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PATTERNI NG SUBSTRATES EMPLOYI NG MULTI PLE CHUCKS
CROSS- REFERENCE TO RELATED APPLI CATI ONS [ 0001) The

wonrew@ato2appl i cation clains priority to UnitedPSrase®7/001686

Provi si onal Application No. 60/760,738, filed on
January 20, 2006, entitled "Apparatus for and Methods
for Nano-Inprinting with Multi-Substrate Chucks" and
United States Provisional Application No. 60/827, 125,
filed on Septenber 27, 2006, entitled "Apparatus and
Met hod for Nano-Inmprinting with Miulti-Substrate -
Chucks" de_Fga;l t SINGY [

60/ 788, 808 Il%ggoﬁsﬁprl ’F%W%OOG ﬁgtﬁit esgl i?F%thgsiii"dual
Layer Thi ckness Measurenent and Correction”; and is a

28 nlt i nu ;’ﬂ i o %R@s?ﬁﬁﬂeﬁhﬁét T@d{E‘i@tﬁS A@@U@ATIONS 6
ent i {The@resfaeRBkcaiag ckayag QAT PndsE ab IeS. 6 §349(e) from US.

PrevisiBhd iPARnPApSHHAGESA 8683 NoWbﬂ)/(?Jﬂl 61k H%bhﬁg); %Z‘?é)bﬁsThe disclosure

d State Provi si onal | ication

O?J % BHSIPRE H5EF Agplicstyen, 6&8& P lé&ef% PePRCIedy reffence in its
eiiiteipdsrelror | mprinting, Aligning and Separation for

Doubl e Side Inprinti r&' ) e i ncorporated

herei n by reference. ~BACKS ND [ 0002]

Nan c "Iﬂ)alpresexatxnmtmm vddtyeis régukatfoatmf theatercepstoﬂfor \Arelwnced Glycated

roghtco t Itgzg;%s gl?tog n%%léular?y theq)rgs%r"iltt 1%56%%051% cnges 15\151011 proteins
cnmmosmabrﬂﬁe@t? pghptm@ehmdthadseofmadntﬁumﬁamn prgteing, gridghe use of
sQ& rfgr Qéaﬁgﬁt%gﬁ@\@@ b&ée l;d%rs As the
duct or processing in ustry continues to strive

f or I ar ger production yi SACKGROWNDncr easi ng t he

Ci T ClthduBatRS of PRbikind bE ApiOWiR IR & %Q&{Jﬁ@‘nenonenzymatlc glycation

nano- f abri cation becones increasingly ort ant
2RQ RSP FfeEIng BTogPHYT Betingrte Serat Amaé@*e ugtsnOpvet time, the adducts
uhér6 addition Pélrﬂaﬂé‘e‘i@e%%e deHyasivichd, aRd %sst-nﬂnﬁ% Q/ltmémer proteins to

feature di nensi on of the structures fornmed

form camppxegdPers ﬁﬁéﬁt’a‘tcﬁd Viplyeation Fad Pf%‘P‘iSééﬁEéh E?&?rs which
phafRste Fomplatiye or Am@s utdﬂucb;l RIHENPRDIYMndVBE (G ks in amylmdoses)

tech ol og and the || 00
R A e aeg il flucose levels
(e.ef wrin Giibétﬁs)&(ﬂohmple it Btdltd:vmgr awmwmﬁce«mp I(Btr%))t MGEdhave been

h
1mer1Tgea?%fl’J %1%. rfég? 1Ss§re ers mﬁg%igggcr)rla;] Banss'is%&c&e%\g{hé ﬁ{abetes and
nagpmliagaigi on publ i cation 2004/ 0065976 fil ed as Uni t ed

St at hy
L e
m@r%pg%c%ndethﬁbfaltcaﬂeef thewmicrgvastulatnesl stidbotle msiscln ablls, mesengial cells,
I C
AL B0 s 665, (RS PRLARIRDD s oot
igppreab e upeeeB oy of eeldcules dThavistiaedlubdr (Noemiing) domain of

RAAYE incQficd thrstisnhiHoBloblif Afpk rddidtsCokedP [t Bble® By p@ldomain fonl
l\/letrg:I ogi St andar ds% ‘d%%ﬁftéé S(t> tegv pat S?)n@pn ﬁ‘lcr)lam ollowed

by fya&-typoFonginnty donagins N Rer er?dr J ek £ n §0 TAFAS 15004 (1992);

Sthhidt epdri, ﬂIzrcL(&JBﬁlQ)r FeRiny4 6991)?36 6ifigle tahim&hibrahd §[J'Anﬁﬁ§ domain and
t he present inventj

the ass
a[%%ﬂj@%ﬁ @%r%f&qyrﬂwl 4 taﬂd’at?%‘rs Hip eaRehP T domtiae 158 Befempival
egiaadallolhir dlchﬁalﬁf:m Iﬁemgﬁilhteﬂ b8 rddbly oo AGB Br Bﬁhﬁﬂﬁcular biological

PRSIIEEL PReR el RREE GRAGH sirmpusen OF fea? Sad C domains.

pol yneri zabl e | ayer and transferring a pattern
corresponding to the relief pattern into an underlying
substrate. The substrate nay positioned upon a
notion stage to obtain a desired position to
facilitate patterning thereof. To that end, a tenplate
is enpl oyed spaced-apart fromthe substrate with a
formabl e liquid present between the tenplate and the
substrate. The liquid is solidified to forma
SO|IdIerd Iayerthat has a pattern recorded there| n
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substrate on the second substrate chuck; [0013] Fig. 9

is asinplified side view of the Iithographic system
wehowosneFi g. 8, wth the noid being separat eBCTUSR007/001686

the material on the first substrate; [0014] Fig. 10 is

a sinplified side view of the |ithographic system

shown in Fig. 9, with the second substrate having a

mat eri al positioned thereon; [0015] Fig. 11 is a

sinplified side view of the |ithographic system shown

i N FRAGHB,expiesded ioh enutﬁ:;bld celbtypecinclnding hekpeittes; nedrons, microglial

[ e bstr at h

i nh vg&%?qn %H?c}tﬂb?luﬁl q:'l.f%zsa?.f% r%‘??zﬁg‘i!?r%. 87d: gﬁfgg&ﬁ 1(1995)).
Irwhmkd lep@@ o6RASKERre algo ifcsmé i pgipg Hesuexl(Sehldished adwl.-of. GliweInvest.,
Qb g )h@Qfﬁé’é‘U%%\} Satn@ rﬁ’lé(hﬁMC r&nﬁ %scﬁll;turevﬂnhnucfrﬁ§ é@@tn&.*dt et al.,

patated fromt ferial on the secon
N§G‘6§ dt,é 14998-1804 [i%9&)subst rat e positioned on the

fi1Stn sddsdd BLEGES B&r cdRfbliAlls dandbindld abd nﬁ)dﬁlaFQJRA@Ee dzAGE

side view of the [ithographic system shown in Fig

bigids ko mpbiplsioperiopals endattechia i astigaeds lapluﬁ@guamyém@ beta (AB),
sérhﬁra%nmd A E%ﬁhdﬁa&ed 1}4% aBoRERd Ei:%hh&t g@eﬁt)dsmo @w of

| it hographic syste own _in

pré‘l‘QP“?:‘Bt‘FP%’c‘PP‘Ftbﬂtqﬁ éhed%%letawérn fspdly) |°6‘i1?eélyr6‘ﬁh¥1tt&“%(ql‘éf~)
amph&tARhed @Dd nt/bene eBRdcidrOINRY LN TIN5 29@&9 syhstt-at@(zooz)

t he se subpstrate chuc
e O St S S ok OB AT 8ot Rk o,
65&@9)@005) detsmidt eAdiesf Cls Imakvd 198:000d5S (H081 ); &oeEerSh @VN4dm. J.

Pl 18524 RO A sy st em shown 1 n Fig. 10, wi th {he

nol d Baohiigetligagdd dueh mme}rasﬁ& 10pesigtinalisg-anylolie COEL cmfd

C\?\X l{} str ai_% g?lg?)gglie%%“ Ay Whﬁk% L r@%}%&,}?&}éy expression of a

v&uenp bf génesl Thale mterercﬁnﬁ rrtalyehdnl ihtiagrsigphl tmarsghﬁinemnsdnhaMisms
shhein d fromt

mc l{dln 8 aCtIVV{Jh e cr:%shgp n sreg,%ierlscg-% &)ﬁ'x{) %Ofyllatlon amde the activation of
tlsub@twrainenqdosechatmnefdnmrhheryf di grmtmg, NS &kBdeh ehuic k)zdzmatca,

0022 18 .
S0 PP o AR Rle, M rhitafhst Mo Rlb, bifssh fRGE and it
ligdnalsfcan genesatbexidative strasm which thmtbe'rresalllts pwtltvatmmectf the free radical
. fl
Sétrﬁg{V??[?H% ?ggﬁ%ag%ggfgf}één atét (t)l\?cma%lhgﬁ | hldf ?\% |§l§ Sjeegt ﬁalte%\r{kemas such as the
cytokigecni and TYF toh eFurtherméra) R@Gﬁlet{pmm@l ismptegelafeidriz NF-xB and
smsihérgﬁs%d @Qﬁjress%%hart QQ&toé 1&?38(@5%%n'9p gxﬁgtg\%nsgre&u(q%&[ﬁte? al., J. Biol.

respect to
Cé?’ﬁp R7$: 2@7}8 1525780 (209@)oThushan sscervibeg fa}simftr}n Slytsimemtad lspival may be

flelkdty ?ék%ve%édhaémgom&at%f‘lggaﬁﬁ Bifagded fromthe

mat eri first substrate and the second .
subs{eiratiop o ReyHhidliBprentissucs @p aregnhemrleaddo amyaiber of
pﬁh?ﬁfy@x thoRQs b&ﬂs&[hen&ég.oﬂG]f h&k beén i]mﬁlﬁsat%d%\ m%ﬁef Sfjcondltlons
iew of the |ithographic system shown in q
"tmdwgt e e gubonie Beraration SFPIRa ehelh &/ A7-8599% (b%%"a), the
dé\h&i’pﬁﬂiﬁt of GGHE 1dté GompiZatiSnBsush APintkiRd v§écdﬁr Ebrﬂ’l&a@iﬂlty (Wautier

T G R TS et dnett S Ao greriro.

1 ]Slllw -1 4176(2800)), tafterissoteodsis MR¢AD @r. LN\ eTHel Ribhisis Medich BSRiety

| S [0027] . Fig. 23 is
DUOTECD A Phea® dR310 306 (FR8P snsgibichink Birufin St sberotosia
42: 50316@7 (1292?))WRWGE hes atwl e énplipasd paAlhehdrisalitehdeq Yan ef al.,
material on the second substrate and a third substrate
positioned on the first substrate chuck; [0028] Fig.
24 is a sinplified side vi ew 3f the l'ithographic
system shown in Fig. 23, with the third substrate
having a material positioned thereon; [0029] Fig. 25
is asinplified side view of the Iithographic system
shown in Fig. 24 with the nold contacting the materi al
positioned on the third substrate and the robot
reerV| ng the second substrate fromthe second

o, o F A/ ~r~s o s o I
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any chuck including, but not limted to, vacuum
pi n-type, groove type, or electromagnetic, as
wdeswrwied in United States patent 6,873,087 eRCruiSem7/001686
"Hi gh-Precision Oientation Alignment and Gap Contro
Stages for Inprint Lithography Processes" which is
i ncorporated herein by reference. First substrate
chuck 14a may conprise a cavity 16a facing first
substrate 12a. First substrate 12a and first substrate

Nedwrek3 848 5hE1 (12OOY RRO T ehoPMvasibr it mahages dBg@d e, Nature,

20, with first stage 18 being positioned
4§§§§£gﬁ§?ﬁg@ "substrate chuck 14a and second stage 20.

Fur t Mespite the btoad rexlpsmmmf RAGHesd ﬁBa}@adanQﬂeimypheole in multiple
d%rc'élegiﬁs%g dmgcﬂeléa Tlg\aél? does noE %ar?set ret§ %g%%;}:%@s { aXoxprfg cfeveqopment For
emmnlpd%Aﬁﬁtlﬂmnkm oute ae s@bmndma)xm abnmalaﬂmootglp@xuggesnng that
vﬁ@l‘e %@EEME%Q @lrolg Eﬂgasé h{_}ﬁ&log}q}vﬁen %(n%ﬂathl thohltcﬁﬁgyé %ﬁ”ldbltlon of

second axes being t he X xes
RAGE Heesgrob senser fospafiibuterfo ameu@v@tfrch@m nhnmpqs@nhenswk etal,J.

AMTBRES., XVRA04356 (2vag)) XM200S50, both from Newport
Cbrporatlon of 1rvine, California. First substrate 12a

may AREERIZIRG gt RhyFogien gy d sa RAGHmeE Aownregylate the
pﬁt&ibﬁlﬁ}%[ol@gim JdhdHpBs brofxg}{t%boﬁ%p%kée%bee gc?ﬁ'éeﬁ?a\floh@of AGEs and other

R§g§gé %py bsent (g roughmag 244a. OOS%]
‘%Eiﬁa PSR fiRGps 8 gotons ligands to RAGERp mRtems gssociated
vt AGEamedistad Z&Oﬁkfseﬁk@l gedited 55106l FOVEE SR AGESik able to

TR A U DB SR 05 P50 g o e

hnléyifa%m bbninsteed 2ditocthasnay ano s}mprﬂo vt tiwdduti&ally usef! for one

o L0 B4 ROl TR 5T B L SR e i
of 6GHsanfl other pluciplpgica ligaidsito e RIVGIG rdgaptonwherkith doatpound has a
dEsQreaﬁlU%ﬁQnﬁcLhﬁ@nc Syafet z, silicon, organic polyners,

I | oxane polyners, borosi | i cat e | ass, fluorocarbon
polyners metal , and hardéﬂé&&éﬁgﬁhire As shown
pat t ftoBEn Y SAREp3RnE AFBRIALS RS HAGE #sbh ?%ﬂelm/arm methods
lurality of spaced-apart recesses 32 and protrusions

ORusing BB pEpteing. hThe PFOhBY PR aEmhRerRmbogiedtin p ARy of ways.
Eﬁilfoﬁﬂi‘i‘&ltﬁ& th@prebshit BVRSA A dnpr BB RAGR AU R prfe i W@ mprising a

ernin ce 30 may define an ori ginal pattern
Brgpaioe ok e asenmd n%%@ﬁ?(wes%&r dF fBgiempodiment, the
RIAGB ﬁlsB:hhttﬁ'btﬁeﬁi c&nﬂpﬁ.’ﬁes EdRAG[D hedd f)iﬂlﬂ{n%%fte bEﬁ@MG@ﬁﬁbﬂﬁ)ﬁntem may

o PR s RO W efide FRe kg ¥ St P e e the Co2

dewainvden immupogiobulipepr agpcuOmeoﬁ thp €2 domeilnect r omagnet i c,

d 3 .
ont | ETSREf hRp B ot 85 AERN MBS ASE tiign ayein. 1o
O@prqﬂlmsutatg@meﬂv@ﬂ chmprisen finking h RyxGP hylyProcle $s & sécond, non-RAGE
p&%&ﬂ?ﬁe Irt mrﬁt‘jo%lrﬁgﬂ cthf Iﬁggt?;yo n%@e ﬁ@éjpcln‘ﬁ?—ls%é)a ﬁPXGE héagd binding

i print head 38 to facl
siffs gL hegnethodmay gomprisedikiiees Mﬁﬁmohmemwl@sﬂw yreptide
céip@ingl @82 -ddhmatd SEARN{IYBobil drr&gpomdyd}’riﬁe Alanen.

trangl ati onal notion) stage control »
t hr B BT EEbediPtentsc i RTesTE Iy pRSion 9y sAYPEFE Betheds andsempositions

faaGichid O RAOPIneaARWHisorded 3y Jubsés tEHe nl@thtﬁdlﬁﬁal}‘ €bémprise
%? [ises §bﬁ§t flukd d$%€enser 40a. First fluid
i sjomErotain p b BeaBHRHET A ooRe HRISRL- Thest

substrate 12a so as to position a polyneric materi a!
42a thereon, described further below As shown first
fluid dispenser 40a is couple& to tenplate chuck 36;
however, in a further enbodinment, first fluid
dlspenser 40a may be coupled to any part of system 10,
i.e., tenplate 26 or inprint head 38. Further, system
10 may conprise any nunber of fluid dlspensers and
first fluid di spenser 40a may conprise a plurality of
dlspen3|ng unlts thereln Exenplary fIU|dd|spensers in

oy o o o
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wi t hout contacting an area of first substrate 12a
havi ng pol ynmeric material 42a positioned thereon,

woesp@otdeéel y, i.e., the active area of substraCeUs2W7/001686

Driving nmeans 56 many extend or contract arm 54, nove
arm 54 horizontally in a circle, or provide any
desired notion of arm54. Driving neans 56 nay al so
provi de notion about the first and second axes
nmenti oned above. Driving neans 56 may al so rotate
cahpuodition Magxorpride. £R AGEIOLIbN profein Of thd Presdiit Mvedticibiy a
%Is% raotage &Qougban axis 55 to flip first substrate
PEFRPEG W A°F s SCF™° nol d 28, described further
bel oWheﬂéwtrft mnous advm&@em;tt mayt et sseiged wgh paitintlabé@mbodiments of
r r at e
q%%é%%{ {/ﬁé’éﬁto | ?Q?BGS %’ b(%ﬁa%?xlit ﬁﬁi(%%h%ﬂj io%ﬁ%otgﬁlxgﬁ)g{ € rpa sent invention
naydwanetabqligelly sthidemhen Fdhmingstevest toat subivals SEb¢, ¢hq RAGE fusion proteins

&[ikgs%ggn%sem vl n%afyeexgbwhugl@t ¥¥9fnd§xg *%éh&ﬂb%ﬁ rgtél { Sh Rertain
eppodingntse B oG gusiorurofsinsiof trvescRGTRNIOY &trxddﬁ Wb @l ligands with

affﬁl{1§$s lﬂrﬁﬂ: BEE AR AIE %vlgucﬁ&golgpran% ﬂl Bitnd %@gm?’lﬁgh affinity to

first fluid dispenser 40a, source
PBM%?Iaﬂicﬁ]gR%ﬁEdlgéB‘?’Pp thedRAGE fersam rioising 9F étmrg?sswenavmon may be used
t@ﬁﬂﬁﬂﬁ%lﬁ@ng bP&dberRRt Bbkide ¢ RAGH, BRrebd pR\Hdidg a'n'ibans to ameliorate

ac nce th the prior art, a process flow for
é@é%%l‘ ‘\?MF‘?B§“ES substrate 12a is shown. At step 70,

f I rstalsy) h&tRzaGE fislan pRyeiioffigsprédeanidtlentidaindyl YeSirovided in protein

ubst.r at chuc l4a, re cifi r.st_an
o2 B3GR AGR Hyrris Toeple pbtert BB RAPE IS fnmay be
adimirgitertd aystenmaal@eaidr reﬂia&pﬂthealasdlldﬁtﬁblt@ pethntailyiticht vascu]ar diseases

e%%a? & 1‘t1 LF% b&g?/gélfggn cﬁn OE L )Ige?ng 18 gnq.gt 1ne tgﬁ% I'%%&Ett éon protein may
bR@bmthQtematly tonisdag dlseaspswmm Bﬁ@&hgnﬁ@ eorfuriloute to the pathology of

t . h .

e L
baﬁieh\seé%dotﬁrdl site Hpjdlee usg of A amgonriye ¢araeTshelt & a‘vmgtor naked DNA where
t2aHAS} 18P exd? s R Gyt 1By Anils:s e Gt RO ﬂ)é?\QeéWA?F hgands and

obt ai ned between first Substrate 12a and first
TeReRIgEN SRS AgainigZationrpay e trangiepide. of, [ag e tip R ASE fugigp protein is

2B YIRS} drGRoR PeYREREA G RRILES (b3, a8 3ReRRORAIGESfusion protein is
ubstrate 12a, as nentioned above. Pol yneric materi al

admmisierod BRa ECRMRBRRYPNAY material . [ 0043] At step 74,
a de&[héledre&ﬁlaiti'oﬁil fe@hrad dfaRshientibRWhizE vﬁbbah&eﬁbéaetem&er Itis to

te a and l.d, .28. re.s i f
P S Rara 0P e TRl s aPlica g Rl Fogg n he
fm’twrlmg)dalmsodesémptmh asdifigitresatThe étvestionlid eapable bf dthatenftoliitients and of
rinmposition with nold 28

b§ﬂg§%&‘:§& eor}g%](r)1 ér‘r%?‘?\éan% 3? anZa fill S the desired
vol une bet ween “ SIETON) G Ell IR
fact WiahighLrolhldd el o &@gg@tg}g gfﬁéﬁrgs&%&nﬁ%wtecome more
apRAGiE e thrrefeaene g tothe f@l%‘pmﬁsura&ta may be saturated with

hel | Wi&01 showsCARBLERRBE SyamLAl &id xﬂhmhégxébtﬁﬂts%g@én'cys in
evacuat ed_at nosphere of helium Further, at st

aggordance wih gliempiegmpgigiats of the prpsegt W%WOpo?mm, §EQID NO: 1, the

afiiRicidde é&m &8 ROGAPMIFETSILS RiCene twanﬁﬁe a&d Qequence for
br oa traviaglet radi ation_ that, causes

hpwey Witk he.Seneh seabEoef PR RCi P Bapgidh NEQUD NO: 3, the
afiref aeid e gerice fér IBRARAGE fithsit thelfighdl 3t fiededPoralfino acids 1-23;
patterning surface 30 of nold 28. [0044] At step 76,

nol d 28 may be separated from“ol yneric material 42a
positioned on first substrate 12a. At step 78, first
substrate 12a may be unl oaded fromfirst substrate

chuck 14a. More specifically, first and second stages

18 and 20 may position first substrate 12a in a
desired spatial relationship to robot 52 such that
robot 52 may renove flrst substrate 12a fron1f|rst

o, = L ) o o
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conprise a second substrate 12b coupled to a second

substrate chuck 14b. Second substrate 12b and second
weubstmwae chuck 14b nmay be anal ogous to that 8E€TfiSE®I/001686

substrate 12a and first substrate chuck 14a,

respectively, as described above with respect to Fig.

1. Second substrate chuck 14b nmay conprise a cavity

16b facing second substrate 12b. Second substrate 12b

and second substrate chuck 14b may be supported on

HaneBC, 8BQ 1Da00M] tist g6 adid smn&(bf}semﬁ@mgﬂijo 5, the

aﬁ%?cbg%al% g%qlillrgrtﬁ%eogl COHF k§§@a%t hr %‘% %1 s%%g%lce o¥\§r81no ac1ds 1-22, and
SHOPED AQ:iGatheyaneixs nd safuedderod mgmamyRA@E w@@:@ﬂﬂl}: stgygl efquence of

By S6L 155 PR S80.13 5657 ] 4813080586 0 v
d@h@vmof wwoRthEEUSEQ stI‘ﬁfén& én au@hatp smmmli@@qtl@ce comprising the
\}-%Gﬂlag;t(ﬁ‘ h%ﬁHﬁ lﬁA O: 9I A —tgﬁﬁlhh%agﬁ{mpg il Q’t dornain of

second fluid dis ense 4 %’ to any part
hymas\RAGH; JEQ 1P NO: 10e ap altgreato W-terminghfragmentieftie Ygdomain of human

KRaE! 90D 6N %eunlﬁhg alll SRRBSE oAQRINBBYidbP @zi-gﬂybﬁmﬁan RAGE;
rocessor 58 that is in conmunication with second

Srﬁij I NG g eths eminpnsid mdeensce forerwng eqld%%?pﬂkqftfyn@fl RAGE; SEQID

Mol wmeadnmaa acifl @8Rlen&2fot SmEB QWA 85-10Yor maRa! RAGH) QﬁhaSE SEQ ID
I@Sd coupl i.ng between p ocessor 5 and %Erst and _s

a]g4e§he1a8“‘3 B°19 6°9UENTFOT EHBRACISS BtddP oRRRIT Rﬁ&% 5EQ) i o 15,
thd gﬁmoacairsdq-ﬁmcafop aatessids 2w 3f60ff hpmaﬁ BIHIGHQ I3 NMNE, the
second substr es 12a t 0
FRRSTod SHUENR o T2RORE) B 1p0s] PBHCBARoNERIPRYO7 D tho amino
asuﬂmnuewbe fczrhtm:ko dodde. 23MAGeofdpeah RACGE; SEQ 11D NI: 18Nthe amino acid

sgﬁ%%%dﬁ"?i% o acu? ﬁ%6 mfyil = %}EE Ilp elf f‘ rﬁj]q:,t% :rlgf t%e amino acid

ésired Felatt ons
Spme@fortamlrrqﬁwts B25 utf IhumhaiRAtCiﬂ} GEGID ey 2@0‘&;6 o acid sequence
f&l e(rﬁﬁmaum brake oﬂx%gnapgﬁe%l 586 IPURS! S ﬁ%%&(?ﬂ Q&Grhéﬁain linker; SEQ

may tran rst substrate’l

IDUHO! 7 ecandfATE irrdomendiniyr SHO IOY0: 2b1s e RAkbinterdomain
IHIRQIn sttjﬁj laré)u b5t Bhi&n Rhwlnﬂé@onﬁﬁﬁﬁ%er%ﬂ o, Red® NO; 25, DNA

_at step 102, first and second st ages

e&ﬁ?f"é&)h%%}‘ RAGFGTHRe ity b1 18,56 FARG: 28 JONA#R0G0E uman RAGE

ah18d adlddL$23;06dd BES) 1D WO: PRDWR eﬁ&m&gﬁfﬁ%ﬁlgvo@mn{m& &dids 1-136;
enser a

1§Ubsﬁ?§ﬁ 2a and first fluid di

3061 Hi SEQT DR PN AR FLNE BB RASFesting gtids 436 and SEQ ID

1\(1;2829 mﬂﬁ&r}c:toaﬁlfgemfrilaﬁM@E Eingﬁ} acﬂs%%lgfaﬂl IS$EQ 1HMO: 3B, a partial
esire at i elatio 1g:) obt ai ne

e 058 BB G2 ot Bohe REEmlay PRGN HO%9. Dra

cheeditg apoitiow obthd hstnag €52 26d Rt d@Qaianalf humpini IpG; KEQUDIEO: 40, an

agﬁ’%% ?c?(z %«J,;ecfu%gcgfﬂ)nxra t%g C,s’ J Qﬁ& E;a£ Somal k l%‘u‘%naan %&hﬁane&lt EE@%E) NO: 41,

admdAfencoding thpd)hlylﬁﬁﬂné am&Ce”ﬁ dahalanf Hunhdnégﬁh SEQd®i N@d42, an amino

a¥1‘3| se&&n@@%omrb f J@&alé uﬁalém Glg %avif aff §mmo acid sequence

Furt her, esired vo
for the £¢3 \%thmmf |hymen 12G;ramd SEQID HQa44, ﬁﬁﬂcw w@ydomam linker.

produqe. eRRE Y hd BN L s&uen&f@@éh@ﬁ@’o W o@g 'ﬁ?ét %AGE fusion protein
radi ation that causes polyneric material

(ELF194PPycodmg region Fb@soqdwﬂe vaBymFrRodimens oét@mavenfdﬁvennon

dddirfpt seqm.sé [-&58 hibhBoR8d indedid 85RHAR SCEMNELmBN1 gfotém k&juence
end, groceSS|ng of second substrate 12

THE{P25 GeatP e AP RS S e G G DT g atare.
substrate 12a. Mre specifically, at step 106,
concurrently with step 104, robot 52 may transfer
second substrate 12b fromthe Substrate cassette (not
shown) and position the sanme upon second substrate
chuck 14b. [0052] ‘Referring to Figs. 5 and 9, at step -
108, nold 28 may be separated from polyneric nmateri al
42a positioned on first substrate 12a. In a further
enbodi nent, step 108 may occur concurrently with step
104 and step 106 [0053] Referrlng to Flgs 5 and 10,

. A A N o o, o A S R
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[0056] Referring to Figs. 5 and 13, at step 118, first
and second stages 18 and 20 nay translate third
weubstmwae 12c such that a desired position mapCibas2007/001686
obt ai ned between third substrate 12cand first fluid
di spenser 40a to position polyneric material 42c on
third substrate 12c. As shown polyneric material 42c
may be positioned upon third substrate 12c as a
plurality of spaced-apart droplets 44c. 10057]
Ref erFIn g shows-thg NS sﬁ[hﬁnda‘KSE@tIIHﬂGm 24 2 secold RAGH fusion protein

TP SR B ST ML
m@mme dt40gdughlightad th Bd amcddenPAGEN heaadna Brateiy sequence,
Sa:s rsa({llemer Ado- FHRShEASnG] lfgtl} S%lzgro%‘lﬁ Qecwa e third

e 12c may be 1n supe Ition ‘mol d 28
and fRIG: Hehopoihy mmccacnchteaumbs, $2Q 11 NOs 32 h8EQdBi N@u33, and SEQ

Iﬁq{lér@4 Qﬁt%n&gﬁer djfoﬁyﬁ’é%ﬁh%d@ﬁls%ﬂ%&%% g&ordance with alternate

Further, at step 120, after the desired volume iIs

embopageni efiheBlesen Fventian: A GE seppgncess hichlehied wigh bold font.

produge;, 8RESWY tié dmid £bid séahéh%db ard 1 NOAYS WRY ID NO: 36, and SEQ
radiati on that causes polyneric material 42¢ to

IP&F%%? yPe e gTCete s S dRrmaE A G P HER Pen Birgperdgtos with
alltbinath smtsiih@iteoftRE prREGIt REEARNNIRYGE Wéduas® i Bighfighed Fith bold
f28. At step 122, concurrently with step 120, robot 52
renove second substrate 12b from second substrate
chuckF1&d e, Pakl [Aosﬁdvi'sCH‘boﬁ'rl'}ﬁnscﬁﬁE thd prbicin ddiRaiRdiDHUERBRAGE and

cassette t urt her. robpt ition..
hun}ao%% gfmix 01 C %P%Nn rl, ge?]va%n?omts Jsedte to aﬁ(&r@%’k—g@a{fxteposmon 136)
apfh JAR-40400 . (aﬁ@bm@n 521)mayc¢ommmsé with tah@nﬁta lsnrfohdmwb&'tqfaueepresent
lﬁaghogggpﬁ%ﬁt{ﬁg&%@ﬁ%§ﬁ8§%5g%@bﬁg%&ﬁggf?6 e chuck %%Bn
awﬂrd@pcs V) efig altarr@telez@oanderttsh@f thopresant xyybeiianat e ( not

sh oWrﬁIG b%ﬁ&v@ﬂa@h&gﬂgﬁ it Qt;% I@)ﬂ{dl ast:dyr i%I‘ sl@&@ﬁt e(r@lt aeﬁrl.gﬁAGE fusion

may be SU%A ect ed forenmenti oned processin

Pé‘btﬁ’@i FTEA00 GH4) @giomecw&l RAGE fysion prosyin ARE-3988 ChE), to the RAGE
1izHREL dn1613-bbaA Aahsa)1 8100l (8 P53) andekfhbiefd (ARphbYth adordance with

and 5, furthernore, concurrently with patterni'ng first
ag spbepigeat 9bthe PEseH dRYepihal substrate (not shown) may
be paRIGEBRESWORSHBGTAA #541H5 bl abyCikr 4 Akt RIAGE fidsn proteip

TF-AFR Lot aRb Ry hie e Emipedip s e conol oy

iadaditg dfeahmsmbdetwcalbe rdageits §itantplex @roevr)mjsll ayitagonism of such binding
at e chuck 1 avin
bS’%lsﬁyk/‘g‘rrehrglrllc gaﬁa? gand; CPost |“8tn e etnh °58‘6?Pt gﬂﬁ\? present

mepption pattern forned thereon anal ogous to that of

; tep F}éz 9§ﬁ&§grregﬁtes é)'f gr(n) znl\Jitr %ledgr'}%rssaly %ﬁ%g?&gﬁ(}(ﬂ'ﬁtsﬂn protein
Ts"lﬂ’oWPP (Fd3) € Poried”)dn amb@whum 2§ mnmar@iﬁbgtneaate/e(qootol only

u§cﬁt§’cﬁﬁ theQHlﬂhﬂg@éié:ut)Q réa%@ﬁts ?fCoﬁ{p?EQc Aibfe 5% {gﬁo# it of such binding

0 that end, ste further i renovi ng
Wﬁé‘%@&u%ﬂéﬂl&ﬁt (s%é@ﬁlag@d( h@tacngréw«?}‘ withyfa e@gj@dgnqné of the present
itRatioef step 122 shown in Fig. 14. Furthernore, step

al so further include renoving a second

100
addi ngén 19 shayrsesults of ¢ pRItDasad awsyy mﬁ?‘sé‘Wé thsi iphipition of §4QPb-RAGE
ihdepidhdtivaed TOIF-& by RtAGEIh@Ioh ReiahUTk-3b4a (Pr3)QAnd TTP-4000

AR THEREE 3 Sero P duh PR ShBodiPerii tsamn By ghtion.

first and second fluid dlspensers 40a and 40b may be
posi ti oned outside of system 110, with first and
second substrates 12a and 12b‘%aV|ng pol yneric
material 42a and 42b, respectively, positioned thereon
outsi de of system 110. In still a further enbodi nent,
positioning of polyneric material 42a and 42b upon
first and second substrate 12a and 12b nay be
optional. [0060] To that end, in an exanple, the
aforenentloned patternlng process for flrst and second

. A~ - o o . o e
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inplicated in a variety of disorders including
conplications associated with di abetes and nor nal

waghergo4ReEs di spl ay specific and saturabl e bi RATNG2106/001686

cell surface receptors on nonocytes, macrophages,
endothelial cells of the m crovascul ature, snooth
muscl e cells, nmesengial cells, and neurons. The
Receptor for Advanced d ycated Endproducts (RAGE) is a
menber of the immunogtobulin supergene famly of

rml eguGEeS1 s Maﬁﬁ&%kinﬁilﬁfroﬁw'fbﬁmhoﬂ emlﬁ mﬁmooo in
i ncl.udes three |nnunog obulin

t
awa A P OO A PO PIST T B IR fy e curve Heprotonts
difeatiataalthal ud@esfahmgan(a\dagaeﬁerem cahditidns. Bi oI Chem,

267: 98- 15004 9 S
e {0 A8 SRS UL R pcon
b&rRNaE St protungﬁTB—%ﬁKBﬁrgﬂdmmptIg@Ghmlatlan s & olehawe om i
tracel lul ar domain., The
oarlfnam%to arre]as Oélse 1Sno ?rd'ancg tw;agteéno oggnlile’sl’lt g Eﬁ\%&érlt l!'ljn%Etlon
mol e@iGail3 bhovsale ost ofeimﬁb asm@romlrgewmoaomm It‘@tenosm in

d%(eﬁ: Szﬁl%“‘ﬁ@] ag&l"lr?zfnc? %ﬂh gftﬁ:r%gg el\Abg&ig’leﬁt ?EH%' n|t1§n wherein

expresse e cell types inc I ng eu ocytes,
panelrd ﬁlsoww@trm .4@@0 RaGEsfusingl predeie tidipedethel otthied/ nedie ratio as

cgﬁsgred 160 Ha Ailve @J)ntroi (Ig Qllnd FQH&'E showkPhat %&OB@&LAGE—ﬁJsmn

. Increased | eve are al so found
p&gwﬁge yegd yeseulasempth Eviesl gl ppeliferatiopyin do&renv&oeswg granner.

(3): HEl146%wsh8 B}"RA@HS%H rd¥ia atPL4n00 &6 tddace amyloid formation

vasculature and kj dney

apd T%E“‘ieo‘évéﬁ’(“f@%)“)amrflﬂ %tg ﬁlﬁl’iﬁn?fogaﬂl@é'\%%@r“c”dame with
aﬁ@:ﬂfﬁtéwﬂdﬁ)dﬁﬂéhtmmﬁe presenb thvemibnl vitiegeiimphirel ARMGR/sIT TRIS0I0R A GE-

L B et P o B L P
memaﬂn Ehyroadd mgniﬁvel fiprctauct s ( AGEs), SI OO (a
th I J
D AT A IS il O AL R0 L) s
kfrBeo RAGE Ihgancbtm a¢corda@ed Wit emlmdileel&plf theggesent]ihyertip8.
( 200?[(; %%&%}g Surfohs #AGEM ﬁl&:@lpgssanldrixfrl%kf)gloﬁh%gﬁén%gsﬁn

(2004) a et I mmuno
aecz@@e)ce vfhaltetatesqmbsgidiments ff theipresemy iypntion; Fmeld, B ID NO: 45,

\g&gﬂ-&) acﬁ%&@e‘ﬁc@&f l‘ﬂlman’%mAG]E wﬁﬂ&l? Qllxe SA%%? séh%g-x?be%% 4fino acids 1-23

2003)). Binding of ligands such

cexibe glygraig |r?slaf1uetsﬂ- -tsrginughes vﬁkzedeafmlgbﬁeglhwnw acid, SEQ |

Ibmn@é anan&nmmﬁ&adwseheerﬁé\@ﬁn nd88V-8HANA of Buman sRAGE
dify expression of a_variety genes. .These

"III’?ff‘e‘ihﬁéf‘I‘%‘Hg‘e FeRAvere freilyy FGPPH’I‘% h%ﬁ fgyﬁa#dttP éﬂg’dmwlaﬁmm acid, SEQ
agbad, emaueﬂﬁsde Mtdﬁ@nﬁﬁﬁag’iﬁdnt Uﬂﬂmb ORdorfda bABUmMARAGE where the

nases spho Iat d the ti.vat.i,o
ShaRse Sl e R RRE s BiET o P e B it ¥b@p No: 48,
thsd gnimbianig, se&iFenKch(r‘a(ﬂimﬁc1cB|24 128 st dtrasn RAGEL dhére fie0dutamine

SRR B S T BB B 1B S o o o,
the 2r@®© acidhieqienth &remmna aesislzﬂsl 36ref Aomaw BAIGEwbére threglutamine
S8R il SRRk Yl 1%%% %kﬁ&nﬁi@%lars%g R0 the amino

e activation of regu enes sSucC
agigk sofraanes fariamino 45ider - 2P i RAKEE o haRgEmine residue at the N-

& RRESk @PclizRd WPHRd Py Al fiflantic QCIHFS]gé fré% S4YOYR amino acid sequence

Increased expreSS|on at” sites Of annatlon or
fesaraiap agids #1285 of puragaRkAGEWhere thg gltmlmne resifiimat the N-terminus has

A d192ed 2 EkmiS T EutadRORd; PaRAIUS, S]ﬁfgll@?@ 3 Hoh1RRthiODNANkequence
detrinental spiral maybe f uel ed y a p03|t|ve f eedback

| oop initiated by |igand bindifhg. Activation of RAGE

in different tissues and organs can lead to a nunber

of pat hophysi ol ogi cal consequences. RACE has been
inplicated in a variety of conditions including: acute

and chronic inflammation (Hof mann et al, Cel

97:889-901 (1999)), the devel opnment of diabetic late
conpllcatlons such as |ncreased vascul ar perneablllty

o, PN NSNS PN A NN\
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hal f-1ife when adm nistered in vivo that nmay be too
short to be therapeutically useful for one or nore

wdi2erodens. Thus, there is a need to devel op ceapwsSz@3/001686

t hat antagoni ze the binding of AGEsS and ot her
physi ol ogi cal |igands to the RAGE teceptor where the
conpound has a desireabl e pharmacoki netic profile.
SUMVARY Enbodi nents of the present invention conprise
RACE fusion proteins and nmethods of using such
epeadlirg ayzortidinet the bwma CihaehCilodrmmays ddhuerbdgl éa SEQ IR NO: 38,
iy r te i
0 2 A s A, TR, ol e L PR M T Bmains of
hp@?&%’pm%@ﬂpﬁ‘i@d‘wto a second, non- RAGE pol ypepti de.
| N ORgGEIPaWIBALIehie lﬁd‘)@éecfuléﬁé @E@f 19 RO sHUR 4 3ESABE fusion
RAGE I|19and bi nding site. fusi on proteln nmay
prajpin KEFF-¢8APred e segany qsm%@sw%mcﬁnr@étwlt of ﬁll!%@desmt

iveR@bnY RERtihE & e QIR LB nﬂ%m@ﬁtembcqg BRJAeORAVE N-terminal protein
i mmunogl obulin, _or a portion of the CH2 domain. The

seqrigRceAndiSAQUeREs G- 5%8§&ne<zﬂ%hw§eslg§ (b} Protein spanence- a
RAGEFi@swghom@faﬁ allernitd DN s&ibdi (FBOQUDING: mtolir@qecond RAGE

r [ sesgl N yﬁgggfﬁ&%o %ch:ﬂg%bgegg{ﬁ]?ag Fli?fg W of the present

1mhty¢1€ pTodieg MWGBSQ?JS&&@A@EGB irges1d ehdadels RgGé? Neermifi protein
I NKI t e

S?ﬂ"ence ﬁnga%{%uegc o ype e eg}g%% @ﬂ %{fg CHEUBIE n of
an i ﬁ‘ﬁGnl;ﬁgﬂ@bmlthmarmmo acigeedquence IHQ T N@HYD ttarmtstes hfour domain

\! n 0]
R?r\eﬁ guégﬂgnqgﬁe{gxgﬁtaécmﬁ?lg% glg %S {t?rggc{\é ?ﬁ%&g mﬁgﬁé S g;.%sein? CPvenhon
Refi (&) pagiwenderis highlighjtedin, boilth@nhet hod may conprise

adm Y&t Ay idss Qhé?ﬁﬁﬁo bLidls Qd?_leﬂéreoé]ﬁb @D(NO tSbi’eth:pt ﬁécﬁc%‘é a three domain

i nvention to the Su jeCt heco ositlon may
RA (A fysion i ptsia ip pegosdance vith e awe@e ambpgivent ¢fdhe pwsemt mventnon

R SRGeME i€ BichNoRELaoRPbE. Carrier. There are various
advant ages that nmay be associated with particul ar

oIt S100 Ukt of BAGH 190 SRtiF B TR 4p0Bre ceduce the rejection of
aRoERa6k %Exﬁﬂreatichﬂet%ﬁaﬁﬁ)‘idn@ﬁn RESI- @IS with altBalkBHRBiments of the

PSS A ST YLl HS SRTLUBH LED CTHPL GRS RRERSY galtgh animals;cicles
Wlﬂfl@ﬁ@oﬁﬂ Tﬁfcmﬂg&leﬁgﬁﬁe atimak\tRaied GAthTEYP-800U dtiatfirst dosage; circles

h i In cert
w Bh 0 ool e Rl B e Blo sy 0D o g Botagps amona-
ﬁllcd/emlwmsignnd atigalRAGEtdd vgignadatral BBS;aiflisolid ¢iedes desighate animals
' to low m cronol ar range. By bi nding
H%tt v ﬁgﬁﬁﬁlﬁéﬁ}n ty to physiol ogi cal RAGE |igands, the
RAGEFI@s}2othops theaisp of BAGEsipn eadeins THR-¢A00 trreduwog therejection of
sypBhbid ParlcPbiPidict RLINHL AR5 i Q&gﬂﬁﬁgé@lth hwé ekgom(égts of the
thereby providing a neans to aneliorate -nedr ate
Pigpedd Hysutionnyvhgre opgie(upiaiiyd) £iselpodesigmateaintisated cartiesl animals; and solid

cipdl@S®Ripnki8 VB dIPR AR wRETPPA¥dsled i n protein or
nucleic acid form In_one exanpl e enbodi nent, the RAGE
f usi on protein may b%@@%@@&m cally and

r emaFer thépilip6sed 36 thill Peeification, \ése mﬂeabisy uidida&ti all numbers
vascul ar lsea es diated.in B%F‘ GE. I n anot her

RGPS oo agtian SPHFBH BROREIHT g Babe specification
amdm:eﬂ ummmﬂ ds(haﬁigl wodified ihedltindinsetisethe Wl QbE{&@EAccordmgly,

S .C |bue t he pat.hol o of the
MG R fjc co e s mimeBr PTG fm%ﬁ%%?lpweg
anA@atﬁfusar@ aplprpnmnnnsrthgrt coe vaiy|dep@rdét tpon dhesddsitediyropdities sought
use of an appropriate carrier _such as a virus or naked
DNA where transient |ocal expigeSS| on may |ocally
inhibit the interaction between RACGE |igands and
receptors. Thus, adm nistration may be transient
(e.g., as where the RAGE fusion proteinis
adm ni stered) or nore pernmanent in nature (e.g., as
where the RAGE fusion protein is adm nistered as a
reconmbi nant DNA) There are addltl onal features of the

Y
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of human RAGE;, SEQ ID NO 8, an alternate amno acid
sequence conprising the V-domain of human RAGE;, SEQ I D
wolno79949n N-term nal fragnment of the V-domai nPof/uS20vam01686
RACGE;, SEQ ID NO 10, an alternate N-term nal fragnent
of the V-domain of human RAGE; SEQ ID NO 11, the
am no acid sequence for am no acids 124-221 of hunman
RAGE; SEQ ID NO 12, the am no acid sequence for am no
acids 227-317 of human RAGE; SEQ ID NO 13, the am no
t@be obtameddnae p‘re;semaﬁizmmc Adthe 28ry1128t,@hd honasrenR&GSHpt to limit the

E mno a e for
“Bagone! e T sl AR Eop R Py BFRT B4 rhfggea
parmreter abould sglgast he eorfstomedaimilight cafdhftjsur@@%rbg 6poftedsigmificant digits and

" . ino acid sequence for am no
b??ﬁﬁz*@?%%%’??“hﬁ%‘ﬁhﬁi%ﬁ?’) SEQ ID NG 17, the anino
aci d Negwjiikstandirfgdhatdhd monarisebigngs and garemeterragtinRAorh the broad
é&@ Jfgaé\lgv%r&a%n al &gdma& Ile ﬁﬁﬂ%ﬁ‘éﬂ?@alﬁ& e@fishnqn ﬁfe'sgémﬁc

uman
eHAPIGS arciTePosied g preais¢ly as amsf@&ﬁ a%lvyagmzsswzbvalue@ howmnnherently

BARs caflh biboiNQecedrity REwaHE ﬁg%acﬁé gta&faw@m&mfn%um Rkir

acids 24-251 of human RAGE; NO.
reSREE MG SAENA MepHERRentsBrioraovRicell mpgesgi %Cé?,ssﬂ aewme to be understood

td BARLPHAEPANY ahll BH @ﬁbrarfg%@sﬁ@um th%?am apdrhdiid IBA(Eated range of “1 to
nt er [ a four tﬁ

107 gy %?%s{d%%ég‘g é“cggﬁ ary & aé‘é(‘jbfaﬁg‘f@et‘ﬁ%e“ (W“Ch‘swe of) the
nﬁﬂﬂmd'h Rglub oA Bnd:%eh_naﬁtfﬂlﬁtﬁ valok d8 ld;-tﬂal& albkdPrhddebBegirfing with a
enc d|n ac 123: .and S |
TR ST KA bAEBAI NG S ih - FACESINE NG SaM R g of 20 orlss,
elRarfe$ toH,0. Sﬁﬁlﬂl@am ang Befefohe eficeditngs brimpfinédtiragiihaein” is to be

, DNA encodi ng hunman
Eié%%‘r}na%%q%ﬁg‘grp?’%ggﬁ“g%m _ SEQID NO 38, a
par t itk furthenpotad itdt, se gsedric thif mecrtf“lhetiomk—@eamu@r-lsonns ‘a,” “an,” and

“g@mcﬁ\rcdegﬁurglﬁrgﬁpenltgﬁle §§%rL§1}J\Qd?L§O%I I aﬁy ?ﬂﬁfeﬁ% @ne referent. The

ortion human CH2 an uman
t%EquDISN@ed ingerehapgealivnvitia e derge God/ieE curfless therf@n@qzclaﬁbr indicates
ofld3vAemai ns of human 1gG Panel J, SEQ ID NO 41, a

DNA encodi ng the human CH2 and CH3 donmi ns of hunan

| 9G Adrptheriemes “pagionzandiifiagereatze weddriprcbangspbly ferefyto parts of

aGRNRYEP m&@ﬁmh,gcﬁ,ot@ggo‘l@umpmrﬂ;guctan am no acid
sequgnce or. th domai n of human I?G and SEQ I D

NO  44olyRentidet ?PdR/RE%e‘Pnf“?r‘H%’élF%chaP%ﬁ@B hepgrpsto éesélﬁ‘?ﬁ/%mtem
nidieuldAh s ey eBePritSHQet ﬁhrﬁﬂor&ﬁ)-leagth@r&bﬁ;st RAGE

f usi ein (TTP- ~codin | on i ,

i & h i RSB o Prariee e ke HURRRA 8RS e gppeptides” ar
chaingiefnoeind adiB3(thwighly Ioratb acnisb@hdse medeﬁ)oﬁ%ﬁﬁi lmked through

. n.s nece. wher u
p%ta%ygggﬁﬁ)ﬁ‘@%&) %}ﬁ %;c?nﬁﬁéé)%on Teag eonnbe;%xé%elﬂlgg% ca ﬁ?pgz ggpug §9’1€: alpha
cathen PRiPnessaine neé apSHE ahiind\@ou ¢ the hilpha sabom df #@iEr amino acid.
N ¢ X

Tfyuﬁhﬁy %ngb Fg;é% E.akﬁ\Q ng)a p?(?{gig]gget &?%%/eg%h i;rx%r@e(},(%%gﬂ% fthe amino
teymiftnd Freédug and gictriaghg ingthe éaethn tiovatd drrccadsy fxeinal residue of the
phedigr m nal  pr ot e| n sequence wher eas sequence 409-1041.

codes human | g protein sequence. FIG 4 shows

the Atiused ]éeé?lﬂ’ the %@@n ee@reaeE@fﬂ@ togoresghue thagisNteymig! to a second
r&ﬁiuemresﬁ@rﬂo@cm is 8 protdiladr 58 AFdseBBEPHSidAe {Bbe (RORBIeBule is a

sion protein in accordance with alternate
“gﬂB‘S&Fﬁe Hileo %ff“SF‘hBerB‘l“e% AR SO WRRTR redatseo saeritirdatisC-
hi ghlighted with bold font. FIG 5 shows the amn no
aci d sequences, SEQ DD NO 35, SEQ ID NO 36, and-SEQ
ID NO 37, that each encode a%hree domain RAGE fusion
protein in accordance wth alternate enbodi nents of
the present invention. RAGE sequence is highlighted
with bold font. FIG 6, Panel A, shows a conparison of
the protein domai ns in human RAGE and human | g gama-1
Fc protein, and cl eavage points used to make TTP-3000
(at p03|t| on 136) and TTP- 4000 (at posi tion 251) in

. o a1 e

S o - I T o
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by a RAGE antagoni st ("RAGE Ligand") in accordance

W th an enbodi nent of the present invention. FIG 10
wehamtrsul ts of a cell-based assay neasuri ngPCiAIS2007/001686

i nhibition of SI Ob-RAGE i nduced production of TNF-a

by RAGE fusion proteins TTP-3000 (TT3) and TTP-4000

(TT4), and sRACE in accordance with an enbodi nent of

the present invention.FIG 11 shows a pharmacoki netic

profile for RAGE fusion protein TTP-4000 in accordance
taxhiitnl &na esvbod raviint wheretthempleesle i a protesmtor 8 htowhsee@idrresidue where

each ¢C LYE ts a different aninmal under the

e, mdec‘)ﬂ ésralﬁrlgn{g?(g@ondl tions. FIG 12 shows relative

I eve[LEnlqu dafiredptherivisa.cdl tbehoimalrpl scieptifi¢ teris usedderein have the same -
rrfetdg;ﬁg 23kbholll [HAEb Bl B BF Hhifthsy KAPARDG APLCHHTRR are

atl nasarresure fan | nfl ammat ory
pmé@pbrigehqeﬁeé&@vrdmﬁ B@twdmnéﬁolmcﬁ%m (&de agyéusubel, F.M. e

ap r Wpﬁrdtmbmﬁ 'Mﬂecu’ﬂr@zol%gy Slh% d}ﬁﬁteyﬁ eJoﬁﬁ VR&%L Sons, N.Y.) for

fusion protein TTP-4 t6 reduce restenosis in
dgfinitens andpimpsegidhg #t. afélelzfmam fon anyng peid repidugs are the standard 3-

1640 eald/FENsttePEodel BseRif 8RNt th RMBNGIAB of M@Qb%bﬂmﬁﬁﬂf—hmﬂao acids.
shows t hat TTP-4000 RAGE-f usi on rote| nr 5uced

i nt i %/%Eﬁl%aﬁ‘%tlﬁépﬁlé’“%?ﬁiﬁteéﬂd’t dgoretpappsiec eelﬂt(PBW or
ribbdalsic asid (REAY] The fAUSudedaé infilille 4RQR-Akdedl diSle@ hcids, double-

rofein reduced v | a th scl e ce ;
SRR P R e oo ead PRED By Tom PfleaRde qrmactegside anslogucs.
showShe Sﬁnﬂ‘fve%i\(ﬁfeﬁ*mlaﬁmdﬁdﬂcﬁi moledile 4200ay be n&AIUG @ransport a
SEBH st tcIoTE b BB Bl £ BT v AUSIHREL Lan oL, ARLIRLCE
replicetiorad DN Abeduameest 1aseofad frlte thervestent Themestor NGy coim@ries mpromoter

tcg ?T{yh%gfége)ﬁsg%gﬁm -Q:E e%gglglc%%&g&ﬁ 2 X ee]['t 9&%@ n{eql% ﬂ% 0 6’§ctors may
riPACER potcoamoRgy éfr)qﬁraclnpmml )cqygmytheveteg@rﬁ@ltmfgm hopy «gl1
c]]n%nﬁﬂgf?@ %@Eﬁg éﬁﬁognngit neé O&t&%éﬁ%nﬂr&p all E)P rékggg veOor capable of

various i1 mmobilized known gands I n accor dance
prgduRing re*mgmi%ﬁ% frem af F?éstmaét% Htﬂu?lﬁ\?@ﬁldl sgarenfs gserteg into the
véfteys various RAGE sequences and inmunogl obulin

sequences in accordance with alternate enbodi nents of

the prdskprwn liBaeitbgandibgpssior ybridizing pyolgly agid sequppees to each other

c@ilbé Besafibél SHAEMERE Bo@lloW YeTRIBh s&%ﬁ%c}oﬂh ma&tany hiety etfiabent
e

ence of _am no_aci
B PRy R R 0 gt Bt IEn temperatures.
Hypridipatibaimag bacd filter Sothd DNNQisithybeitizatidredonaions aahd¥@d in the art

it PR R o B PR At AL IR B G iR ng n 0.25 M.

NafH0.z 2d% SD§ cﬁasltnvpylrb@gvashmgiod x8$d/0. 1SE/DE At NEmpbkraturanging

L ter f
AR F B 0P TR 8L 8 RS D, e
esyoblezebish stringemnypyash gbluprasw cvaalunzdm BERIT/OONG sodBym pyrephosphate
a@ﬁ"%&%@& g b§§°d-f:%lﬂﬁl§:lécogae BHi'bQ ach éj’@ tgha %‘;ﬁasg hgmneotlde probe,

wher e ut am ne resi due ato N-t er n nus
oe%ﬁ ‘Cdara g0 ’P%ﬁerﬂl poruslgptidertobe. 88 R0 Pder Ziéoassgh;gqrmcleotlde

p'r\Qe 46t osPE £ rmelea&de%réﬁeoetb%u@@sofﬁme@m&qn %gﬁks rafael@&xd probes
human RAGE where th g ut am ne residue at

th@rlﬁ‘?%fﬁs%wwasadweﬂeaws B epdsiabeling Wi PesraPls M”Phﬁf or
ihd3rp¥ehticalof racllsnaaabmmownaessse‘aw e zf-'EC’I@rByﬂ'@ncﬂﬁﬂ ﬁlﬁmer labeling.

4-226 of h e, the residu
%F‘Fé“ﬂ"ﬁllyn?’iﬁ’ Sy ’H%Pé ‘%I}h ‘f ‘“F%‘Pf’ &‘8@‘7‘36‘1‘%%?{:5%?%5‘3‘“ labeled
nBHe»tidasN@d thd probé eetmmxrtgcstebpwmiﬁ BEsti-fhioredteMandbodiss.
24- 251 of human RACE where the gI ut am ne residue at
the N-term nus has cyclized t 4% orm pyrogl utam c aci d;
Panel C, SEQ ID NO 52, an alternate DNA
sequenceencodi ng a portion of the human CH2 and CH3
domai ns of human 1gGin SEQID NO 38, SEQ ID NO 53,
an alternate DNA sequence encodi ng the human CH2 and
CH3 domains of human IgGin SEQID NGO 40. FIG 17
shovvs an alternate DNA sequence (SEQ I D NO 54) of a

o, YA PN ——— — ~ N\
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present invention where open (unfilled) circles
desi gnate untreated control animals; circles with

wdizeqgonad2e hat chi ng desi gnate ani nmal s treated wPCI/US2007/001686

TTP-4000 at a first dosage; circles with wavy hatching
designate aninmals treated with TTP-4000 at a second
dosage; dianondfilled circles designate aninals
treated with control PBS; and solid circles designate
animals treated with control 1gG FIG 22 shows the
use ofs UsédCherbins {'samllpirgintd msleddiey AddMoteouleeditasletiiar weight less
syngenei ncreatic. .islet cel

Plazer;@pq Qfosnslﬁﬁaxéa%gac‘)lp glr?gs R faﬁg rfzi‘ter hat e enbodi nent s
of t Ade peresdnsion protaint’| mfersvoarpeoteinan polypéntidediht has arcdremo acid
d I:
ol Mo P B in o B3 Bl e i e micng
IEESGRIT R IENadds beteennmipoasd p@ftlomhqiegwgﬁ &ef Separeie@mnoteins.

unl €33 &Ebﬁér@fnSE “ﬁd?ldkgéh%lyp@f)tllden lﬂm cﬁ%ﬁﬁ@éﬁﬁﬂg not denved

quantities of ] ngredi ents, reaction conditions, and

fromt RAGEsercp fragmmané themoéi PichaondtAGE@obpenfisdes m&dgmmnoglobuhn
ﬁn&@l dighe ABHE fpbﬁgeﬁtmeéls{abnﬁﬁg%g%g tméstd?ﬁp}ﬁ;ﬁﬁl% peptides, or

out." Accordingly, unless in ted t
pelyﬁf?%c}efr comRESipg FEHio241d Sﬁ‘é‘feﬁﬁeé'ttl%?té’r%"é‘i‘e ft'i‘ﬁst ﬁor tRTEEtRE or
pﬁﬁﬁbﬂﬂhﬁgﬂ&ﬂﬁﬁkﬁicatlon are approxi mations that can

vary depe upon e desire roperties soughtto .
ot LA TR e BB o ke v copiegog &1 PP iegiobulin heavy
caxid onepoanaheradft énpbe etrﬁ)bddllrmrtt thé pompﬁ) bf thaihbm dhﬁmtrhﬂj be the Fc

fr%gmﬁr NG oofr'tloe q#ller\aérgarre 1ésreag1 Tel 81e Qf P{ %)énpé-lgﬁ ?1‘5 B%%/y chain
hmgelplogalmbpme arlrtbthn B end Of:3 depmms efithe h@myfchmamf anlingmtisoglobulin,
ilﬁ%l ¥rh§1891| ﬁb nglﬁ[?%' rf}%}e/ (519 H’l%%}-ﬁgﬂnh%% égllégtsraay be used as the

_ stan namerical rang
npgmap@lpbmlm xsrémeph@e f Biret ivashehaby (oadortion g@r@ﬁ) miebe derived from any

ohO¥efk mawﬁmsa@mmﬂdwgeg ggé (pt v RRI @'dxgﬁ%)u 6513€{). In

forth in the specific ex are repor
agddigien.db¢ Jeayy chgn §enyiogtionhgreof) may ibe dpn‘m feen ampora/afithe known

heA\esha i dukt Ty?) %@ﬂ@lng@@m) qg@@r(fg)m%@;as(@gr IéIAM (@), TgA2 (02), or

resultln he st andard vi ation found

mpasainee of et @%‘%’P??g’rﬁ%%fgﬂﬁsé]i‘?éﬁ‘(t%” Miplosiral actiyity- f\aﬁgfergple of
bdﬂ@gibeu seshiaha ﬂﬂayﬂfeﬁaﬁeﬂedbﬁcl&ﬁé@ st Aol lmﬁmaﬁy &Wind to

al | subranges su therein, For exanp
Glod

SgTaFéaeCFaﬁ‘?@SeaS FSxappleg by Bl BhReToabPed t o
i ncl (I’(lie tﬁfmy Biédtl@? br ?pkhfeﬁﬂ@&ﬁlcbﬂtrmﬁ;ﬁo c&kendert@tntity ¥&ween two

and the nmaxi val ue of
ofylo 0iE 0o @A P} Bediutih § oo B el el otet ifFmfipam be
dviahuaed)by Aligmingroveesequenges dhdtrefefs. td theanghben df idgntiwial fsidues (i.e.,
affit] Ao MU0 ot Bodifors Shed By fhe compiich Seabihnces Sequence
aligmupeyt pod eeraphrisen aiap be cgndugte) @sing d@raégommlunmtamtmg the art (e.g.
shﬂﬁ%@%ﬁkﬁﬂad fog it %d@'}éﬂpf %Mh éiszl ﬁre&iﬁkﬁ%nd%ﬁ&h 1970, J. Mol.

as used’ in this speci f si ngul

Brfdr%ma Pearsgghand Teipgran. 1988, Arpe I]‘{mleAde S, GGk 85 244 or by

F&%ﬁzd@%&?ﬁ&ﬂ of tlﬂa@g allg&@tﬂﬂl's \(RGRbhdn Gehdcs @oﬁ@a&rﬁckage Release
erent. The term"aor" is used interchangeably th

7t0h SepedicmhConyfes Croym Péd Scienrs Ripies Medisern,o¥ |pybllﬁu |a&aa%aé§ as
BOIAS MdSEAS A S Alsol ARTREZBvailIE Hir&kkzh tﬁ@ﬂanéﬂa@m&&es of Health,

s2Le i nt rch eably to refer to parts of
Bé‘l ?E’zﬁ’ ey ﬁb‘é? OF SSqEFIee COMPRINBY Iweeeé‘EHOéfme“t the percent
ideotigtafieb sequentes peiytticdRteringd LiHOGOGWVitRE @aplSRILt of 1, such that
i nterchangeably herein to describe protein mol ecul es
that may conprise either part?hl or fuII-Iength
protelns As is known in the art, "proteins",

"peptides," "pol ypeptides" and "oligopeptides" are
chains of amno acids (typically L-am no acids) whose
al pha carbons are |inked through peptide bonds forned

by a condensation reaction between the carboxyl group
of the alpha carbon of one am no aC|d and the an1no

Y o - Y oy o -
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nucl ei ¢ acids, and RNA and DNA nade from nucl eoti de or
nucl eosi de anal ogues. The term "vector"” refers to a
waual7@ve2aci d nol ecul e that may be used to traRepP@ISL00a/001686
second nucleic acid nolecule into a cell. In one
enbodi nent, the vector allows for replication of DNA
sequences inserted into the vector. The vector nmay
conprise a pronoter to enhance expression of the
nucl eic acid nolecule in at |east some host cells.
evdraning ap@\gap épweighted aniftitonare ssigle aEre rcd misnasiobativien the two
thm be integrated into a host cell chronosone. In
e enbodi nent, the vector nay conprise an expression
v ect d¥s t@efbhftrble, &E tpmogonierngd acsiduss eicfereitoraminel adidotimtare the same
alr%"f\gta pRhfity QF pﬁ)t&H&ﬂaﬁilnfg #He bﬂnéﬁﬂl@%?&ﬁxd/&%ﬁﬁétﬁq fA”JeQion of
he~vect or: known 1 n the art, conditions for
CH9WYQ§| rosifngs mfcylb@p@parém fof gl EEECETS o5 Aeetion.h Ehuss pontiguous
cbﬁse@leea%glm%e a@ﬁieﬁﬁﬁ&i G thicQBhQoh@ fb@h Mly bORYOEMnt for protein
Gener al y. stringent hybridization conditions

I
SPrugure V(ﬁ%&‘% i ﬁ@ ﬁﬁ‘9 SPRGE er ReSIONRF LA FPNSBYEE &qgions ofPgpstructure, a

cbﬁ@saﬂmtdir@aﬁ;enédy 61 telé Zaﬁ\ﬁd &rmﬂw phGten® frbinl difreRdpBEe DV f
% @g N% ridization solutio standard in the art such
indivigug FISTHC SPAACSJBU ‘86 ecyl sulfate (SDS), at

65C, A&nﬂe&\m&hn@e itdtm0" hBﬁloMthHH@‘hs aPobfefilds Ha0ink@wRgree of

SSC/ 0. 1% SDS a at
b L Rt P R e
Cbedlg:ttdd tofeyejve npore lbenallpusiitleaid efl re'c)dllyl*_a@mlzékem‘mhmce 8omparison

pg%%%%%%%%%%ﬁg? aa?ﬂ% 6%%311%@%1%%9‘8 can cg(laﬁ gpgrcgnt%omology

betwegn ve bewpicdeqpmotrc(e. goWilkpur, A?SOK:alﬂCbhpalaNDbh,s@SfS, Proc. Natl.
A998 Lt‘fd’:@ @bhg@ﬂ@é)o By eﬂmﬁ& }éﬁgg%ogg seﬂugrgzeg%%; be taken to include

ol i gonucl éotide proobe, or at’ 600C
apayehiasid egrerses }:Yht?bén alggrnade eBBGIMPRE aze At lpabte®s ientical, 75%

1&&@9@ ang ltﬁengg’ﬁ gy6 tRatd A9 RehtRAY 0B, 1Mc§1' 97‘%9&&1’:1%1 or 98%
robes ‘abel ed wi_th radi onucl eotid

CTla‘He‘%ﬁ’X/ﬁGSanhfo Pk okganpl e, [g - 32P] ATP or

I NCORAKEd hébinOhe kerfhi 0 h@ﬁ@owldeh@aﬁ@lﬁe@ﬁlﬁl{;ﬁH@J‘steaﬁenlces that range
ernatl ve

f{?f‘bg@ 9??a%?‘yb GPQ‘%SS i @LQ&{%@%@% g’%‘dnﬂf‘d%a&)‘tfﬁ?ﬁ?%ﬂéedween

Tons, fthemetre aclekst SbebiedridalntiakRahdldas secﬁi’éﬂcdsm&t RfedN©91.5, 92, 92.5,

e t | t v, -flu scein
SAELEELA 94300 oS SELAL B gBid 5 UL EED gt o
imdieterdeguarce s Siofilaniy tectatra fatdeisy 1% ideatcdl haiudds 8ences that range
fBﬂl %&ﬁ%&d@% 1&9@5&1@“\%};}?&11 %zxgge%tx BLIS egna rfh de etrr%rlplatl-gg of percent
term "fusion proté€ to or
ifsotippie Qctﬁm}n@dm&m&]@s amonﬁmsr@smhed hsreq uence derived
from r SUSI OR '
O O R £ 08 O, 05 81 TR B
Palé'PEPt}SléPE PEYRIn gha P%PF‘SIBF arrindepradent anjyy Poaiains m%(sbeubﬁded In terms

heRinfte, BqueReafIATDI DOk AGRE}HE T bie BAYoRALYPS BLI
0t hat |g n%% deil vedlfr%)fén RAGElg)grna era ?reﬁtyt? g%gg%tldedomam

T8y CAMRERE R 58 1ARERIpi TRt S0l m@qeﬁthh@ §hlgantiply independent
ﬁfaﬁ’pﬂhb a8 of Hé Bﬁﬁélﬂl D@rr@ﬁis)‘l&@msh&iﬁﬁﬁeé haki hd)rﬁduﬁ Gatabases such as, but

oRORRIPRER 1 R AEBRORE mciert ROBLORR, Bhnbls A g §ec

PROFILES gaaﬂtMRg mdmmctAsatl on of the protein. As used

hereln obuI| eptide conpri se an
S SrST R HeRo R e o S IRE FE acids that i
storgurelipbathotepdus, srhidempizal topnd@hait bLami@axynogivbulin.MEle BAgth of the
the Fc fragment or a portion thereof As used herein,
the Fc fragnment conprises the %eavy chai n hi nge

pol ypepti de, and the CH2 and CH3 donmi ns of the heavy
chain of an i mmnogl obulin, in either nononelic or
dinmeric form O, the CH and Fc fragnent may be used
as the i mmunogl obulin pol ypeptide. The heavy chain (or
portion thereof) may be derived fromany one of the
known heavy chain isotypes: 19gG (g), IgM(m, IgD (d),
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identity of two sequences may be determ ned using GCG
wth a gap weight of 1, such thateach am no acid gap

wo00mmwghted as if it were a single am no aci dPATRISAI0CA01686

bet ween the two sequences. As used herein, the term

"conserved residues" refers to amno acids that are

the sane anong a plurality of proteins having the sane

structure and/ or function. A region of conserved

resi dues nay be inportant for protein structure or

stqirate ofamihbusids mmtmgmmwgloeahsamﬁd nfag e duy‘s Bengﬁx In one

emq) tlefnlteagx nnuno 1 gl mensi g a es?¥han3? 1 I 1

PTPOrT art f or %f) WMy e° Uné |on dfS hd™ exampie

eoﬂmgemmchnnmmudagsbulor danais sy bel abay 891150 afmr& aDlds in length. For

t r u

eg%r%ﬂ% %%?g%éﬁcn@?f %fﬁotg ?:f"er e% %ghgg% Ieg{oné BPalf&EﬁEarQ tach

imndinvgldbdhrsdcmﬁamh dneopotherspewplesthe iyagjatile the@el, Gag, Gseand Cy4
‘tp,ﬂm JBahs a pol ypeptide

rg%é%nga At glg%rgéwgl L)?lgg@mvm th the wild-type anino

aci d Aretfadherein, HORBOEGPreBRelebilsbdmmainhispeegusneref amino acids

R¥n RUGE PotdiPIig: i SHRd ity Whhblobhi&, 81 ﬁeﬁfcart%aﬁaémam of an
avai | abl e_sequence conparison prograns. These

"@awesleb'élm VFORGEITRIB] SR A SR tramoplobyidamain may gpwprise the RAGE

\PEb& e} theqmd;@ e liketyean t ammﬁﬁ (TR By QJ%QI@&SRA@EQg—hke C2-type
| byr d Lipman, D. J., 1983, Proc. Natl

2Qompin (5&2 %g}&m go 726-730). For exanple, honol ogous

sequeassd hayinben tiakaloniath linel Udﬁlpﬁﬂes&{@dlype@ﬁﬂéithat Joms two

T SUCNIEIL T e N

i dentAsoakd h&6i% Tdhently Gelted” 8% fickanddvalaht 1irfkd86 between two different
glr(iqﬁglt( galmcleolcr: acglﬁ (J{gael.gg ne%' é:]zyptegto cﬁesgg% | d {1‘& (Ié%%\)mséglhaﬁ ?g%l not have
aph ercetv@mnm @ﬂom@I dstveey @l@rtwegnwpatthalt awgneufgrlmﬂm@ 0-to

99.9 % dsgc? F(%r!zﬁly"ﬁ Ond Qﬁldt g(gilof"ﬁ@&le %Ifar%qg & Hﬁr‘%%tn%'%% pr?tein responsible

|ncIu es a ran ES I n t ween
fordynding @ dighnte nthedenm tigrad binslingddmede mC@éqmmggmeh af a ligand

bﬁ{d@n%éomfgﬂ- 015por§gns tﬁgreéﬁ Ig :E)hls %%ax% déil%erage en?x(r:lg %éd sbstitrtions may
be arade i e ltgenft lwedlina Git?:‘a‘t @a bg%a a@a@éaﬁtsum@lamyychame solubility,

hb&lophotidity, 8ARFdrdHhid heCrbi da&cmg SRE YRR SpbBfility of
?ar?%ofrlglm 7%3} tror9199l 9%|denlt| cal %é?h al | rgnges |ltr¥0 the

ligapdipiafine fAmaigds Biaipshat i on of percent identity is
dete Wﬂﬁ&ﬂhdt&hﬁag ltﬁﬁd Bing @i siteNEorlR &6 ﬂeb@ﬁ'eshﬁ ﬁ%rotéﬁ that directly

sed h e ar pr.otein

H5RE L i g BHUER O e b DB el BeHl Bretesn prasminy v
tlosapssidnes thandireede pﬁﬂdﬁn’tnth,lﬂhb tligarldo rithie ﬁﬂteﬂ?iatyorhﬁf rél@fhied @dlthe ligand
bin%xrx tg%ag{bnesc%ﬁg&{ lék)t%a S %%r&%%gmglncst/ [}er ]{Ggljggl gfg ﬁg1gﬁnc}TWhe model
ot @fmthHTSeThe teaygiligandlfinding sitt Biclmdesiatmdleguds of mh@nﬂﬂﬁmthtg site, or
%{a%hse irRrgOB tﬂ'ﬁtré%,%i)ébhﬁeqﬁg SORRNC L8 JU%MP 183 beFhade' 18 the
ligenddyinding sisyerhtha asipof simdarity impoledtyt @aFE'eAMlulﬁR@ﬁMrophobmty, or
hﬁmlnir a Mdug?g%%ﬁg ?gﬁﬁ%dlrﬁ%ﬁmﬁ{ t!l'lg‘l?i aMng site is
ffif%m‘ad se figantiindips st may geibids ophat mpss lgﬁnchbmémaldbyxams of a protein
ohpﬂ;}ﬂ;@@ags or identical to, a domain of an

gpg¥ {%é The | ength of thesequence of am no
aC| d iR he g ok H\ﬁ‘f’?ﬁ EoPRITE FRIfition of Ryoxinaiiybefween a ligand
of CormpRngdrPAHIERE br fragn édi¥hBRET, ahdl b hBrtidA FRh BeddRY nRfecule of interest.
| ess than 250 am no acids. In an exanpl e enbodi nent,
an i munogl obul i n _domai n may b about 80-150 ami no
acids in length. For exanple, the variable region, and
the CH , CH2, and CH3 regions of an I1gG are each
i mmunogl obul i n domai ns. I n anot her exanple, the
variable, the CH , CH2, CH3 and CH4 regions of an |IgM
ar e each i mmunogl obul i n domai ns. As used herein, a
RAGE |nnunoglobulln donaln is a sequence of am no

L e A NP~ s = 1. i - .

—




10

15

20

25

30

interact with a ligand, or residues involved in

positioning the ligand in close proximty to those
woesiituerct hat directly interact with the |i gardT/USk®7/001686

interaction of residues in the ligand binding site nay

be defined by the spatial proximty of the residues to

a ligand in the nodel or structure. The termli gand

bi ndi ng site includes honol ogues of a |igand binding

site, or portions thereof. In this regard, deliberate
T&ahmeraamrdnswasndrt uivalens fcrfa:yaxbplenaobeesult ¢ﬂ1$d1‘oiggla-hdnding, van der

gs‘rjfngagac%of. P ple .%ttb%tah asi ® Pl 'glﬂ!t lla%HcEX 4 Qe Q‘O’h?“ thYalent

of t h\é usedhateinss "laz@ndi' ‘garsaw atrhelewkndw wgnl:@pett mf gngiitt 91abi&1teracts
med ﬂgaga %ﬁ,dmgtr@ee nﬂcﬁaﬁl shisstra Rk @f e é‘g é{l Jgﬁg ﬁlgmo@dm Qescribed

exl s I N one r nmore |1 gan bi omal n
heqelra ﬂmteltneu lgagd” pey yaferieicampoynsis thng Hing de éierprotﬁln@f indengst. A
hghrm BAR6E an ARG, %nta@lta@oxﬁangJ 4 inBfu1br. p@to@li%hﬁd/ me h¥8&0e a

gand or co und, or portlons or ggents

btqﬁw%ﬁffe%tn Prea besnd gy tlgckghe binding Oﬁﬁﬂ’é’é aadgpthereby inhibiting a

bidlﬁgiézﬂ stfekh @idaRlihae Iricﬁfdle TR aR&oN BRI @ ¥R 5B molhile inhibitors.
ydr ogen- bondi ng, van der

S aresult of
il pdrates BRsinclyfe emices BeRiidomimgicehgarTp ﬁ%‘BP‘BmdS and the
hkélt Brgaﬁdsi rﬁigsals@fncluae pRyphitidedMA R proteids Used herein,

fers t nol ecul e oun

L SR SRR i Sl e Fﬁ@ges or alters
thwi)slbgmmnmty am\ﬂnolgulas oﬁrntepeatt & rhditﬂﬂa&ﬁxfconﬁﬁuﬁkesﬁy ieeshse or
d Cﬁ‘%a%l ?gtn{l or c e tlhe ggyswa% grel {mca E?z{r%&%ﬁ; og)p E.lzlctté(%l%i or
irag@mlsglcalanomﬂt@goﬁthsmoleouleaafmd‘ad;taﬁor RAGE, a anddiulgtoir@dompound

fec
i ep QPGB Y et Bl erifig ORI RYer

nambn@p@galmweemerse@ the RAGEners rmyon thedofidé, mctdmﬂataroemmund may
1rchHetn§g1ratl gn%m%lm%%&l.#amr Q{'t;fﬁfeﬁ 8 op Iag??' %m& peptides (e.g.,

mol ecul es may I nclude
Pmsgh?ﬁe@hé?f%ﬁ@um@%%bwérth @onqaagcaméesmlygoaa@bandes,
pbl@ﬁchﬁ’&xc@Q | gYyReRpidsl %te?d’@él% cdMRuBld) Suclbsvidds @fjmn:@é'o%kl@s or parts

a "nodul ator conpound refers to a nol ecul e which
heFRRbgES SBRll graagicorirEERtoMelsr st Adrqdylater cgmpgund may be an
edgefdils @hpiologic & Bfipourt SAEHNEAbOh nER D SHEMHIBY compound Or, the

ase or decr se activit r ch e the physi cal

R S pRp o P e g e et AR e Bodutor compound”
alsormeholeog chﬁhlcﬂly&pedlfbceﬁgarﬂforbbhﬂptﬁmide&lﬂ ifcl0desiifin@r&&id racemic

QL RACGE, a nodul at or conpound may i ncrease or

énkrease activity, or change the characteristics, or

f uncAndagdnisi? comprisah ongnp@jndpman pands t(ESreoéptdSﬂ”te oA Iccomplex that -

NQr L |nclude

eﬂ%@%ﬁgk gpgﬁgcﬁ ﬁgg% ylgt% gg??%ﬁunggrtlf|C|m

pept Ade sntagmnhtf t@eprpept tatamoupd tigat bindk Gsphagpeist érde s receptor to
foiitd QAISStha 99&

ol i gosacch a?l © gqfe;a/tgsgitcé ﬁg?t% d;ﬁlﬁ&ﬁﬁ@%%%?dﬁmal response and can
iniiitdhe bipkqgical FF@H%EI dscediucineagoniges or nucl eot i des or

par t AR afts AR SER)E bRl Q@RAQ}EJJnd' BHGAIR & GE-mediated cellular
nol ecul es. A _nodul at or conpound may be an endogenous

PIOFSAETS PRARAGIE aeemsts anayrinhibit R\GBranesiatas nipagisses from being
stﬁl}‘tﬂ&tﬁ@by & RGP apdtkt. € exa lm%ﬂodm %&llﬁw pRfess

h ic nolecul e. The term "nodul at or
St}f‘b‘ﬁﬂsﬁ 4 %Agﬁg BETHRLY rerises achmi et TN gprg tenseriRgisRd
or conpound and i ncludes isoners and racem c forns.

An "agoni st" conprises a conpound that binds to a
receptor to forma conplex thit elicits a

phar macol ogi cal response specific to the receptor

i nvol ved. An "antagoni st" conprises a conpound that
binds to an agonist or to a receptor to forma conpl ex
that does not give rise to a substantia

phar macol ogi cal response and can inhibit the
blologlcal response |nduced by an agonlst RAGE

. o Y o a A N~ o,
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As used herein, the term"EC50" is defined as the

concentration of an agent that results in 50%of a
waorewEmweds bi ol ogi cal effect. For exanple, the BCBWS2f07/4001686

t herapeutic agent having a measurabl e bi ol ogi ca

effect may conprise the value at which the agent

di spl ays 50% of the biological effect. As used herein,

the term"1C50" is defined as the concentration of an

agent that results in 50%inhibition of a nmeasured

ef f edthe tdrar "pepﬂﬁi‘éphmetibh lerefef330 swhctams &iat sgarisstbafutBAGEpeptides
m m J%%gmfnlgc\é ween roi 81%(33 H? g?xlg]e 411 i,aﬁ 981% gh ]5 hgrt.sa Me?gg e%ms ! 24:243-
2m\ISF_Pdpyxd€56ﬂmeﬂks maeedclhdﬁ synﬁletl«aﬂwbeﬁésetbaﬁ &y mmzu,nmdt contain amino
a%gg d/Llh]?C g0 H@st %gt t%[é"% 1@&%6 EMUI‘E anﬁff{n?c%gha/l%eeru?r@s of a peptide,

produci ng Pa desire ect 1n a su

of ppeyisiper antagahisly Pepfidemimasics alse Hictudd pppipigs, alisapendeiguiimon et al.,
1@f72 PAE. UGk 0 LR AT t8'9“9§B7)agr§ﬂI§ephB@Lbﬁﬁhéé co%{allrﬁhé peptides of a

therapeutic response of an ani ma human t hat

dseipnRg leraily FRPresTRin Ak RPSHIDIg SeRIeRRfS O 2RHIPRCids @grrm@ndmg toa

mhhRcbi A/g%nﬁmm&a ¥t SleReRdenp@AN the route of
adn1n|strat|on e size and health of the subje

the dire&ae r“%%’i‘ﬂn Pri ealt slers RHAPEHAng 3 Ryénptqfﬂéfﬁ é‘f*ﬁﬁﬁlse or disorder
an@ hﬁd&r%ﬁ@ﬁbé &&inlg)th@@iﬁ&ﬂhahib@taﬁ@dllyl pRévenfiig he @flsdfBF Mk @isorder, or

TPt B PUPect S GOHETHD Ll o AT SUjBE peiiy o the ful
spocaup] & tra‘atrnertthbr agegh Id(sotdaﬂﬁoml whichnghe pdtign isssuéfegal, fiaduding
a.ﬁrlﬁ\%atlion c?fI qnp Etgnﬁ%)ggﬁrtr{n% P{.T%dl aggtg{rg Ir«ess?l{t%grfrom t d#ﬁisoraer, a cure for
theopatéqdaralisordrsnpaséventen ¢fthe onratofishe diderider stered to a

ma m LFQd RSk 18 1&m “EE B Vaest ﬁ@& %%9 E&cheXtraIutoQ Rl 91‘?‘%%%t that

at | onspray I ntranasa
re&yﬁageﬂ% oy rrmﬁuemhbl@l@gtcah gifenty li% nmnle,dheECﬁme g (riapeutic agent

hgaag b surdbib BRI Seal BHEL R c3m ﬁYi?é"t?hQ l8ige NIt R Biel dokB-displays

term"parenteral” as uSed herein, includes

594U§UP%R@Bw§miﬁﬁeétlons i ntravenous, intranuscul ar,

| Nt T GIsEEReISh, D@l 11056” i9 efirtius &mohe&mh&u&san a@ént that results
used .herein rejectlon refers to the_imune

or
B AP Yo ANHBIEGP ©f P BepBRRECTENT X ShamplRdbe [efRf apgntagonist of RAGE
bﬁﬁﬁﬁg’ ey c@fpride theldliss attWhiEhURS athgddisy addsicesQigahdBihding a6l the ligand
egd | | ti ssues, or organs. The rejected
‘M5§W%§q% 5%3@?E%P&%rgan may be derived fromthe sane
subj e’@tusemMrelhsamﬁtﬁff&tth\regmtduet rreéaee theamoussqfomnsagentaltat is effective
fferent subj.e iAte the .,

p AR FRBRLARE ] LR e BOF o SiTheRlly s s
dpmies @praniquat pfa druger Bhalrmactduecaé tagemt that afill elirdt therapeutic response of
2h URGEH 8P Rkma b Sis Qémg sOEHT Bj Hcaa@tulai NARY gvh%c)ﬁsc;oﬁ?ﬁsngémhe effective

each conprise an independent li1ving system
apegiirmandepsad wpan the gqutesof adalinisieatignthe rﬂé@ and kepith of thg wybject, the

disdtdeab&hf kAL, hgarallees, and a cell wall which
encl oses the cell and allows the cell to be

i ndeﬂé‘ﬁéeéﬁ‘t ‘PhrMBeEicallepqeeptable cqrgiery an aped herein may refento
coﬁlb&x&hﬂ@ and €51BpSsitions &at &@Qﬁi%@é Rr 8fe i6 Bulnsn bhatimAPy8; eBts, as for

t d_funcg t hat k t
Bl P TR T 4P HETFGH o OF SeHets) A A Hipediated

dxontet beditdaesl of simlar cells and the |nterceIIuIar

subs es‘s rroun t he Js. ue cJ ude, but.

o o RBE B PR R oipas Pt f us i e deBSira Sohppgiiion tht
npyrbe adidnistered tda maimmadian hostgas, oy, gagentesally, fopically, by inhalation
differentiated structural and_functional unit in an

animal that is specialized f ol some speci fic function.

An organ may conprise a group of tissues that perform

a specific function or group of functions. O gans

i nclude, but are not limted to, the heart, |ungs,

brain, eye, stomach, spleen, pancreas, kidneys, liver,

i ntestinces, skin, utierus, bladder, and bone. RAGE

Fusi on Proteins Enbodlnents of the present |nvention

e [ .
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conprise amno acids 31-1 16 of SEQID NO 1. In
anot her enbodi nent, the ligand binding site may

woanprmwsre am no aci ds 19-52 of SEQ ID NGO 1. | RCawS2007/001686

enbodi nent, the RAGE pol ypeptide may be |inked to a

pol ypepti de conprising an i mmunogl obulin domain or a

portion (e.g., a fragnent thereof) of an

i mrunogl obul in domai n. In one enbodi nent, the

pol ypepti de conprising an i mmunogl obulin domain

spﬂij?pfdtzﬁﬂa&a]&lj, o Bﬂ:ﬁﬂlyampmﬁttdoedged’émﬁi]atioa&Sdmtﬁiﬁﬁng@fmie]ﬁﬁonal non-toxic

camers dllue uvan(%s veﬁ%les anc? thhllj' n 19G A RAGE protein
pAl'ypép e nmay Conprise F- | engt h hunman RAGE

pr ot éihe t«érm g:arer@E@ bDJN@her:s)n nmlu@s sutmgianenus afjedtipng intravenous,

RAGH lﬁgg is Rnf GE pol ypepti de

TS atscﬁéast lsgé%ﬁaﬁéﬂ%l s&iqg %ﬁtt nﬁ]rlrgés be greater

t han Susadrhereindeéjektionii réfens ge the Hbutlln¢ or indgmmiatran réshense on tissue

tfmé'illéad‘gl% &]e%tr@&iog o?f%g 'ﬁgs%es &%r@z&r&e&qgét%a%m@rﬂ%gtté ceﬁfs tissues, or

the proteins, nethod$ and conpositions resen

qramsn ilhe rﬁgecmecemwsm pyprep e berdgrived kiom the same subJect that is

g% rbfafior Rspnsd, @R fHay %Q%ns%ﬁaﬁ%edm a i Wrent Qd@_]ect into the
95% 7% 98%. or 99% i denti cal human RAGE, or
SePiggBts inelpuBe reisdicnexanpl e, | n one enbodi nent, the

RAGE A0ls¥dBattinflgie Meh €RMidfse t&mga@udaﬁﬁfandqnn@mnal umts ofa
nt._thereof, with Aycine as the first residu

f
r a’%‘nﬁa“tlh"éﬁ‘g systst ptRieh copR aa ipfepengentivingsystom. "As is known in
tﬁél.% 2p)is inlude b iABCIBUKYBY oA, mﬁabenmamﬂg@x&lrw lahd b eagmu which

eﬁg th L L’Y%%ale Sﬁ?‘?lign HBB\ %Wi(‘ig?té)ar 5.4 Eer{ iDon

of t hﬁaiusadmeremathie dersetisaret eefer'Ehe arRﬁ@egfaﬂsmfhﬂllpﬂﬂt v @ similar

S?Iexct;glna gé%%% %1\16@1\{213 v&cjrlgpo&g?%rp %Lﬁ%&géﬁ? r I 1585 2 Bg%n A tissue may
indedrt 4 edlectian of REiEr colls andfthagreerllubir seiRAGESs shgoustig the cells.
'lki?srugé cluﬁﬁ%@aﬂe %10! t%nggc% ﬁésﬂe E@ﬁﬁe tgg{% rﬂflgone
include t { T ansmenbr ané regi on or the cytoplasnic

tai | AsPgekhereingn, “omn’areéerﬁ/wa fully dm@z@ﬁmt@&@c@rai 9@Bfunctional unit
i @h

85 0V L BAT RO BRIy TR, GOTBELSR L s
F PSS FELPalsEm RPREFC FRSHOBOREH offinetionse Organg include, but are not

liNgieab, thd h@.lrt lungd, 322 Jeye QtomaAhRfden P&Jn}éféﬁp tldldjﬁymer intestinces,
sequence renove

i se n SRAGE with the signa
@nE“ baﬁ%%q’“} 9P 5 or SEQIDNO 6 in FIG 1C or
muﬁasmm&mm FIG 16A) or a portion of that am no

acid ot her . enbodi ment s, rot ein

may ?35?8’?.‘%%’ : OfJFQR eRPG BIYER P cSBIpTiSS ﬁAgeEsé%WB S, focthods of
noakirFQch Brsi@ préteing, dnld Gethdds Né egast seth fukion ptk&inL) The present

. ' I 1 IDNO 46 in FIG 16A).
l%?%ggggh%%@?é ‘? easatneg'o“%%aagnt ical to the RACGE V

donmiFar exanpld, Ba@n@mﬂentsh:értleqﬁemymb@tms @ehvide, RAGE fEMﬁEproteins

?&thhg '%G%Bﬂ%‘;épgﬁe %n@ere%g qg@;ﬁaﬁf Bé] élyple Iggbe
embo rent) he RAGEGLsi06 potein may nemen@wﬁtﬁéﬁthgah@ biﬁAﬁE site. Inan
eRfbabent, Fﬂi&-yllgt%ﬁgrddﬁ% e cb&ﬁﬂéés RN R U-Rhfial ddhnAR e RAGE

enbodi nent and binding site nay conprise
fisiprpzotein. Tige R&%ha@d@d@g $iteanay @Orisel det YV dainain of RAGE, or a

pbARNhReofOn AEENbdAiNEht éhg RJQ§E ﬁgm&ﬂﬁg siftl confiRRls 9D NO: 9

i dentical thereto, or 7, or sequence a

°f B §EUensAt ieaétrﬁo%éﬁem?q"féfhéfeéo oF ﬁEQeIP Iﬁﬂo%%rra sequence at least 90%
iditioditheedtb, or (IKE) IRAND: iy dgRBMuehde R 1YL IdERtAEREREE -

Thus, the RAGE pol ypeptide used in the RAGE fusion
proteins of the present inventfon may conprise a

fragment of full length RAGE. As is known in the art,

RAGE conprises three i mmunogl obulin-1ike polypeptide

domai ns, the V domain, and the d and C2 domai ns each

| inked to each other by an interdomain |inker.

Ful I -1 ength RAGE al so includes a transnmenbrane
polypeptlde and a cytoplasn1c tall domnstream

Y e M P~
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acids 24-1 16 of human RAGE (SEQ ID NO 8) or a

sequence at |east 90% i dentical thereto, or am no
wachd®del 16 of human RAGE where QR4 cycli zeBCTawStmrnvicse

pE (SEQ I D NO 46) or a sequence at |east 90%

identical thereto, corresponding to the V donain of

RAGE. O, the RACE pol ypeptide may conpri se am no

acids 124-221 of human RAGE (SEQ ID NO 11) or a

sequence at |east 90% i dentical thereto, corresponding

to t hﬁaﬁthtﬂ'@mbbmnﬁfﬁlt RAGEzandl hindingt dite magwhogiisesrhinotabids 23-53 of

AT AL L o R 001 28 o s
24 e@fiSES). IDR¥Del. op aogtﬁlpregmddnﬁg th@ hgarmictﬂndjmtqm@f comprise

%cxcg i %gf %%ﬁﬁ) R %P qﬁtahgjtﬁm‘%o%%ﬁg?ﬁ 't?@llé’a'ﬁﬁ%%dmg site may

cewgriehvwingtacide 351l 1@9ﬁ/§1ﬁ@ dRtY@ all Inpaptherembndigehtyfge ligand binding
sf& hﬁ? cgﬂipﬁge?’arf?lﬁqo Qé‘i@?[@ %@Sﬁé&@ N& NO 14) or a

sequénce at | east 90%identical_ thereto, corresponding

to t Aeanenhplimgnty thedEE QHHP%Pt@@WtheéW#P4 R i mnertide compnsmg
h'lﬁkxﬁﬁlo%}%uhr{ N p&h&p%l D8agiioht RPN ST@ndMRoglobulin

aci d 123 of. human ere 24 cyclizes to form
demapsgp opperbpdimgnt. ie pézb@@a&f@rfe@m&ﬁmg@agpmge%lobulm domain
cbﬁﬁ@ﬁﬁé_s@ Ileaﬁﬂ'hq:fo@t‘i&} onf leaﬁth'fzhg BA@Ef hCQQ'o)‘Iﬂ%FIEéJ;E}ii(bSIﬁEHiIYS of a human IgG.

conprl no.acid 0] uma

17y o RA LB ReleRt PO IER (Y P EpE JAGH protein (e,
SHQ Mo Nae |1gi,90r34‘ra§aﬁnocff Himrm m{ARHESEAé 8EQ HeRiNG@ frabBjentesf @RAGE
pog%gﬁtl a{ leas?gsaﬁ)tlﬁooz% s 18 erz];g ng[gﬁeta%‘r % %ge%ﬂ%’] 'c(ljcmli]sqin length,
blut iskess tlhanrthe fg) anlies ecitd \mqudmeal InsalteDate enftedRABE of the proteins,

n%%a%a\%ﬁ& cg&x@t}long %F‘H'ge S t n %:?1%&9 ég% %é%‘ﬂﬁ%%%&vtlgé’l compnse a

sequsecptatie a0R9st 708N T $°%6a80%. rféf’/et%%, &b %, P16, RGP 99% ldentlcal to
hﬁﬂla}{ ﬂ%%ﬁ dg 4 'Frilaén{%ﬁf'ﬂ%{eéﬁ R0 A 1H%n@§m§§£m9£t hnBlGE

or sequence at |east 90%

nob@ﬁpmcteam)t PREPIETSO hw@rm BAGR 9r o fragmpstihaeedev s edy qigy aqyche first

r&dwra&eﬁﬁgyﬁmf&hlaﬁlnég@ék 2908 h et Q@d@zzﬁ ftﬁxeﬁm% human RAGE may
correspondi nﬁ , encodi ng t

and
cepPgsTInEnsth & AGH waéfffaﬁlwaﬂ peaRersyemeyed (e Sﬁ@é@ N0:2 or'sEQ
IPNIPPBAFIGS: lmﬂ%dcmwla%@rtﬂﬂldi%a@ﬁndﬁ) &t 3g%neé. human
T RR S5 5f Paarer i ariion feis Sppomite HAGE (.
SEQUIB: &), cafpoe;qebndn‘atuémes%% aighieda &SSKmE,bﬂ' Lff@duenfrdst&RAGE As

et PhaE EpE RAGE Wb e ¥ord R acks PR Fep Popape osion o

thd]cartaﬂﬁsmlh"ltfel @Pakond!. péiyraded. ot 1@45-103¢ (NG . fRes example, the RAGE

pp%ﬁtg%l rg% ? JH%F hﬁrﬁaﬁsﬂn‘gﬁp&pa ﬁzgggn q‘ﬁ{l{e}/e%g V&{ho(lgla/@&]e .as the first

odi nent
rereduprether den addetivonipe (Se ean Nevnenvs gl-db®¥Dh Be a\BA@E aphfpeptlde

n%{hy nippist hﬁ’rﬁal( éRﬁGE V\;l{hqgggn’g‘ltlé)l s&cﬁl%ﬁ@eolfemogaf @é@? %Q ID NO: 5 or

heavy chain nment rise
SHGH TSP FrioRRE-HE FeSIH HYMHLASGN FHk 16han b gbisw o fat amino acid
sbhiRhed.n the Fc fragment conprises the heavy chain
hi nge pol ypeptide, and CH2 and CH3 domai ns of the
i A gihehembedimens e RAGE nigtein Menenraise FRAGE X Jomain (See e.g.,

SERIMNOR 7 RGEQ MINOhRERIQ. 1MNedRr 86411, V992f; ISeR i ¥t ANQ997) or

S T R e 4K, SR e B A2 sl i B MY o

of afrapmett therebhaiyelaf ysedy be derived from any one of

t he known heavy chain subtypes: 1gd (g l), 1g& (g
2), 1gG3 (g 3), 1g&& (g 4), 14A (al), 1gA2 (a2), or
mut ati ons of these isotypes or subtypes that alter the
bi ol ogi cal activity. The second pol ypepti de nay
conprise the CH2 and CH3 domains of a human g3 or
portions of either, or both, of these domains. As an
exanpl e enbodi nents, the pol ypeptide conprising the
CHQ and CHB donalns of a hunan lgd or a portlon

T . r - o - NN~ 1 P~ 1~ ~ o NN~ 1 P~ AN
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SEQ I D NO 47, or a sequence at |east 90% i denti cal

thereto. The RAGE pol ypeptide used in the RAGE fusion
wonraai7@osae of the present invention may conpri seCaURABE001686

i mmunogl obul in domain. Additionally or alternatively,

the fragnment of RACGE may conprise an interdomain

linker. O, the RAGE pol ypeptide nay conprise a RACE

i mrunogl obul in domain Iinked to an upstream (i.e

closer to the N-term nus) or downstream (i.e., c|oser

t o t K, B RYGE proegdin mpebdpﬁm afrdgrmdog pf the R AGGE Vatvoddie(e.g., SEQ

e s

TR e i M, M PR TR PR s ol
emﬁnhélmebyﬂvarRA@E @rcr!@nmau CIOWID’KIEQ’a ligand bRAGEE sitgl ypamemblediment, the
L ﬁlHél‘i’lP Glte HlQWSﬁlﬁﬁsengt@Iﬂll\?%%gﬁa sSEIHéHé%QAt %‘s‘é 909 identical

onal ns each ot y one or nore
themeter of THQ HD NQikEr & ansdudngy rigasa 9 erdantiad! thaveter oTRR HD NO: 47,

o b BiRen@! 4 8&Beshot QichiiG Meles. MRt 2R « MBRARREA!L GRIRABE fragment

domai n and/ or the C-term nal irmnunoglobulin dormai n.
isgyehnthedis REP¥4Snbi nat i ons of RAGE i nmunogl obul i n donai ns

and L EIORBGE JolyPeptid B8 inMht RIAGH hﬁloacpe&sm@ef B @resent

resent invention, In on gné;podlgg
'fy SPUHEBEY GRMBRFR fraggengo Eto“im“rsrfs Fcrwx&rn the AR SHAGE
cbxﬁpﬁsdQAIGEe irﬂﬂi’ﬂ.im&lmhullikﬁ pd@ﬁ&btfﬂe&ibﬁﬁnish&é Vtd¥@nain, and the C1 and C2

C-ter ci f th bul.i i
s PSR ERE 1f Pl MRS ALdF b RAGHso inludes
aitrhanelobmhapolypepeids aahalcttiydadmnit edindavaistredii (O-t@®ih )T the C2

in | .oker is directly linked to the
dk}?gr %ﬁlﬁﬂ%?n%}g%g?% "6t a pol ypepti de conprising a CH2
donaimanémbedinaeh the ASHE polypeptide dod¢srrmg imshtde he sigodl sequence
rebifiel Oﬁepﬁgﬂdl g@qu‘éx‘i’%f‘lédé‘@né Eﬁ%’&? B %&gﬁ%o 22 or resiues 1-23

I mmunog| may conprise

of fulk Jragih Pg‘@E oFurghes e i laww@fm v n crobodpmets wbprettheHerminus
oﬁ@ﬁ%ﬁ&i 1%%11@& g@ﬁ@@xﬂﬁlee(egrgﬁ’éjélgﬁqgequgﬁ% oQQJpYIQ%F}EéIG’&s 1-23), the N-

con‘pnsm the CH2 an domai ns, or a portion
tarpaad glutargipe () mRRY vglge tRSroeRpEli @B Ry () NExamgple spnstructs
0B b1 DAl eshbe sHOSMABSE IRENOBPOY, @6, 4188 A0 fAhd150Nas well as

R%}é)%_ﬁ*n of the presen |nvent| on may conprise a single
SRS SBT MR 2 YOAMIRAGE. Al so, the RAGE

pol ype @édo@&lzﬁd)fmhb sit,"tHe GG tdgkﬁfo@EﬁiRﬂGEl fﬁéﬁ&ﬂi phokdik BﬂthE Present

i veﬁﬁcr g¥ hX\%A%éJJ gerrxg{ngp%mmg 5? egﬁ%{ %t% 8}1’ fir 2 ITetrans?atlona,l

npdiﬁqaepn wuen ergyessahiprces®n astiombiraai YsteRi3- (sea& g)1L1 feti B N
a.s enc | east .
gen% | ca% #) er éi '8 %o%zo) gfr?l no m}%ﬁ%engﬁ‘elgéem}man rrérho Ritgeaved off

IS(lm@(FD NO 16) or a sequence at |east 90% i denti cal

cve) o8RGl A SRR R i
1 a%tm%n/m(s ID NgR i/ pe1n seguence splomd 9% ilentichlthateto, or amino
a&i@m N1&6r Bi¥hn Rﬂq}@(tﬁgy‘fﬁngg)e gg?)ﬂ ﬂeﬁﬁg@gﬁ 1Bad: b§¥ qﬁeél:?cal thereto,

t he, RAGE rise amno acld
0%&1“8@°14§ ket EQA r(‘%éé‘\ﬁﬁ wiwre Q@i cyslizgs todpme AE §SEQ ID NO: 46) or-

als@:@sﬁce%%ablﬁml% ideatical RIS Qorr@sfpoﬁ’dfh@% 86 Wifonditn 6PRABE. Or, the
ID NO 20) or a uence at | east 90%

lx%qpnfi%g}a £8mPgie aé'?ﬁl%mé%l?d‘siz PP nag RAGREFERNRRNO: 11)
omhﬁzrqaet@ét eystloozeideitizal el Eortesp&ading tN@le &1 Hom@i FRAGE. In

% .identical there
R LS aonh TSR AR RoimoRie o PSS §08RA 3710522317 of human
RAGTE(SHSIED NQ: i1akera dehidtica gt ledwe 98%tidentidalMhérets, catt¥pchding to the
second i nterdomain |inker downstream of O . For
exanpl e, in one enbodi nent, t RAGE fusion protein
may conprise two i nmunogl obulin domains derived from
RACE protein and two i nmunogl obulin domai ns derived
froma human Fc pol ypeptide. The RAGE fusion protein
may conprise a first RAGE i mmunogl obulin domain and a
first RAGE interdomain linker linked to a second RACE
|nnunoglobulln donaln and a second RAGE |nterdona|n

1. i " o o - o a1
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alternate enbodi nents, a three domai n RAGE fusion

protein may conprise SEQ ID NO 36, SEQ ID NO 37, or
WEE@7IoI¥ 57. A RAGE interdomain |inker fragRremusSamy/001686

conprise a peptide sequence that is naturally

downstream of , and thus, |inked to, a RAGE

i mmunogl obul i n domai n. For exanple, for the RAGE V

domai n, the interdomain |inker nmay conprise amno acid

sequences that are naturally downstreamfromthe V
aimmm of RAGE. eOhahk RAGE, pdifpeptidenkay commyrise ampio sedsBQ23 of

4l
P R (RO T o Bt R aF RaB b Eiabeantidet. oramino acias

ZﬁelﬁB iodl ehulnaei RYGE SEQIIDAHD: bblot 1 mel_axfe att _I'E@SWMl’dahhdal-\fEEIeto
cﬁﬁ %HS’S td e \ﬁéo‘%%h Sr RAGH N %rd(%mﬂr&nliing&&éfnqojn linker. Or, the
9 .g., 1-3, 1-5, or

rsi sever am no acl

R_IAGE pOUpemdrEsnmmrlae puiinp agids 2#-d3hpEhemadoRASE wlare QR4 cyclizes
t§ﬁgnl ﬁD fim Exea ééﬁ@éhce Ihgac’st 96‘% 1@&%c§®&gﬁon%t the RAGE
thelnter omal n_|inhker conprises SEQ |

pelmeﬁ’tr@m@/ wmnise geingsacids 234236 of human RAGHHGER BAEL: 17) ora
sgauencf;ér AUBRNMB% %en%tﬂe%t&r afhiro Ms%'—% offhg Ifnaﬁ ﬂrﬁﬁ &EQ ID

or 3, anmino acids fromeither end of the Iinker
N%yl S)er fsebiengerpt lapliONaIdenERbBEH ﬁ?eespwfbns forfke V-dampain, the C1

dORATH dr88hAinRehAR likalinkgdhest 8aS Bonf4l¥6.| IEMd RAGE pbRfeptide
identical, 80%dentical 55% i denti cal_, 90%

DAY SHIPPESS amg’@%"}da SATRe S human RAGEWhea Q24 gg%zes to form pE (SEQ ID
NCGEe‘TG)D | v alsequinc® 90 lidtaritd] Gltdretb. 0 ORRAE R@Gﬂolﬁpeﬂ;tl@é mArEdmprise

e e BB AISTE ST N R aT B Py s oot

tigfretb e 2@!—3 3@arfhuman R G (SHG I Nte 6) or 4 kte;ubncﬁ Iaeream% identical

ﬂgeg‘g&z‘ﬁ‘%%‘%‘m Lﬂg:?o I\gﬁg‘:‘fﬁﬁ( &;‘g%rogl&g?h dkn@ ﬁgﬁams an§ interdomain
lipserp): | Gre the AP Eipdbyphtidengpyamddiptiso mlainora@rdls 12613§9 (of hethan RAGE

“?%h’pr }I?i f)ﬁg%setéer z B% ﬁs%(f oh I\gj(%qylnea guéﬂcg iéglrei% 90% 1dentlca1 thereto.
Cércfrmewfimcla@f@gsewpgmne@rmw usednst r eam of SEQ I D
NG 35 RAGE ﬁxs}b%e;ﬁloteg may 15@195@%&&\?%@5& ;Jth&%Q tlba% %re'w derived

be used, deletin or exXanple

BAGH 976 fa%ﬁﬂzfslg?heemf eTherrepongiRebwrPtidreof thRAGE iinelpn protein may
cSﬁﬁ@fmJ LpoliFpa e d&ivRa diokEH imnRurBpfebulih) gﬁrcﬁil@ RBIbBdinlRK Be

E%‘ qntgﬂlse SE I D NO 24, corresponding.to an no

ERupRelo idemay GAmanTife ABIATFRHR g2 woThain e portion

(ﬁE,QrngleN@ thetdof. FOF &) Cﬂlhe?&a{l/(}ocf%ffa_ ol eha@ Q:bﬁil%nseha polypeptide
one of s ze that

r I nor [ wil
BRI B SUBETCot S isePibyton rgrei B8 FE Pormengomprises te
hadwmmn&uimgeqml)d:ebmdee ammd Gnmgid@pa!mmChn&Cdfdhﬂﬁmﬁnﬁigmbhlm heavy

t t
g ﬁgﬁgﬁnggtgr)rlxgl}‘ Cﬁl ng chairf %)g ﬁgrgl l’cl: e)é%mgysbe E léfﬁ@ gragloany one of
thedepowndeawr @am@emsatgcifﬁb VeMo(d), ﬂgle @)y baH (@), oo hgA. () e lreaddition,
a 10 & o.rrEant :o e of the own. eavy chain
ol 1) GRROB Ll  LOEAARS ) 30 F eSoR

setyypesy lggtli(vb, éfiﬂ?s&v?i @E(I}:bﬁ’:;i e er4pripai dringlgA2 (a2), or mutations of
Hedd' | !
RS, S8 B T R AL Ll
corEpriRs thhgr2 ardCud lvwﬁ fvlemsamﬂgﬂ rup¢reiAss ¢isithem er both, of these

dameinkeAs ad )sxaﬁllpﬁé‘ élﬂgoilﬁ)ents,stﬁé b&?pép@lc c I?S%E e C(—:I)and &3

d artjc acid A utam c aci aragin
‘E‘N?‘ LRI c&)fam}“%tb?rﬁ?fﬁeaym}nmﬁy§ﬁ@é%(b@ 3%yr SEQ ID NO:
40 sThetnerhie g{dbulin beptidentay(He)encddt by @ MR 1didMoid ¥3ubRR of SEQ ID
(V); and 6) Phenylal anine (F), Tyrosine (Y),
Tryptophan (W. A conservati vl substitution is a
substitution in which the substituting am no acid
(naturally occurring or nodified) is structurally
related to the am no acid being substituted, i.e., has
about the sane size and el ectronic properties as the
am no acid being substituted. Thus, the substituting
am no aC| d vvoul d have the sane or a SI m I ar functl onal

- "
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fusion protein conprising the step of covalently
i nking a RAGE pol ypeptide |inked to a second,
waam7RMEBs pol ypepti de wherei n the RAGE pol ypepPCUaIS2007/001686
conprises a RAGE ligand binding site. For exanple, the
I i nked RAGE pol ypepti de and the second,
non- RAGEpol ypepti de may be encoded by a reconbi nant
DNA construct. The nmethod nay further conprise the
step of incorporating the DNA construct into an
mmmws& g Thé supnutdpbotubit kepheneyin SERDIT BO: B8 er SEQ ID
. [
l%i% rR{_yoAlngx?J érlcpéi!ed‘ lgﬁ%ﬁz 5 &R s%fr‘é%%ﬁi Nb” %9 \9114?9 Silent base

r exa I nents
Chzmgeh far gee qodond fé)et ragie foypiobne ((FEE & ﬁ§Cé elprbglwelm §G@T to GGG) at

ﬂ@aﬁerﬂmﬂé%mé QSuén'cQ keghveQ c?ypft@qg'@g s%%@@n% the terminal codon.

pol yg‘ ptide. In one enbodi nent, fusion
pr ot &g Feigrtion of thesmmpmpglapulin ‘@‘ﬁﬁﬁ“’éﬁ bripratlgmmeatory e givo. Thus,
iSRG bRIthent! 6 RIAGIR AR BRI RGERD e e LAMRLRRA omsngga%

N-term nal donmin of the RAGE fusion protein.

interdamaindinker frgived fromRg) CEgaher han phisteyderesin hwgepolm@de derived

f&;naqu,&ﬂdg[bbhhﬁreof In an enbodi rrent the RAGE
l'iga ing site conprises SEQ or .a

sequ Jﬂeelweﬁg@gémgf@%ﬂ?ed%ﬁﬁﬁc%wo? H’é’Feé‘i‘ Biay s?msﬁs 1 BARE
pdBpeptide dsrectichiiedasd a belgpiptA0 Yompedig £ al2 Hbahmtod an @hmunoglobulin,

B R i RIS B i epegirn

OuR nkaclirt, or afipgrhyrpeliptrédeomptipsiSEQIID HO: nm'rmgérﬂhidlhdqéht the

f%%}ﬁ%é%%bﬂ[?ﬁgd 619 org'\pn%s SEg}eﬁ ﬁ%ngi] 1&1 hl?e f st t)en armno aCIdS

rpedyegde i pubeersidnensi thg RaGE poluprpghobal wmnplnmaa hgand binding site.
THE MGLS ﬁ arﬂ%ﬁ% glteamgs%o;'nll&[}ﬁ ‘a'fe @E?Jn%%%%rﬁ% ;p%ﬁlon thereof.

mal ns uman
Ilp?rofrebfrfhwav e RAMGE Heenddrindiys rsléeccmtnrﬁeﬁﬁE@m NO 9 or a sequence at

1da§CI0 fHidRBcal FiREet& )@@E@ID KB P08: @%Qg{c@gpfeastbb A 1dentlcal thereto, or
Eresent Inventlon may pgrlse an isol ated nuc

SEQ 1P ¥@qferme @ sedieprs %‘ll??é Vo ifsntsnd thesgty- t o, or haV| ng
si gnirhé RATE b&l%ﬁp‘tlﬁé{ qutdi‘ the@l@@ﬁ)ﬁ!i% $i8leii r AREREEiInvention

t hat encod for peptide linked to a
g S O AR BTGB ths o AR SO ST Aty gh the fragment
oRAGEH MY parfprisd @nimyrdo Ay lirker. @M@\AGB%%%MHH@ comprise a

R v oA 8 MR £, P SR i o

déwagreemt(i.ef clhwmminﬁs)aﬂteﬂmbﬁdi Tkt ., Int}f&eam embodiment,

ptide does not includ se
oG 805l B AL o B0 SR g tomain
lipkedite eagheathet by inintgRlograinr lﬂiéqed UBs: RAGB p(ofypéplﬂlde thanfytther comprise

mﬁﬁ% fl%%% 1|npm.lt}gglo&hn h@mgilng ﬁﬁl&%ttg eé?clﬁbo%jel %E ? br ltnoFe interdomain

pol ypepti may conprise a sequen
lipkeas end7igoang a3egmig@omte8Rmairplieker mecw%e se%mnalgm@E
1rhrq§ﬁg%l&ﬁllmtd9mam %J%ﬁ:-t%lﬁh fhd bu?ln 6690, K&rhtlonal
exa , ILn one enbod nment pol ypept1 de
C%‘Nﬁ?tﬂ%’é R RA4FE Fmamogisbulin femaine md mm@aﬁm lmquhare within the

sdaby 6f he pasehtifvdntibst resi due rather than a Met hi oni ne

(see I\Ieeper et aI :19 w)l , the human RAGE
Ifb‘??%ﬁ"‘?@ mant. theh @cwrftmee%q BNSIE integdnspade linker
hﬁl&ﬂuuedu(@E gnmu&Eg%ﬂlmnl‘dQna% iEh BlaEIhE @-NGhind) arhiib @&d df@he RAGE

ian EE‘%P? k of that am no aci d, sequence.

TRAG (R BH" Big fipkeddp therfd- toyal ARO A 1 lqﬁ%%lgenker and
the @¥@Erminal aﬁ%@ﬁcﬁ&xf the RSB ihttrddfdairfiinkeRisRgbMBERKed @ e N-
| east 90% identical to sRACGE, or a fragnent of SRACGE
For exanple, the RAGE pol ypeptd de may conprise human
SRAGE, or a fragment thereof, with Gycine as the

first residue rather than a Methionine (see

e.g., Neeper et ah, (1992)). O, the human RAGE may
conprise sRAGE with the signal sequence renoved (See
e.g., SEQIDNO 5 or SEQIDNO 6 in FIG 1C or SEQ
IDNO 45|n FIG 16A) oraportlon of that amno aC|d

Y T LT ' NA PN .=
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from RACGE or a fragnent thereof. The second

pol ypepti de of the RAGE fusion protein nay conprise a
woabypeps de derived from an i mmunogl obul i n. TheThis200y/001686

chain (or portion thereof) nay be derived from any one

of the known heavy chain isotypes: 1gG (g) IgM(m,

gD (d), IgE (e), or IgA (a). In addition, the heavy

chain (or portion thereof) nay be derived from any one

of the known heavy chain subtypes: 1gd (g l), 1g& (g
témindl gfiind &iBdf a b @eplide dmprisipll a Cield Jomdig ARar( mBhyncgiobulin, or a

mut at f es. or Bt YRES, t:

fﬁm 011. ‘rlgg% T e.l}z ?ﬁ)ebéa%]cyo% é‘lglgl %I yoept Iiﬂg@lmﬂljn}ngglo%mn may
comppisd @e Qﬁend:%& damdms:lelea tomen Igﬁlcffr aawrimmf ejtgey, oryotly, of these
dBeraHso N e§!(1jﬁ1 mbgﬁln%‘ﬂ{ thi @:ﬁyﬂepﬁ‘ cAPRINGShe éﬁz Qﬁh Cy3

exanpl e enb po de conpr|3|n

dopRingner a0MBtiekofhaieAS off hampny hgEongprisg SE& %ﬁ) 38 or SEQ ID
Ndvegeeof may conprise SEQ ID NGO 38 or SEQ ID NGO 40.

The i munogl obul i n _peptide may be_ encoded by. the .

nucl éisceset gt&debaWeﬂeég%@E Srseon miRiy of ke pyesey E@Vm%@lawompme

alsmgwoﬂhh%rbad&naem mram AlsBghé m;m.gdlﬁkeehwcompnsmg an
sequence I.n or SE I D NO 40

al so be
nétﬁ 2y Weg]g@(qdljo RI@A%% pallypgit:-)ée Flgnmm@@omp sea fragment of full-
I$IRSPRAIGE/Slojein NEorleRarpple f the RAGE p&lgzpdpﬂmlﬁﬁg tehpitidehmino acids 23-

ai.n na ' ory in vivo.
3R 2 Bray BAGR I I RO Larh sflyari 16 2 et ggeto or amino
agids 2A{186 dacﬁ reinan RAGE(S EQE Ne)d 16y@m s%@ﬁcaf atléest 90 ddendibal thereto,
|nterdo o]
o:r ammo a jl}l !I'Hn oqt?_xo uman &%GCPJ% glene%ﬁgncggldz nﬁ Fn oI l?tE (SFREID NO: 49), or
aRA@EﬁHﬁ@ gfi lgznst B@%tl@amcmlgcrﬁe, emderdiuhg/toahfr ‘éd@nblm«a&RAGE and a
d%&é%%fn@éf&&malﬁlhﬁ er. %h%ﬁﬁ@ﬂ&@ﬁpﬁ?%ﬁé%% Eﬁ& a%x%’ acids 23-

ncor poratin ressi
Zobet bvmam&E (SE@ H%N@od%w seampes atdeast %fl@@pﬂghetrﬁe, or amino

a€R Q@@%'l QP hY RS Rﬁd%ﬁ@ﬂ'ﬁ@t 2@)“%r a seJJ&Hé@ at'l@aspy(f% 1deé1tlcal thereto,

enbodi nent, the present I nvention conprises a
op prpRaAcHls 24-FAafyman RAGE wreat R24 Wﬁ%qoﬁ@m PR (%E%éDé‘fO 51), or

aGRN @8O Yast QMHMH&I %@ﬁopwr%maingeo he \ﬁd&ahﬁapﬁefm%mam the
domai n of an i nmunogl obulin or

I%%r o ‘b‘f%‘éll@f@g HERRY domans ?I}ﬁﬁﬁ%@}ddetﬁrc}qmwr kg downsteeam

ofhodi ment, the RAGE fusion protein nay conprise a

RAGE and .bi.ndi n ite. and .bi ndi n

y 318&%’?%“&% SR oot RAGE rusio R iip gy pomeriss Bvo
lmhmneglbbuumdcaﬁmmﬂwﬂem&nm RAGE pRAEHk ahd gzaﬂdnrbun’dyldhj)lm domains

i ses SE uence. at | east. 909
Blihe SOTRHRER £2 oOhpEble TR KA qE BE TR S Toay, R visg 4 frst RAGE

ulnerwsbglgbl%n dhemetin @tad a f 1156 RAIGE, interdoBizih lllﬁkeN@lke'lﬂtp agecand RAGE
infrfdd %8@11 n‘E‘t %ﬁrﬁﬁl’? hindP %’c&%ﬁkbﬁht&&%{aﬂ ke, %Lcllet)fxg%e g?—termmal

In on resent i nvention conp
apied 5id obibp dirss mierépmgmdmm@hpbﬂdypelm(ﬂmaﬂ emtriwamd of the first

RAGE §8mbfo @ohinydReRk, % 16 Qémﬁﬁa‘{? amoaacﬁﬁ?f {REO0RL D RAGEN

i mmunaogl obu I|n or afra nent hereof. I n one
IRYEeE ﬁ%‘Htﬂ qmpaan islinked, rmmal gnmoggmtthq fiyat iatgrdomain linker,

tIONREI SR a2k AJRNGE thé decohindtd SR Gih K& hnﬁetiﬁo tLRgRBMt amino

d?l% % conprises, SEQ ID NO_ 42 wit
apif ot S&ﬁmg%ﬁ Ejpmygoglahnjipedpmainand %&&namaw@mae@ of the
RmeE e€iopd it erdbMeinGriRedn dir&3 15RE@IoNEe Nfte@nilMmMInd 868 of the C2

. dlrren the I peti e.conpr.i sin
OB R o ot O iimienih e S Ecbripy ptein may
SEQ I D NO 38 or SEQ I D NO 40. The i nmunogl obulin
pepti de may be encoded by the_nucleic acid sequence of
SEQ ID NO 39 or SEQID NO 4 2k The i mrunogl obul i n
sequence in SEQ ID NO 38 or SEQID NGO 40 nay al so be
encoded by SEQ ID NO 52 or SEQ ID NGO 53, where

sil ent base changes for the codons that encode for
proline (CCGto CCC) and glycine (GGI to G35 at the
C-terminus of the sequence renpbve a cryptic RNA splice
site near t he term naI codon In one enbodl rrent t he

A N~ . o o o [ —
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i mmunogl obul i n domai n and a second RAGE i nterdomain

i nker, such that the Nterm nal am no acid of the
woioEtovsnber domain linker is linked to the C tecmusal07/001686

amino acid of the first RAGE inmunogl obulin domain,

the Nntermnal am no acid of the second RAGE

i mmunogl obulin domain is linked to CG-term nal am no

acid of the first interdomain |inker, the N-term nal

am no acid of the second interdomain linker is |inked
coHropet SEQIIDANO:A2 1o abarnale embodimeMACGHogspdonain RAGE fusion protein

cSHPHS SR 10 S S I S o QB R et 7 ¢
| i nk &dtetrativély, dthtegrdomai RAGEfosior prpteyf miaj eompptisepmet | de
' nﬂl%%@hﬂ%or nﬁﬁ?dér}%’kf %EJ ﬁ%ﬁ&aﬁ%d@?m&u% léﬂu@lﬂ'ﬁ%%ms derived

1T

ther & exanpl e epti
freamphiman Bcrrpqimp@@ﬂdstzlsnleo'ﬁle ﬁﬁmr«qts@@aﬂmnse a single
RJQL%E Qﬁm@mggq&&b%ﬂ%nﬁin 1fRs Rllagﬁ%lxt}ﬁq}i‘ttef&ﬁlalﬂ 1%&?1600&13 R terminal

am no_aci ds 24-2 human RAGE (S 20) or a

amim asitef afud Bamwnapinglia dempigar atpﬁéwetoé a CouZ impuAgelobulin domain.
I@Gﬂedénﬁ’cﬂhrﬁéilt Hihrd R ﬁ%ﬁ@mgﬁﬁ pfén ?dé?'cbggﬁsé EQIORO: 35. In

1D Q1D NO 51) or sequence, at | east %
fafaﬁ? FE‘QPdWé‘FSet‘ Hﬂreec%ﬂwaé% Hgion srateia may opRiise SERAD NO: 36,
SED mboNek: 87, drisEQ m wodamai n | i nker |inking these two

domai nd a, Seco interdomain |inker downstream
o PR BB HoROETart SEPESEbAGHHAsrsence dat s
ngtorgily ideivagtréar (1, Bhd\Bus, 3Dkeat toaa Rmmmnﬁurto@eibenﬁ dﬂfaym. For
moqqdefoxf‘ g{rbo dévlgv?omam tFe 1n‘(c:er aogrlla n Llrgkﬂesr { {a Cf)mé) %]rp'gllo ﬁl&id
S@@meltﬂﬂ@aremuudw &yvostieant fomahé YudoncddmelinrenRAGRdimesit, ke linker

. | i
o 5 5L O 1 e i .
Oty lipkerimay compaiseri nepfidghayihg addierah p@manseofetm ezrter@l RAGE
sdqBBRLE FRr EXRIL, (én%d%mainclﬁﬂéf éo@nﬂ?ﬁﬁ{g s%tlﬁalta(?l{l% Qﬁhs (e.g., 1-3, 1-5,

codon. Alternatively, a three domain

o 0T - g e rsIdR s P stprn F‘?ﬁr‘i‘.ﬂ?ﬂgﬂf@%ﬂlpf ﬁEaéﬁdﬂQ zjlemwb@lused

ThéD A B&%@ﬂ%&ﬁ&&hb aeghia mkérn;o%ﬁgés@cggﬁ Ntﬁ@sfcm&;hsmg
a. human tide. For exanple,

GBS BRTieaeth RATHS1 BRATEM R SERIBNDHE! deleting, fo
ext@ipe, N, bj e1iag dmitictacidsRAEeikHRt e denhe Tinl-{elr H{ﬁ? Ibe tuGed. hﬁl alternate

o Bk b BB HE S S O BopSpd e sencn

3@ adguitieal, 8506 idRAGEAIpRI% pdepticalled SYRidentia) 197 %eidedi can 98%d idléntical, or

- f . 15 t

o2 1dflye ST NP2 hEFRaBIO nb aci s 24- 136 of
humaForRMERABEQ! dDmpD;, thb&)ukcmn@ ®equise peptide st@asdte A% naturally
ddv@':%%&&%f tﬂer@T S&Rmnoﬁn A0 be é(qgé @fig@aﬁ%.a?, ﬁE\%ﬁ@é‘sﬁﬁ‘% NO: 22,

where 24 cyclizes to
CQEGGM@ tataning a¢idO2R%-3 Jerftfilb-bngthiRAGE 0O, dloy lindspmag icomgprise a

pép@ldg REviX; %Q&H@brﬂil 98111% A0 Hatfaf sreglge{%é NE&' quxqgfe a linker

I'i nker. n one enbod | mrent, a nuc el c constr
cqmpRIRETetera BRI 1551901 - 1@1°r01r‘1%13mrf7@g1m§|ﬁl arpifje peid$ upgipam and

d&ﬁ%ﬁ@ﬁnfo@ SE® 1Dee 29 %?'b@ u%el'(_-)rf Hg‘én%ht@éﬁlﬁb o N 22 may be used,
dgno er enbodi_ nent. nucl ei c acid construct conprisin

g
&IEF RGP Lyl -39 befd- Prok-1 2aminpegida Sivm ithraead of the linker. For
exfaumpilg fin pmmrebdmmwhe& RAGH ifttdAaSElinka a9 S ompfisd $1Q ID NO: 24,

co%%g@p din I']tat en?cgo ﬁa?tz%r Iag??téﬁg%mng r%:c %szagrg]aﬂ?@l%& ID NO:

44,enumoadloquoRAGE%l%nspblﬂcm853429 near the terninal
codon.. A RACE interdonmain |inker fragnent nmay
conprise a peptide sequence t#at is naturall y
downstream of, and thus, |inked to, a RACE
I mmunogl obul i n domai n. For exanple, for the RACE V
domain, the interdomain |inker nmay conprise am no acid
sequences that are naturally downstreamfromthe V
domain. In an enbodi nent, the |inker may conprise SEQ
I D NO 21 correspondl ng to am no aC| ds 117 123 of

' [ — S o o
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44, corresponding to RAGE am no acids 318-342. The
met hod may further conprise the step of incorporating

woOheo7Dbl26onst ruct into an expression vector. POWAIS200M001686

a enbodi nent, the present invention conprises an
expression vector that encodes for a RAGE fusion

protein conprising a RACGE pol ypeptide directly |inked

to a pol ypeptide conprising a CH2 domai n of an

i mmunogl obulin or a portion of a CH2 domain of an

i muiFfogharbieks, pne bfiskalh wallizodgniaerthat indieidRAGEb Pk tiqpe pieletions or

' t i Ne. - .
aﬁ%@?{l}ég@lﬁic% 5«%10%r gﬁé;fﬁn 1&1 sﬁ 19:&%&5{%%}%% Of amino acids
(tymvalho lgsothan pboud é%alrrmr%wwalﬂih@ﬁs thpeat@ut d¥ayimnan engniledsequence are
c@ﬁéeg/agtlelgr %d%ahm%&@ﬁue 'aﬂerm%&ulﬁn kHth ﬁikt&et{r%n of an amino

he N-tefm nal amno acid of the interdomain o
aaﬁmlt%CMI@qllm sitaflaramingacidi dowserveties mhsHulion '@b'@@ pepividing

ﬂ,ﬁaakﬁiny s%nﬁarra%ﬁh& Yoilid A SRR HA e M GHMTRR kO IRMAP BRI groups

ypeptide conprising a CH domain of an
g’igraamaﬁl ds hat are;f@P%WV% FEseyfionsor ousanefics, t he

expr @?ﬁldi’ﬁhe\/(ﬁqt&rrm@%@ﬂThﬁ:oﬁlh@(‘ﬁ)f ect the cells may
conprl se %i acid se ence SEQ ID NGO 30, or a
fragﬁ%ﬁ?pa{rﬁ‘é?‘é D), 75 ageg ( or a fragnent
therepAspa%@ld@l)l\@JutﬁﬁmeQQ),a fragmsnt t hereof, or SEQ

I D or_a fra nt thereof,. The nmethod may
furmﬁf%’ﬁﬁﬂ%éﬂﬁﬂg ep of transfecting a cell with

t he éprbssme O Meatme (DY, Meltieoxpmee‘&n tVallmav e aﬁx_n Thus,

in ap hent re i nv n conprises a
cell % r an ntlneq(F%n’lSﬁo{arhe (§§§<p Q8 on ector that
expr és%dswmemwum ion 81phsottueom ingfhith érepngituting amino acid

(r'bar‘i?ﬁgtﬁfe‘y:i !r)]&go n%’cfrr}n&ﬁﬁéd)%;@%&kz*ll ?éﬂ{elﬁgé B a%xﬁ{\%d Fé&ﬁé ng)stltuted
1.eohss ahetiihe pameidzeandmi¢otioniy panms dethaiamind acaqh being substituted.
ThMEgﬁb@lﬁéqarﬂiﬁo %m@%&u‘lcpﬁhvgftheasagé%rqg%hq flﬂ‘l{cngﬁ]al tgroalg in the

i munogl obul in. I'n an embodi nent, the &= po
sid siin aethe g Malippise agide . “oonservssiue a@@mn@e dalmere&rﬁ to utilizing a

si¥iulige AamtAeid Whizh GORBh R al {oRKEIminb BKQDeing sBbdRbfe except that a

i mmunogl obul i n domai n such that the Ctermnal am no
fuctiona Brqupdn RRaaiEls ShaRd B1odstedivithcrotiip ble iPSotpqtig €EPuPo .

t he Nsﬁﬁ&fﬂvdiﬁh tlamara Qnidd iﬂ:ld%fmd)h%cblﬂ& SRRy nbdiRK® from their
e C-teiili‘lm nal am no acid of the RAGE interdomin

Rk PR P AREE 0 RN TR AR AR H D de rample
1r0<ﬁneaerrpmkiymmtand$-téaﬁmﬁm IgBJItdihgc acifol? gﬁifbﬁfﬁheﬂnﬁfr c@dllze with loss of

obul i,n ort
W(?)? br eg(%fn v%lu%ag}lc ﬁ%d eds) %@Q{%h "’ﬁﬁé? |‘461a§%?§” %s: b0fo.2376
(208 qLEnidRrSER dr DI J\EocSi@qtzaille Aicafa’l‘ agr;remzﬁmmmoa;qﬂ 9769 @driRer, a

f of
R?%Egénéﬁtn% glrneo(rJ %%Qfﬁ gEgng lﬂbp%gglalllg be ac(ferssae’d r%grn Pgh a nucleic acid
sqqmeRceehcodieg foeghmjme acydlagssidds 24rm]h€behan@r§utammeem rdsiglue 24 '
(@mmnﬁéﬁﬁglogﬁlﬁ%étgw teins by fusing different
| engt hs of a cDNA sequ ce of human RAGE with a 3'
fethodsof Rraduc ‘- broteims| ) . The expression

cassehd ﬁre&%ﬂ Hﬁ@ﬁtﬁﬁ) d@c%msm&ﬁgd totheW RAGE fuswn protein.
%Eressn onvector such as_pcDNA3. 1 expression vecto

1A esRedinesay, the Pisgens inyaefiancromprisTA methed of makmg a RAGE
ﬁis&iﬁfyﬁd)taiﬁ%‘émpﬁ'sﬁg thd 16 m%bﬂgntmﬁﬂcﬁ%'mRA@@ R&Igir:)@gﬁﬂ(ufecﬁﬂk@g toa

t he ex& ession vector into a host cell. f usi on

sgPud- &P PRUPERISe aderin i RiPRBPIRFPtidR 6PEBET%s A RAGE ligand

bisgispens, Famhmglenmesm&cﬁmaﬁrpowegﬁuetdha tRXRESRE hORLRAGE
constructs are introduced into the mamalian cells

using virus such as retroviru® or adenovirus.

Mammal i an cell |ines avail able as hosts for expression
are well known in the art and include many
imortalized cell lines available fromthe Anmerican

Type Culture Collection (ATCC). These include, inter
alia, Chinese hanster ovary (CHO cells, NSO SP2
cells, HeLa cell S, baby harrst er k| dney (BHK) ceI l's,

o .
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pol ynucl eotides into mammalian cells are well known in

the art and include dextran-nedi ated transfection,
woabwiosmephosphat e preci pitation, pol ybrene- medCatsen07/001686

transfection, protoplast fusion, electroporation,

encapsul ati on of the pol ynucleotide(s) in |iposones,

and direct mcroinjection of the DNA into nuclei. In

addi tion, nucleic acid nolecules may be introduced

into manmalian cells by viral vectors. Methods of

polypapstider maynige gicaded byed tesommbieant@IN A korosiwmacti (The meetlardt may further
PRy B o SRR SMUIRAL A, conpin ycto. Als, e
niethatmiy pomprise che verovfinsestingathel exgiresslontveeins ity arhest ovll.

Met heds F)anu)tlé %ﬂﬁzfogﬁ@n&%f@?&ﬁrg&h%vwgn¥%&e ﬁgblEsquEn? proteins

al so we nown 1 n expressi on vect or
campuising adAGE @Plefaenttﬁle élﬁk@(tsraess@qr@nn@y%ﬁ% Rpéymghwn one -
eRbBhinfdnt, GRe RWAEY B5iBn hifeiR lm':z@ %prhe%e M@m;gaaa %ﬂmﬁ{gs@w In an

m croscopi c_particles, prefeérab d, and t
epirdinnbsheligang biling g compEses theamg%tN Eeérmnabiiomam of the RAGE

RAN FRHIRNTRYRAEH hglahu\bﬁuﬁlg st hﬁ§ cBﬁSHEH 188/ §SdcRkan of RAGE, or a
wel | -known _t he art and devi ces, <ﬂv ene
eﬁhyg

gu n"
rertiondhraeh dn an ppbadigient fiedfAGE Tigan e ‘f%'épnses SEQ ID NO: 9
oifa GEQRAED dtGda8690% ide@tidal ﬂ%lréto ,(02 SEQ IDHEDL 06 o SR uéRtd at least 90%

el dierpR s na P N 5% s brtencens ﬁ%ﬁé@%ﬁ'ﬂgﬂ(@ ret.

RAGE I is embocnmahte tHesRA(BE polypastide mayrbedidked to an}ﬁﬂy;r@ydé)eomprising
BT LB Ll BB gunostoi
dgy@tre rn (onh emﬁiihsrpst m@poamdpmdwc’pipasma ap rondecklsetimdonmin
c&%gh%saa@ ?e%st%ﬁg;h%ﬂ &t 18080 3r A8 Qf 9%? ﬁ%f’({on%”&ao'}%'h'&ﬂaan IgG.
ressi on urdder certaln conditi
 pr ot ditaRAG fustppatotoin i lPeeqmmee@é Ibly r¢dorndénaphl)Naatgehniques. For
eQéJl{al%r e Q}nlﬁﬁ@iﬁ'béhﬁiiﬁe%esgﬁtt hGLidn bl 9@01312%&: A {@ﬁﬁted nucleic acid
However, al fusi‘on proteins enco
senenes @%swgnﬁﬂr@@amé@awrt@\ﬂr@wna élvgeifﬁanto¢ené@hwtm pegymucleotide

s& nSdHhRCend&ded fmg@mlﬁepwd@hﬁie@@fﬂe@oﬂ SoRVAGE bolypeptide.
e instant invention, regardl ess of the(%%%cos |at 1 on

BF“ pRbodimept. eI AHE priPertkle may ORwrEHD BdiFRfiganddinding site.
I eComnk RAGE pdif Sﬁp&fl\pé{)ﬁﬂé Rlay B83pe i dtshemit RAGE (e.g., SEQ

IO et B pERHALR B Bodr AEFPEIPRE: LENAC gy ypeptide docs

npt indlude afly digiiad sflefeatBdlds! The sighal Geduehd® dfRAGE may comprise either

P82 S e R i Rt R (R APl A

elmpodimeats, te RAGE iaoiypqotalﬁmhﬁ,cobmnﬁmmn@iqefﬂpaﬁ &t atdeasof098, 75%,

she %s%b 9 @%f §kol n,fdgf) o %t%% g 49%]%%&“%{  Hot ”Brﬂ,éctﬁﬁ,gmta'}‘?agmem thereof.
ypeptirdes

Feowwnpﬁmmg owrylpqqignaftf thaRAGHE mlyM@e iriag aowipriseehunpe RAGE, or a

ﬂg&%ﬂﬂﬁ%oﬁ Wil @ycﬁgggéjt'h %% rest‘I & rm'xg'rqgla%da W&*&%‘%eé‘%& Neeper

% or nore | entlca e starting

e(/%{rau(é?ﬂ%) Ry theman R AGE megcpaerisceiylldeneais Rk with the signal

il Rvet t
S%aél about 20- %%C@ge%ﬂg?vﬁ? ﬁe&%emjt i R@S 3‘ 4Fé§§t lu‘? gﬁ% yﬂ ‘?‘Ihtpc’m"“ of

thah eminQuec ssrusacen TheBASE Saiop protqrn%ofctb@ PigEEnS erﬁ(a@?f&@nay also

cOMPriSFRAGE ESE.LIEQIDINGIB] £641yPptiib 8t 182 HERIAMUCNAS ERAGE, or a
into (§.§§§{o priate host. For _exanple, the reconbi nant

Kpgwent eFet spmple, His RAGE PRRPPRILCS T83Y; GREPE S HHRATLFRAGE, or

a@wgmgni 1GEIEDF, aethl Glycian s melfirs r&kde eahériBard 0Iefidine (see e.g.,
fusion protein selected and cloned. In an enbodi ment,

cel | s expressing the reconbi ndft construct are

sel ected for plasm d-encoded neonycin resistance by
appl ying antibiotic 418. |ndividual clones may be
sel ected and cl ones expressing high | evels of

reconmbi nant protein as detected by Western Bl ot

anal ysis of the cell supernatant may be expanded, and
the ‘gene product purlfled by afflnlty chronatography

. e~ 2 = 'Y o o ~ . o
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RAGE pol ypepti de sequence a signal sequence conprising
am no acids 1-22/23, the V i nmunogl obulin domain
woizoloadizag t he |igand binding site) conprisi ngCamiSzm7/001686
acids 23/24- 116, an interdomain |inker conprising
am no acids 117 to 123, a second i nmmunogl obulin domai n
(d) conprising am no acids 124-221, and a downstream
i nterdomai n |inker conprising am no acids 222-25 1. In
an enbodi nent, the RAGE fusion protein may not
NWRHESS al.] (1Y9DRNDH, itsechinhi® I5LGB RthyRAkIprisd ¥RNGH Ivdthithe Bignal sequence

BT S B SIAADY SBEIER RN B AL J S FoARAGE S in FIG.

18AYlof M@oﬂtlﬂﬁbﬂﬂgt abinb iaéuddedmhm Id etliey edbddimemta, thelRe&NGH-protein

ol ti I
oBRLSERRL 65, yE SR U o P LASSNG S i oo
NOD:@6 i8 FIGERA)D NO: sRjugncandleast IPVGdertBal (BED VDON@m &) fragment

I | i ..
N RS L U R SRSINS comprisis
pertondd $he VidoRABH J4etee,rHEAID b‘ﬂbﬁeﬂr BESQHI Qe &0 ingflér. d Bsor SEQ ID
NOe S %@”P&)f r ﬁ@n%%od%n‘?e‘hl tﬁ@l‘%%%%d %l‘h%ul n(N% Jorr)pnse SEQID NO:
protel n sequenc eri’ved
ISHF $eMUMRE ablpastJYpidertigaktherstoapr %aélP /B% evéwqqesfrce at least 90%

1&4?1%Eﬁttﬁeret()h§r SHASED NS 148 N0 Qb Sdrde BBIYast O0R il RicANRereto. In yet
hree donmain am no aci d sequence of. SEQ ID NO 35, or

aP?Féerp%PWé‘B?‘?td@eW frpEnet friyndstieBsREer enoved (See
e g aIn &EanQilh‘Qlt 8 mtleEQd gh¥ace Sompribes5EQ 1D 100: BHQ encode

I G In EIG 5 ndF he RAGE
a4t Lol e SAGE B o e S R gee
c61mpYiking Audibébided B- 3430fISEGEID NBG 24 Maf be &6¢dk® edfodelanino acids 1-116

full-l TR- 3000 . RA f usi . ' ' . .
of i B Ol T DAL SRR REL I DA 1 Hgod amino acids
lar?i3nd haoiad RAGR 202,3he tfvdeid/adidrman oginphisel SEQ 8O ME):127 to encode amino

i neludi _
RSP 2N UM I, 40 By SRRSO o cnc
amm@pi@cl—a@ dfiifumap RABGE. Thieths e@p!mm edd frayrerpise BEQAB NO: 29 to
euﬂnﬁo %{A 1 §lnfRAGEY @)9?4 gﬁu&g B HRIBIWARICLcid sequences

usi on protelns o e present Inventio

g
mm{ybed@ﬁ%m aeodadpoiawlirartidafmesteatsi | ity over RAGE

pol y ReRR AIES Alfn &Qﬁwm@ AOlude SREANEPBObREREdsARAt afe Mt derived
RAGE fusion protein may be further nodifij

o RS-0t Gagmsnt g}xere@f f Tleeaie(]'oncb%ﬂlmﬁzegy eaqféhg RE\GE fusion protein may
cBin@aYPd peIPbdptidy derhed $1;ont mn%%gfduﬁluo NTRY Ra®y BFai® tortpla&mn

resent nvent ma d| fied sttranslatio
L Dey G SE th e B S o SO P AR oraRsS AR 1eM ()
181D €5)RIMEH(e), WS [0 (Hr O ﬁld’ltldmmebﬂa\%yﬂiahe(br patiby tHerepaneibe derived

TR e e ARG b Ty R EkGF vl ieg? 09 tect

Ias l (sl), Lgddl (b2 nambiatiopr afttldsa sotypys cbxeuhtydes‘ thetchltey the biological

ADP-ri b [
th& é%:/ e nsg&:l %%Y)Jgg%%c{%sr{ﬁy compris g‘%}é{‘a X %Hﬁ glg}ng%lg of ¥ human IeG1
of e padion@f etiher gorhokt, pﬂt&lemﬂmlnsarfda madnpl@@mbodlments the
Me'mﬁﬁnsﬂg ltl}(ee(t,‘;ﬁyzl 9@139401; s o(f"ﬂr}]lupﬁn ?%ﬁgr 4 190rt10n thereof may

i ncrease the brol O%I f'usi on

cprpries FEQEPNR Y & E@e@Nmﬂagm w@umqglwmpﬁmﬁemy be encoded

bp RIS Richsic Ihe sifeeldt SEGTPNOL 89 8138]@(5 b I'Nb 1858 Qfternate
I nventi on may COITprI Se a nunber of | i cati ons.

F
cpbarigtaats, thidnpanaeslpbilingragmet & SFQ)%ID ; 3808 SER ID NO: 40 may also
bk BH&EHed 6 SERYITPROYSLEr SE%%DlN@ HaNgespescsionyt 0 identify
RAGE | i gands, such as agoni sts, antagonists, or
modul ators. For exanple, in oRe enbodi nent, the
present invention provides a nethod for detection of
RACE nodul ators conprising: (a) providing a RACE
fusion protein conprising a RAGE pol ypeptide linked to
a second, non-RAGE pol ypeptide, where the RAGE
pol ypepti de conprises a ligand binding site; (b)
n1X|ng a conpound of |nterest and a Ilgand haV|ng a

- Y Y o A N~ ' [
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Al ternatively, shorter incubation periods at higher
tenperature (e.g., roomtenperature) may be used.

wanoeEross2peri od of tine to allow for the |i gandgcrawskiondo16se

to the substrate, the assay wells nmay be aspirated and

a bl ocking buffer (e.g., 1% BSA in 50 nMimdizole

buffer, pH 7.2) may be added to bl ock nonspecific

bi ndi ng. For exanpl e, blocking buffer may be added to

the plates for 1 hour at roomtenperature. The pl ates

may fﬁlﬁchbﬁ)rtaﬁmmm mdnam@toeﬁhma’dneﬂay\bé brofnfl@ghatory in vivo. Thus,

SRR AT fen PRGN Rt ot o Pt TP i R gher

BnitdGn RAGE rather thayarbisteudathirabinge Mmpbdé ﬂ@‘(ved'ﬂmm an

. ' h )
i e
epragded vy toecrabihawdiNA gonsmmb 2tlw, Wietrhethdrempymerhprisezkeistep of

d
AP IS5 SUSHLAG DRI BRI compriv
ttameﬂeetlrrg thg expipssiqacvestor intcubest eslwi t h t he i mobi | i zed

|'i gangyub ah oabembodRenh 8k, régn&z\gﬂtt&pccﬁhﬁ&%g@%mod of making a
enbodi ments, | onger |ncubat| on periods at | ower

RATH dpsion Prosimegmprsingsibe steppf Ropelen iy RAGRE # B Polypeptide to a
pntﬁkstldb SRshrisTAFRNT I doshih bOANEhniAYEloBERor 41536 8Ch Cyy2 domain of

be washed to renove unbound RAGE
amsnﬂ@w glftatlé%/ i one ke sy BArSHt Brn g R pRise  RAGE
ligandbindingeatte | ﬂ"gaRAGEﬂygah& bﬁﬂtﬁg&ite ehajymoﬂhpbi% thetWddahain of RAGE, or

enbo s an ELL SA
eton pRBh amERaRe TR e KRBT BuPESH famprigs SEQ D Mo
oz arse@iencagt leash®0P6 ddenried! threntis,eor SEQ) I-D‘IN@amO bgfkequence at least 90%

use | ayvi di i nhked
B B R B gy PR A ol
pr ot dion examdb,l 1h pzednbwﬂlmm;, the pepgentathvientidtheomprises a nucleic acid

e

aeemmeﬁglphelmtfﬁﬁ%wﬁh%wft &1 enegamepodiraent, the Cp2 domam ora

ﬁagménp@teteep ohRPrisRBREND ROt 2 NG LA aRAdrd e F9) %ment of SEQ ID
l e, the conpl ex may be allowed to bind to

I‘t@\ FRATEES PRSL pr‘b?rWtEth@e Kt teneaming aeils emovedt Thesecond

pOlypkhidde RS} &mprd Yhd@;?pdiﬁ‘t QiEBHtaﬁ?é o?‘amuna% rr‘[]mpv,eﬁ?jlb&(ampb
uf f er e

wash) t ssay. well w th wash
EB’ﬁ‘B "é"agi“ ﬁgﬁpﬁ@wﬁf‘% ecereaﬂssts thefiihgnd e’ dpmains i human IgG1 may
coPERNSEQID MULH $ra8ER 1Y NO: B0! TRE hﬁxﬂyh@mmh@bﬁlde may be encoded

and neasu vVers

& rtgé rrlﬁ)ctl Pop eﬁeque’fﬁﬁg%]igﬁ) ]ﬁb h—‘? P’egé% Itgl H‘? % b‘glo g {wgugpslobulin

sd@ iEneaninl SEQUID &ith G@ianSEQ, IDRACEA0 mggaaldo bt aokolded bh SEQAGENO: 52 or
i -t &j cr
SEEF LIRSS, 8o ARy Ol FUSERIRL Yo o
QG%@QIXC@W faSGOM apphe Capmsingf Oﬂthtesqqn@s:e m¢move a cryptic RNA
péées%lngg} thSteshigMcdddnF! G 7. Sol utions of TTP-3000
P and TTP-4000 ETT4) having initia
conc é"n Praembriment, the Frpplseptide thag 2ompyjseart RAGE interdomain

#nRSPRKEH Y&h M@%Hﬁ%ﬁﬂdor@ﬁn $OWRa b G tdemidthy amtno acid of the
various dilutions, the GE fusion proteins TIP-3000

P“H%@b‘ﬁ’r“éiogﬁ‘l“elstltﬂk?ﬁ tadh ¥-temreiapineepikeafie interdomain
link@@&dﬁthé@ieﬂhﬂ@ﬁzﬁﬂlné ABig bthe RAYE QitsldBaLRA h(nicex“lg HirbdiQMnked to

sourc CI? éSIOO and anmphoterin_( ho) ,
d?fmlﬁag apinoyarid Ak eolReride caramisigfcen? domatn of ahizupneglobulin,
oﬁﬁ flap@aithéreofe . TheGoBipk e WoinPrisifg ¥ CR2Abmbfiedfan Wagu6globulin, or a
i ncrease i n absorbance. The blndlng assay of the
present invention nay be used2fo quantify |igand
binding to RAGE. In alternate enbodi ments, RAGE
l'igands may bind to the RAGE fusion protein of the
present invention with binding affinities ranging from
0.1 to 1000 nanonolar (nM, or froml to 500 nM or
from10 to 80 nM The RAGE fusion protein of the
present |nvent|on may also be used to identify

o a [ — an I
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the cellular effector TNF-a is shown in FIG 10. THP-I

myeloid cells may be cultured in RPM -1640 nedi a
weoeupplement ed with 10% FBS and i nduced to secr eCe&/USMB7/@01686

viastinmulation of RAGE with SI OCb. Wien such

stimulation occurs in the presence of a RAGE fusion

protein, induction of TNP-a by SI OOb binding to RAGE

may be inhibited. Thus, as shown in FIG 10, addition

of 10 ng TTP-3000 (TT3) or TTP-4000 (TT4) RAGE fusion

Rk rEthére6© ﬂﬁ?@&m&éﬁ)pdlﬁﬁﬂpﬁﬂd @finpafsinkNhe @Hbyncabﬁm ﬂorﬁﬂ% ofa

rotejn TT 0 may ,be_ at

to 7
CEREN AT R 5 e AR o ASAn FipmEe gipbodimen,
thepSlRApEdé Edrizprish)) the BpRahd Cgd tymaihis bfehimdri Ipi3tl ona pation thereof,

t he RAGE nd TTP-3000 i s shown
Y ?‘Wg’ng?(%g% BQOK/\%&E’%&%@I one was added to
SI OO tetRAGE dmsmh pIeteirSOf tmjnhedsqnmlvgritldng@}acmmﬁsw;snigb or multiple

h
dtornam% y z Fﬁ%’\’g gfsc x a@%ﬁgﬁ ?)t]? : < ;QH!; &) ﬂg%mn linker linked
tPrRAGH smh'xhnmolsmt\@nmanmhmcenmsp ladragpent ¢fa lrefgth RAGE protein.

ﬁo@gxcmﬂgl ﬁfthQmeédlﬁﬁﬁEmm(@é ﬁ%lod.l $i6RRERay IR WROCE

imtations as a sta al one therapeutlc

lmm@glehuhrh@maén%@qrvéﬂ FosABE paptein|apg we fm@mpggtoulin domains

d%h@@d@om RHunN 3R pe ¥R afs RIS RlsionA6Ein 18y @&mprise a first RAGE
alf-life in naormal” and, di abetic rats of approxinately

‘Q’G‘W@E‘PB“‘%‘E&%“ arehifirsh erdomaip finkgrilipked to 3ccondBAGE
ﬂ%&fenggmbﬂm @58A8 880a B3tohE€RAHE iaRrdmdifTHICS) 23K tHaV tht W-terminal
S

Phar ma . ._Ther. , .290:.
e BETe TOUa SoTBuThay BB A CH AP a BTV Racihgf e fest
HAGE Sinfiunagiobilihc aaghie, Hisd Waédihg bindi 2$d SRACEscohdIRAGE

nore stabl e pharmacokinetic profile, a fusion . .

BPbTE kO F kR TR A g Y 1t PR linker,

theNetaeniosl am)n@amdl nhihe isenoud mgd:rdbmhm Ainkens ilmlsedrtayi -teeminal amino
in th ft | ob

aalde (ﬁ‘ ﬂrll% mab% S€COI’1 %nﬁél%pl?hn dontlau(lj r?no rkggermlrlflal amino acid of the

RAGEHsegind mubndnmhmaluycecila dlrnctlyﬂmed tthe dgteohink] amike acid of the

%%E% %mﬁf?}gfa(ﬁéq?ﬁi% n@klﬁ@&lﬁr[ &&%E Bt ﬁg%ﬂerﬁ‘ﬁ:%offuﬁbro&ample

usi on
t m%wlmhé@mammmsclam@ wlidssA3ch faf dupnan ME (FEQ ID NO: 19)

o?fatsgcﬁhe%@iméb@wé% ‘i&énﬁ@a\{ %{e?éto Qﬁ)ﬁmoﬁ%ﬁs'ﬁﬁiﬁ Rl RAGE (SEQ ID
PE)&FITHCOInetIC st abi | {5% &gnera l'y a result of th

Pt D 26 & seavense &t brast 90k identiral thewste wm@&c@ﬁ@‘*ﬂé@pﬁh%man RAGE
viHerd QQ4 Efrbhfzé%rfgﬁﬁ pEﬂ(Sﬁ%:]b N of £6RRERE at léﬁﬂ@@%:-‘*denncal thereto,

o

n 164: 53 13-53°.18 (2000)) gh
CPH@?P&H%%%&@%% e S goma Mrinsyras Hﬂﬂwpenkmg these two
doalayRefid e comyinRedindteliilee d@.dﬂswéhlagf Qaf 1d diereBSaiinent, a nucleic

stabilit NIUNQo fu3| i ns
oS Pk e S BN A0 PRt Betior Y oot by » four
dbmein RAGENIsibo pyoteins Irom@émerraybdahmdmtenudmc h&d genspracttc,ompnsmg
Stl'ﬁ)oily gld: % éng&l QJ]{) g%&gg%t@g %Sllonr}lalio}];% h %hel% sﬂgrﬁ base
cbmes écbltb;e ¢Q’§]atl$,ll’ﬂet ¢nrcoqlEh@r prtige(CCq tepl ssdagﬂygme &§GT to GGG) at

t

ﬂgé ggﬁ@ggusggu{l fofénct bR ha eggeg atr§rg% x %tf@ :Igﬁkesghé@s& near the
tergusaliggdam aut oi rmune di sease). The proinfl ammat ory

res pm&%m&ﬁ&mm&mﬂ@%&&&@ poteih prﬁuytcﬁfngﬁge o @

squbIe protein, as nost sol uble protelns do not

imapmeglobulingamasy feberiffom RAGRangtwo tRmuppgpHlindemeing dprived
ffo2® R AHEn F&Yol p%d@ epatdxipleeb WAGE fustdiSorbRIaahy é(ﬁnpnse a single
expressedon ce types whose destruction would lead t

unt oward si de- effects Al so, #he proinflammatory

response nay be a negative feature if an inflammtory
cascade is established at the site of a fusion protein
binding to a tissue target, since many nedi ators of

i nflammati on may be detrinental to surrounding tissue,

and/ or may cause systemc effects. The prinmary
pr0|nflannatory S|te on |nnunoglobulln Fc fragnents

o o ' ~ n
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forma RACE i mmungl obul i n domai n/linker fragnment. In
this way, the three dinensional interactions between
woheo7iooznogl obul i n domai ns contri buted by eit ReT/URABE001686
or the immunogl obulin may be naintained. In an
enbodi nent, a RAGE fusion protein of the present
i nvention may conprise a substantial increase in
pharmacokinetic stability as conpared to sRAGE. For
exanple, FIG 11 shows that once the RAGE fusion
FDXCGE &hﬂluﬁgﬁoﬂlﬂﬂﬂidﬁﬁsﬂ Btedvid £/ AGESintek@RES linkdr téBY N-terminal

retai n.a.hal f reater han 30 ur Thi s \
B LS PP BT e RN £ (i GnPROLeIE Bimagnpin Hagment
thicevofh dar sxampld) mhmﬁhAGIEamﬂ@eptwaﬁay ¢omnyize emﬁmﬂhcﬁmm 136h& human

Iy r of t h nvent i be .
KGR QBN £ B R edondeht BT O apt e PRt B o TR Seigs 24-136
ommamwmm UQ A épor R&@emed pialtast 9@%3@@319@1 thn:rbﬂoomt amino
i

R84 A5 niilad RACEARAL B4 BIRHEL obrh B (BETIDNAS: 45) i
sequienes at least YB94 identi¢ad thegkieroomssponding écnélpé»t florgain of RAGE and a

d@QBQHAM RS RLY e P ﬂpé‘fe %oﬁﬁﬂ@@ r&fhcled 4@Ehords Qﬁct compnsmg

X , . as shown in FIG usi on prote
ﬂing@) 34983 fgmeriitherenfansy eprpdefor @ Iﬂé@s@mfﬂ@ A ﬁ§wn protein.
It Bt herGMBtnh R SRR Bid YoRBRuct SSmSidiAps B o @J@fSSTr%___}El éhcode for a

rel ease is detected. Treatnent of D sease W th

tieeis AFRRIPIAGE AisionREofsine ¥dfte SflFrdnte dAngrsforihe godons that encode for

pECHTRHCES tﬂ&l@@ﬂa’idfgqycn{er(ﬁ}d’]f RAGENAt thd CRAGERRMb L& quence remove
human téed‘i“r ect. I.n an enbodi nent, the

ar?@f“ﬁ‘SS&rﬁﬁpI&?rﬁbtP PEE pakefPThy to a subject a RAGE
f usi GNRAGEH ﬁtef‘dcmmiﬂolih&lr kg o effAdy @ﬂipﬁp@@béyﬁ&ie sequence that is

and, bi ndi te linked..tq a .

S8R P AT IR AR Rl rimins it Soflois e
ekarsplonfop thetRAGE of ddnlmen ph@s@ndorhznu Gnkdrmmamynpb:se amino acid

] Nl ytes I ni. st at i 0
S%@yf E%aﬁoﬁedna?%’%ﬁéajévgﬁﬁ? Olrnetg% A Inha\llne n an emri)oglment %he linker
MY FOmPIisH SE@;J@rN@o?ﬂe abrrf(spéi)dmmqoemtlmmdw 1t7ek2r$atf f\ﬂéﬂeyl,gth RAGE.
8 SACE L DB TR oSS oty e
SREENFE: sﬁqrarar@me,ua@mtmdpweﬂmksr ¢amyprisingreveRi@ming gidn(e.g., 1-3, 1-5,

0P 9beb - MY mBloSLidRFudsBEAR bEHiMRENLARE §Eéllbl\éé: %1 may be used.

anot her enbodi ment, adm ni stration of usli on
ThEsinppe ?fngW?‘&a‘P? Byerdpmaip Ainkeromprises A IPRIR: 23 comprising

amiio m&tmtns%f f81-RHEhIRMOER! Or %a%ﬁlenﬁmm%:ﬂj ﬁb‘ 8D abfBing, for

]rré -rel ease capsul e. I n yet anot
’8%8&. n?~ 3 ABPRaACKs fpm gither R pfehe F‘élf?é sy thg|usedy s Ipgltegnate
eﬁhﬁcﬂiﬁ&htspihy ligkertney doinlf@ise E@drquexmm{t@s at JSHIETBB NRAHSaL, or 80%

AT o0 BT B 1 Richon RSB e cabl e,

A vaFoethy RfGRAI mainamodaellﬁkaay dve|ptisel & @eptide seqlendaihat is

h
n$tEr%llg%gw?l};tEe%g@HQ 8? éltgm%'t %% % n%ddmfﬂ?z gﬁgzmggr may To&wg‘;se SEQID
Ng¥ Zé’,mswrﬁurm to emnrrmldstmm&m bﬁfwﬁalbngth RAGR. (Dlathermﬂier} may
bS5 SBREL ) LOALTR AL BLAERASE . s camre, o
linkes GPMPFISIng beversh (- Mcﬁ,dpﬁalgb omtilp vatmmﬂsb amMIcKs Zbstream and
d&nsteam(dfy @df B N@n 221 Q&y %g %?edz %ﬁsfrgéggﬁg gf Sé% (% 22 may be used,

I .nhi bi tion I nt eracttons
delpmeiop ané’?Plﬁriﬁ’-lF@AGE AR @rbbaj@/amrr@@e@ecﬂroawmr m@faq@bnker For
X pIBtih 0fc &fbeHiMBHSER KeFChtePdontiS gk, ‘;na?% 9@§E§ ID NO: 24,
(Yan et al, Nat. Med., 6:643-651 (2000) Acconpanyi ng
the reduction in anyl oi d pl ag?es was a reduction in
the inflamuatory cytokines, interleukin-6 (IL- 6) and
macr ophage colony stinulating factor (M CSF) as well
as reduced activation of NF-kB in the treated ani mals;
c) RAGE transgenic mce (RAGE overexpressers and RAGE
dom nant negative expressers) exhibit plaque formation
and cognltlve deficits in a nouse nDdeI of AD (AranC|o

— e~ NN AN AA NN S NN AN —
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may conprise di abetic nephropathy, diabetic

retinopathy, a diabetic foot ulcer, a cardiovascul ar
woanplmweasti on of di abetes, or diabetic neuropaPOyusS2007/001686

Oiginally identified as a receptor for nol ecul es

whose expression is associated with the pathol ogy of

di abetes, RAGE itself is essential to the

pat hophysi ol ogy of diabetic conplications. In vivo,

inhibition of RAGE interaction with its |igand(s) has
chesposdiogwv aminb ecitlh 8223226t Orcan interdeintaiplinkenpeig lcempfise SEQ ID NO:

i ' [ ' | mmat i on (Hudson et
A AR KA LRSS 0. 88 (2003)). For
exanphe methodworynfsrhér compeisantaastepiof mcemppiatinRAEGENA construct into an
n . \Y 3 .
AR oBor LR il 2 68ho Vs UG BR Bh L8 Lan exprossion
veqpnthiy eacedestiond RAGH fagien proteiBcangmistea RAGEpolypeptide directly
i d QI Rptidd QRLIIRA aE oM ofhaBPb iRl igind o BloBhliR @ porti
h?égRAt%E%) whi gtl’ll bi nds tga\@ (.%Eolﬂ} gands 1and [ gif?l bilt S ortl.on ofa Cr2
demagryqfiag anmuppglebulin s g empedierlyths (G B Pelvesriide comprise
cét?f.h@te,sstuicg a?ﬁ%&f&és@?@ﬁ%@%eﬂﬁ lﬁgﬁh@b Rﬁ@ﬁkérdf%ﬁﬁ#iﬁﬁf* linked to a
nhuat e TUNCtI1 onal. an nor 0ol 0ogl cal, pat nal o
R%@@ffﬁlﬁ@m%om@ﬁﬂpsﬁa’c gh it the LatsrRinakAiBg aeiof die RAGE
irginun@llrﬁ]lﬁilirﬁidnﬁﬁ'h 1] ﬁﬂﬁk%ﬁ}hgﬁ:i&nl(iﬁﬂ Qﬁ))il?jo acd Sﬂth}a itterd@@ain linker, and
een sho t hat . ponen ic coxi.dati on .
PO ATl € RO Lt fien i ot e t fhe M-
temihir&fli umhaemhi@é@mﬂimpﬁ@rmbmpmﬁimgtas:(m)n biSanQ’ﬂimﬂmgldbulin, ora
pBlioRheiord (Fr MARPE. Obredsidn ENRLYSCR K sl B s may comprise
thegsIobi adcid saquetdve SFSY BhNO: 30, dr e dmigmext tHemof, SEQRIENQOD§& or a

, LR est - - - y_et

E Bl e SO % on ST g5, sy NG 3or ragment
tgresif.. Chem, 266:11654-11660 (1991); Degenhardt et al,

Cel | T_Npl'neﬁloglmay%itﬂér%gfnﬁﬁge“lﬁe gtlag ggaransfeéﬁﬁg%élﬁv'itﬁ %echpression

AGEs in the vascul ature can occur focally;, as in the )
Vesentil tagmresing svapse d hes: InaEeBbodimentotie BETPItinYentinR comprises a
cH Pk R ctedW A1ihd 'eﬁlﬂ)ﬁé%'io?r\fegﬂoﬂh%ge)%%élséﬂ HORIAGHE MsMAlRotsin of the

al, J. din. lInvest., 92:1243-1252 (1993); Myata .
PEEFElt mvgntien,ispch thatBg eell expresseg g RAGH upsiqriggisin comgrising a RAGE
p@?ﬁ@ﬁﬂlﬁ ldyrectBligea ik péliaghtby cérﬂﬁis‘ﬁﬁgsd:@lﬁ?a&ﬁﬁn 30 &h immunoglobulin

tissues of tients with diahetes (Schm dt et al_,
ONBPITER o ChE HOTOB! ToUUT TGRS THan Bs Seah jis RAGE
pelgpepride abinpriseodonbtalcss, euchras tHos® désaripail heedih,shaving RAGE interdomain

.di abet es, s t.s t hat dogenous cl.ear.a mechani sns.
R o RART Pl s R REREH Biehy P P Fo oy S i ot e
RaépbanninglotBlic omenuintihietiad theGEserininag atire cahafthd intdrdomain

. e . nr . . .
sl LB 0L L3 A Q1B o FRELTPU IR bk
theiN-$qreunad anrinpseeed 0 i netyweptide campeising adhZeiomaihef an itnmainoglobulin,

] I . H .
LSRRI SR AP I b MR RO 00 it
seponceEBIN B 30 apofragment thereofISEQ 1P NB): §#,, or @tfeagment thereof, SEQ
2 R:308410: B &ht (ﬁk}%%%)dr S-'E-%@(IQO.egﬁlor aj}'raggl!em t_het@gﬁ m,
275:25781- 25790 (2000)). GE expression is increased
in ehtfotRBIPIG Rlasids o brgeRytacied 1 expasfg RAME18Q Atsigagproteins by

fustiRAfele SRIEnHROGCY LN A Seqlbitl OF hem¥ARAGENIK 8 3° ADNA, sequence
t udi es | Q c‘)elll cul ture have denonstr at gd,t hat . .
o RESABE Uy D r e £V RSSO FES e AHERSSS Y B s into an expression

properties inportant in vascul ar honeostasis. Use of
the RAGE fusion proteins in the treatnent of diabetes
rel ated pathology is illustrat®d in FIG 13. The RAGE
fusion protein TTP-4000 was evaluated in-a diabetic
rat nodel of restenosis which invol ved neasuring
snmooth nmuscle proliferation and intiml expansion

foll owi ng vascular injury. As illustrated in FIG 13,
TTP-4000 treatnment may significantly reduce the
intima/media (I/M ratio (FIG 13A; Table 1) in

o . o o, o o s o o o e
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Nat ure 382:685-691 (1996)). Concurrent with expression
of RACGE ligands, RAGE is upregulated in astrocytes and

waizer7mgédzal cells in the hi ppocanpus of i ndivi #aaiUs2007/001686

with AD but is not upregulated in individuals that do
not have AD (Lue et al, Exp. Neurol, 171:29-45
(2001)). These findings suggest that cells expressing
RAGE are activated via RAGE/ RAGE |igand interactions
inthe vicinity of the senile plaque. Also, in vitro,
vBbrofRthak fEDRABI VékdpkdFioR bedbrqli@kdgah, C&) héinEadafl recombinant
bl ocked wth anti bodi es directed agai nst the
teGhUMES bi ndi ng dormai n of RAGE (Yan et al., Proc. Natl.
Acad.Al&s lthe MSR0d %y@BﬂﬁnEa&%sié&lﬂfgﬁ)lé exﬂrésshilS/eaﬂoS ﬁmb@ Békt cell.

trated. that RACE can focal point q

@E SIQILPIQ Ts)pza}t%e eﬁcgreg?e (,ﬂx maﬁg?a 1aﬁ/§6pre§ t@Té including
s 2888 )n) whish sie;, exipressiow conistrindtbart iimirodoéedRAGEN¢ ingamthlian cells using
\}u[&% gth Ctslrapo%n!ﬁg'l pgde% \tnrl.l% da%%lag ce?ﬁlngé’] vallabI?AGEhosts for
can reduce anylo or et In

mmsseonmd atelldnospdn diact @dyrkcdndﬁomrw l(rwfmtahzedgiell lmast available from
tﬁ@ﬂmen@ant%e%ﬁm(@egl@&wn %ﬁ@dng‘ ’f'l‘[e@@ L: Clni!glr gl?a Hﬂﬂitese hamster

unman precu $or

over expr
%P@t@‘ﬁ))(%ﬂP)N% BR2 celis. Bakaivadl, lmbu hamprabhldm @HKpells, monkey

Kidndy, @i )haxnaﬂeeﬁmeélu@a@\égﬂcgﬁaa%érm@r%g }@@J@@)t A 589 Eells, and a
neur opat hol ogi_ cal abnormalities earlier heir

wrRET of Gr Al RoproaT aes gen e seleriet @rcplgmdétermwmg which cell lines
rﬁwmrgaskpregbwblbeew bENR A fisibh ftebh.t Otidt BaINITR @icht My be used are

PR GO TS PO 0 Rt B ind NP € oA ARAposi.

dnalak@ﬂotmd whdag\poatd] eltca pederid hedt ceils 1ﬂéluﬂ@Baidth4n6 @n@ﬁﬂomyces

sﬁ%ge l as§ cgsglcgl?s 1n%}n’?e$%g%tssac%%n‘§a&$% ptg?nbtgh§a0 magc:ps ’cerevmae and

PZCSIH#%M WEen(rE&ﬁxﬁ)l)lant Expredihintvieonrs elnndiﬂliti)g RAﬁd tE fakion protein genes
hown ecrea

B L0 DR Lyt 5

C(lbt@,mmthe hest cplfls E@Ba aemcpd/d‘ttmmﬁ)xfﬁcamﬂ tcdalm\m fog hxmgshm qf the RAGE

fﬁlﬁmﬁﬂ&é]xpﬂl tﬁe\,{ ﬂ@st %&llsaér'seé}'@tgon cﬁ% éﬁ%glox@ ?\Jote(n% gl%) E‘)e CHlture

suggesting a role forRA |nterac ion I n bot

ety irhwhich fhegfost el meeamw E ifesdor} profginsepay egrervated from the

cﬁﬂnﬁr’e@xﬁ%ﬂnﬁ egmgaﬂh&yr@p{oee{@ ﬁtcasa{wth%@ges) as well as
in a accunul at1 on. t he RAGE fusion

pr ot gf/"ﬁlfl%ffm? melesples éffﬂodﬁnﬁ%ﬁﬁl? 1siameryotsing gndhexniessipn{vECtors
cbm@dting ﬂﬁ@&ﬁucﬂéﬁ( k&l @Qﬁéc&leaﬂﬁy%@ ubRAKIE BarifdLkich &f @Etﬂﬁﬂ@s

and nitiv s unctl ated wth A .zheiner's
B ndEs bl Baci e B e e e Grpen Ty s g pn method
foxintredivde fpdgriuckotidaiistolhaspwell f Mdﬁ&idls @t ihthodubBobbFlieferologous

' t
P%ﬁ’?ﬁé?&%ﬂ%g grﬁg (%rfalmn rh%]%fs: I.atrr]e_l_I %ﬁ lqﬁowwo rt anti( ﬁxd?nﬁ%)gran-medlated
tiahgfectivayenldibm phospbateepredipitation] pbblbre?xemthhsd whartskectibd, pedtoplast
fils T(glq é%gg%;% atf@lé g Cg %n I%@glg )?S }S\ﬁn{xcl &}He?st) gn ﬁ sgm(eAg)ld direct
niprginjecgionio§ ty RN lenempcllueleo rin additiommu¢lgic aneigaolwées may be
u?tﬁf(‘ﬁxEé& infd @G dmatitd &8s SR veg_t-gl% o %%TN Qllzs%&mrn’féjﬂgﬁ cells are

he inflammatory cytokines |L-I \ dat a
“seHdWﬁyma% teartainshidie peADsTokpeteriumRAGHifted iransfgymetien. hiplistic

tx@fxsﬁ;ﬂx@ati@ﬁ ESRRE inf UEN LR BoPRM RGN S8 tfstdBMion. Methods of
eroscler05|s and ot her cardi ovascul ar di sorders.

?ﬂ Qrming bpgterial apdhyeartsmys pigaiso vediera ingherart. di sease i s
particularly high in patients with di abetes
(Robertson, et al, Lab Invest, 18:538-551 (1968);

Kannel et al, J. Am Med. Assd®, 241:2035-2038 (1979):
Kannel etal, Diab. Care, 2:120-126 (1979)). In

addi tion, studies have shown that atherosclerosis in
patients with diabetes is nore accel erated and :
extensive than in patients not suffering from di abetes
{see e.g. Wller et al, Am J. Med., 69:498-506
(1980) CIaII et al, Am J. Med. 64: 221 230 (1978)

o, o~ . "~ N A AN £ A PN\ -~ o I |
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that may be treated with the RAGE fusion protein of
the present invention include sone |ung cancers, sone

waqhkbwormas2e sone papil |l omas, and the |ike. AmphoPerius2003/001686

a high nmobility group I nonhi stone chronosomal DNA

bi nding protein (Rauvala et al., J. Biol. Chem, 262:
16625- 16635 (1987); Parkikinen et al., J. Biol. Chem
268: 19726- 19738 (1993)) which has been shown to

interact with RAGE. It has been shown that anphoterin
pro rrmreecpreesibh t/ectcmh@r 4194 b, dediSerott td arfsSkpedkish BEsté@R uding DNA

Fol eyt PR o Sree Rl AR BB TDT Bt 8 etembly sol, and
tkmbnrtwltg/z)rc ptapeBettintd a)targeacdlbira:bcplteaﬁmr sygiremMIbiNA biolistics techniques

A DRERIL QLY 18 hea% d%c@ éggk geq%% ?,%s%g@mﬁg S{agﬁge for

In a primary
debvery pémesmnmmtlc?(e?agummell €¢.2. aHehosNaQnm@m Bin-Bsd LBG() Hercules,

d 02919)1)110 tﬁeng%e o 'ﬁ‘eQ/%%l yov@cfe'rl@l @g,cp dotﬂﬁ(gl in mce

expr essin Ha-ras transgene é Proc.
Nat | EXAteaﬁon SHRAGE fugiory grotei qrnw@i}lyhonl qellyizes wap bk enhanced

uBiR AdiuiRt of l&l&@m% cfu9§ 'nge)&ﬂfbtlee 'tl{ésgllﬂgmﬁﬁéesyﬂﬁmgﬁ&néene expression

i nventi on maﬁ% be used to treat amTatlon
syjtera(thg S eauan%megolasmémpm@e nmgmﬁ I5istAnee ﬁwtem argjgemmon

aPpREEHRE fdrMBRHCI ExPRYsiBE U tertath ddn@Rion. nf | ammat i on
associ a with inflamatory bowel diseas

i nfl fP“égngHﬁs SRS Plﬁ d&ff?éfmtrﬁ?lbk“&sél?atYHW? flidferent
glﬁbkﬁﬂf@tpa&ﬂm@%ﬁﬂéa&h BtheiM HEWPLA I FEASE fihsidd REWMsicAfbded by the

Wi.t h rrult Ie scl erosi.s, i nfl.anmati on
ngg 5‘8&%’8‘3“3@{;}1?%\‘“&‘98 S0, FEPHRAHPE Bi aagg%e‘fléﬁ%ﬂem grovided

hsteirodre pait of tha imdnt d1vesisso tigaitdds v thb glyesdylatiah ol e, RAGE fusion
L&%-karrmati on associ ated with henorrhagi ¢ shock,
protein, . . . . ; X
anmat i on associated with sepsis, inflammtion
ass odn amfe@nwdimemrzganombiam pkemassiin @ator imafy Ibamsaaifedaed into Chinese
' Spce\ﬁ@ Mﬂ Q?tlrﬂl%@% %teRate ﬁn%bogimegnts the cells

nTTB.tI on gSSOCI at ejection o
nmrtm@cmm fid)to P gremmsdléied, of @ 5do 10 gram@mram aé:d)lt c2lgtasys/liter.
ti SSUR.is Bowd 1QQﬁ1§arF QhcHif ﬁ:’ld d ﬁ@é@é 28y {)Ql:n HHQE%&Inﬁmtlon as
treatnent, inflanmdtory ce su as granul ocytes
f‘i’frﬁﬁ@inp}ea'?)émﬁé‘m%l@ﬁ@rﬁn@fta|n§%191é agiddeppletbuith pripere gomprising the

g renté B! 16 ﬁﬂs Q%S E)B%eﬂi'ﬂ%@c&ﬁﬂrtsﬁlgt \t&?ﬁné@fﬁ%l& edd lGE ligands

nl%theﬁ%/oma |t|n§1t erecetor on
[57gRed: g %%?fg??ﬂl@e% e t‘rH’éat?fbfifﬂP?ﬂﬁFﬁ may B@ P%@ og joge identical
td the Isﬁf'tidgtIDI&I\e Ashack, ivasiats e theRidk lnbaécbtﬁﬁ s@duefbdi@hat hybridize

E‘E % nt a(ﬂonl s has ageen V\? Q. anmeliorate the
8 sinee RS oRadE bt Tt O B e rperature
(TMisef)theDN./aquﬂeExﬁ Uﬁllomlflszﬂt’)ot ei n containing a fragnent

FE ngf;;t]y ae%{mnacs a %%gr ? gén nt]t e neutrg Igéclto .
from Falfickiing SePt % andyfige oex?fﬁﬁﬁ‘ ¥ into an
amnrelv@qrﬁt héstyr Fdfr@campbstlue r@bestbmant veotors hagbé sthiely ofandRéHd into

C'hﬁ‘xeper ﬁXIﬁ&Eﬂ @{)arQ EC%@? Léw c%ﬂ%g%x\f?sggxg It@edkgg fng protein selected

studi es show ng 't neoi n
apckparash dn an amhodimeniyoel sl explessinsthe mpsinbinkof dopstirung are selected for

pREhRL é@bdédrHerrlyfc?nr}esbﬁﬁ&e %&1 @gﬁﬁjg ﬂ@l]qo{]cpém fn@*vf’dulal clones may be

presumably by i nhibiting snoot h nmusc
Se&%qt?d Pdslores pgressingdigh lﬁ’aqiq'f @fph%g@blamt Proggin endstecied Py Western
Blofhgaly st o %?rﬁﬁ
ddltfon s%&gkﬁﬁﬁﬁﬁﬁrﬁg %%%%%@ﬁgf In Tgﬁ%gﬁ%&xmﬁJhﬁedby
ity Ghiomatagsarhy Sgng PERiCIRYHeNS®ASI ti vity, experimenta
aut oi nmune encephalitis and inflamatory bowel disease
(Hof man et al, Cell, 97:889-901 (1999)). In an
enbodi nent, the RAGE fusion ptoteins of the present
i nvention may be used to treat auto-imune based
di sorders. For exanple, in an enbodi nent, the RAGE
fusion proteins of the present invention nay be used
to treat kidney failure. Thus, the RAGE fusion
proteins of the present invention may be used to treat
systen1c Iupus nephrltls or |nflannatory Iupus

' ~l I~~~ o
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recipients treated wth sRAGE di spl ayed reduced onset
of di abetes induced by splenocytes transferred froma

wdizedo@vie ( NOD) nouse as conpared to NOD-sci d PCT/US2007/001686

reci pients not treated with sRAGE (U.S. Patent

Publ i cati on 2002/ 0122799). As stated by the inventors

in this patent publication, the experinental results

using sRAGE in this nodel are relevant to hunan

di sease such as clinical settings in which future

| muiSempleamatpidesengnel regingindnt andgb aatlaﬂlhoafncn@@/the RAGE fusion
pf)olr'%eexgse ﬂt fle ageescg rmxgvgaln min érg gﬁ%\gﬁl tIo %ts? ga R %?(fj? ﬂ{ I“:or €xample, as
dessibed altm the RAGE ﬁmwplmvtbiamwﬂucgd bsathelre;ambnmmeDbm @mstruct may

f

oG98t o RAEE R Goolic BRI Tpichla HonGELGE pr B ThERaGE
fypdor) protyiint fay epmprisgijve demaing desivedtfian BAGE polsieend tvwordomams
Bl &S 3hGn %%H&mﬁﬁ AR %ﬁ;ﬁ@ﬁ@élaamé %%'trhév en%bcﬁﬁé‘? RAGE

or organ conprise cel [S of pancr eas,
ﬁw@h@rytelm aé‘}&‘*OOP WR§D). bovies Waﬁrtm/\pf el is Shrven mrﬁl@c? §SEQ ID

NRHCHOh hed R, 1@6{&139 AG 5, A\é%h@wn RAFTG. balg@ FIG.NY @bfing sequence 1-

nervous syst Fq or stem cells. For exa
A

738 frinf ik ip GRld) procries m&%%Trfsﬁmmld%réqetvsse@wenﬁwhereas the
sa{@ﬁwﬁomwentsg@&amys tHe 1865 teﬁ@sefqasﬁdel t at e

tran antati of et c s from.a fi
Hon PR g o S e shoIPhtat H St assaerce atjpast 50%
idﬁi\ﬁtdle]ﬁerelﬂbmd [RDSE}H ﬁJsith)rtﬁtéﬁSﬁdyt colnipried the GBurtdynaftt £rdind @cid

GRS AP REAROR0 B AR L ALEE Db .

SEQsID)NOp BdbeBRQAD Nhe34inddens of BEQADINOL. 56( ﬁiﬁiﬂ 8. @lEIG. 4 and
Fg?rb?d( Blr?e %&E’ aﬁ‘arQo ac%% geélue?c%og 915{112%966& 'l' %{5&8 ?'%rgc é[’h%r?munoglobuhn
s¢quendras thedpd dandéC 3Hmnsneplobflin dmmaemscpfrlng@rssh@I\emm FIi5. 6B, the
ﬁgéct Zghgmw.a{c%‘st A AR qé{-gt %,QSO(; ﬁ;\%Eofusﬂg ?)['oqgﬁ %oﬁt?m as the
one densit a sub hus, 1n various sel d
Réfﬁiéapln‘nm@e S?cnl@ncr?rae‘sm sqaueRRSICPBRATIARY amitovicills 1622/23, the V
nHﬁhH@éio&ﬁfn doﬂﬁ'lrpdtlﬁdlﬁ@né B R EbiaGhk Qﬁe)%ﬁmﬁﬂsﬁeﬁm enlds 23/24-
In a su adm nistering to’'the subje

1%%@%1@*@{510?1@31 Weéfqmmgear@zﬁe asidls BY7 '8 1RAGES POl lmmunoglobuhn

d%%ﬂ@%@émﬁrﬁh%ﬂrﬁﬁ@ Béidé ML, 9Rd 2 dNen SR SR rdbha AT 1Gfker
usi n fusion proteins of the present

C?‘HB%%% Gﬁlmldﬁézéﬁ Lbnimal. In an enbodi nent, the
subj e&cin trﬁb@inhbkffﬁme RAEE ﬁtébjnﬁﬁ&teﬁﬁ&ﬂa;hﬁ)t &b’cfe@@hﬂﬁ&)rﬁ]fr%mthe second

Rgb GE-re q i sease. such %?§R§%U$ di abeti c
R N T papifjein may comprise one
1mmt1n®gipiaﬂimyiorrfaﬂoderwled &om WEeﬂnd O8e Bnmﬂﬁoglcﬂmah domains derived

el i P G0 TR0 B i S JRnE e of
Rérﬁ:ﬁ)ﬁJsr@mrptehhe sty mﬁG@&SB&ImNO 3d) anddiu&lIGw & (SEQ ID NO: 55).
I t Lec , .
AG? ?\21? Imnh%]" ?ga‘ir}]d g%/(g tel gmﬁxg%lggfngggc@%m{%ﬁcﬁ{l %Hgéo% es TRy 4(1;3e (highlighted
inj Wlﬂbﬁmﬂgﬁﬁw RAOPESN-trrpriipal pmem @mencedwbea@etbmubme from 409-
Nﬁ¥uﬁ%§qwa3Rﬁg§ ngng?ﬁéﬁmnay be treated using the
ro

f usi on elns resent invention. Thus,

i n adliepidstiard o SPRAD NV Srbod RERNOGH, phesqapesset least 90%

idefN@N tedto, thORARAGGsHH %l:cﬁan magtc@h%rﬁlse{@é tlggeacg{%ﬁgrll tfmlcﬁgno acid

treat g#%ff Crohn' s disease, art
SW@BWQ IRNO; .95 Shsarqiyrsgtideayrith fhesiempbieRnase ramoved (See e.g.,
SBQITENOE 36.6i SEdh) 19 WNY:extis FiGNs ot Sy 19 ML di7MR RS, 20). In FIG. 5 and
i nfl ammati on invol vi ng bot h aut oi mune responses

(e.g., rejection of self) and3hon-autoi nmune responses
(e.g., rejection of non-self) may be nedi ated by RAGE

and thus, may be treated using the RAGE fusion

proteins of the present invention. A therapeutically

ef fective anount may conprise an anount which is

capabl e of preventing the interaction of RAGE with an

AGE or ot her types of endogenous RAGE Ilgands |n a

- nN o o
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conprises SEQID NO 9 or a sequence at |east 90%
identical thereto, or SEQID NO 10 or a sequence at

wOeast0990266 i denti cal thereto, or SEQ I D NO 47POT/U82007/001686

sequence at |east 90% i dentical thereto. In another

enbodi nent, the ligand binding site may conprise am no

acids 22-51 of SEQID NO. 1. In another enbodi nent,

the ligand binding site may conprise am no acids 23-51

of SEQ ID NO 1. In another enbodi ment, the |igand

FixGnzh, fg: BAGE diffiso 6€dpéquseedfhipaligedwitB bold Yot ASERLWRIn FIG. 6B,

n_.anot. nme bi ndi

e C s PriEE S R Sae leng T Tp o AR h ity as he

delyemtidetamgrmu@mb yﬂ_ﬁp:ﬁsm@ammy abigs |1+212¥<B_dt}b0/’ a

1l§§1|ru¥1|8 @ﬁﬁ{lgﬁ%&?ﬁghbég@%%% 1'{gﬁm‘&‘f)‘m§3n§ kg]';l!é)lcom gl%'g gm%{o a%ids 23/24-
11 ramd @gligtbrdoinaindorker enmprisingrreniaerbodi higrtb,136.h&he sequence from 137

l I mai n
POAY RERUL AR RTRR &) S Iniilind IIMRARARMS LPIEETE 0 e
CH2 dihe RAGIEABiaimraleins obthe prasemtanvent@ niy coRadeE improved in vivo
sm,fy b%&&@@ Emﬁgstidgsnmmaaﬂﬁng b $&ohd bbry{agﬂ}ﬁlk thyﬁmE fusion

, Oor a fragment "o
PRAGIE. mqym%ﬁqﬂb%mﬂlﬁﬁmo mcrrﬁaée Rt e%yp@pppfaec sblcmpﬂablhty

This§ IthmRA@Eyﬁ;&bgGEaitelﬁsemaﬁl%séﬁ svERieh md)6e Bb&iRad by post-
uence o ri se either residues 1-22 or

“FE%?WP@%PW%S‘%P" 127 F‘i'e“P%ad Fradfigatien. ( Eprsiappigothe§AGE fusion protein
nfdythersiahetiai peiparatts include LRAS  opainsiefltahGifo 46k, , alpha-disubstituted

ence t hat east .70% 75% .80% .
o588 St NIV e 5y & sBupihG ErsiEaTeY b Rl by acetvlation,
a%m @ﬂ)lﬁnﬁés&gﬂﬁﬁﬂtarﬁﬂﬂfoﬁioiﬁac]ﬁﬂéntﬁ &ipidk eychi 43 phGPhatidyinositol,

enb t.h e e nma L se hunman
EReEn §F e Biln s HBY T e E e PREPLES 0T i dp added o
incesisel the bmabglearl stalbdny af e RAG@Hsen(saeine. g., Neeper et
: [BE GG lBugOMP" | Se
Equence renoved
( e.Jg. The BE@E Dsmprfztemﬁ OSEcgprdsenﬂ@veaylor( mhSympriseTmbey of
?ﬁhc@h&%r tHoP Qxé?xiplé had Rﬂ@EnIgsﬁlq Fg)teiﬁ gHpe gﬁese&%eﬁggmay be used in

usion proteins of the present invention may a
a bigiding %Séayé‘RA@U@éRéGE Igrays, uaki@s ROGE agqaidis petogemies,or
moaakter0% i dentical to sRAGE, or a fragnent of sSRAGE
For exanpl e t he RAGE pol ypeptide nmay conprise human
RAGEST BRmRI% i eiestbod HaFibdhe PHRpent epRfignEovidesaygethod for

détbd?t&{n JTERAGH enddalats cdri@ising: M phdviihpe mﬁﬁlcﬂ -protein comprising

?\?ﬁgﬁ Pglépgﬁ%ﬂéé'%%g ® )Jﬁ%mg Wgﬁgg?%gﬁ%@“% m@e@&hf( RAGE

pelygepndSEanstd‘sl@ ligan®bin&in@sitd) (Nnixng Ncdnhfaund Gf ﬁiferecsEQld ali gand

e X e Y A -

birdimgrdfies lalowmﬁﬁmg@ﬁem the gA,GﬁQoh Prdsign iV the preS&QeloDthe

I Fl
B L S LR IR AR e g
tepminghdomain jof thedTA GE fushen preteih. Or t he RAGE protein may
co
co gpg/h%g\ﬁgﬁn ﬁ?&%%telag m%ﬁg% BRITR N(%?ﬂs 36k ife g%%tfo%%ﬁ%AGlEo
mofulgfogs. Fap egamgEdniope mood;mentn akjtef tfmamesenu ipvegtion may comprise
(A? %@%Hﬁm havidpamlobWa ik Hﬁhﬁﬁt&“@l—l%)ﬂ P8 &o?ﬁroﬂ%@ a RAGE

, or a sequence at |east 90% i denti cal
fltSl?é‘rrE?tsm OMPSEDS |a%~4@3 pelyperside dinkedyioerreeongs noeBAGEgmypeptide,
wheleft thé RAGHEB619pptide bonmbisdel PRMGE fAdandYindinSERUSRLE®) Abtructions
| east 90% i dentical thereto. In yet another
enbodi ment, the RAGE fragnment33s a synthetic peptide.
For exanpl e, the RAGE pol ypeptide nmay conprise am no
acids 23-1 16 of human RAGE (SEQ ID NGO 7) or a
sequence at |east 90% identical thereto, or am no
acids 24-1 16 of human RAGE (SEQ ID NO 8) or a
sequence at |east 90%identical thereto, or amno
aC| ds 24- 116 of hurran RAGE vvhere QZ4 cyclizes to form

I N~ 1 1~ o o - o, oy NN 7
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NGO 50) , or a sequence 90% i dentical thereto. O, the
RAGE pol ypeptide nmay conprise am no acids 23-339 of

waaoEnReE (SEQ I D NO 5) or a sequence at | eB6T/US2HT/001686

identical thereto, or 24-339 of human RAGE (SEQ I D NO
6) or a sequence at |east 90%identical thereto,
corresponding to sRAGE (i.e., encoding the V, d, and
C2 donmins and interdomain linkers). O, the RAGE
pol ypepti de may conprise am no aci ds 24-339 of human
fRAGE Wher entigdmentsthe Higandttonding sitepinnpGEed thOmNEY N4&ninad Bomain of
el ﬁg&%erpsq mte[lgast 90% i dentical thereto. O,
ragnents each of these sequences may be used. The

RAGEFﬁUtsﬂamplep thet RAGErfasion proteurdmay by esedlin b ppelsngodssay to identify

R T
R Hzandmasy ecatrdranteea splidonbyapst (ede Maxijoyleplafes oahaaancentration of
ab&ITSRGH R B thewna@\éychqbai am(a%s PRE bﬂnm% Re aﬁ&lft)mo

may be derived fromany one of known heav ain
npgr@{ Vﬁe@;‘l‘) I E@ ?lgt)es may \3 Qqﬁ;bat«pcb@ 4(’@ )oveqn@t (oeebllowothc liggmd to absorb.
Aﬂfé}natll/ély,aémftéﬂ 195hba¥19§pem’da¥ Yt i 'ibn(&"ratﬁ’m@r(é kO Fbotnhﬁﬂﬁagfa)cure) may

derived f romany _one o t he known eav

bg b‘Eﬂdy p,é fter g @e@od(oé t1pr)e to pa@ fc(réhezl)\gan'i é@m(lgo @)3 sulpsgrgg ‘(hg assay
w)ls rﬂaQAla aé;ﬂfa)ed dnﬂ%l&c?mgtbu@fléi |y, ?ﬁ% @E‘@L iﬁfSOtnliﬁSﬁndlzole buffer, pH

e pes alter e i ol i cal
748 ai(/'%ﬁ adefi2 %E%ﬁd\fraspﬁsﬁﬁ BEE & R PRIt ke yy&fer oy be added
tathe ﬁ% fdon’gomt ﬁfonﬂtehipﬁﬁméé gGhe ﬂﬁte@m@? fHeh ®B aﬁtflrated and/or washed

t her ese

Bt e ioue BapRE5Tr aB Ronprrerng 20 RAT Gl 150 m
1\@93 W&ﬂ‘wsex@ﬂO,eﬁ niyh@aCl, gfd 51oM Elgfbs pHOR mhebeaded @y wash buffer.
TﬁQ mdﬁﬁogﬁgd)t@nl}ﬁy tggn QJde§ %an@am&%@u%opﬁgethe 2358y % wells. The

I MMuNOog e nuc
RAGE) fuswgpartcia my tse@et @10N©d t@ thcobatSEh IﬂB iN@nobdlized Tigend in the

D
I AR B e i i
profein fgpdloped frpinephmie with thﬁ?emmmwg@ ligang| fonatshbpre sy at?g°C. In
aldrRitd EJnBMTHJeQ{SYIOhéErYﬁchgatlo-Eméﬁodé 4180 t&H?é?gt‘h{ég Blay tbR8ed. After

RAGE_fusi.on protein of resent invention conprises

the RAGE &vsiyrrioein ?Wﬁ‘k@r‘“‘ﬂ’é‘ﬁeé gaarfdrh% kesopngubetsds the Rlate may be

wiasHea 6l fHﬂi’ﬁij ahy 0gsbuRe WNSM pisEiny qqineerA@E ?J%lon rotein bound to
Thus one emnhodi nent

s e 'rn@yberéﬁ%qtré‘rmeaﬁﬁ?wéwaym@enﬁammmfdeetecnon

exdproyc i ELISA‘] k']':‘ldlst o ohe eAIbYHIgRLt, de 1rﬁﬁﬁﬁ6de§dcﬁ&1 @or@‘l@x contalnmg a
a nent

ARl B R R el e Syt AP PRirtet PROFLBAO liked
alfalimeEmihegshaBEQmbpPbiidided 2o tHerR AGE @lﬁdimﬁbrﬂ’ei‘ﬁ imrhétilized in the assay
k! 42 C

wtaL wﬁ?g{oggé%érﬁ% INglex fnay QQBE %Sf? § Qﬁo Renglgg)%ﬁgﬁ? HAGE
fusive PRAEIE speh rpeindide betmepn ths &AQE RAGHD protedrabdried immunodetection
Cérhlms‘?@ Eﬁélﬁ%g}bhgﬁg @%&%@ﬁ%ﬁ%@%dﬁg Bhd to the RAGE
f‘i mmﬁ@@mémqerhoeb#ﬂpmut@nmqrmd Atdhat peinhane pptiowadl complex may be
re{BvB@ bR/ thifd theREsal,! WeﬁrvﬁWééﬂ tjukz‘i@}( Sfhe lﬁaggd I:('S}ﬁplex < may | be detected

C-termnal amno acid i nt onmai n

by addipg the elkpling phosehatase ﬁ%ﬁﬂﬁwﬁﬁmpﬁm}ﬁ@%@ha@ BNER), and
mPAuYRE Bdrive i TN t@?m?a gﬁ'% I? as 8 mcrease in absorbance at
4%¥nunoglobulln or a ragnen there The pol ypepti de
dfPri sing a CH2 domain of an inmunogl obulin, or a
portion thereof, may conprise the CH2 and CH3 donai ns
of a human Igd, or a portion of both, or either, of
these donmains. As an exanple:%hbodlnent t he
pol ypepti de conprising the CH2 and CH3 domai ns of a
human 1g3@, or a portion thereof, may conprise SEQ ID
NO. 38 or SEQ ID NO 40. The RAGE fusion protein of
the present invention may conprise a single or
mul tiple domains from RAGE. Also, the RAGE pol ypeptide
conpr|3|ng an |nterdona|n l'i nker |inked to a RAGE

" o
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where 24 cyclizes to formpE, or a sequence at | east

90% i dentical thereto (SEQ ID NO 51), corresponding
woOaQod7he496 donai n, the C donmi n, the interdomaPaTitiszdon01686

i nking these two donains, and a second i nterdomain

l'i nker downstream of C . In one enbodi ment, a nucleic

acid construct conprising SEQ ID NO 30 or a fragnent

t hereof may encode for a four domai n RAGE fusion

protein. In another enbodi ment, nucleic acid construct

conp [[1i1 sh Bigb&ieitDRMGE ighnihinden cedeAGBfusiort poteinl @ithinfinomolar

(rﬁ@gE 1?%13?Iap {%8{9 qae l i V\,h‘gr & ;?Sehlléneenéet\;sac?a%n%% (f 18&((31’3 l'l]lgands to

RAGE ifusdor( 185Eints of mesant ltlhamtl@a fissshownus FI§¥. 7t E@llswqaem:"ﬁPdooo

F5D FM SHESpOQaTRN i uf el BoGnMonS B | 68 ke 20 oy,

réstpeétozrelyp wetegirepanaly AoshpwinddGonet vanus djhtid) tha Rddmfusion
<r31|n\s/ qg'P E{OQQ agﬁﬁFP g(?:gre ab em %q% %’gﬁjl %ékzégglgﬁbﬁshga{l%s Amyloid-
bEﬁCGE)éM% {4omylpiddBeta (i ﬂﬁ}frm BpJSDSIBe)aS S(PQIDQ(S GEO(RA(E amphoterin
| a;
({A%g)? sgﬁ{r‘x% 1&@%@%&1& nllgl lagég)%lgaﬁxgé aIéllac %%%%@ng?&d‘@e c%atmg with
opbynppAxtharg veas@pidngrense irbgjisotbanden domai n or a fragnent
ther q(ﬁfe blrﬁﬁ{g a@?ﬁc@r&flﬂfe prgggﬁt 1%0[1%3)9%%&@@ c%ﬁﬂtlf?/ hgand binding to

coO rise amno acid human
RAFE o0 %ltegré*mw"a%ntf &%@E @e%qs Mthuadailo “t‘fh Eof“é‘Pn protein of
tl%%r@&nﬁﬁlb%o%%lﬁﬁﬁn& BERREs %@né} 0100 NGHo Afhon@lardnM), or

sequence at | east 90°o i denti cal ereto, or am no

fropy Y& AP aMeordomh {ESHRAE where Q4 cyclizes to form
PE, @he R AR ARG rétkinl Tl prOf2Ye indlertioh Gy allddeHetised (SERtify

AP s SR TREBSIIR et S SErS Bl SgE A,

RAGE dipandaahybeansicd datitsabitiy tdSctdﬁg)eﬁEQtﬂ Bnhﬁh;hf:’ed]an@nma beta for

d
B T T T SN A
tled A RAGE ligowinp k ifeknagsSEOnEddtikDyn 673\@&#’ Iéde‘Hl dlsnlaca binding of
oY b
TR T O LAy £ Lo 0 ot
1G6d) THR40Q spbitive (FIGGE) ool BEPOGEFIGhY. C-t er mi nus of the

ﬁﬁéﬁﬂgﬁ&?o%ﬂlﬁﬂﬁff%ﬁoﬁso renove a cr yptl c RNA splice
. codon. A RACE interdonain
| i nkEmbdigprtsnl thaalASE§IPipPR arojeipeqfithelerescay ipwartiont gyt be used to

mcAulbdd AbRldgikalRWbntd SadhRh by RMGE hEs: exbhﬁi@eﬂletIQXG@ fl.lSlOIl proteins
%ﬁjlﬁ nmunogl obul i n_domai n.  For exanple, for the
gy AP AReR e el RGBT HOT<oH Kot N e PR Ty, inan
eﬁﬁ:bdﬁ&:ﬂu FOCES ﬁisgagtpé&éﬁs aatm ﬁa@éshm lﬁ\@ﬁﬂ&ﬁ A B hia hdauldte the
odi nker ma
B R T D PS8} FELGh iR § P arihh 5GBS e CEPR R4 g 2nd s ligands

nfayl genérategixidatiFres€ind dcHeatlonrif @TF-aByand WRKB S&udated genes, such as

e e T e
sedhathsse gy obevep Hlrasa M A®kiacded SEX 11 ,Gind ERK3, hdveSheed bhown to be

2 Qr,..1:15 ] aci ds tr nd downstream of

aéﬁé%dmmdénglo%g ‘Eff%tg ')l’ﬁ%ﬁ‘is qﬁ{%ﬁe enbodi ment, the

i nt eUde ohiiba RAGIK Arsiongmpeins o thSpg3skid 1N@nt1®8tocmmpﬂats exygession of
t@e@@a@%&%ﬁlégg Ishc%wnnlal,lillglo f(f] gg‘(%h’ FT)An%‘iEleTgcﬁlls m%ggecult%red mn
REMIno48anaiéa fupplementet evitheldds BBS tah@niducﬂdeb sermyte TRIFus e,

In alternate enbodi nents, the Iinker may conprise a

sequence that is at |east 70% identical, or 80%

identical, or 90%identical t&SEQID NO 2 1 or SEQ

ID NO 23. For the RAGE O domain, the |inker nmay

conprise a peptide sequence that is naturally .

downstream of the C domain. In an enbodi nent, the

i nker may conprise SEQ ID NO 22, corresponding to

am no acids 222-251 of full-length RAGE. O, the

I | nker may conprl se a pept| de haV| ng addl t| onal

o " A N~ o o o I o
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saline solution, sugars (e.g., sucrose or mannitol),
oils or emul sions such as oil/water enul sions or a
wonrbagyeers de enul sion, various types of wetti ngCagsnio3/001686
tabl ets, coated tablets and capsul es. Adm nistration
of the RAGE fusion proteins of the present invention
may enpl oy various routes. Thus, adm nistration of the
RAGE fusion protein of the present inventionmay enpl oy
intraperitoneal (IP) injection. Alternatively, the
siAGRtbH SF RAGE @itk S000mYWhE: ﬁ@ﬁkﬁhﬁlﬁﬁérﬁdscﬁfsah e, presence of a RAGE

tin PG ReisoT o PO DG P S T ol BF TR Thus s

showh & FIGTEY, aldnleé 1D iz aUPeshos DT @rEXRi400. (TIT) RAGE fusion

pﬁ&S’t“éF%ucegpf@lb Igguﬁp? {Dgll%St r aano Og}‘r’ t e%nagod I ren EIHé'O'ol protein

THdMOﬂOsha}alba amealssasaﬁfabm\mgu alockifie S0 00tanhductiontaf FiNIom anmsRAGE
e
%(a echﬂ:?tg o h%ﬁs nglt%ﬁg% e RAg}rE s%é@%ﬁ&}aseof TTP-4000 and TTP-3000
1s:$homu by ¢ sxpedisrest intvericht Ie& aohe Wmﬁdml ot $190b @Irlmul@ted cells.
Adcﬁr?t'iJ 186 J@m&%r{ﬁ&&y&y &3l eélléoem& @Yo 381 dbb alone.
orn1of sterl e |nJectagIe solution in a
si ¢ Cha gh PERA Braefpingent or vehicl e.

Anon lh@sla&éﬁkaﬁmv% aBdhsduge b@&@ht y &l¥df1atibRbe ﬁnmbﬁedlated

enpl oyed are water, Ringer's solution, 3-butanedi ol

GBI SRATHE BHY bryedanissions pumstanst-alaps beEeuigregdon the

r@gnmy }ﬁ%ﬂmﬁ Bfe of BYAGE! 9 PlaGah! Foﬁ&&%l@ RinBregd foﬂaﬁt%RAGE has a
ﬁtate cine, histidine, phosphate, tris

icdr H*a?cams idefidbetiqfpds ?frﬁpeaxga?tslys?& W’fsohmﬁﬁw%‘ﬁ? hpne half-life
of ﬂa%b tHah 26HoGirst vohepla6dce et b Gatentidn dfhﬂmmal}eadﬁ@&aRABE(’Renard etal.,J

ein & iz S RO SO by oxy ani S0l & (BHY.

and Hutgehaurc RYGEaketajentiv énehdsBhfljiar Himfnﬁﬁdf}&ractensncs as SRAGE,

E.\ t rc>§et s gﬁ%gllago%rrett}llc ?Ff)er %,) ea_/ﬁ,ﬁﬁ ﬁ?fs1?n yt)ro ik con)x/pnslmﬁ)a RAGE ligand
bumhngism lalkt:cil o cmewb eire jyregemvayiogbdnlis dohaiasmbe he yded. Asis
kﬂh&?'i‘r? the@RdimR %%g%obumedo%& Aé%aﬁﬂn&ﬁa #b3e Sﬁ{ah%'fﬁhe

surfactants to redute aggregatio Such as ysor bat e
ngounpglobydonieayy eftaiot her surfactants known in the art.

The sgf ?‘ﬁ'&n‘ﬁﬁom 1l ﬁ:%o?t‘?d?at rﬁéﬁc&%&%év&&l%&xbl\ﬁ%&o SREGEX sion

a sugar or sa 1 ne, ust the osnotic g@essure
péq‘te% @%Wﬁw tthedie %105 er(§¢1nmaarlnqr@a5h theessrum balflifemafguch fusion

pRASHETRTRH tHorfhour PIIRESrAl DS THRYndRGst th gﬂaﬁnic%meeé stibility is
sterile |yophilized powder for injection u

ePRTRihst Festi P%‘i’i‘e mtfrﬁctaondaf ithrckiftker heiween ¢ure (Elé’rfe%‘@ns of the Fc
fitginRht Wilh tHelHoR@ tré@Ptor PWGes b &S Ualnikunb@d! B64:§308-5318 (2000)).

|nject|on r.sterile saline. The | owder .
| Bt ied oIS et g g ag ot RS B Rap e may provide
ﬂﬁdﬁdv@ﬁta@‘ «iﬁﬁd:rﬁa%@ stabiliely aemuier] ghudineision ﬁrod?ﬁrys th@r emcw‘éﬁ

N in the art. h n _genera
T AR ey B g SRR b AP BB NP e be due
inh laggsd whris ol the Fo powibn bk ﬂlepmcmmoglobﬂlhsoﬂ t]y@ﬁiSIOhlpZ(ﬂeian er
pé()%gh m%ﬁy I'Cglg)({;lltsghl %ﬁ? a Hgse%él reejl%':I | %: &1 elﬁligre%asgﬁdfon a diseased
gl W leat nmdst’ﬂp bi¢ ciemnpfhd sphat eancbquei;l zyr omphabe of lymphocytes
Q&Jsfu( e RN
c opgrezl;)rrt aélct Muune o%#gf ﬁﬂa@?ﬁ%&ﬁ?gmmg% or%gg'; ?b@ a. neu ral feature if
ﬂsﬁt tatset istaypolubleretgimaningstigglablel ry@tpmetie @pmlsata rremunoglobulms
HOWNEY el RSin AME AL HrPRdp SHiss ﬂﬁ? %@%'n@?ﬁw% W& B $F RUEEGSE & expressed
manni tol, or trehalose. The yophiTi zed powder may
contain stabilizers to prot ecB6agai nst chem ca
degradation and aggregate formation. Stabilizers nmay
i nclude, but are not limted to antioxidants (BHA,
BHT), buffers (citrates, glycine, histidine), or
surfactants (pol ysorbate 80, pol oxanmers). The
| yophi li zed powder may al so contain antim crobia
preservatlves such as benzyl aIcohoI and par abens. The

I o o e Y T a
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thereof. Suitable enulsifying agents may be
natural |l y-occurring guns, for exanple gum acacia or

wqaumtowagacant h, natural |l y-occurring phosphati #esustmr/001686

exanpl e soy bean, lecithin, and esters or parti al
esters derived fromfatty acids and hexitol
anhydri des, for exanple sorbitan nonool eate, and
condensati on products of said partial esters with
et hyl ene oxi de, for exanple pol yoxyet hyl ene sorbitan.
oﬂqwﬁqm%sQMS@ﬁﬂﬁmmﬁﬁnﬁﬂmkﬂbﬁﬂm@ﬂﬁb@mﬂmH@EHaﬁiIHEO1he

ounds _in adm xtu
Pr°“23|?aﬁ‘|“é’%tt°§’ WP T HET é%a “‘En%%é% a‘*ah‘g %’8 ﬁ‘%%am‘P%fPer%‘ﬁﬂ? B
estalolished atahbsltqnﬁatﬁl;&bn prokeinh bmémgmea hiydue edrpet] 98, many mediators of

I nat e

i poa% Vi J}%/llr %@%Lrﬁ% té gl!lnr?ofhr%gb %gg%] nlnag/c% cahse salstemlc effects.
di spdhe pnglampr‘mnf‘lamngttcggelm & inguertpgpbuln Fc fragments resides on the

H%E WAL YerREGHRE gg R esp hegik ﬁ@);g ve%bmmtega%@g “‘LH‘F g;agw on

ndensat 1 on products 0 an a e OXl
veriougdeukoeytepannipigerfadsy oxlisde hijackrike wtastir GYioes gral., J. Immunol

lg‘p@glg]gﬂtgl(gao(g; oducts of ethylene oxide with I ong
chain aliphati'c al cohols, for exanple,

hept é\aé}eemeny%ﬁeé%ma%ed dispased RAME fusigrprpiebd maysnot require

t1Rf geBE AN bIE BN N AE MMl reBFIrkéd. ai'hlﬁssérﬁﬁ&inqgﬁtb ¥Efile RAXR fusion
f at %g/?am ds and a hexitol such as (gg yoxyet hyl ene

PEYTIBY Pidhe RISATE YAREon BRY eUmRIsh & & SR Sispn rrpisingomprising a RAGE
pBlyPyitie eink¥d BenMinkdunp@Abbu1al doa&iiRE)SwhkeE thead }ﬁﬁge% i8h E¥m the

t d | yl
BGh TR iR st evag e o apat aithp BAshanvaae By frgimeraction

betwictalle RAGE fii@p@bain @id BE reaspta va GulansHSPEtSi10mab Ve
T RS B BB SR e
dalgﬁamonalamcmm irg¢ragtinme bpwesrethe abtimesmnfubglabllén domains of the

I , € ' suspendi
R RENAEYE: RSN S USROG o e
infyentiqp mpgesubstittecthe bigpysies!ly inertelsutfsnuctuedy aimllar RAGE interdomain

ﬂl@ptﬂt st af’z{tésqge Q'fantil'aﬁ %{M%@?&é’é trli]ﬁe rpk}éreiﬂyt ﬁ%gargtes the C1 and

i
hese CO OSItIOﬂS can re ared y m Xi

C\%ndPWaHIS% -an Hephof the mratall h@g@mrcm ofihe mmgk@ulm heavy chain.
TR, ki I@&GErp@ly%éﬁtYdetcﬁ MErfﬁﬁopr‘Jotélﬁ A4 gorﬁ’brlstel']a% interdomain
rect al erature_and w | | in the rectumto

lipksr é%fglén‘f atds pfurally éwnﬁélpéfm%ﬂa@ qfﬁ%@@ ipgewasipbilingomain to

formch RAGFSimRRBuGh ¥6@hiSAInk& FrRNRNP! 18 -thiF Way ! AP & dimensional
i nt rent sol uti ons or

el
“Ls"l %%‘é’ﬁ?ﬁ%‘?ﬁ”&%‘%ﬁf‘&[”r‘f? 0?4\’@ Jem&ﬁa@bbﬁedtbm g1ths ReMEE gnthe
mnfaynd@ohmhadnay'mpnﬁﬂﬂamampl i cations may al so include

t lgﬁg t
g?] ;J i %XI °§‘ S ug’h as %Eﬁs%rhamél—ﬁoﬁgg r?%é?e’é\é{rﬁ'telgt\{gnsmay comprise a
smhaainm¢®¢ irpphalomfdoirimstionatybilisy assethparth éo SRAGBL RdSex@tple, FIG.
# Q{%“%r ?a?t%ﬂée \!hg Y@\r&i e%@lo%arﬁotelnsl?l"ﬂjgoﬁq] 8Ea|1ttsfrta?ed 1% 11|gancl;s, 1Ef‘ may retain

ormo osone
a hlfigened gr%ﬁter\Ih&m ¥odwyrs) e”frhg;snambd amphitat witk giedlatfdife SMERAGE of
mqyl(,tfé\;,ﬁgﬁlsll@ﬂm}{ ?4 Li posonmes may be formed froma
vari ety of pI ds such as chol esterol,
st eaFRHsaifi armeemwnm%ébm&ﬁﬁ@yﬂa@m piateins ofithe m@sqnanmentlon may be
uRAROSHARA R, blﬂch?% &%QUQQ%aﬂ%aLH&oM@E k2 %ﬁ%'h%ﬁt RAGE-

may be nodifi o further re cl earance tromt
me‘ih?tee [diserssh Wishowengralinganamasaspiable| amaynkofdnfiaaination: The RAGE
fub#d8 pEQRBIRO BNHE prBdnt P eABSH bkt & E\ﬁ)sféﬁﬁﬂld%%ase in generating a
attachnment of water-sol ubl e pol yners such
pol yet hyl ene gl ycol (PEG, codolyners of PEG and
pol ypr opyl ene gl ycol, polyvinylpyrrolidone or
pol yprol i ne, carboxynethyl cellul ose, dextran,
pol yvi nyl al cohol, and the Iike. Such nodifications
al so may increase the compound's solubility in aqueous
solution. Polynmers such as PEG may be covalently
attached to one or nore. reactlve an1no reS|dues



3. Antinetabolites: Methotrexate, Cytarabine,

Fl uorouracil, Azathioprine, 6- Mercaptopurine, and
WORb@toosd26 cancer chenot herapeutic agents 4. PrPamtus2007/001686

al kal oi ds: Vinblastine, Vincristine, Etoposide,

Paclitaxel, 5. Hornones: Tanoxifen, Cctreotide

acetate, Finasteride, Flutam de 6. Biologic response

nodi fiers: Interferons, Interleukins Pharmacol ogic

classifications of treatnment for Rheumatoid Arthritis
ploinfaainges)i ©sponfs s dompaizd thgG I:Eor(ebdamﬂeﬁ‘is&ihdﬁh in FIG. 12, the

e RO Dl T8 et RIS T Ry oh G FPmesiapader

coiidigens:whépd orharebgat ﬂlm@;ﬂ'lod off TBJFed: ed¢R8 &, detected.

f(', ne 4. Biologic Response

GI uc @he ptesm md&nnaumhy ﬁilSo b@ﬁ]bﬁweﬁdmaﬁ@ &, the treatment of RAGE-

ni.sol one t has ni s
mge%lxaa%*e SRR h G nR DRt ORE R B ey compris
adingegeringita tisohysctaf RAGESusienprofeir cdihaizatgesR MIEl golyspilde

9 r | .azam ide, ..
B L P TR AL L B A R L 0
or aI Iragemhodlm@ar bBASGE fMsiogpidicin ofithepresent invention may be
I
a&xﬂﬁﬂﬂ%%rﬁgpﬁgg%&xg é%%%SC I&Al@%\ﬁ Erglf!rl](gh:(%ﬂ éﬁé‘agé%fe %Elgf’il%{:g%él% of present
npEEHeTR2Y EIBRlepddiTapcTitongel (IP) injestioni Afernplavelpdhd ROIGE fusion protein
mbp iR aiadzied 3ra119n1tnl‘rgﬁ§51%/s SR ae%@f Rhafbt& embodiment,

Fl uoxet.i ne,. Trazodone, Paroxeti ne 4. Anticonvul sants:

agmpisation I5i A venens i1l Ihe BACE ﬁu%ml RIASBIMRERIEC be injected

sERURAsIsiyO 18 aﬂ(fthérl”éﬁlﬁéﬂﬁﬁéhﬂ tadfrﬁh‘[ﬁfhttlbﬁ’ of ﬁB)RK@E‘WS'lo%epr@tem is intra-
ff ect ve. ampunt of a RAGE fusion

t her apeut hjcal “ﬁ
a’ﬁ?rbzil MOHE 8’??%‘? 'é“FPtoﬁ Mn{saergis ﬁ’gti’lg‘gb?l M F%‘P@‘Stfat‘on may
emgbbiytai tm‘mfaldab@di@pﬂat irCyagRithe. enibndmbelt tald@hiétiutibh hay be
etof ore des thef t herapeuti ¢

. I ed, I oW
wBAE, A A EbBERAOrR RN ot POl oo P PRSP GiEion may be
ugfidtte ims chfonidhdisqrdeas ehtn th&\sellﬁ-faﬂmﬁnsttaﬁﬁhl im&ulmb&s sant s,

such 0 i mus, ot her

Fic st T} SR RO el R et S of SRR R -
mordelsterRAGH ve Hierapautivey Exhmple$ oftkeqenmdetbearaasnmlhmt of

try §a % thod co

ad m %}ffxgt@grwg t{‘{ﬁg‘rgaﬂltggﬁgl %5%??% 1‘?]1 eaeéprﬁ%ﬁ op tenos@irohowm% arterial

t her EpEw i bath dipbetie %@tnovrealam bminhifiting ml@&meheﬂs sropoth muscle and

pr ot ghtoplhge a@@s}aﬂaﬁ VAR AGE Rz e ap e@ﬁ&zﬁa@(ﬂzefbﬁszzz 8-2243 (2003));

selected fromthe group consisting

agentrbibitign of kA GEdErrdRterasgtigns, uging altTEﬂT GEA)éﬁrﬂfl apiaptiiRSGE

hor na®sdy, %&b%bﬁylb%ﬂ%@@oﬂ%@bﬁ 4 ﬁmué%r}ﬁl)&? 8f §Rtemic
response nod

NSAI Ds,
glu C‘HEHPBMAB E%%‘) et “ZUW 4 o off7fuP@as-6h K%ﬁ?ﬁ}?r §°“(‘1Pa\*i’g’mglthﬁ reduction

chol inm&@ﬂ@ﬁ alquésnhdsi Iédk.idﬁon @ihe ﬁ}&}éﬁhﬁﬁtb@%ytokmes, interleukin-6 (IL-
anti ressan antic

i osﬁlp%arc %‘%"t Oné’LfB “E@?F%é‘ggg%) asell 4517pdHged activation
rapaw@ME-hBamdlecttdae:d ahaH6 type i nmunosuppressant s In

- resent in LOVi]
© b OB R RO e Ao RISy TG R Pl astRve
des c?xiptﬁésbrémh@t plagre fematomprd ®ignigive defidts imd hduse model of AD
t her(?ﬂgrg;gé &aqggMB%§ei3eg59%g41fogg£qd4 e group consi sting
of al kyl ati ng agents, ant’i netabolit’és, plant
al kal oi ds, antibiotics, hornones, biologic response
nDdifiers, anal gesi cs, NSAI Ds, DMARDs, bi ol ogic
response nodifiers (e. glucocorticoids),
sul fonyl ureas, biguanides, imSulin, cholinesterase
i nhibitors, antipsychotics, antidepressants,
anti convul sants, and i munosuppressants, such as
cycl osporin, tacrolinus, rapanycin and ot her FK-506
type i nmunosuppressants. EXAMPLES Feat ures and
advant ages of the inventive concept covered by the
present |nvent|on are further |Ilustrated |n t he

o o ] 1 L - A o o, . o [ —
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protein sequence, whereas the nucleic acid sequence
from409 to 1041 encodes the 1gG protein sequence
WORBM@/098R6 To produce the RAGE fusion protei nsSPCThs2007/001686

expression vectors conprising the nucleic acid

sequences of either SEQID NGO 30 or SEQIDNO 31

were stably transfected into CHO cells. Positive
transformants were sel ected for neonycin resistance
conferred by the plasm d and cl oned. Hi gh producing

Cl PNeseaificd BF abAR B WBSIRNGE Bldotedanaduysipsm@dability (Bonnardel-

superpat ant wer-e expanded a e gene product was
purlﬂl‘éﬂt yDé‘beeeﬁ’l %@ﬁr@ﬁﬁ?%&%’gphy using Protein A

C &) UTRGtmdnt PHASRIAGE MScdalpﬁ}hd%sZEfbtﬁ:Oesﬁ&mhn éabéti apelipoprotein E-

produci ng r onblnant TTP- 4000 bou

o arbilhEeq 75 Ve i B SRS g A e gRas OEASP el

Pr ot ﬁemﬁo;ihtrp,{ iasividt nwas (Mhwdssh sttt debit Bioekqw. e8epRAGELY: 888

fusi % ins. The plasm d was constructed by

l'i gat’i cDNA sequence from human RAGE with a 3'

c [ﬂ)lAsRA@ﬂiawema&efddm baverity dfgilangnitjon iPERonas modelficollagen-

anpl ,

o et EE Bt DPl, Alled Dol 216114 @0F 5 mouse mode
cl onphexparithentakaleadic cuneplaiemyelitis §¥an attall olNai. Medi ALB-@GA3 (2003))
SEQUERELmolAL thbfe1 S inPREmatd?¢ LB d@srehgéghoﬁﬂé’rﬁﬂez@d X80, l97:889-901
restriction just past the term na

end, (BR@DPCR primer also included two silent base

changgss, {at erh oMYt the RASE fusfONPr&ibink 6£ths |p¥e§eﬂtﬁn¢elﬂﬁon may be
| rmunogl obulin portion near the _term nal _codon.

U FeRCHIRIY™ Phiapre ﬁnﬁ‘@rGP@EHW@H%WI%%%M*PWGS mediated by

RAHD €Il dM@rrafe dntARhEHS e RPHURA eﬁdlmsbteSEQdiaﬁgeﬁ@até’x%}nphcanons
was chang %d fromCCG to |ng

e c
Y COPPYIES éb?“P&P}HB%aﬂZM6%@%@“8??%}'”68}3?% OHt ﬁ%‘ a
cfdidivedcilas ecpdplivation of £E@tdsDoﬂ\Qbeﬁa)1ewaﬁatmh anged fr om

GGT (o . The P e wth Eco
and SR kRl ¢ eBTE Jor MR- PGS Tatpton Aeged wit
tHerEislopyWIFISBOYRRIR A GB Wsdlf is)esseatiaitd giel pathbpb)md%)aqf diabetic

c&ﬂﬁ%éaukgﬁatlnh‘z?vg J%E{%%o% &*?%@ﬁ* JEQ}og{fexg fhl és(v\;lﬁé%ﬁﬁ%ﬂasaoeen shown to

b Herapautiy ingoulfiple mogalsoff diaheticdompdidatipinasnd thflamehatibn filwdyon et al.,

S )e t, ' : .
e T
RAGEE aniihodiss apmalizebkidngyr enetiopend seduged %mﬁmaléqlc%gy histopathology
nﬂ&iﬁﬂ)&k%l@@ [ﬁyvﬁﬁ%glopgle 1)35521‘&%31\{(86 172 (Y6 tﬁm%rmorle, treaément with

transfect ed he sequence of the isol ate
2 pelaplerfpan BHR A6 %?ﬁGﬁwhm@dnmE%g %é\é%“eagws ppinhibits RAGE/ligand
idtéradtinS Gk @ekcg eihb®os¥BG e Mfonk IEdlatdyic ¥aslipdPfotein E-null mice and

R IEE U LTI -
(ﬁﬁx:a?é]lis:t ak, ltera&la@‘aiihosemmm eoxpyed by the first 23

Nt ol Bep el GG am it spep ar By Y es

ubuiately pdspliting imtheiforination bhﬁiv@ﬂrfed g@mnacéxﬂpmﬂabm @AGESs) is enhanced

i R ey e
corslitioyis @vgodiatadayith s’;yete@kdsorrlecgail oxidaift stress (Rp@t lsi. &tlin. Invest.,
9%@&@%9“@59@%&& Féz%ﬁ?’ﬁ% dm??% g@’&sc(ﬁg%g e & ar, 7. Biol

hr ou (&t on
Césipr égé éaﬁ&nl 1GR9 é19r9é); Sieigerhardt et gls tGaPh Meix Bivp| #4:2139-1145 (1998)).
AVBAA focBurBOGy | ' i
pr ot e?%éﬁéf%‘ﬁﬁ%/ilntq? %%F{é'é%élﬁ‘g gleunrg : ’n%\?/lnw ﬂ%ﬁ%ilg%mylmd
| i gands were coated onto the 3urface of Maxisorb
- plates at a concentration of 5 mcrograns per well.
Pl ates were incubated at 40C overni ght. Foll ow ng
Iigand incubation, plates were aspirated and a
bl ocki ng buffer of 1% BSA in 50 mM i m di zol e buffer
(pH 7.2) was added to the plates for 1 hour at room
tenperature The pl at es ver e then aspl rat ed and/or

o o 1T r r e S o AP~ R 1. ~I
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(TT3) specifically interact with known RACE |i gands
anyl oi d-beta (Abeta), SIOOb (SI OO, and anphoterin

wO0AnThe)926I n t he absence of ligand, i.e., BSA eOoatiSzg®7/001686

al one (BSA or BSA + wash) there was no increase in
absor bance over levels attributable to non-specific
bi ndi ng of the immunodetection conplex. Were anyloid
beta is used as the |abeled ligand it may be necessary
to preincubate the anyloid beta before the assay.
cBmppsecidf it GIHB, -magroglobu fohed mpatietsl thhtdailj‘!si)s—related amylcndosis
(B} 2597 39202 /4042 Bl 984 5055154, MU o3 500, o105
1994 (at%:’d))smeramms ICK@maiif eghbydeneecilginrezand pigich pﬁpatxents with
diimaéﬁ I H6E %

8§0 it gt H\A@Dr d{s 'ij?dszofeb)?g égéﬁ?)nsﬂ’u?"%‘t 8!@ a@&mulatlon
°§ W&fﬁ%fg’ef HWae ipPFiRaE VYIF iplbtdssuggesis thay e@ff@fgemusvl,flayﬂnce mechanisms
afORREbR tWintddtin KAQWNIFAC s b ARE ée‘BBstbrp d$d’&g at:tgmglhﬁed AGEs have

RAGE fusion proteins. In these studies, anyloid
thepeapagity) toaier GeRilspPIopiaigs bina aumvbstiod siephasissise Adﬁ@uQAEBGE is

efcfglr%’ss!éﬂ apfoai Bldls ﬂﬂdﬁﬂaﬂ%s%%ﬁﬁ 'vps%g]aﬁlb@\{@an érﬁm@gﬁlx’eﬁﬂ v9ﬁbre the
ded to sone of the wells at the

nd was
AT N S Aot B HAG besaresniperiated (Li et al,
th@v A, RACH ko R1assh6q 099 70; 10l PGk, ﬁBEbdl@@;;pfz7§T3‘684&@6878 (1998);

Bt L RO 2R a5 R S5 B b

eg@:}thltthu@m spiooth TRu% R0 115\asd 1dﬁltuhegl rrbﬁor&cfe&ﬁﬁl@fgo@fteslﬂ d(iHbetzc

o AT N .
Catses FaGEed ingathear ISDmﬁrthasrlmpprtmum RAGHat hogmmdtahls ocked
bi ndijng oPIhe-ErAEG% %ggon( -l;gﬁ n(s l?%th% Q%&%ne%p o/P bALY ligrf ed P, 39 glogy is

was present at t1on,
illyserated iin FiF- 130(The MG%&SWM@@@OF%@O@ Waﬁteedluwd mna dlabetlc rat

{6t HrefEnokd v&lﬁcl@@mlvgﬂ ﬁﬁ%sﬂﬁné’gm&&ﬁ nfBGE (#&érg?on and intimal

protein to the inmobilized and was co
EXRIRFIOP £ HYS Vs uRIGETY | gwaustrprﬂdsn FEp G 13141090 reatment may

sighitidbity RbudNBe MR/ hoEL @MPREb eFt. 1 9AL ’hﬁ)lm dldbgég Associated

was dose dependent. Al so, as shown in 9,

rSHEPEs My §%§PPP%’(Y? RanST A a; ht? d%‘%oe‘é?a@aerrtmyrﬁégmﬁcanﬂy reduce
ra3enosicassotialdAGsdulss sMBoth rnQIsS]b Rell bro@iferati&' ing d@ﬂ%—%sﬁd’iﬁlve manner.
i mmunodet ection conpl ex ("Conplex alone”). B. Effect

of RAGE fusion proteins in a cell based assays

Previ ous work has shown t hatrableer nyel oid THP-1 cells

nevay. epc1 oot R RIRE Rl Mok SN rooi o

suppl emrent ed Wig@ (8% FBS TER-#@p0anp9)0t 0f ATPRIOOViI(eFed by
ATCC. The cel lls were indydedv dasesecr et e | Bifih dosyia
stimilation of RAGE wi th |§0-3mgepimd! aIx@Dh (hbtnyanimal dod x 4)

Luminaharea gnem) h&-25¢ 888nce | 18h0.0RAGE f ubPAA .02 ei ns

Metial apga @mpira) Ode S1orpl 40d@-(IEaP2 (10 nm) 013 RAGH 10

_fh%?tﬁmm@ﬂmml £026. __as hlAdHatli\e
RIhe¥: 31 )Eor ppid haghpandtlowfdoFene leadircioet efB ing/aninel WaPubed.

cells was neasured 24 hours after the addition of the
proteins to the cell culture using a comercially
avai ne@iher embodjmaunts, thedkAGRIfsior IRGBING\pS thermesent invention may also be
us¥i B9 B8R kSversNnylolitRed SR LBeilnBr Ehi g@aséoﬂwg 4L Rbfor for
that the RAGE fusion proteins inhi
anzylorghetan@e)ian el opeburlpidosei¢ proldinsanginding 4@\ o dngylin (Yan
As shown in FIG 10, upon addition of 10 ng TTP-3000
or TTP-4000 RAGE fusion protein, induction of TNF-a by
SI00b (0.1 my/m FAC) was redited by about 45%to 70%
. respectively. Fusion protein TTP-4000 may be at | east
as effective in blocking SI OO induction of TNF-aas is
SRACGE (FIG 10). Specificity of the inhibition for the
RAGE sequences of TTP-4000 and TTP-3000 is shown by
the experinent in which IgG al one was added to SI OOb
stlnulated ceIIs Addltlon of IgG and SICEb to the
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+10 C) until assayed for RACE pol ypepti de using an
ELI SA at various tinme-points follow ng the injection,

waod@eensbed in Exanpl e 6. The kinetic profil eCshsm7/001686

in FIG 11 reveals that once TTP-4000 has saturated

its ligands as evidenced by the fairly steep sl ope of

the al pha phase in 2 animals, it retains a term na

hal f-1ife of greater than 300 hours. This half-life is
significantly greater than the half-Iife of human

3 BAGzrinte, $82368m6K10@ 086)alk hiy erall0 Bioc2 NaG.UL ). Soad USHOY: §t85%-5301

Ppor t.u I.ngl.e ns, for ufe ang
PR LN e 55 R 0 3 B B 101111
(2@ elnd, shaRAGH %aﬁﬂi 1ﬂi‘ludi@ AGBE8100b end ABBroteins, are found in

erine cond I,0Ns.. 4000 F
R R P TBH B P P Ircr PR i BB 6f o £l et £ 524 1220 2005)
Pacoldvatial, GYeuodscl. et ES3686@0T70 (2009); BAGK é:ud| BruipRed. Si2R56-262

00, a red i hunma e r

QOT: T302 3 G PR Nty 2872178 CdoB 5 P Bl e ghoven thae
RAGHbiridpBtshes] ﬂbsllltihmtatesxlppm@essm theccompoeipbw of the subunits (amyloid-

3558, S5 RS R, R0 BB (90LE00 Ml o o
(16 Nareer b Vet Med., 6T048- @ﬂrﬂﬂﬁ)@))oﬁn Fiditien, deppsitivasd pmptloid has been
sPé/wﬁn) IE:BEV ﬂ%nhé&%& gx;lrtg%gﬂ%%?\%}%ec erl eﬁ§rﬁ5‘1¥ E&ﬁ_’g‘é%s of patients with

Thus, in this assa
A(lplweer#s dipmse (5P), Efﬁm@sameeprﬁqﬁeﬁnmeummw@i ghe(Yan, et al.,

N4 13809885891 mgtgh))l @&E‘ﬁ&e@t whﬁ%k&@ss&%rdfm 1ifdfdS, RAGE is
|nst&uct|ons 0Q0-80, 000 cel |l s per wel |

fedd 8%160%8 g P‘é‘i‘%gl‘PF\.F—euéll?)H’ﬁ hinpgcarapysad g&wuals with AD but
1§ﬁdtmp+egmawa ihyndiviaenathang ddi BaweA b (Whd & 10E%m;gl Q‘h 29.45

re ate OC for. 3 TTP- 40
(%Q?r}&n & R gt ebrels ﬁ@rﬁswﬁ%%néﬁ bt gH PR AGE/RAGE
1iEhit ilnteﬁ?zﬁitlloﬁs ihBe maﬁwroe thel semﬁel{ﬂﬁfuﬁamai % 6#b) £8hediated activation

from e n thetreated wel | s
o B TpETie BE B P ALy b poionor et agae) he fgga-binding domain
OPRANGHTEY anMt ahpe| Nl A Hc)TASDOH [32p65861 (1997)') Oltas also been

Resul. t n FIG 12 wher an en tha
dﬁngn% %@ggﬁggn Feéxée as %(éﬁal £owa%élbpf @ﬁzﬁf’@@ et a , Nat.
A@Eh&ﬂﬁ?@d3gﬁﬁﬁner than 40 ng/well. Exanple 5: In vivo

act i of. TTP-~4000 L

co I’Tpg&rlge&d/ in vzvo a:l.t °“n°f-slig‘§%€§ Idnmgeracilons ud;lqgselt?xfz V‘%‘}%}ﬁ or an anti-
RdiGle a@@odﬁcaﬂ' TERuOa0y1pid rdaguae formatiomindahowk mekt efwystemic
amﬁ)xél%%@%{faﬁ %l‘ &N ]\ert %gcf Ne: 8-13D6§]1 @QO%SD@@(L ngf ggnd!: thi& that over-

I C I nvo

drabetic rat nod restenos
eﬁ%fﬁ%sd’:“mﬁ‘@ %ﬁﬁgtﬁﬁd hwerr @mﬂp@l Ar¢carser peoteim MPR)withhile Swedish and

13%@sNEh@RorSs (kY RAPS] [0t H@\% ll@a(m?nQJderth ahd nélﬂgﬁ‘a%ologlcal
§poer|nents bal | ogn 1 nj ur conmnon carotid

P Gt ot e ZRERARR et BREPE apiglerparts. In contrast

dBEHEl irak@thi6 n’ﬁ@é \‘?ntH ﬁirﬁglsﬁécﬁﬁﬁ §igga19fg% €dueo B&ﬁgﬁsn&pressmg a
0 or hate buffered

dose (3ng/rat) 5&%5% TTP-4 g
demMaREnsEpiY) oot PR {6 FWARABAPT #keEung, shpwya delayed
omeoﬂhwm@fatmnogﬁw uﬁd/kapﬁldg&bmrﬁﬁﬂasseco%%%dwa%eﬂeslmg\r@mﬁ

ot her day, untj after in at day
g GOuErt LpREB o 20 P B 500050 e
hi g hIrFadﬂltij/ fhibitdn d‘)ﬂRAGE&m@ﬂ(ﬁ&l Bl_lt_exﬁ&tlanWs Bedd. sgowln to decrease
r group. To Ne v scu a[

e el RABE RO SRy 45t BRieE e T FLVale
dgwoish hinykidd dépoéltndﬁj‘s’araévcw 2NAs. QRS 6ﬁ§f4B£651 l(zqooy)yeuggtrsuﬁ@s role for
measurenent of cell proliferation, 4 day aninmals
recei ved intraperitoneal injection of
br onodeoxyuri di ne (BrDdU) 50 #y/ kg at 18, 12, and 2
hours before euthanasia. After sacrifice, the entire
left and right carotid arteries were harvest ed.
Speci nens were stored in Hi stochoice for at |east 24
hours before enbeddi ng. Assessnment of VSMC
proliferation was performed using nouse anti-BrdU
nDnocIonaI antlbody A fluorescence Iabeled goat

. o S

Y



10

15

20

25

30

formati on and cognitive dysfunction in a nouse nodel

of AD. The experinents utilized transgenic nce
wexpr@esizag t he human Swedi sh nutant anyl oi d pPETWISIW®I/001686

protein (APP) under the control of the PDGF- B chain

pronoter. Over time, these mce generate high | evels

of the RACE |igand, anyloid beta (Ab). Previously,

SRACE treatnent for 3 nonths has been shown to reduce

bot h anyl oid plaque formation in the brain and the
RetGRremyloidiintereqtionde beth PerribatinredlGelulpanReI es 1n ap lghgironment
ehRdRh forTmlaﬁEeJéh%ee&rwtﬁgks)% Qb11ial i i}hﬁo%%ﬁxﬁiﬁﬂén

wer e desi g by m croinjection of the human APP gene

(wi t Hhes éhes%\é@ﬁsfHS‘%HmE%?ﬁonﬁhfiﬂPS&ﬂ gHEtion mpay M hsesed to treat

r&EeS6 aM?ﬂﬁfosffs Afd &Q@Bﬁ&l anffloiti RRqREHElcBEm AR dysRFCEEPI:Eciated with
factor DGE- chai n gene pronnter he n1ce wer e

Afeteapet SRSEH 4B 788 P HUCI BB ST oy ta estce both
abnwldi@blaqw REmAtheriafelbhfsnd Bﬁbseeﬁi&hfﬁ&h‘éaé&ﬂﬁ enfla@inA6ky markers in an

HCRTTE AT T A A

ndamsmtrsexmteﬁrrpmgoabr ﬁomm{h&}mﬁadageer aédwlmalbstavwm plaques and
and .t h nalnt for 9

aged for nt hs ays and
S e DBt PO G LA FOr B ¢ PUEY g Bogative
conted (Iyep BittaisRASE MEW-400D intlyeoiredubPARAR AU MErDERIEKines T1-1

<A ol Biogp S g B0 i el s were

sacr lAflSoCRAGH\ﬁsﬁh@[’ﬁtélﬁd of the pz%exp hmﬂ@orbuﬁydﬁmsjeﬂ td freat

agx roscl:,]ler(oms and Q 1,Eccllr§1e¥asgﬁ,?rn 1scir%eés b ué;r it H%so%efen ghsg/v[nbr 3t ischemic
hd%p@sctatssxs plamcau:dlwtlmmn patiettthwitk ddbetés ([Hubens&cmdgt alt Beb Invest.,

I%B g%'S? %? IéallllR%]ee(t‘ ta? 9 ,Ilrg 1919&1 %L &Hg# bé 3?6@@?%[ {(ﬁrénel et al,

maze NVest 1 gators. mere
Diahy@pre; @Fﬂﬁ@dﬂéfﬂ 97§am1n @édl\%em,éttghes diave shownahatiatheraatlerosis in

thle%%s Wil anvss/ lsyfﬁo&é/aauga&e%gx ex#eﬂﬂ@éjgliaﬁ ' &9@ ?o%u@fégng from

mce were 8@ 200 u%@d uman s
d;qhm;(see Bet Wallergs sl t4or. 6P $0%156¢ (1989); Exalhetrdtdron), Med.

64h81.28H (@7§) YL fy@%ﬁt@‘fe&} 3841 W} 9@8 .24 b%}% i ?P%‘z*ﬁb Metab.

i njection sodi um pent obar |ta

Rawi Mﬁ%S%élg?%» afidthey sy the fegsqpe for asesieraje ch,q(gsclerosm in the setting
opiigspeadre matd fiek [ d)eéiﬁéﬂo% thd2BsAuchisH dONEHs Qa\ﬁ 148@06 plaq(ljle formation.

para ornaldgpﬁ)gfiﬁ%Thglés rai ns, were renove ace
in 498 EFRP Hy desigvRpietis ghthe PTHENRYTen sy @lso be used to
trpdtOteks e WHe Tﬂ'&’litaf()bl\ﬁhsaﬁﬂnpﬁﬁb eddedGE Tienasadsk ?élex%gt &fnal model

K h the brai e obtai
ok s oh v e 18 B oY BF EHBPY AT BB a5 0Rr i et votume
IratﬂnsélﬁOC(eAbhepmpidﬂ&j@rﬁrd arpoglyfa inousericlBgatdédandeb&C fepetfsed to form an

ing%%fl!ﬁg" ogasge%% g]%lee?ﬁcaaltcy ’o% gﬁ(‘%; 4 rm?c))g gﬁotgﬁg eifttéggﬁq%g%@t stroke, mice were
tr¢RgDWith SREGE dr ATP-4@N0eor wanstind dminmndglotsdipjhdt @nedtosra;belrfmexon As can
bé ;_e@@in 2 e GFPE‘.Q' §d0/ WMBQ%%{%\M'%%%@?{Q gﬁA%%ﬁm 11r {‘he area of
our at room tenperature

"@@e&lp dhese arimealsi snsgmao@ﬂwaaHPﬁ@@Ch bedaask q’ﬁ1tStH¢€el’\f@di’tldb in plasma,
Wmlgkd ki g&;facgre{ecmmg@ﬁ ©X65RS) and stained with

di am nobenzoi ¢ acid (DAB). e reactions were stopped

in water and coversllpped after treatnment with xyl ene.

The anyloid area in each section was determned with a

comput er - assi sted i mage anal ysis system consisting of

a Power Macintosh conmputer equi pped with a Quick

Capture frame grabber card, H tachi CCD canera nounted

on an d ynpus n1croscope and anera stand. N H | mage

Anal ysis Software, v. 1.55 wa% used. The images were

captured and the total area of anyloid was determ ned

over the ten sections. A single operator blinded to

treatnment status perforned all neasurenents. Sunm ng

the anyl oid volumes of the sections and dividi ng by

the total nunber of sections was done to calcul ate the

anyI0|d volune For quantltatlve anaIyS|s an
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platformfor 20 seconds (trial 1), for trials 2-3
animals were released in the water at a di stance of 10

womdrroom2s he cued- pl at f orm or hi dden pl at f or m eCriuakoo4po1686

and allowed to swmto the platform On the second day
of trails, the hidden platformwas noved randomy

bet ween the center of the pool or the center of each
quadrant. The animals were rel eased into the pool,
randomly facing the wall and were all owed 60 seconds
to reach the platform (3 triedbg2 In the third trial,

animal s were given tlﬁeﬁﬁctxoﬁngﬂlﬁﬂﬂ:%l%t%%_h a hi dden

pl atform and—one with wo_days

follow ng th Rglég, aninmals w J":{%W&Lﬂal
i F ] Mbrris 00. }
NI v 217 12 T NN TN SRR Rt
Cor of PETTBUO0RG00 ugy© b 21
center O Or. 98 306 %%T IU%\W &
f

rel eased f ad | I B e 1y oo e
ani mal was cli ?bléo &Pl;r%]d tkMSI at swimfor 60

seconds (I at ﬁ—mgﬂm—&n—%—%m—tn—%—h—ﬁd t he
platform. All allrrltgs?/\gre?ésted in 4 hour s of
dosing and were randomy selected for testing by an

oper gi Qﬁotl@r eﬂﬁggﬁjin{egt tt}t&el{}\@ﬁtﬁlg&?%texryb? tﬁeeﬁ%%}l?m@%xﬁmn may be

ex ressed as the mean standard devi ati ons
itfeptceaned- &F onfi gphadinenisthe PPTICPFe‘TeaFPﬁI‘@mﬁ thhJAGE fusion proteins

ob ﬂi&@)‘{és@ﬁﬁhv&ﬁlblﬁi b&%pﬁi&ﬁ BarRBAL YIS Bt MSirld RAGE ! P&texample cancers
tP&SH@ar sons _were de _bet ween the 6-nont h-ol

Y &F T5ptEd b“@ﬁ'a? RAGEfvpon orsteie phtke @tpseﬁﬂwmgon 5§1ude some lung
cW&:lefs, gsine giend; Mﬂﬁpﬂio%a&%d\ﬂ@ml&' eAInE)E&Eﬁﬁlsgzrlﬁ m@Bﬂilty group

I 'I;TP- 000 tre agbgﬂargn | s. lefer ncezs1 bel o
\’A‘/%? 8 8'6% ereg ndigprotein (Rapye gésB’Ph C”em 262:16625-
16688 (0D&7)aPatkixttea\t of, WeHigl deéR 28811972 EHY9138Ki 993)) WRich has been

I%Schu gTng) Omteéalpg ‘évbt%ﬁ ﬁ?&% t ﬁl hisnbeieeg(égc]\%{ ﬁ;ﬁﬁ:{@%&%ﬁ?fpgg&ggs g}g/unte

ochmwgb)as VRIIGS. serdviny Brcuifds fohassertiblgiiof picteasd c@nplettsfinthe

| T O ol
ﬁiBH&P&(D%eS aﬁ %%ggké%&%t{%b tOCF el uanYf)r?AtGEdmor\l/’eahl (\:(/:\%?gl mor
gth e@altltcme elfentof blloclhugrﬁAGthHS b(‘:hg@S):erd @at pdimanyi tambsmodel (C6
t np I |
sTi, SR ARt Rl A0 2, SELREII o Ggooy.am
SREREANSPUSYY FbiHEPapHipmas ik miceRACEssIMthe 4000 asdransgede Cleeder et al,
ﬁ&emnfkm okY. o8 Y- 9#325}{1%59%00 and TNF-a (data not

shown) . ficacy of in an _ani mal nodel of
str okbvef?ﬁﬂth@@@%@%lr dbre ROGFEan protaimyedthg pregent invention may be

usbidse asa lﬁﬂﬂrﬁﬂx&ﬁﬁn an hff&hatﬁ@%bd@‘fenét the RAGHE RustdRipRoteins of the
ar otid rtery a, house

e Was
P L o ™ R A Rr Ry tos S aieEagr oy B apmats howel
daéashmnﬂ:immamm astdrtated @fh WRuthatid ﬁﬂt}fritﬁﬁiﬁﬂatﬂﬂmh&@a@&ﬁ&ed with

nfarct in t raln SSESSe e wer
et dnh P resalis TGOS T bgnes mmaton sstocsied with
hyporian oglacindtion apsosiategrwith stioke, rigfithatiinaBsociated \thS Eeart attack,

. I I BL/ 6 we in ecte W th ve e .

Al e o B\ S B S BTEE G fehs o it Sepsis

inflymmpdion aspociaed quws@mplhmwﬂowmﬁhmmqmnbsﬂdcmted with impaired
t f Lon .of

S D aanntrioh sl A ¥ ol R4 BuBipue) o o

selisEigetansHlgnied welds, bysuﬁADrfmmﬂns of reperfusion. To

i nduce i schem a, each nobuse was anestheti zed and body

tenperature was nai ntai ned at 36-370C by external

warm ng. The left common carotid artery (CCA) was

exposed through a midline inc#sion in the neck. A

m crosurgical clip was placed around the origin of the

internal carotid artery (I CA). The distal end of the

ECA was ligated with silk and transected. A 6-0 silk

was tied |loosely around the ECA stunp. The

fire-polished tip of a nylon suture was gently

|nserted |nto the ECA stunp.. The Ioop of the 6 O Sl|k

o . " ' .

A S
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half-life in plasm, was able to maintain greater

protection in these mce. Exanple 6: Detection of RAGE
weéusizondRs ot ein by ELISA Initially, 50 uL of tReTRALHA7/001686
speci fic nonocl onal antibody IHBIO |at a

concentration of 10 ug/nmL in I X PBS pH 7.3 is coated

on plates via overnight incubation. Wien ready for

use, plates are washed three tines with 300 uL of IX

| m dazol e- Tween wash buffer and bl ocked wi th 1% BSA.

The Banqadae@lec dollowtinghramsblpianaaneht, dhﬂmmmy &d11s kidenvy

gx:fl u]oc te ng'lltrag? ogfsﬁh%\[ﬂg’&%g‘geeﬂ“ﬂ cPu‘E)dla'i]Pe ogyfgep &gﬁ%alsv t%!xtucrerlg ‘destroy more
c&tﬂsrﬂmr »aeng kdlldddry thebyvaiar Iniibitiap thenrecdpatrioanhe ddueophibtedgonsible

g R e B Sy BT RS v ORI b BB,
amtsgcamﬂ%hhsaqﬂ;dn shdvaviednteboiafechbesporat. BioorRASHRie ndigamdfor this
n&ﬁlropﬂnl tﬁ&léf)tor Ul%‘\@b%ﬁ&n gr::] Feuy\@&@zﬁlqin% Qrﬁ% aw Lr&?r actasa

was el ucidated wth p I trophenyl phosSp
depoy @nd Reavenidhe n@ﬁroehﬂ mwmfﬁ@@mtoshmwwéuae@ sIRNGR s prevent

flethet RRuPEOR b Ror | EHY Bleb? RIS, Satehigh bPﬁnQﬁlﬂ%&Q m F\%be indicated

curves wth TTP-4000 to various immobilized known
by rtydisashowing thaf simEs mhibitadmesisiipel expaptiomin 1wk wfelef restenosis

fdl’ioalil% @0gial LD R B6th IdRLENECa A RIBNGSEs Hreduifab 1Hglb1t1ng '
e$ntrat| ns o{ RAGE f usi on rotelnfrom to 360

myseiesRll prdifRptien %ngawr?mle@r LR Yig SRAGE (Zhou et

azd ecee&zedoruaomgzas PR43y/@bEB)R| InaiatitioA R AAGP jirtgtsitea Gndlelshbf
is specific for t

. al ka hat ase .t hat 1.9G ..
g A N TG O AR R PO REel G gimune encephalis
aru:hlhﬂaulnataen‘y tiewelglien seplifodidarPe:i aZnCsmfmse)oamwmu c h

wi t hy est val.ues

val oG FRIRRER, b KA NEERY MBS ofihe P eyt Y Bo used o
trgt beloammmasﬁdoﬂltmlqs 1F0¢@xarEmamplae e8botliseent ftheRRGEE fusion

& I

rRUShOR  Ph S0 Pafl S48V L4 OBELERTS AR Bl 0 RAGE fsion
prafeinss il Eremaﬁlsfpmtmmm@ee@pd mtreaTmseeme Rypes nepbmitis or
m?l)éﬁlnﬁ&&‘}l R-)IAHﬁ%Qﬁﬁxt@ %ké&ﬁxpgef tﬂeI Q@Wéal?é ML @g%nl ds%gt?(m to

usi ng fusion protein ention wo
C%?Hréﬁ l?raf?‘éﬂ}’ ef @efqlwl%s?d qaéqlw-b@am&mlmhﬁwhb@eﬁmzed by two EF-

hdndassphalniied bl &Qﬂhﬁechﬂ@h&ﬂﬂiﬂe mgfer w:o 1884 tzitb 841180 (1996);
ani nal of time that the

2 eLor B Ret B o Tl 2 (a0 Horedt o4 b bt Ghrer.

2712e9496-F5 0D 4T IPTY; m@eﬁﬁ@&trcﬂt EGNJ. En. Q‘hx&ﬁM&SfGﬁQh%ﬁngDS))' tAlthough
usli.on roteln

ation of
‘h‘(‘%ﬁ'ﬁ{‘ g?grlﬁ’ezg%) gg%snf& BeikORRi .ﬂ?ﬁé%%ﬁm&aw&aﬁ EalgCgRsy to the
ext@tdtulaabhcet d&@asﬁ)m)aﬁttsﬁe&fgzhtdcnicﬁlaﬁﬁhdm/ldﬁﬁrﬁm%rﬁ fR&€ponses, as in
us.r ect

AL R e e
Sl&pfwg@n@ldl)l fatmlysahedmmltbem;ﬁrommpltm effécts b bdlyendi a5

er a.o c sotea ensitavy
b
TeSRPRFS FoRiindl-rl O(pilpnigeGollagsntindicad duliritiseandrxperimental autoimmune
en@éﬂlﬁﬁﬁ@ﬁﬂoﬁel& sl el Rn rGi ﬁ@é}mk?c%ﬁdn p?Ls%, Bfé) Wit &nd

re urrence of diabeteS Iin a mouse
IWLW has apeximalipledn thmaﬂqtmwtoor %i"@é?(dés C57BL/ 6J

(6- 81‘949@&‘@1&'6@% i BOutdinARin¥RIs6rdePA&: HhPhehlberldd (ﬁ'amehorated by

S le . venous i njection of strept ozot ocin (STZ).
E‘T‘%ﬁé" @3% @610“ pegteing gijfhe pregent inventerp Fagekample, it has been

shByh Biat IR AGESmie iliovo ko ke BALR) oMpidhos ALY REN 3D IBER Babetic (NOD)

for islet transplantation, thus providing an

all o-msmatch for islet transﬁﬂ ants. Islet Isolation

M ce (BALB/c) were anesthetized with ketam ne

HC / xyl azine HCO solution (Sigma, St. Louis M) . After

intraductal injection of 3 m of cold Hank's bal anced

salt solution (HBSS, G bco, Gand Island NY)

containing 1.5 ng/m of coll agenase P (Roche

Di agnosti cs, Branchbur g, I\U) pancr eat a ver e
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Test conmpounds were adm nistered as soon as the islets
were transplanted; adm nistration continued for about

woQodays26 dependi ng upon how the control ani maPCWa$2007/001686

faring. Mce were injected with 0.25 m of either
phosphate buffered saline (PBS), TTP- 4000 in PBS, or
IgG in PBS according to the regi nen bel ow (Tabl e
3). Table 3 Adm nistration of Test Conpounds and/ or
Vehicle Monitoring of Islet Graft Function Islet graft
nfibmtbtl‘il(OD-m&s withrset @t edmbiyied Riirhadodbficionty(NOIBSEd mice). NOD-scid
HPFe p(ﬁ%eipaﬁyl oaﬁbete% 8{)%%@%%&%}2 bélg reeﬁlxlllr\g@ﬁg%esafct eorf 1mm|ugct)cytes capable
of Hestreging éslet deBy srchdlhat dfabelesais ghepsndvarsd.dBfwan dchndshdsNOD-scid
I
& e Bofod P R RoE SRale It ol B et MBiuced oy splenocytes
tiahsferrésl o agliahstic ENORQ swdecks28Mpangd i NOW-saigh recipients not treated
VSRR (S PRERILBIEH | t
S e%ﬁ hy l#g? ge ﬁ?&(ﬁ?&}l_r%gi 0 Oﬁsqlgtﬁl%\fi %g Wplvegltors in this
pp@n@tubiﬂ%tmmha igrperiagntad sesplss ysing SRA(GE erashlsgﬁoc;ﬂ afetrelepan to human
dfsease %msaﬂm sefithel & (WARH AN BGHME @{zese&négfana G448 6 antation
bl ood gl ucose | evel's. The effects of admnistering
MRYPCATO0 on allograft rejection for BALB/c islets in

B6 nirggs, & sn &ﬁ&’ﬂﬂm@;& QRK@E ABiolYRiREin G MdlpRdskN8nvention may be used
SurV|%f Pl ot in . It can be seen that there

g e i fespastooesiaarsiorith fan vy en SEpaet BFF Wffangygiy a tissue, ora
phaallty becdBrfroninh Bt Sitd foeddeeshdwitt NTH frst 404 cdrdr s@d@ﬁla}}- be in

TR e R -
tiéRBSY oxgan ChmpEse defj&b a pzhbtdag skiny Bvdr gtiyinegf h@i'tahingl H;cﬁla|marrow

%%Ql Bong> S%néx?# ﬂ%l ?l%har{gg;z veBlgneéc’al ageG%'IDy%&d Hervaus sydtem, or

arone- I'n
stelar qetlp g FonefEmmd, ndnittistatidn bf e &Mﬁs fisetnpeetaint lo€the present

1r93§lﬁ)(fnan 5\?99%%& ﬁggg g@:;u? Hl%tagl r@gg% méq%rf%ﬁ f. %nsltl;lon- 1a etic

Sqm%ﬁ§b4ﬁwpmiﬂ@hﬂwwum@g-NIce as a Model of Autoi mune
D sefstolee eRB5ARENS Ble s fOIREILPE ma§ p?&ﬁ&e%mga G?{reating

adm ni stration RAGE fusion protein (i.e
ostqRonest)y afinigteRBe iR atwbicche thempeutically effective pmaunt of a RAGE

ﬁiiﬁca;t;ﬁ&teﬁl dﬂ%hé\lg@sem ﬁﬁentib%l RBhd & ¥NAL L CLNOD03r R85 Rh 88Y (2006)).
i mal del. of Di abetes Spontaneous autoi nmune

el .
I‘h*ahe“a enf; 4p @ﬁﬂtodrﬂf SEAENAILPIHPSie T2y Iythe spsptedhe step of
irsedayiag base de@6itPoené Sutjeut of Sieding @k kfte oPlldck@ s/ Mb¥Re density of a
@;e di abetic NOD/LtJ mce (6-7 weeks ol d) served as
Onors in syngeneic islet transplantation. Islets for
t r anShusaint atriioonseletel dnswidahants, d pﬂ&ﬁﬁﬂ‘ 1h*&ﬁﬁoﬁb&y®rd>ﬁde a method

fo$§rﬁ‘1:1ll)18P%ﬁle 1@31':1%98%8% 8%‘1 AéhW@? in ggltlbejlect \d/ l&%%tgl}-ir& to the

transp abeti Cc mce-rec
supicef a Shepdpehiiqally etfawe@fnomhmfdl lh@ﬁﬁfussoro]brotsbura@'ﬂhesresent invention.
| 5
Tﬁg&e?&guﬁ{tﬁﬁ ﬂh)é io‘?x r%t?nmg gp@lg $%(ésg¥ﬁtll§le§t1§n 91 \N?l PF] an

anjpal. Hﬂwleﬁﬂi’Oé@ten&ﬁ]@? ftwbmélp Iaéilntned The wbnfh:emsm be alpftﬂrmg from an

AsiRetud dildaSe fucq b diﬁb&@se ﬁlaba-t{c%ﬁrmﬁ@&txo\% Elﬁthag%tephropathy,
Conpounds, Test conpound$ were adm ni stered as sooh as

newsepatty), etigopathy footaeep) amiaidosan @r el faHwedandgpflammation. Or, the
SLib}jH&E ﬁmy BBLR IndiBduie Okt A DA GBe N diSeakd)] BGhaHe Mttt Qm?o"auﬂ‘ém the
TP- 4000 in_PBS, or TTP-3000 in

sy 8 GRS S8R PP AP et biect may be
sd‘ﬁfd:hhg Gohngs@eid Bped erAhafetoskln Ghflaindt6dyatip@m@bhritis. Other diseases

function was nonitored by serial blood ?ucose

measurements daily for the fi4st 2 meeks after islet

transpl antation, followed by every other day

thereafter. Reversal of diabetes was defined as bl ood

gl ucose |l ess than 200 ng/dl on two consecutive

nmeasur enents. Percentage graft | oss was determ ned

when bl ood gl ucose exceeded 250 ng/dl on two

consecutlve neasurenents The results are shown in

— s — — s T Y Y ——— A PN PN PN ] - N 2N PN PN o
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detection of graft failure for animals treated with

TTP-4000 (Group 1) and aninmals that are not treated at
wabkbe7/0gsizeg a variety of statistical anal yses PCT/US2007/001686

(Mant el - Cox Logrank, Breslow Gehan-W 1 coxon;

Tar one-Ware, Peto-Peto-W/Icoxin; Harrington-Fl em ng)

the differences between the Control and TTP 4000

(Goup 1) and the Control and TTP-3000 (Group 2) were

significant (Table 8). Table 8 Degrees of Freedom The

rha Egﬂbm@teﬂ sym et thds, asayiHel tieatet aking ﬂaecmAgmﬁsibxhgmteins of the

I‘InC.I he.i nventi SI nce

s rEavioBn Zh0 i SR et Sl B 36 reimgespniaention, e

RAGE|fesion protdivges rasyt be m$d ifs trea@menn o £0abbd’ stdisehserdthritisevasculitis,

nggl\{r%ngt%%g, rtef;nno&)aﬁnlxei%xgncdt g{ﬁ%gt%%g? nﬁnllsnéeg h(%‘(l)xfrl}lslgﬁ%abjects In other

cptheidira¢ e iflafrahdtiongnweil vihg hothletogpmpee whpdnses @gpaddeibn of self) and

n%lnadu%:img{ &WQEW%WS C‘S(;}le oﬁ%gl m5 ng%BlYl%db RA(r?_r]E and thus,

concept. T at al rre . usi on pr
BHHPR ﬁr@autqqiglsalgF@@A&ﬁ ﬁlﬂp@pmmj@nwﬁt@@ pteyenlt imventonto a

pol y e BletAhSu QP ehsdtRe aﬂxo%gp (EEQSQLI] dount whlch is capable of
i mmunogl obul in or a portion of domai n_of an

ArRteRHBg e BRPTaptionof ReNGEMjds W@E@f ethar pecofndpgenous RAGE

li/glaﬁdlﬁln& subjectRA( oAt gHp) @RS drblein€ QAYPYAr$ Qﬁth&hé%@fect being treated.
t er donai EHP nker |inked to a RAGE i mmunogl gbul i n

ISaERt A PREtmRTed @avdeondy: datlyreekby gloathly. yeantyepas a single
elvEmea 1o ghxﬁblsi |altd§tndml‘$5nﬁbdd&néﬂt§3 ket ffeotitet@nd\int 6f tht RANGE fusion protein -
f the i

B0 R o ] e et B P, el o Fom abou

lIOS.Lngg’ lﬁlﬂb’lwelghtm(étbut 60 trlgécgl‘lboﬁg weighglor shiaboac i @) @f/k@body weight
| 1.N

SRRy G Bl o ARty Phlay e gy vy

qgs@te@pcmsoﬁssc:i'msmglmethmsmndaxﬁhe tHRAGH Jgolsypeptli Dérbetes. 42: 1179,

(?%{ i ’32% 1\/\%&8%%@' &Eht fie e f‘fgct-é)g%g{oldﬁ{ 191g¥ Hep%%g on

bienypHablaty, ISBQtllvm',M@d bgadegraéabslém@éﬁ@@ompoumhst 90%
(l;‘gﬁﬁ%gl&ﬁls thereto, or SEQ ID NO 10 or a sequence at

eas oidentical thereto. 5. The fusion protein of
cl ai Mibg PreRpARYCRtiph BRRRACIEPTIS| A GEORidien comprting m BALE fusion
ﬁr&bﬁrdf@ﬂf%raseht ml&a{nohlnnl,«&ﬂw&@a hﬁﬂﬁ&dtmm%ﬂb&% bfrier. The

i.n.comprises a nt o full -1 ength RAGE
33?4&‘%0“ Blokiaay amo B grith P o lpoRiidg KT i Fepph non-RAGE
pobipphitide. 16 ofle émb@dlmaﬁ,%e IRV A gloalpbteih @O @inibraed I@\GE ligand

first . I nt [ k i nked t d
SR AR CRTIE R Coin e
doimakesf, the RAIGH fasibn Iph:eelhl- The RiagH h@ml rbmd&tg gite@hayt domprise the V
d]:)ll‘lrz~.§1t of ﬂ%ﬁg% ort1+n tﬂ 5%:& l I 0 If)g&i' t tthﬁengGgq}%gng gjndmg site

am no aci Fobl

cotmeriMStSéiQﬂDuhﬂO &ror ﬁ@ewn@b etsﬂeatstﬁé)"/s ebomhl B&G¥o, or SEQ IDNO: 10 ora
| ) | C; .

stQUIEHRORQRLIR IR cklo, I BERAT 002 B TLABen T Mt 0%
idawitipg] thegete- of t he second i nterdomain linker is |inked

to Gy %d’ﬂleﬂ%ﬁlb@mnﬂﬂt ey ﬁga‘ﬁfl btnla?né%ﬁg ang c%@ﬁse amino aclgs 22-51 of

|mTun obul i n domai'n termnal am no acl

G el erﬁbﬁ%‘@eab isi igand hiedingisie giay semjpyise amino acids

2Bl3"lKﬂ‘($ETQJ Ib D :N- t1aaAbthad endtbBdiRerdGhélli ndtlh%:h%te may comprise

S5 A cH oD MO égeﬁgﬁ%hgﬁupﬁinﬁ ot e e site may

comprisd Ahing atile3 ruldef SEQdDeMuUence SEQ ID NO 32, SEQ
ID NO 33, SEQID NG 34, or SEQID NO 56.8. The
fusion protein of claim®é, coﬂﬁri sing the am no acid
sequence SEQ ID NO 33 without the Ctermnal |ysine
am no acid residue, SEQ ID NO 34 wthout the
Ctermnal lysine amno acid residue, or SEQID NO 56
wi thout the Cterminal |ysine am no acid residue. 9.
The fusion protein of claim®6, wherein the RAGE
|nterdona|n Ilnker dlrectly Ilnked to the

o ~1 S ] - T . r
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| ysine amno acid residue, or SEQ ID NO 57 w thout

the Gtermnal |ysine am no acid residue. 13. The
woéusizondgas ot ei n of claim 10, wherein the RAGE PCHAS2007/001686

directly linked to the i munogl obulin CH2 conpri ses

SEQID NGO 2 1 or a sequence at |east 90% i denti cal

thereto or SEQ ID NO 23 or a sequence at |east 90%

identical thereto. 14. An isolated nucleic acid

sequence encoding'the fusion protein of claim1. 15.

The iI5 oh abbodininal, tHe® AGE @olyPeptidn eyt linked 0 algblypeptide comprising

a:rllmﬁ eé‘r% Q 1%9131 anp gxi e?/ IE(VE(&“ egg go L S?ﬁ‘ﬁﬁaﬁgA %B brlnfrwnoglobulm
ddowmi. n SUG hmbhnatnetlth éle(ﬁotwepndeacbmammg am onxxiumcﬁglchn RafEIn

cgﬁ?ﬁ%&g{g Ifbgwa']ﬂ) X a@lela on.E B}(&P Ctﬁ[g of hﬂ% (E\I' cﬁ)ﬁrrgllrﬁ%f a human IgG.

|nter onal n
C- t erlive R G piatin acpqiymtlﬂm@ammpmwfeumm nkdik&6E (e.g., SEQ

Ibsfsr@J 1CGtd HadehdH BFntrart ﬁﬁ&lztlﬁ Emrﬂﬁéd@@hm’le FA EE BbiyBeptide does

pol y&gptl de conprising a domai n
nphirplvge PebeiEnal scqyencg rpduesoihe fignad @‘fquell@ Ofﬂq”eGE gulyeiomprise either

rfdd 012200 Al RubS oSBT BLAH ST B2y b BRchie

fragnment thereof, or the sequenc
ewbomen!ﬂ the&A%‘\E PP%@?HS#F maySPEpFise 4 waug@q&l@ﬁeseatéefas% 75%,
sb% B634590%095%8, SMAQRBISr JohRII8Rcal BMublaB @@@E%@%ﬁnm thereof.
ID NO 55, or _a fragnent thereof. 17.
& RO Gl RAOTLRS TP i BIRACEP s BHfn RAGE, ora

fr[agmtaﬁﬂ thef@bf, 64iihiGT/dind & thd Fest aasmmese&h@mhahecmm&ﬁneqis@ d1g., Neeper

e ISR AR AL RSB SRR Bl e i

seipiradeTesotd (el tSEED SCeRror S2Q NN 3 pEIGS Of A bt 1 BAGR portion of
tﬂamﬁﬂ%gac%és%'g#,é}icgom' nis linked to the N-terninal

am no acl e interdomain linker, and the
C- t ed'he RAGRfusivo paateids of the beasm&?emndnemdp aso norhpmﬂeesRAGE (e.g.,
SEQ I‘ﬂj 1(1@)01;1 3& pogﬁ%@%e P letag%%tdgﬁt{ya%l R%I&En %r g%’agm toz% sRAGE.

ypept|
P’h?ﬁ? MAﬁE p@iypaptpﬁwmmmmev bwhan IAGEher a fragment thereof,

1 T n T,
u@t’ﬁl%‘l?&%b QhY j?ﬁéot?ésa&fer %“@n‘gﬁ’lﬂ%?@@’f‘é g%@%% ﬂs%%ﬁglﬁ §F992)) o
thgrh uglapr%ﬁ’émayméweéﬁr s with theosigapl swueacefrp@gm{See e.g., SEQ
11 B e06r, SE ISKQ: loln M. ’Dor $Q 8D NARIFERFI¢ MRS p&%n of that

A.cel | transfected vvlth t he expression vector "of clalm
amino acidseapenge. fHthgembodyneniss e RAGE pEqteiR My sBIPHse a V domain

(Svereny.j SEQUD ARAGE SBY HPRRL: Isdﬁ‘lérb rgsbhd sffEcb D Kast 46Gn F1G. 16A). Or,
omal n_o

R T O A T
RAGRIpOgin il icompide. a fagnednt of RAGES oﬁﬁﬁ;ﬁdm@llatpbrﬂdﬁ&)f the V domain (

| 1.7
S ESELI NG o A B0 EREaCR L 7
aza@muocbmqurreﬂwdigami kigding sitd may porGa(3cISEQND» NBR 9, GEQehiitnce at least

ST R RO NGB e E St Ra i) oo o
SEQIIP Noathfoe éﬁ%fﬂlemetﬂﬁ leapieP 08 jderting] dareie dinyet afotlsr ainhpdiment, the
RAGE §5§.ne,ﬁﬁgagssg,t}gtlg§édudgxpr esses a RAGE fusion protein

conprising the anmno aci d sequence SEQ ID NO 33
Wi t hE%FteXtiWéledhéM‘ﬁ%Polvp@tﬁe mEicABPEHEY aning afide @3-18E0f human

RAGENGEBD WO: 9Bt a §ddferes hele: D84 iR MEn&BING: AFihd acids 24-116
si du EQ 1D NQ 36 without the C-termnal |ysine

ok, i g&@ 8&9 HUO: 8e 3 g9angnce atieqit PRGudentisal thereto, or amino
adids Br- i 616l humasi RIEGE KiheR Qi &cligsitd e8m pHEEBAAINRO: 26), or a

W thout the C-termnal |ysine am no acid residue, or

SEQ ID NO 57 without the C-t¥rnminal |ysine anino acid
resi due. 23. A conposition conprising a

therapeutically effective anmount of the RAGE fusion
protein of claim1. 24. The conposition of claim 23,
wherei n t he RACGE pol ypepti de conprises a RAGE

i nterdonain linker |inked to a RAGE inmunogl obulin

domai n such that the Cterm naI am no aC| d of the RACE

N a
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i mmunogl obul i n domai n and a second RAGE i nterdomain
linker, such that the N-term nal amno acid of the

woOostovanserdomain linker is linked to the Ctecmusa007/001686

amino acid of the first RAGE inmunogl obulin domain,

the N-terrninal amno acid of the second RAGE

i mmunogl obulin domain is linked to CG-term nal am no

acid of the first interdomain |inker, the N-term nal

am no acid of the second interdomain linker is |inked
sequefisd @rlersn% dduentieal &w«haﬁ:ﬂ@m&ag anttle RALdmain of RAGE. Or, the

RSO R, o0 A0 1551 LB @FR T 0 10

of a pépigntemt fldagt Q(M) etenhqraéthewtn norra&pouﬁmg td the OCHPmain of RAGE. In

aé%ﬂ%%noggﬁ&g ntl‘hgj %m%gptﬁ% gtlgeg{rr]%% g(lg}? se%rr?r'fo'z? Qs%gg lc} of human
RAHEE €5EQ tﬂaé\l Q«’A@E of elsq:cmnnqs rapleedt F0¥odpnticgeberete camdsponding to the
c@cao%a‘@@g 56 or i}ﬁeﬁﬁfg hil &prR3 a?.ﬁl%gci&?zg@zs of

1 OSItIOﬂ 0

or
hypap &ACE g@@eﬂé@ Q:Us) et jsaBINSE AL léeﬁﬁﬁe%sé@tchethqmon@r amino acids
23131'2@ of Qﬂlﬁﬁﬂ%ﬁ@gggﬁ@ DFo: ?13%\!% 4 E%Héncte r&?le%tb@‘/md%cal thereto

S|ne am no acl resid
C@T?S@Pﬂﬁhﬂ%\ro thg %ﬂaaﬂPEBAQE agd Fé’@WﬁEFéﬁa“blPteSE@qlEllN@f 6, the

m@m QUIBI'péﬂ'ﬂﬂe Qi dBhipdibe hiiihbREIAADA-N3 8EhEInInEISA BB vheBlQ24 cyclizes
% {IO of claim 27, wherein the fusion

6§ 5 051 fghencrAbeatt SRYretisBt Ahptcd Sraths RAGE
pbiypﬁﬂﬂﬂe\tn@ @niANGE ainftoeiclie UB206 bf hikfidn RAGENSEN-IDENG! 1B or a

SIERR 35 2 R RERY S50 BORE 50 %8 eBanaemeeo o

Ngh 1|8hnummglu@rb:lglat least32% idérgicelahireni tireRp@iding taithe Bddomain, the C1

agfigt i o kR k8 e PR o PE o Brigpentice
DBY CompriSENInD apids 24°226 gehuﬂmemm Qohcwflized mifomnBAE (SEQ ID

N\gﬂg I%g? 'S% gf%?ﬁ%%é%o%qﬁé&ﬁalq%eg&g' F)I;],gtg G%?%l%&%uﬂ%ﬁ? comprise

aming; asids 2 18 oéép@an BHHUSEQIEDN ODSN@ a gAusgict hblgest 0% identical
tHerdi&TF2AA39lo¥ BiniEn RAGIOSRE) 1B NOSEPMS segﬁerég-gd]lagt %@6 id®htical

wi t hout the Cterm nal | ysine am no acid resl

PO, CORBTRON g P BRACELI-n 2godingBicel. (1 hrd RAGEMRins prshinterdomain
lifke2$)ei0n, ihs RAGRYb @dld@%ﬁ? Qoﬁnﬂh&catrﬁhb 8cid@balBEOPF hxﬁém RAGE

ositio erein the RAGE fu
whoE B ﬁ%mé@%éva 435 PER Fepiptee oF et Shtvigeitial
th8feto. AOt’[E’talgﬁténmfofﬂ’:Bdhl dfGhebd1€:qIRACES ki b Bsca! ot el n of
cl ai Jﬂll}(% SI n t.he ste f covlal entl
RAGE po pep PSSR sy s sevrRal s o Flﬁ eét < not derived
frdorfhGEafr aa“ragrrwnuhe:gbb blﬂielsé\coﬂﬂ palyquttdle(blﬂ tiefR AGEHsion protem may

| t d of
%18&?5' 3 e;% gpﬁg?%é%&hporaylngl 310 ugwp gaxaro %éa or portion
therpoSrmaasntes derivied Fiem dnyikedr the kaovRA%vy m:hmn dpityest! 5@ (7), 1gM (),
I g@@' IQE%&&C Qr ltg]:é\a(‘ix) t ﬂeadg’ltitoﬁ ré E@Jay %HllF Koraphlrtgoannexregﬁ m%gz derived
to e term na

domain Is 11N
fralﬁﬁ% Oa% Pﬁthéfk"t“ﬁ@ heayy chein setitypdsi kgidr(yaleG2 (rd), 1gG3 (v3), IgG4 (v4),

| g(&lt(a!l O0R) (@P} SRt hs OF th%&e.sé?ﬁ% ok Q&ﬁ&? R Qltéa tﬂu(l%F)logical

directl nked to the N-term nal amno aci

a“ﬁ‘c‘.ﬂ%@b? ?e&en%%?%ﬂﬁ gy copprigdhan2 aid @md domains ofa humen IgG1
orl A FBHIGYb LKL, Br béth, ¥ tRAE HbARinS. hRE %Exanﬁﬁe enhB&iMBAE e

qf C|§Iﬁ136 ‘wherejn the RAGE p oﬂégeptl e conprises a
PYYRFRAES BYTRASIRE 1&F (2 andCuirfumsias sigtibusmandeGil @r 3gortion thereof may
conlpise iISEQ IENBAGE of §8@M0 NN, Mhe SinhRin6 QBRSSP i Ray B encoded
NO. 9 or a sequence at |east 90% i dentical thereto, or

SEQ ID NO 10 or a sequence &% | east 90% i denti ca

thereto. 40. The nethod of claim 37, wherein the RACE

pol ypepti de conprising an interdomain Iinker Iinked to

a RAGE i mmunogl obul i n domain conprises a fragnent of a
full-length RAGE protein. 4 1. The nethod of clai m 40,
wher ei n RAGE pol ypepti de conprises a first RAGE

|nnunoglobulln domai n and a flrst RAGE |nterdona|n

A N~ "
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i mmunogl obulin. 43. The nmethod of claim36, wherein
the fusion protein is encoded by a reconbi nant DNA

woanstmwuwes. 44. The net hod of cl ai m 36, furthePCT/US2007/001686

conprising the step of incorporating the DNA construct

into an expression vector. 45. The nmethod of claim44,
further conprising transfecting the expression vector

into a host cell. 46. A nethod of producing the RAGE

fusion protein of claim1l, conprising expressing the
biRéidEmdclesé auid paqoéniernf SEQADCNOL 3MieS XD BD N2 4delTthe immunoglobulin
conpr | ] uence h c

TR T DOTShIENE 36 br SEQIONG RLRR, 3G he EREBRTTY 580 1D No: 52
SEREEND: bhe RAGE fusion protein expressed conprises

t he .

PP 19 BRI A AR g e, o
in wmb@lme@E@a RB GEXusE6, praeie) of theNTeseBtzinvergion Thrsprises an
ifEldBbRdinafnket @éﬂ%é CromREGE! r&h&hﬁar%tefr&&hﬂﬂ hid Qggféﬂeptlde derived

expressed conprises the amno acid sequence o
fiqm ammmppnagabuliphe C-terminal |ysine anmino acid
resi dygs mSEa@eh@oNQ&en?’ %m&g%sﬁmﬁroglﬁ ﬁlﬁ?"flﬂ‘ﬁ"er L%ﬁfnﬁ‘s‘% a RAGE

amno_acid resid SEQ NO 36 w t hou
P@yp@?qﬁerﬁ‘aqecqby’érﬂ?‘?é t%ﬁpﬂléfv%?&ﬂa cpBRYHREe? CaEdpmisngban fymunoglobulin,
oWk ﬁlagmbnttth&e@ iR bhd erabodiyishte 8D AOmaRL 6r 4 RSdhldR xhe&%@compnses

SHE Do oo SRl BT 8010561 e v

42me56ﬁfﬂtmaaﬁh(dad’lé§neﬂmeed 49. A nethod for producing

f t RAGE
3I ; eg? us O er{q t%e RA% rl%;zselp aod'ﬁ]%}}segg %@nge %_Egomam linker
lidiggrhtora mGﬁnmnmmgﬂogthlomdmwn grch ghap dret C-ommafal am@d2icid of the RAGE
uﬂg'ltqﬁb%olgﬁm%rﬂmqgﬁéfglﬁé ﬂ-tgAC%Ealf US| o?cm? o8 ts-xee ImQé fi})mam linker, and

expressi ng
t@@m@%ymmcm@ﬂ th BAGH ldtemomallralmhelﬁ leCéy bekdd to B N-
te-;nglwgﬁdaggf otcal ;ﬁa’l};lgeét?%e é’(‘%@?ﬁfn al H@ grlla% bisanq%munoglobuhn ora
fippmeptdhgrepts Té‘)élpeb'pémldercewmﬁeg g IC@@ ﬁomwsqumlmgmsﬁglabulm ora
pg}fl@n(ﬂ?éréof %a@@@m%ﬁlsé ﬁhe T %E@Cﬁ? h&malﬂs SR Iqungr #portion of

SP2 cel 52. he neth aimb5 he neth

bpthy %f'éﬁh% sﬁB\eﬁ%ﬁi%@al% | f%sm %mpﬁéﬂ@@ﬁ1m%dh? @@wwﬂ% gomprising
tHeJ"(BHZHrﬂt@JBTHlo&[d sforagﬂ‘ma'i_i %Gﬁoﬁ%bb@tﬁn @herddfe@hy B@nprise SEQ ID NO:
i sorder in a subject conprising

3?%?15?&&?{) gﬂ to a subject the RAGE fusion protein of

cl ai Thd RAGE fubioa paatinod tiefpréskat invénBion whae rcGinﬁnEethmﬁ@@Er multiple
d?l% 1¥1€ %%\ailqg%%g %g ?%Sl]?_gGBA gF eé}ncﬁa&gﬁg?iﬁlﬁg ap F] l%erdomamlﬁm(ij(er linked
taCr Réﬁ‘n‘ mahunmglabolia dowlaipfmayrremRAGEa fragmexﬁ@lfa (wil- iemgth RAGE protein.
FQP&S& lé ¥ J)Ijl dErQerh l}g Nﬁkﬁféj? rotee}m n c%r%lpgise

|nte orral n 11 nker, no aci of
immangeAgimlinidomainsiarived from &AGI"SP@tmremtd l;wd immikegtobulithdomains
d%l’i_\ée%rﬂ'ﬂn? ﬁ‘lhmﬁgﬁ PO pAGhEhtat, %&ﬁké@eﬂg b Sro@&%ak%bﬂ%ﬁ@e g1 first RAGE

domai n of an I NMMunog or a portio
immunagiebylipdeByingmda férrsﬁp@siommelnréqenlmkﬁé tRAGE N R {GE

i A g18buTintdSnfa fHHdl S Sond KA G P nhgdm%aﬁ’irhrf?(exs @@éﬁﬂ%@ﬁ -terminal
| east . 90% i dentical thereto, or SEQ I

arino sl th firskinderdain figkids Hared ttmtélﬁé?t t?rmsel anm@ acid of the first
RAGH 6in Odogld balif\dbfhain\he mewamtnaparﬁﬁsiﬁc R RARLIIIRAGE

risi an |nt onali i nker |inked to RAGE Lo
?%‘31“5}8 SPPRTYS ﬁﬁﬁ#@ 52’6F¥"§‘é’s‘3’%‘“? Ri] 96 Hie {5 gterdomain linker,
the OW-termérmad) ain’ACK ¢frthd @kcond ip#rdotagn histeh @dinkéd €d @iteindifal amino
further conprising a first RAGE i munogl obul in domain
and a first RAGE interdomain # nker linked to a second
RACE i mmunogl obul i n domai n and a second RAGE
interdomain |inker, such that the N-term nal am no
acid of the first interdomain linker is linked to the
Cterminal amno acid of the first RAGE i mmunogl obul in
domain, the N-termnal am no acid of the second RAGE
| rmunogl obul in dorral n |s I | nked to C—term naI am no
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| ysine amno acid residue. 60. The nethod of claimb57,
wherein the RAGE interdomain linker directly linked to
woheo7ioomznogl obul in CH2 domain or a portion thecews2007/001686
conprises SEQ ID NO 22 or a sequence at |east 90%
identical thereto, or SEQ ID NO 24 or a sequence at
| east 90% i dentical thereto. 6 1. The nethod of claim
56, conprising a single RAGE i mmugl obulin domain
l'inked via a RAGE interdomain linker to the N-term nal
a&id of hetR AGEQEcandpmimupegibbulin dvaigdi, iagd fg Gtdunzhal amino acid of the

L e

palypegide cohpriAGE (wld smomnpglobdintdoneiinor Saesncnh thesadt.NBor example,

S
AR TUTEALTG LG o, FFRA0) e FATERIPID - 19
of as¢qmngy BiasrP0oieniicd thete oaanno aaisl 34264 wé howaSEQGE (SEQ ID
|
I\Ircgsilﬂ%r §§e§‘E{Y'ex'ié%% Il\ét@g ﬁdEﬁL t‘ﬂ@rle éxté%rn@? ?h&‘rc]lg ?4 %‘Bi Qf human RAGE
“dwiﬂr@%wéllzvmetg ifefrepE.ox asmem m@as@ﬁ%wdehwﬂ thelrﬁéo (SEQ ID NO:

5@) B@ﬁé@peﬁémk YoSthD &7 @d'ﬂlﬁﬁ) e d5ﬁ§i‘ndﬁﬁ§ int&fomAthQiet mgng these two
laim 61, wherein the RAGE i nterdomain |inker

dainﬁ@a g7 & SeFqueldntersioptain nksnARygstBYN oA CoHR e crmbgdiment s nucleic
atBebeffuct @cﬂx?‘[ sinySSE@PEING? 306 2 %raérn@ﬁt tﬁer@&qh' o@d for a four
enti cal E

| east_90% | t her et o, NG 23 or a o
damainie G fpsiprprotein oy angihiat ?ra%q "f‘ﬁéfré{cl‘r’lc g4 copiguct comprising
SEEX IDNO0 64 edagtietdid, foﬁmﬁﬁﬁﬂcﬂnilﬂm ﬁ@dmcﬁrotem where silent base

dmi n rati.on co t.ravenous
R Lt ERTpraddRr P tlai arl md ko lseT o aag) a
teuboutrdmead sheatlqidnt s ik @hiead tofrerﬁdi,e aRAYPFEicTRISA GPlidY st @bdY the
t[rﬁnéa? ubJ ect. 66. The nethod of claim53, wherein
Gi%n protein is used to treat a synptom of

di abeédiemativelp, asthrep tdomamfdeGEkfedmmpﬂomremap ophpds@tdnens.
: t of . )

ng BJ%E%JI%A%%E (Eeetr%@rrg%ne o ?g\g | ons o"ﬂ%ﬁ rHomamts derived
fiomeashuragreFopolyiientiés. Eorwewhpleghc R%Gﬁjﬁlabetpmiem may comprise a single
RAQT:E‘ ﬁﬁrﬂ@ﬁ&@fobuﬁn%bﬁgﬁtlﬁﬁe& 0Rt, HAGERY xﬁtex%oglgfnq%n?(\épﬁ)ctff%ﬁrdtemmal

onpl i cation, or diabetic neuropat

alafmcﬁca# 9 thapolyprpride ﬁorﬂmsnfm%%rwm%ﬂqbuhs domaith ar@ fragment
tHeEé‘b@t Féd eﬂa%&t th@ﬁ@\@fz p@%éﬁi&g g;?ér%%og{pn% irqurgxlbﬁqg{ds $3-136 of human

t hod of
&%%F%NQ 65? %r %%eéaeftca af least PO% Afiensical theyetos @y sisls 24-136
oDﬁurﬁdrﬂRﬂG’iﬁSE@Iﬂ €ON lé)hﬁ‘ afsbifiie@tt ANQESIY, iRnHGE @neEer, or amino

SR TR A o TR T R Mot at st 50%
identfidah Hiverdtd (SE@EB IO A0} d:oWastpbncﬁhg tenstv don@i®bf RAGE and a
r.heunat oi d

nit fl At or y di s e se,
R el g2 e Emond aPREF G ol paERni: comprising
SEQrIBIE0: hbalrft fragrheant kherdmé oy rehaglle dorshtbeede doﬁﬁpsRAGEahsmn protein.
e retho
Id 2{}%@{65 @ﬁ’xblﬁﬁi%ﬁt H@&élh Q&d chgstru mé)nsmé %E‘ei Hﬁéiﬁlﬂ Og!S rrfa’y encode for a

whereirn t
thireesdamaim R ASTE @Rlon Pm?bththpa Blldﬂnemsle GhU@Bd; $or thesrodens that encode for

pl%ﬁl'ul: ?CC@‘@ @b%) 9{541 gﬁzcm@ ?(ﬁ@tfl}ﬁ bCﬁJ}) & Ble! CrerREA: Le R o iuence are
l'iver cel S, cel eart’, bone narrow ce SF
eIiERe to ’Eﬂ’%ﬁ aepiptis RN#: srliop sidendas the\tetllmn@ ebd®. cartil age
Ce' | A RAGEREMomaf linker ﬂ:{%nzetsn?mﬁ €bihPrise’ eg-trﬁe,esééﬁé&g%at is

g g|n153 wherein the on protein 1S use

"*F'r“é Y dRypsEspmofi andrthus, Hakedthe R GEdmmymoglobilin ganain. For
eXIIEifor thO R AIGIS VORI HR iftet 4R EthKe Pk €&thprise amino acid
i nfl ammati on and/ or rejectlon associ at ed MA?

transpl antation of at |east ofe of an organ, a tissue,
or a plurality of cells froma first site to a second
site. 75. The nmethod of claim 74, wherein the first
and second sites are in different subjects. 76. The
met hod of claim 74, wherein the first and second sites
are in the same subject.77. The nethod of claim 74,
mhereln t he transplanted ceIIs tlssue ~or organ
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<170> Patentln version 3.3 <210> 1 <211> 404 <212> PRT
<213> Honop sapiens <400> 1 Met Ala Ala Jy Thr Al a Val
wa2go7Ab@2drp Val Leu Val Leu Ser Leu 1 5 10 15PTrjuseHdoy/001686
Ala Val Val Gy Ala An Asn lie Thr Ala Arg lie Gy

Gu 20 25 30 Pro Leu Val Leu Lys Cys Lys Gy Ala Pro

Lys Lys Pro Pro Gn Arg 35 40 45 Leu Gu Trp Lys Leu

Asn Thr Gy Arg Thr Qu Ala Trp Lys Val Leu 50 55 60

Ser Pro An Ay Gy Gy Pro Trp Asp Ser Val Ala Arg
s&lpiendesuhdPnce Gurdlly ddviBGearSionGhy VSmalie ulnRhenbedink¥ng the linker

r@%oé%ks%)}\éQl\l}E)eNiﬂ ﬁrsgesasndu% £ T’klgo % s9 %@Pﬁ;&%&gh RAGE.
Otsthe 1i0Rer k0% dob@priFy p pﬁptgie\nahng\agdlmal Pyntio: of the patPrbRAGE
s%t%n{% ?o?%?ar%lg, Jéfl iﬁte%\@'n @ﬁprﬂ%s'g’onﬂ_é% ngg%% %?farﬁh@a%ﬁ/g (e.g., 1-3, 1-5,
o1 3 01 @51-13 aniio aseis;/ Gistrean yndsé«vwr!s};rpampéisﬁQdD@IQ Thmay beused.
THRES, id bie éﬁlhﬁod-n%b'ntAﬁlQ 1&&5013}%% libRex c\%ﬁ%n@s\’Sﬂg% R 2|Sechpnsmg

Val Pro Asn al Ser Va
oty 7 R AL Gk RAGE, B frencrniey SEELTIN: Hh delting, for

ekfﬁle@ n 2561r 3, Glind-Sids1Bin Lffmr L80oMBE 1R nﬂ@rrbeﬁ)fséﬁ Ah@altemate
Pro Arg. Pro Thr Phe Ser

e'ziégdlsé%fmpﬂ@ @W TP%COQFV‘S% gegePreeARRy lwsleag dok lsemt@el or 80%
1d%lhﬁcéﬂ'k5r B Ridentca? SE ID 2R 21 ioe SEQTDAKO: 28.9 Val Trp
A n Leu 225 230 235

200 Ga oA 1ePliath thedoryy sribroa pariespgary i

n@uyallfhiowdatreahhof B4 £1 oMhaith In he embbdimey s tHel limkM&ha)PtE(ﬁnpnse SEQ ID

I\@?Z%S%regcgn% toggn(%n(%‘lmdsg {Sbé gllpleﬁgth @&E T, t}\?&}nker may

coraprise aepdptide RFENLBitRBB! FartorGlaf the @GR AREB sejuends [For example, a

. . .290 . 0. Hi
G5 AP, 0 1081 DA e o
degpstiqam FEEGHINGE 32 3G b useds Qr, Prgm@ity o EQ GPIN@ 22 may be used,
daét(?ng-rm e@xﬁplg 3 SQS o al103y1-6 Xmﬁror acﬁi%%ro%’?’gt}%;g éncg%fythe linker. For

Leu eu Ala Leu Gy
e{@é’ﬁplaly ogg eméaf!afr%‘@a W%H&rmraala éakq_rémﬁym@pgs«y SE@ IIDI-NO 24,

cErdsBbndih P toArindaGidd D -£360) GV G inRRIoRRth RAR: Mg c&l}gls@ 3£Q ID NO:
Ala Pro Gu Asn An Gu Gu

AQu
4‘?‘@“3%@%@ W%ar@’lﬁ apid 3 A* e n Ser Gu Gu Pro G u
Al a Bhatndatentioelly SHREpt3id ca3B6ks 3 bRPriddiny@ihdItdhdRFO

> . . .
plfazrr]r'lgceu%ically accepted carriers known in the art. In one embodiment, the

pharmaceutical carrier may be a liquid and the RAGE fusion protein or nucleic acid construct
may be in the form of a solution. In another embodiment, the pharmaceutically acceptable
carrier may be a solid in the form of a powder, a lyophilized powder, or a tablet. Or, the
pharmaceutical carrier may be a gel, suppository, or cream. In alternate embodiments, the
carrier may comprise a liposome, a microcapsule, a polymer encapsulated cell, or a virus.
Thus, the term pharmaceutically acceptable carrier encompasses, but is not limited to, any of
the standard pharmaceutically accepted carriers, such as water, alcohols, phosphate buffered
saline solution, sugars (e.g., sucrose or mannitol), oils or emulsions such as oil/water
emulsions or a trigyceride emulsion, various types of wetting agents, tablets, coated tablets
and capsules.

Administration of the RAGE fusion proteins of the present invention may employ

various routes. Thus, administration of the RAGE fusion protein of the present invention
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<211> 382 <212> PRT <213> Honp sapi ens <400> 2 Ala G n
Asn lie Thr Ala Arg lie Gy GQu Pro Leu Val Leu Lys

wapeo7ho®240 15 Lys Gy Ala Pro Lys Lys Pro ProPGrmus2igo001686

Leu Gu Trp Lys Leu Asn 20 25 30 Thr Ay Arg Thr Gu

Ala Trp Lys Val Leu Ser Pro Gn Gy Gy Gy 35 40 45

Pro Trp Asp Ser Val Ala Arg Val Leu Pro Asn Ay Ser

Leu Phe Leu 50 55 60 Pro Ala Val Gy lie Gdn Asp Qu

Gy lie Phe Arg Cys G n Ala Met 65 70 75 80 Asn Arg
nﬁsrmniﬁlgy ilnyrape@toneMrIP)Li;ajacﬁar MAgmafivelyAthg RAGE AfsibnMabtein may be

fmsi?sreg g §dﬂ[grt sJal f Qslagc?\éiogéls f§ 619 ﬁ%r%ébogv\é/ﬁanlt Fgﬁsgfi)nistration is

infeyenaps (lbfé)l T@E)RMWE ﬁ@ym pretEinZegy mmb@ucc@é suboptangédisly. In another

i p
o ke, Eufihoh b RfAGEaRef Touch Bk St s
&%@dl’mm pgindytiation i sThkingply AdpQ aﬁinyn@ra@o@rxuymlmlme release
%}@ﬁlel @Qr %ﬂmp@ %uﬁ&%n@@l% aﬁgﬁnl%_t?ﬂlognﬁy%%rusglytoltﬁeut é\{ﬁ&nlc disorders
r ro
whep twlfﬁﬁ@lggrat@ygs @érratﬁhe Ser Pro Gy Leu 180 185

190P|Tﬁe aGmH:eSméilg:o Bsiki6ité riybelif kheMofin BE 9 stetife 1@&:&3&@ Qolution in
Val 195 200 205 Qu Pro Val Pro Leu Gu
avg 4R PR Eter\?gy acpoptaple polyppy wvehigiey Smengths amta@leyvehlcles and
sAlbéntd/bht MhAbEERPIGHYd &2k Yvatdd RiMadr’ s Halutio8 B -Bitbnddyd, 1@tb|mc sodium
225 230 23 uégo Ala Gn PTO Ser. Pro. G n
Pyl OLYLRE 4P BT OB s Y AR it
ategate, Riveiny, bisGdine F}‘JhDsNﬁte krizwor biceidaelbuffes. Ghelinftotabld §6lution may

c%tgm%gll%g% %g?ot 2 SQ cl@mlcagr d%gt%%iog gad g%e %%fo\éa'llﬁﬁon.

Sebilizegsgnayl iaclvae awxuﬂﬂr@ &Beh atbutylkted h@iroxPaisdh YBEEA)Y and

oty TR, B T B, S8 g ke

(FLOéBG"OGaSF 49 eolaé@rn@s)y Ty golutian r@yalFheonidim atinpictobipl pegerivatives,
sd%h?ag @e&%}@ al%g?}%l Ghy pé@ﬁen’s’l ’ﬂleLsSHmIﬁ Hxaga&o%{fgta@r %ﬁ?t&gﬁfogreduce

a@f‘?ﬁﬂ@ﬂp S@F*a a@@ysarwt@%% PA‘tO@OIAPra opthen sufagigis BRewigHShe art. The

s@@lﬁbrﬁrﬁgy S84 c&dirin Gtér RIRHYe Uubh & 3 a@)lbr g‘ﬁfnesﬁrad@gf the osmotic
E%O’;rlibpro 370,375 380 <210> 3 <2T1> <21
prg

ﬁﬁorgﬁctﬁltg’ﬁ'sto Qgre]@glagto human blood.

The pharmaceutical compositions may be in the form of a sterile lyophilized powder

for injection upon reconstitution with a diluent. The diluent can be water for injection,
bacteriostatic water for injection, or sterile saline. The lyophilized powder may be produced
by freeze drying a solution of the fusion protein to produce the protein in dry form. As is
known in the art, the lyophilized protein generally has increased stability and a longer shelf
life than a liquid solution of the protein. The lyophilized powder (cake) many contain a buffer
to adjust the pH, as for example physiologically acceptable citrate, acetate, glycine, histidine,
phosphate, tris or succinate buffer. The lyophilized powder may also contain lyoprotectants to
maintain its physical and chemical stability. The commonly used lyoprotectants are non-
reducing sugars and disaccharides such as sucrose, mannitol, or trehalose. The lyophilized
powder may contain stabilizers to protect against chemical degradation and aggregate
formation. Stabilizers may include, but are not limited to antioxidants (BHA, BHT), buffers
(citrates, glycine, histidine), or surfactants (polysorbate 80, poloxamers). The lyophilized

powder may also contain antimicrobial preservatives, such as benzy! alcohol and parabens.
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Gn Asn He Thr Ala Arg He Gy Gu Pro Leu Val Leu
Lys Cys Lys 1 5 10 153y Ala Pro Lys 'Lys Pro Pro @ n
wéng7lew26 u Trp Lys Leu Asn Thr 20 25 30 Ay ACH/US07/001686

Gu Ala Trp Lys Val Leu Ser Pro An Gy Gy Gy Pro 35

40 45 Trp Asp Ser Val Ala Arg Val Leu Pro Asn Gy Ser

Leu Phe Leu Pro 50 55 60 Ala Val Gy lie @dn Asp Qu

Gy lie Phe Arg Cys G n Ala Met Asn 65 70 75 80 Arg

Asn Gy Lys Gu Thr Lys Ser Asn Tyr Arg Val Arg Val

- Thy tyoBhiliz8bp®gdes niay alserognt@insufpeiamg tp refiycel dgaregationisysh as, but not

hig{cd'% %@%&bgelko%%& py%l;(orﬁgxa 'Ijhg cé@nﬁ:zl&Qo%éé n\/z@l al?d' chtam

Cys Val Ser
a@gvezﬁz(e g1 S%2arg @r sajige) 1 pdipg thepsmotip yrqswe toskp %@ﬂa@pyuman blood

ﬁreBBn%hhﬁi‘én V@{he go%é\s Fhd %Q)pﬂfﬁgedhf@v% glagé}é&o%br{tafﬁ%ulkmg agents,

S‘l‘S’C?SfE}@fiW @%}’Clkaé’tﬁie??he Thr Leu Gn Ser Gu Leu Met
Val  The phirabdhudicA@mipbditidieForinfkclidibmed Misd\sp nPdh@ fdof a

%glng%ug%sagg T%‘séu%%ramgxggmgﬁa ol ola’%d;acg,?r mlgI tg tl'@ﬁwown methods
ublhg sﬂt@le\éﬂ&peﬁirﬁg &d wietfl@bag2fs and &sBéﬁlﬁ@égeﬁfsCﬂekc&ibe&lbbve In
a%go%asger@a ?ixgﬂ? gllﬁ\:{;‘}% c%/fv;;m@m‘éljy glova(f as.FﬁK/e % ssﬁﬂen%g% medium. For
tia puryade, BiyoblAdfi: 251230y B3&m@PAdPdGisingRyoth8ée mPno- da&ldiglycerides.

Aé%opglc: tglﬁ?}&% tngéyb%ﬁqufxy Ey alsipgr[d?rté‘tﬁy Etfv% &%@?l%ﬁqba vegetable

oft for Exampte pragi SR 8IvE DU, @S ofTmeorTyoilSarin@ysinkal of such as a

h@.\ﬁ p-gtHfﬁH for%?tﬁmé%r fa'ﬁlSl %m@!; ¥ucﬁr og&c?d7§n@§s% 13% pg:ﬂératlon of
Arg Al a

ingpiatdysy TQ@GII}Q%P%EPHPWY'FHFWWI adh@wlwﬁgevmfor@xym@e;beeswax hard

N S 28hi b -
pﬁgsﬁrﬂrycehlﬁ glc&% "lé'%ge éo%kbo@ﬂggnéaﬁit/'y %”_éﬁ?re%ﬁed%‘ygthl_e i Lerﬁof an anti

oxidantgugh avascabig 2535 \val |lie Leu Trp Gn Arg Arg G n

Arg Anhg pﬁrbﬁa@u@lc@c@ Qtléﬁésof@lﬁ&)rgégt B3 ¢entida Gnayr a@so(EeUn the form of
Asn dn G u Qu Arg Ala Gu Leu Asn G

o3 qbrionss cRioRs HoprgionraTh SbGrpsTIEY BER vesfable oi,for
eldiipled olivebil oPafcki¥ @il 30i% mikerakail, For ékaﬁ@l:ﬂa?hcﬁﬁ@ pfrﬂﬁ'ﬁ?or a mixture
ens. <40

FRor Gy RIS TT BERF SRl U O Sy TR ) or e pE g
a€alcya ol ganMiad gadéaith, GatnradlyaocGhmind pbodphetidelay foAbaamirigsdyi bean, lecithin,
% Xstgs lc‘ir% m%%st%%:ggngé'ﬁ'glﬂr\fgljty A‘cecH; a%x %e)gloﬁ a%lb(}?‘dngey féal‘l e§ample
sorbitan monooleate and condensation products of said partial esters with ethylene oxide, for
example polyoxyethylene sorbitan.

Agqueous suspensions may also contain the active compounds in admixture with
excipients. Such excipients may include suspending agents, for example sodium
carboxymethylcellulose, methylcellulose, hydroxypropylmethylcellulose, sodium alginate,
polyvinylpyrrolidone, gum tragacanth and gum acacia; dispersing or wetting agents, such as a
naturally-occurring phosphatide such as lecithin, or condensation products of an alkylene
oxide with fatty acids, for example polyoxyethylene stearate, or condensation products of
ethylene oxide with long chain aliphatic alcohols, for example, heptadecaethyl-
eneoxycetanol, or condensation products of ethylene oxide with partial esters derived from

fatty acids and a hexitol such as polyoxyethylene sorbitol monooleate, or condensation

53



10

15

20

25

30

35 40 45 Leu Gu Trp Lys Leu Asn Thr Ay Arg Thr Gu
Ala Trp Lys Val Leu 50 55 60 Ser Pro G n Gy Ay Ay

wene7/094926 Asp Ser Val Ala Arg Val Leu Pro 65 78CTAS8®7/001686

Asn Gy Ser Leu Phe Leu Pro Ala Val Gy lie An Asp
Gu Gy He 85 90 95Phe Arg Cys A n Ala Met Asn Arg
Asn Ay Lys GQu Thr Lys Ser Asn 100 105 110 Tyr Arg
Val Arg Val Tyr Gn lie Pro Gy Lys Pro Qu lie Val
Asp 115 120 125 Ser Ala Ser Qu Leu Thr Ala Gy Val
pRydncififl ethyen¥/atidéwth PartiaCyserd 3€hvka Frobd fittyatidSend kéxitol anhydrides,

d er. Tyr .Pro Ala.dy Thr euSerTrpHisLeuAsp
f(ﬂ% a'%%:' pf%%e %ﬁ‘d‘ ‘& {/ﬁltﬁ?éoﬁ?deieu Val Pro Asn Qu Lys
Gy Unspesihle powddry snd@ram@Gssuitéie fofprdpatntidh of Ax gqulbgs suspension
i .
b é%e %ﬂ@x ?gcg “;QWr n@g%r He EQ %ctﬂ% co ldurg fla gﬁﬁxt%%wb a dispersing
aggry, opRENting agﬁé @éronabs H@%PFE@@WZIGQS &mfaﬁh@fﬁfsewaiﬁ%@, dispersing

Thr Ala Pro 210
%ﬂfs Iaﬁ&lSlPlrbgndgqggaéFé’lhé aér&sall@d'llgrggveélrg Pro Val Pro Leu

G u &hgcempositians may alspdHein thefamn ofiguppesitoviey focrastabadministration of
t#d donfglodindd of 1Y ﬁvé{ﬁ‘lionA}l'ﬁesP ch g)éitlgsyca;[ BE p}é%!trea- By n%ﬁﬁ%g the drug

250 55 Leu Thr Cys d G@n Pro Ser Pro
e Jupiad F‘«l.ngnw&ﬁnéﬁxez@@ntz‘@m olig at omdipary tymperrtupgs put liquid at
tHerdcthY t8mberd i £hdRill ey mEl th t}c{al'echﬁkltd t’eﬁaieQHe ér(i3. 86h materials

2 % i P%\é Pro %(? ng) y Thr Tyr Ser
'@3’5"3\?8?% %te‘rﬂ’rd thydgne rgé‘i‘mlé‘ér Hs Ay Pro

G n Bbutofienl Ve Gréiings, Yiatm&ed, jdiliss, &ﬂﬁndﬂrsl or afldperdidhs 3&5a1nmg the

[ u.Pro.d u Gdu. Gy Pro.Thr

o{JpoteS off) i besbu s aho ¥t fons ey T insfis mouth
wadhes afd 2argleRT SwifibBoprbimmmtisey) petisida @CuctbasMBHA Gnd BABT) dispersants,

y GQu Pro Leu Val Leu Lys Cys 1
S&&a%ta-gw @&%&a%@u ro Lys Lys Pro Pro Gn Arg Leu

GI u Th@cqrygoumémombﬁp@@e@ HvgatiophmaGilyo g ghiliniste@dinAheaform of
I (53‘3n1eyc§11V@r!y %f&nssgﬁchparsgmgl 'ﬁm(ﬂrxelgr¥e%¥s,é§ ?ﬂméﬁaﬂeglcles and

As Val Leu Pro
a @ﬁars'eﬂslss d@PWeAmy\balfom;eyl fmr@a@mptx\sﬁpl@suhc@p}ds such as

Ihdl@sté?Bﬁ Bhrgatise, 6F Ratfifich&meé0 75 80 Asn Arg Asn
© Ly ssellgaThr f’]hdlségr dggn w}/reAr Val Arg Val Tyr 85
S

00" 9B e bRy jrerspepepRsisf thepreseybinvonsion Seay bajreedified to

fubier £ekdid EEHraﬁ-&U fro helddRuthdiOn BY ﬂlegaldhé/@{zﬂ%@@ WYhe le¥odiment, the

Ser Qu G r
cc}/mpoundg may li)e %}{)‘zxﬁeﬁ by the covalent a achment of water-soluble polymers such as

polyethylene glycol (PEG), copolymers of PEG and polypropylene glycol,
polyvinylpyrrolidone or polyproline, carboxymethyl cellulose, dextran, polyvinyl alcohol,
and the like. Such modifications also may increase the compound’s solubility in aqueous
solution. Polymers such as PEG may be covalently attached to one or more reactive amino
residues, sulfydryl residues 6r carboxyl residues. Numerous activated forms of PEG have
been described, including active esters of carboxylic acid or carbonate derivatives,
particularly those in which the leaving groups are N-hydroxsuccinimide, p-nitrophenol,
imdazole or 1-hydroxy-2-nitrobenzene-3 sulfone for reaction with amino groups, multimode
or halo acetyl derivatives for reaction with sulfhydryl groups, and amino hydrazine or

hydrazide derivatives for reaction with carbohydrate groups.
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115 120 125 Pro Ala Gy Thr Leu Ser Trp H's Leu Asp
Ay Lys Pro Leu Val Pro 130 135 ' 140 Asn Gu Lys Gy
woabo7®es92val Lys Qu G n Thr Arg Ar.g H s Pro &wusd®7/001686

150 155 160 Thr Gy Leu Phe Thr Leu G n Ser GQu Leu

Met Val Thr Pro Ala Arg 165 170 175 Ay Ay Asp Pro

Arg "Pro Thr Phe Ser Cys Ser Phe Ser Pro Gy Leu 180

185 190Pro Arg His Arg Ala Leu Arg Thr Ala Pro lie Gn

Pro Arg Val Trp 195 200 205 Gu Pro Val Pro Leu Gu

G u ¥albitichil. mdtRetds\fad prM&HrathLbf BE&elﬂfmﬂl&ioﬁiGzh&hSna&% used with

t}g %SI%PI‘(%/;PIBS tglég MAY ng% ‘ﬂ%’ axe gesaia%e ?.éguat%:?er GS 267 958, and

5lsee,6rs Trp Met Lys Asp Gy Val Pro Leu 245 250 255

Pr ¥ b} ﬁé O i 0 tfgg‘e%%eﬁﬁvela 1011, R%gilﬁ $810n grol{el&gf the invention
"Malbeﬁdtlhzéﬂm aﬂﬁwalﬁeherﬁenmt-lpscdﬁwndhoo ﬂze'r'@e%@trm«eﬁ with other

k@\k}n é%ﬁap%tgc %@t ng é@fov\)ﬁ&gols$%%n A}cﬁadéhx‘?e @t gvf ?djga%ts and

adgitioige Khe@ppuﬂye@gemswm&n&me ailfzed mm@naﬁzwmthe RAGE fusion
> Tl <400> 6 G n Asn lie Thr

p%@’gm‘ﬁ% o ?’E’e TSAREAR, SHOD7, Lys Oys Lys 1 5 10

15 @hamwzmclwmwg Leu Gu Trp Lys

1LeU A3 @5 3o lobpt T b Bbitedl, SesladeSisil

Loy ATt oo ? dg &Y Pro 35 40 45 rTrﬂgaAsplsgia n

Val OéafRP@‘nQ/al Leu Pro Asn Gy Ser Leu Phe Leu Pro 50

255 6&nﬁb@t1¥§|Bl@>M Ein D £anBrubidin, BdkoMdbicidd € Phe Arg Cys

3G AR e e b e

Pro ®eycdpyspulng aqll vytbioRic\dahceAshenbstherdpeamtiSagentd u Leu

toye D Ahplod v E el i rem B Bk L Gy

5Thr Beun@es: Tarpoxifes, Odtenatids pce@ty, FinasteRdg FieamMal Pr o

Asn 2140 G W Lys Gu d@n
®Thr k?"q"%&‘? g S PG ‘f@f 1‘%*“5?2% I‘lgfdeﬁ“ﬁ 160 Gy Leu
Phe Thr Leu A n Ser GI u Leu l\/bt VaI Thr Pro Al a Arg

Gy
Ser : J 1c g0 AT

1Al a B@algmlgs 'th'fpnma Pro |i e Adn Pro Arg Val Trp Gu
2195 2@%69%\1&’&%&4@& anfi¢ Qniji'ﬁ'ﬁ*nﬁ)él &la%s)V%upﬁle‘n lf@d&ﬁrc)é@h Diclofenac

VaI
DMARDs (Dlsease Modlfymg Antirheumatic drugs): Methotrexate, gold

preparations, hydroxychloroquine, sulfasalazine
4. Biologic Response Modifiers, DMARDs: Etanercept, Infliximab
Glucocorticoids, such as beclomethasone, methylprednisolone, betamethasone,

prednisone, dexamethasone, and hydrocortisone

Pharmacologic classifications of treatment for Diabetes Mellitus
Sulfonylureas: Tolbutamide, Tolazamide, Glyburide, Glipizide

Biguanides: Metformin

Miscellaneous oral agents: Acarbose, Troglitazone

W=

Insulin
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Ala Val Ala Pro Ay Gy Thr Val Thr Leu Thr Cys Gu
Val Pro Ala 225 230 235 240 G n Pro Ser Pro An lie
weli2eo7op2bket Lys Asp Gy Val Pro Leu Pro 245 2BOTAS2007/001686
Leu Pro Pro Ser Pro Val Leu lie Leu Pro Qu lie Gy
Pro G n Asp 260 265 270 G n Gy Thr Tyr Ser Cys Val
Ala Thr Hs Ser Ser Hs Gy Pro Gn 275 280 285 Qu
Ser Arg Ala Val Ser lie Ser lielie Qu Pro Gy Qu
Gu Ay 290 295 300 Pro Thr Ala Ay Ser Val Gy dy

Ser @hgnﬁaﬁul@cﬁlﬁﬁﬁcaﬂcﬁns 3t beatRdbd For’ AleRditier’9 Disedde? >
PRT< f algl) ns <400>. 7laA| Asn He Thr Al a
IArg | ‘Eisye‘@ej PLeu VAT fe °’L§?%Z‘Q\/s 15 10 15 Lys
Qy /)QerpEsrdhohgss LysHEropeﬂRiom, THioriddzgelLeu Ju Trp Lys
Leu n. .20 25 30 Th Val
3|._e u géntlds?ressaatg b&fl?%ameg E gl%ﬁﬁthSTazgdoﬂ ,EP gxetl

Aal MAmgicduglsdats: LeuCE’rbamAmpn@l Yalgeric k@d Phe Leu 50 55
60 Pro Ala Val Gy lie Gn Asp Gu Gy lie Phe Arg Cys

Gn Ala Met 65 70 75 80 Asn Arg Asn Gy Lys Gu Thr
Lys $ern pwhodiyentithy comipositiens8s t@(pre2a0nvetion ey cBiprise a

tﬁ%&ﬁeﬁh?ﬁl—; e??elﬁ% etrl%mt é@&’kﬁ@% 400 Ero‘%enﬁr{‘cd%%indﬂoﬁ \Jh‘)ra  single or

g Gdy GQu Pro Leu Val Leu
m@tlpjr:;a Nlanqbrﬂ@rwgtlw@npr é&n miditiag tg ﬂm %ﬁee@ e@FQforFrdﬁSGD}vgd the

f‘a@é’lﬁlﬁé %e?ﬂeug@a&%ts%éﬂeyuséd & chibirfaibn Mid 1 RAYS fdRh proteins of
Leu Ser Pro.dn d Pro 35 40 45 Trp Asp Ser

e AP Riopa ImiEioMPBeAS ISR 88 YISO Ak elifsy EPgpycin and
oder B - P Ay Y midnoshpedamis Asp Gu Ay lie F’he Ar g Q/S

Gn Ala Mt n65707580Ar Asn G

Lys érépnepgmb eIy Exevmselﬁﬁxbvegg yyay glft%org pgzzicfja method of treating
18%2h&‘zllaﬁﬁa'l'dls’eaﬂéiﬂhblﬂmuﬁl&bh@ﬁ&ng4&917mﬁerﬂdgao @istibjéG fin hée@d thereof,

e R R
agygs }ec2l f36in ti]foupl €bnsidtidgo 2% ydating agei, antimetabolites, plant
alkaloids, antibiotics, hormones, biologic response modifiers, analgesics, NSAIDs,
DMARDs, biologic response modifiers (e.g., glucocorticoids), sulfonylureas, biguanides,
insulin, cholinesterase inhibitors, antipsychotics, antidepressants, anticonvulsants, and
immunosuppressants, such as cyclosporin, tacrolimus, rapamycin and other FK-506 type
immunosuppressants. In a further embodiment, the present invention provides the
pharmaceutical composition of the invention as described above, further comprising one or
more therapeutic agents selected from the group consisting of alkylating agents,
antimetabolites, plant alkaloids, antibiotics, hormones, biologic response modifiers,
analgesics, NSAIDs, DMARDs, biologic response modifiers (e.g.,glucocorticoids),
sulfonylureas, biguanides, insulin, cholinesterase inhibitors, antipsychotics, antidepressants,
anticonvulsants, and immunosuppressants, such as cyclosporin, tacrolimus, rapamycin and
other FK-506 type immunosuppressants.
EXAMPLES
Features and advantages of the inventive concept covered by the present invention are

further illustrated in the examples which follow.
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<213> Honp sapiens <400> 10 G n Asn lie Thr Ala Arg
lie Gy Gu Pro Leu Val Leu Lys Cys Lys 1 5 10 15 dy

wahkeo7Pwe2kys Lys Pro Pro G n Arg Leu Qu Trp LPeTAB203/001686

<210> 11 <211> 98 <212> PRT <213> Honp sapi ens <400>
11 Pro Gu lie Val Asp Ser Ala Ser Gu Leu Thr Ala Gy
Val Pro Asn 1 5 10 15 Lys Val Gy Thr Cys Val Ser GQu
Gy Ser Tyr Pro Ala Gy Thr Leu 20 25 30 Ser Trp Hi s
Leu Asp Gy Lys Pro Leu Val Pro Asn Qu Lys Gy Val 35
FiQndhe $&¢ Pialuctiys o RAGH Fusibn PAstgindrg His Pro Gu Thr

€] Phe .Thr 50 55 6 . )
C @A i a e c an
WAB-Q%;AI e,8§’ c%’}\bgée &ﬁ% 5 P ?'g?G f@l])]'ﬁ“hgs’l:reigljeg? 0111:> g&uences (ie.,

rm sapi en ro Arg Vval
ligatiorPprodiass) v@re then wsvﬁerd iGPaDN&S- l\@qprq?alpn reqorl@mmoquA) The
nla[:lglcqcﬂi sggyeng:sythﬂ é'ﬁcycﬁl th@i{_@dﬁ ﬂsﬁmﬁ})rc@ﬁ'{ ca_clﬁﬁg forE shown in

er Pro

F@}ﬁ 2 rued Hi Borflr - %@E@%OTBE‘OW A @cylwld $8981158 lgrom 1to 753

(E‘gﬁhé}ﬁéﬂ R eAcodes tHe rl@k&@'N {eBHinki ﬁro{eﬁﬂseaﬁ&cg Whe?éhs B nucleic
ItTe Ay Pro Gn Asp Gn €HyThrTrSer

apighsegpepcaEpmaiy4 19 1 389 %O@éﬁh 55 R ITHeEuRECh 2>5e‘?°/§ITTP 3000,
th¥ Buodidadia lseqS@xﬁce&'f_an@ t6-2dDnighBighidd ir?bol@)]en:é&ieg I RAGE N-terminal
e SR s 0 A A Bl S e 1
pﬂtym/kleqluelﬁw(FIIQSB)Lys Pro Pro Gn Arg Leu Gu Trp Lys

l[:ﬂ uge% %@ fﬂﬁ‘?fy @A{eg%%am&@xargss&n \4 {o[%s éénpprgmrg the nucleic
avall seéixamcﬁrq:fclth/al SHEIP R 3A$)n SBIDSEO: Meweﬁh@bbetnarsﬂr@@ into
C%O %ﬂ? a%'ﬁg%lyea{t) r%%[?ghtg &%ense%?%d%%egn&ci r%l%"?c AE&C%& by the
Sesmidend dlgnedAdtjglvpiodpging vgnes‘p} de®sted (by g’gestem Blot ana]y51s of
supernatant were expanded and the gene product was purified by affinity chromatography

using Protein A columns. Expression was optimized so that cells were producing
recombinant TTP-4000 at levels of about 1.3 grams per liter.
Example 1B: Production of RAGE Fusion Proteins

A plasmid was constructed to express RAGE-IgG fusion proteins. The plasmid was
constructed by ligating a 5' cDNA sequence from human RAGE with a 3' cDNA sequence
from human IgG (y1). PCR was used to amplify the cDNA. Further, on the 5' end, the PCR
primer added an Eco RI restriction enzyme site from cloning and a Kozak consensus
translation initiation sequence. On the 3' end, the PCR primer added a Xho I restriction just
past the terminal codon. On the 3' end, the PCR primer also included two silent base changes
that remove a cryptic RNA splice site in the immunoglobulin portion near the terminal codon.
The codon encoding for proline (residue 409 based on numbering in the protein sequence in
SEQ ID NO: 32) was changed from CCG to CCC, and the codon encoding for glycine
(residue 410 based on numbering in the protein sequence in SEQ ID NO: 32) was changed
from GGT to GGG. The PCR fragment was digested with Eco RI and Xho I and then
inserted into a retrovector plasmid (pCNS-newMCS-WPRE (new ori), available from Gala,
Inc.) that had been digested with Mfe I (to form a compatable end with Eco RI) and digested
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Gnlie Pro Ay Lys 100 <210> 14 <211> 100 <212> PRT

<213> Hono sapiens <400> 14 G n Asn lie Thr Ala Arg
woOi2e07@byw26l u Pro Leu Val Leu Lys Cys Lys 1 - 5PaO/U$2007/001686
Gy Ala Pro Lys Lys Pro Pro G n Arg Leu Gu Trp Lys

Leu Asn Thr 20 25 30 Gy Arg Thr Gu Ala Trp Lys Val

Leu Ser Pro An Gy Gy Gy Pro 35 40 45 Trp Asp Ser

Val Ala Arg Val Leu Pro Asn Gy Ser Leu Phe Leu Pro 50

55 60 Ala Val Gy lie @dn Asp Qu Gy lie Phe Arg Cys
wafhrixig b Tt ingeried prtivg of thegpnad glasmid @idyclanjas j@herionk were sequenced

A ~Iyr Gn 85 90 95 lie

téﬁ%{%“ﬁ%a {Borklodenfll i e YRbink) <212> PRT <213>

Hono T@am) g the/RSE G Apdomopreteas thg ¢x@reppipn ApGoTGogprismg the
nib¥icEctd £herks YEYab IJJ©U54-N/§S {bly grat%féc@edllﬁd%cgﬂsy Al a

Pro Lys Lys Pro Pro G n Leu Qu Tr s Leu Asn 20

25 3Fhyedugnse offhgyisqiated @A&gli\ﬁ&wwpgote 'PV& 0Q0es¥Prsssedpyghe
tighFebeby cdlsYvdAchnBmedby4aR6ws chhRcRSiRatioR sndads aé\laﬁlhe@\'S%Q ID NO: 34
Val Leu Pro Asn %S%Ser Leu Phe Leu 50 55 SO Pr

oy SPARND} 36 RIS NGT 4 g SRDATG” 8 <o apignal sequence
evide6 Byﬁﬁb f715t BOankinB adiag o SEQ ﬁ)wcb,yssz st 1ehRéd AnasthSBE terminal

al Val . 95 d.n | |
TPl At (VTP e 4 et el gigacterization
stidfes 111136 sl%\aedilycosi&ﬂm difes 4292 and W38 &KGh2ed diRluntb2tidg of SEQ ID NO:

e T VRV RO ATE X —

its ystebpmaPresidfy cledSled Oﬁfrtgmluglma @bst-tihngatiome] inedifidstivrifhien2@pressed

é@g%%@gtgyg%se u Ala Trp Lys Val Leu Ser Pro @n

40 45 Trp AspSer VaI AI a Arg Val

Gly I;le Glpvml%gbga{ng e Phe Arg QIS Gn Ala Mt
Asn 65 Lys Gu Thr Lys Ser Asn
Tyr Krnngé].A@]E élgvaj% WEyG cqgtqqi onto the surface of Maxisorb plates at a

concentration of 5 micrograms per well. Plates were incubated at 4°C overnight. Following

ligand incubation, plates were aspirated and a blocking buffer of 1% BSA in 50 mM
imidizole buffer (pH 7.2) was added to the plates for 1 hour at room temperature. The plates
were then aspirated and/or washed with wash buffer (20 mM Imidizole, 150 mM NaCl,
0.05% Tween-20, 5 mM CaCl; and 5SmM MgCl,, pH 7.2). A solution of TTP-3000 (TT3) at
an initial concentration of 1.082 mg/mL and a solution of TTP-4000 (TT4) at an initial
concentration of 370 pg/mL were prepared. The RAGE fusion protein was added at
increasing dilutions of the initial sample. The RAGE fusion protein was allowed to incubate
with the immobilized ligand at 37°C for one hour after which the plate was washed and
assayed for binding of the RAGE fusion protein. Binding was detected by the addition of an
immunodetection complex containing a monoclonal mouse anti-human IgG1 diluted 1:11,000
to a final assay concentration (FAC) of 21 ng/100 pL, a biotinylated goat anti-mouse IgG
diluted 1:500, to a FAC of 500 ng/uL, and an avidin-linked alkaline phosphatase. The
complex was incubated with the immobilized RAGE fusion protein for one hour at room
temperature after which the plate was washed and the alkaline phosphatase substrate para-
nitrophenylphosphate (PNPP) was added. Binding of the complex to the immobilized RAGE
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85 90 95 He Pro Ay Lys Pro Gu He Val Asp Ser Ala

Ser Gu Leu Thr Ala 100 105 H O Ay <210> 17<211> 204
We20P9PRd <213> Honp sapi ens <400> 17 Al a A nP&smskioe/001686
Thr Ala Arg lie Gy Gu Pro Leu Val Leu Lys Cys 1 5 10

15 Lys Gy Ala Pro Lys Lys Pro Pro G n Arg Leu Qu Trp

Lys Leu Asn 20 25 30 Thr Ay Arg Thr Qu Ala Trp Lys

Val Leu Ser Pro An Gy Gy Gy 35 40 45 Pro Trp Asp

Ser Val Ala Arg Val Leu Pro Asn Gy Ser Leu Phe Leu 50
fasforGrotiowAé quariafiedchy measarify borABidnl of PEPP thiprdhigrotlidhol (PNP)

5 70 75 8 Asn Gy Lys Gu
R ‘%’ S“reggs‘ﬁ“?"’i’h pige s 2\33‘0% “Tyr 85 90 95 G n
lie Prsoll@hy!teldys FP307 @elRAGE fivadn PoEirBETPAIG0IET4 Gind TTP-3000

39 Rell A 8 BT B Yoo

a gmphgtetie (A1gpho) Tipthejabscnerofitgandsliy., BfA Rrating elond/E3SA or BSA +

R 458 RO Bl el v o

ﬂLﬁ‘e‘UmFlH@dfF‘ﬁ?th_nél?mHlW S¥herepmyloid betis used as1th¢ lapeled Agemd it may be

n@(%/egsaégrﬁ) ﬂsﬁglc%%a?e %gmgoyd 'ﬁegﬁbé]?g% tﬁt‘ﬁsgss%)}rg oPrgF}r‘ﬁEulPEgn §§1§r allow the

amypidhbefa tu3plingagreate INOQI@FC‘& sheed fym aﬂ%ylzme@mexsp@@rennally

bﬁﬂk&RAl@Blﬁén&M&Tfﬁéﬁaidﬂ@ém sapi ens <400> 18 G n Asn
u Pro . Leu Val

I Thr u
Llyg 1%6 %fé%ﬁﬂ?% Jeracian prtyeesy %A@%ﬁvlﬂrb@ PIogjns TTP-
4®0JaﬁBr”.ﬁI‘IL§3900_®i1h MGErhganaQ1s%&ela9hﬁa¢anéﬁglemnoﬂa ik a RAGE

ll%:rﬁ:l 1L¥l§le¥o eff l{I'e ec()m tg V%‘l lE'ng %%G%% é% ég’fj"Lgéﬁ the RAGE

ﬁFQﬁB‘l rLretmri@r dn B‘@Sé&ﬁud‘i& Mn&loifabetﬂjy bbtapwhd inrAckilifddbnG@ Maxisorb
plée ar{> %Aélﬁq:u%é P geln %lc%d N?EiesAslg]ed '&"%83 OaIF15 ﬂ\? §oq,aa|gR$§E ligand was
a@eﬁ tg 5019@ oBye wedls F’lrtbe @nye ﬂuys aﬂho RAGE hisen\yadteibsp Ser

Al a ﬁ%as%ﬁhd-tﬁyt tﬁ@féA@Eah% éqé bé}Qb g\_lg@'ll"lﬁr lR)OAiETQ by about

Val
2&%30 ig%ﬁ w%/ie @Tﬁ 4ﬂﬁ? Wag gresmt a3 HrB}/IQLILba dllsporGF)DGL&bs When the

ifthA sbleHo8f TTP QO&@QaQ—@iﬂxtéld?’t%r afhBior of 10 or 30 (1:10 or 1:30), binding of the
RAGE fusion protein to the immobilized ligand was completely inhibited by the RAGE
ligand. Similarly, the RAGE ligand blocked binding of TTP-3000 (T'T3) by about 50%
where TTP-3000 was present at 360 pg/mL (1:3 dilution, FIG. 9). When the initial solution
of TTP-3000 was diluted by a factor of 10 (1:10), binding of the RAGE fusion protein to the
immobilized ligand was completely inhibited by the RAGE ligand. Thus, specificity of
binding of the RAGE fusion protein to the RAGE ligand was dose dependent. Also, as
shown in FIGS. 8 and 9, there was essentially no binding detected in the absence of RAGE
fusion protein, i.e., using only the immunodetection complex (*“Complex alone™).

B. Effect of RAGE fusion proteins in a cell based assays

Previous work has shown that the myeloid THP-1 cells may secrete TNF-a in
response to RAGE liga.nds. In this assay, THP-1 cells were cultured in RPMI-1640 media
supplemented with 10% FBS using a protocol provided by ATCC. The cells were induced to
secrete TNF-c via stimulation of RAGE with 0.1 mg/ml S100b both in the absence and the
presence of the RAGE fusion proteins TTP-3000 (TT3) or TTP-4000 (TT4) (10 pg), sSRAGE
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Gu Lys Ay Val Ser Vval Lys Qu Gn Thr Arg Arg Hi s
Pro Qu Thr 145 150 155 160 Gy Leu Phe Thr Leu Gn

weeno7@baw2beu Met Val Thr Pro Ala Arg Ay 165 1POTARZ007/001686

Gy Asp Pro Arg Pro Thr Phe Ser Cys Ser Phe Ser Pro
Gy Leu Pro 180 185 190 Arg His Arg Ala Leu Arg Thr
Ala Pro lie Gn 195 200 <210> 19 <211> 229 <212> PRT
<213> Hono sapi ens<400> 19 Ala G n Asn lie Thr Ala Arg
lie Ay Gu Pro Leu Val Leu Lys Cys 1 5 10 15 Lys Ay

(M agPasi A_yﬁniry&G:(rlo 1gy (.eGana Aegptive uor(ﬁolh) Tihe ah'ybanﬂ_(ﬁ’lTNF-a

sgchteéB}S%@ ﬁg}é-[ @ VX = gs§r§|3 Ed%‘ours aﬁtgr t;;? Sdcﬁ/s tbe égc%ileins to the

cof buldlraudinga Vammcmﬂall?;)ra@am BB ASat for JINFRin GQ&ELS)&&nES

I\%(r)xrr]ngegglohs, g&‘ .f6§¥l]7t rg%IgAg% %n Qtﬁgaﬁf ;ﬁi%gg%uuseﬁxgpgesins inhibit

thg/Sl(EbeA@@E-lﬂ@uced\p@dVaionmfg’W iM§heseB5119.0A9 ShaBminlHIG. 10, upon

T e T e

STP6b al m8anl KAQ) @hg/rewed‘liyrabcl@%%z@ 7@2’«5 r@p@tIAbla @usion protein

ﬁ?&ﬁolﬁg#afﬁgé ;ﬂéa@ﬁ's' e%%l:‘% éﬁ%ﬂ\/@né §g§@'{}€fi9ﬁ_f}°ﬁ%&%§ hdis SRAGE

(FKF- 18- gSpreticHy of fregnig mlomzi@ ﬂlesEA@@@egwcmf T&Ry44089 and TTP-3000
iR Wy the Ux&ﬂ'le%ﬁx vgﬂlé'h ig@#alé@et wz}éaéddg—ch{o SHR)@b SiBuiifed cells.
165.176/ 175 d ro Arg Pro he Ser %
AsiditiqmRd Tgld @nqbﬁith s t‘E“?’e%FSWOYB cEoe ﬁﬁvsls/saf JNE-% app {pob alone.

Ogﬁgigyéo%s mgllimﬁe\%i ?fignnath@c%m bgmpeblgo é@d T’EP-QO%@?)r RAGE

u r.Q a ro eu u u a n eu a

SPaHeress Pt BIecR e E fegign PIPEF B E5ho st IR CRCEMYRY AT HCiPlel alone was
aaa&K’erBOR&nﬁlﬂlﬂaé cdlPB 1£2ahde sBIRTthatdASaidiesiofIg®) A Shuman IgG

2 Thr, Al H P
WIHPUL 1 RATE a5 ey i o detabgdcal s Thbig el o § Tty fo the assay
sﬁo‘as Bk Rarde Bpveis of BINW-of a9S 1005 almael Asn Thr 20 25 30 Gy
Pro An Ay Gy

1o A a Arg Val Leu Pro
As n @oyie@emmgemhelﬂwe TTIé’tflOPﬁ @/05@1 1@56 6 Qupiriar Mzarm@ okirdtie profile as

%Bgf(%‘ﬁ ) ﬂrﬂanQIyA(ﬂi,eraP Ilﬁd Bx%u%ﬁ pﬁ]ﬁtéa‘lv@eré\/gltve]‘?‘gym%vezgus ™

injection of TTP-4000 (5mg/kg) and then plasma was assessed for the presence of TTP-4000.

In these experiments, two naive male monkeys received a single IV bolus dose of TTP-4000
(5mg/ml/kg) in a peripheral vein followed by an approximate 1.0 milliliter (mL) saline flush.
Blood samples (approximately 1.0 mL) were collected at pre-dose (i.e., prior to injection of
the TTP-4000), or at 0.083, 0.25, 0.5, 2, 4, 8, 12, 24, 48, 72, 96, 120, 168, 240, 288, and 336
hours post dose into tubes containing (lithium heparin). Following collection, the tubes were
placed on wet ice (maximum 30 minutes) until centrifugation under refrigeration (at 2 to 8°C)
at 1500 x g for-15 minutes. Each harvested plasma sample was then stored frozen (-70 °C
+10 © C) until assayed for RAGE polypeptide using an ELISA at various time-points
following the injection, as described in Example 6.

The kinetic profile shown in FIG. 11 reveals that once TTP-4000 has saturated its

Jligands as evidenced by the fairly steep slope of the alpha phase in 2 animals, it retains a

terminal half-life of greater than 300 hours. This half-life is significantly greater than the
half-life of human sRAGE in plasma (generally about 2 hours) and provides an opportunity
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Arg Asn Gy Lys Gu Thr Lys Ser Asn Tyr Arg Val Arg

Val Tyr G n 85 90 95 He Pro Gy Lys Pro Qu H e Val
wom7Bes926l a Ser G u Leu Thr Ala 100 105 H O GpPgTN&L007/001686
Pro Asn Lys Val Ay Thr Cys Val Ser u Ay Ser Tyr

Pro 115 120 125 Ala Gy Thr Leu Ser Trp Hs Leu Asp

Gy Lys Pro Leu Val Pro Asn 130 135 140 Ju Lys Qy

Val Ser Val Lys GQu G@n Thr Arg Arg His Pro Qu Thr

145 150 155 160 Gy Leu Phe Thr Leu G n Ser GQu Leu
fofeding¥ainj ﬁﬁbnﬂoo adMit@andt gmGkchrohfzSndidQiohd SIn(®IG. Ab padirddrve represents

S Pro d Leu Pro
o erchantBt) uRP B e SoRkeflEorflon]” A% bro h e
Mﬁ_ﬁwﬂ!ﬂ’l% 200" 205Pro Val Pro Leu

215 F3kfenGhProgRlopia o ieaSl gid ity B b oo oy raGE

fustargprotadn® TE-4H @ asconapaged t9 huyan 1205 r F@epentgracyaiogiwas measured

b'_yﬁa&xﬁg%ﬁ ge%refl%flr%%n{}ﬁl-lﬁa]c%ﬁs ElR;rexﬁgégg’ﬁewWch%%Q' frpﬁlese
<400> 2 l'ie u

Irp G
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sEmA1a8bA rdshiés @ INFAL Bec¥et o\ The BRRBURLFANE wad ddasiedd bxl_an Enzyme
<211> 20 <212> PRT <213> Honp sapi ens <400> 23 Val

Legled Imgnuppepseybgnt 4ssaptBLI8A |ie Val Asp Ser Ala Ser
A U Thbs, 10 thldaskBM th-Ehﬁye‘Nla c&it Mn@@l—ﬁ’zﬂ- RT2AE #98B13029 was maintained

> PR 13> <40 24 Thr Ala Pro lie
1&#@—.1@ gffégl SYB ETigteggﬁtggé 1oole vme(‘?fggp%gcc instructions.
TS aieaky1$105000E0,006 call O} &Gl Gerg MdGadaa gécrdtg URFCAIpIgOvia Fe receptor

s%gﬁﬁgl%yg %retcga tgcﬁtnegwgll gvgtgqgc %/%ve?l oq' either heat aggregated (63°C for 30
min) TTP-4000 or human IgG1. The amount of TNF-alpha secreted by the THP-1 cells was
measured in supernatants collected from 24 hours cultures of cells in the treated wells using a
commercially available TNF ELISA kit (R&D Systems, Minneapolis, MN # DTA00C) per
instructions.

Results are shown in FIG. 12 where it can be seen that TTP-4000 generates less than
2 ng/well TNF and IgG generated greater than 40 ng/well.
Example S: In vivo activity of TTP-4000

The activity of TTP-4000 was compared to SRAGE in several iz vivo models of

human disease.

A. TTP-4000 in an animal model of restenosis

The RAGE fusion protein TTP-4000 was evaluated in a diabetic rat model of restenosis
which involved measuring smooth muscle proliferation and intimal expansion 21 days
following vascular injury. In these experiments, balloon injury of left common carotid artery
was performed in Zucker diabetic and nondiabetic rats using standard procedure. A loading
dose (3mg/rat) of IgG, TTP-4000 or phosphate buffered saline (PBS) was administered
intraperitoneally (IP) one day prior injury. A maintenance dose was delivered every other
day until day 7 after injury (i.e., at day 1, 3, 5 and 7 after injury). The maintenance dose was
high = 1 mg/animal for one group, or low = 0.3 mg/animal for the second group. To measure
vascular smooth muscle cell (VSMC) proliferation, animals were sacrificed at 4 days and 21

days after injury.
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were randomly selected for testing by an operator blinded to the test group.

The results are expressed as the mean + standard deviations (SD). The significance of
differences in the amyloid and behavioral studies were analyzed using a t-test. Comparisons
were made between the 6-month-old APP control group and the TTP-4000 treated animals, as
well as, the 9-month-old APP vehicle treated group and the TTP-4000 treated animals.
Differences below 0.05 were considered significant. Percent changes in amyloid and behavior
were determined by taking the summation of the data in each group and dividing by the
comparison (i.e., 1, i.p./6 month control' = % change).

FIGS. 14A and 14B show that mice treated for 3 months with either TTP-4000 or
mouse SRAGE had fewer A plaques and less cognitive dysfunction than vehicle and
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re-anesthetized, rectal ternperature was recorded and the suture was removed and the incision

closed.

Infarct volume was determined by anesthetizing the animals with an intraperitoneal
injection of sodium pentobarbital (50 mg/kg) and then removing the brains. The brains were
then sectioned into four 2-mm sections through the infracted region and placed in 2%
triphenyltetrazolium chloride (TTC) for 30 minutes. After, the sections were placed in 4%
paraformaldehyde over night. The infarct area in each section was determined with a
computer-assisted image analysis system, consisting of a Power Macintosh computer
equipped with a Quick Capture frame grabber card, Hitachi CCD camera mounted on a
camera stand. NIH Image Analysis Software, v. 1.55 was used. The images were captured
and the total area of infarct was determined over the sections. A single operator blinded to

treatment status performed all measurements. Summing the infarct volumes of the sections
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e Redede S5SRcrdasm chgﬁétlgrﬁQ)f-ﬁD{G}#-ﬁiéld}@rot'étneﬁéﬁ 6380 nM. The
Thr Pro Qu Val Cys.Val Val Val Asp 245 250 255Val

ﬁnsgon@rate%]ﬁgapﬂ épt@gno%ﬂ; dq:_t%eq:xﬁén%pplwlgnaiyptle conjugated
whith1Katie 2BEbpB&Rse2HA is specific for the IgG portion of the fusion chimera. Relative
Kds were calculated using Graphpad Prizm software and match with established literature
values of RAGE-RAGE ligand values. HMG1B = Ampoterin, CML= Carboxymethyl Lysine,

A beta = Amyloid beta 1-40.

Example 8: Use of RAGE Fusion Protein to Prevent Allogeneic Transplant Rejection

RAGE blockade may be expected to block allogeneic transplant rejection. These
experiments explored whether blockade of ligand-RAGE interactions using a RAGE fusion
protein of the invention would attenuate rejection of islet cells that had been transplanted
from a healthy donor into a diabetic animal as measured by the length of time that the
transplanted animals maintained a blood glucose level below a target concentration. As
discussed herein, it was found that administration of a RAGE fusion protein (e.g., TTP-4000)
to diabetic animals that had received islet cell transplants significantly delayed the recurrence
of hyperglycemia and thus rejection of transplanted islet cells in two (allogeneic and

syngeneic) animal models of transplant.
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Asn Gy Lys Qu Tyr Lys Cys Lys Val Ser Asn Lys Al a

Leu Pro 305 310 315 320 Ala Pro lie Gu Lys Thr lie

Ser Lys Ala Lys Gy Gn Pro Arg Gu 325 330 335 Pro

G@n Val Tyr Thr Leu Pro Pro Ser Arg Asp Gu Leu Thr
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Thr 270 37‘6'088'61°r¥ﬁ‘e‘ﬁ1}'6"%5|'*’c5‘t%‘1“ 'BéYPCE\s Ser Asp Gy

Ser Fhefikhet bﬁékp&;ﬂheﬁe tesieﬁ SvhBﬁlEr é.’d?ﬁn&&Etuﬁﬂﬁ' aLR’AlGEH‘ﬁswn proteiri

Ser
450 e Frae Gt oot 19 8aGh Ye AR Br¥Eha H1G o ana e

rédiuSreﬂ_gél’ of thdbefek in A YS7SE6] [B4) midBe 4id8eldd@iabetes.Leu Ser

Pro Ay Lys. 4%3 5<‘%io§§31% t<211> 346 <212> PRT <213>
Artificia sapi ens <400> 35 Met Al a

Al a G5YBLHI (Ad8avedkloldi(B6)ahee epe Madie diabetivdly alsinglSmtravenous
.Ley. 1 5 ; y
ool sl St et SO ol YA e
BAJIB/cY (o-Svgelnpld) (BALBYmiceperved as danorsd@pnisigt tragspinipgion,3hus

pkcwi'dl Hnlﬁ@ﬁ%ﬁat&t?%r’%&trzm Iagtsy Arg Thr Gu Ala Trp
Leu Ser Igro AGn dy Gy Gy Pro Trp

Asp Ser VéﬂﬁAEf&_mﬂg Val Leu Pro 65 70 75 80 Asn Gy

ISIere gvgl'ée g!i@Lhﬁg “}gf@ar@gtﬁet\é@é v@)keiahﬂnﬁl@l/&ﬁ’m@ HCﬂ,d‘lutmn (Sigma,

Sky/u63 HOMAREy Gy GHecHDD of G5 BT oI Ak pbipgpedgalf sotuton
(MBBSTMrbca Orahnil Es1ANION'D) YonkalSingl G tfigd/th] b €01Maénabs P (Rddhe Diagnostics,
aal) E gﬁpe pél}cgea%e \rgergégrglic% y iy{%uﬁ? 311(&1%6{%@ ati?BC ¥%:20 mins. Islets
v&eﬁd:lwbﬂied Iwigh EBBSS Atid)puliified By @lischitindalis gladiefdycenitdbgatibf) using
PiLC) 5su(f:£6o @éOﬂQﬁOTﬂﬁmf%QV%;ga\&S%f%r 1f{7;5unt %rgsitgs32%,:b3%, 20%, and
1804). Whh tikfus fragmerts at thy sntéiface b the RO% wdP 3@ laydi8 BveleBollected,
v%a%}(?e% ; éllsp%éed ?BIEB% Olrggjédl‘-gly st gre%?{)atﬁé?%ef%ﬂnaﬁﬁscular and
dgpiygl tispees@yere Tigndplicksd Opder by nveid¢d 18isrosaepe. 2iEBling Bighlyurified islets
for transplantation.

Islet Transplantation

Streptozotocin-induced diabetic C57BL/6 (B6) mice received islet grafts within 2
days of the diagnosis of diabetes. BALB/cJ (6-8 week old) (BALB) mice served as donors for
allogeneic islet transplantation. For transplantation, 500-600 freshly isolated islets (i.e.,
approximately 550 islet equivalents) from donor mice were picked up with an infusion set
and transplanted into the subcapular space of the right kidney of a recipient.

Treatment With Test Compounds

Test compounds were administered as soon as the islets were transplanted;
administration continued for about 60 days, depending upon how the control animal was
faring. Mice were injected with 0.25 ml of either phosphate buffered saline (PBS), TTP-
4000 in PBS, or IgG in PBS according to the regimen below (Table 3).
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(ﬁﬁd"ug')” g
Ncg ew@lother day

p(Q\%ﬂ) X ﬂ&‘i?ys 1P

B8 5 S
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bf Shmg/do&)egmouls_e
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days 1P

125 Met T1e Ser Arg Thr Pro Glu val Tnhr LyS Val Val
Val Asp Val Ser, 13 35 140 Hs Ju Asp Pro Qu Val

Lys Phe A&ﬁ%ﬁﬁaﬂwg—iﬁa}l&%—r@%ml Gu 145 150 155

160 Vaét gﬂﬁs ﬁﬁﬁﬁon(\lgas nyhitokbd b)b-%SlaPﬂSlﬁod\g@c& Undabwtefabits daily for the
Tyr., Asn r 165 Val Val

7 Yieks ot P8RRI loneR b sy oHieT g8 thaisegp Reversal of
tﬁﬂbptehy\&s @kfinefyas blops a@hsoky/levalal leSethaA200 gsdl Ahawb edhsecutive

rﬁagurﬁmenté Eiraéq E)s%vggs %? 2 I vg en b@ﬁ %&séﬁ%e%@ 2%%?11g/d1 on two

caiysecﬂﬁwe m@au@mn@r a‘hSeasuWagge AmnGhTablew. Thr Lys Asn
A n Val 225 230 235 240 Ser Leu Thr Cys Leu Val Lys
Gy Phe Tyr Pro Ser Asp lie Ala Val 245 250 255 du
Trp Gu Ser Asn Gy G n ProT@ble4Asn Asn Tyr Lys Thr

Thr Pro 260 2@ Prects %?f%rtﬁ)ggaﬁ#d%éﬂﬁ? Elé%ar&?ﬂntg y Ser

Phe Phe |eu Tyr

TTP-4000 TTP-4000 1gG
300ug LD + 300 ug+ 300 ug LD + 100
100 ug qod ip PBS 30 ug qod ip ug qod ip Untreated
(Group 1) (Group 2) (Group 3) (Group 4) control
14 9 13 8 9
16 8 14 9 8
13 10 12 10 9
13 8 12 8 10
12 11 11 8 9
16 8 11 8 8
15 8 8 9 11
14 8 8 11 9
7
9
8
9
Mean 14.125 8.75 11.125 8.875 8.833333
SD 1.457738 1.1649G5 2.167124 1.125992 1.029857
n 8 8 8 8 12

* Values reflect the day of graft loss for each animal as defined by recurrence of increased blood glucose levels.
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(it SR

G n Tyr Asn Ser Thr Tyr
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Lys %éf I::s \/al

Lo Faup HTTP 4000) Thi LCantral vs Group 3 (TTP 4000)

T ! ﬂjgﬁ’-s@\ir\é P DY “Pvalye '| Chi-Squirg,] DF P-value

Lbé’a%k@l’l@atel—&&c) Gy GmPrgAw g QU Pro[Gapoval 236221 1 0.0056

BeOW-ehad Rilcdxtl Pro BProisses Arg ASp @ GodogU| The.oddyS [AST 0.0268

TEby-Waad  Ser 225 2301238.82d0 [Leu IThr |Gpodlel VaPR12lys 1 0.0127

COkr Pro Ser |AsH-3Y e 1Al a 1\al 1GPA0024%5 28BI52EE ! 0.0378

%&“ﬁﬁ%ﬂ%ﬂ% ylg Bl e gy tasn LAy} | 0212 p ] 0.0127
rPro Pro 260 265 270 Val Leu Asp Ser Asp Gy Ser
Phe Phe Leu Tyr Ser Lys Leu Thr Val 275 280 285 Asp

Lys 8er Aldet Transgithtdion (d XoDshiceds S V6 aeobdt ,@/t%m%ﬁ{me Disease
Val l\/bt 290 295 3000 Hs Gu Ala Leu Hs Asn H s Tyr

Thr "erepqpd seiehf cxparingays teged whptheygeminigiraiipy RySGE Fﬁfseon protein (i.e.

T@P;etoby Si)r $223008Brod Iroddihf thelddmseFIRTectdbardibidn® in NOD mice,

api e
usﬁn a syngenelc NOD transplant model.

Animal Model of Diabetes

Spontaneous autoimmune non-obese diabetic mice (NOD/LtJ) (12-25 weeks old)
served as recipients for islet cells, while young pre-diabetic NOD/LtY mice (6-7 weeks old)
served as donors in syngeneic islet tranéplantation. Islets for transplantation were isolated as
described above in Section A (Allogeneic Islet Transplantation).

Islet transplantation:

Diabetic NOD/LtJ mice received islet grafts within 2 days of the diagnosis of
diabetes. 500-600 freshly isolated islets (approximately 550 islet equivalents) from donor
mice were picked up with an infusion set and transplanted into the subcapular space of the
right kidney.

Treatment With Test Compounds

Test compounds were administered as soon as the islets were transplanted and
continued for approximately 8 weeks. Mice were injected with 0.25 ml of either PBS, TTP-
4000 in PBS, or TTP-3000 in PBS according to the regimen below (Table 6).
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Val Il-\\b \vl 'I:J Qale 1k o 316~| Aol De A r‘jj \ /Al I\“-Jnlan 20 22(\
|J [¢4] —Q I ) ’I II. b} ..4‘51 uNI-\op ’l—: UN\JI lgglvlal ||-L'Y\ ,.I ll\,’”uu 2-Ia'u
45 m 1rp 1yrf Vat Agp Gy Yal—Guzyat—Hs AsmAazkys
Thr [Lys Pro 50 55 68 20
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Mean 39.875 38.42857 22.7271273
SD 3.758324 6.32079 1.8488326
n 8 7 11

* Values reflect the day of graft loss for each animal as defined by recurrence of increased blood

glucose levels.

The effects of administering TTP-4000 on rejection of syngeneic transplanted islets in

diabetic NOD mice are shown as a Kaplan-Meier Cumulative Survival Plot in FIG. 22. As

shown in the data of Table 7, there was an increase in the time before detection of graft
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awbo %@ﬁb ofyhe RAFE jmpmgungelobylip d@@amp? ﬁrﬂs&é‘ﬁo theyN-taminad gmino acid of
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5. The fusion protein of claim 2, wherein the RAGE polypeptide comprising an
mterdomain linker linked to a RAGE immunoglobulin domain comprises a fragment of a
full-length RAGE protein.

6. The fusion protein of claim 5, further comprising a first RAGE immunoglobulin
domain and a first RAGE interdomain linker linked to a second RAGE immunoglobulin
domain and a second RAGE interdomain linker, such that the N-terminal amino acid of the
first interdomain linker is linked to the C-terminal amino acid of the first RAGE
immunoglobulin domain, the N-terminal amino acid of the second RAGE immunoglobulin
domain is linked to C-terminal amino acid of the first interdomain linker, the N-terminal
amino acid of the second interdomain linker is linked to C-terminal amino acid of the second
RAGE immunoglobulin domain, and the C-terminal amino acid of the RAGE second
interdomain linker is directly linked to the N-terminal amino acid of the Cy2 immunoglobulin
domain or a portion of a Cy42 domain of an immunoglobulin.

7. The fusion protein of claim 6, comprising the amino acid sequence SEQ ID NO: 32,
SEQ ID NO: 33, SEQ ID NO: 34, or SEQ ID NO: 56.
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165 170 175 Gy Gy Asp Pro Arg Pro Thr Phe Ser Cys
Ser Phe Ser Pro Gy Leu 180 185 190Pro Arg His Arg Al a

waew7Avg2dhr Ala Pro He Gn Pro Arg Val Trp 196T282007/001686

205 Gu Pro Val Pro Leu Gu GQu Val Gn Leu Val Val
Gu Pro Qu Gy 210 215 220 Gy Ala Val Ala Pro Ay
Ay Thr Val Thr Leu Thr Cys Gu Val Pro 225 230 235
240 Ala A n Pro Ser Pro Gn He H's Trp Met Lys Asp
Gy Val Pro Leu 245 250 255 Pro Leu Pro Pro Ser Pro
8Val [Tad fidien dremsinRif@ldtns, tbrapiEing tRe am@onc2Bidqidhe BEQ 1D NO: 33

) n Thr, Tyr_Ser s _Val Hi er ser )
8D syt gs et S0 RO Lo i By pgrminar
lxsir@eamihb ecifiirezidBeuorRHS B WOES56 walhou 286 C28imid 10y Ghey/ariing acid
Ala dy Ser Val Gy Gy Ser Gy Leu Gy 305 310

°2210> 46 <211> 94 <212> PRT <213> Hono sapi ens
9<220The figsion ppE0 HEEMIREWh@RIrth¢ RAGE iniepdon24i@ Hinker directly linked to

tﬁsaﬂmmogwbuﬁ@%f dggalgeu %Qamﬂ sé%,q % ég%géllg) flEgi Eé*'ora

sqguymm G2} lwwwysienwl theret®rop SaznlDAN@ 2% 9r @sequEngs a_wst 90%

ide@Hc A8 25 30 Thr Gy Arg Thr GQu Ala Trp Lys Val

Leu Ser Pro Gn Gy Gy 35 40 45 Pro Trp Asp Ser

1001 Abs fusiep %Pmﬁélyglamé PAIAPIEYRE aSEpgle B GFhinmuglolpdinsiymain

llﬁﬁeﬁ ﬂa N@G@lntﬁi&nﬁlh @infaio ASON -@erg] thr{oeac%"@f ¥ fide
ﬁ%65707580AsnAr sGIu

C‘B}eﬂ%% mpppnoglepulig dogpy g ke @>C Y dosain of ap

im2bAsgléhilin<213> Hono sapi ens <220> <221> M SC_FEATURE

<222 . <223> Xaa=pyrogl ut ami ¢ aci.d <400> 47
Haa E‘%Hﬁé"h’ ﬂg‘ig%mf% FE‘KPA&A‘EC B gé“’ya‘@“ﬂ apif gequshes AFQ ID NO: 35,
SEQUDLY®: 6‘§§EQB)N@ 33, anSEQ@YNA:a7Pro Lys Lys Pro Pro
19 n %%&#%Hfﬁ;gm 81a%¥%02<9>m§)§‘1§§1%d€32gi91?10 %gid sgquence ID NO: 36

<212> Hors sapi en
without the C-terminal lysine amino amd residue, SEQ ID NO: 37 without the C-terminal

I‘

lysine amino acid residue, or SEQ ID NO: 57 without the C-terminal lysine amino acid
residue.

13. The fusion protein of claim 10, wherein the RAGE linker directly linked to the
immunoglobulin Ci;2 comprises SEQ ID NO: 21 or a sequence at least 90% identical thereto
or SEQ ID NO: 23 or a sequence at least 90% identical thereto.

14. An isolated nucleic acid sequence encoding the fusion protein of claim 1.

15. The isolated nucleic acid sequence of claim 14, wherein the RAGE polypeptide
comprises a RAGE interdomain linker linked to a RAGE immunoglobulin domain such that
the C-terminal amino acid of the RAGE immunoglobulin domain is linked to the N-terminal
amino acid of the interdomain linker, and the C-terminal amino acid of the RAGE
interdomain linker is directly linked to the N-terminal amino acid of a polypeptide
comprising a Cy2 domain of an immunoglobulin, or a portion thereof.

16. The nucleic acid of claim 15, comprising the sequence of SEQ ID NO: 30, or a
fragment thereof, or the sequence of SEQ ID NO: 31, or a fragment thereof, the sequence of
SEQ ID NO:54, or a fragment thereof, or the sequence of SEQ ID NO: 55, ora fragment
thereof.

17. An expression vector that encodes for the RAGE fusion protein of claim 1.
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<221> M SC EE ATURE <222> (1) ..(1) <223>

Xaa=pyroglutanm c acid <400> 48 Xaa Gu Asn lie Thr Al a
wongtwe26ly Gu Pro Leu Val Leu Lys Cys 1 5 18CTAISROpS/001686
Gy Ala Pro Lys Lys Pro Pro G n Arg Leu Gu Trp Lys

Leu Asn 20 25 30 Thr Gy Arg Thr Gu Ala Trp Lys Val

Leu Ser Pro An Gy Gy Gy 35 40 45 Pro Trp Asp Ser

Val Ala Arg Val Leu Pro Asn Gy Ser Leu Phe Leu 50 55

60 Pro Ala Val Gy lie Gn Asp Gu Gy lie Phe Arg Cys

161 N Aha elvfprlessidn vedtof Bf 8RS 17, Ak Berdiathd R X GEYSolfgeptidd donkpties a

e a0 YOG i bbplobui agif shf i the C-
terapnaé Iamufcﬁﬁﬁrboﬁtﬂé RAGY BEntoATdUREn 423221 i§ Ih)ked 16 the NeBs2ditnal amino
%‘%TWG 1%%'1‘&]0% PE%?I nd?ﬁ%ﬁ %na%%%m%‘d;:ldo‘s fn(ge %Ggmte;?‘éomam
11@<9r lAkiae@lydlrﬂcyé to the NRepmiRplanghe aoﬂg gf& ileﬂTml da_t'p)’nmirfrllg a Cy2
. a
dhﬁlldnﬁocfrhnggmg.% %ﬂ@aﬁﬁ{ &ﬁ ¥ éﬁ[lg éh-gwfg u a Irp Lys

Leu Ser Pro 45 Pro Trp Asp Ser

19al Alhg epprgssi VCE’@Q oﬁlemAé canyrisipg thesaquehes $EQ IBNG30, or a
f%%mpﬁpth@tleéf \J@sEg‘lm rhoeslGopa ﬁé@ngt%e%&f éw IB'Nb Oor%gmem
thegeofser SEQ FP K- 5&@%4grmngﬂvmoﬁyr 85 90 95 GI n I|e

2Br 0 @ delltvshsfEERd @ith thé SpYRbioABotSeSf iR 19S6ucttht 't-l%léell expresses
Thr, 100 105 110 Al a ﬁ <210> 50 <211> 204 <212> PRT

2 195 9% PIGHHR YR Repyppstif GrocHphsto appbypeptide comprising
a. C;(Zilc)onﬁl’n?ﬁﬁanxélﬁmﬁ%éﬂghlm & zpfbdrﬁorﬁ@ﬂ adcﬁ&gx\?/alé er e}ﬁaanﬁidbglobulm
Asn lie_ Thr eu Val

2@ S fx %elll’t&mi ctfg évn%l {}e %pées B VE(S‘}Z%I‘ ch nprlg sp*cg ﬂ@t er AEIBH expresses
a[RAGEfusidir proteyiscdngitisAgth@ Bm b a3 smrena ¥ s8¢ Hrthhin SEQUD NO: 32,

S'é'(%‘mrl% 'gss%g‘bbﬁff 3 e%EirIB @%sggﬁQgp‘/Ni# é%f’l%) fx’!?) 37, SEQ
IDNO P.ﬁieot_&E{Q ID NO: 57.

22. A cell transfected with the expression vector of claim 17, such that the cell expresses
a RAGE fusion protein comprising the amino acid sequence SEQ ID NO: 33 without the C-
terminal lysine amino acid residue, SEQ ID NO: 34 without the C-terminal lysine amino acid
residue, SEQ ID NO: 36 without the C-terminal lysine amino acid residue, SEQ ID NO: 37
without the C-terminal lysine amino acid residue, SEQ ID NO: 56 without the C-terminal
lysine amino acid residue, or SEQ ID NO: 57 without the C-terminal lysine amino acid
residue.

23. A composition comprising a therapeutically effective amount of the RAGE fusion
protein of claim 1. '

24. The composition of claim 23, wherein the RAGE polypeptide comprises a RAGE
interdomain linker linked to a RAGE immunoglobulin domain such that the C-terminal
amino acid of the RAGE immunoglobulin domain is linked to the N-terminal amino acid of
the interdomain linker, and the C-terminal amino acid of the RAGE interdomain linker is
directly linked to the N-terminal amino acid of a polypeptide comprising a Ci2 domain of an
immunoglobulin, or a portion thereof.

25. The composition of claim 23, wherein the RAGE polypeptide comprises a ligand
binding site.
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50 55 60 Pro Ala Val Gy |lie An Asp Gu Gy lie Phe
Arg Cys G n Ala Met 65 70 75 80 Asn Arg Asn Ay Lys

wa2070a#92kys Ser Asn Tyr Arg Val Arg Val Tyr 8BCOM@S2AH7/001686

Gnlie Pro Gy Lys Pro Qu lie Val Asp Ser Ala Ser
G u Leu Thr 100 105 110 Ala Gy Vval Pro Asn Lys Val
Gy Thr Cys Val Ser Qu Ay Ser Tyr 115 120 125 Pro
Ala Gy Thr Leu Ser Trp His Leu Asp Ay Lys Pro Leu
Val Pro 130 135 140 Asn Gu Lys Gy Val Ser Val Lys
26l U Gihg codmpodMich &Y daitd 25, Rherefd the mﬂ-ﬁﬁhn35ﬁldﬂfgosltyé6mpnses SEQ

(ST RIERC  h AT A

188t 90y SdeBeical Fireetber Pro Gy Leu 180 185 190 Pro Arg

S Al 200 <210>
18 PoBguih &f e 2, Pyl B el B Sy an
iESCrRENTWIRElidigA> a(R;IAGE 11‘(1111)m382<23ﬂﬂn)damapm00@inﬁ¢s&i’lﬁratgment ofa
QPAIQ%GFS%Q(@{\ Gu Asn lie Thr Ala Arg He Ay Qu
eu ys Cys 1 5 10 15 Lys Gy Ala Pro Lys
2I§ys Aihg cpmposiien @ daiingd3, Ghereifrthe RYSIH palyplptid@ GonRris8Pa first RAGE

lmn{un%%bﬁirgdomm gl&JaS Hﬁ?lo{x_"(ljrﬁplhﬁdowm l'n(?l&-r §A1Eedp tkrg %?H)]d RAGE

lmwnpglebw@ayn o a aqsenﬂéGEéategtpw B@ceprssclmhat the N-terminal

atdiXo Adi€ ofinB ﬂ?ﬁ@nt@dklmgn)dldkbxeis RARe ¥ Shd & SerlFifhl ﬂn%ol\éad SBhe first
70.75 80 Asn Arg ys .G u Thr anﬁlS Ser Asn \é@

RabGE valrnumjol%hn dPgFra"a 5118@64@5“@1 Amfpoecist of teg spepRdR

uﬁhiﬂlnbglebﬁlﬁd dodsdin B6InkAd & Sedrmidall ak@id ally oflﬁmﬁr]s%telé&nam linker,
Pro Cys Val Ser

oy - Snal iy i 56 rop g i sl pinal amino

ablidof lﬂﬁaugeé&m EAGELipsnub glohiiih dbataikraad Q- mlrﬁﬂﬁ}nﬁ& l’:hcld of the

R e ot Bty Pt SR Tl e e o the G2

iiSenun@lobulauddyieiin dad pdrtion 8 0C#2 dorddig oﬂ.ErSmiﬂ&oﬁgKﬁmlﬂl y

9 y @218 El‘gg A%cgl c?gcgaerIHS Pﬂeere Qf:le %%EE%SIOE 8rot?&rr1 cm:?gnses the amino
amﬁaemea-sléQ@rN@r B, AEQ IDdﬂOTﬂg SE%UIU@ Zﬂlﬁﬂgﬁ(}ﬁbN% b6.

258 gﬁ{ng C%gos%&ﬁ o\f%kairgfg \kﬁé{'e%%le ggg}]&qﬁoﬁ En%te% Ho:%gses the amino

acid sequence SEQ ID NO 33 w1thout the C-terminal lysine amino acid residue, SEQ ID
NO: 34 without the C-terminal lysine amino acid residue, or SEQ ID NO: 56 without the C-

terminal lysine amino acid residue.

31. The composition of claim 27, wherein the fusion protein comprises a single RAGE
immunoglobulin domain linked via a RAGE interdomain linker to the N-terminal amino acid
of a polypeptide comprising a Cy;2 immunoglobulin domain or a portion of a Cy2 domain of

an immunoglobulin.

32, The composition of claim 31, wherein the RAGE fusion protein comprises the amino
acid sequence SEQ ID NO: 35, SEQ ID NO: 36, SEQ ID NO: 37, or SEQ ID NO: 57.
33. The composition of claim 31, wherein the RAGE fusion protein comprises the amino

acid sequence SEQ ID NO: 36 without the C-terminal lysine amino acid residue, SEQ ID
NO: 37 without the C-terminal lysine amino acid residue, or SEQ ID NO: 57 without the C-

terminal lysine amino acid residue.
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<210> 52 <211> 633 <212> DNA <213> Artificial <220>
<223> Hono sapi ens <400> 52 ccgtcagtct tcctcttccc

WoCReHAREREC aaggacaccc tcatgatctc ccggacccct 68CT/US2007/001686

gaggt cacat gcgtggtggt ggacgt gagc cacgaagacc ctgaggtcaa

gttcaactgg 120 tacgtggacg gcgtggaggt gcat aatgcc

aagacaaagc cgcgggagga gcagtacaac 180 agcacgtacc

gt gt ggt cag cgtcctcacc gtcctgcacc aggactggct gaat ggcaag

240 gagt acaagt gcaaggtctc caacaaagcc ctcccagccc

3@10 at C]gﬂ@ampaaﬁmabmgm B0 ¥haeanghe RAME fignageaeiads formulated as an
aagcacag gtgtacaccc tgcccccatc ccgggatgag 360

g CCaaga dccaggtcag cctgacctgc ctggtcaaag gcttctatcc

¥agc @3’@@"@1’4@@0@0@4@9@9 whggieibe B4t fugipgpageiods formulated as a
&@@9@8@% (ﬁﬁg@ggccac gcctccecgtg 480 ctggactccg

acggct ttcctctac agcaagctca ccgtggacaa gagcaggtgg
%40 eAag@tbgg @@ makingt the RAGE Ssipoircatgingf glagys A tcgmggsing the step of

Shbabatin AU SABRIGE SSAEL Gl oyt o
immynpglepylin WXWW%@;@? Brignoglebatin.

37C Ot A% GRGhdIATC ISR ae! wﬁ&mqgegﬁﬁéﬁcmp%ag&&&mtﬁg&&; Raes
cccaaaaccc 60 aaggacaccc tcatgatctc ccggacc

1@%3( lg}keg E@lfe& P ) &ACQ‘% g&@tlwullz @0@3@983513 g@&the C-terminal
a‘ﬁhﬂ@%(‘l 6the RAGR afhfbdlciulih doReh 19 G383 N 3G hBG o acid of

Elteé(&q%ajtg?@g‘%t%\%ég%g%g‘%g % %g’tfcg%g%%f Sgé%%gegdomam linker is

direetiygiiad go ha@N-eeddgl algthaagidtadh @oBpasiaRagaPrising a Cy2 domain of an
1nlqﬁ£ cgﬁggcgacqgtcg9%§% aaccat ct cc aaagccaaag

cag CCCg’agaaccacag O gtgtacaccc tgcccccatc
3(8(: ggJat gethodtcfabaim 2§ awbarciaginpd RAGEqolgepideg@mp2ies a ligand binding
Sflggtcaaag gecttctatcc cagcgacatc gccgtggagt gggagagcaa
tgggcagccg 480 gagaacaact acaagaccac gcctcccgtg
38t ggdde owthodod gkiro 88t whdrtiochecR AGESipand bind g Gite aomprises SEQ ID
NG Qg &%as%g@engégtclg%g b@g 18{9&8qu§&§ &%ﬂiﬁhﬁ ?\16: 18%9%% nc% at least
600 atgc ctctgcacaa ccactatac agaaga
Pt ’éé@tcgl t‘L‘“ﬂiet?ccgggaaa 660 tga 663 <210> 54 <211> 1386

46212 DR tiod b3 2lahih B A fivkdréih tlfezleGEi%%% %an Qﬁ mterdomam
<400> 54 atggcagccg gaacagcagt tggadcctg

linkerdinkedtop HoGdgeagtrasobun daemiy e?replasaaag%@a@t 2 ol -length
mgsE@ﬂﬁaﬁt ggcgagccac tggtgctgaa gtgtaagggg 120

ccc accacccca gcggct ggaa tggaaactga acaca
43acadhageinodadciny 40 gkt Rae BelxEsPids Gomhts e hist RAGE
u?ﬁ?:]ggqana @hg:rg@ﬁlt st mwlh@ﬁﬁn%mna@te ??t@d% e s?cond RAGE

C C a ccag
iyt A D B A St A s ey Y B X iminar
agargt @mgebfghe ﬁtsamg@mam %Berochgg:gaage CC-&agﬂ&ﬁi #1gino acid of the first
ROASH i B il ABEL 62 L AL DL S ERA ARG, 42%[%% .

gtggg%acat gt gt gt caga gggga at cctgcaggga
imeanesiofydin dogBingig @ahgi:rocsbtenggtagmmaaclu@agwafgggaterdomam linker,

ﬂ’%t I@It&;rﬂ;ag g’ﬂlﬁ'g)% ﬁp&qm: se% M%%O%alé ﬂleG? (I"St ]%l%g 8 (EC?@ -termxréabl amino

Sctcttcac actgcagtcg gagctaatgg tgaccccagc cc
agg Of frtseerd RACE @a@@mg!@@lmtdgmgn amd:thagewag:gbammo acid of the

RIACIE S ORE At 386 Ghk & 1@&%99 %ﬂﬁe%% G ﬁct@x‘rrﬁaqqglgno acid of the Cy;2

ccgt gt ct gagcctgtgc ctctggagga ggtccaatt
“B{“ﬁ@?&j‘&é’g‘e deHg U G RPFIY adg aerc:@&a@gtrmgwg@bvlen:t ctt

42C CCTR@RBthod 8Bclaim 40, wherein the RAGE polypeptide comprises a single RAGE

immuglobulin domain linked via a RAGE interdomain linker to the N-terminal amino acid of

m
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cccaaggaca ccctcatgat ctcccggacc cctgaggtca catgcgtggt

ggt ggacgtg 840 agccacgaag accctgaggt caagttcaac
wogai7aeglgg acggcgt gga ggtgcat aat 900 gccaagacaar/usS2007/001686

agccgcggga ggagcagt ac aacagcacgt accgtgtggt cagcgtcctc

960 accgtcctgc accaggactg gctgaat ggc aaggagtaca

agt gcaaggt ctccaacaaa 1020 gccctcccag cccccatcga

gaaaaccatc tccaaagcca aagggcagcc ccgagaacca 1080

caggtgtaca ccctgccccc atcccgggat gagctgacca agaaccaggt
aGRGGehERLHMbEAInG bdT Rl igEh i g RBAFCAIEdiR of £ 66868 8PL Cy2 domain of an
.atcgcc agt gggagag caat gggcag 1200 ccggagaaca

“58P38%§@§ "cacgcct ccc gt gctggact ccgacggetc cttcttectce
43260 Tha eagedadelain 36 cghdggia thatgag pagen i gaeadtiayth recombinant
Iggg%cggct{ ctcatgctcc 1320 gtgatgcatg aggctctgca

cadac angc acgcagaaga gcctctccct gtctcccggg 1380

dgaat The b3BEIGTLRIM 36, faRhdreotPdiding PiedstepDNANORAB2ting the DNA
Bhdchbl £18n 52202058257 Horo sapi ens <400> 55

atggcagccg gaacagcagt tggagcctgg gtgctggtcc tcagtctgtg

4§ 99 g Jbagtetho@®f glairg g glvttheramampeising densfepting digradxpression vector into a
nggdcgagccac tggtgctgaa gtgtaagggg 120 gcccccaaga

aaccacccca gcggct ggaa tggaaact ga acacaggccg gacagaagct

4680 Yyuathgd rEprodyaing be &XCH fyinpragign felaimdgerraprising expressing
16 RABECAGEn bkGS tl £651 WADeiRARALAEmprilsaldublelCoid sequence that

ggctgtcggg at ccaggatg aggggatttt ccggtgccag 300

epeosisat &4 GRS gomERYgagaccaag t ccaact acc gagt ccgt gt

4¢1 ac qag alcthod @M cerh 36 3ARGEIn FRIRAGE i o PRt E:G2Essed comprises the

tctgaactca c ggtg&tcc tca%tcttc 420 ctcttccccec

5RES

AR TIECY dPNGi HartERIRE NGy ASER FANGy S atBR & NO: 35,
SEBOIYNGY B 6. REIYIREDYI: 3A9SEQ IDQRJR: SEQ 1paggt sAagt

caa ta, cgtagac 40, c. at aat.gccaa .
o e G RE I Bl AR Bich PR i SG8ssed comprises the
agtipicidgagerice of SBQAMNOCI Yo ibaa thegatdrgiiel Dainathgguraiysidue,
{ t.ct ccg,acaaagccct. .cccagc . .
Sgt gag aaggwgtgg'ft??%%g%miﬁ%l Sénfgaéxgngi‘ﬁd Eeasbdglg’c%%g@j NO: 36 without
thea(c-dcamanpd Ly sie avaec atid resicloe, (3HQ B2 Ngy § A tvgthgut the Scteaaigaldgsine
PACI z&;?cg&tsﬁﬂg, %@Edgﬂ:ﬁﬁ@)t gg%thg&ttﬁgéﬂg%néltl%tir?et andind acid residue, or
cgacat cgc cgtggagt gg 840 gagagcaatq ggcagccgga
Sgﬁg%lﬁ@f Ewatgglééhfaﬁg@rnev@és@gtegmln«g gadresislyac 900
499 Al KEthbE for bikibihg & 30\ GB A CREC it FSFRE R IR AE RFILIGG e
gcaggggaac 960 gtcttctcat gctccgtgat gcatgaggct i _
IREDARaR b HRARRE G SRR FOED of e igtgiRaglobulin or a portion

o£§ gygadmhi of ad AhurdlébuliaR AGE knidh3 ol &R it cdidediprising
Artific a%@%%} <223> Hono ggpl ens <220> <221> .
e 593 Ppofyin enqeplpd by g pugisicAgid Ssiaipdifiip  cell

5a.cTHe éH0a 0B Blaiknao, GHherdd el ceR isThwmadhalid gl ie Gy G u
ro, Leu.Val .Leu S S 5 10 15 | Gy Ala Pro Lys
s Enegindd 5t et R 3k Bty Ry el e s coeigihe of a CHO
cellhra NSOycey g HEba céH, a @D4 cdll,mniysSPYatllLeu Ser Pro G n
- 4Q.45 Pro Tr p._Ser. .Val a al ]
SForrbuitbedi 31 el O] RonBle bl dbalfina rocovering
thgjpyoteingheefiodsp G u Ay lie Phe Arg Cys G n Ala Met 65

07 ; . C .
S%r g %arlﬁggr&ggf \}?l’agﬁlﬁ ﬁA%ﬁl-n‘JBMﬁtegdﬂsngr iy E’ubﬁ%’é ccﬁﬁﬁ’ls&g
administering to a subject the RAGE fusion protein of claim 1.

54. The method of claim 53, wherein the RAGE polypeptide comprises a RAGE

interdomain linker linked to a RAGE immunoglobulin domain such that the C-terminal

amino acid of the RAGE immunoglobulin domain is linked to the N-terminal amino acid of
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85 90 95 GAn lie Pro Ay Lys Pro Gu lie Val Asp Ser
Ala Ser Gu Leu Thr 100 105 110 Ala Gy Val Pro Asn
waypeodado2eEl y Thr Cys Val Ser Gu Ay Ser Tyr 1BETAR007/001686
125 Pro Ala Ay Thr Leu Ser Trp His Leu Asp Gy Lys
Pro Leu Val Pro 130 135 140 Asn G u Lys Gy Val Ser
Val Lys Gu Gn Thr Arg Arg H's Pro Gu 145 150 155
160 Thr Gy Leu Phe. Thr Leu G n Ser Gu Leu Met Val
Thr Pro Ala Arg 165 170 175 Gy Gy Asp Pro Arg Pro

thENihteRIvena5¢ finksy Sandake Cha@mHeA afdid ﬁcyoﬂ-tﬁélRJ\@ﬂE the&ed AR iAKer is

Q5588 o el ot domain ot
irGnnnbglobifal, oMaporGhmithiereof G u Ay 210 215 220 Ay Al a

al Pr.o .Pr.o. Ser.,Val Ph 0 s Pro
Stys 39EmsIRessRad s Rer i ind ERclEand Bindaf s forbpees sEQ D
Noy:@ @atﬁev@dnca hirle®y 80%adentiad! tadto 24 BEZHID RED 109pa ¥ajuence at least
9§%1d3§ltﬁa p Pro Gu Val Lys Phe Asn Trp Tyr Val

2602 270 Gy Val Gu Val H's Asn Ala Lys Thr
5 Ey s Phe W@d@f glag@n 94 Grierdip thedRSGEGOy2EBtideson@eisinglan interdomain

llIk‘é'r H??E)(gd EASJOR%_(r@JE 1§gx:ijunxgﬂgbgﬁyd%€%n y@l’l‘lpl#}%y a 'ﬁlagm%ﬂ)quﬂl] -length

R@&Es@ﬂe%n Lys Ala Leu 305 310 315 320 Pro Ala Pro

st e @helnledod DRtlak 86 J8Fihde s ﬁn%X?ir@RYA(% ﬂngﬁgo%ﬁlgﬂm domain
%25 330 335 Gy Pro Gn Val Leu Pro Pro

& I FAGR infzdorrpip liplr ligked segms BAFEGPmUpaEloBein domsin and
a k&@dnd IRIA Gl Sntéxﬁblmh@hmké(@ sich)hdriag: ﬁéfémP Iﬁa@ a§€rfo a%ﬁpofetﬁéﬁrst
ixé-?rgo%gi% lﬂ% @Iy%k%/cﬁg t -t%;{?gna? 8%11118??19:‘0 1d[<mth¢>ﬁ{§t W]S\}rér?munoglobulm
doreainAdp I\Sﬂmﬂmpaﬁny aGarof BleseRid RAGE TiimuesloRim 3in is linked to
AR B B BB K G r
Sﬁ@bmd thxdmemmﬂinkems hansIo D,«uerrfﬁhal E(ﬁhno byi8 oSthe sdatd K2XEGE
@9%&%&%?5 d%%% | CI ina go ggggig"gblézfié gélc%gﬂ i’n érdomam
lirdgep ds-dizezfly Jinkgd @@m@m@@l ﬁmcécﬂﬂ)f the Citd Im:@ﬁﬂaglobulm domain or a

9l g b, 1 400> 57 Xaa Gu Asn lie
pc%ﬁ@n BYE C%r ofﬁ m%ftah m uﬁt% g’“ﬁé‘u val Leu Lys Qys 1 5 10
5 %_5 'I‘he method of clalm 57 wherem the RAGE fusion protein comprises the amino acid

sequence SEQ ID NO: 33, SEQ ID NO: 34, or SEQ ID NO: 56.

59, The method of claim 57, wherein the RAGE fusion protein comprises the amino acid
sequence SEQ ID NO: 33 without the C-terminal lysine amino acid residue, SEQ ID NO: 34
without the C-terminal lysine amino acid residue, or SEQ ID NO: 56 without the C-terminal
lysine amino acid residue.

60. The method of claim 57, wherein the RAGE interdomain linker directly linked to the
immunogiobulin Cy2 domain or a portion thereof, comprises SEQ ID NO: 22 or a sequence
at least 90% identical thereto, or SEQ ID NO: 24 or a sequence at least 90% identical thereto.
61. The method of claim 56, comprising a single RAGE immuglobulin domain linked via
a RAGE interdomain linker to the N-terminal amino acid of a polypepfide comprising a Cy2
immunoglobulin domain or a portion of a Cy2 domain of an immunoglobulin.

62. The method of claim 61, wherein the RAGE fusion protein comprises the amino acid
sequence SEQ ID NO: 36, SEQ ID NO: 37, or SEQ ID NO: 57.
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Lys Gy Ala Pro Lys Lys Pro Pro G n Arg Leu Gu Trp
Lys Leu Asn 20 25 30 Thr Ay Arg Thr Qu Ala Trp Lys

wdabo7iew2ber Pro A n Ay Ay Gy 35 40 45 Pro PCPH/UA3®7/001686

Ser Val Ala Arg Val Leu Pro Asn Gy Ser Leu Phe Leu 50
55 60 Pro Ala Val Gy He Gdn Asp Qu Gy lie Phe Arg
Cys G n Ala Met 65 70 75 80 Asn Arg Asn Gy Lys Gu
Thr Lys Ser Asn Tyr Arg Val Arg Val Tyr 85 90 95 dAn
lie Pro Ay Lys Pro GQu He Val Asp Ser Ala Ser Qu

gzeu Tk nk@l%d%lal&%l%ﬁer@nﬁhm%sxyﬂ rdie c&ﬁﬂnfé@ %e amino acid
Pro Pro Lﬁs Pro Asp Thr Leu 115 120 125 Met

segengg 3EQ PW&@ﬁh%rh&ﬁﬁeml Vysipe gpnoagid r&%lf}wém ID NO: 37

withoutlhe cis’éﬁnihéolykihs afdidd abBlreRie, G SEYAD NS5 7R hoAS the C-terminal
rVal Gy Val Qu 145 150 155 160Val Hi s Asn

Iﬁ"g“i_ §°‘T"ﬁlfirf ¥°Pro Arg Gu Gu Gn Tyr Asn Ser Thr

6465 THhO nie?l’ﬁ)qutTclaﬁhgﬁlVﬂherMalth&AG‘Eahtei:cﬁmiaTmﬁnlééa Hirk®ly linked to the

H s d.n Tyrp Leu.As 185.19 S u Tyr
nﬂpgmeg)gb %SVEC%{)J ag%qru%ﬁxefzo c%ngnﬁfg %Ea%) ﬁ%ﬁaz gPlba ieégence at least
92O0id2ftkeal theretd, or EEQ IDHNO] Zkorwq\hgnse Al leask 9@ GllantiGiinhereto.

Pr 0 P 2 TV - .Leu Pr

Igr o é‘hg n%rﬂ%d Jt%la &ZSL\é?gex%%?h%égthX? hf ﬁ‘r%nig/g'{mo?fgm%ges at least one
of Bsrazar@)us;edmlr&warhn, igyapetitonealatiminjgra@py oPdwbcdiyneoRs administration

| 255 Gu Trp Gu Ser Asn
oBfle KRBE fhSof bilo tgéé“t’q%ég s Thr Thr Pro 260 265

6270 ﬁfrhe nvwodmf&l%p"38éherp@|5hdy“9ws@rot¢nés ERd tq Eept Fgymptom of

d&%@tekxﬁaéﬁyptmrof%?{be%f&t% phedtioAsP Lys Ser Arg Trp
Phe Ser Cys Ser Val 290 295 300

€ Val
Net  Hihe H@tftpdmfglaué&twgerz@ﬁmwm of fiiabetpsor djabetip jate
cbRgliSRions Edmkes 3li0as8dfe F2hboBE ndPheopfaty, &MBetic retinopathy, a diabetic
foot ulcer, a cardiovascular complication, or diabetic neuropathy.
68. The method of claim 53, wherein the fusion protein is used to treat at least one of

amyloidosis or Alzheimer’s disease.

69. The method of claim 53, wherein the fusion protein is used to treat cancetr.
70. The method of claim 53, wherein the fusion protein is used to treat inflammation.
71. The method of claim 53, wherein the fusion protein is used to treat inflammation

associated with at least one of autoimmunity, inflammatory bowel disease, rheumatoid
arthritis, psoriasis, multiple sclerosis, hypoxia, stroke, heart attack, hemorrhagic shock,
sepsis, or impaired wound healing.

72. The method of claim 71, wherein the autoimmunity comprises rejection of at least one
of skin cells, pancreatic cells, nerve cells, muscle cells, endothelial cells, heart cells, liver
cells, kidney cells, heart, bone marrow cells, bone, blood cells, artery cells, vein cells,
cartilage cells, thyroid, cells, or stem cells.

73. The method of claim 53, wherein the fusion protein is used to treat kidney failure.
74. The method of claim 53, wherein the fusion protein is used to treat inflammation
and/or rejection associated with transplantation of at least one of an organ, a tissue, or a
plurality of cells from a first site to a second site.

75. The method of claim 74, wherein the first and second sites are in different subjects.

76. The method of claim 74, wherein the first and second sites are in the same subject.
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77. The method of claim 74, wherein the transplanted cells, tissue, or organ comprise a
cell, tissue or organ of a pancreas, skin, liver, kidney, heart, bone marrow, blood, bone,
muscle, artery, vein, cartilage, thyroid, nervous system, or stem cells,

78. A method of preventing transplant rejection of a cell, tissue or organ, the method
comprising administering a therapeutically effective amount of the RAGE fusion protein of

claim 1.
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