEREE S YRR CREE RISV A ERPBPRPY REE TR ERIEECV
VVALGRDDPEVQF SWFVDDVEVHTAQTK PREEQFNSTFRSVSEL PIMHQODWLNGKEFKCR

vng@g%ggﬂ P62 RARCRUIAAAAFAARRL I ARRRGRAAGHEART ARSI g

WNEQFRFIY §HAQ BCYR ARG T SKUINVIARSCUEASNT AT C § B Qb M TRIE LS
Htgté?%zzg%g?aalg)gg&%tacatatttgaatgtatttagaaaaataaacaaataggg
gttccg cgcacatttccccgaaaagt gccacctgacgtc (SEQ I D NO
24) The fusions of the invention conprise one or nore
MCPI s and one or nore half-life extending noieties
(e.g., immunogl obulins) in any order, repeated any
nunber of times. If the fusion conprises multiple
MCPl's, the MCPIs nay be the sanme or different. For
exanpl e, a fusion of the invention conprises, in an

Y Y L R AP A o n
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conprises a linker (e.g., a peptide linker) Iinking
the MCP1 with the Ig. In an enbodi nent of the

WO pwgoeison, the |inker conprises 1, 2, 3, 4, 5PCBUSZ06/031155
8, 9 or 10 amino acids. In addition to pcDNA3.1 (+)
hMCP1 m gG the follow ng plasmds formpart of the
present invention. Plasmd 2DNA3.1 (+) hMCP1 hl g4
(the initiation and the stop codons in underscored

tngXtd’ In apneer%ng msen{ 8{ thteqr(?venh%lr(weert p%fypgl&li:d'elsgqnuden@e %f Imna’ture
hulvext Mogacigged tougagalgti4 drgat asdarbedred) esraptisisciagtaatng
t ct gct ctgatg
@ t aagccagt at ct gct ccct get t gt gt gt t ggaggt cget gagt
QP@MIWVTCCYNFTNRKI SVORLASYRRITSSKCPKEAVIFKTIVAKEICADPKQKWY

or B PRRRbhL RN AEAAAANNSAA05 L 026 £RERRLL S5 AR o
CIVAYGYEDRGYCHTIN (YOGt B gEFa g NaC Y §Y ¢ S uyaY af AOYdyHiEt K

CI@]@?&?@%%?SSIJtEKT%%K?%I%GQl:REPtQVY;TLPPtStQEEMTKNtQVS%'%'CLVIt{GF%PSDIAVE
L AL 9050 ALLAAL A0 AR AR LG 9AR) S 8L LA SALAR s

Lm@g@gt(SE@lIgNm@at aact t acggt aaat ggcccgcct ggct gaccgcecca
acgac

cccg c'@caaﬂ PgaeYMmest PLtEJIVIRNg R POLPSPULR SeRHECa S MAYYE

hugddr KICP1 fused to human IgG4 monomeric variant (linker underscored)

at t gac% caat gggt,é:]gagt at tt acggt aaact gcccactt ggcagt acatc
CogyIEge the amino acid Sequence:

QG Rin@l/GCeaRT IR CORSal 2l triaaGicka@k e A0 ¥ gk 82l BB ECANIRIKWY

Q%ﬁ@%@bﬁé@%ﬁé}%@@%ﬁ %&%%%%%%&%%%&E&%VFLFPPKPKDTLMI SRTPEVT

VO GHISQEDRET AP Y (od G FNA R THRREEQF NS TV BHHE Yy e L QR NGIEYK

CKQ)%:NthGﬁJPSSIEKTI SKAKGQtPRtEPQVYTLPPtStQEEMT%(NQVtSLTCLVKGFY%’St]%ItAVE
WL e RS S S AR B AR RLR TR AL Ml oxcs
La@a@kc(mgmmot tiopcaaaat gt cgt aacaact ccgccccat t gacgcaaa
t9gg
gt ag g%gfirg?@%@}% abhedruiniionad PAYRERHLR BRRICE AL MAHS

huARCIIEP 1 fused to human IgG1 (linker underscored) comprises the amino
ctgcttact ggcttatcgaaatt aat acgact cact at agggagacccaagct g

acighsegyence:
QEHAThARIGLEARISIAREGAS AN BEANICIPRARGAPRAL UARBACK S IRV

QT b T R TS S e R B L G RS B R P B TSR

PEYAGHNVYDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNG

KE%@K@%NK%%Ef‘ﬁi@ﬁl@i}gﬁﬁiéﬁﬁ%@tﬁ%ﬁﬁﬁﬂéf(ﬁ@‘9§ﬂﬁé‘ﬂﬁéﬁ&>sn

R e R R R A S YRR R B B S G gAY
TORSIsERPCK (SEQ ID NO: 11)

Z? ? g g Zt t gt J Cgr? g%\gno%l%gnt of S:tlhe m%ce:r(\:t(l: Y aag %gl%lgggtlogeggetc}u%%gg of
hugﬁgfamg@ﬁ%g&?ﬁﬂﬁﬂﬁ%mf ARfohtsRARGIaRE YHKef bHagsE6RAR
coppisas e aminoAcit BeQURNEEEt gagt t cct ggggggaccat cagt cttcc
PANAS Y TCCYNFTNRR ISVQRLASYRRITSSKC PKEAVIFKTIVAKEICADPKQKWV

ccccaaaacccaarggacact Ct cat gat ct cccggacccct ggt cac& %’I%
QQS@&&H&&KQTQTPK GSVEPKSSDKTHTSPPSPAPELLGGPSVFLFPPKPKDTL RT

PEVJUAVYDYSHED RYYRE KPRECQINEYYRAC GV HTAL HIILNG

E?%%%%% PAPIEKTISKAKGOPREP VYTLPPSFPELTKN VSLTCLVKGFYPSD
cat aat gccaagacaaa ccé% éﬁ agcagttcaacagcacgtaccgtd
Iéwggﬁ@yGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSC VMHEALHNHY
Ttgggkﬁgbgﬁqggtpm;@eﬁqg?ggactggctgaacggcaaggagtacaagtgca
aggt ct
ccaacaaaggcct cccgt cct ccat cgagaaaaccat ct ccaaagccaaagggc
agcccce
gagagccacaggt gt acaccct gcccccat cccaggaggagat gaccaagaacc
aggt ca
gcct gacct gect ggt caaaggct t ct accccagegacat cgeegt ggagt ggg
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aaact ggaacaacact caaccctatctcggtctattcttttgatttat aaggga
ttttgc
W@ o@resgycct at t ggt t aaaaaat gagct gat t t aacaaaaat PCHHESPOEBZ1155

att aat

t ct gt ggaat gt gt gt cagt t agggt gt ggaaagt ccccaggct ccccagcagg
cagaag 23

t at gcaaagcat gcat ct caat t agt cagcaaccaggt gt ggaaagt ccccagg
ctcccc

agcadhCRRRRedmsELaLEe R RLiPe: & DA S3uenge 2L LearadCEd
codifig¢€gion comprises the nucleotide sequence (the initiation and the stop

aact ccgcccat cccgeccct aact c_:ctgcc_cagt t_ccfgcccat tctccgcecca
cog%[ﬂwnderscored; codon of the firsTamino acid of the mature polypeptide in

bo@g%ﬁgytttttttatttatgcagaggccgaggccgcctctgcctctgagctatt
ccagaa

atgpagrahghgged t e e t i G cHosFget cAE 58 828R et tetdfgagead

gagb@tdttcagccagatgcaatcaatgecccagtcacctgetgttataacttecaccaat
o253 LLLEg02% 81 7 G2A9HR0R9031 42002 SGLLL SO SR S
aapggavciyohggtagytratacfdofoucggeugaaghghet et tsaeramagrag

aa@%%%%@tcagg?ttcc?tg%aﬁcaictggacaa?c??accca?a?tccgaagact;gg
cagacaat cggctgctctgat gccgcc ccggc cagcgca
(Sé@ﬁc@& ?g) ggctg gatgccgcecgtg ggctg gcgcaggg

ggg ; Cﬁgtént S b6AAENE 60MEGHEHIRBAA DN EeqAaas IS RGIRRYE-
g .
chgieggemunaginhyto cqpeient waiy ot patyrs striragienghg @migacgt

ter 506 the hinge regjon and,2ndlng gh e caugpycienminus of the CHS.
regjoe éstop codon in underscored) comprises the nucleotide sequence:
otbEReaLLgE L E5L g5 EARIARANI Al REA181 008 0L 0GR HEREERAS gt c
ttgetcgireeggetarestyeradiaiajastaecaaftgahatat e Heat WRHfcF o
tg?geRe8ggtagacatcagcaaggatgatcccgaggteccagttecagetggtttgtagat
e 2L Ea05 992208 S 50! S A1.C0A1 0A00RL 0Bt e OgRP0BR08NRAI Gt e
catgegatagotgaact gttcyuoHgysicaayggcfogec st ge tegasyyeaiyypaa
th%b%%Ecaacagtgcagctttccctgcccccatcgagaaaaccatctccaaaaccaaa
cgtgacccatggcgatgcctgct&gcc aatatcat%gtggaaaatggcc ctt
ggp@@pgggaag tCcacaggtgtacdacdattccacctetcaaggagcagatggccaay
gaakkeatcgattgyggcegutt gugtatggeygattgctayeaggas at agugiidgag

ti?@% % aat cagccagcggagaactacaagaacactcagcccatcatggacaca
cgg&é? S g g

att agct cggcgaat ct gaccgcttcctc ct
gatog) gttac tcgtcgaé%gcé%%é%%é%tgt%%%gaggaggaactgggég cagga

adtaltgeecgetegegatyegeogegoaigaeeitiehatageatt atigagg@sdage
cttct .
Ct§§€§§g§5f’5?§§%ﬁ??%@%%%‘%%@éBa{%%a};@c gacgcccaacct gccat ca

cgagalkn an embodiment of the invention, a DNA sequence of human heavy-

ttcgattccaccgccgcecttct at gaaaggt t cttcggaatcgttttcc
chg'%%g@unoglobu in c%nstant regiogn, y4?s?oty§eq %tartiné] ?rom t%% amino 99

te%g@%%’ gﬁh@"ﬂiﬁgfé AP IRIRG Bt fRS bR U dee BHECC

region 4stogcagon vaderscogd) sompssesithgoigieniidatseguencat t caca

1223
a atatggtccceccatgecccatcatgeccagecacctgagttectggggggacca
S At t Tttt OaCT JCATT Cl Agtt Ot ot 1t gtCaaaact cat caat gt at ot

taagiteiftcctgttccceccaaaacccaaggacactetcatgateteccggaccectgag

gtﬁaﬁ*g%?@b@@gggge%@wﬁMﬁ@mw@gfa@@:@@baabeabsgtae&@@m@tac
gtéqlg&%ggggttg 8?9%%%ag%‘i‘%‘%‘%%caﬁgcacce?élg@é:gg&? 38836%%5%%%5%%?%""90

aqgggqggtgtggtcagcgtcctcaccgtcctgcaccaggactggctgaacggcaaggag

taglt@%%%%fcggagteee&é@é%@m&@%@%@y@@bbgagaw@g@w@ma
gctttccagt cgggaaacct gt cgt gccagct gcat t aat gaat cggccaacgc
g;ggggggt ttgcgtattgggcgctcttccgettcctcgetcact gactcgetg
;tggtgf?gggct gcggcgageggt at caget cact caaaggeggt aat acggtta

N e I o oy " R o o o
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cccagt gct gcaat gat accgcgagacccacgct caccggct ccagatttatca
gcaat a

W@awoagseagccggaagggecgagegeagaagt ggt cct gcaact PCRUSIGEE31155
tccatc
cagt ct at t aat t gt t gccgggaagct agagt aagt agt t cgccagt t aat agt
ttgcgce 2
aacgttgttgccattgct acaggcat cgt ggt gt cacget cgt cgttt ggt at g

g lde&Rgcagecccgagagecacaggtatacacectgeccccatecea gagga atg
ttca ctccggttcccaacgatcaaqgc agttacat atcccccal% t%&d%
a ccaggtcagectgacctgectyggtcaaaggetictacceccagcgacategee

ggeeggttuagetegtietgieci gegpiegidglecagaagbaaght geccgeetidrtg
AR
It cat%% §??SF N A R A E G SRR T L e R e e s

gqqygg@a gtcttctcatgectcegtgatgecatgaggetctgecacaaccactacacacag
addtl@lgactagt gagt acd sarsaal BHA ab Rgaaf)agt gt at gcggega
ccgag

{

t gct citacenhedigterh af Hieghwritieat a QA geeurncen]jtunarchaavy-
Sna i rngiobulin conviant fagion, o isotype. ranomein.yarienk Siatiog
fram theegamino terminus of the hinge region and ending at the carboxy-terminus
of %lfeggglgtrc%g%%q&?g c§: §8F gﬁa‘%wt %arggr?(gg %tn g}s%}e%?gfo%t(gotdtotntir? %E)Id
forpconptisdpietrgroiseaagaguraggcaaaat gccgcaaaaaagggaat a

agggc
ga&%%%&g%&%?%‘??@%%‘f%%?%WFFESE%@F%WW"Fca

taegttcijcctgttececccccaaaacccaaggacactectecatgateteccggaceeectgag

gtARLRLEGESL AL SRR é&éﬁéﬁ&é&%@@EQE LLLR08 ac
Rk T R

acgaricaptgtydecinidiat it dleastapgaetdgsstddacggcaaggay
tagggs@ggggg%%%éﬁé 18, SRR LR BB b LB c M caaa
gCgacgydr e gy It Gitarggrgeaececcagt ecaggagapataty
ac@h@@b@ccaggtcagcc%g?Cﬁtgﬁthcha??g?cFtf%acccc?gcgﬁcatﬁgcc
aagccagt at C cltCcCC C a cgc a
ot A L e i e Rt DR e e o
gap@gggagggg@@cttcttcctctacagcaggctaaccgtggacaagagcaggtggcag

gatggggtatatga@@@gééatﬁ@@&%&ﬁét@%%&%é%%&&é&é&@é&%&%&%ag
aag&?FSFFE%%‘F%%WtﬁW%%&@ﬁq H: QB at t agt t cat agce

cat at'tnhe codon coding for serine, in any immunoglobulin monomeric variant
tTg agttccgcgtt acat aact t acggt aaat ggcccgcct ggct gaccgecca
se’ragggg‘@rem wherein one or more cysteines have been mutated, can be any

co@(ﬁ: tﬂ%g eAtIRRGHE SBAh&ANHAS Atia! B bRaMRIA NGRS APERIPER.

TCA ergHeGt caat gggt ggagt at t t acggt aaact gcccactt ggcagt acat ¢
aagt . . ,
at c ag étaa Sahodiment.of the invengon. 7 PA4 seoHsoes fhhygeelseyy-
chaig drairiunoglobulin constant region, y1 isotype, starting from the amino

at cccagt acat gaccttatgggactttcctacttggcagtacatctacgt at
ter[rygqscqt e hingeregion and ending at the carboxy-terminus of the CH3

redig?gzga ESESTALILE 8E8r8a P8t bHIGRY hAERbAGR Lag Ry gat age
g tgaﬁ%%@mfaiwma@@@@&é@é%t%g@m@@mcgcgm:tatqognglataptc

ct§§§§?§accgtcagﬁiﬁtcctcttfccccsaaaacc?aaggacac%ﬁtcatgatctcc
aaat caac ac cCaaa cgtaacaacticcgcccca acgcaaa

cg?aaa%%tgaéggkacatgc&%gg%g%%ggacgtgagcca gaagacc gé%gtcaag
tt graghegt atiagpapmrargoerat at abge hgagrd o4 cd apgrtcarciogeagag

cadB&E&dcagcacgtacegtgtggtcagegtectecacegtectgeaccaggactggetyg
ctgcttact ggctt at cgaaat t aat acgact cact at agggagacccaagct g

gct agc

gttt aaacttaagcttacgat cagt cgaatt cgccgccaccaj ~aaagtctctg
ccgcecce
ttctgtgcctgetgetcatagcagecaccttcattccccaagggct cget cage
cagat g

T

T T T T T T
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cat gct ccgt gat gcat gaggct ct gcacaaccact acacacagaagagcct ct
ccctgt

wer@rggdaaat xi apt agt cat agt t t agcggccgct cgagt ct BORYSPOEFE31155
gtttaaa
cccgctgat cagcctcgactgtgecttctagttgceccagccatctgttgtttgcece
cctccce 25
ccgt gccttccttgaccct ggaaggt gccactcccactgtcctttcct aat aaa

agtacaagtgcaag%tctccaacaaagccctcccagcccccatc agaaa

aaa tgCatcgcattgtctgagtaggtgtcattctatt ct ggggggt ggggt gg
caaagccaaagggcagccccgagaaccacaggtgtacaccctgcccccatc

Cm@@ggggaagﬁﬁ&QGQ@@WWﬁg@tQQQGQQGﬁﬂ@t@@CC
=il coscqtagagtagaanadcastagacaceggagaacanctacaagaccacy

cqﬁgqﬁqggctggactccgacggctccttcttcctctacagcaagctcaccgtggacaag
a@&%&@@@btgaaggggggégggtQ&Q@a@ﬂﬂc&@@@%@@a@ba@g@ get §€a€aac

W&@@@é@é@&%%??%%ﬁ‘i%‘ﬁ%ﬁa@@% EEQPRNXE I cg
ccggcid & é@]@@&i‘ﬁ@é}ﬂ‘b‘f HAmb S0 AT & s bl brRAOH Rupsarahédvd-

gt gettt &;ﬁ
g @@&@é@@@t&r@éﬁglg@g@tI%V@@tm@%QE@@V@f@&L\%@@Q@
ffé{ﬁ a%%éw 19 Prgoue e ipee sedon sndenriat e eagesy aTius
ofttige CttS3 region (Cys to Ser changes underscored; stop codon in bold font)
cq?ﬁ?rfstggQr?eaﬁ&c%gtc&ecgeaqcu%%tcat ctcggtctattcttttgatttataaggga
gtct@a:gdomga@ect:a__ggataaaaa*a&ag@agmgg_iddaa:@@aaaaaagtaac’gg@actc

4§§Hg gtca?tcttcctcttccccccaaaacccaaggacaccctcatgatctcc
tC t cagt t agggt gt ggaaagt ccccaggct ccccagcagg
gaggtcacatgcgtggtggtggacgtgagccacgaagaccctgaggtcaag

tﬁcadagec@@a:@egtggabgbe@a@m@@ie@@mmta@h@@aaggtge@@@@@gag
C%%tcaa%aéaé:g‘é’gga? 5P e A Al G AR S € 5§5366aPgRT ceL~"t

aiﬁqqgﬁaggagtacaagtgcaaggtctccaacaaagccctcccagcccccatcgagaaa
a&?@d&‘&%‘é@@b@ééggé}é@&@@@é@&W@%%QEEQE%@@@@@&Cc

e e eP e AP PR R R R e P CapePgaaEe SR oo
qqggpﬁxcgccgtggagtgggagagcaatgggcagccggagaacaactacaagaccacg

ccg;&gfgg;@%@gaeu:tzgs&ggéga@@é@&&Céttcttta%@%%a@a%seeggg&g@aag
a%&@&@it@&@&ﬂtﬁ@&@ﬁ%?@%?%5%55@5%%5%%%@%@59@6&8&?55%@%aac

ca&ﬁﬁ@&gcagaagagcctctccctgtctccgggtaaatga (SEQ ID NO: 18)
L?ggg 0GR GBS nt of v o AUTIOR BPAgREa MEBY (hatdfg
tha (etien Papid) Geesd BGhe LSRR asih PlidHs! the duelcatiga 86 §eated

& AR OO L G E A G E R B S G PGS ROG RAEE 5 E SR EBEgaCaa

g@geagtcageccagatgcaatcaatgecccagtcacctgetgttataacttcaccaat

L 2 UL 00EL 0055 BE ORCHREEEH L ARACIRARELGLAGLRITE G oo
AR AAE GG HER AT B Y IO CGggeAgaaEerRRICaT

adﬁﬂﬁﬁqttCaggattccatggaccacctggacaagcaaacccaaactccgaagactgga
e b 5a L E5EIG0RE S SO 08 ¥ 2800600 e

gigtttttcgalccb@ggct:aceaggc@a@@@@@mmta@g?@@&&acawgeatcg’ag@@ptc
aéﬁﬂéﬁ&lt tggtagacatcagcaaggatgatcccgaggtccagttcagctggtttgta

oSBT S AL SO SRR RIS
t tgagocagtcgaagh gt t tgccagget gsRggogegtatgtecagagggegagaat tc
aéé% bggtcaaca cagctttccctgececcatecgagaaaaccatecteccaaaacc
cat gacccat G C AT geeTGet raccaaat at cat gotggaasatrggecoett
ttctgg
att cat cgact gt ggccggct gggt gt ggcggaccgct at caggacat agcgt t
ggct ac
ccgt gat att gct gaagagct t ggcggcgaat gggct gaccgctt cct cgt gect
ttacgg

" a T T T oo
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ct cagtt cggt gt aggt cgt t cgct ccaagct gggct gt gt gcacgaacccccce
gttcag
We eegazisgrt gcgect t at ccggt aact at cgt ct t gagt ccaaceChys@mages1155
cacgac
tt at cgccact ggcagcagccact ggt aacaggat t agcagagcgaggt at gt a
ggcggt 26
gct acagagt t ctt gaagt ggt ggcct aact acggct acact agaagaacagt a
e a e e 3 R A S ASE BT TR I A g

aagg@gggagtcagtctgacctgcatgataacagacttcttccctgaagacattactgtg
gad286288€§96£95d GHAGAMIJdblgbbha§aag5 206 3§aE dRACG G bac

acgﬁsggg%f&s%a%%cg%‘i RS PR 4G5 EE P REPACHRT AT 2

ggaa@gaatttcacctgctctgtgttacatgagggcctgcacaaccaccatactgagaag

aRAELEACOLLAB000AIS L4 AU SRISIRGR N cRjaaaggat et tcacct ag
t t aaaintareerabedaegt of thadaverdiancDi ot auara MG daslvdingghe

ey PRI e o raeR e sarmprisas e Ayslosiide SPAVSRYE cot
at@aaHQCCtctgccgcccttctgtgcctgctgctcatagcagccaccttcattccccaa

ggfegfc@%t:eegga&&&&e&&%@&wm@%@eeegeegeeggggeeé@&%at
ag@é‘é‘&&ttﬁ&?@%E%?%%‘%%W&@éﬁ@ﬁ%@@ﬁ?%%%@%‘fﬁ%‘i%cc

aagoaabatgtgatcttcaagaccattgtggeccaaggagatctgtgetgaccccaagecag

aa{i;@%;%@%%é&&&@%@ag&g%&?&c&%%%@gg%geE88998&&&5‘&&90%%
toeggesrarraht FYY E ReHRfaErdgaGossgrdgREE FeRabE T A Ioge

cddh@%@ﬁcttcctgttccccccaaaacccaaggacactctcatgatctcccggacccct

gagc,gt cgktgcggagtgggége‘ga&ggccga‘atg L9eLaheacact SgLl el L SO AL & oo
tw@ag@tggg@tg@mm%#m@@@@pﬁa@apgat:@@@@@m@wajtfg@ac

acRd@ddRdccgtgtggtcagegtectecacegtectgeaccaggactggetgaacggcaag
o-egdL L aget ot cqgl el cogat catt dt caaanal anat  dgecaoati .
aagigcabggubdat ggcagrend et amdaiivteractgtoatgecat ceeparrpyag
at %E%Egaaccaggtcagcctgacct cctggtcaaaggettctacccecagegacate

tct act
g5cg gg 9tu99594 éé‘géggaga%gaca gtg%%‘ata%%%a%%é‘gs‘gagéscﬁ S ey
cttgg;rat:q:t:t:gacgggtqticfaattmgqgmc@@tca@g@tgacagagagca@maqgtgg

ggaatgtcttctcat%ctccgtgatgcatgag?ctctgcacaaccactacaca
ctca cattggaaaacgttcitcggggcgaaaact C caa%getcttaccgctg
cagegagacctctecctgtetetgggtaaatga (SEQ ID NO:

E f ¢ ag,htaqgg}{] Bo@RfENE B thedh G RoRC 2ABNALE hLARAMERPH L(frcRiding

th@@@gﬂet sequangepiuged da huragd aGd geernae ik vy sai sasjgestiea

””§%§gé%§3%‘fed}°%aat actcatactcttcctttttcaatattattgaagcatt
atigabeggctctgccgecettetgtgectgetgetecatagecagecaccttecattececcaa

gg%%tdc%%*t%glééé‘é&@@&a%g@éa?a?@gt&técta%%%%%b&aaéé@éé&@@@&@éaat

%% % ccgcgcacatttccccgaaaagt gccacctgacgtc (S

agYORTRET L PREEYT Ao FRIRIET oAt At EPRIRPGERCF gAY Caagtgtece
aala@ab.lg&tgﬁ@aa@’dtéd&ﬁgﬁwﬁmibya&ala@glagdebsgﬁgeﬁga&l«tqaagcag
aagt%@%%%g §g£€£cég@bé&é%%%cé%déégggbéagggcgggcf@c&ggégctgga

togaeg§aregg syt et trdttaeggrgeagcere hgeakhat eagpdooa

cd&ﬂ&@b@cttcctgttccccccaaaacccaaggacactctcatgatctcccggacccct
soG852L 8051 3A05Ea0L 1 01601 ceeL 9ELLOLAL 0L 993001 9 9P o

tacgdgoasgatyt eaaud tecavEyfreRggcaagaccgaoaat ygeat yaaypac
ﬂ gtgg;ttaggcgttttgcgctgcttcgcgat gt acgggccagat at acgcgt t
ggf?;tgact agttattaat agt aat caatt acggggt cattagttcat agcc
fg;g;?tccgcgttacataacttacggtaaatggcccgcctggctgaccgccca
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gt gacaaaact cacacat gcccaccgt gcccagcacct gaact cct ggggggac
cgtcag

WO 207021861 t ccccccaaaacccaaggacaccct cat gat ct cccCROBUSTNOE/031155
aggt ca
cat gcgt ggt ggt ggacgt gagccacgaagaccct gaggt caagtt caact ggt
acgt gg 27
acggcgt ggaggt gcat aat gccaagacaaagccgcgggaggagcagt acaaca

cacgt
B g R A S L e T G e R U e
gaggaagagtgcaaggtctccaacaaaggcctcccgtcctccatcgagaaaaccatctcc

aaggEg%2@8@&@é&é@@%&ﬁ&ﬁﬁﬁ&ﬁd&%@%@@@EQE@&E@é@ﬁ@@ﬁﬂé&ﬂé&d&é@ag
e R AT I

gctgaggagtgggagagcaatgggcagecggagaacaactacaagaccacgectecegtyg

ctgggggSé§9E§§8€&é&EE%%&HHHH&@%%%QQQQES&E&&%&&&@&E&E&E&@&igg
caggegggasabe et iyl graieacaset 499 ac tacy R CRYGEC?

cab8886bcctctccctgtctctgggtaaatga (SEQ ID NO: 21)
B T (I T
th%%ggéﬂ&éddeﬁhﬁﬁﬂﬂéa ¢S BL9ahI§8Y SBATIFLES HAGIISARIS HeREHSe:

a @é@ggeE6?@?%$%%%ﬁﬁﬁ%ﬁﬁﬂﬁﬁ%ﬂ%&g@é&Psa9??%@%@@%Eiﬁﬁ§ﬁﬁﬁﬁcaa

goel@@ad@tcagccagatgcaatcaatgecccagtecacctgetgttataacttcaccaat
acBfIEERILLLARRGEC0EL RALSAIRTRARGLALGRGLL LAY 0SAUAGAL ccc

aspPRgocEgtgrEe et RPVIIGRIIFITCEPGFaagat§Ee Bet edrUcIrazcad
aagltbggt tcaggattccatggaccacctggacaagcaaacccaaactccgaagactgga

tcggggggéE98&92@9%%é%é%éé&é%&é@g%%%%QB%Qgégégééégéégéééé¥%aa

ctggguggggoaggateye by riFratrgggaagacaar agReyrAR GLILR tC
tB298b8ccctgaggtcacatgegtggtggtggacgtgagecacgaagacectgaggte

aaggggggg%58£2289§éééé 1000 90232033C2 8951999961 S1 899990 g
gaaTgoyecetghagaecygtacal tHARITEYYUIggt ghggt it t ACTTTREML- 99

ct%%%%&%caaggagtacaa%tgcaaggtctccaacaaagccctcccagcccccatcgag
CtacacttgCCagcgccctagcgcccecgcectcctttcgectttcticccttcctttc
aa@@&gégctccaaagccaaagggcagccccgagaacc caggtgtacaccctgcccceca

tcegibbegtagoet bhccaadh caagticiaarat-cgaaggcttogt tiaguuytittiortat

tt
cé%% c?gcatc ccgtggagt agagcaat cagccggagaacaactacaagacc
gtgc ttacg%ca%c?%d%é%%%é%é%aac??&ét agggt gat ggtt cacgta
angg&g@Cgtgctggactccgacggctccttcttcctctacagcaagctcaccg ggac

aa@t&b@?@@‘ﬁbga&@@&g@@@&idéwﬂﬁﬁdatt@@(t@bbgg‘agbﬁ&ﬂg@gt;cjr@itctﬂgﬂ:ac
at a _
s A AP R AR SRR aRe R s aer hPRr EgR(REQ PNG: 29)

at tt aln an embodiment of the invention, a cDNA of human MCP1 (including
aagggattttgcc?atttcg cctatt ttaaaaaatga ctgatttaac aa
the leAPRaRqHSIRL [UsaE (8 PUTGa-a5] TBRRRIC SR YR CoTglses fiee

nueleofEd Sb§eeiice:
agcaggcagaagt at gcaaagcat gcat ct caat t agt cagcaaccaggt gt gg
anQ@@g%ctctgccgcccttctgtgcctgctgctcatagcagccaccttcattccccaa

gt getageeags agasagonii algrarageatggatotcantbagt cageaat
aacca
a%%i%?@%&%&%@%%S%?%%%%%%%ﬁ%%%ﬁﬁ%ﬁ%%ﬁ&géﬁég888%%8??%%a o

agdaoeegetgtgatecttcaagaccattgtggeccaaggagatetgtgetgaccccaageayg
addferrriadehgactaatddddddAiddrl-0cr8a08ccEHaH0EE68684Fd B gga

t Ct%%%% acctgaa
e PRec568a8 45 g h A PSSR EGgEC E T 3EaRaa
cQynnggggggaccgtcagtcttcctcttccccccaaaacccaaggacaccctcatgatc

gggagcttgtatatccattttcggat ct gat caagagacaggat gaggat cgtt

t cgcat

gatt gaacaagat ggat t gcacgcaggtt ct ccggccgctt gggt ggagaggct

attcgg

ct at gact gggcacaacagacaat cggct gct ct gat gccgccgt gt t ccggct

gt cagc

D T T T T T
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gt at ctt at cat gt ct gt at accgt cgacct ct agct agagcet t ggegt aat ca
t ggtca

WO 2908 cct gt gt gaaat t gt t at ccget cacaat t ccacachEHS206/8631155
gcegga
agcat aaagt gt aaagcct ggggt gect aat gagt gaget aact cacatt aat t
gcgttg 28
cgct cact gcceget tt ccagt cgggaaacct gt cgt gccagcet geat t aat ga

téﬁd&%&%ccctgaggtcacat%c%tggtggtggacgtgagccacgaa?accctgaggtc
caac cgcggggagaggcgg tt gcgtattgggcgctcttccgecttccicgetc
a%ﬁHHf t cgtggacggcgtgdgaggtgCataatgccaagacaaagecgecgggag

gaxgeitacgataegghcgt dcgged gppgegrutggi-abeaget e agt 8eea@Htd-gg

céﬂéﬁyﬁﬁcaaggagtacaa t caa%?tctccaacaaa cccthca cccceccatcgag
cggt tat ccaCagaat caggggat dacgcaggaaagaacat g ga%caaaagg
aqﬁ%ﬁgggctccaaagccaaagggcagccccgagaaccacaggtgtacaccctgccccca

t ARYGCetGggat st 8a80889cageHdgeigeedt bttt 668L 39S ECYXat
:gaégéégstg%a T T PTG T

ggcotgctggactcecgacggectecttettectetacagecaagetcaccgtggac

aiﬁygggggagg@g@&&@@@@&éé&ﬁﬁﬂﬂaﬂaa%b%ﬁkagg55E&E&E@ééé&%ﬁ%&bac
a%ﬁﬁ%&&%gaaﬂaé%?a$%%@%%?%?Qﬁﬁﬁﬁﬂﬁﬁ9@§§5a@eagaé%é@%W%H@&83>

agct cia an embodiment of the invention, a sequence of an expression plasmid
ct gt aggt at ct cagtt cggt gt aggt cgtt cgct ccaagct gggctgtgtg
eng @@gg fusion proteins comprising mature human MCP1 and mouse IgG,

m&#ﬁe?ﬁﬂwﬂﬁﬁﬂﬁ9ﬁﬂﬂﬂﬁeﬁﬂggq&&ﬁﬁm&&&ggﬁ@ﬂﬁia&&%&a&ﬁ@agtCC

aacccggt aagacacgactt at cgccact ggcagcagccact ggt aacaggat t
unggeagEse Hegepdons for the linker of MCP1 and mlg in bold font), comprises

thd ﬁ&&é&%c&gju%&gcagagt t ctt gaagt ggt ggcct aact acggct acact
agaaga '

gaggagtavyygge bttt grart actgutafaggocagt taceyt eggaiaaangagidaty

cd@@%@ggttaagccagtatctgctccctgcttgtgtgtt???ggac%ctgagtagtgcg

t ctt gat ccggcaaacaaaccaccgct tagcggtt tttgcaagca
Cg@gﬁggﬁattggagctacaacaaggé%aég%tt%a%ggacaattgcatégagéétc gc

ttagggogtagecataaagost ttcaagaagavtaetbbgat ath td €d eeaggdfdat

gaQ@%gggactagttattaata taatcaattac tcatta cat t
cagt gaacgaaaactcacg%taa ggattt?gagca?gag%%%é%é%ggggbgta
tgg@gfgecgcgttacataact acggtaaatggcccgectggctgaccgeccaacgace

ccagctagatgatd it ¢ sapd d pnaniagatgbtthaagt saay €t @ ARl cc
atggtg %%g%?g%%%%ﬁ%%%aata R C L R R AR S ek

atpgpe gccaagtacgecccectattgacgtcaatgacggtaaatggeccgectggeatt
atbttegitacd cgat agtd Wgdgati-ceeadt Egh ok goat avct ACHHACY S ca

R R N g e P R T

ac@@agggggatttccaagtctccaccccattgacgtcaatgggagtttgttttggcacc

aabh8t£265FGH FRAESALLAYRIIIA0HHE CH89CHLAYAAH IR LCHICR g
acttta
ItPEEEGE Y LR T ads iRt grrGeeagghabt t el aqiRsrecs ca

ctgchgattggettatcgaaattaatacgactcactatagggagacccaagetggetage

otRBLARLLL ARG0ACRII 0L ACLAL 06, BEA00RRL SO AU G ARSI o
tEG 5 5P GHd T I RGO E £ SAE HEE e BRIl HERIgaRgaty

caatca&@gccccagtcacctgctgttataacttcaccaataggaagatctcagtgcaga
gg%%g%%% A9 Ggek sGEGeoal Lat LAt cadaadt aad .o
aggeayt gl tsg xmageRgpfatattggt age accyeat s aTiadd dctegivedtgea
tgﬁ&@&&@btggacaagcaaacccaaactccgaagactggatccgtgcccagggattgtg
{aa anggétttct %%905%%tga8tactcaaccaa tcattct agaatag
gt?ﬁ?%é%F gcata ca ctagaagtatcatctgtcttcatctttceccctaa
cggcgaccgagttgct ctt gcccggegt caat acgggat aat accgcgccacat
agcaga
acttt aaaagt gct cat catt ggaaaacgttctt cggggcgaaaact ct caagg

atctta
ccgct gt t gagat ccagt t cgat gt aacccact cgt gcacccaact gatcttca

gcat ct

I T T T
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at cat at gccaagt acgccccct at t gacgt caat gacggt aaat ggcccgcct

ggcat t at gcccagt acat gacctt at gggactttcctactt ggcagt acat ct
wae@rarsayt ca PCT/US2006/031155

tcgct att accat ggt gat gcggt t t t ggcagt acat caat gggcgt ggat agc

ggtttg
act cacggggat t t ccaagt ct ccacc2eat t gacgt caat gggagtttgtttt

ggcacc

oRARRLE82PONARL 14 SHARRA 1AL RRRARGLESISEESRL L SPEARARR ca

tcguaggoge sy AL RgatticagsigoaghgE e g EY YT IFRIHGHFR 2
cage€eb8acaaaacccocgggaggageagttcaacagecactttecgttcagtcagtgaac
cegLARLERRL 000 51699020 Ak A ALt 625 8L 290080865 FAR e
cagtrttiaactyeageta bedptamgicgiaticcgeegccasady RaRERHaAIHCEC

caQ%%gESEacaccattccacctcccaaggagcagatggccaaggataaagtcagtctga

ttct thCt ctgct cat agca ccaccttcattccccaagggctcgctc%%F
cc&gﬁagg taadagacttcttccctgaagacattactgtggag cagtggaatygggc

agcaatcgatgegctacd agaat gt gidcaicaicbt gge caat aggeayeat thagayg-cg
tc%ggggéaagctcaatgtgcagaagagcaactgggag?caggaaatactttcacctgct

ct cgcgagct at agaagaat caccagcagcaa t CCcaaagaagct gt ga
ct%%gpg%cgtgagggcgkgégcaaccacé%ta%tgagaggagcctcgccégcééé%ctg

gtagateatt 8y yoacangoegpisdgigai-gagtctaggoagaags gogidaagyct

%%ggggtc ctgtgeccttectagttgecagecatctgttgtttgececcctececegtge
g gg ccac%?gg G%agcaaaé%cé%acf%cgaa%gct gat%cgttgagccca
ctagecEtogaccctggaaggtgeccactececactgtecetttec aataaaatgaggaaattg

caQb?@&@@Qﬂﬁt@ﬁﬁﬁééﬁﬁéﬁﬁéﬂﬂﬁﬁdﬁﬁatgggggﬁtQQQQtQ@QQmEEEEﬁHECa

C ca

B P G U e L

ctg@@g@ggaaagaaccagctggggctctagggggtatccccacgcgccctgtagcggcg

ca%%%?%ﬁbg8&8§é§€§%§5£E§E¥EE§B§E%§%%%baaagbeaag&tﬁééﬁadﬂﬁccc
ac

T e A C A Rt T e e A

gdyaaggtctaaatcgggggctccctttagggttccgatttagtgctttacggcacctcg

ac?&?%%%EQQEEQQQQE&&é&%ﬁéﬁgé%%d%ﬁ@%&%@%@&&GQEESéééﬁﬁﬁ%EEHbgg
T T T T T A e

gaaagecactcaaccctatctecggtectattettttgatttataagggattttgecgattt

cg@%gggg@gse £S5 929225 ACAIM AL ACACCELAC EE S5 ALESS 98 GGt o
ga@g@é@@se@@@5@%@@@%@%@%@@6&5@@@5&%6?aaee@%@%@%%%ﬁf&gsca

ade@gitggatctcaattagtcagcaaccaggtgtggaaagtccccaggectecccagecagyg

cal%%tgaggg%gégg%ég@g&&@&&&&&%@%%%%%&%@%88@898&&8&8&&9&cc
JasEgACFEOEe et Rt beT e i rysceas tgt§gacaagagesged et

tt @GP tttatgcagaggececgaggeegectetgectetgagetattccagaagtagtyg
aJgencateL  eLgal gel eg Al aeal.0adds! el aeasaas e ACARS o
ttgoooetct ot jtetoegryp it O Fuadtcafttavagt v hggggceger egmatt

gA&B989t ctceggecgettgggtggagaggctat teggetatgactgggcacaaca
ggccc tttaaacccgc gat Ca&:ctc act %t %CCttCta ttgccagccat
gqu@ﬁpggctgctctg tgdcgcedtgttcdeggctgtcagegecagggdcgeceggttet

tdttogeeegbccgaecgt geetdgiodd ganeettggaaggtgggacteggaayggoygct

g %Et ccacgac cgttecttgegcagetgtgctegacgttgtcactgaage
& a:{gt:% aa?éagga%at?%%a%cgcat gt et gagtaggtgeeart cratt ctgg -
gqgﬁigg actggctgcectattgggcgaagtgecggggcaggatctectgtecatetcacct
t33e-ggeecageasagsecey

a
R R e T e i
gadiggegegccggtettgtegatcaggatgatctggacgaagagcatcaggggetcgegece
acgcgccct gt agcggcgcat t aagcgcggcgggt gt ggt ggtt acgcgcagcg
t gaccg
ctacacttgccagcgccct agcgecccgetcctttcgetttcttceccecttcectttc
tcgcca
cgttcgccggcetttceccegt caagcet ct aaat cgggggcetccctttagggttcc
gattta

T

e
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gcggct gcat acget t gat ccgget acct gcccat t cgaccaccaagcgaaaca
t cgcat

W@ e@gogmeT acgt act cggat ggaagccggt ct t gt cgat caggaPQRUS1096e31155
cgaaga
gcat caggggct cgcgccagccgaact gt t cgccaggcet caaggcgcgceat gecc
cgacgg 30
cgaggat ct cgt cgt gacccat ggcgat gcct gct t gccgaat at cat ggt gga
20 PR R AR TS PSR LT ST S S s g s gae

cngggggatgcctgcttgccgaatatcatggtggaaaatggccgcttttctggattcat

cgggfgE%&ﬁﬁééﬁ%ééﬁﬂﬁﬁéyadaabgééﬁé@@é@@ﬁééﬁﬁéﬁﬁﬂﬂﬁﬁﬂﬂdﬁ%@@@ga
taf b R R e R RS OOy S E PR SRS B R R TS et ees

Cgttttggattcgcagcgcatcgccttctatcgccttcttgacgagttcttctgagcggg

acEQéQ%&&EE5&&&&5&555&&6%%9%@95&59ééé&Qéﬁﬁéﬁéﬁéﬁﬁgayaaﬂﬁaéat
tCEEEF%%%%%@%E?E%Eﬁﬁ%%ﬂ%&ﬁ?&@&&EE996?5?%EE&&ﬁﬁQ%ﬁﬁﬁQQQ%%iigg

atghegttccagecgeggggatctecatgetggagttecttegeccaccccaacttgtttatt

gcggeE999&&&5§%&5%é&&%égygaaaEagggeegeggéﬁ@Eééﬁé&égagaaaa%tt
tt@é@é@%@%@?%%ﬁ%q%ﬁqqgﬁﬁﬁﬁgﬁgﬁaaﬁs5Fﬁ%%%%%@%@&&ﬁ%ﬁﬁ%ﬁf%%ﬁ?gt

atadeéagadtgacctctagetagagettggegtaatcatggtcatagetgtttectgtgtga

aattGRE2RALSEANCAI 1L dLSLRELEGREEELAOLLSL A AL A LFRRRG G e
togoatrectheead agesmctgregaterttaget Bgadet Frfarstct& te

cabﬁgbgéaaacctgtcgtgccagctgcattaatgaatcggccaacgcgcggggagaggc
ool BIELALLLESL 9L91 0AARI Ak Al eegeleacaghl oacasARcal A e
cogggtaragagigt sakartagcfceragugagt gaget gt ammagaatca
gg%%QEﬁgcgcaggaaagaacatgtgagcaaaaggccagcaaaaggccaggaaccgtaaa

aeg R SRSt AGEEOEL I Soad SgaaRacl Al el acsa0sl 4eAl LRl R,
cogeagcycgegyggeargurymiddgrybatrbgggeyet stagaigatcargajdttecc
cc@ QQ ctccctc tgc%ctctcctgttccgaccctgccgcttaccggatacctgtcc
Cd CtC % qgctgc cgagc gtatcagctcactcaaﬁgg%%
gc&pggp cccttcgggaagcg ggcgctttctcatagctcacgctgtaggta gt
tceggutatgtagageqt tagiugaigacgoagygaaggasat ot gagrasaagyeac

c %% ggécttatcc taactatc tctt tccaaccc??taagacacgacttatcg
caggaacc aaaaagg cgc ctggcgttttitccat aggct ccqc
CC@@ ggpagcagccactggtaacaggat agcagagcgaggtatgtaggcggtgc aca

ga@%%g@ggaagaggw@@ﬁﬁﬁéﬁﬁﬂﬁﬂg@@&@b&&gagghggaga@ﬁﬁtmmggﬁﬁnﬁtgc

B e R [ G G R g
ac@pg@ggtggtagcggtttttttgtttgcaagcagcagattacgcgcagaaaaaaagga
tc%bbagaagataéeﬁg&&%&%ﬁﬁﬂdﬂé@@@@@&@@@@@ggega@gggaaégaAaaﬂtca

oo B B aa b E T eY ISR S AP AE PR b B BB R gt

ta@aagagaagttttaaatcaatctaaagtatatatgagtaaacttggtctgacagttac
ca%%%%%%gakEé@E&&&E%ééﬁ%é%&%%&&b@%%%%&%éeaE@Eégﬁﬁééﬁﬁﬁﬁﬂagtt

gqgﬁaéggeaeaaEF@%@E@ﬁ%ﬁﬁﬁ%ﬁﬁﬁﬂﬁ%&&@@gEEggF55%5@@%&E%gﬁﬁﬁﬁfgt

gq@@@&gggataccgcgagacccacgctcaccggctccagatttatcagcaataaaccag

céé c gg ggg g?%éﬁé%ﬁggé éﬁﬂﬁﬁ&b%g%ggﬁﬁg@égﬁé@ﬁﬁﬁgéﬁéggtct

CtctgCt gaagccagttacctt cggaaaa
té@é@ﬁggggg@gggaagctagagtaagtag tcgccagttaatagtttgcgcaacgtt

gtteiclgat 66086 aGE A0S ERFEHIQGichgogebt tt bt gt ddgeranommge
T L S Ly L L i

qy@@g@tcggtcctccgatcgttgtcagaagtaagttggccgcagtgttatcactcatg
cagt ggaacgaaaact cacgtt aagggatttt ggt cat gagatt at caaaaagg
atcttc
acctagatccttttaaattaaaaatgaagttttaaatcaatctaaagtatatat
gagt aa
acttggtctgacagttaccaat gcttaat cagt gaggcacct at ct cagcgat c
tgtcta

I T T T



NO 28) Therapeutic Conpositions and Methods The

present invention includes nethods for treating o r
w@e@vmeetsdhg any nedical condition o r di sorderPOI/US2006/031155

di sease that is treatable by decreasing the migration

o f chenoki ne receptor-bearing cells (e.g.,

CCR2-bearing cells; such as3fonocytes, nmacrophages,

and menory T | ynphocytes) into inflammtory tissues,

gt@ét@,@%%@@ébEgcgggggggg&cjﬁp&?{%t@%ci%cggta%&cttttctgtg

expression o r associ ate
aﬁﬁ@@éﬁﬁ@FaEFﬁaﬁﬁ@?agEF?t?ﬁFQﬁﬁﬂ@&%ﬁtﬁ aFHégéggﬁﬁ%%¢Q#FQPtct
tgbo@@bb@th&aﬁaﬁg@@&t@i&ﬁﬁ&@d@tdaa%&ab?ﬁgéacgttaéﬁﬁﬁﬁgc&éhtc
I l.hvention, In 1o
S
tCB@@@ﬁﬁéﬁCGécECthEFQSCQﬁﬁﬁgaﬁyﬁ?ﬂﬂ9§atpﬁtéténg@@QCCQQﬁgtt

tdtl_a,e_;g@@ageaa@aacég@a@mﬁt@f@gﬁmgbaagbggaagawg@gacacgg
|
a g LB LRt L e Er BT oA} cak kOB AT ARy o Crdsagt tat

totetgatonbodvabatabaft tdrs toterititagaabentaaprabapgeabgttccg

ri ng t I trevel s of
gggﬁ'gf:?iggg?%ﬁégﬁéé%é&g% F@Cfé)tﬂgmp 4 t he present
i nvdieifosions of U‘@elgvaﬁtlmtdwmprfseroner@“anom\ﬂ&mpmdme org
o . in
8 eSSBS B0 BRE B g BBl ey repesoc
angzﬁmettter‘oétlmmurhﬁtheﬁua'orm bempkseemaltiptelMIC R thar MDH’snsonay

ey fig sEBF qrétfferent LEd AR 4 froBiel FE I e Fo 8 RpErks, iy en
emnvdehant( Buhan nﬁ’EGmﬁou@) MCPr-1g. Whuﬂrrﬂ@ﬁﬁmhhﬁglbbuhn

oltlon ereof (e.qg., conprisin
POM? @iﬁq be H@B’&ﬁﬂé’bﬁéu%@? ef me)mmtlocs\n drargxample, in
anébﬁrﬁ&fd@bhp "t‘hé\'fds"brﬁcdrﬁﬁﬂ‘ %%&?MOP £hiy®eh! 'M@f’@f@@ 'i‘-tlgGﬁ

a further therapeutic a?éent har naceuti ca

W@Hhmﬁn@m GR14gzt %rorrmmameM&Pépl@rr@auwv&}Rﬂ Ig-1g-
hu@nﬁ\ﬂé‘?ﬁ"‘@dﬂgf &QR%@%&@BQ?@@% Heﬁgggﬁlﬁé% ﬁw%%egﬁ MCP1-

Ig”BaiEr@cpreSemhemmmtalsmmcluﬂeh etgl, (huremgdosM )EPE@sor rAouse
naro ( m ngton's Pharmaceutical Sciences |,
M(ﬁgﬁqﬂ ntl\?gﬁ% PI?@Q Mack Publishing Co., Easton,
Penmldmemompnsm MCPEItatalhe anﬂr&ﬂtérmlr(ub%é)wnthm the scope of
Phar maceuti cal Dosa qrns:  Parenteral Medications
th@g@@pt an%Qyopoqung M&EB%I%WItQﬁéE1 at rpom@y@)nus the
terfYRIOPRICR)Mek 618 lto Befpieh&sy gﬁes SRRISRIS. [Pef leRBmphe the! Bfé’sent
and Li eberman, et al. 1990), Phar rraceutl cal
'm@a&l@@ EOMEFiEgS apy @b@\esf@"csv@@ b&k@tonsmumaa MCPTHe, Ig-
P‘?f WAEK 194,385 se AEP1 m@éﬁbmﬁgfl\hémﬁ Alhan

sor he udes, % an er‘?‘o@g mént I nventi on,
MQBb-HE:ﬁN s (e.g., nail psoriasis, scalp psoriasis,

220 SRS S bRl R LIP3 e venion
coppasés linker (y. alpsh)tldealiﬂkyek)dmkh'@ mpcwntdyh Iwnhsthe Ig. Inan

pendi.ci e strl and_duadenal

emHBBEREN RS bpBrTen o e ol Erses finkt Srteds Br el 10

anfhse&ds, col i t [ s uI cer ative colitis, pseudomsnbr anous
colitis, .acut ischemc colitis,

di v &t aedition {q @CD%B@ t)t hVEPd m@@:éhgmllgwwawl@maﬁgi&fpgn part
c
of %gsrsgé«ﬁ h&érﬁ.on qﬁ%%r@*lalﬁgms fie) W@M higa4 fhe fidtion and
theGstop nbgomﬁ mem@rsqcﬁpd:m:ﬂ Itbe chdoms fo@:thmn linkger of MCP-1 and mig
omat ous) colitis), enteritis, Wipple's
ml&ﬂ@@%@t asthma, allergy, anaphylactic shock, inmune
conpl ex di sease, organ ischem a, reperfusion injury,
organ necrosis, hay fever, sepsis, septicema
endot oxi ¢ shock, cachexia, hyperpyrexia, eosinophilic
granul oma, granul omat osi s, sarcoi dosis, septic
abortion, epididymtis, vaginitis, prostatitis, and
urethrltls bronchitis, enphysens, rhlnltls cystlc
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ischema, periarteritis nodosa, rheumatic fever,
meningitis, encephalitis, nmultiple sclerosis,

waoewrio2iss7 neural gia, uveitis (e.g., anterior,PCT/US2006/031155
posterior, internediate or diffuse), arthritides and
arthral gias, osteonyelitis, fasciitis, Paget's
di sease, gout, periodontal 8k sease, rheumatoid
arthrltls {e.g " polyartlcular course juvenile
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P har naceuti ca acce carrier tIona
%&ﬁsaepaFgaﬁgﬁpFﬁa%g?vﬁﬁ%ﬁﬁﬁﬁ%q%ﬂq?i 8FP€€9P9%a %%EE&C%ﬁtgt
ctarthdetthant _b;_eta@euat@gagmgcggﬁwqm@agmbtagagggcmgtttaaa
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or a pharmaceutical conposition thereof (e.g.,
conprising a pharmaceutically acceptable carrier)
optionally in association with a therapeutically
ef fective amount of a further therapeutic agent. In an
enbodi ment of the invention, the disease or disorder
|s cardlac stun syndrone nyocardlal |nfarct|on
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ventricular fibrillation, H's bundle arrythm as,
atrioventricul ar bl ock, bundle branch bl ock,

wop@cmeddal i schem c di sorders, coronary arterRCT/US2006/031155
di sease, angi na pectoris, myocardial infarction,
cardi onyopat hy, dil ated congestive cardi onyopat hy,
restrictive cardionyopat hy, 38al vul ar heart diseases,
endocarditis, pericardial disease, cardiac tunors,
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Ml e T T
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T T R
ggpﬁagﬁﬁgéﬁppbg¢agCQQQQQﬁQﬁﬂu§a§mthgﬁgt@§éﬁcgﬂccaccccaacttg
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har nmaceut i cal y accepta e substances
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oil, sesanme oil and peanut oil. Antim crobial agents
in bacteriostatic or fungistatic concentrations are
generally added to parenteral preparations packaged in
mul ti pl e-dose contai ners which include phenols or
cresols, mercurials, benzyl al cohol, chlorobutanol,
nethyl and propyl p- hydroxyben20|c aC|d esters
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80). A sequestering or chelating agent of netal ions

i ncl ude EDTA. Pharnmaceutical carriers also include
werdwlo2zmbrohol , pol yet hyl ene gl ycol and propyl P€EUS2006/031155

gl ycol for water mscible vehicles; and sodi um

hydr oxi de, hydrochloric acid, citric acid or lactic

acid for pH adjustnent. Preparations for parenteral

admi ni stration can include sterile solutions ready for
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MCP1 or fusion or nultlner t her eof and t he needs of
the subj ect. The concentration of the chenokine,

[tinmer or fusion ther r exa Ie, MCP1 or . .. .
' fu3| dniasmigiaelNAs,T &H@Y@g’f" "E%%‘Wéo & wiiaggh (tgﬁé@'t'%tﬁ)n
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fusion or multinmer thereof is packaged in an anpoul e,
a vial or a syringe with a needle. Al preparations
for parenteral admi nistration nust be sterile, as is
known and practiced in the art. Such a preparation
forns part of the present |nvent|on A chenoki ne,
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mul ti mer or fusion thereof, for exanple, MCPl or a

fusion or nmultiner thereof, or a pharmaceutically
wa@ce@epewbi e derivative thereof, in a suitabl e BOI/USIW6/031155

The sol vent nmay contain an exci pi ent which inproves

the stability or another pharnmacol ogi cal conponent of

the powder or reconstitutedd3sol ution, prepared from

t he powder. Excipients that nay be used include, but
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pol yoxyet hyl ene | aural ether. Enmetic-coatings include
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subject is exposed to sunlight, UVB |ight, PUVA
(psoralen plus ultraviolet A). PUVA (psoralin-UvA) or

| aser |ight.PUVA uses ultraviolet A light to treat
psoriasis in conbination with psoralen, an oral or
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the ultraviolet rays used in UVB or XTRAC ~ to destroy

sone of the blood cells that grow in patches of
w@e@rioasds. Treatnent with pul sed dye | asers uBCEIUB3006/031155

takes a few nonths, with appointnments every three

weeks. Dosage and Adm nistration Typical protocols for

the therapeutic adm nistrat8®n of a conposition of the

invention are well known in the art. Pharmaceutica
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days, every 4 days or every 5 days or once a week. A
conmposition of the invention can be adm ni stered, for
exanple, three tinmes a day, twice a day, once a day,
three tlnes meekly tmnce meekly or once meekly once
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week, 1 nonth, 1 year, 5 years) Dosage regi nens can be
adj usted to provide the opti num desired response
W@ e200g/0218a7 t her apeuti ¢ response). For exanpl e, POPUSOE031155
can be reduced or increased as indicated by exigencies
of the therapeutic situation. For exanple, dosage can
be adjusted, by a practitid8r of ordinary skill in
the art (e.g., physician or veterinarian) according to

the drug’ s eff,i , i - of the .
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cametceitirgrgarcIbgcac vard et frajfcqasttiseds ataa8ctReagbIF IR CCY

regi men can be altered accordingly. Methods by which

to nonitor ulcerative colitis include, for exanple,

routine check-ups, col onoscopies, rectal or colon

bi opsy, stool testing for blood or pus, blood tests to

exam ne white blood cell levels or X-ray exam nation.

Exanpl es The foll owi ng exanples are provided to nore

o o - L,
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met hod or conposition disclosed in the Exanpl es

section constitute part of the present invention.
wez@mpokwod: Design, Construction, Expression apdI/us2006/031155

Purification of Human MCP1 - Mbuse | g Heavy chain gl

(hi nge- CH2- CH3) Fusi on Design of constructs. hMCP1-n

a (NH2- human MCP1 - Mouse | gdHeavy chain gl

(hlnge C}Q CH3)- COOH) : A BanHl site was introduced

o 3B 18, LR L AL
tatgéaggcwwawﬂagﬁgett@ﬁw@@gtmweﬁ%ﬁe@@ngwcé;agaaga
acgbﬂﬁﬁtw$§{biﬁﬁﬁh ﬂ%id@@g%%@b@égﬁﬁééc@fc@@héﬁéﬁgagttggtagc
Ho- human : L8 Hehal tt
o R EE ) SO A OSARF UL LB W | R Fsess g8
aceclgr:nkeaaamammag@esmtpphgtgnteﬁttmfeatctgfqggtcﬁtg@cgct
ca?%@@gghgﬁcaéaﬁbéﬁﬁFt %?%:ﬂt@ﬁ%&b@ﬂgQ&aEE@%ééggaé§§$tcttc

g hai n t was expected to fo

2 RERLGF E K- R R ARIPBEIC AT SRAGEOF © 6 AgE T e boagta
achiEBt e hé gcxy oot o ttareitan t Gk c horeat MERigecduimiptcta
ttk%g%@é¥¥c5£%gékégké€8 d@@%ﬁ@%@%t acg- éﬂﬁbgggagggc

el ne residues were re Serine residues t

ttérsr:ﬁhtﬁ59%0&1%@9%%%%6&?%99?aea%%%%acqg%’aﬁﬂquat
ttaitbaghast 4 ad ¢ @peat /sy g ddggkeapbgt igaediifyt c@sydddatg ta

T8 PO i e o
aamgtékge@@e@cqibtQWC@WWG@H%%%H%F%CWM%QWt
gotaegget t 84t By MRyt c crGak g afyoBag Mida tyercdat g

= BT S0 B T T L0 G RSP Bt TR P tooe

gcageettabﬂa@tcetmﬂ?kﬁnggnggqaq¢g8étaaatCtﬁet?etﬁﬁ¢%ﬁQQﬁatcc

gt%ﬁ%awgg%t@‘agtéﬂf@aétgi]ﬁégbéﬁd%tcgaecﬁaggéﬁﬁt&\@éa@i@%‘étﬁiatg
forma diner wt redi cted nol e

O B AL e T AL AT AP P R = REPE e e AEsE e

acthmaaaagggtanwcaﬁtygaqﬁhqghtmgecﬁb@gChaya&mI}gcaddggtctta

CCBQESStﬁXéggéEﬁbfﬁ%ﬂéﬁﬁ%%é%%ﬁ%c&%%&?eggc@Xa@@&éf@%%fagcatct

resi dués the inter ecul ar disulf

EEGRES ECACBRATH T sh F I UL AIRAEAGCRIIZR IS FRAREI CTHFARRE 22T
ggeaNAaggeeghtaéggaaaﬁgtuguaﬂauuaataﬁtatdcpepttdeaaﬁagtattga

g?%&tt%% %Q?gtﬁg%% ég2§45%§g§%£cgggtEESaéQgF%é%%ﬁéhaaaat

was e pected to for
a]@lce@actaedgﬂbtfe@%nfwaqni@e:@C@&agggtgapﬁeégﬁwt%@EQ ID
N(i()aljé.ﬂlcatlon In this exanple, MCPI-Ig was expressed
) mrel i an cells, secreted and then isolated from
t he cléllabmllchpc[@méﬂﬂl(ﬁ)rmmcﬁﬂ th@1 m@icammc yarné (the iritiation

by SDS- PACGE
anf e el T e e eSS O Ang ok B g T anc
nﬂgmmgomgémyed fron1kge Egggggnt reglon of nogﬁe g (see
Ge i nc e
AR ERIaP O E eI S o O~ Bh i CHESERL T 64 GRge o
coger¢agtbnedcbyot eversetdodnsditigpoitat tpoghygerasegaditagtgcy
cg%%%%% Q0 £ R g ECRD aa e MR 5 & ¢ $@5a9£§8§ggé£§éhtctgc

manmal | an expr essi on vector % nvitro
tte@rglg%eagcekgt%%cecwmmafgftragaﬁeﬁ ag9t§‘f%ﬁ%%$ fodcatt
gatitlagtubhakabt bh Ogya P @Cetibes taagepegatetthgt tcatageccatata

BV AL AL 00 o L I 0 S

cc(qqmcefcégéﬁgtmt%wcmt@mceﬁéﬁttéacweﬁa5%$@0atrttcc

atRQMRR c88EYIYE gJAE: P BB g tRNA MM ceatE edyeagdthddtraagtgt
of.ect.anine %OOO transfegt on

e Li
A RO R PP DTt T SH R RO Ty T JPr O Rgo P ResEetadbet
protocol suggested by the manufacturer. At forty-eight
hours post-transfection, (418 (Invitrogen) was added
to the culture at 1 ng/m for selection of stably
transfected
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cells. The (418 resistant cells appeared as col oni es
i n about 10-14 days post transfection. The cells were
wo b@n/opsot ed and transfected by limting dilutPCHUBIWE031155
96-wel | tissue culture plates at frequencies of 3
cells per well, 1 cells per well, and 0.3 cells per
wel | . Single cell-derived chWdnes appeared in about
7-10 days and the conditioned nedia were exan ned by

ﬁW%&MM%%%Mﬂ%'%&%%MWa

nmouse nt gonery, nes givin

tqﬂ%ﬁﬁ%ﬁéCﬁ@F@ﬁE@ﬁ%?%ggEﬁ%ﬁ&ﬁﬁ%ﬁﬁ?qaﬁc%%%gggggﬁaﬁaF@9%$9tttg
adncaugg@@atztngaa@eCy¢e&&bd&aﬂﬂyhdgﬁdaamggbagsttﬁtﬁtfwgtacc

I [
A LR IR e R T T
ILAHIF FHOGLEPE LIRS EAF ¢ F P RRIIRTPEICtsEcgobFaactagagaaccea
Kgﬂﬂﬁddt@@&ttle@ﬁaéﬁt&&&éégaﬁﬂdhdﬁdﬂ@@b§ébﬁcﬁ@aagstg§&Ehgc

S en |on C ture o) I‘Ot nfree nedi um con
o SRR bbb T iam (it SR S 2R B bbocec
tugggtqaﬂiﬁctgﬁb@abmg¢¢mpqﬁqnEﬂq&ﬁquyqmagggntcgntaamsc@gatg

cafH\ﬂcQJaLtb%@ceé ewm @gg@uaééﬁadtft%ra%%wa F@Lgaégtaa @c_fxcaga
% t |tro iﬁ of CD-lip ; vitr 8 it 8
994 C@rcgﬁ‘@ 8 6%@ @%%ag‘ﬁgcaﬁ%gélccﬁs agggapfdpgatcttea

agaﬁaat¢S¢gna¢aaqgﬂ¢atﬁm¢tqﬂt@aqnnydag@wgaagAgagdt&a@g@ttcca
t9%1%%tégégﬁgbgéé)acM%cg\é@gac@%&d@éggﬂE&b@gccaaatctt

S were seeded ensi t in
A 67 CIR F bR S 43 SRt PSS HeocS boag
tdﬂtﬂdtammscshak&aaa¢cea&ggﬁnhdﬁcﬁﬁih@pﬁbabcagganstaﬂgaggtca

catt%'&%rg@ttﬁgﬁgggc??’gg%é&éé%ﬂ&%et@% ta| ne %%ggétgéryg%%tgg

concentr ut ani ne was ma
aqﬁqqqtgﬁéﬁﬁtﬁéﬁt???%ﬁc%ﬁﬁp?4ﬂ99ﬁﬁﬂ9ﬁ$ﬂ@§9?§ﬁa@Fa@F@%@%@@Cgt

adms gteigittagagtcat cde gt @t eicdddaeit ggcpebt gB&8ggagtaca

dggﬁ&%ﬁ@% %Fggggggégg.%ﬁﬁé%ﬁﬁ?@gﬁg%f%lg 14?%%8 nggcaaagcca

| aqaﬁg§qgcppégé@a@%@@@@ﬁg%gEFQﬁQQQﬁgqﬁCpFﬁéppéﬁgaﬁtgagctgacca

ad&ﬂdd@@@icEMc@E@&@éﬁéé@kdéﬁi&&ﬂbgﬂtdﬁﬂ@tcg@bgﬁﬁgégtébé%gtgg
rc

oo e SR TR Sttt et S e b PP regrowact
cquageicl g s ¢ hhat yeeac dryc SRS eloratogearpdeggebgtggcagecagy
gg%la%ttrc%&@Eggg&&&?@&%@tda&%Jt%@%baecseegbgbg aaga

bserved after %. was st ai ne
S B et R R e A A S P PR CRRECoAg e tagag
ggﬂnmgwatadascz@ctgatmmgncﬁhbdqﬂgmyddnnnsagfhgcpagctqtmﬂgttg

tﬂﬂ@%CQ%Q@@EEc&@éoé%%éé%%égﬁégéﬁgégngB%@a%%%%cgéégpééf%%cct

gratlon Say resence
A Fgat REPT2AR b IRRE R qﬂggtﬁﬁéaétFHétE%F$$$%99tg
goefc gbidech ghtoagc aanpeydd gy el dodrdagrarbgtabeatguat detggggatyg

I o i

aQﬂﬂﬂﬂq§#§ﬁF@@gﬁfQ?ﬁQKWGQQQQngﬂgﬂqg§g§§99ﬁFaigﬁﬂFggﬁgﬁgﬁccg
cﬂ@ﬁ@d%&b&caécéc@éiadéﬁcéﬂgﬁﬁﬁﬂtttbg@t@&bt&@@bﬁﬂtctttctcgcca

i e e e
gugﬂuttﬁpggaﬁc@hcgéﬁﬁgcawﬁaqﬂﬂﬂhmahaagggtggtggttcacgtagtgggc
ca¥brwelk-Ghennd. @%@EE&Eéﬁéﬁ%ﬁMd&&g%t gHBEEbEESEtctttaatagtg

roProbe, Gathersbur accor
ga%&ﬁEFgEFﬁFa?a%t$$&ﬁ9%ﬁﬁ$%ﬁﬁ9 SRt FAREC RAR R K paat ttat
adgolRERE Y gt By &t B Syt eres; t dd trireapeleitgaghhlyanasapt asetht tta

adg%g%%%tQQFg§g§E¢§g%E§ %Q$E%be@d%g%Eg%§8%¥8§t88@&£§&ctcccc

aga?gﬁrﬁéeéagé%\tqi%aW@Eﬁ%a&éimHtﬁgttﬁégﬁeﬁcﬁéw%gtwagtc
m cropl ates were placed in a 370C humdified CO2 (5%
i ncubator for 2 hours to allowthe cells to mgrate
toward human MCP1 in the bottom chanber. Cell
m gration was quantitated as rel ative | um nescent
units (RLU) by Cell Titer-d o Lum ni scent Cel
V'ablllty Assay K|t (Pronega thison, W) according

N a .
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The approxi mated EC50 val ues for hMCP1-ml g and r hMCPI
were about 0.5 nMand 0.05 nM respectively (Table 1,

wo edov/ozxsa7 m ddl e col utms). hMCP1- m g at 3 nM PE/ESO&031155
significant reduction of the ability of THP-1 cells to
mgrate toward a gradient of rhMCPI (Table 1, right
colum). Table 1. Effects od2 hMCP1-m g and reconbi nant
human MCP1 (r hMCPI) on the mgration of THP-1 human

t l 96 f
Ccfaﬁﬁgﬁﬁééf%%féigfgﬁ' ag 8%gg%%€%§#gg%égbégggéaaccat
aghwgpch¢gt@ncEpqﬂmqyaypqgggcgctaastgcggcqﬂQ@tQ&H%FQ?Q?CtCC
gc@céagg1%6@%?fbé%@%ﬂ%6%Eﬁ%H%a%%c@ga@g@céaéﬁkf?i?ﬁfidbdidiga
e oaaa g ISR L BB P R S
gggsgayt@@aEaEnihﬁuﬂﬂcgnaﬁytgﬁzcaagmgéﬂsg@@t@@ﬁgamwgﬁitcgcat
gakggagbggga%%wékéﬁﬁadﬁ% CEECBQEEégﬁﬂgféﬁgéagéégéﬁﬁdﬂ&gg

Pr oduct s nsvi | fco inco ete Freun
CtaHPRGEATISHTP MAHEA S W&E&Fgai:%%?% W‘s@itt%ﬁgrga% teage
ch@@Bﬁpg&tg@@ttdﬁttﬂngncaaqmapgaaetbtmesgdgssmﬂg&ﬂtgaactgca

gg%%&ﬁ?bgg% 3%?55%56ébé§&§§#gd%%%559?éﬁbgtﬁé&kf@%ég%%ﬁﬁdigct

aceti c acl Freunds a
Cgéegﬁfgﬁﬁécb$%¢%ﬁ¥ﬁ9%ﬂﬂ9ﬁ%ﬁﬁﬂgcﬁch6559@%?%%?%t rfgpggcagga
tcbicbe gt baconphet e do einitr @digewant a € d6gt oh ) gg Qe uslastecg

gc %ﬁggt%tgggﬂgwg?éﬁ)#5%%%gﬁﬁ%%én§§E§%%gggcgafﬁégééhcatcgcat

cg@gsgﬁQCﬁﬁgtﬂ¢t@qmﬁﬁqaﬁ%ﬁﬂqggtmtéétﬁ@ﬁéCﬁﬁﬁﬁﬁgé%ﬁFqgﬁcgaaga
gcbﬁbé@@@ﬁﬂﬁbgt@&é&édd%hiﬁ?d%ﬁﬂg%&&g@ﬁtbh&g@é@&g¢iﬁ@dﬂhgﬁ;gg
ase o al
R B N T TR
ccgqamvapéggattp%mmnaq;qyggqqgﬁﬁmgégtWF@@CQEP@C%%%ﬁ%ﬁPQQﬂcat
g%b@@b@@ﬁa@@gg§§ﬂﬁﬁﬁﬁ@bﬂgaéﬁadﬂﬁtbb&gééggé¥§g@éﬁéﬁcéé&ttcct
o A PO B R R S e (s e R L er tar L el it coa
coadtthicict csgaScogesc werardiasedeor tgascabecabgforegdegmacctyg
cca%b%@@@gagtfcgé%ﬁ@@aéc d&%@?%%%a%gaaggﬁtQégggfﬁbéﬁéﬂﬁébtt

= entire paw swol |l en | oSI's Scor
tt\%ﬁegﬁgﬁeﬁ%eE%%t%#%qf&qwgﬁgagﬁaaﬁa ﬁgaﬁ%%a%tt%ttcgcc
ca@pcﬁa&cﬁthmehttg@pgﬁﬁt&ﬂaaxgguﬂauaaadaaagthasegc&@eadgaat

t %%E%@gg g%%?%E@QE%@tcaéﬁ% aﬁ%&b@ ggcééég tcatcaat

was di s overni g M aceti c
QQ%ﬁqytetzasgﬁﬁtgﬁﬁ¢a¢¢9€E9%ﬁCWFHﬁchPgé@FFEggega§at%ﬁ?§9tca
td@ﬂﬂgtb@@&tgﬁgtg@aaﬂwdﬁtdﬂﬁbgﬁld&ﬁbbttc@aaaﬁhaéaﬁamgﬁgccgga

s
C@QQCQC@BﬁéﬂﬁﬁttF@ﬂ%QVWQQHaQQQCﬁﬁ?qgtgpéagﬁé@cﬁﬁtaatgaatCQQC

cd@@@%@ﬁ%bg@é&é@@@@g@@&gdﬁtéﬂtééda@bﬁbt@ﬁ&@dHtBtS&@ﬁfﬁbctgac
ntraperl m ce at_ i ndi C

B e L
CQQﬂt@gcaapbgdytm@ggwwa%aqﬂgcaggaaag@bseq9§gagcaaaaggccagcaa
aaggccaggaaccgtaaaaaggccgegttgetggegtttttecataggetececgecceect
gacgagcatcacaaaaatcgacgctcaagtcagaggtggecgaaacccgacaggactataa
agataccaggcgttteccectggaageteccctegtgegetectectgttecegaccctgeey
cttaccggatacctgtecegectttecteccttegggaagegtggegetttetecatagetea
CgCtgtaggEatctcagttcggtgtaggtcgttcgctccaagctgggctgtgtgcacgaa
cccecegttecageccgacegetgegecttateceggtaactategtettgagtecaacccy
gtaagacacgacttatcgccactggcagecagecactggtaacaggattagcagagcgadgyg
tatgtaggcggtgctacagagttettgaagtggtggectaactacggetacactagaaga
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doses were given at 10 npk. Serum sanples were taken

at the termnation for determ nation of anticollagen
wa@paoioody7 (| g&a). A protecting effect was obspeTE82006/031155

the group of hMCPl-nmig-treated mce as indicated by

the nean di sease scores of Table 2 as well as by the

paw swel I i ng val ues of Tabl48 3. Plasna | evels of

anti-collagen | g&a were determ ned by ELI SA. The

ac B SIS M Ll A Bl el TR A g age
tCﬂD@b@@'Q‘ﬂé{ﬁﬂcaWaﬁlcﬁpég%ég%%%%’%{ttb‘yt%g{cﬁai%“\ﬁéf&ag?tt
acgE@@gééahaaéabgg%d%%aa@baegeb@uet@agaﬁtt&&aaﬂgggdwatgacgct

t 1:10. 000
T e
aCStz\agr@’scc@itttt;ta‘#&a)tt@‘aaztafcmadgséttaaablq?di@’@¢fa¢159a$ttad18tﬁaﬁ@aﬁﬂiaa
actPy88c %ci@tta%a@g@t%a%%ab@ Q@@é&@c@été‘%gcgatctgtcta

OVEr ni Aft er wash of . Per oxi daseco ate
R L R A 0 SRl T CEEEE
ttaddetct @gdde-apsid ot garch igatebay eda gt c ¢ onrg ¢ ErprErcEtaicgagat

tt%gEa_grc Qyéa?'ac %ﬁg@c@hﬁﬁgp@égggc&@%é-%ﬁtﬁ tg%cttta

ate was read at

tC@gecﬁﬁ&aW?F?ﬂkﬁ?@qﬁ%?qqﬂ§§9§89§ﬁﬁﬁﬁFEa9?$E9?¥ﬁﬁﬂ§$9ﬂccagtt

aaaagttﬁ@&&;mﬂtg;%@cmaﬂtb@dyca@geasd@m@mcmcgtcgttt
0

S e L = L T e St

ttg@gpa@@@a%gqqsnqqqsqqﬁnﬁqagteﬁﬁSﬁgatS$$§9t@&Qﬁ%%F%§%} ggec

gc@@ig@c@@&a@t@}’rﬁﬁﬂBﬁj@rg?:a@&ﬁcQgE@tH&tt@t@t’@a&l:gﬂ:c(htgccatcc
SO e

orkeghige, SEL (TGN, 000t Dt ity i dihnetpracs

Cgecaacggagot%@t@twqccmgrg,&s:ﬁéfiﬁ%ggah@l%@‘?%gwqcacatagcaga

acQthaa—é@t§c§ca€@éﬁft%dda‘&;t@%t%@bb@@@@a@éé@fd:t%dcﬁagghtctta
mce nmean MEeN

coBa{ St By ST B o0y o6 NBF REF 10 OO P

tttaa.teacac:@@gdgﬂ:t&ﬂ:gigssﬁagc@aa&twaesa&g@c@aaaltssstglca@mag

ggjaé(etaXng%éJ:aéé%&@egoétg%%t*éc@cggaétggtcgt@tgt@cé’@tat@aﬂ":ga

aggaeetiteiggg%F%ﬁFqF%RFa¢Q§99§gafa§2tatéﬁgaaﬁb%&Ftﬁ?%ﬁfa@at
aadcldataQg8bt fcApd frd e ddiceabaapt§cBabbtghcdgihe (B&EM ID
sizes of the hMCP1l-m g-treated conparing to those of

#8)i sotype control group. Table 4. Plasma | evels of
anti-collagen 1g& at day 9. Treatnent Plasma | evels
(mg/ M) of anti-collagen I gG 2a Normal 731 .40 + 30.91
| sotype cont TherapeuiiciComposiiions.and deghader1 - g 5

733 e B0 BRI o SR B 35 RRARG Wy et ARG B

error ecept or assa
me}d«aa‘rpbedltmlm or dlisorderypr @liselase:ltmt s?treaiab@yl@y degrpasing the

m'gg'g?’ aicerpgiier etk AURSe EGOTEbebRrgeLt st as

| erachphalydb dHEA8ona s [grapkeoates) |rﬂtoomldmmnatory

oo B S o et o6l 5 Y SR el
o o o ek
expression or activity of the chemokine receptor (e.g., CCR2). In an embodlment
of the invention, inflammatory disorders are treated by desensitizing chemokine
receptor (e.g., CCR2) bearing cells, in a subject, to the presence of the cognate
chemokine ligand (e.g., MCP1) by systemic administration of the ligand to the

subject. The chemokine ligand can be administered, in an embodiment of the
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nouse spl enocytes by RT-PCR using oligonucl eotide
sequence derived froma published sequence. Murine |L-3

walepaneisnt pro-B cells Ba/ F3 were mai ntai ned i PCTRBM006/031155

1640 nedium (I nvitrogen, Gaithersburg, MD)

suppl enented with 10% fetal bovine serum 2 nmM
L-glutam ne, 100 ng per nml & reptonycin, and 100 ug
per m penl CI I l'in, 50 mM 2-nercaptoethanol and 2 ny

'anﬂ’fﬂ%ﬂv r{i%(tar Bl naﬁtdlc? 'lrjnse?%! EL‘SEQ 'S?g:‘f‘ﬁ% ahiieaLlpreis ok | 5

deSHRIEAGOME thé TRl CERZ exaditiplapiheepr&6dm inngior Saddsshed
by stably transfecting Ba/ F3 m)use re-B. cells wi

th
megAch fop BRI IRV BRI RTRBIBIMARHPRBRIgT I8k PUIBTE on
ad??‘l'lrﬂaeﬁnd)rté’il%céh _}Qﬁsér’th@ﬁgeut&a @ﬂe&fveadmoﬁﬁlcﬁlasdheﬂnokme

har macol ogy 13 06) abl e transfectants were
or wﬂtmrm fugion H@rwfegegad@ fl, e MR & rIfmacet d Bipian thageof

I
(o5, Sl i ViR ERCPO SHNBITG HORRAEEY, PECROMEIUE ¥
phaehdasutch! coarmmspblendlaereoh(aagl gaingrigiog faaaha(rlIlaCﬁManPES
acfgAhIB R er e haps  asRERyBa R 4 HebandliRal R 7
arr{j@uht ofTélmrmeLtr?gmmectamsferred to'\/gI 4639 ceII
i sruption bo arr |.nst in an

di sﬂjﬁtaé@aﬁ?lﬂtf?aié%pﬁé‘ 'Oth %Y?rF‘8F' gy Pﬁ‘?Rr V?‘SBY any
matRbdLNEINEhdVETMVAE =2f of ;ﬂfagma@yel bod aargdeamma& ey al., (eds )
centrl%ftlon at 500 g for 5 mn, cell menbrane

ob T Berapoutics, ih qug’ﬁrgﬁm% bress;
A. &ngggﬁe?ffﬂ tBh@ P%maéumu %’%ﬁcé@%@%ﬁ’éa%ﬁ {1990),

0 5 sucrose and stored
Macacrmbnstadg @m,b@a@dn rmemssylvgpm (&\@%cﬁtfal c(eglst); 099@» 2200

e Rl 3 AR S OB B B B IPLEO N Yol

Liehesmean, efiaid (amist) (d08ey PhdrendeeliticahiDogage rairmis lets@ekider,

) BT ! ol s

34 SgQEMsTYERKEE, MW YO beads (Anersham Pi scat anay,
pM r adi oi 'odi nat ed hunan NCP1, and corggsr? [ nrg
rde

agethh§ T AUABAGIRTY CUTREGRTT PhiTBHGa! IfnMatary
indRiddsU e YRbBdinHH %ﬂl’%jm@éntfdho Bhér?e[ﬁi@(@é UR&il w&ér{h&s scalp

consfant rocki ng. nbr ane- bound r adi ol abel ed
pserasisreaUedebaliasisy puﬂm%mm%% lendtaterpsariagsise myﬁfS@r

ps&ﬁ%eé 293 ﬁﬂa%@? o sc ogla %@h@tﬂghﬂ% r‘f’d;%cg{{b?h*@ V\g?éh’&éltls

pepﬁanlca egetric@iger ehffmlbdmgl wloarp pexdidnitist pancidaiiisabel ed

B e o B RS AP e
acUtt\édtis, (ideHansic Thlifisa biverticulilis) fpidlbtiitlsy awhal@Sky choladgitis,
of radi o-iodi nated r hMCP

Ba/ F3; h I ls. e ot
chalecysiit iag giseasp dagra bM &igjm'(sd%;eRz seg(% -q ,EI’\%OCRH_'[ Wl’[ls
ga‘sﬂé@%deﬁﬁ%ﬁ)rﬁﬂs @is@@ses j%éncﬁlehig@?br@hﬁ sqgndlopSettobs) colitis),

350. 2 138. pression, purification and
entefanﬁa%mnlezaﬂlssﬁsgfaWE allprgy, AngRBY IRt shacke aMENR

ol 8] SEEROONITE, S BMen e, ST ftiomt

sepaisj seytticemi, undetomshoerkpcma hyperayexia, @osivephitic

secreted and then isolated fr RY .
oSBT GO G R G a0 LRy bRt Yebinis,
prostetit; ahs upsthAtRs, U‘r@idH’tlsabm{fhyéémapnhﬁmﬁs/lclygtldﬁMEBs& m g.

The isolated proteins were an zed by SDSPACGE. The
PREEIIRNKIE, RUHEIESRIFRLPY g'ége?%ﬁlﬂ%?ﬁﬁ%ﬁccesm on No.

NM_002982) and a partial cDNA derived fromthe

constant region of human i munogl obul i n heavy chain

gamma 1 isotype (see CGenbank accession No. 0 19046) or

gamma 4




i sotype (see Genbank accessi on No. BC025985) (in both
cases including the coding sequences for the hinge,

wo b@7024897 and the CH3 regions) were cloned by PCT/US2006/031155
reverse-transcription polynerase chain reaction
(RT-PCR). To create nmononeric fornms of the gamma 1 and
gamma 4 variants, the cystetmne residues in the hinge
region were replaced by serine resi dues The cDNAs

g AR el iR S hlsts FRRaBH, Pl dnpgynotts
pleREENNHhubitis; deratiis] atog@”derﬁanhs,hmﬂmafbh)ycmtlsHsnmwrhbt 1

f ragnment bx st andard nol ecul ar b| {lﬁ’%pproce ure%t
UrtigRgRAV@NE W PRIBNABNASIS. IPRRRYIS HYaRE Itip, eppgearditis,

artOMP addnd it Sik Akt SmBBHIRcBS RFRELHIRY By Ek rHitis, myocard|al
transfecti ng the correspondi ng plasmds into CHO K

ischemias perarterpisaiasioshsetmatighevascepngyis) eeeqriR!its: Multple
sclStoal ReGlify] ﬁéura‘i%éslﬁ{%ltﬁ‘@#gﬁmteﬁ&d pBERAHE lintermediate or

purification wer hosé "descri'bed i n the
dlffesahpherIMedﬂmﬂhMans Dteapiyetiiis dasdiitis P aged's digeaspegout,

oo R Pk o PR BB S RPL A

rhedimaibdicRarthritis ok @sorfdtie aﬂhrma) wgsovifis, trhgasiteariagtayispdrgoiditis,

SYSiRis Wby 5 heTa3toss GOosHRRLIe BRI EoIS Bingrome,
aII 'réjebtllcg{o raﬁwve%ub-l%@MﬁeQEet he dimeric form of

, .and 90.1 pMfor the mononeric form.of
NGEhe premegrxi wphtisplsedHIeS 3 MetbeEioK eayhy gL piventing a

pa% @ﬁlrbrtbaéteﬁ RifeRXiBA i H%ﬂbje\é@%{ Q@ﬁwﬁf‘ﬁbﬂﬁ@ tbehdSubject, a

atlve otenC| es the variants were
thexap@t@aﬂxeeﬁeqiua apyourty @ﬁﬁhaaaplsmas@av@]%qr husiepthereq) fog.

exgﬁgleo F\/R’.EFQ‘F‘ Q%]“I\W Srhnﬂh h?éh(])'ié el efg%\eh t 81{5@% s (ij té(g Saél} glvo

haquoMtépdmg eoielyrterg. dDEGrmnlg))D ohmanmam@(cgl Qc)mpmjiiqm
f f hAMCP-1 -h )
therRRS (6 el MBS SRR CE Bespig e Srdresatonplt "

ass&ﬁatmméltlﬁerépémcaﬁly leN’é‘&\ib arht)@«itq#)a. fufther therqmutls agent.

In t@,gt%g}%%sdggér?tltcg?hémyggtl%dh% Mfeeitp@ |%ggm%)§>%?rgpﬂe?ﬁlgus tection

%MI:%\;LT bt Asvel J RIS T HESARTIS Virds @ﬁ@/ il ypekay méwdn

ce I's by chenptaxis assa pr ot ocal
HIViinfection, tl—ﬂvtnegfopgé@b Meyiagiiis, hqp@tl’@s(gq,acg Q)for the like), sep’uc

I’!ﬁk@ p%rlfq]rﬁns EHSU@%H& e f&tltis‘@gﬁﬁﬁ%ﬂw heRRMRCUPEMRN

prior to test for mgration
synmwmedshrbMDI@fyhc thmmhocyw@eplcefturelaﬂanewdara, dengue hemnpehagic

ol Bkl oBRLTBH S LSRR ool i s

ga\?ﬁ@n@t hrgeolbdctdiilitn lumbhlssrwmycomntetuurh wvaiooIritslceltilare,
en the ce]l.s were th,the di rtlc or
PrEHEOREFHE RN PREHTMON e disesacBaieT o

epﬁdi@nrﬁ%%@i@hé‘l?a Afmé U@%aée' |ﬁﬂu@ﬁk&@| dp¥tein-Bairafirds, men

prei nCubation was carried out with the dinmeric
assﬁ@awdmnf@gpeytwssy@drmm@ engephaljils Oﬁ%sefdcmn"ﬂsﬂﬂés
EC5 f:
pur | 1At S infEH PR pIq REEARES RS 15QesiRG dPpiréventing a
capaer dri maﬁgnancy 2@@ rbge&a’n,ob\wp)anoﬂo - anggraetrigh salivagy gland,

g eV B0p seiore B ool PR Sk ELBSte o iataat cangen in
a Yvtfe® rmlawmduswrmggtd the suBjech e&elpl'ajemseallyl—eftactlv@ amount of

MabSel ect resin al t hcare saI d
chemokiges Ml Hrperc%fuwanmreegﬁ W?W‘FA? Al 3"%%@5?‘? or

buf fer consisting of sodium phosphate at 10 MM pH

7.2, and sodiumchloride at 125 nM NaCl .

Condi ti onednedi um was | oaded to the columm foll owed by

a 10 bed-vol unmes wash with the sanme buffer as

i ndi cated before. The sanpl e-| oaded col unm was t hen

washed W|th 5 bed voI umes of phosphate buffer

o, o, A~ -~ 1 a
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Stericup Express GP Plus 0.22 m(MI1lipore, Bedford

MA). An optional step of ani on-exchange chromat ography
wowrah/oQseBephar ose H TRAP FF (GE Heal t hcare) waBCT/ESZ0&@831155

needed to renove mnor inpurities. The equilibration

and wash buffer consisted of sodi um phosphate at 10

mMvi pH 7.2, and sodium chl o486 de at 125 nM NaCl. The

product was in the fl owthrough. For product

nt ' St | | I i t
a GRS FikeRlenr o SR B GV hh T piteh B iRl Y. P or
lg)Pbaa ﬁsﬁémde@nmalswmpdﬁmaﬂ tfhemo@(e 65 ¢Bprising angamasedtically
for pharnmacoki netic studi es of

aceRRighIE CaTarhPRIPNALY i pegosEien Wil H\%%%@WM Sffoce
arﬁdﬂM %fdﬁ@%rbﬁeut@ag’%ﬁ?wt aneously with a single

dose of 10 mlIligranms per kil ogram bqd
wei ghe. pr@tem nﬁ\@aﬁ@m @@Wl@d%a |rreeih@<éjfcm‘trqarﬂﬁe Oﬁerweﬁtm a

an{qkzﬁ:@ c%% rerlﬁt‘\éfélré ?tgpﬂ@¥&'gegl@eae%@@é€\“rﬁ{ {rﬁ‘ﬁ%’cénrﬁ to the

subjent, adbmmbeuhcedls@ﬁpc(ﬂarﬁAmnW|qhgﬁmktn& nuitimer errftisioody

ey (oS PR Rl gty A bR el i o

anantvivbctfﬁ}f Iﬁ‘eBek#@ylegM:ﬁ”egp(rwg yPEG)@r lg® drhaepht&mwtauhnal
anti b The results i.nd a mhalf life of

cogPesHia) Fiereh(d G ErP UG BB AT Bl PHAP o GETED

0 ﬁ@r@&!l‘y |493§%@¥orﬁ\mfh 4 th(ﬁ%bé@ﬁcaﬂ th&Rrelarﬁbthﬂ adforther

and fel apsin peri ment al aut oi nmunj
th%ﬁ@%‘-ﬁﬁ%ﬁgﬁﬂ}e?ﬂ an §W(09ﬂl@)‘efﬂtrﬂﬁdtﬁt YNty “b‘éii'ﬁ%??ﬁ‘ear digorgey is
caﬁ%?%tgm%gnmogﬁet "Pﬁ%&(ahﬁmﬁfa?&%no Boﬁg%éétloe WehA féﬂﬂe,;@fdkb
iscBeOHY atrdless |r@ma_réwg§varrt¢r@scfex981$ ratheroge ﬁLOSdﬁo kppienesis,

o bt T Plo SRR PR, Bhcuer

hydastension, syacoms) stagls syphiis of thei ¢andibOasdulldri system,jwart failure,
ki | bod i ght k) of either. . .

cof bUPHER, s SRR A -0 i

ectdpit BeatsDALHE fllﬂte(“ havkE-fibrifaign (sUSﬁacrredoasrqaaeoxysnmm @omer e
then monitored for body wej gﬁ clinical h

PotfSi8R FUNEIOSE Gl SeRHIIONAY PSP dBIFTIBERe (SRR Chapl o

mt'ilﬁi’ot::?l a%rral%@l‘iglda‘r ﬁé%ﬁié'ﬂ ﬁﬁﬁow?GRBQééhﬁJard]é f%)écifﬁétbrrythmlas

aralysis, 4= aral ysi1 s,
Ven‘tflcubu filrillation|, Himmml@ﬁrrvwnm wérl@@mtrmarm% gyndle branch

bl%zmﬁﬁfarl (;r!r?r:{hlt Lrgé g%lo%rsfs | 6 J‘Féfg%%bf éﬁs?ésec %lnbfna pectoris,

myddadialedfaictiong aarld|cgnmnathwdﬂetedmoelgpem\famdlommoﬁathy,

reﬂ@?ﬁ%@ﬂ%ﬁo@é@% p%'?#‘l?ﬁ gg%&g%% $ e%do ?’h giarlcardlgl
disise, batiestiedrs, @or&hlénﬂmaph@heameuryshm aomc disgdction,

i alon e Beaarou aed b f USRS ot Brenes.

pefiBRefaf VhsRMERAGSTHENR, u@mém@an@ﬁmtdgdmg@dpéhpsmrah a

percol I gradient. Cell recovery was. determn ned

athengsalereiadiseass, tygumoangia OEBHeranSaFurb‘«tleﬂ@H Qerwﬁgyal arterial
I r

SR RSP bLals clRlePolS Byttt

vefibls tilseases, vienbusithrambogisrvaricop agins) artartieyegpus fisiia,

ated,.T eI | s % re

viRahedtE e dihecinsi4igs AEGby BpbuiyS0f JATNRPY fim®

syRtiinme or isehémiaresseriusidryinpaly.on Facscal i ber using cel |
quest software (BD Biosciences, San Jose, CA). The
results as shown in Table 6 indicated a protecting
effect of hMCP-1-m g in the EAE nodel. The protection
appeared to be associated with the reduction of the
nunber of macrophages in the spinal cord. Table 6.
hMCP-1-m g fusion protein treatnent inhibits EAETabl e
7. hMCP-1-m g fusion protein inhibits macrophage
invasion into the CNS set A d5 B dq



10

15

20

25

30

C cJ6 D dl12 Exanple 6: Effect of hl\LCP-1-m g on

anti-col |l agen anti body-induced arthritis In this
wex@moksy7the ability of hMCP-1-m g to reduce PCT/US2006/031155

anti-col | agen anti body-induced arthritis was

determ ned. Antibody induced arthritis was induced by

injecting 800 ng of Chem co#/ s arthrogen Cl A anti body

(Chem con, Tenecula, CA) cocktail intravenously into

o0 TS T St T e ol Sl g oo
therSsTt {op @xa@bld, MCP @th nouiltin e flisitinghéresif o gp rMﬁ:lé1 -ﬂg) can
subcut aneousl y. Di sease onset_occurr edaE é
be RFENAIPE URBB SOV BRANad RNFNYNacHICAllY GiceRR! i/?s%# Gl an
adél‘i’éN/éé ér%?cérﬂléﬁﬁéﬁé!rtéclﬂﬁ&ﬁbso aickSpHPhlaeustically Bc6éable

= two or nore swollen joints, 3
eX@hlEhTSea!TCi)@fﬂdlﬁm inclage neadexiersRReatibla filese PREeEs: maxi mum

B e

thmﬂ«e@taes m:olomlhg tamsutsalem ubediirs iand dloe tkear Al rcvutes ohagiapistratign

ot BnPRe’ Pl S foimild &) Pa@ AN &) SitRRmeors
intr*zélace)d%)so@rgﬁadpfbrfbrfélaﬂ) éﬁtééizdmyalbr Ghtfbrﬂué’bmhr))a@d day-p2rdhtéral
. . a 1. .4.0.8 0.2 d 4 3.3 4. 8 0,6
(o', SpEpdsTigal iipegalinfiagoqiat ssBingual Bnalafie) reig! g
topﬁee@lSOSday860561308day9555413
day 10 5.5 5.4 1.3 0.8 day 11 5 5.0,1.3 8 day
12 &iedtables pas be pregagedin cqneryionahiogns, eztf@éﬁsgaw@ 0
sol%tlénéloﬁsﬂsp%ngfﬁﬁg*§5Ifa*f’5F ns §Jlfa’b’fe for solution oTQ@s;BHr%?cﬁﬂh liquid
nvention'is not to be [imted In scope b
prlep’@dnjfecttom s @i arevwisiondedbe |lme@tah@5e$¢1uthn$ombemv§|qn§@n
i £ f e
A e
salinfe, dertrasd, dlycenoltdrettiamobgm attgjltdms ifrdgsiredthe Pharmaceutical

copBaeHn S B0 2Rl AR A bbb Aol B TRt
auRMBly SidkiaPes sDEI Al GletiflRer dratishyleg agentsppidtbutietisg agents
cited throu%zout this appli cat%‘ﬁ t he discl gsures

stafiizers, £PBILIRE BRRRIICE © ANHRP gaents, sHefa ap fonpEmp :
so@?ﬂl é@étéﬁﬁ sb@itaR InhorRARE Fidtkaridi@hiFe dieatbhndSscRidestrins.

ol ypeptide conprising (1) one or nore chenokine
poI Fivepnadeuticaily agceniakla sagiersroped ifapdrenieral RIQRAAHPMY

in poq yp(’étgchuagfeh@ f‘ahma@)?d}}géfethldge%e %{\ﬁﬁ\%ﬁlh nts, élscﬁonlc
agehis, buiterskamioxidanie | lect adesthetins, suspereling and dispersing
agents, emulsifying agents, sequestering or chelating agents and other
pharmaceutically acceptable substances.

Examples of aqueous vehicles include Sodium Chloride Injection, Ringers
Injection, Isotonic Dextrose Injection, Sterile Water Injection, Dextrose and
Lactated Ringers Injection. Nonaqueous parenteral vehicles include fixed oils of
vegetable origin, cottonseed oil, corn oil, sesame oil and peanut oil. Antimicrobial
agents in bacteriostatic or fungistatic concentrations are generally added to
parenteral preparations packaged in multiple-dose containers which include
phenols or cresols, mercurials, benzyl alcohol, chlorobutanol, methyl and propyl
p-hydroxybenzoic acid esters, thimerosal, benzalkonium chloride and
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consi sting of human MCP1 and nouse MCP1 . 3. The

pol ypeptide of claim1l wherein the half-1life extendi ng
worRioey18ds pol yet hyl ene gl ycol or an i mmunogl obti/U82006/031155

The pol ypeptide of claim 1 conprising one or nore

mat ure MCP1 pol ypeptides fused to one or nore

i mrunogl obul ins. 5. The pol4feptide of claim4 wherein

the MCP1 is a nmenber sel ected fromthe group

oot L SoanE M I RE I hioriiart Farose,

Bup@ﬂéﬁﬁéhﬁé@ Eﬁﬁérﬂ@té aAdclihge. gxmulaldantssnnsmue godiﬁmgmsalfmieg4
romt he

to th tid
Lol SEPRNRIGS BESRPHENS HUREEP 0% SUsrEa OB RSy
ag@r‘&g%ﬁ&ﬁdé@od?um da%o%éiﬁ)ﬁ/cplﬂﬁg@ Hardxyprs®A mMchyiBsiRfose

b) mature human

fused to human I§(§4 E}\I
andaphrw@ylwrfahdwﬁwglam ageniselydgcAoerbate §Q& (TWEE
Sova)é ?@;estém MI&IW %ﬁl%lﬂ#&ﬂ@%' 9G

Phaonacetical oeameraralso Bclutieetmd aigobpt, |p@b/ethyleﬂaaglmai and

o G PR TR LRSS S Aol gnion

acN(bltrloSac’l@oBlacﬂ'beclOJCfbyplelrztd;LMnerht claim4 wherein the

> beSARIOTsRy BE e i EISre o CaR Iy SRS sortons
reédVTHﬂFhQéc‘ﬂbH' $1Brile QP SbR\R HOdadts Nsuckcadlyspitjlkestgosddrs,

forth in a menber sel ected fromthe %aiu@ cgnm%tln
reasly tgibe qomiagd withza salventiyid PHBY injeis: Y BYRRGA
tat%@rﬁ ﬂle@u%f()%;f ond ?eefd;’/%ldln}e%tut)r’i‘ estéﬂ@dﬁ*@ Hselipld provcts

1 n harmaceut i cal conposition

readyrtphesnm@:)mﬁ@ V\ptblquﬁ‘p@lﬁ dst pfiocioaise qndaﬁgn@ emulsions. The
sofEhTRET I e bopeoTEbRRABBBISTT. 1 1) Secocr ation

Wi t mnplaatamonm:ﬁraeslcb\ufrelease phsusipieatircleage systeny, such that a

ut. i 05|t|o t her eof 1. . . .
coBgApe e 4 io0ret PPN G B hCoHe T e Bprein. Brief, in
this Bﬁfb@ﬂﬁﬂémtccﬁé}ﬂﬁkme Smaltlfﬁémefueﬁcﬂ{ teredt, for emmbm MCRpor a

consisting of aspirin di f.lun

fU%@rbawa'mqréherﬁpéf%ﬁ Mf%d f'%HiSHsfseﬂ'G@b‘-iOﬁaaif@ﬁ matrix,
e. %Ebkﬁ{/r?i ﬁQiméﬂh@@ﬂFétBaﬁéH]butiﬂﬁfe@rﬁH&&lﬁfé pletisized @ﬁ unplastnmzed

mat e, rrefenam ¢ acid | oxi cam nabunet

potvatwwlshmﬁldeop@ph@ze%nylpnepi9$tme@lzremwhwen@tﬁr%ﬁhalate natural

8 gL bR BB en BO8Y ot dinc

vmy&doetaie eopcllynteaes; adliiong wuqzbemmaloéymmeg‘o&ﬁllmm giicone

cagtlo % cg(%o %ﬁ'ﬁ%@@bﬁgc &BM{L%Q gggt? gg ihgﬁrogglstcﬁ@s‘féarg of
lahdﬁh@hﬁac@ﬂ@ abiantolmageantrossdinked pelywinpialvaboirend cross-
llﬂl&@ Bk, MV PYERH AR e Ea it SRR &1 S8
R ABMbASS Y. Qe bethgleRk h@(ﬁ%\@pyl@héféth?lene/propylene

|
eSOX|netasone Poorasone di acet at e. ep son1sa|ts
copplumrwﬂtbyien%(@ﬁwbﬁw@te ﬁ@%ﬂﬁﬁ@npﬁylerﬁ/\amﬁ%@t%m i de,

coél)lgH éséﬂg%ny dﬁﬂbé}gaﬁ&%dﬁ% Qmaﬁ%shﬁéﬁ&‘i@ﬁmber

rat rocort ne v | erate ocortisone,
chiwmimatemispoigethyleoa polyvinylehletde anmlorlcéewomlmwjvﬁth winyl

acBlS AR Snisk B, iiee ARk brom PR ridfer polvathyiene.
teﬁé@hﬁfaﬁtb a@nwembbeﬁ émbmomydmrwmera rethylereslvinglodicote)

coRelEiee: WhyieneBik o BloA I ARRe) (P galyer, nd ' &

mycophenol at enofetil, sul fasal azi ne, 6- Thloguanlne
anakinra, injectable gold, penicillamne,
azat hi opri ne, chl oroqui ne, hydroxychl oroqui ne,

sul fasal azi ne, oral gold, auranofin, gold sodium

t hi omal at e, aur ot hi ogl ucose, nesal am ne,

sul f asal azi ne, budesoni de, netroni dazol e,
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di etary suppl enentation of calcium folate, vitamn

B12, cel ecoxi b, rofecoxib, valdecoxib, |umracoxib,
wer@vioessi b, efalizumab, adalirmumab, inflixi mabCEON2006/031155

ABXI L8. 15. An isolated pol ynucl eoti de conprising a

nucl eoti de sequence that encodes a pol ypeptide of

claim1l. 16. The pol ynucl ect9 de of claim 15 wherein

the nucl eotide sequence encodes a nenber selected from

t he n tin of: i, h d .
N N S R T e e
ingfatiad oﬁfméééﬂﬁﬂ@ubl% o(mer polyhisiiememprameds sae|dds Tate

fused to hupan | g&4 nononeri c vari ant ﬁ
comwmggeahﬁ/@picmofﬁ%ﬁawppa@ﬁ Cbm%wéd('o)SUR man
par‘éﬂf!—:rréﬂ%ﬁqc%ltm]ls Bo@ﬁﬂdé fen@ERBoh tHEEpatRiRaRiiieGhereot, as

var i ant ynucl eotide of claim 15 wherein

well pe thaomativity oém@lwn@yn% muEmeser tisigfeihgeast Sos exampley h
Man1 éﬁ@sno J}Q\ulﬁﬁerg]% %&%dRHE%BHSé gpredﬁsbﬂafctC' aim 15

efein mmuno ultn 1s enco a nucl eoti de
seqiﬁbecenwﬁmma@f theochanheking, sopltioen or fmlqwgthefe@Eq | D

ol o R A5 A LU ST B S ha b B gcton
pro@tdysrarpﬁbr@msb lafgbupit tSEQdLER N@sdesh@da:marmacoléglcalseﬂw e'Ehe
or reco nt. vec

conpri si ng ucI tid
exilt o6 80en, inighold ondnedorouptebArd BanR T GegeR! or
anifdl &8s @ﬁoﬁﬂ\ﬁﬂﬁb@t 22. An isolated pl asm d
characterized by plasm d map essentjally as own in
Fi g&@'tldosg@afq’ﬁ@@lpégﬁﬁra“% C‘E‘FBT'W‘Qﬁh%@ \nPsVWB'”E%Of

fusnt?mh%%éif der %%?Hﬁféc RICH 1 §ﬁ@sio|a dhutither %reé’fﬂs a6k nan

ris a nucl eoti de sequence selected Trom
arrtplmaleg poig om@rmnn@ge mgthcf nesielte.| Bll pegparationsgior pgrengeral

<oy Aok iy 25 MAEREA 0 90

prepangtidnsiongs @amjfymmpiesem ideergionodi ng sai d pol ypepti de
under condi.tions. .suitaple id e
opt | mQking, JRyIHneR g Lﬁ@nﬁﬁ g f’f %aoms%n\\@e ‘%d usion of
mlﬂﬁhbr thaﬁaof thR beEbiadaid iflo Wbﬁﬁlhzétep@wﬁert lndich can be
nucl eoti de encodes a pol ypeptide conprisin
redamsHitas o0 aopIHEIPRRS RTINS FEMSHS GO0 e&aﬁgvgetsr e
pofberRay d %1&55 refc%néﬁtute%VandTﬂ'c‘)?rnU%tt&PQs afsofidi aF

wher el ynucleotide is plasmd

¢ DNA
(+) HMEMerﬂeg@mezedmpwc&ﬁu%p@@arﬁﬂ pbeﬁﬁola@gmm by
m%l Solnﬁlfpg%n% r%lo ngég’a epﬂzg MEPTESPRiso? ortrh @iffneP hefeof, or

treat r'easi ng exp Pess] on or
a ;marmmcewoaﬂy acaépﬂalmhldeevatwedhemmm m@ suitablet snivest. dpe

i on. of. ch i : i
solfgF{ £8Y patelhn AxehRb} Hhich RSB e 5y B fhothERr ! "o
phéﬂm@édlégléwto@ﬂﬁmht omh@?gm?ﬁgongrﬁmgnsﬁowsvlutmap're;]p@ired
ce S I n S e , |
o ARPYSIOrC EREOBS e q Nencica.f e poptimBad o
de§ﬁb§e°tsépoltfa1 qmcicks% BRI rGR NGl ighiedh, gilchsY, lsasrosb@rvther

|ca ISOf er, paraS|t|c |nfect|on bact eri al
sultable@gsoh The selventinay else gonigiha duffep Sé'ﬁh @s Giteade, gogium or

po?és%ﬂ{n‘? Eﬁosedﬂagn? ul th%g)é&c% %’ff&q{nomgo 6fys‘kﬂﬁﬁ‘?ﬁé aked, in

ance c aim29 wherein
onelentuduimeki, aboutena tab pHo edutiseguer sterllaﬁlﬁradles@ﬁmet $Qlelipn

o the ch k| ne | t em I . O
ol SR BARI B8 A LB PR AP S S T £ e
armbyllﬂ@@théi@eélré%ﬁdrmmaaoﬂnalrf one émbedireard;] thg rasul’ﬂng/sd»lotnon
the subject. . ? net h(fd of clai mZP
w%hg,@mplﬁl@neg IW@lS asfophilizgiion, Bagh vig g‘%ngﬁrgamasmgle
pol ypepti de t hereof.
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33. The nethod of claim3 1 wherein the half-life

extending noiety is an i munogl obulin or fragnment
wo b@reefsn7 34. The met hod of clai m 32 wherein t PET/NER6/031155

conprises an am no acid sequence set forth in SEQ ID

NO 2. 35. The nethod of claim 33 wherein the

i munogl obulin fragnent co®dri ses an ami no acid

sequence selected fromthe group consisting of SEQ ID

dos&gp)% é‘E)ll" infg qogaﬁfﬁ:,{;ﬁfxg %ggﬁ)SF‘HS ?hmltﬁﬂéra%%ﬁh @h(—gg&‘ for

ex@%‘le eﬂheelthE?%?ﬂl?brf Dlgn‘mgtt:marghmpf .COines lywphitigec poBEEY ¢aD be
. 0 or treatin r event
stoyeck LFWBW”%?@U%SS R | e abﬂ%%‘ﬁt 9{3 ég peeTeigy éeréggraﬁﬂe

I NSHbédhdtiffioplAMES lydpAlliasd bb@dbnive iedey, fob Rpdctibh airowdes a
infection, viral infection, cancer or cardiova

forprlagipp §ei ugedn pagrnieiehagministeationnFasy e%\%ﬁ'@ﬂn‘gelfyoph"'zed
poRGEP BinHE LAY toté?er‘ilg‘v?va?té‘rber%“rbthé} RebyReRiicte The precise
conprising one or nore MCP1 pol ypeptides optionally
ambumetlizeplem\derlueoortheretﬂlecﬂedICleTInOIUéde>8@hcﬁnn@’n@r\ﬂ)me-‘@inet%f9 or a
conposition thereof optionally in
emﬁ@gg@’igﬁ%ﬂﬂ?\%dt h a further therapeutic agent or
pr oAanIumetratB)& byTihRalatio oan bé provdded BY usingr eign arhzerosol

cal disorder is a cted
corntpigig TEb A oF el b ron R Hoete? Ul | ¢
trichlo?&luor@asinane, dichierofRibebrisineas adllchlb:tﬂetram@metbme psany

oy B ey Biaetbls SBU AR BT ks Pasie RS b eggem

cor?tgfnﬁrfd SherhSIGhE rﬁ\&]’[lﬁ‘l@" bf fu%|dﬁ|1' t\vﬁ@fédf Gt bkarfiple, MCP1 or fusion or
oftitis, achalasia, cholangitis, chol ecystjtis,

mudiweer theragi SwHtsslf ar@saesiatied wity @haxgpignk dapawder form.
ent E'L Iflaﬁ} 0 Sﬁrﬂb%eﬁn&hﬁ@&}ﬁ@ltm@bpﬂ%lor?‘ﬂh'e?é&)/for example,

ana I nrurie conpl ex di sease, organ
MCRtbeaifasion enpmuﬁmerdhenenf isrfgrmdatpsrinioet soisl @osalggjorm for

t d
ol iEiig T oBEPLBIIMe GRIAGRSAE ShSth, RN
capfUlex) itdRhbs an@ﬂgﬁ il ({idgorfc{ntam ogemrdﬂdr?mftthefollmwg\ml tis,
prostatitis, and urethritis rong IS
mg,r@ﬁllﬁntfs, Qr campRundsOf acss;lgmklercnqtpﬁ. lgderpﬁénﬂmjgﬁp%/ Iasé%ent a
glidsh! & dlsiftegrafh bjertt & CORFMgDGRAT, GMBweetening agent a flavoring

pneunoul t ram cr oScopi csi | i covol canoconi o0si
aganty aavetting agentoar BMSHE €Patings aeyah iim eatingy E?ﬁ@mgkﬁs of
ti
o BB RPN S coRIG) QUAPRBEEL S gucope souon,
acad:lannmmnage raslatmeslition, veclassesi polvimtpyitolidgine, povidone,
Cr P RRBASh BB A ihlch el PLBAGH A ARie talc, starch,
mei’gh@@ﬁhdbﬂbalm&nfmafamte pmapadtum and steamm:aj Dilbentsso¢lude,

fever, ningitis, enc nultl Ie S
for Y B P  cTss: oG Kb et e Bl A GO
ph@ééljﬂa[té' Qliddts MehrRMBE! drkirft lilnded itd td(ﬁlOldBBgﬁttorSdlomde
di sease, gout, perlodontal dlsease r heuma

DigiptegratingsAgesymipeiude srosprarpeliase Sogium, %Od"{“ﬂ .%ﬂa plycglate,
e d

aIGHE oBH, Botrt iR bylal BRI BonicHREIRS AR sE YAYH ol

cadhoad/metimacedlulosesColdiisg agentzinciyte, fneemplef any af hea37

wher r
apPRRER PriTEE e’ RAOE P o F R, AR g i Ewaeh
insdllﬂo“ll @:FD arieCluyet subspendaxt emnaluninarbydrate. |8y\;]qmeryﬁg hgerise
, co an i mmuno n. or.a. fragnent ther 4_ 1.
indhiE TSR, 1AIO% dTaAnIG) AL REITEIe) RRSPEARGAHEaE FiSl 2
fragnent conprises an am no acid sequence sel ect ed
fromthe group consisting of SEQ ID NGs: 3-7. 42. The
met hod of claim 37 wherein the pol ypeptide is MCPI-Ig
conprising an am no acid sequence selected fromthe
group consisting of SEQ ID NOs: 8-12. 43. The nethod
of cI a| m 37 vvherel n the subJ ect |s a hurran 44. The

L, Y o T r

T .
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tiaprofenic acid, tolnetin, betanethasone benzoate,
bet anet hasone val erate, cl obetasol propionate,
wale®ox2rset asone, fluoci nol one acet oni de, PCT/US2006/031155
flurandrenolide, a topical steroid, alclonetasone
di propi onate, al oe vera, anctinonide, antinonide,
ant hral i n, bet anet hasone difr opi onate, betanet hasone
val erate, cal cipotriene, clobetasol propionate, coa

tar,. De S lts, . d '
secBrtp Rt 00U PN SRR Fr s Senect o AR Y EoLERCT
natfai’cal lﬂav%lr@ ém‘labga@llfm pgumé sudtdas friitsiacd flmthettm blends of
ur andr enol i i casone propi onate a e,
com Bt HEBh PGISEGHEIEESH FeoERaT Son ag et By
pepPEF AR rﬁ@ﬂh‘?b sdlRyBiaYP8eng dgeatsanclobé @tcﬁﬁ}léﬁ@tg‘rﬁ@il
petroleumjell'y, prednicarbate, salicylic aci

monaaf@afﬁt@n%orbﬁan awPPAleRisH Sisiinderm olyeo! faom'i\vf@#%ae@'
polgéf R AREhd BRRS a.eltﬁefwé%&.%%aﬂﬁgs Fﬁ%hﬂﬁ'f&l’tﬁﬁ&% GhRNaRBS,

sol one, acept, etanercept, cyclospori ne,
shetiechamneciateq shellaorand eelluiasetacetata phihalaigar WG@@@WQS

mc%&&ﬁ@?@&eﬂﬁﬁce@ﬁ og% dadi lcfaﬁ%%!y ”Fﬁ%?'ﬁ%@" BSYaHy e

e go penr’ci
glyagiadduoagptd MLulceblmta:uenphmaldtgdr oxychl or oqui ne,
sul ﬁéal azin

thi Sharaoee SLtedraran sy’ il aslapRBos SAbH4Ry
ad§iidtpsRinadt ohemdR kB FRItinde:, orfasion mlh@kazp H@r example, MCP1 or a

pr of | oxaci n, azathloprlne rcapt.opuri ne or
fuwm@ramyltmmh%rﬁehpa@.REWB?C%[&IC@FE 8%’?' &]er‘\aﬁft i n

as&lctatidralBeE 9%+ @Xan’i[ﬂé e&%bﬂno%@fu@lﬁ@@tﬁe@apédﬂ@a’g@ﬁ%sbwell as

etoricoxi b, efalizumab, adalinumab, infliximb
compsilioss apmpHsing shemplipg, Muimer qriusien thespol, i X8I

M(%If’]‘l9 OLQ ft\lélgr? oP Al tgluérftﬁet%fof fh égé%ﬁfélﬁpﬁ it Mﬁﬁ@? {Hi®apdutic

conprising fusing
ageol. ypamterdbocﬂlmeah thermhleo@heﬁbmum agenkist &Iragwﬂtthathwhéﬂf

aofint BB R sOHP el Bretenie 2 T mupe BalEt il the

subjéet. Thee a@hirestragibn @ﬂndldmségewhan}esnch hgemﬂypmliwass es
an am no amdci:;I guen rth IDI\IO

t
acaeMeuPrisa SeReTal iR 1 (rerreRHEt e PRI S Bl TG bproved

agBRBEPIH HEP |c?dﬁsn9e§@R€fe?§ﬁéé9m &ﬁi@ﬁie@@; besitReh#ence,
%oup consrsting ENCE LI STI NG
57EEd); Medieal n@@m&@ﬂp@w i@@b&%ﬁiﬁ i b editigs
Y RIRTin B a7l 51>
(NFBESHER 0 e e 45 SR PR e PR e B 02
<21 Thedermlihasspe@ticrPaib” iAdicatesdpatine che(rmklr@ Reyltimeror
Val ,. Ser Al e . Y
b kot el pE o RGP Bl By e
furfdar thérapéatic Ajentlean bégbrraGiakisl i bmg@mrﬁp@sﬂm foasn
. Phe Thr ie Ser GInAr
simpplgangops Spiivaty S fofoat€a Bapardily Buf o9 Br ke EprbBsfions
(g, )2 Madhérthord €¥éh component can be admlmstered to a subject ata
different time than when the other component is administered; for example, each
administration may be given non-simultaneously (e.g., separately or sequentially)
at several intervals over a given period of time. Moreover, the separate
components may be administered to a subject by the same or by a different route
(e.g., orally, intravenously, subcutaneously).
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lie Phe Lys Thr lie Val Ala Lys Qu lie Cys Ala Asp

Pro Lys Gn 65 70 75 80 Lys Trp Val A n Asp Ser Mt
We@7Rs0Leu Asp Lys G n Thr G n Thr 85 90 95 ReDUE}086/031155

Thr <210> 2 <211> 76 <212> PRT <213> Honp sapi ens

<400> 2 Gn Pro Asp Ala lie Asn Ala Pro Val Thr Cys

Cys Tyr Asn Phe Thr1l 5 10 B2 Asn Arg Lys lie Ser Val

Gn Arg Leu AIa Ser Tyr Arg Arg lie Thr 20 25 30 Ser

Ve AREgE irgh e gRud’ € e dBbnt e RSB SHEAk,
multyiger OrBus/eh tt@réofAﬂ’fat Semer{\/&tﬁmﬁﬁlsté@da@ aﬂamédtt,sbrlngs ahept a

Lys d Thr G Th L hr 65 70.75 <2
desiib arppenpRRNSEPRIARHPFY 1 CHBRIETIYT SITUREDSYe

redﬁeﬁéﬂ 81 P! pro§RELiER of 8auS ¢ Bf 9% mpk§Lad TG DWRR ksﬂgl‘ﬂan

heavy chain CTonstant region e to CH3 only

megicat gondi fgmﬂfag 1a&melmreaivad dlﬁ@r@e - MB‘G@Z@@ tig,agent

it Sl Yot e, oL
Thr Faah@3hatapdutic Ipents ¢hatThay Pe admjrisiesd Gheonayised/d

as%C@tllgHém@i%eﬁlﬁrT'gﬁ(@evﬁ] Itﬁ &ﬁ%ﬁﬁﬁﬁ%ﬁf’ﬁ &Qagﬂ;g%\@gm or

a flh!'h@n ?Emuﬁir:ﬁerggér?eglﬂ i‘7ncLLwISz d?reoorAmgr@mm -SlewiGhiranBrefladamatory
[ 5 (€] L P H
arug (NS Rk S Esngsp i g afeAe Ty Sals S 8goBs: epBigiertphe
floétﬁfenﬁés flORBorYREn, Asupreien, lﬁh@’néﬂﬁaci?h&ei?fp@oféh Akdtooldd, e
105 110 G u Lys Thr H e Ser Lys Thr

h
meRicgeT 521, HIGF AT RCida MeLpoarD NaBA B PR TIPS Ne OSIRIPEN,

Bl B e 550, W S

tolrlnietinThr Val G u 145 150 155 160 Trp G n Trp Asn Ay

17 5 N E0HReANBrdActtiE el thidfaf BB aliffiniSldle bPcdRBinéd th

association with the chemokine, multimer or fusion thereof, for example, MCP1 or
a fusion or multimer thereof include one or more topical medications, for
example, anthralin, calcipotriene, salicylic acid, coal tar, tazarotene, topical
steroids (e.g., Clobetasol propionate; Clobetasol propionate; Betamethasone
dipropionate; Clobetasol propionate; Diflorasone diacetate; Clobetasol propionate
Halobetasol propionate; Amcinonide; Betamethasone dipropionate;
Betamethasone dipropionate; Mometasone furoate; Diflorasone diacetate;
Halcinonide; Fluocinonide; Diflorasone diacetate; Betamethasone dipropionate;
Diflorasone diacetate; Desoximetasone; Desoximetasone; Triamcinolone
acetonide; Fluticasone propionate; Amcinonide; Betamethasone dipropionate ;
Diflorasone diacetate; Fluocinonide; Betamethasone valerate; Diflorasone
diacetate; Betamethasone dipropionate; Desoximetasone; Betamethasone
valerate; Triamcinolone acetonide; Flurandrenolide; Fluocinolone acetonide;
Mometasone furoate; Triamcinolone acetonide; Fluocinolone acetonide;
Betamethasone benzoate; Hydrocortisone valerate; Flurandrenolide; Fluticasone
propionate; Prednicarbate; Desonide; Betamethasone dipropionate;
Triamcinolone acetonide; Hydrocortisone; Fluocinolone acetonide;
Betamethasone benzoate; Betamethasone valerate; Hydrocortisone valerate;
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lie Met Asp Thr Asp Gy Ser Tyr Phe Val Tyr Ser Lys

Leu Asn Val 180 185 190 G n Lys Ser Asn Trp Gu Al a
w@kao7hs80Thr Phe Thr Cys Ser Val Leu 195 200 2PSI/HER06/031155

Gu Gy Leu H's Asn Hs H's Thr Gu Lys Ser Leu Ser

His Ser 210 215 220 Pro Gy Lys 225 <210> 4 <211> 229

<212> PRT <213> Artificial $equence <220> <223> hunman

i mmunogl obul i n heavy chain constant region (hinge to

nefgie e i af P &Ry Ftilpth dodh: piSon |,
Betbﬁ]eltﬁabdﬁe}’veﬁt’ﬁteom ageixtuva bf Rydrotertisfie dexametimsons, Pr o

oo o oA Lok Sl 5 B e

oatﬁ*?éél ng%o@l shiMéedr $ddy EbgsAe) Trp Tyr Val ASIO G'Y Val 50
60 Gu Val His Asn Ala Lys Thr Lys Pro Arg Gu G u

GI nFFﬂﬁi@erAQWGS@ﬂ“(BBQQ‘US?@thaWh@ agipinigiered 1 C%@ln%%in
assé%‘atl'oﬁ%l@{heﬁ'entﬁ?e"'hﬁm@\@r cﬁ*Sstnéh ﬁhér%HiB%rg&a%lé\%CM or

a flEm«m Semu]i[m)er]mérebltmc&i@ie dneeorcmqra_g@lafaceptn @’ia8§fce s

cy e L S e ﬁqogee)(a r%c@rggn gs&r%[n%n‘é%?{dﬂ(}é? EF%I‘ n]?chIXé'EHOIate
moﬁ;tm é%iﬂ‘@sdlaﬂng@%mloi@;ﬂmm’seu ITS Cys Leu Val Lys Gly
e o Ser ., I 50 .155 160 Val
1 pFeterRraReHeaDes i BaEbs sRENRBTeck g e ingiih
aséﬁbﬁatlbﬁ%lﬂrmle]o?}'énﬁikme?fnmlﬁfﬁér bfusibBRh&eoT, AsPex@nyplSaVICP1 or

Phe Phe Leu Ser Arg Leu 180 185 190 Thr. V
2 fuglen oB mukirgerthpref Inchics QeyouEATaal ErRETBAPIeEROIEH,
peqjﬁﬁaé% 205t h\s@nnggﬁhlgtoﬁum Ohgﬁr%xg&ﬂoﬂggglngzgulﬁg‘uélaﬁf{/e or
oral geldxzeg. gaqraﬁotm <wid sogigm thipmeatpr aurothioglucose).

Further therapeutic agents that may be administered or combined in
association with the chemokine, multimer or fusion thereof, for example, MCP1 or
a fusion or multimer thereof include one or more of mesalamine, sulfasalazine,
budesonide, metronidazole, ciprofloxacin, azathioprine, 6-mercaptopurine or
dietary supplementation of calcium, folate or vitamin B12.

Further therapeutic agents that may be administered or combined in
association with the chemokine, multimer or fusion thereof, for example, MCP1 or
a fusion or multimer thereof include one or more COX2 inhibitors such as
celecoxib (Celebrex®), rofecoxib (Vioxx®), valdecoxib (Bextra®), lumiracoxib
(Prexige™) or etoricoxib (Arcoxia®).

Further therapeutic agents that may be administered or combined in
association with the chemokine, multimer or fusion thereof, for example, MCP1 or
a fusion or multimer thereof include one or more antibodies such as efalizumab
(Raptiva®), adalimumab (Humira®), infliximab (Remicade®) or ABX-IL8.

In an embodiment of the invention, the chemokine, multimer or fusion
thereof, for example, MCP1 or a fusion or multimer thereof is administered, to a
subject, in association with phototherapy, particularly, wherein the subject suffers
from psoriasis. In such an embodiment, the subject is exposed to sunlight, UVB
light, PUVA (psoralen plus ultraviolet A). PUVA (psoralin-UVA) or laser light.
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<213> Artificial Sequence <220> <223> human

i mmunogl obul i n heavy chain constant region (hinge to
w@RiB70218y) , i sotype gamma 4 nononeric vari ant PEBOS2005031155

Gu Ser Lys Tyr Gy Pro Pro Ser Pro Ser Ser Pro Al a

Pro Gu Phe 1 5 10 15 Leu Gy Gy Pro Ser Val Phe Leu

Phe Pro Pro Lys Pro Lys Aspp4Thr 20 25 30 Leu Met H e

Ser Arg Thr Pro Gu Val Thr Cys Val Val Val Asp Val

PU@& &%Srl’@vo@gﬁqgﬁf&t?%% péoﬁavg:f %@b%ﬁorﬁﬁ@h&%&%ﬁ an

ore{L)bSt(ﬁi ic2l Ale@iicdation Ghat ridukedRfir ARin rBere Smsitle 6 h§lﬁl Tasers
Val Val Ser Val Leu_ Thr

emﬁ@g@g%ooyg@@eggs@ Hoky t}ha’;_?fge(@ erqq@pbﬁtbjg p@ggw%glplle

r
he@ﬁ@/ s‘k‘ﬁ'nlshx%x@)é(ed-ﬁﬁmf’ E:é’nt@e Oﬁ@@/péQ)E |d§%‘g the fX'ﬂ(_l;UEC S?(glmer

lasen,susea@lgt%foalﬁed/attravwet%Hgmeénqﬂh@r L720C) Oéase@ﬁe@%
ps@/&él @%e@ﬂge é%@r &Nc%égeﬁéséégf ))QH'owSl@ht L-etﬂffé_ﬂéht from
thel&l&a\ll&ét 166 mu m;lu)/Bro XZERACBerto Agatr@ r@ @f medO@d,u cells
ST o ey A R Bkl
a f&RMdJrRAs, Mith MepoiAsmerty sv&grnhegvdeks. G n A u Gy Asn

Val Phe Ser Cys Ser 195 200 205 Val Met His Qu Al a
Leu H's Asn His Tyr Thr G n Lys Ser Leu Ser 210 215

220 Leu Ser Leu (1;;,55 S ard Admiistratior 11> 233 <212>
PRT <213> Artificial Sequence <220> <223> hu

i mﬂu@@abmr@rqq&laqf@aw HREINEULS ASMINHBLrAtas ¢f R %Crmna%ﬂ%of the
m@'rﬁ r&% &/ Well kh&\% ¥rﬁﬁ’1 i Bha nfé’&@xﬁc@ c\fﬁﬂpo@lt’éng’ bPtHe/iBvention

Cys Pro Pro Cys Prol 5 10
ma;5beﬁadmm1$je@m farexamgle, ct;yyarm garenigratde. gvAUbPHaNeeYs Phe

N T
(eMalor@hr nekallyisl u Asp Pro Gu Val Lys Phe Asn Trp Tyr

Pills and capsules of the invention can be administered orally. Injectable
compositions can be administered with medical devices known in the art; for
example, by injection with a hypodermic needle.

Injectable pharmaceutical compositions of the invention may also be
administered with a needleless hypodermic injection device; such as the devices
disclosed in U.S. Patent Nos. 5,399,163; 5,383,851; 5,312,335; 5,064,413;
4,941,880; 4,790,824 or 4,596,556.

In an embodiment, the daily dose of a “further therapeutic agent” (e.g., an
anti-inflammatory agent) administered in association with the chemokine,
multimer or fusion thereof, for example, MCP1 or a fusion or multimer thereof is,
where possible, administered accordance with the Physicians' Desk Reference

2003 (Physicians' Desk Reference, 57th Ed); Medical Economics Company;
ISBN: 1563634457; 57th edition (November 2002). The proper dosage can,
however, be altered by a clinician to compensate for particular characteristics of

the subject receiving the therapy depending, for example, on the potency of the
compound administered or of the chemokine, multimer or fusion thereof (e.g.,
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50 55 60 Val Asp Gy Val Gu Val H's Asn Ala Lys Thr
Lys Pro Arg Gu GQu 65 70 75 80 G n Tyr Asn Ser Thr

wayeo7eegoial Val Ser Val Leu Thr Val Leu Hi s 8BCPOSHSH6/031155

Gn Asp Trp Leu Asn Gy Lys Qu Tyr Lys Cys Lys Val
Ser Asn Lys 100 105 110 Ala Leu Pro Ala Pro lie Gu
Lys Thr lie Ser Lys Ala Lysb&8dy G n 115 120 125 Pro
Arg Gu Pro Gn Val Tyr Thr Leu Pro Pro Ser Arg Asp

130 135 140 Thy, Lys. e
M g cHlodtete 2. e BororyBye pltherY oL
re as%ise ,1AI62 V% G|7g pp ESIu Sﬁr Asn Ay Gn Pro Gu
e oS g gy o 1 BaRe b
infl\hlg}?néitgél JdHitiéR! in ASsubecst %rdmﬁhigteﬁhg,@me@hbjea,xa Asn

95 200 205 Phe Ser s Ser Val, Met Hs GQu Ala
tharapeuticallyetiestive amquntigf cgrrobing, Mykimes @r fysiorsitereefyfor

L , . : : . ]
oI KA 2y AR a2y el dooding
the’(-r:al_gemiclgll;obiﬁetﬁivemy\t@haifnrtfaerrtberaﬁeuﬁi(egmm- (Thertgemt o
" 0 | | | 7
ELgheRtl e URPAAE P FBLSARON G Py Ao
substan&e (e. &1 MAP 51d) @hdtSviMeticiPa bidBbgicdl en neslicabrgsp@ingef @
s34 YSBMBUDIPLoRE i IS hRnBAgUaR PLE Spil Rty fFRaees
a rdSedrendabodat of\ﬁé’ceﬁﬁéria’i’gfw%ﬁinau(ﬂeéﬁfbr BramBley aMaliatiors

Phe Asn Trp Tyr 50 55 60 Val Val

n rp ) \ Asp Gy, Val Hi
revessal AplENINGHOTRF hal{jag pF slowing e Mg@eﬁg'@ﬁ 0?@%99%31@45

By Wi .40 i St plouriar i

disioyderdy ¢ha gubject! I'sen enbpdipienteighe gwention.q teranputically
ool rihold bt bk ST Ao,
exBmpIcSAMCRT gr AdpsiGh or reltim&0the&Hf (4., MCP1-Ig; for example a
polypeptide comprising any amino acid sequence as set forth in SEQ ID NO: 8, 9,
10, 11 or 12) is from about 0.1 mpk (mg per kilogram of body weight) to about 10
mpk (e.g., 0.25, 0.5, 0.751, 2, 8,4, 5, 6, 7, 8, 9, 10 mpk) once a day, every 2
days, every 4 days or every 5 days or once a week.

A composition of the invention can be administered, for example, three
times a day, twice a day, once a day, three times weekly, twice weekly or once
weekly, once every two weeks or 3, 4, 5, 6, 7 or 8 weeks. Moreover, the
composition can be administered over a short or long period of time (e.g., 1
week, 1 month, 1 year, 5 years)

Dosage regimens can be adjusted to provide the optimum desired
response (e.g., a therapeutic response). For example, the dose can be reduced
or increased as indicated by exigencies of the therapeutic situation. For
example, dosage can be adjusted, by a practitioner of ordinary skill in the art
(e.g., physician or veterinarian) according to the drug’s efficacy, progression or
persistence of the disease or any of its symptoms or the patient’s age, weight,
height, past medical history, present medications and the potential for cross-

reaction, allergies, sensitivities and adverse side-effects.
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Thr Lys Asn G n Val Ser Leu Thr Cys Leu Val Lys Qy

Phe Tyr Pro 145 150 155 160 Ser Asp lie Ala Val Gu
wae@7@1805er Asn Gy G n Pro Gu Asn Asn 165 1FOI/L3%06/031155

Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gy Ser

Phe Phe Leu 180 185 190 Tyr Ser Lys Leu Thr Val Asp

Lys Ser Arg Trp Gn GI n d yp6Asn Val 195 200 205Phe Ser

Cys Ser Val H s u Ala Leu His H s Tyr Thr

L
SooAphysiEER s V%f%%%ﬂ?ﬁ @6&’%5??@@3{5&#‘"?’? tQE o ey
detgz(ﬁ)ig\@régﬁ gé@cgibeqig eﬁif:ﬂhwmnoﬁ%ﬂthé phaitna e utivalsemgpSition
<400> n Pro Val, Th
reqefed-Tpr %@Wﬂﬁethﬂfﬁ*yf'%mwe\ﬁefﬂg%ﬁ'aﬂrcé’“&/%%ﬂ dé’%%fgff’/au
chéﬁ"né‘mﬁé tnl8heflo fuafin fﬁ)éfeo‘N or k&mbplee MOP1 80a ﬁ%l@@oﬁﬂultlmer
Cys Pro Lys G u Ala Val |ePheLsTh

thewnf OA?éapr@sm@eems: al gemppsition thersaf %&I'%YGJ&s‘SWPF Hﬂ%@aﬁ%u'md
r

ot i Dl Bl il g,
dosz)e@e&gtu\t@oﬁw feetg ip aopieveys P:ro Cys lie Cys Thr Vval

ro

LyaFor e Bior G odreer Son b8 miiorgl bR Ak Por
vetéhnarfroby i valaty cFimetRyds, \dal thva doslay régimen erdee altgred
w5 Al S B Ty
blogby dr)é‘&r 8y Ahd c@ite Gf @kﬁpﬁt&l& ﬁﬁﬂut&&nig He sgrbad Af the

145 50 155 160 Val Ser

couprng o e RS L ¥ aXirepe8 PRk S SsERs Tt if

i hiVRlpraseht S8 drd@isthf Phe Pro Ala Pro lie Gu Lys
] é’% 850190 Thr ;3|‘z¥le Ser gs Thr Lys Gy Arg Pro Lys

Al aFpr eX@nlevmewmtthhﬂ S PramIeseAN P& MaHoRch byrige
oGBSt b con o
alté'deld adabrd@gly. TMeti@ds Mhlﬁﬁ@o mngnmeumamgrarﬁ;rw @matude, for
example, Jomt(%ray%?g rl:xrguma%?d fA‘%Por-thgodqegt, chgcllnl]& fdybélevated
erythrocyte sedimentation rate (ESR), a complete blood count to check for low
hematocrit (anemia) or abnormal platelet counts, a blood test to check for C-
reactive protein or synovial fluid analysis.

For example, Crohn’s disease progress can be monitored, by the
physician or veterinarian, by a variety of methods, and the dosing regimen can be
altered accordingly. Methods by which to monitor Crohn’s disease include, for
example, monitoring the severity of symptoms reported by the subject or patient,
sigmoidoscopy, colonoscopy, ERCP (endoscopic retrograde
cholangiopancreatography), endoscopic ultrasound, capsule endoscopy, Plain X-
rays, X-rays with Contrast, CT Scan or white blood cell scan.

For example, uveitis progress can be monitored, by the physician or
veterinarian, by a variety of methods, and the dosing regimen can be altered
accordingly. Methods by which to monitor uveitis include, for example,
examination of the eye with a slit lamp microscope and ophthalmoscopy,

measuring visual acuity and intraocular pressure.
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245 250 255 Asp Thr Asp Gy Ser Tyr Phe Val Tyr Ser

Lys Leu Asn Val G n Lys 260 265 270 Ser Asn Trp Gu
WeL@7@0Asn Thr Phe Thr Cys Ser Val Leu H s QraI/BFH06/031155

280 285 Ay Leu H's Asn His His Thr Qu Lys Ser Leu

Ser Hs Ser Pro Gy 290 295 300 Lys 305 <210> 9 <211>

307 <212> PRT <213> Artifi d7al Sequence <220> <223>

rrature human MCP-1 fused to human 1g&4 <400> 9 G n Pro

o P Sebfiocifardiy B Aport sk beiplotba SILETS |

physsdgiar vt vé‘kégnam‘@, lbly & \léhret;ZGf mﬁtrﬁﬂsS@md ’@@rddsyrsg @gémen oan be

| ie Phe Al a. 35 O
aterbg psoednal. Sepodhity Viap! B Henyy’ EesrBlyd odig ulloey
exaﬁ’ﬁﬁlesﬁfutl%bh@ék §§s %lo‘?ﬁﬁcbﬂ)lés Lredtafepcdiys bidpsy,TstooBesting

Pro go Ser Gu Ser 65 70 s Tyr
for@iqod:@rdoqss B|099§e$i$ sxaminpavipiebIapd cel &?V@lsuorbﬁ Y eu
ex%nbﬁaﬁéngo 95 Gy Pro Ser Val Phe Leu Phe Pro Pro Lys

ro Lys Asp Thr Leu Met 100 105 110 lie Ser Arg Thr
Pro Qu Val Thr Cys Val Val Val Asp Val Ser Gn 115

120 125 G u Asp Pro Gu Phe Asn Trp Tyr Val
Asp Gy Val GQu Val 130%@% H's Asn Ala Lys Thr

Lys Tﬁeoolm\/\gn@xar@phes@ra pRhéadeNshm rBere dearlyTgesctivs thepresent

Val Val Thr
invagior Aic Shdhisldint B gorgruetbip I FEnE oot of Y i dhny
méethiéd Hﬂéo@és#ﬁﬂdlb&@séﬂ ih the EExBipl&esedion dolnetlt]JBé)parBBf the
190 Ju Lys Thr lie Ser Lys Ala Lys Ay Gn Pro Arg
pregept iBVeNt®™h val 195 200 205 Tyr Thr Leu Pro Pro Ser
Gn Gu Au Met Thr Lys Asn A n Val Ser 210 215 220
Leu Thr Cys Leu Val Lys Gy Phe Tyr Pro Ser Asp lie
Al a Exampted: @z»s-m@mrwmmﬁamﬁﬁls&a%ﬁuw'ya@m°f

Hufhn FGP (b 8 o e Shellin g eHpGhfudel 100

Leu [Bylgh’a»b‘ constructs.
hMCP1-mlg (NH,-human MCP1-Mouse |g Heavy chain y1 (hinge-CH2-CH3)-
COOH) : A BamH1 site was introduced as a linker in the cDNA, resulting in an
insertion of a dipeptide, Gly-Ser, at the junction of the MCP1 and the Ig H chain.
The product was expected to form a dimer with predicted molecular mass of
68,993.
hMCP1-hlgG4 (NHz-human MCP1-human Ig H chain v4 (hinge-CH2-CH3)-

COOH): A BamH1 site was introduced as a linker in the cDNA, resulting in an

insertion of a dipeptide, Gly-Ser, at the junction of the MCP1 and the Ig H chain.
The product was expected to form a dimer with predicted molecular mass of
69,146.

hMCP1-hlgG4 monomeric variant (NHx-human MCP1-human Ig Heavy chain y4

(hinge-CH2-CH3)-COOH): The two cysteine residues were replaced by serine
residues to eliminate the intermolecular disulfide bonds. A BamH1 site was
introduced as a linker in the cDNA, resulting in an insertion of a dipeptide, Gly-
Ser, at the junction of the MCP1 and the Ig H chain. The product was expected
to form a dimer with predicted molecular mass of 34,543.



10

15

20

25

30

260 265 270 Asp Lys Ser Arg Trp An Gu Gy Asn Val
Phe Ser Cys Ser Val Met 275 280 285 His Qu Ala Leu
woi@7hssoH s Tyr Thr G n Lys Ser Leu Ser Leu SeeP98208Q831155
300 Leu Ay Lys 305 <210> 10 <211> 307 <212> PRT <213>
Artificial Sequence <220> <223> mature human MCP- |
fused to human |1 g&4 nononerd& variant <400> 10 G n Pro
Asp Ala |lie Asn Ala Pro Val Thr Cys Cys Tyr Asn Phe

1 .
nnaEE-pig e Bk R Serabdo 3E0nglf e iReg H BYef .
Cd@l%) @ BahA Sfelwad iatrBagcdd/as Alinkéd ie th@bDNlA’;l r@zltﬂr@ %3N
sGulle%sAla Pro Lys Gfl L’\ﬁ GE
insagjonaa qlpeptisis, S4y-6er, @6"‘@1@0{%0@6 é@@ﬂﬁ tgﬁﬂg Ghain.
Thé‘b{r/ocgcg mé}é%xé@éte@td forl a@ererSﬁ*ih éﬁed%ﬁe& Ao uiarsndsy of

Pro Ser Ser Pro Pro Qu Phe Leu
70000. 85 90 95 Gy Pro Ser Val Phe Leu Phe Pro Pro Lys

nfG51- B Ot Fangli b izh i MEp Whfmdfo B Bhaim v
(hlﬂg@-@%CﬂBl OgIDHEﬂ?eCﬂﬂteé/@lstéﬂm rﬁ@eﬁsmerﬁrrppl‘éxced‘b&alserme
re&%aﬂp&hﬁ@a@tﬁﬁ e sep R o %A%arn*ﬁé"%fés

mh%%@cé@@s%r Iﬁmké/nalh tNé'cDﬁﬁl( ré@lltl ih ahihsddibnleda d‘rlbépt@enGIy—
165 170 175Lys Qu Tyr

SeVaﬂT t tep unation g&t@e@néPwdﬁhe ISk oRain. e Pistict pes Fpectes

o QP Girghestls il g for s o 59 S

G u E3pressioneind pyrifigatiord tn tis esenpie1 MICALIpwes pypressed
o S 48 ) Bl B s bl
Thelisold®a preieinlyas byslyZéd by I$DEPPAGE ané!h}ﬁsZSO 255 Val

Lo 4505 G3BrSTNGE) CoE Clbab o Tn ot e
anBeNpafahl dtheA defivéy Fodethe \@hstiat re@?dﬁ @300d&5!g (see Genbank
accession No. BC057688) (including the coding sequences for the hinge, the
CH2, and the CH3 regions) were cloned by reverse-transcription polymerase
chain reaction (RT-PCR). The MCP1-Ig cDNA was cloned into mammalian
expression vector pCDNA3.1 (+) (Invitrogen, Carlsbad, CA) as a Hind3-Not1
fragment by standard molecular biology procedures to create the
pcDNAS.1(+)hMCP1 migG plasmid.

CHO-K1 (ATCC CRL-9618) cells were maintained in D-MEM/F-12
medium (Invitrogen, Carlsbad, CA) supplemented with 5% fetal bovine serum).
The plasmid DNA was introduced into CHO-K1 cells using the Lipofectamine
2000 transfection kit (Invitrogen, Carlsbad, CA) by following the protocol
suggested by the manufacturer. At forty-eight hours post-transfection, G418
(Invitrogen) was added to the culture at 1 mg/ml for selection of stably transfected
cells. The G418 resistant cells appeared as colonies in about 10-14 days post
transfection. The cells were then pooled and transfected by limiting dilution into
96-well tissue culture plates at frequencies of 3 cells per well, 1 cells per well,
and 0.3 cells per well. Single cell-derived clones appeared in about 7-10 days
and the conditioned media were examined by enzyme-linked immunosorbent
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Hs Gu Ala Leu H's Asn H's Tyr Thr G n Lys Ser Leu
Ser Leu Ser 290 295 300 Leu Gy Lys 305 <210> 11 <211>
W@l 742B8> PRT <213> Artificial Sequence <220>P&RPS2006/031155
mature human MCP-1 fused to human 1gd@ <400> 11 Gn
Pro Asp Ala |lie Asn Ala Pro Val Thr Cys Cys Tyr Asn
Phe Thr 1 5 10 15 Asn Arg L5 lie Ser Val Gn Arg Leu
Ala Ser Tyr Arg Arg lie Thr 20 25 30 Ser Ser Lys Cys

YL

hlghept thers Wit rB@xamitehip expsession [dey) byyonGaliziig theyiald to

ThrProL r d erVIGIu 5 70, 75 80
oxl gttty A\ JanerplooiEloon o g B B8 Ty i chosen
forg)’r@dl?&oﬂ cl8he by Leu Leu Gy Gy Pro Ser Val Phe Leu
ro Lﬁs Pro Lys 100 105 110

h Asp Th
| i e Pegqucip of e MYEParmiapioten wa&;@rla{pacf oq}d;n@g”semfree

COH&QOHSZSC%B 5‘2@!ell§%eré"s%rﬁlébl€5\léaﬁ’é@ irfed %ué/ nsidtbcithige of
Trp Tyr Val u Val Hs

pro&ew-fpe@me;iwrrmns_@mgmfdsﬁ HOY basy me@wﬁn tlying psientiic,

oM AP 157 1 Bt Mool

(In@trog@my Galyfsarﬁng]_ykﬁ))vaﬂ) nbef 108X Fﬂ’y@nvwregetrém 178@)1‘ imi“pld

(meigosih sapCordge oSttt ShL i M 201 Pk

(Slbma Pt enl Baoh SeTragedEIésenGAlandelradd EIdnyentEEi (I)@[tﬁso A2€ndon,

Val, S L Th L Val
VA, Fosprodiaion 3615 569 S5ecRibat § Hensty QTS & 1" PRpmU 2
vol'ﬁ%e Bﬁﬂht@r Y B0itdtr éha@bﬂﬂeﬁ‘ﬂ@ ﬂﬁ\fla'ékfwéyﬁ‘l&éﬁ a4 20sp28 of 75

hr Thr Pro Pro Val Leu_As Ser Phe Phe
rpmeaj agansisy teraperatise o7 §7 Lt‘ysn t@@@f@%ﬁnceaqf 6 @Yz e

co@ﬂé’nt@ti@ngfg | rfshn Waﬁﬁ'%urﬁ@heﬁ :&g a%?ﬁ %Pgngﬁf_l?é?a%%%e@ﬁ%r and
the gencenitralion obgiBcawes nEuntained asdr2 pragn @Byllﬂ@ysCondltloned
media were harvested at approximately 14 days when cell viability was about
20%. The conditioned media were filtered through a 2-micron filtration unit
followed by processing through an Affi-gel protein-A affinity column (BioRad,
Hercules, CA) according to the manufacturer’s suggested protocol. The purified
protein was analyzed by SDS-polyacrylamide gel electrophoresis (SDS-PAGE)
under reducing conditions. A single band was observed after the gel was stained
by SimplyBlue SafeStain (Invitrogen), with an estimated size of about 34

kilodaltons. The purity of the product was estimated greater than 99%.

Example 2: Cell Migration Assay

In this example, the presence of human MCP1-mlig was demonstrated to
impede the ability of THP-1 human monocytic cells to migrate toward a
recombinant human MCP1 gradient was demonstrated.

THP-1 cells (ATCC TIB202) were maintained in RPMI1640 supplemented
with 10% fetal bovine serum, 1 mM sodium pyruvate, 4.5 g/liter glucose, 1.5 g/l
sodium bicarbonate, 10 mM HEPES, 0.05 mM beta-mercaptoethanol, and
penicillin/streptomycin. Cell migration assay was performed using 96-well
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305 310 <210> 12 <211> 311 <212> PRT <213> Artificial

Sequence <220> <223> human MCP-|1 fused to human | gd
WOoRewaoBIsIT vari ant <400> 12 G n Pro Asp Al a H BCHEER2006/831155

Pro Val Thr Cys Cys Tyr Asn Phe Thr 1 5 10 15 Asn Arg

Lys He Ser Val Gn Arg Leu Ala Ser Tyr Arg Arg H e

Thr 20 25 30 Ser Ser Lys Cy80Pro Lys Qu Ala Val He

Phe Lys Thr He Val Ala 35 40 45 Lys Gu He Cys Ala

As ro. L G n.Lys_Trp..\Val r. Met 50 60
Criggf Ty Sicldiltis VRS b ite (N hHFR e, R Rbu VTG ¢
ac&bingab thkad thabbfaturéPs HairBEforksy SRERIMIBBANTAT I &Y MCHY

Hs Thr Ser Pro Pro Ser Pro Ala Pro 85 90 95 GQu Leu

(V&P R Wﬁt%msewmapphfe ML e Blappg imths gRoTpEBamber.

i 5oBISf80 T iy Arod f i B

chambe@l (LCallspvereslisgansee lin thestopiveeliss i herrplcnqmatva wese placed
 $3 I b (8l Ptk sndsn GRohtie e o
toward hungariMEICPTaih tise boNAa‘h dhembénr Celimigediohliveas@uantitgied as
iR B RGO BB S phttort PPl assoy

KitPronbga, IM&diSsT, Ww%cébr@hdg/ﬁ) t&ynéﬂumd?ﬂ@rérpmotbaél 04)]
205 Gu Thr Leu Pro Pro Ser

m'@ﬁado‘ﬂé‘@sﬂréfc“@%d by @UE%QCchWL@BSR%\ta@USL@%@W from

the@?EUL& ‘#hé/ﬁlllgrhb{én ﬁ ﬂ‘le 8sehte driife S8SmARRe fdayehdd ?ﬁ@ relative
lie Al a Val rp Qu Ser Asn Gy Gn Pro Gu

% Afsmlg@lpwas Eyeum@l Q‘sgsuzg@thhmnw@ermf@etvmlg@gn as
1008p Ser Asp Gy Ser Phe Phe Leu Tyr Ser 260 265 270
ys Leu Thr Val Asp Lys Ser Arg Trp Gn Gn Gy Asn
Val TReepSuxinaedda05Q 8aluey sor$dCRAIM IgkandHind1CRP U wareabout

i i s Tyr. Thr n.L 5
oG p SSPE S A8 ' HE 358 B8R e
mlg at 3 nM caused a significant reduction of the ability of THP-1 cells to migrate
toward a gradient of rhMCP1 (Table 1, right column).

Table 1. Effects of hMCP1-mlg and recombinant human MCP1 (rhMCP1) on
the migration of THP-1 human monocytic cells.

Relative % of cell migration
Conc. (nM) hMCP1-mig alone rhMCP1 alone rhMCP1 plus
hMCP1-mig at 3 nM

0.01 8.3 41 -3
0.03 14.2 49.2 5.8
0.1 290.8 59.4 8.7
0.3 30.0 72.0 -0.2
1 59.0 90.5 7.6
3 81.2 100 34.1
10 73.0 58.6 35.5

30 96.6 24.8 3.5
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<211> 300 <212> DNA <213> Honp sapi ens <400> 13

at gaaagt ct ctgccgecct tctgtgectg ctgctcatag cagccacctt
w@adorozseaa 60 gggctcgctc agccagat gc aat caat gCBCT/US2006/031155

ccagtcacct gctgttataa cttcaccaat 120 aggaagat ct

cagt gcagag gctcgcgagc tatagaagaa tcaccagcag caagtgtccc

180 aaagaagctg tgatcttcaa gftcattgtg gccaaggaga

tctgtgctga ccccaagcag 240 aagtgggttc aggattccat

gaccacctg gaggggcaaa cccaaac gaagacttga 3gG <210>
10?4 <211> 684 <7ng> DNA <213> Z?tgl ficial Seqguence <220>

<223> nouse heavy-chai n i nmunogl obul i n const ant
region, gamma 1 isotype, starting fromthe am no
term nus of the hinge region and ending at the

car [Exgmple3riCullageh-inbacéiiArtiattionsddp> 14 gt gcccaggg

AR ARG I A RO
type B eOmgeRBONRYDBS AT BrddiRtd, TvadrligI MMAI BFad GR@mplete

caaggat gat cccgaggtcc agttcagctg gtttgtagat 180
Frewnds adiaqit ege 3@@9&@@@/@5@%&5’8&3 N@%@H&@H%ﬁéﬁ@m St.

LoGRI R/ﬁz)t. tBE) 94 o‘?&‘oi\fé@%fe?nigh%@?éggg.m SRERCAG (60 mg
cafggact ggc tcaat ggcaa ggagttcaaa t gcagggt ca

BGit mRTHnhe O 1t tacetic geid). cCompiaia ffaeummisasivvant (CBAnwegaaa
o3 S50FE00, AROELERASHNO A REBEDAPIERRE roen
(1maigit Oneavofmed bt BCHantt geagsoat of 8 Aywvgomihea8hixed to

T e R P R
tubs¥eQlbdcaga agagcaact g ggaggcagga 600 aatactttca
cctgctctgt gttacatgag ggcctgcaca accaccatac tgagaagagc

660 Mice wete damupizedtydhiaderinghingaiion 24 &sites caievagloo
in T@Jﬁg 1 @#é.a??f'}egﬁaé%r bi tf’)%‘f%iﬁl Eé?rﬂM%ﬂQ? rSCeEd & fRa VB B
eavy-chai n I mminogl obul'i'n"constant regi on, ganma
0.2% o1l phthe eha@sibnnghichdsretbiealent lwBAkengBOIEmMotisé.he hi nge
regi on and endi at the carboxy- fermnpus. of the
" oo \Gie et SCas0 Jahurnatins Sntiienhier afite dadals after the
imhaFERABA ARd UhEae IntS brolpe @M a8568dSEhd S@dH Bt 65ch group has
tgttcccccce aaaacccaggngacact ctca tgatctcccg gaccccftg;%aog4

the Samgruatar g iegy it Grihts c§eYag neIn bgsag 8BEcessle o
asdaecagtt caactggtac 180 gtggatggcg tggaggtgca
t aat gCcaag acaaagccgc gggaggagca gttcaacagc 240

0 mogaglcgt g t ggt cagegt cctcaccgtc ctgcaccagg act ggct gaa

4 C gggag 300 tacaagtgca aggtctccaa caaaggcctc
ccgtcctcca tcgagaaaac catctccaaa 360 gccaaagggc

2 :agne oc gayge digitsawatjghg t acaccct gc ccccatccca ggaggagat g

420 .accaagaacc aggt cagcct gacctgcctg gt caaaggct
3T@Ptér@d??é"é\%’v§]g%:atcgcc 480 gt ggagt ggg agagcaat gg
4 9epRMi6ggag aacaactaca agaccacgcc tcccgtgetg 540

actccgacg gctccttctt cctctacagc aggctaaccg tggacaaga
gagg'ic@gqsa\ge%adgken 4 days before the Gost Ahd on da;?s o,gzq, 4, 9587

Swelling was also evaluated on these days by caliper measurement.

The immunizations were also boosted: BCIl was dissolved overnight in
0.01M acetic acid (12.5 mg BCll in 25 ml 0.01M acetic acid). Mice were boosted,
ip, with 100 ug BCII/ 0.2 ml/ mouse, 20 days after immunization (Day 0 based
on the boost).

hMCP1-mlg (SEQ ID NO: 8) and migG1 (TC31-27F11, SP-BioPharma,
Palo Alto, CA) were prepared in phosphor-buffered saline at 2 mg/ml and
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gaggggaatg tcttctcatg ctccgtgatg catgaggctc tgcacaacca
ctacacacag 660 aagagcctct ccctgtctct gggtaaatga

WOZAIBH7 16 <211> 690 <212> DNA <213> Arti fi cP&l/US2006/031155

Sequence <220> <223> human heavy-chai n i mmunogl obul i n
constant region, ganma 4 isotype, nononeric variant,

starting fromthe anino terG@ nus of the hinge region
and ending at the carboxy- term nus of the CH3 region

<400> 16 tec C Jel G
aougrep et Ay Botk (MO FEGG TR i Buhs, oS dose
wasghenct 20gniigeams peckildggarn diody agpigiaid oy gdge $R0sequent

tcacgt gcg tgat ggt gga cgt gagccag gaagaccccg aggt ccagtt
do ‘%?%gﬁq\é%" ?Ltgg) 'g‘gggat ggcg tggaggt gca taat gccaag

acagaffs $6mPEeaasradskervht ithaasmdfatiiifoncgienmegition of anti-

t ggt cagcgt cctcaccgtc ctgcaccagg actggctgaa cggcaaggag
CO‘@Q@”M%B@@Y geG2alygt ct ccaa caaaggcctc ccgtcctcca

tc gﬁgﬁ@l‘é@ﬁng: @ﬁ&t%s@%(ﬂiﬁ%@?&ﬂﬂﬁof%ﬁepﬁgﬁ reated mice

gccacaggtg tacaccctgc ccccatccca ggagga atgb4 0
as iclicederhhy theamgeo sipeese gaeesgt dJegley? eaawl@stbyt beaedecag
Swgggégé@gggfigﬁeg£ggagtggg agagcaat gg gcagccggag
a

gaccacgcc tcccgtgetg 540 gactccgacg
gct Prtsthed levelstod atiagtagaypigGRackeretdgiercringd by EAdoA gdbag

00 ga aat tca ctc at t

Plafe U R el p R oA grato kg Bl P AR B b iorex.
RegHnaanlAaat 68Qu peL R a111°(§8‘lérhi§m2Tﬁ8 blite W8 wakhdd by PBS

Artificial Sequence <220> <223> human heavy-chain
followed ydtleming witl d s BSA atrdeGi yerightmfiter & @%QWY?@P’ samples

. ; . ¢ . . .

woft sk 1 HOBAqhPERARUBHE Pl Rong pit O fcRONS
BiotagiGals, 1Swgmpgeajt; did) ef2-taid gerigl diutienscateding &8 40Receaidnl.

g S e B o b AR UER O R e
e e ey
wellg CRg PR osH A CT PG IOn A 00l TR PEa.deg washed and
1og@389w%°@i%rg@%§ 385 PIFHRESAGCY THeGHISeARARrB0aR LD G,

aat ggca agt acaagt g caaggt ctcc aacaaagccc _
t ccompMER -odg trgaigdamirBaBatiedevels ohastirgokageadgG2a antibody

cagccccga, gaaccac t gt C
wedl S o A donanan o BEJ6 RIS Sl R EaREoEET I iiaats g
tre@idocdriinafC(T481@ 4gcgacat cg ccgt ggagt g ggagagcaat
gggcagccgg agaacaacta caagaccacg 540 cctcccgtgc
t ggactccga cggctccttc ttcctctaca gcaagctcac cgt ggacaag
Tab0O2 afrihjtic sgore of eghiagerm adiritistio triwet (yuaancy SiEM)-
t gcat gaggc tctgcacaac 660 cactacacgc agaagagcct
ctccctgtct ccgggtaaat ga 702 <210> 18 <211> 702 <212>
DNA <213> Artificial Sed§eitee <220>

Day -4 Day 0 Day 2 Day 4 Day 7 Day 9

Normal 0 0 0 0 0 0
Isotype ctrl

(migG1) 0 06+03 24+07 31x07 52+038 52+08
hMCP1-mlg 0 0.1+0.1 0803 1.1+04* 27405 35+07

Asterisks indicate p < 0.05.
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<223> human heavy-chai n i mmunogl obul i n const ant
region, gamma 1 isotype, nononeric variant, starting

wo e@mioztse7 ani no term nus of the hinge regi on aPdI/@Ruio6op1155
at the carboxy-term nus of the CH3 region <400> 18
gttgagccca aatcttctga caaaactcac acatctccac cgtctccagc
acct gaactc 60 ctggggggac cgPdagtctt cctcttcccc
ccaaaaccca aggacaccct catgatctcc 12 0 cggacccctg

TS BCPER Sy thg 9 GBI EA HTRRCH ARRARIGET S SEARAO! caa
180 ttcaactggt™ acgtggacgg cgtggaggtg cataatgcc
agacaaagcc gcgggaggag 240 cagtacaaca gcacgtaccg

tgtggtcagc gtcctcaccg ga%é\ﬂgﬂﬂ§@npgactggctg 300
aat ggcaagg agtacaagtg caaggtctcc aacaaagccc tcccagcccc
aka¥a 2.2 60 - - -

Trggaetacag@aygt acaccphy geccccpaf 2c 420aegggat gag Day 9
t gaccaagaa ccaggtcagc ctgacctgcc tggtcaaagg cttctatccc
480 agcgacat ty ccgtgygagt g ggagagcaat —gggcagccyy

Nogpalac addP a (iagdc®ac@ 0% 40 -8t ¢0¢ gt §8 +0jat B g1 1.83 +0.02
cggctccttc ttcctctaca gcaagctcac cgtggacaag 600

caggt ggc agcaggggaa cgtcttctca tgctccgtga tgcat gaggc
g g

acaac 660 cactacacgc agaagagcct ctccctgtct
(Mde@Dot H8&E 048 70B3<DITE> 1.88 xRD1> 1987 Q3 22.1DNA.0724.33 + 0.08
Artificial Sequence <220> <223> human MCP-1 (i ncl udi ng

N&{?Je | eader 0Deopti de) fused to nouse Ig}GI* <400> 19 .
MY 499 %0 00 L8 &0ML 1 S (L §BR 0N c dtBgt 8RGc @Q8 ¢%06
cattccccaa 60gggctcgctc agccagat gc aat caat gcc

AsEFALTREE p 9668 bl AL By StdCRFeIMCPYaRIg#L9RE G Gring to those of
theg@gtgcaga gct cgcgagce tat agaagaa tcaccagcag caagtgtccc

YRELA0ER gt t gat ctt caa gaccattgtg gccaaggaga
tctgtgctga ccccaagcag 240 aagtgggttc aggattccat

i C actgga 300
T e PP AR o fifRT Rt M0EI51 502 cant cecaga
agtatcatct 360 gtcttcatct tccccccaaa gcccaaggat
t.gctcacca ttactctggc tccta tc 420 ac tgtt
TR Rcat cagoaaoddtoBaERdaYEt Fealrla b Ben ¢t gt o
480 gat gat gt gg aggt gcacac agct cagaca aaaccccqgg
a gcagtt caacagcact 540 tt tfca agt gaact
Notr'%ggatcatg caccaggact ggctcagf%gioc%gﬁéggttc 600
Isatgat gewgbEnlyGapcagt gc aget t t copb549e@s6rat cg agaaaaccat
aaaacc 660 aaaggcagac cg tc aggt gt ac
h“&é@ﬁ'ﬁ%cac ct cccaagga gcagat %%gf—zﬁgsg ggat aaag
Datz agtedpaesset! ge anapmi witrastagdartitearor.t ccct gaaga cattactgtg

780 gagtggcagt ggaatgggca gccagcggag aact acaaga
acactcagcc catcatggac 840 acagatggct cttacttcgt

ct ahgemsle 4 Rurepudidsinditgasgspa ct gggaggca 900

D ac 1gAys a8 ety SLEMGITE (¢ B 9V i) gacg LA 109

(ségzﬂﬂé?s%%iﬁé%r?@o@m reédpr Vabkidssaj@. Sequence <220>

<223> human MCP-| g ncl udi ng the | eader peptide) fused

t o howklengiidran CCRDCRNG 8ok Acerssiprie. NM_000648)
we{scééﬂegﬁ‘éa rofh ﬂﬁﬁﬁﬁ'p%gipﬁé’t%?ﬁﬁgatrﬁo%gcf"e%? tafk WRT-PCR using
oligonucleotide sequence derived from a published sequence. Full-length mouse
CCR2 cDNA (Genbank Accession No. NM_009915) was also generated from

mouse splenocytes by RT-PCR using oligonucleotide sequence derived from a

published sequence.
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gggctcgct c agccagat gc aat caatgcc ccagtcacct gctgttataa
cttcaccaat 120 aggaagatct cagtgcagag gctcgcgagc

WO atoagamgaa t caccagcag caagtgtccc 180 aaagaagcP@r/uS2006/031155
tgatcttcaa gaccattgtg gccaaggaga tctgtgctga ccccaagcag
240 aagtgggttc aggattccat ggaccacctg gacaagcaaa
cccaaact cc gaagactgga 300 t@kgagtcca aat at ggtcc
cccatgccca tcatgcccag cacctgagtt cctgggggga 360

CoAN AR o SRk AR BARAERS AARYLAENfod RO Fbdo

mesiigg dagaogen.caittHrsiowrgg) emppl@gweth%ﬁ witlh 0@ Htg bovine
oD AR ToUE Mg B LR B T SR DL g per it

peRBMRL B@gﬁ\@ QQﬁ%QEt%%ﬁ%n@PQn@ 8 a8ilof QQMS%%Bgmouse IL-3

caacaaa ctcccgtcct ccatcg da aaccatctcc
(Biasaurce drtamatjgoaigCeneyilla @k caecamiingntdBalEScellg espresaing

oS ReAR AT it E CEe G SRS B8 R BGH g Bares

m@ggm@@:@e&lst\r@’@g@ammn@@g@m meCRrplesdidsgect cccgt g

N N T ——

1 3??569%2@@2)9 4166 Mg 8Bt S Wé?é‘%é‘ct‘é@ aetrrcpreded®of Geneticin
(NG OgeT S tctcectgte tctgggtaaa tga 993 <210> 21

3 29Dl DNA <213> Artificial Sequence <220>
<22 u%fﬁﬁrawgé’vderé bRsdaiel BY g?é\ﬁodéﬁ%‘@écr‘r’b%@]qﬁ%‘éh et al,

fuse uman nmononeri ¢ vari ant <40

2002.gBsety, aell@wg&g@llﬁted,tresgﬁr@@de@ irca desischfigy (46 gMatdtES,

PH S o A e SR PR oA hipRES 1808 g M ERRLA Incianapols,
IN)cayt igcalortgd gatiogfog &guint. aflegealigarere dansbygrapiocadef Peeallc c

{ t tt . .

dist g R g fearE ks e MR T B s AP E 2 0o psi
Nit@GRATECIH Chiges ARy FRHBWIRS RARSIAE of Igew@élmwajebae by

tc,f agt cca_aat ?tlggtqc eglcatc cca tcatctccag cacci gagtt
Cenpty L&&ga@&éﬁ%é eramin el memBrages die the-SYRpsaaiapt we
pefsted @9%ﬁﬁlfl§§eﬁllbg%tl 406, RIPRE 80 Fhin4 RAbrABRHES b

gcgt ggt gogacgt gagc’ caggaagacc ccgaggt cca ttcaactgg
reskgpen mdg«m gug@rgscg@@g@g ASkie0ge and atared 44 80
Raﬁ%@&%’@@ﬂ@mﬁ{im c%%%&gfgﬁ%baccﬁ/r%%g sgxg.gchased from

caag

cgtcctcacc ¢ aggact ggct gaacdg
Pegagﬁnaa@osgn’aa@@tctc caacaaaggc ctcccgtcct ccatcgagaa

ot ol e repaetol PR ARy CRERANS B AR R Ghred ot
ungoértc:)tag dolvdng C?@ﬂﬁ@‘ta.‘%g 6022219?!555?21 QaiM (Naﬁ,(lt gg‘g%ﬁﬂ}l@ doamM
Ml Sy e TGy SR04 5 e R EPEPUALT 606§ wheat-germ

gﬁﬁlﬁlﬁt@/ﬁ‘ﬁe@&c?ﬂﬁér‘sﬁén\c PH LA NIREASUILEEioRIdhated human

aggagggga atgtcttctc atgctccgt’g atgcatgagg ct ctgcacaa
R bandceanpaipg a@agtfa@tag@lcahedwoc@r@}failonét a’ggtraa@lqrg"auxtures

el AR s R R R i bbby
radielgbelad ehMOPdedas measusea Uity a<t460M1®®batag‘ﬁnaiagt:oUnter
ctgccgeect tct ctcata ccacctt attccccaa
walds st Jaota bt Bt bR iEty Ble e liata TRy
the0GkaHPRIdaRYighh BGaaeasd (SatDiego, CA).
hMCP1-mlg competed with radiolabeled rhMCP1 in binding to the
membranes of cells containing CCR2, with a potency of 5-12 fold less than

unlabeled rhMCP1 (Table 5).
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aggaagat ct cagtgcagag gctcgcgagc tatagaagaa tcaccagcag
caagtgtccc 180 aaagaagctg tgatcttcaa gaccattgtg
wQe@daggaga t ct gt gct ga ccccaagcag 240 aagt gggt PCI/US2006/031155
aggattccat ggaccacctg gacaagcaaa cccaaactcc gaagactgga
300 tccgttgagc ccaaatcttg tgacaaaact cacacatgcc
caccgt gccc agcacctgaa 360 cPectggggg gaccgt cagt
cttcctcttc cccccaaaac ccaaggacac cctcatgatc 420
t cccggaccc ctgaggtcac atgcgtggtg gtggacgtga gccacgaaga
ccctgaggtc 480 aagttcaact ggtacgtgga cggcgt ggag
Tapple)balnhabigion i £2i32 hindingigadinriciivalgdgbalt Bt a
acagcacgta ccgtgtggtc agcgtcctca ccgtcctgca ccaggactgg
600 ctgaat ggca aggagtacaa gtgcaaggtc tccaacaaag
ccct cccad/E2bCERRgmlis 660 aaBarEaICR2 aellgccaa
agggcagccc cgagaaccac aggtgtacac cctgccccca 720
t cccgggatg agttgactaa gaaccaggtc agecctrgacct geTtggt caa
aggct t ct d€sodBM) cccadgbia t cdCegblia gtigdgMyagce
aat gggcagc cggagaacaa ctacaagacc 840 acgcctcccg
t gct ggactT TgacggctTe ttTrtTctct—acagcaagct _caccyt ggac
rhidCP1aagagd@ddyt ggcdfcaggg gadkSgdcttc tcht.gctccg
acat ctctg 60 aa aca cg agag
hN@%?tﬁﬁ@c%%SEgtccgg%%gfgatga %%%@£<210> "<211> 1005
<212> DNA <213> Artificial Sequence <220> <223> human

Ediple 5 BpieRe i SRR RE S RE st of fcpfRL,

fusiongt gcct g ctgctcatag cagccacctt cattccccaa 60

gggct cgct ¢ _aggccagat gc aat caat gcc,_ccagt cacct gct gt t at aa
St dALES SramBle: AP B RO AP B e actShea
t ¥hABARISLhMOT: I- MG Mdsionatbtdins.C HLBRmaAOPadEgG/ariant proteins
tgatcttcaa_gaccattgtg ccaag&gga t ct gt gct ga ccccaagcag

werg @XRERFEEH gt el callat Sefgeled anetthery g¢ &g thecelllar
gr&REARBARC P HRBSRH WE8 caRES B4ihg RUS s&hid t%%% as set forth

t gacaaaact cacacatctc caccgtctcc agcacctgaa 3
abeve dergyifiyng AYEEE-d agto. cthecisolataccprotaing wermanayzethpabhS-
catgatc 420 tcccggaccc ctgaggtcac atgcgtggtg
gt ggacgt ga gccacgaaga ccctgaggtc 480 aagttcaact

gghac@f\@gaftmmgN@HU(S%EWW?R?ICC?%WM?M%@@@@@DW a
/ cagt aca acagcacgta .Ccg; C_agcat cc .
pafie] PG e el i qoian8 g e et ) Jui R adbuiin neavy
chgtrggl«z’tﬁ@\t@t ’f isbBpadeesa@nbank am%nqc@mmgegoﬁ@@?n}a 4

_ aaaaccatCct ccaaagccaa agggcagccc cgagaaccac a acac
sy (seecSanten aeesean Mg Bageoten i bearesas Jiaidng the
coﬁ%e%?@ﬁ&eegfbﬂﬂﬂﬁiﬁaé, RETH2, Hritthd BHF FEASE) Ffcte cloned by

tcgccgtgga gt gggagagc aat gggcagc cggagaacaa ctacaagacc
remr@e-ér@@éemM@@goq?mer@ga@h@lndga@tggk&FgEP&Pat tlecgreate monomeric
o iSO A Bl 8RR e hinge
regian ovEr € sleplacepthy aanjegresiuesccct g t ct ccgggt a aat ga 1005

< > <211> <212> 13> Artificial. .

SR eRR0 S SiR0Ba0 g eI TEAG 4ls arfuiivipaly cloned
ints4h@nniidiag @ag@asi@gg/egmén%unmj q&} deatrtbgén,qtaripbad CA) as

.C caat c tgctctgat ccgcat agtt aagccagt at
HiGRaNAEE fagmefl b segHergasstias PORMGT aLgias 196reate the
pcDNA3.1(+)hMCP1-higG plasmid.

The hMCP-1-hlg variants were expressed by stably transfecting the

corresponding plasmids into CHO-K1 cells. The protocols of transfection,



10

15

20

25

30

cgagcaaaat ttaagctaca acaaggcaag gcttgaccga caattgcatg
aagaatctgc 180 ttagggttag gcgttttgcg ctgcttcgeg
war@rezggyc cagat atacg cgttgacatt 240 gatt att ge€CI/US2006/031155
tagttattaa tagtaatcaa ttacggggtc attagttcat agcccatata
300 tggagttccg cgttacataa cttacggtaa atggcccgcc
t ggct gaccg cccaacgacc 360 cB@gcccatt gacgtcaata
atgacgtatg ttcccatagt aacgccaata gggactttcc 420
SR EOrEP Tl S0 Sl gg@@@%t@éﬁ%‘f’omw%
thQ&&aM@&bg@nrt thaagypie obleMCHyt-anlp. 540 at gcccagt a

B e s

det@gm@: wﬁg tmﬂggtdrar@&ﬁOFmﬁnggmmahete&am@gi of hMCP-1-

150 RRS RS G DU U SH G R G140 B e Bfer the dimeric

for‘ﬁ@@ﬁﬁM@@Cﬂ-hfﬁ?ﬂt g9 FCEM FSOh8 naEreTeé e formdd HaasRa -hig(y1),

gt ct at at aa _gcagagctct ctggct aact agaﬁaaccca 840
51& p¥foatheigetic JareyalbhMEPabhtyh, ahe ¥8tlapMdoripedaeraiagric
forgh bORGERIS- h%{?@gtﬁdr%%ﬁ?ﬁéns@ﬁ%étl@%lﬁetcﬁ AAEBA3h the same
tcgccgccac cat daaagtc tctgccgece 960 ttctgtgect
exgetlrgentwaadgfeagw@ddotbet%?pM:cca agggct cgct cagccagat g

tl?ﬁg SRR § SF@\%t\%gléﬁtst ﬁ&%%lé@ﬁ@teﬂﬁfr{e@%&c&%motaﬂs
aggaagatc cag gcaga ggctcgcgag ctatagdaga
asabysawita - ¢ caltyt The prcnemngmagamh ilgttgabaitdesaridddlinGhe

o O L3000, qfa et e AV AL Sieric

for;h? @ﬁlltﬂgtPg?-h&j VC)QQQW]‘(&QI@Q ﬁ’:dr@{ﬂﬂaribﬁﬁﬂ? t@t hM(}Rit %ucmg(w) 500
gcat a aca C catc C C C CCCCcCC
PM & dhe gt %ﬂ‘@ﬁg Nﬁg? 63%8 Vé%,taé@t%?b@\ﬂé?'&%@a{a@@qmeﬂc form
of VD ALl bty49lt B6f GSAsaIsbASthd £6 QOARA0S INBPCE FORE same

gtccagttca gctggtttgt agat g gaggtgcaca 144
exqaagmteetavya%da@mf@@ldg@ g@%a tcaacagcac tttccgttca

g‘i‘ﬁé‘%ﬁ@fﬁf e Rﬂ)/‘dli 4 %Qtv?ﬁéntg C(@Gl@é‘t%% ?Qﬁé’g Jetermined
gcaaggadtt caaat gcagg caacagtg cagc
wiﬂg‘EIdEdcmlls hyasheasraxia assaysc ddwaprotmahiggimier todhaixiagctibed

n oA B B GO e e B B0 SR B

hMCRcichiggeg3maniutes begor @gagttfgg ARgratioyamgggaMOa. With the

a a aact a aa aaC ctcagc cC tcat C t C
PreRaIAIT Bpeiendha dimetis Rl dhe GIr PR G gTes BEaYGE: FHia(H), at
as%&t%gﬁﬂlglcoﬁl%l Fgams‘flﬁ rotehs SR Aligrafiey of TEPYE E@IRAwas

g cct CacaaccaCC atactgagaa gCCtCtCC CaCtCtCCtgle

coz[rgmie tapelishpet t Whghdhe aells weregerg e Betedayitythetdigyeric or
m&&gﬂéﬁ&ﬂ)?ﬁwstoﬁﬁw g%ggyafchrgéﬁ FRACHELE @?o egﬁél SFﬁMCP 1
tthCCC técccce

tctagttgcc agccatct
inareasest byyae fol@t g\@{aag glne grmr:mbatj@ra \A@lsglacrmed @l@t \wtlrameauaatlc

or?ﬁ(gﬁ%g%t :c%&rﬂ% 19864- E&Q@ a\%ﬂ%&%é ‘vbﬁ:‘eaof hMCP-1

tgggg 9999 cag 0" agydt
indregsbloay 30 feldbagmaggc at gct gggga tgcggtgggc tct atggctt

 Bheticatidn o R AR5 S a0 e SE b B G g and up) of
hMICBOL NS Qfsca R EATE SRF aRBebiRRRAtINtIBEERIRTECEE afBhfls models

tagcgcccge tcectttcget ttcttccectt CCtttCthC C&CgtthCC

sef iprit helewh Pz%@ffg'vt&&@meiogéﬁ&wm@@p ed sisingdhe rProA
%}@H’&%qflf br fRAMSELIEE: 1eERC ABRT B MR cARE apaSweden).

cttgattag ggtgatggtt cac@tagtgg gccatcge t at atg cdg
Thesfinity calurag ses equljuieiad yitly aguma@gbuffertqmaatla@ of sodium

o RGBT pontonsa

cggcctattg gttaaaaaat gagctgattt aacaaaaatt taacgcgaat
taattctgtg 2700 gaatgtgtgt cagttagggt gtggaaagtc
cccaggctcc ccagcaggca gaagtatgca 2760 aagcat gcat
ctcaattagt cagcaaccag gtgtggaaag tccccaggct ccccagcagg
2820 cagaagtatg caaagcatgc atctcaatta gtcagcaacc
atagtcccgc ccctaactcc 2880 gcccatcccg cccctaactc

a4 a . . a oy NN AN
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gcacgcaggt tctccggccg cttgggtgga gaggctattc ggct at gact
gggcacaaca 318 0 gacaatcggc tgctctgatg ccgeccecgtgtt
wee@gotgdta gcgcaggggc gcccggttct 3240 tttt gt cBEOUS2006/031155
accgacctgt ccggtgccct gaatgaactg caggacgagg cagcgcggct
3300 atcgtggctg gccacgacgg gcgttccttg cgcagcectgtg
ctcgacgttg tcactgaagc 3360 gaagggac tggctgct at
tgggcgaagt gccggggcag gatctcctgt catctcacct 3420

ieflith 650 00aRB SbRINPRARRY 895 | OBLATBRMLANGDAR B

acc tgcccattcg accaccaagc
samaamﬁfat ag inditederhbeipag The gampteeipadsd colugut waadcwashed

willoedsdotiged ol SRS e L RRAERgRREM BAGR AT LT 6 AR6

pHIOL 9 ®eSAkcE elutigh GatsOaricd 60t wmﬁg@dg&ﬂurgesbga%ét@camd at 0.1
cgaat at cat gaaaat ccgetttt ct tcat

M S P ol B0 Gasrurelagysetebeat A R BRI 6

wntﬁtﬁ%%ege?t B8 QiR tthd pHERFuAR@AE, HISS paolwmwe@ With
tgaccgcttc ctcgtgcttt ac ﬁt at c c 3840 cgct cccgat

Stermy@ @3 GPdtes DA2am Ltct tctgageggg

Rt rianemaiags ?%%ﬁ%‘?? b
HIERABtRFY(c Healtiocara) was tused ae @@gde @ct@@@t%@lnmmpurlhes
tCG
L R s R L T

7. amtsoamacbjbhue acaaammawgnafrhe At wasnnm fiaw-through.

t . t.gt at t. tgt
ToPratae onegaboe s gt aou ik Celgtott Srpda ik < ¢
%‘é{e@@‘éﬁ%ﬂulbfﬂl‘@ﬂlm vGé’@Qse’tﬁt tgttatc cgct Cazagto
ccacacaac, atacga ca aaagcc
tﬁﬂ@@?@%’f’"ﬁﬁ?ﬁgégw g ééﬁfig’t‘g?a\"’?b%gﬁﬁedtéégctcact
phefrf&&kinéte s@@tﬁ%@%lﬂ@@g%lﬁcﬂl% ﬁggr%u% O Hres dere injected
taat gaat cg gccaacgcgc ggggagaggc 42440 ggtttgcgta
inttavgygesitintraperigaeallycor Gnsoyshivityr Shels desarfiider-1-
mlé %ﬁﬁﬂ@a%@ ger Kitrald A@ VG &G E9WeP@collected at

¢ catagaatc ggygat aacg caggaaagaa
tineapgihigdgra 3aanigyesdgd dasaddecagidyadeves @haMdE2-10nlg were

defietaler it prbiid R dBstel FISAT IapbagranacA1
anﬂﬁ@cﬂg@I&D‘SyQWMﬁﬁ@amﬂlGQMl\l) @8 ¢thd édbtuee hgifrmiycend horse-
e R0 55 SO oS,

@%&ﬁé Goftih ah%@@,gtme‘%&%ut@ g0 sbagh hadGicof 3-5 days.
aagct ggc t gt gt gcacg aaccccccgt tcgﬁgcc ac 4920

Tl’@d@VQJ% gt BMGPa ﬁ'@g@ﬁ@"lﬁdatpé@ qut JAg ehdR\ 7 cggt aagaca
Cedell 8F RICH$. %g@ﬁ ‘éggfé‘gnﬁ ‘;“&‘éﬁéﬁrggSA Qgﬁl'éhtal
agcagagcga ggt at gt gctaca 5040 ctt

X () 1000V g1 (12N enamatcmmm t(!aAE): mlgatmrgwae agtfatmed gg&?‘él: e

iR el IR BB AR AR i AR SPa e

(I—IULGPQNLG@KPDHQ (SEQADANO! 28)y Bmgtmsaaawggmemzxpm 2 mg/mL

tctcaa tttg tctac t a .
coptplala 106! S SAVeRk G SyRev N e QgL and | d0ae deRusstd ian
lnm9Q90M|&§ Wefd B8aleddH ddysondE o@ﬂ@aﬁs@@@t WigR10

8ttttaaatc aat ct aaagt at at at gagt aaactt ggt acagttac
m mmmmakmra@doqdwamlgab@wla@ée&he;rtafuﬂgég%{gﬁgtse’fy e-control
anﬁ@%&%@% gelgfhte hriﬁ‘ﬁ EB-93606% C(ﬂmﬂf-gtrﬁlg) fusion

acg '‘atacgggagg gct accatc tggccccagt
prgkeirg cidicegeeredben oysniiarertioabgdy weight gyd cliniagl signs eftdisgpse.
aat aaaccag 5580 ccagccggaa gggccgagcg cagaagt ggt
cctgcaactt tatccgcctc catccagtct 5640 attaattgtt
gccgggaagc tagagtaagt agttcgccag ttaatagttt gcgcaacgtt

5700 gttgccattg ctacaggcat cgtggtgtca cgctcgtcgt

ttggtatggc ttcattcagc 5760 tccggttccc aacgat caag

gcgagttaca tgatccccca tgttgtgcaa aaaagcggtt 5820

agctccttcg gtcctccgat cgttgtcaga agtaagttgg ccgcagtgtt

atcactcatg 5880 gttatggcag cactgcat aa ttct cttact

o, . o, 2 o2 o4 o 4 a N AN g, g,
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attggaaaac gttcttcggg gcgaaaactc tcaaggatct taccgctgtt
gagatccagt 612 O tcgatgtaac ccactcgtgc acccaactga

W0 eqroaigent cttttacttt caccagcgtt 6180t ct gggt gBgr/US2006/031155
caaaaacagg aaggcaaaat gccgcaaaaa agggaataag ggcgacacgg
6240 aaatgttgaa tactcatact cttccttttt caatattatt
gaagcattta tcagggttat 63 OO6§gtctcatga gcggat acat
atttgaatgt atttagaaaa ataaacaaat aggggttccg 6360

Die8&stCaddrd Wa%%%@l@@%ts FIFARS QLR &ﬁlc25 Bihdl IR %a@ﬁess 3=
<211> 6399 <212> DNA <213> Artifici al Seguence <22

paﬁzezéwdvhra@ PRl HMastolgl-iindhimtipparalysisy rr@ﬂbund

t
i g o S S L
cytamglng oteelisdepatgt dpmn thyaspisaltcgody AQ ne-3oajanjcasmae utilized for

o301 e RS SRR, RSB GREDAPG BEIRS Sove

perm)gateﬂlbmbg frogh tigaCNIS. Bréth @ad spihtigatd hWagé hahisated for CNS

agt aat caa ttac tc attagtt cccatata 300
mpGMHIGEL SpIRTs dedPeeRUSRERTRUET Satie Geen: Bdiaiad v
col&§ @m Me%%@%@]?ﬁon@ﬁ@@éﬁﬁ@él@ AtHEacitstisPension was
ttcccatagt aacgccaat a gggactttcc 420 attg acgtca

thap g8l ifged thraughcrryeoharmeiant ceall coyayayRadelarnngg tyt
trypRR GE BLIPESREs éﬁ&béﬂ@ﬁ&oﬁﬁétﬁéé 458idneaah Y tE;HQCACS
taaat ggCCC gcct catt 40 at cccag ta cat gacc
eHSC\Neneaaiamgg wthgﬁslacsmlm a@‘ugg@ted é@aoﬁbc&tb@s against
CORRR oG LD S A8 58 ST 0
respepiivglyc abhd ggkyagmst getd }Mrggmfrdfﬁ B2 8kadctmaeg (San Jose,

cAR 0T aiRgtan Helg el op FaliodBar julg chu ARRSY HdRR:
(Bﬂlggmaa@és gglagm@cc;\ 840 ctgcttactg gcttatcgaa
actata agacccaa gctg

cta
B BOE B I Hoi5ees ehet APYRRrelg
mtﬂ?é EﬁE%éGelgq@\etﬁréie%&@ 8bp&rbd ¢4 68385886 Af the reduction
tcattcccca agggctcgct cagccagatg 1020 caatcaatgc
of dlee agbatel maeroghagesindbe spweteerdt aggaagat ¢ t cagt gcaga
1080 ggctcgcgag ctatagaaga at caccagca gcaagtgtcc

g ttca agaccat.t gt . ggag
Takig ROt dolusioR bramin gt adiniY B 1560
tggaccacct ggacaagcaa acccaaactc cgaagactgg atccgagtcc
a Indlib 00146 oud @l CCLGALGEHL R CREFIEL oG C Gl @Ehbern e yusingon
t getngggg aggatcagtc tfgctgttcc 1324 ccccaaaacc 207

2RGgaca sg¢at ga &€JQa gaggt cacg tgcgtegegd
Avarags Segra~0] Experi ~ 72 ~ 091
U

Gl sebfokivih -m- ot thed ,Mab TG A WA ¥ Wy ) W | PR WP 9L 0 3 R 0 L0 Y B a1y aacC
gtacgtggat ggcgtggagg 1440 tgcataatgc caagacaaag
ccgcgggagg agcagttcaa cagcacgtac cgtgtggtca 1500
gcgtcctcac cgtcctgcac caggactggc tgaacggcaa ggagtacaag
t gcaaggtct 1560 ccaacaaagg cctcccgtcc tccatcgaga
aaaccat ctc caaagccaaa gggcagcccc 162 0 gagagccaca
ggt gt acacc ctgcccccat cccaggagga gatgaccaag aaccaggtca
1680 gcctgacctg cctggtcaaa ggcttctacc ccagcgacat
cgccgtggag tgggagagca 1740 atgggcagcc ggagaacaac
t acaagacca cgcctcccgt gctggactcc gacggctcct 1800
tcttcctcta cagcaggcta accgtggaca agagcaggtg gcaggagggg
aatgtcttct 1860 catgctccgt gatgcatgag gctctgcaca
accactacac acagaagagc ctctccctgt 192 0 ctctgggtaa
atgactagtc atagtttagc ggccgctcga gtctagaggg cccgtttaaa
1980 cccgctgatc agcctcgact gtgccttcta gttgccagcc
atctgttgtt tgcccctccc 2040 ccgtgecttc cttgaccctg
gaaggtgcca ctcccactgt cctttcctaa taaaatgagg 2100
aaattgcatc gcattgtctg agtaggtgtc attctattct ggggggt ggg
gt ggggcagg 2160 acagcaaggg ggaggattgg gaagacaat a

gcaggcat gc tggggatgcg gtgggctcta 222 0
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tggcttctga ggcggaaaga accagctggg gctctagggg gtatccccac
gcgccctgta 2280 gcggcgcatt aagcgcggcg ggt gt ggt gg

WO t@cozIgeng cgt gaccgct acacttgcca 2340 gcgccctBgrusS2006/031155
gcccgetccet ttcgetttet tcccttectt tctcgeccacg ttcgecggcet
24 00 ttccccgtca agctctaaat cgggggctcc ctttagggtt
ccgatttagt gctttacggc 2460 @&mtcgaccc caaaaaactt
gattagggtg atggttcacg tagtgggcca tcgccctgat 2520

TaBfPF IEPL1- szﬁg%&fotnt ;?ro@&nﬁtnhﬁﬂﬁ&t maerssidde invhafirisitd 8fe
ctcttgttcc 0 aaact ggaac aacactcaac cctatctcgg

CN&tattcttt tgatttataa gggattttgc 2640 cgatttcggc
ctattggtta aaaaatgagc tgatttaaca aaaatttaac gcgaattaat

60 Y : el onyagreghaces

ggqtccccagdﬁaggcagaa@ 2760 t atwgGRaagce atgcaﬁm@ca 6.20E404
att agt cagc aaccaggtgt ggaaagt cce€ caggct cccc**2820 ST6E04
ageaggcaga «agt at gcaa@ gcat gcatetwcaat t agt cai’geaaccat agraes

tcccgeccecct 2880 aactccgecce at c@®gccce taact €Efcce AIZEA05

cagttccgcc ®¢attctccge cccatgg@@’m2940 act aaJgEt t sasent
tttatttatg cagaggccga ggccgect ¢t gectct gage tattccagaa'
3000 gt agtfahga ggcttrtttg gadtret agg cttttifgaa JoEes

aagctcccgg gagecttgtat 3060 atccattttc ggatctgatc

Activated T cells™”

dﬁ@ﬂﬁﬁgﬁﬂmmgtgadﬁﬁiﬁﬁ tttcgcatga ttgaacaaga 312 0
t ggattgcac gcaggttctc cggccgettg ggt ggagagg ctattcggcet

at gact gggc 3180acaacagaca atcggctgct ctgatgccgc
Ex%%;gbte@ e &SI IACPICNTE SF0&RIT-e0l1adéN atitibbaylihéiliced
caagaccg acctgtccgg tgccctgaat gaactgcagg acgaggcagc
1]t gcggctat cg tggctggecca cgacgggegt tccttgecgeca
gct & JBIRPEREES
Docth e e U Ay SF RGO AARQG B daoRRRL Aden
antibedyeindyced adhnifiscyag deteayinedccat cat ggct gat gcaat gcggce

S0 587 R S5O DBEAAR BB 898 promion

aripesroQigt antivogly ¢Ghemicopg At meatuliagCha cgelkdgih intraze cagiyginid

oSSR 5A7 8 A

E)R BE6igRR idoW FE Qi Nt §6a Jr HAATP-ACintd fusicoprotedd
cat cgac tgtggccggc tgggtgtggc accgct at acat a
SUngt@@g@q%sc Bigggse @@ﬁ@t@cswe@@waaﬁ 3108 aw% score
dafty 9FHE S8 SR Gh4tuthiged td Afea8ureiéadh 6&@9 89¢AR%s: 1 = one
cccgattcgc "agcgcatcgc cttctatcgc cttcttgacg agttcttctg
sweien jcintc § et @ mewuvaliegdoints, gacenfite feetaymilingyd=ach
t c
m AL 00 B TRRRALE b e bodrB ! 12 TRERSER Fygined are set
fodfy belgpgeinabtec8t ccagcg cggggat ct ¢ at gct ggagt tcttcgccca
ccccaacttg 4080 tttattgcag cttataatgg ttacaaataa
agcaat agca tcacaaattt cacaaataaa 4140 gcattttttt
cactgcattc tagttgtggt ttgtccaaac tcatcaatgt atcttatcat
42 00 gtctgtatac cgtcgacctc tagctagagc ttggcgtaat
catggtcata gctgtttcct 4260 gtgtgaaatt gttatccgct
cacaattcca cacaacat ac gagccggaag cataaagtgt 4320
aaagcctggg gtgcctaatg agtgagctaa ctcacattaa ttgcgttgceg
ctcactgccc 4380 gctttccagt cgggaaacct gtcgtgccag
ctgcattaat gaatcggcca acgcgcgggg 4440 agaggcggtt
tgcgtattgg gcgctcttcc gcttcctcge tcactgactc gctgcecgcetcg
4500 gtcgttcggc tgcggcgagc ggtatcagct cact caaagg
cggtaatacg gttatccaca 4560 gaat cagggg at aacgcagg
aaagaacat g tgagcaaaag gccagcaaaa ggccaggaac 462 0
cgt aaaaagg ccgcgttgct ggcgtttttc cataggctcc gcccccctga
cgagcat cac 4680 aaaaat cgac gctcaagtca gaggtggcga
aacccgacag gactat aaag ataccaggcg 4740 tttccccctg
gaagctccct cgtgcgetct cctgttccga ccctgeccget taccggatac
4800 ctgtccgect ttctceccttc gggaagcgtg gegetttctce
at agctcacg ctgtaggtat 4860 ctcagttcgg tgtaggtcgt
tcgctccaag ctgggectgtg tgcacgaacc ccccgttcag 492 0
cccgaccgcet gcgcecttatc cggtaactat cgtcttgagt ccaacccggt
aagacacgac 4980 ttatcgccac tggcagcagc cactggtaac

.. .4 oy
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aaaggat ctc aagaagatcc tttgatcttt tctacggggt ctgacgctca
gt ggaacgaa 5280 aactcacgtt aagggatttt ggtcatgaga
WO t@voamana ggatcttcac ctagatcctt 5340 ttaaat t BEEHUS2006/031155
aatgaagttt taaatcaatc taaagtatat atgagtaaac ttggtctgac
5400 agttaccaat gcttaatcag gaaggcacct at ct cagcga
tctgtctatt tcgttcatcc 5460 agttgcct gactccccgt
cgtgtagata actacgatac gggagggctt accatctggc 552 0
Tobte 8IMEH-9 |%ﬂ?§l8ﬁt[ﬂ'@felﬁ GORIBAS iR indoeed apthrRRoat t t
at cagcaat a 5580 aaccagccag ccggaagggc cgagcgcaga
agt gyverct lgFroeaardvingiess agifiect ccat ¢ 5640 cagtctatta
—att gtt gccgAgaedijessaigeresgt aagt agtt cgccagttaa tagtttgege
_B700 #pdgtt gtfeR ccatt geEwd agdeed cgt g gt gt cacgct
cgt cgt t W@idPortalt ggctt ca S57AMAPH I98Qct ccg gttcccaacg
at caaggcga gttacatgat cccccatgtt gtgcaaaaaa 5820
Heyot t &@yct ccPPcggtcc tceyat cgt® gt cagaagta agttggccgce
@yt gtt&® ca 5880 ctcatggt?d tggchgcact gcataattct
©2act®tca tgéatccgt aaytgctt® 5940 tctgtgactg
#vYagt &tt ¢ aaéfaagtca ttet gagadf agtgtatgcg gcgaccgagt
000 tgetcttgée cggcgtcadt acgdfat aat accgcgccac
@ agcaghac ttflaaagtg 6060 ctclfcattg gaaaacgttc
% €gggftga aadétctcaa gghtcttall gctgttgaga 612 0
faxtagt P€ga tgflacccac tchtgcac€€ aactgatctt cagcatcttt
fangttt BAcc 6180 agcegtttcty ggt Jdgcaaa aacaggaagg
tndaat §&cg caddaaaggg aathagggl§ 6240 acacggaaat
Bt 'Pgaabdct caféctcttc cttittcadf attattgaag catttatcag
|300 ggttattgfe tcatgagc%@ ataldtattt gaatgtattt
dy'daaaat aa acd8at aggg 6360 gttdégcgeca catttccceg
d4dagt Geca ccffacgtc 6399 <2103226 <211> 6399 <212>
PNA <243> Arti'ficial Seqlitnce 4%20> <223> Pl asni d
pcDNA3. 1(+) hMCPI hl g&4 nononeric variant <400> 26

gacggat cgg gagatctcec gatccectat. gat gcactct cagtacaatc
tgctctgatg 60 ccgcatagtt aagccagtat ctgctccctg

Ct t ofHH rebetaAEsHi©BGS NnBRB!RORARLY | a®yanaapecific
ttaagctaca acggggcaag gctt accga caattgcatg aagaatctgc.

emigglimneaiggipscel grein. tlg@f@e vgdeugedifiigatentcefghe invention in
t t
aofRRPAENRSD b8 Hotord i ATy LR R AR08 61 n the an
frang fegtoregaing desaipivaaS atht mogrj;rca’mrwt aygdntegded tayiad gthittpe
ccca acc 33% %yggccatt gacgtcaata atgacgtatg
SQPP%@ zﬁﬁpgg 8@ a gggactttcc 420 attgacgtca

Zt88 geHtagsgpdtent appliggtiornn publistioas,girbdgctaisaristiinsaagd gt
at cat at gcc cgccc cctatt t caat
ProtRsaBte clod Htpge it i 15 AgPigen g s LSt fanet Which are
inédtpiREdd hérefl B Fdie@he Il HeRldHiipRicaifof AIRPLIPRsENO
tcgctattac catggtgatg cggttttggc agtacatcaa tgggcgtgga
tagcggtttg 660 actcacgggg atttccaagt ctccacccca
ttgacgtcaa tgggagtttg ttttggcacc 720 aaaat caacg
ggactttcca aaatgtcgta acaactccgc cccattgacg caaat gggcg
780 gtaggcgtgt acggtgggag gtctatataa gcagagctct
ct ggct aact agagaaccca 840 ctgcttactg gcttatcgaa
attaat acga ctcactatag ggagacccaa gctggctagc 900
gtttaaactt aagcttacga tcagtcgaat tcgccgccac catgaaagtc
tctgccgeccec 960 ttctgtgect gctgctcata gcagccacct
tcattcccca agggctcgct cagccagatg 1020 caat caat gc
cccagtcacc tgctgttata acttcaccaa taggaagatc tcagtgcaga
1080 ggctcgcgag ctat agaaga atcaccagca gcaagtgtcc
caaagaagct gtgatcttca 114 O agaccattgt ggccaaggag
atctgtgctg accccaagca gaagtgggtt caggattcca 1200
t ggaccacct ggacaagcaa acccaaactc cgaagactgg atccgagtcc
aaat atggtc 1260 ccccatctcc atcatctcca gcacct gagt
tcct gggggg accatcagtc ttcctgttcc 132 0O
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ccccaaaacc caaggacact ctcatgatct cccggacccc tgaggtcacg
tgcgtggtgg 13 80 tggacgtgag ccaggaagac cccgaggtcc

Wwa@gtoroaetr g gt acgt ggat ggcgt ggagg 1440 t gcat aap@r/us2006/031155

caagacaaag ccgcgggagg agcagttcaa cagcacgtac cgtgtggtca
1500 gcgtcctcac cgtcctgcac _caggact ggc tgaacggcaa
ggagt acaag tgcaaggtct 1560 ‘dcaacaaagg cctcccgtcc
t ccat cgaga aaaccat ctc caaagccaaa gggcagcccc 162 0
weddg@gccaca ggtgtacacc ctgcccccat cccaggagga gatgaccaag
aaccdggtca 1680 gcctgacctg cctggtcaaa ggcttctacc
ccagcgacat cgccgtggag tgggagagca 1740 at gggcagcc
a cgac,tac acca . ctcccgt gctggactcc gacggctcct
1. %%G%%%ESFQQF@P@&%8@@§8§8§a accgt ggaca agagcaggt g _
(1) A8 98 A6 ehamoinetfoiipebB66s iuseddo cogtor gairg datfdigextending
gctctgcaca accactacac acagaagagc ctctccctgt 192 0
moEliet gt aa at gact agtc atagtttagc ggccgctcga gtctagaggg
(2) §R6 BF Hora fustIdPrerdkiiedsdigpadisieb cgact gtgcecttcta
gttgccagcc atctgttgtt tgcccctccc 2040 ccgtgecttc
cttgaccctg gaaggtgcca ctcccactgt cctttcctaa taaaatgagg
2. P Sol 8GR iR CRlvhEicht theddHaAsskind B sildctéirb@tthe group
99999 gg gtggggcagg 2160 acagcaaggg ggaggattgg
conpgsiipgcd umagddGld angompysgyifieg gt gggctcta 2220
tggcttctga ggcggaaaga accagctggg gctctagggg gtatccccac
gcgccctgta 2280 gcggcgcatt aagcgcggcg ggt gt ggt gg
3. tThagetpeptide gt daite Jathareiadbe el difeeaaendiog cmaeddge
cccgctcecet ttcgetttct tcegcttcctt tctcgeccacg ttcgeecggct
pogﬂ%ﬁgﬁ?éﬁﬁﬁéPE%n58@W89@8§Pmkgggggctcc ctttagggtt
ccgatttagt gctttacggc 2460 acctcgaccc caaaaaactt
attagggtg atggttcacg tagt cca tcgccctga 0
4-3@@ ide @ @@EFﬂﬁ@”HU%Ul ?rwegiﬁ?#@?bmééitagtgga
po&@&bﬁ&%ﬁﬁ&@ﬁﬁ@n@éﬁﬁb%ﬂ%u aslipeac cctatctcgg
tattcttt tgatttataa gggatttigc 2640 cgatttcggc
ctattggtta aaaaatgagc tgatttaaca aaaatttaac gcgaattaat
i RGO gt ARy the
5. §iePobERdl oAt S LAREaind TR 8 R ARRISEREGR from th
graip egisistigg oh horagdVGP 1 gydaagueiGidgget cccec 2820
agcaggcaga agt atgcaaa gcatgcatct caattagtca gcaaccatag
tcccgccecct 2880 aactccgccc atcccgcecccc taactccgcec
6. CRa phaptide @f tlira Gowherelrathedoimgund@ibbutic issa tientler selected
tttatttatg cagaggccga ggccgcctct ?éctcbga& tatt ccagaa
frogoihe GieuR CoRYeNGYot!ta YadR BINgg o dis PrGIEER"
aagctcccgg gagcttgtat 3060 atccattttc ggatctgatc
aagagacagg atgaggatcg tttcgcatga ttgaacaaga 3120
7. tHwapalymentidg ©A gipimct corapiiping 8 iembert spiead §ont RetrgdR t
at.gact gggc 3180 acaacagaca atcggctgct ctgatgccgce
Coeaggﬁigggg ct gt cagcgc aggggcgccc 3240 ggttcttttt
%(a(} gﬁ@&:ﬁ:mmanﬂ\mﬁt fisedgo cndugmdpgGdaact gcagg acgaggcagce
cggct at c t ca cgac ¢cgt tccttgcgca
g&gd?%E%%BwB@ngégggE%%§8®UFgEQ§ gga agggact ggc
U g5 tradtLB0BuREAAACH ¢ fgeice trgur IgG4anbadmatic vadaa;

tcaccttgct cct ccgaga aagtatcc t catggctgat gcaat gcggc
gt traatatabunas MGR1 fupadde dupanlo&lg@idcat t cgacca
Cgegarﬂgtg?@ﬁur‘ﬁ%‘m@?ﬁ S50 TRATALIYCINBnbAEHS Yardr.
gaagccggtc ttgtcgatca ggatgatctdg gacgaagagc atcaggggct
3600 cgcgccagcc gaactgttcg ccaggctcaa ggcgcgcatg

cda s . C. H

5. JRETROAGRIoS P Bl G B R BB gE S fotn n
méinbepsalgaed fighythecgoap tgusisinigofcSiEQdDdyosa8-12aggacat ag

cgttggctac 3780ccgtgatatt gctgaagagc ttggcggcga

at gggctgac cgcttcctcg tgctttacgg 3840 tatcgccgct

cccgattcgc agcgcatcgc cttctatcgc cttcttgacg agttcttctg

3900 agcgggactc tggggttcga aatgaccgac caagcgacgc

ccaacctgcc atcacgagat 39S0 ttcgattcca ccgccgcectt

ct at gaaagg ttgggcttcg gaatcgtttt ccgggacgcc 4020

ggctggatga tcctccagcg cggggatctc atgctggagt tcttcgccca

ccccaacttg 4080 tttattgcag cttataatgg ttacaaat aa

o e e A g

__________ 4 4 4 o4 o4 o4 o
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aaagcctggg gtgcctaatg agtgagctaa ctcacattaa ttgcgttgcg
ctcactgccc 4380 gctttccagt cgggaaacct gtcgtgccag
weet@carsaat gaat cggcca acgcgcgggg 444 0 agaggcRgr/usS2006/031155
tgcgtattgg gcgctcttcc gcttcctcecge tcactgactc gctgcecgetcg
4500 gtcgttcggc tgcggcgagc ggtatcagct cactcaaagg
cggt aat acg gttatccaca 45607gaat cagggg at aacgcagg
aaagaacat g tgagcaaaag gccagcaaaa ggccaggaac 462 0O

9. T@gg)gug/i{%ﬁgge %‘é%é% Y9G erS8GHL MAD £ ERhRES HHeCariPoERRF 4

aaaaat cgac gctcaagtca gaggt ggcga
fortla@CcSEQADEgOgaRt at aaag at accaggcg 4740 tttccccctg
gaagctccct cgtgcgetct cctgttccga ccctgecget taccggatac
4800 ctgtccgect ttctceccttc gggaagegtg gegetttcte )
10. 3hagphygReIdE bbtlaBy Yaihet8iRGne Imaghbglghulbiytayplisgst an amino

tcgctccaag ctgggctgtg tgcacgaagc coccgttca 2

aoi 669 eet [RGB ApEnel R BaE dorE G ChRgD ERtaa 655

D d@gasacgac 4980 ttatcgccac tggcagcagc cactggtaac
aggattagca gagcgaggta tgtaggcggt 5040 gctacagagt
tcttgaagtg gtggcctaac tacggctaca ctagaagaac agtatttggt

0, &6 & t ' Raagagnoglobulin

1. R ek A G e g

by a gpeptidd liikergt t t gcaagc agcagattac gcgcagaaaa 5220
aaaggatctc aagaagatcc tttgatcttt tctacggggt ctgacgctca
gt ggaacgaa 5280 aactcacgtt aagggatttt ggtcatgaga

12.1A phemRaRaticy aortgoshioncoayaisigtthe pohpeptidaat clawa 1 and a

aat gaagttt taaatcaatc.taaagtatat atgagtaaac ttggtctgac
ph%ﬂ@@%@‘ﬁ”&@@ﬁ%\?taé@t(faéré‘%rcag t gaggcacct atctcagcga

tctgtctatt tcgttcatcc 5460 atagttgcct gactccccgt
cgtgtagat a actacgat ac ggga ctt  accatctggc 552 0.
13.0h caigpgeition campyaingdie ae@a%&%@c%f @@E& ié{bg%é’c?gc?@ L qne
co joAdlereof.
or @tgfé;‘g{@gt ﬁ\éé@&;tﬁaég‘eﬁ&?&aeg?ﬁ&ﬁ%@%@ gR@ePioAdiaereo

g caactttatc cgcctccatc 5640cagtctatta
attgttgccg ggaagctaga gtaagtagtt cgccagttaa tagtttgcgce

00 {. .
14o AR gt pgu P EERT 13 YR SRR iferh iRt s a
m@ﬁlﬁ@?@wcwgi @dbrinabelgignatp c:mxsisrti?ggxf ttastrlgcdlg@ﬁgacgsglﬂgnls;al,

C agct .ccttcggtce tecga . gqgccgce
T AT e
e St i e iy
U T e
iAdicdenc o en Mot b [ anemasgts et
cldtbetmgt progionate, eseximetasaney deerolang 85@?)@%9, 8%\@88{%}0!‘9?’
a tggl‘éég:{té@icg a%grge?a%gg% o %&oﬂgﬁggQ%%Wa,aa?ﬁélﬁﬁﬁag,gamcmomde,

Caaaaaa at’aagggcg 6240 acacggaaat, .
angHirbiira detrhethasend diptapionate thalamethasoae glesecealeiPaleas

cicRpiasas Apiohatd e (i PE8E 5 g FREISohlued g ik,
beR AL EG Ay A6t6 Hsoxiftisbre? tifferasonelidcetaie psamisats,
flugBIbRIan EeFOARBLORNgORE 0B 2ROl St e e R ortes
e e et
moagtaagng fuyoateo odysd @aﬁaa@q, p@ta%laemdelﬁﬁ &%%(ﬁwsg%g Saiicyfic
acgf: té%%?&%gg, %%gic{l @&ﬁ@a@é}%%% afixtdROof KRS Higthe,

cgcg atgtacgggc cagatdtacg cgttgacatt
dexamatiadsontt methyiprgtitiadipae andgredniselane.taleiggeefs etanercept,

attagttcat ccat at 00.t it c lat

ovcloeadinn e BB EEAR e R BRU BRI B g onenolate
cccgecccatt gacgtcaata atgacgtatg ttcccatagt aacgccaata
gggactttcc 420
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attgacgtca atgggtggag tatttacggt aaactgccca cttggcagta
cat caagt gt 480 atcatatgcc aagtacgccc cctattgacg

WO ca@agmeyg t aaat ggccc gcctggcatt 540 at gcccagP@r/us2006/031155
catgacctta tgggactttc ctacttggca gtacatctac gtattagtca
600 tcgctattac catggtgatg cggttttggc agtacatcaa
t gggcgt gga tagcggtttg 660 attcacgggg atttccaagt
ctccacccca ttgacgtcaa tgggagtttg ttttggcacc

moféi 2aakaRre, U%‘Hgﬂaﬁ% aaatiais i @ctéﬁl@aj‘dcﬁ ®@icillamine,
cccatt gac caaatggg 780 gtaggcgt acggt gg

azgfhiopsinat or@qag‘@gbvdfpxmf@@qwa@t sy g@atf@earaggeld

g
B a8 2 80h! AR HARBERR, dRrePRsosaRAsRAR,
budegnnxga: Mrwaﬂmgimofﬂ@@gm geathiaqpsinet 6-ceytgpiopurine or

.gctgc t tc tcceea . c tg
iy upaar G ool i T2 haBfouRdteat
valdeogdia dainirat6xdp] @@ﬁ@ﬁ(lﬂ,%ﬁli@lgﬁb@ adgirgusiag} afixmgab and ABX-

at caccagca gcaagtgtcc caaagaagct gtgatcttca 1140
gaccattgt ggccaaggag atctgtgctg accccaagca gaagtgggtt
caggattcca 1200 tggaccacct ggacaagcaa acccaaactc
cgaagactgg atccgttgag cccaaatctt 1260 gt gacaaaac
15t Andspiaie @ob'@a@@gtlg%@omag@a@@t@-&l%ﬁwecspsgg@ceg@a&egw&@a
t ccccccaaaa cccaaggaca ccctcat gat
po&?é@%&§g%%§bg?gaggtca 1380 catgcgtggt ggtggacgtg
agccacgaag accctgaggt caagttcaac tggtacgtgg 1440

162 THEBENEHR-HESRLaR 1Y ARRR L padRaRE PR et

mémb@ggﬂ@ﬁ@dgohgmeKQQQ)aaggaggaﬁa 1560 agt gcaaggt
c cca caaa ccctcc C aaa tc tccaaagcca
18P0 A ‘ﬁB@Q BBF?%E@%?%MZP&% f% ég‘i’ B%’é'@g?ggi’t gceecc
a@yccgﬂgﬂhn@agﬁkgégﬁﬁwmﬁaon@@@a@aa@@h|g@@cctgacc
cctggtca aaggcttcta tcccagc ac atc

ailggghlgagn erAfge§eHMETgNES é%ha@?g ‘gégfgom%r@c\f%@@t
gégct 98@HEN mg%c%egécw@qiﬁu%a & haffR 16@9 2aifRage
t caccgt gga caagagcagg tggcagcagg ggaacgtctt
ctwat gotroen gngeacgssed 1cw69¢@hu@aadg fl aROnQIRRYiy diigat-
192 0 gcctctcecct gtctccgggt aaatgactag tcatagttta
gcggccgcetc gagtctagag 1980 ggcccgttta aacccgctga
17t Thg potyngaleotide gtaaint 15 adgierejn dlag MR istaytcode@ 04 @ nucleotide
ttt ccc tc ccc t \tccttgacce tggaaggtgc cactcccact
Se&?%@?%? é?”@!b%gégﬁﬁXQaﬁga ggaaattgca tcgcattgtc
tgagtaggtg tcattctatt ctggggggtg 2160 gggtggggca

cagcaag, g ga att acaa ta

18536 @ob@g@'@egg am; agw&@(g GERY E@f@ éaﬂwggeaﬁgg&? bya

n&%ﬁ&&%@a@erﬂ%@éaé&ﬁoﬁeﬁﬁe g?@&?@@rﬁ‘é?ét% { FEEQ I NDs: 14-18.
ttaagcgcgg cgggt gt ggt ggttacgcgce agcgtgaccg 2340
ctacacttgc cagcgcccta gcgecccgetc ctttegettt cttcecttcec
t

19 RGP SR Ol Ao G 5 oG 80 RS setected

frage Hecgrogpconsistiagpab3ECQt DGO t@g3t gat ggt t ca cgt agt gggc
2520 catcgccctg atagacggtt tttcgccctt tgacgttgga
gtccacgttc tttaatagtg 2580gactcttgtt ccaaactgga

2 Amdselatetioraecsrhbinahicveggidraiontprising thegadyriugteoid @f claim 15.
aagggatttt gccgatttcg gcctattggt taaaaaatga gctgatttaa
caaaaattta 2700 acgcgaatta attctgtgga atgtgtgtca

219t AR BORkE hESRRToRFisIRARE LVEEE oPdlain 28CaggCaga
agt at gcaaa gcatgcatct caattagtca gcaaccaggt gtggaaagtc
2820 cccaggctcc ccagcaggca gaagt atgca aagcat gcat
ctcaattagt cagcaaccat 2880 agtcccgccc ctaactccgce
ccatcccgecc cctaactccg cccagttccg cccattctcc 2940
gccccatggc tgactaattt tttttattta tgcagaggcc gaggccgcect
ctgcctctga 3000 gctattccag aagtagtgag gaggcttttt
t ggaggccta ggcttttgca aaaagctccc 3060 gggagctt gt
atatccattt tcggatctga tcaagagaca ggat gaggat cgtttcgcat
3120 gattgaacaa gatggattgc acgcaggttc tccggccgct
tgggtggaga ggctattcgg 3180 ctatgactgg gcacaacaga

. .4 .. e NN AN
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tctcctgtca tctcaccttg ctcctgccga gaaagtatcc atcatggctg

at gcaat gcg 3480 gcggctgcat acgcttgatc cggctacctg
wee@anesgac caccaagcga aacatcgcat 3540 cgagcgapCHUS2006/031155

cgtactcgga tggaagccgg tcttgtcgat caggatgatc tggacgaaga

3600 gcatcagggg ctcgcgccag ccgaactgtt cgccaggctc

aaggcgcgca tgcccgacgg 3660 €haggatctc gtcgtgaccc

at ggcgatgc ctgcttgccg aat atcatgg tggaaaatgg 3720

c i t
2 P e By S e Bl eSS Sheafin
Figyee 1 ggcgge gaat gggct g accgcecttcct 3840 cgtgcetttac

ggt at cgccg ctcccgattc gcagcgcatc gccttctatc geccttcttga

3900 cgagttcttc tgagcgggac tctggggttc gaaat gaccg
23atiaplasgit olcaibnag compdiong the atclacidmseduencgaf SEQ ID NO:

caccgccgcec ttctatgaaa ggttgggctt cggaatcgtt 4020
24ttccgggacg ccggctggat gatcctccag cgcggggatc tcatgctgga

gttcttcgcc 4080 caccccaact tgtttattgc agcttat aat

ggtt acaaat aaagcaat ag catcacaaat 4140 ttcacaaata
24a/gg isplated plasmid eoFREEINg@ RRAIeQJIds SRAUERER BRISCIRETOR higat

accgtcgacc tctagctaga

gr%o(%ggfggb tog?’tgg% g%tﬁ“?f%%gég'tagct gtttc ctgtgtgaaa

ttgttatccg ctcacaattc cacacaacat acgagccgga 4320

osSAFOLRATRY AARATAEFIGRPIEEERAR L 0P ROt B ARG oo
celt iwith cotapeesaimt Yeron coraprigied 8 golynddiéotidaaneadinggaid

agaggc tttgcatatt. cte CCOc C t. :
oo Ry bR SR S by TEAS0h S5l g kg
th& pSIgsdRRIRIraIo S heitoall4560 cggttat cca cagaat cagg
ggat aacgca ggaaagaaca tgtgagcaaa aggccagcaa 4S20
aaggccagga accgtaaaaa ggccgcgttg ctggcgtttt tccataggct

26C FHE FRAREd ofi@8ih 98G8RESA L ?6!?@@@!@6% aRoeks agilypeptide
cagaggt ggc gaaacccgac aggactataa 474 0 agatacca

cagg

coaprisiNg EcAMiNgRaig) sequence sglagiqstromtibe GHRURRONGIEIRE ) SRR
|D4\§9§)8C_§ accggat acctgtccgc ctttctccct tcgggaagcg
tggcgctitc tcatagctca 4860 cgctgtaggt atctcagttc
ggtgtaggtc gttcgctcca agctgggctg tgtgcacgaa 4920

ccecqtt ccecgac a i atcgtcttga
2751 6 fikthodof 886" B MR Eh P e b bai s i e
pcOMXE: 1 (FIHMCRAaoly@.t ag cagagcgagg 504 0 tatgtaggcg
gtgctacaga gttcttgaag tggtggccta actacggcta cact agaaga
5100 acagtatttg gtatctgcgc tctgctgaag ccagttacct
28 ABGsHIaRADoRABhEaE pEstiUedE Dytieé hIhES 6f gairnas.aaac
caccgctggt agcggttitt ttgtttgcaa gcagcagatt 522 0
acgcgcagaa aaaaaggatc tcaagaagat cctttgatct tttctacggg

29??—\3{1?@88 %br tﬁgﬁﬁ)lgcé‘gitsg%‘?‘%a%?@&? g8&r@atihg@spaakion or activity

gtcatga gattatcaaa aaggatcttc 5340 acCtagatcc
of tat dhearskinesoraciemaldnegyteceptoa @a by slactassingdhe migwtian §hgt aa

BRI HERS TG P bl 158 Pt

copigsirigadesengitizigh ghegmkineaeteptgabearingcriiggimahé SRbject, to
ttaccatctg gccccagtgce tgcaatgata ccgcgagacc cacgctcacc
Ch& ed d5580 ttat cagcaa taaaccagcc agccggaagg
gccgagcgca gaagtggtcc tgcaacttta 5640 tccgcctcca
tccagtctat taattgttgc cgggaagcta gagtaagtag ttrcgccagtt
305 70t mathegtafciRimgehwbetaly et%wgfa? 5 Merigy egieetpd from the
' t ' terial
roIIPHARD & il sl A0S paRslIE AR fon, bacter
infiectipry virabinfemtigogepncay accardiovasparcdisydgacigulatogy disgeday

ek RSt gl PR Bbe s Cc 5040 ot angat act

tttctgtgac tggtgagtac tcaaccaagt cattctgaga atagtgtatg
6000 cggcgaccga gttgctcttg cccggcgtca at acgggat a

at accgcgcc acatagcaga 6060 actttaaaag tgctcatcat

t ggaaaacgt tcttcggggc gaaaactctc aaggatctta 612 O
ccgctgttga gatccagttc gatgtaaccc actcgtgcac ccaactgatc
ttcagcatct 6180 tttactttca ccagcgtttc tgggtgagca

o T ey
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<210> 28 <211> 6411 <212> DNA <213> Artificial
Sequence <220> <223> Plasm d pcDNA3. 1(+) hMCPI hl gd

wOomemeErsIT vari ant <400> 28 gacggat cgg gagat ct BCT/US2006/031155
gatcccctat ggtgcactct cagtacaatc tgctctgatg 60
ccgcatagtt aagccagtat ctgctccctg cttgtgtgtt ggaggtcgct
gagt agt gcg 120 cgagcaaaat Fﬁaagctaca acaaggcaag
gcttgaccga caattgcatg aagaatctgc 180 ttagggttag
gcgttttgcg ctgcttcgeg atgtacgggc cagatatacg cgttgacatt
240 gattattgac tagttattaa tagtaatcaa ttacggggtc

31, Fhtagethod bf algine atvehereBdbe chgagkinedgeerjot beaingcells are

cttac a cCCCcace t ; i
desgpa el P gL R e O R ST AREPRE i chamakine
ligaf@ PaRikbide 428 catingribgtigand pglypegideiusad te adydtlife

aaactgccca cttggcagta catcaagtgt 480 atcatatgcc
eﬂ%ﬁ@ﬁ%ﬂﬁ%@¥t%HF%$ﬁE%3g t caat gacgg taaat ggccc gcctggeatt

540 atgcccagta catgacctta tgggactttc ctacttggca

gtacatctac gtattagtca 600 tcgctattac catggtgat
32.dgetmethgd of stpima whereinghe Chegkineds %%E’%?%BE&%V”MB ora

maflfe PREBAIObEHaTaa canco ggact ttcca aaatgtogia o
acaactccgc cccattgacg caaatgggcg 780 gtaggcgt gt

33 e ETDEN Ry Yo i aet s T I el gk AR e

imrBgRaASsiacrdeigaesH #gred00 gtttaaactt aagcttacga

t cagt cgaat tcgccgccac catgaaagtc tctgccgccc 960
ttctgtgcct gctgctcata gcagccacct tcattcccca agggcet cgcet

34 CRRGH ARG HEMBL RAL @R IBAVICPa A ies acinginbaicid
acttcaccaa ta aagstc t cagt gcaga 1080 ggct cgcgag

sequencagehipathdn @Hxé%aagtgtcc caaagaagct gtgatcttca
1140 agaccattgt ggccaaggag atctgtgctg accccaagca
gaagtgggtt caggattcca 12 00 tggaccacct ggacaagcaa

35 affecmatridoofalpieg whgrein thegmngunpaieusindtegment ggmprises an

R T e R

ccctcatgat ctcccggacc cctgaggtca 1380 catgcgt ggt

36 SR e o G ShPGEra e ureR e I8 Mo e araRb 28
anHHPHEA$baGe RRACSHIEREE FrokPHR R6GH LohIHnCafBRMIDINOS: 8-12.

accgtcctgc accaggactg gctgaatggc aaggagtaca 1550
agt gcaaggt ctccaacaaa gccctcccag cccccatcga gaaaaccatc

37! KARARGG f& t?e%%in@ évg BURMBAG Sn G ERIAB RS TR Aisafder,

ccctgcccec atcc at gagctgacca 168 agaaccagqgt . .
obesityezssyatated ipsuliny tasisiantey @@t&s‘ﬂtcant%a@ragt@gé&”aét"g@@t?@t YR
. 1740 . s
g B L R AL B AR R Rer 1 £ 59 EBCcomprising
adinristeringgo the sobigtygapotyreptide aguprigipgageaygnagddCr

aacgtctt,. ctcajgct.cc gt gat gc ' C
ol Pgeiks-opionel tREHES oflp I P kAo e dhe apiase! &
phbfRéadkithirc I SERRBCherdph optidradiadn 48 dhtpponitya farther
aacccgctga tcagcctcga ctgtgccttc tagttgccag ccatctgttg
therapeutictadart OF PEOCEEEEt gcct tccttgacce tggaaggt gc
cactcccact gtcctttcct 2100 aat aaaat ga ggaaattgca

tcgcattgtc tgagtaggtg tcattctatt ctggggqotg 2160 .
38ge guaibecobgatmge xdgrein g@gg@lamm@g@aagg@agdlﬁq@@wg% at

AR e S50 Pedled S SR b on e RaRaRest, gastrc
u|deggtgg @lin@denfltm@egc ge@gnﬁg?@W@ﬁngmﬁlamMW wtéld@@@@@
C acttqc cagggcccta c c c . "
coffiy ey R ad %:tQ?&g‘@gmf a%gg?s( %og@%g%cug‘% {E{)l@%chstgcbemlc colitis,
caagctctaa atcgggggct ccctttaggg ttccgattta 2460

gtgctttacg gcacctcgac cccaaaaaac ttgattaggg tgatggttca
cgt agt gggc 2520
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catcgccctg atagacggtt tttcgccctt tgacgttgga gtccacgttc
tttaatagtg 2580 gactcttgtt ccaaactgga acaacactca
waew@ciharser c ggtctattct tttgatttat 2640 aagggat PCT/US2006/031155
gccgatttcg gcctattggt taaaaaatga gctgatttaa caaaaattta
2700 acgcgaatta attctgtgga _atgtgtgtca gttagggtgt
ggaaagt ccc caggctcccc 27607 gcaggcaga agt at gcaaa
gcatgcatct caattagtca gcaaccaggt gtggaaagtc 2820
div&%&t’f\ﬂ@céﬁi@lo@@%%é\%&éa%@%@ﬁt&ﬁ BhaiReytigCaielint errbbagt
CagCaatca 0 agtcccgccc Ctaactccgc ccatcccgcec
hepatitiaaCtoboly disessgt eotegtis. o Aipplacdiseas aghvea.AlgHY.;

t taatft tttttattta t t t
anagiycff shoet dap B sp Rl GEAUE Er P REITE gl o
injuU@E Bridih BeerosRARGE faver, S3P6B, segotia,gindatadesinak cachexia,

tcggatctga tc agaca ggat gaggat tttc 1 :
hW§%%%@§§cg%@ qg@h&?ﬂeb & @Paﬁggba%%égksﬁgéaﬁébaga
ab&H6H, AiGEEmtiS0adimtis asbaetins apaasegatis,aabeguis, @mphysema,

.qtctﬁwtgcc gccgtgttcc ggcetgtcagce 3240@gca gpc c
rhinjiégy Gibregis. tcystigtirasigapneliperetig kit g Ry %’3& 5&%&3{89@@&9’

- : h itis,

P g Ve
ple?d?)gg;?’a;sitg, detopittist aigpiggiajaalitisyCeshgiRiexRsis. S4PdWn, t

tctece c c : C ; c
ot eitse Grodiao et BRBOAR AR ART 2RIRL rabpARr O
arteiR bitegescierasisatgog hopraehitis greaicadiis) myeeargiigemyocardial

._cgtactc t ggaagcc tett. t
e e R S R R S
sclé?ﬁ&ﬁ@ﬁg)ct ,aen?@?t@a@wa,&%ﬁt {sc;atﬁgg‘mtiestmgargﬂg’a@amé? 8
at ggcgatgc ctgcttgccg aatatcatg a .
ostgequelics escgiaiiadirs Jistepe Gutade SLOT D AELgs BEHEEin
anﬁﬁt&’sf?%gﬁ&ﬂﬁs,%%tmbﬁewth ieRiE! atémicigptgesgrematosus,
gcttggcggc gaatgggcectg accgcttcct 384 O cgtgctttac
Goggpastotr'e gynsiremegBebeetyes syedems a@egrla{td{e@pgorg éeg 8t ga
tc tgagc ac tct ttc gaaat gacc
Ve%@%%%%gggééé%ccaagc?gggg60 ccagggggag gtttcgattg
caccgccgcec ttctatgaaa ggttgggctt cggaatcgtt 402 O

og bR T geeobaRtr eaaRerdNEE T RFRGRAEGH iR 99°

se§@rcrcsn dbritnmegEQ@aDAYOcat cacaaat 4140 ttcacaaata
aagcattttt ttcactgcat tctagttgtg gtttgtccaa actcatcaat
4200 gtatcttatc atgtctgtat accgtcgacc tctagctaga

409¢hé GO @ oPLIEA 99 WiRrdR 8t hagafeabhiénding glagtgdapolyethylene
ttgttatccg ctcacaattc cacacaacat, acgagccgga 4320

glyegk @ndamepnapiotudin O egragyipny dereaf- t gagt gaget aact cacat t
aattgcgttg 4380 cgctcactgc ccgctttcca gtcgggaaac
ctgtcgtgcc agctgcatta atgaatcggc 4440 caacgcgcgg |

41gFhe aygbod of claige 40 atherejg diee) ramuinoglelelin FagrpegiGRrRRASFEAN

oSSR g A B pSSBA deptEol s o7

ggat aacgca ggaaagaaca tgtgagcaaa aggccagcaa 462 0

aaggcca ccgt agaga ggccgcqitg ¢ t, .t ;

422 38 eaibed ohBaon S2o8myan ne BeyhAaidetg WCE o LEAFHERYEn

antind 2Rt skifcHéa aeleeadraig gRsfoupaohsistifg 808ERCIERNYs: 8-12.
cgtttccccc tggaagctcc ctcgtgecgcet ctcctgttcc gaccctgecg
4800 cttaccggat acctgtccgc ctttctccct tcgggaagcg

43 qgaqﬁéthpa of BRIA %5 ArdRaRe SOBfe8t BIDAuMAS cagt tc
ggtgtaggtc gttcgctcca agctgggctg tgtgcacgaa 492 0
ccccececgttc agcccgaccg ctgcgectta tccggtaact atcgtcttga
gt ccaacccg 4980gt aagacacg acttatcgcc actggcagca
gccactggta acaggattag cagagcgagg 5040 tatgtaggcg
gtgctacaga gttcttgaag tggtggccta actacggcta cact agaaga
5100 acagtatttg gtatctgcgc tctgctgaag ccagttacct
t cggaaaaag agttggtagc 5160 tcttgatccg gcaaacaaac
caccgctggt agcggttttt ttgtttgcaa gcagcagatt 522 0
acgcgcagaa aaaaaggatc tcaagaagat cctttgatct tttctacggg
gt ct gacgct 5280 cagt ggaacg aaaactcacg ttaagggatt

. a4 a N - o, X a2 o~
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ttaccatctg gccccagtgc tgcaatgata ccgcgagacc cacgctcacc
ggctccagat 5580 ttatcagcaa taaaccagcc agccggaagg
wQe@gagsgra gaagt ggtcc tgcaacttta 5640 tccgcctPCHUS2006/031155
tccagtctat taattgttgc cgggaagcta gagtaagtag ttcgccagtt
5700 aatagtttgc gcaacgttgt t ccattgct acaggcatcg
tggtgtcacg ctcgtcgttt 5760 ¢ gtatggctt cattcagctc
cggttcccaa cgatcaaggc gagttacatg atcccccatg 582 0

44 118 SeARRPorAPINIATE WvRErh FetfuRABE th%%dé@gébggnlt ér%r@@élﬁﬁ@ is
taagttggcc 5880 %cat gttat cactcatggt tat

a mrgbatmqte@fr@m @tgj@ur@g@@%@m ESPHD, gic %ﬁc\g éi(flunlsal
etolsE! %‘gn%@i?oféﬁq o C?,C@agpaggt,bg@gf&; gag@haghot at g

gaccga g g cccggcgt ca atacgggat a
ketapaﬁe@mmromamgm@mrﬁmeomammaaa@ mgdapdcatne.anabumetone,

e e A R S Hindag Hogeam.

0 o S i

clopgiReaHgRIR Ay CPERMITRRT0RS: HUAGHIOIRHE ReIPTICS: @‘f%ﬁ‘?@(‘?b‘?f
a t§3108 G%R], bicdkdRe@9894 H@&%&oﬁ&bcabg%ra G@dimsad&tamcinonide,
f't gaat gtat ttagaaaaat 0 aaacaaatag gqgttccgcg

anitualim betaneetbasaiwadp lmtt@é%@ethésms@%e@i@ﬁai@pqtﬁﬂ%
ciopPig5abr DR b bt i e pp B O R
beiamettﬁhs;oﬁdl \aal@\ahe Aiepommtaaweldlsom@aae_@itacstate,@memms
> PRT <
fuqidncipns speihid; nidkindiloe SRR uicsrle pigNRs,
ha%rr?ngﬁ) hblgge’tzdgsl Mabidrate, Hﬂ/dro@)mz@yj_@va&gmrt@d ldeaiorrMme
maryarte [ ath, ARl oabreak BBl PREniApatd saftic
aan}S/fazéFcﬂehb BridMEindRineRetdNide, /mixtire dihgdidcurtoaeval 50
0 Val Phe Val Thr Lys Leu eﬁjys Ar g G'%Val s Al a
r\?aﬁ

dexgipetagons; sme%lpe@im%p o god &f HFRRgceR):
cy(go%é/c#p{és ﬁ}heltﬁ(ﬁ ?cﬁg/é?ﬁ [}ﬁﬁrg’n%ﬁ e@ﬂ%)?@ ré¥) n%oﬁﬁén@h’eé

maetil, atﬂtasataaanrmla-w@gwm@nawgra \riecteble QL% pﬁWC'U@ﬂ’@f
o2k, BB oot )

aufis3dfih 3goldi40dMad thidmaldid, afisothibgbicose, mesalamine, sulfasalazine,
budesonide, metronidazole, ciprofloxacin, azathioprine, 6-mercaptopurine or
dietary supplementation of calcium, folate, vitamin B12, celecoxib, rofecoxib,
valdecoxib, lumiracoxib, etoricoxib, efalizumab, adalimumab, infliximab, ABX-IL8
and phototherapy.

45. A method for increasing the in vivo half-life of a chemokine polypeptide in the
body of a subject comprising fusing the polypeptide to an immunoglobulin or a
fragment thereof or to polyethylene glycol (PEG).

46. The method of claim 45 wherein the chemokine polypeptide is MCP1.

47. The method of claim 45 wherein the MCP1 comprises an amino acid
sequence set forth in SEQ ID NO: 2.
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48. The method of claim 45 wherein the immunoglobulin comprises an amino
acid sequence selected from the group consisting of SEQ ID NOs: 3-7.



