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RAGE FUSI ON PROTEI NS AND METHODS OF USE CROSS
REFERENCE TO RELATED APPLI CATI ONS The present
wa@appbiocwtt on clains priority under 35 USC 119(eQT/U82003/027705
U S. Provisional Patent Application Serial No.
60/ 598, 555 fil ed August 3, 2004. The discl osure of
U.S. Provisional Patent Application 60/ 598,555 is
hereby incorporated by reference in its entirety
her ei n. FIIIEAGEIFUSHE\I PRANTINSMND /IRTEODE OFySInt | on
relates to a8 e or. for Advanced
d ycat ed E.ml&, ﬁéﬁgbRi X%EBAP*PISGA LIONS e
pr eS[Ehﬁtprdséntapﬂili(ﬁﬁoﬂjﬂélﬁfslpHSﬁtyfuﬂéér@B UBRO1 Fg(é)sﬁro%)m ipRdviGonal

PobAriEiot ST he o TS dled Avsioh kR e dsciasemeht S.
Prov¥isibidBBateas Aﬁfi)llﬂhtﬁhraﬁ 598,5 BAKGERINR h S el ﬁ%r Ie%}islgcfe in its entirety

proteins or pids with al dose Sugars resu
®H¥henzymatic gl ycation and oxi dation of am no groups

on proteins to fOrnﬁﬁﬂiﬂﬁﬁTﬂﬁqﬂN@ﬁﬁjoﬁwer time, the

adduct s undergo addrtiona
de h)ﬂiﬁ aresenh nventinh relates o ﬂegwikthmg)f\thetRchtthtefbr ,Adoetneemslyts:ted

En @%@%\f&% cgl?lrsléq Vealgr%seegiij H%’J?lgll %srcH,JBeEsr}Bﬁorb]?rotems

Comﬁsng mB.IAlﬁ:TEpcdﬂjeayémj nmﬂmtleoﬂ’m:ﬂmgm\ﬂe Fus{o®.pPoteid§ ahdthe use of

I a tio cronol ecul es havi ng
Suﬁﬁ%ﬂgﬁggﬁﬁe %%Wf%ﬁ@thﬁHMQI ‘gﬂ%od gl ucose | evels
(e.g. as in dlabetes) (BﬂCKGQKKQMD J. Biol. Chem 270:

25752- 761 51995) AGEs have been inplicated in a
var PSERAUSH ofi Pobiitrey diPids etithdidese wiems keseli inaegenzymatic glycation

an@&50&i0atof mWot dops BR Pt RS0 %rﬁpﬁﬂf@&rﬁﬁdﬂ&s Sime Fhe adducts
di spl ay. speci fic and saturable binding to cell ‘suf

undesgepiddiopalgrarpgengiie dehyidetioop Radeass-lodhe wiel othér pwbms to
forf colutpfexd H&Mﬁé%ﬂ\@%&éﬁ %}1¥c§>g}qﬁ oﬁl &cﬁlc{igA@g} Factors which

mesengi al cells neu cep
profgpfaferaetiag of é@@dmﬂn@@e@d&@pwteqm%yen (8.gaase ﬁiﬁ)@bldbﬁes)

f. I I

o M PR B b e SRR AR S e Rl lagose Tevers
(e-g-las wedigbwpash@hirodsal.j .n :thl p&here g’V(D 2S7520TH, M995’)§lr Agipk B)ve been
nnlé%e%d 919 a ve%neg;f gt] Aj Xlu%ﬂ% mmpl{c n%gtgsggltagagg%@@ddgggz )and
nmnﬁtmpngt et aI Clrc (Suppl.) 96#194 (1997)). A

sin b. g?snenb ang spannlqg domai n and a short,

ggf § Y ERFCHia8d sttirable hindingdp plpurfaes rexepicae el maneaytes,

madﬁﬁlﬁig@s echhﬁheNaI RNEbNab ml&&\taﬁﬁﬁﬁﬁﬂe Uéng{?t P&!(I:erlieﬁé Qnéggnglal cells,

i sol at ed K prot eol ysi s of

andjieyrongi thg Regspion s Melyanced §bmetp@£edmmm|(&wm z(msmm)of the
nnrﬁﬂmg[dbﬁﬁxgstfb%rg%ﬂéefa}ﬁ@%gn}gle QER Th% e %‘Fu als(l\?%(
eukocy

nmul ti ple cell” types~inc I ng @ﬁmﬂmnOf
RAREngyldsalcee shmsagiihulagpateons raboRhhiabio)(spogiomatDbilowed

oy g trone il o e bl ali Qg 297t 0 1992

ony

L__o

S|

- SchangTvg at.i Gisa é@p@&cﬁlﬂ#@@@d’léﬁ)}im @hgle thansnfehiBrank ByB$ing d8Rain and

). A57-468 he di a tlc retina,
a st R higfS e o i o S o it domegty e Notsgrminal
extrhc&ﬁ% ddR0i4 cful BOBIhted by BrHOYsRBF RA G EFDy R81BSfiar b1oéo g1ca1
ounds can($|nd to_and nmodul ate RAGE.” RAGE b

PPHRIFLS B BT R A PEL A GE eospiised efytheiV vaad §eiomag7ands
i n}AGE %é??ééée@'oﬂ n@@%@ eéhbpé%&ﬁa@m%gt&% %&Aﬁ\) microglial

Advanced cat i onEn roduct s
cellspng Y?P‘F‘%%?ﬁgq}hﬁ}huﬁ‘éﬁ?kﬁer st et uhe/. Gall. o |270:26 259 161)(1995)).
car boxymet hyl |ysine (CWM.), anphoterin and CD Vol CDl
8 (Bucciarelli et al, Cell MI. Life ScL, 59: 1117-128
(2002); Chavakis et al, M c#obes Infect., 6:1219-1225
(2004); Kokkola et al, Scand. J. Innunol 61:1-9
(2005); Schmdt et al, J. CHn. Invest., 108: 949- 955
(2001); Rocken et al, Am J. Pathol, 162:1213-1220
(2003)). Binding of ligands such as AGEs,
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| i gands can generate oxidative stress, which thereby
results in activation of the free radical sensitive
wo ea@ascTodpt i on factor NF-KB, and the activati orCDUS2005/027705
NF- kB regul ated genes, such as the cytokines IL-1 b
and TNF-a. Furthernore, RAGE expression is upregul ated
' 5 ' e [Lon si,t es..of
e PR AoE B b T ARSI TR ey T3P e,
9B Y145 7-8h& (hO97 2, 7 2B dbeBib 7diRa, (VSO re arkhidéneyqBchmidt ef al.,

]wgagqgg}qguﬁ?ggg%gggsﬂetrinental spiral maybe fuel ed by

a positive ‘oop initiated by |igand binding.
Act ilv additdon to fA(RAGEhencodtipbfgis@al bini SSasnaiuthtOR 8BRS FARE
conseqguences.

lead to. unber_of pat hophysi ol ogi cal _
bigs el e Bcfiopmby prelsirugreHy Srvm Hetns BrIGOBdRIGASeta (AB)

hRCakiebia gy Sﬁ@gt b Briaf (31159@ ' ( l,ann et
SEba.l Ll 9(7: 8 Qﬁggﬁgeﬁggg%&l%ﬁgk eveﬁ%grﬁn%)h{glpé)ﬂa
projpfgamptery membe @ﬁﬁmié@égrmhs Fayuidsh, cashokpmetbpidpdne/@BELY, ar
i i . . Rvest. ,
o DTGB} (SlecieP sy cony Sl e ESH117 125 002
Chayiakisg gl Mapiires Infect.1 6:128812249F004RA0Xkd]a et al., Scand. J. Immunol.,

ré Boh&s 0S].S; ( ssara...al Le Finoi sh Medjc

1359 PO S SRR R R Rl 1Biga a5 sk oS b
Payled | HepA Byl 22020083, et al , Di abet ol ogi a, 42:603-607

(1999),). GE has .al so been inplicated in Al zheinmer's

di's %&ﬁ“&“ﬁﬁ%ﬂ sygh as r%‘fﬂgﬁ» 5}0%@”%1‘@81@116@@1{19919 ML MEnd
Calbdx{memy! 1N Sinal StelIE i ' , -

“Nat Zlfle, e 54- 357 (SooE??};‘%Eé%? %%ﬁtg il tohodity expression of a
valsih PESEPS Nl hsFe IRisetigpiomey bemppitcsgnaplraisdictiopinechapisens
indlddi [NV WA T ' I oes o
B L P R e A P 0 SRR 3o cotvason of
thedyeasuiptionaRaEH aton of nflatnmiocesignatingi NIh@B(Y aie/QV.e Diabetes,

; I e uggesting that, whil e RAGE can _
S0 B ST o P 0 b i i and
liganids oati @eatiate, oxidativdittek) Whath IRAHS oS i RtivARRSR fhelfRe radical

contribute to any unwanted acute phenotype (Liliensiek
senSYiIVG fansgriptig fcton Y &By and theyaptiyeien. 6 ST mayipted genes, such as the

AEhQAONIRZiR I NY-2dERghLhoRMY A LS RFieEn ik N
cwﬁay domﬁgreguLate théﬂgg?hopﬁ?gggk%gﬁggkggﬁgﬁﬁégm‘ and
shopsdgerseaiyotassipy atsiteesisnflanuonoenbriditivessen ( TAGESs erand.). Biol

heyz. = kA ucing bi ndi.n f. endpgenous
Cnph Sl RSy 900, Bhol B0 R B rimenar ey be
fueRAGE-arpesiiine feddiuicls iop ritatedlyy end bidingd. Sol ubl e RAGE
ant agoni ze the bij ndi ng

(s E) ..l S to.effectivel

o eeirTodroGe B toiale PSR e b gt
pathphf/siblofiealwheveq@aodsn IRAGE B&b Hebn MhplRatbd Ata VEE¥LRE cbR@ftions
. @Hort to bg t her ap utlcallé useful for one or nore
molfogr Altegnd fhgaic ﬂﬁffm tog (Honaen ot 4. Geil 87-3B9-88hieMighe
develdpineRbr aBBEIAfte '%:Bﬁpﬁ’daﬂgﬁsrb%clpis iﬁ&%e@%cﬁ&%\ﬂkg?agﬂ%t% éWautier

siological ligands to the RACE receptor

h
et Y #hs9 T2 e 243 (A e nerheapatio (Reieter ol i dhii S Nephrol,
11: gtﬁ%ﬁ?(ﬁbﬁd&ﬁﬁ%ﬁﬂ&fis %ISE %st 9?“ ok ?én?nﬂs%zl Seﬂdéc%z? E”Pcrzeltf €

usi on protel ns an ods”’o
DUP(dMndnn. Tiad., 38dd 8426 (1996t dnd metmayathe (Henbndic2 ], | Mabetologia,
Nl ket -Enbodi nents. of .th r.esent. i nvention
A2 YIR (loh, JONGn p R R e o SRR ingaeee o o
Natprel §39e@51-a$8 (1996)eand io nanadnesidn anOmeRAGT ERLYIE Bt dF e,
405@54%§2(ﬁ£ﬁﬁdlnent, the fusion protein conprises a RAGE
°g I'ndi ng site. The fusion protein may further
conprise a RAGE pol ypeptide directly linked to a
pol ypepti de conprising CH2 domai n of an
i mrunogl obulin, or a portio? of the CH2 domain. The
present invention also conpfises a nethod to nmake a
RAGE fusion protein. In one enbodi nent the nethod
conprises |linking a RAGE pol ypeptide to a second,
non- RACE pol ypeptide. In one enbodi nent, the RAGE
pol ypepti de conprises a RAGE |igand binding site. The
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be netabolically stable when adm nistered to a
subject. Also, the fusion proteins of the present
w0 povefotican may exhi bit high-affinity bindi ng fpPeT/BSBES/027705
ligands. hi certain enbodi ments, the fusion proteins
of the present invention bind to RAGE |igands wth

ffi h i i
R 5 O U BT e o
diMEEdlkaagand@,ls RAGSH drsh 00l gppedtr & brsesedntitlie nines eletelopment. For

<AL PR RP SISl L SO0
WhlﬂAGE&h@pl%%l%ﬂl@a&bam&@%ﬁn sthsl@ted tcﬁ][@mfch!l%} @thibition of
ent invention may be provided in

teins of the
RAGH 3P s AoReaRio SPRITERE (o #HRVARR ariee RheanigpelLiliensick ef aZ, J

CleivbadidTens: 1641080 fusd)pn protein may be adm ni stered
systen1ca||y and remain in the vasculature to

pot efrkipgaiang biading obrhviotasicd] kesadels R mep dowvmrqzatate the
pal¥piAdodital @ﬁh‘ﬁ%‘gbgf %ﬁg%@f%@g% Vg%g'lﬁcenl{rﬁl%n{ A@Hs and other

rea seases

t b
R‘Qﬁg ﬂlg:i%A(n%}’lfﬁglm bindngtafiehdrigendus hgdimls p:caRAG{Eogynmtﬁmi bociated
I N T

efﬁgg)tlvtebeanlt@em@é tha rblmlp’,(graf RAGE Hgamﬂﬁ tol RRAGE UElowa®er SRAGE §an have a

retr i en ocC pressi on nay

baft P SRR o p RPERREDS R SBut il e oa g el forone
or otk dil@(ﬁ“&ﬁk OTus, thBidSs a Ackditd HSelopt ddihoiRIIBat taﬁt@%&‘hf‘enthe binding
fkgﬂg ﬁﬁ ere the fusion protein is admnis
0 g p piojogicalligands todheRAGE geqgpier wherp éhaqupmpehnd has &
deﬁﬁﬁﬁﬁbﬁmhﬁmﬁﬁﬂhﬂbﬁﬁﬂged as a reconbi nant DNA). There

are additional features of the invention which will be

descri bed hereinafter. | 8UMMARYhe understood that the

i nVEH{bb@iﬁlehﬁ o e I%Jrés%tthﬁ\% #151‘11 otnéa RA]'G%.aﬁlél&ng[e ?ensgh% methods

details set forth int clains SCr1
of Byigg fuch pmns Tihe presews mvieoton lsaBCbEp@iﬁiOdledﬁn ovinéty of ways

bR ROty P Sl RO E e Bt e e p e

polyeettide éskeda;s peaiosd,and- VA pblgppsidaf Intone efbesi/sit, the fusion

prq(t(%l\é %?%Pli?sgw%cfﬁfb ]égf]nggmqm %tg p{)ar %lytgn %%%qrb%gf ; encc%ngp?ise a
RACGHIp6Ipspdd direely DAEANG & pYlybéptiak &@@mh% EphRdiEsas Of
. the ent invention: Panel 1, the
migy hé'@%“éé’&ﬂ@ﬁ@é ‘fhfe&erﬁl&ﬁa&Hl RAGE and SEQ ID NO 2,
t her 1@& Biik &hti®
BPrBRn 1198 9146 BSRprisRt aHféfH]a_H E(ﬂﬁg Vk%ﬁg%%%%ﬁloﬁm In

si gnal uence of am no acid
OnQ\RIp Oﬂlmﬁq’i camsthas C@&WS@é@h@ﬁ@M@E phlypepndRAGEeaptdhout-RAGE

pol?f%,%tﬁé gﬂxj%ne %@gg@nﬁﬁgt glf& lgﬁégql?e %Dnﬁ)urﬁeasn aﬂ%&&%ga@ﬁ@ndmg

sitg. [Fhrigpeti®d miyecompripolizkdnga %@Emmepﬁde kilireaty t6 RAYGE peptide

; f 2 d
cortlplst e bf aohdp gt of B ERERu i AR R R iy G
wi t Iauiter thBodimensg thepegerd iisentivh ntyicoMpadiraiihks 384 cd?%lﬁitlons

no aci.d sequence conprising t
f"r%e%%’r%% %@%‘?ﬁ’ﬂ@é‘?ﬁa “F]%?Séi_gf ISEROI9SE NER© TBethognay amniise e
adﬂﬂsf@ngﬁlfﬁbuﬁﬁﬁtb@iﬁc&’ t&qj%hﬁh%u&h% tive o, n]?lﬁfcoﬂlggﬁpon may
D,NO 9, an N-term nal fragnent of
COWPIHS f“slﬁ’&r?éﬂelméﬂﬂe prgsent jipyenjiyn in@ pharmnageuticplbaacecptable
carfitd ermi nal fragment of the V-domain of human RAGE; SEQ
ID NO 11, the am no acid sequence for am no acids
124-221 of human RAGE; SEQ ID NO 12, the am no acid
sequence for am no acids 227-317 of human RACGE;, SEQ ID
NO 13, the amino acid sequ%nce for am no acids 23-123
of human RAGE; Panel E, SEQ’ID NO 14, the am no acid
sequence for am no acids 24-123 of human RAGE, SEQ I D
NO 15, the anmino acid sequence for am no acids 23-136
of human RAGE; SEQ ID NO 16, the am no acid sequence
for an1no aC|ds 24 136 of hunan RAGE SEQ ID NO 17,

s NN NSNS Y
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123; and SEQ ID NO 27, DNA encodi ng human RAGE am no

acids 1-136; Panel H SEQ ID NO 28, DNA encodi ng
wheovan1RAGE ani no aci ds 1-230; and SEQ | D NO PO1/UBNSS5/027705

encodi ng human RACGE am no acids 1-251; Panel | , SEQ

ID NO 38, a partlal am no acid sequence for the CH2

e e SOVRIGN? o S BT bl Pe 2 Spibton M Qo eoadingents of

thdﬂpnafmt hg@ruoSEQl o2 dNBoditknt, aine fBibA proad'msd)f ﬂm&aﬁﬁn‘frﬁﬁmn may

e S oo DRl ROk L R
prédent & oh ﬁ@ e Bioh Minitd Bin @M@Eﬂfglaﬂdss e UaRGE

for. the CH2 domai n, of human Ig ID NO 43, an
enahfliverntte thg fesopnisms pbthe PFFéeréI”lS’eH%WSFW o AMaRdgendg gith
afﬁzﬂﬁessiﬁ%é }Qg}{\Qnoﬂﬂslar & 1blvfhiroRRHE réx%te epd gi}ﬁin% vlaméﬁgﬁ affinity to

2 shows the DNA sequence

phwx@egw@lME ﬂ;ugmde; the @wmpprat@omf tb@pmewgt megat]@n nigy be used to
iAo SR ok ol RO RO, Bireb? BioPloB R heany s gpionate
RAGE akeisatddAiBiEaddst er mi nal protein sequence wher eas

sequgnc 754-1386. encodes huyman rotein

seq ulAg ne gle R prggg’ﬁ 3 ; “OhE°® VGE ?%lee ‘?‘%Ee%q 1‘% PRRépin or
nu8lkjc ao0fd fam.alntoae BRdnep1RAGED ditshtpfe RlsRh@rdteit TEy-b3 @8 nistered

ance W th n enbodi nent of the

codi %ﬁglon i.n accorﬁ
sySPRIGARY R RRpR R e ot TS Lo a DR R it arpdiaied in
paR Ol R AAGE OBES 0fRAGER aNpletiHoBRenh IR f84in ﬁ%ﬂaﬂ?ﬁﬁf—‘be WRahRRSed
sequence 409- 1041 codes human |1 gG Fc Q protein
B

10%'18& fRetcab diseases where ROGE liggadsgoniibutede ales)e@re ebthe disepse.
AlJcteaMIy,e’azmﬁ:igéo acfcp&mtrucﬁggo!ilg quﬁﬁh{ﬁ&ﬂ} ﬁmé &h%@ed .to a site

4. that each encode a four domain usi on protein
bY|ﬂii? yse ©b arjanpeerigictdarTislr sushas a airentyodkeddPV 4. vdferd thamsient local

LTk ARG DA RUEEE, KO AL ST IL

adinipigy@tioB&ay P PaBRO0(e,g., SEQhbD tINGusidh proaimdmﬁEEQlﬂl@erbﬂ) or more

at _.ea h enco e
pfeneli IR bR TR Pl S DB ai eompinan
rnmﬁp present i nvention. RAGE sequence i's highlighted
bold a, conpari son_of

Panel

{he hRa e Rk rGes i e M FR AR AT Hadharieg beaiaaer It is o

be i epstad@had the MRENEING AN Giehito@ i s SpptE8shnt 1 H¥RKS1TEProRA @Dthe
at position 136) and TTP-4000 (at position 251) in
fol &é%&%%éemﬁo%n@éw&@ elheriBisationsneapalde of oiergmbedipments and of
bel_?%‘%l%eﬁde@er cof RANShiBsgws the domain structure for
000 and TTP-4000 in accordance wth alternate
enbodi ment s of BRIEE Rj [0 ]

rRZSégla%ﬁuss?%arﬁﬁ‘gs g%l)ee?ﬂrs] éﬁ%&ﬁtg%% %{ ﬁ}?&éeﬁt gnwﬁi[yzré%g]obecome more

mm@ﬁ%Bthtdb@mwtaﬂﬁﬂbnw@agﬁgmamyl0|d beta (A beta)

i R LSRR AT B S BR htei B0 BRbgiments of

thegheast inteatib: Paél Aa,rsmmym 0, tbb dinB@cias )éncfe%r IRA%dR RAGE;

n TTP-4 "Protein"
and $5% 3B ARG % s i etnes T EANAREE BheR dhe seyscauence
of arfigb WElH 020 are MBLSIO &) 8%3: 130Mhe &&%eaeidsse&ue{;é&%k ﬁefman RAGE

Al one" ), and ant a onlsn1of such bi ndi n
Wl%ﬁ‘ftélgeo%m Se@umeeg 1RigaAtidy 128 %@@b%%ﬁ{gab &q 4. am amino acid
seq%gip:@@‘fﬂﬁﬁﬁn RINCIIES ﬁ§ﬁl@* 51 Y 8o QBid s?iugh% @H sRAGE

results of an in vi bi ndi ng assay us on
withewtleg sigrrirFeqB@Oe of armag» a@deplr-a@,emd S)EQtI@ NEhy4, dliechriiet acids

conpared to a negative control only including the

i mmunodet ection reagents (" Conplex Al one"), and

ant agoni sm of such bi ndi ng 6& a RACE ant agoni st ("RAGE

Li gand") in accordance with an enbodi nent of the

present invention. FIG 10 shows results of a

cel |l -based assay neasuring the inhibition of

SICEb RAGE i nduced productlon of TNF- aby RAGE fu3|on

o ——— — P~ PN PN PN ——— ] ——— A PN PN PN e W
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FIG 13 shows the use of RAGE fusion protein TTP-4000

to reduce restenosis in diabetic animals in accordance
wowdaok/osdeter nat e enbodi nents of the present i nvReIL/USI05/027705

wherei n panel A shows that TTP-4000 RAGE-fusion

protein reduced the intima/nmedia ratio as conpared to

a negat.ive control and panel B shows that

sequEpCARIJHTRAGRAGESY I&r?“gﬂleisepﬂ SP@leceR] APRAATTds - @nﬁa?ﬂﬂ SEQ

IDrW@C’y ean%ﬁlnho mcpéehﬁe&@wr@gxsmﬁg tRe FARBIESTIORTH RAGBIYEES ID NO:
FIG 14 shows use of fusion protein TTP- 4000 to

8, pié elllmfeatewma@dfsmu@mq wrpasias dsgdengia ofiparamAGEnSERQ ID NO:
R othall AR RABE, SR0ABARIANER alternate
mnth a tern e enbodi ments o e preéent Inventro
Npedmairei fraglam Iof the Shdwail FRAAERR ARAGETRS T N A btthé amlno acid
sed edgé: d l Qlad 159%1 oﬂ}utmr;uel Rgr(_% by ﬁijB ltheBarglrr}g\Elxvc‘:Sld
PG &% dr6h protern I nproved cogn
sefluencd foo Bnnriél acids 257-3 ookhusah RAAGKE; (SEQJ]]ZnNOn 03, (ﬂw atgiso wéitl h

TTP-4000 to v bi ||
“eGHB5T BARBEA LR 51 2L ROBET M 51 PRLEGTAL IR O 1 The ifino acid
seqmiwﬁat efinoAERARLERR BESGRINAIAGN JFap I Ne) s, rtﬂ@é‘xﬁﬁm e&d sequence
i S speC|f|cat|on unl ess_ot herw se i ndicate

fomxwee P de g3yl 35 giag FAMERSEQIILNG; 16 thefireine %Clg Ff‘élé}‘é‘%qeé?if

anﬁx%‘&’dﬂé 2536 AMmaPRAOH, BEbseNOM 1 AR aﬁﬁ&?&écfld &ahdes f(ﬁ‘raﬁlmo
be understood as being modified in all instances by

acxdﬁ @3128¢ af P RACEATEQ TN 1§, they ﬁmewcndﬁaql@a@ee@r erginppgids 24-
225 9F flﬁlﬁéﬁ’RAbﬁl:eP | SEQD RS AT Tt eid sggﬁe{ﬂﬁéa Ror ‘éllgﬁlo acids 23-

oW ng spécification are abprOX|nat|on
25&afymuap&AﬁEhQEQ§Bﬁ«3H@ the simimchepl openté s amooeglaids 26-251 of

toftin BTG BY NS ANERER ko AN SR A SRQTHRAY Yy cocona

RAGE ﬁﬂterddmamrlmhe BEQEnNQ: azl3em thérdtRA b entg dapan tifikarEEQ ID NO:

24l P e PRI SE DY b

RAGHRincCais 10118t $5Q A AN )26APNIAYdnoei R KlinarR/AGB uﬂmcn@ms 1-
techniques. Notw thstandi ng that the nunerical ranges

125 ST NGE 7 SR eRRP IR e Balo 2eighé |66 el H, SEQ

IDI NG ETY, DMK 8 BdRB AL RRUEOdﬁ%no hdigs nee %&@EQ‘H@'N@%%ENA
forth in the specific exanples are report ed

mde@ﬂ lywpap RAGE eminosicids 1ARY: RanebFiSEA) IAPuES, arp@Webeﬁmo acid
R
Se‘lil esﬁﬁlr ﬁﬂﬂebﬁ%ﬂ& @ﬁoﬁﬁﬁé @f nﬁl'fl I%’tsslﬂﬁ ? ounc? DY t codmg a

ting fron1t e standar elr
portigmyye thic Iumanékizlan@ Cn% denriaheiiugian (gedie ) Na): KO, raarngeso acid
soflHEL §7RE 1984 B, S50 DO ASLSNAG | QFREOIBAZS AN
enSddaigeitle hamgreCglf and C1H3tdbm]aﬁls o$ hanirdighe SEQI’I@IN@ réla?dart a'nnno acid

SRR ALy B APISEAIELABCD, (ST TELAS S oo

CrBUontalipdf Hushan @éd& aﬁ&l QEQrImsobﬂgwﬁhwcm tofer@orfdin| nlﬁwn
val ue of 1 or , and endin

max itAGn? §Ig]vwéhq)]PNf;(pe@qenp%§S§Céﬂqu0 50)of a RAMGE g,lSlOIl protgln (TTP-

406@5‘43&1111% nadibyin a@&%dzfn@é G1tB 3L Smb&IiRER®d tHeQr@ontB®/Afon. Coding
I'ncorporated herein” is to be understood as bel ng

sequsaes héb hbighlightediin hold sn¢ades FAGEN-tesming} pratsin seaeaade whereas
N |
sequite 7R85 Bkl MRRIBREF AR b, <1 CPor ot s
unl &3€. éxlmveﬁhet DNqueqiﬁEQﬁhNDyﬂ)lon?m eltbrhabe BAé}E fusmn

used. |nterc a

eri BT EPpoodi b b ascofustBoli B A ERERRR St athed o
ot herwi se. Also, the terns "portion" and fragnent
are used interchangeably to refer to parts of a
pol ypepti de, nucleic acid, or other nolecular
construct. As used herein, the term"upstrean! refers
to a residue that is Ntermnal to a second residue
where the nolecule is a protein, or 5 to a second
resi due where the nolecule is a nucleic acid. Also as
used her ei n, the term' domnstrean1 refers to a resi due

1. i - ~ 1 a o o o T 4
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ri bonucleic acid (RNA). The termis used to include

si ngl e-stranded nucl ei ¢ aci ds, doubl estranded nucl eic
w@eiod®17¢and RNA and DNA nade from nucl eoti de 0OPCT/US2005/027705

nucl eosi de anal ogues. The term "vector"” refers to a

nucl eic acid nolecule that may be used to transport a

. second _nucleic aci d lecule.into,a cell. ne .

ingeion FARE e dutoB R e TN e RGN Bfnipgrotein

seGRAYE RaREeab BEREARA09- N0 dddes MREnEG Fﬂsmﬁ)mﬁ&@ Eecﬁl@ﬁbe
conmprl se a pr onoter to enhance ex

I shr it Do e s CH I T BTk SR AT T bl $SEQ ID NO:

33V8ied OEG TPWO:MAPHLCALL RYLODRIPHShYn RRAH AGLE BRRIR m&omaﬂce
or may be integrated into a host cell chromosone. In

wighaltesraboeibrsiments pidhe/pretent infienfion.o RpiGEstequancespighdighted with
mfﬁ%_r capabl e of producing a protein derived from at
Yeas part of a nucleic acid sequence inserted into
t he RI&C S chowsAhe hminoraoidrsequentdasSEQ 1) NEb 34 i(TTR}B@OOf),(ﬂEQ ID NO:

b e|c aci d, seguences .ot her. can
sep B b B M e Rl Se SRR R0 R St Gl Recordance
widesleigkd smbddigaityofthe preganivényioni HIAGH deqiencORighlighsd with
i&ﬁr to washing hybrids in low salt buffer at high
boy bratures. Hybri di zation may be to filter bound DNA
usi MIGNBPPAl A28HoMR aeOinpirison 81 the pRaR dorhiind muﬁfaﬁ RAUTHand
as 0.5M NaHPO4, 7% sodi um dodecy sulfateélﬁ%3 at
hugso s eapmavdicHeigin #dp! ezsaavmsmmsad togmajop & Bl (#apeigon 136)

anRYT THRRI00 18 pBsition 253 SediturlSifl al@mb RS ort”% &gnt
fron1roon1tenperature to 680C djgendlng on the |en

mpntipeng Popel B gows éhegionmsﬁmmemre r MP-800Gand T§He4G00 1 m
acg)c%ﬁ%n%\/ﬂltgl a'lt%-n lcﬁﬁbHW@ s h% %ge;gﬁ%@eggon ICg ﬁpt er 2,
st riKiGef :slyowsastults ofipr insés lwa&hg agay for SRASBCHE. FOSGE fusion

o T RGP B 005 e A R3S s cr b,

S100b (R100); laadirhpleotgnaBenpho), irbdccmTaHce fndth aa edfbobdia®at of the present
. oli.gonucl eoti de probe, or at 60Q0C for a 25 base
g%nucleotlde probe, or at 650C for a nucl eotide

pr ohqcab ShbwsAoSuI8 UEMERALIALSndiRg henaloh RAPdmusibﬁ pﬁﬁéuqi TTP-4000
may be | abeled with radlonucleotldes

(TEﬁHC‘P@E@m ﬁgawlpﬁl-befacﬂs canpdpil ko, 2 negataEmppiyE, onbrmcludmg the
m]!rﬂ[ aiﬁggé%&fu%ﬁ Hrélgerﬁir gnt%o félx %%n%r atfg%hisgl,&lﬁtsﬁﬁ%@e?y aRAGE
antj\ng@tbets(“lhé@Edegardb)em @@bomancmmﬂn pomqucnermbf thie ptdsen Ilrazteet@bn

or fdpo |

et ATEOOSRER Bl @BEAEH IHANERM S85: rof RACE BB f%in TTP-3000
(TEABY (“Botkigy to Asylosidetdmramnnpared Srmtdgatbreganird ontyl indudies the

f ol ecul,ar i ght .| ess than,2,.000

i B S Bl P B ARnef et ARG et by 2 RAGE
an’talg&hlytr(éRJAGEGAgﬁﬂﬂ) in pEddtdhes wisli g esiedih i ef &b @f@@ﬁ blv}éntlon

her%, o descri ro} i n nol ecul es, that, nay

ei t FeF i) st ey S gitp qell é%?&taﬁsaps.rrtﬁawwg thertﬁlélbtﬂ@P 81 S100bRAGE

mciJcH@pl%HuMoﬁbe TRE-J Bf RAGE@sich RoRLBITTPOI00D eT¥HERE T#e-4000
has an_am no aci d sequence derived fromtwo or

(Ti%)r émbSrRe‘}%E isaceqdance ygthar cpibedigicnt ofdle prrssst invuttighle
|| Niira01 1 GOLANDLARRRGBRIES R HABC R RALRRiAT18-4000 in
portions derived from separate proteins. use
acepadasicn with an ghoddmert of theyyyespnti infeehtips wherginseth/queyst ieptesents a
[ RAGE, fragnent thereof.
mﬁgjta%%ﬁp%kﬁgﬁgg%g’ 6%%g%salnc?ﬁ@gslnnunoglobulln
pepti des, dinerizing polypeptides, stabilizing
pol ypepti des, anphiphilic peptides, or polypeptides
conprising am no acid sequences that provide "tags"
for targeting or purificatiof of the protein. As used
herein, "inmmunogl obulin peptides" may conprise an
i mmunogl obul i n heavy chain or a portion thereof. In
one enbodi nent, the portion of the heavy chain may be
the Fc fragnent or a portlon thereof As used herein,

' — r o - " I
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The terns "identity" or "percent identical" refers to

sequence identity between two am no aci d sequences or
wheinsmerndst wo nucl ei ¢ aci d sequences. Percent i PENUB1095/027705

can be determ ned by aligning two sequences and refers

to the nunber of identical residues (z. <?., amno

aci eot e
congggééﬁseWﬁgeaweh equence At Fﬁ%ﬁ%ﬁ?ﬂgﬁﬁcﬁgﬁwﬁﬁ?%@Hﬂmwn
by GBdusomprocie T TR )00t hemah Ty sttohutsticitas adlaaraghre bf dnhe

art (e. Smth and Water .. Mat h.
in e B A R L Y QAT e pgppsinveriion
48: 448;. 1Pstagviahe @R f RIAUIRfisiod Bdin ?Tpﬂoomtrkducé\?@%nosw in
.85:2444) or b% conmput eri zed versions of

d“ﬁﬁ@% il dp ﬁ%%%n%w@w 2t ehodineds Sdhe mieseat ipgrskiagewherein
panel £3B&vs/th T]@WO'P&@G%@LER%H&&@@ rlg&hg'ed &é ‘T’nﬁ%ﬁé/@%ﬁgl a(t:llo as

Drive, Madison publicly avail abl e as
copRerpd, to N@%?UVEWDREE(I%@)‘/ aid peyebB ﬁhnvmtgat FTre4 MNAR AdiZdfusion
Pr&tQﬁtré&dé&?%s@lilallm&mﬁus%f‘etcjéﬁ égﬁg‘g 'T?% d?% S e%%%%{nanner

Sequence conmpari son one
i deddGt 4 gfovswee Sﬁ%{@@ﬁ cf@sonrmgteiné[‘ TPe4@E0ro reddedsn gid @zmation

S BN ofimafho BBl o SRetr SR P el B
altbaaiwembodimmswﬁ t}&mﬂaﬂmﬁ&lltmﬁwh@@d paREIN shows NI PLADORAGE-
rs to amno, acids that are

fu1CnonS rvr%g ﬁ H)cf é\ the b i

TP S KL AN EA g1 Ot Grdin TR Prain pddtasehis sei TG -4408 Rl
_mﬁmfmﬁmunﬁmam&ﬂebgﬁwmwmm&mH A region of conserved

res ?¢ ﬁ5%$ﬁ'be I nportant for protein structure or

fu ni? 0 § SAURHPR-bigting surr e it ¥ ER-4P e togigeusammobilized
knbWe RWJH Behniidinhict i L8e @itﬂﬁﬁ‘&h@&ﬂtlneﬂﬁ PhR 65%3{1#%?1}1011

inportant for protein structure or func
conserved resi dues, DEFAHER DESERPEONNs of 3-D

ST I HGHE FurpBseS BFRA'S : me_.or
simlar proteins gm di P{Dl}ér%g% sﬁeggfsg%dmte %? uinbers
expraggingiqyentitics of lnmélesfaneaoslpe cwrreist;onarwym 8o fatheised® ths@@cification

areng [)9 hﬂdergt(g)% ats% ﬁ% fnl’})%gor?g lolg é'i?msta{l ay ?ﬂ gq \%:rpﬁ‘pasg%g dgﬁq%@nglm
un]am 1dd15$£qil‘©ﬂheconhianypihe gwnamxppdrarﬁaas s@FBrtbm tﬁ@quilblﬁln%d

r _nor.e ald of r eadi
spfis i € R Do et o g e Tordraes properties sough
to teor a1/ thypxay@t Ingéltion C APy 1040 AL ARG a6 Qa{‘at&%ip@ t BhE the

0 between two of nore sequences (e.d.

ercent_ h ED

ap;@wﬁmof they 03t1‘1ne Qﬁ aqql_\(a&ﬁlilﬁﬁ,o thy scope of fipgrimpregeh nux]mrncal
par@¥aa@r shotld A/Rhst b8 ors&Rad @ 1)ght (E%e fhHIP BFI‘C &%H% (ﬁ(ﬁgﬁgﬁt digits and

sequences maybe taken to i'nclude an am no a
by appdies edinapniogpdingtealitigienat e enbodi ment s are at | east

759 tic

5ot s yBEHS RO, ARPDSRIL LS8 R5E ond
scop@p.%thﬁ 1nvantpmj ay@qpptqmatmns phe{mmnﬂmcaldxamas et fthinp I‘the&pémﬂc

e rot ei.n .t hat co ri ses
én en?pﬁ%m¥9 g% gﬁ% VISR pIRE o ‘?épﬁﬁﬂﬁw
conm‘inSIGI’talluteuDEs nes@spuidy\eeulangiiran thy Ddnagidcelia@éd foMhd M- thédq
do |nnay conpri se

ment e
resf OBy S G oo B Eith T er il nien cORBBron Hago begmderstood
to &ﬁbﬂjﬁﬁaa@iﬂ}&inﬂﬁlllsﬂlﬂ@ﬁg%m S@Bimdd @i & of &&knp ‘Raf atstiafed range of “1 to

1@’& gg gGalns may be identified using doma
pulfh he eansidgrad 1o ichuge anyirad aflisppreieses b@fwram(md m@@/pf) the
minfalvie oBl GhdBe nBRIMNIPva1RBAT
and PROCLASS. As ngagled e?lel n, g llthhﬁrg%% ﬁﬁ%ﬂ%&g%@ mh 2
minirguig valig & h eemere, B Ine Cals Pabendingtwittsa maxmmmwaaiel of 10 or less,
honol ogous, or identical to, a domain of an
i mmunogl obul in. The | ength gf t he sequence of am no
acids of an i mmunogl obulin domain may be any | ength.
I n one enbodi nent, an i munogl obul i n domai n nmay be
| ess than 250 amino acids. In an exanpl e enbodi nent,
an i munogl obul i n domai n may be about 80-150 ami no
aC|ds in Iength For exanple t he varlable reglon and

' ~ n
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domai ns together. An Fc hinge region is an exanpl e of
an interdomain linker in an IgG As used herein

wO diosectshy |inked" identifies a coval ent |i nkaB@r/us2005/027705
bet ween two different groups (e.g., nucleic acid
sequences, pol ypepti des, polypeptide domains) that

does not any intervenin ons_ between the two, , .
egroufslt Hg‘?dl%? Hpeny gt FIF’Fﬂ?éﬁng%émd‘é BEnh e’P&‘?rﬁom"efiﬁiarﬁﬁ’d Is to be
urldbR@od s BeRRIntorphRfansitd étidetgonai n_of a protei n

responsi ble for binding a ligand. The termlig

bi ndt Kguthsraetad thak peiers lrhf@ﬁ@p%f[@go%ft easmguéaamlnha “py” and
“thP Rl Hiu RO o HRSurfi 38 EGlssty aﬁd ﬁﬂqﬁl%@ﬂ@rlﬁmeg% blkéeﬂ'eﬁtfe%t The

am no acid substitutions nay be made in’the
totmh fad?’ rsglssd n¢ergrangdablybyadi the term Spod/¢rA pikess the]eqyéﬂxaeleergy indicates
mﬁ%@ sol ubility, hydrophobicity, or hydrophilicity
e resi dues, as long as the binding specificity of
t he Alscg Memmmon@n’d amiaifmginsnti’ etcaiserbidicrohengesely theefeitmparts of
i.ndi ris esidues in a
e Bndte G P et mef TR IRER S [ gand. or
r esiAligsd harvia) e ebrinffupidishi? tefdr® 4 deeidhd @ansiNLtamﬁhaj $®a second
roximty to.th se reS|due ,that direc rac
it theimplery Te 4 Bl oF AP iored f?%fﬁﬁ gﬂe ﬁmpf?éule isa

ndclemdi biiBslhd\Ges hérin/RY teh@ “d&f/ﬂlmﬂnmeférm Sealiethat i is c-
proximty of the residues to a ligand in_the node

tegpipgl de @ peEondrreidpeher ithrpelcwiiapREPEnt & 37 e traen tesichic where

mpgﬁgk@g%g§m&ﬁﬂ@h&dgand binding site, or portions
thereof. In this regard, deliberate am no acid

subdinlesg tief&neé Oﬁ@ywm afhigshnica] and edi¢ngidin deriis peridrigrost have g same
e
mé;ﬁﬁﬁbﬁ%b ¢ optﬁ F%’ Io%e{/b’f chhl?%ggléﬁl 1%&?59 Practlt%onerﬁ, are
parmladlueigectaétol ©@ngniBrotdeels fyi Mdlengals@ekxgﬁf (Ansulyelbfor def@nitions and

[ d bi LNng. A | i.0and b
tewésg%gl}(ei ag{, Ri%h%gﬁéb%sef(’%%?lég }:acaﬂi ge% u%sI zhred‘ic aa%a}rr;e ﬂetpeg ]ande{orel letter
coﬁémsedl n the anpal i¢fee pi drdef th%szwsmfhohéf ﬁhmo atile term

|ntenac ‘ers to a canditjon of proximt en
o 1Al Ao oo Sty et WSRAT S
rifonB8E160 heid MMAR. PR fet® s 1884 @B 11&@@@@ﬁlg[33§tﬁﬁ@éd6hu6felc acids, double-
interest. The interaction nmay be non-cqval ent,

for

stigndedpmeleicagids and RINA anskDN{ gradg dismbsislsetids onpasleprige analogues.

Vaalg,ckdief8Ghi»BRrs 195 n@él&@ h4i@ ﬁfo?etdﬂ% Ik rﬂ'éy/‘% QR trénsport 2

interactions, or it may be coval ent. uSed herein, a
secqndgplgic acigfraqleculqinge aslleduone e@“rbOémepb tirecvegtior e;lifqWStfyr

i

refiion SRRk dbchl s e A WS, P Sk gl R rooter
to keliaacaexprdseiot ef e hhclgjancd mutspule e arlea;sbsouwmweﬂ$ Nbetbrs may

ind to the pr in of int rest
reggaf bforomindl e Spaso BT Rl gPR G B Bholizgn
chifiyosblit. hibote etnbdt@heng ittealectof heg tompdse al etpressiod ve@AYr capable of
block t he bupdin of ot her Ilgand t he eQY inhibitin
Prodysing agy e depy ekiEem af legshpagke cleffActireduepet nsrsd Hg the
vekiopi ted to, small nol ecul e inhibitors. These smal

nol ecul es may i ncl ude pepti des, peptidom netics,
or g+ it e RISt sprlitions foriybridizing apdeic Agd segueises to each other

cah Be hegéﬁbmsxmg 58 1A Hdh R Qe Sfien@isall%) %ﬁ&ﬂ?@mﬁ‘ée&
nodul at or corfpound” refers to a
hybhém@tw conditipnsgeist toreashing hieyids an losicsaltipifior eéhlgh temperatures
f
H{B‘?‘léi?zégérgmg b%@cirﬁgeggéung’?%l‘% g%ﬂlgﬁ}g[{ndgz%{]&?%ﬂﬂw%&%ndard in the art
sucl ascth&vii el P @:h &Yosodiemi C’Stleoglssulfa‘we (B8 v @'ﬁ@ll amirwashmg in 0 25M
i mrunol ogi cal properties, of the nolecule of interest.
For RAGE, a nodul at or conpound may i ncrease or
decrease activity, or changeSthe characteristics, or
functional or inmmunol ogical properties of the RAGE, or
a portion threof A nodul ator conmpound nay i ncl ude
natural and/or chem cally synthesized or artificia
peptides nDdlfled peptldes (e g., phosphopeptldes)
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RACE agoni sts may therefore bind to RAGE and stinul ate

RAGE- nedi ated cel l ul ar processes, and RAGE ant agoni sts
woreyeionisiebi t RAGE- nedi at ed processes from bei nBCT/US2005/027705

stinmul ated by a RAGE agonist. For exanple, in one

enbodi nent, the ceI lul ar process stimulated by RAGE

i gt rjs actlvat F-.agene .
N 2T P BoS e of S L R AR mpesprure papeing
fréh Faie tehperatuié@do @e@ vlepeaamg ui@ Hel 1EnpHES thofroPeREd €8 SAlsibel, F.M.
ﬂﬂnseractlons betvve@& EE f gs (Mrgan_ et al 1989,
et ffvrphoptd 8loeds meldolee e 100234;42@ Chapipr 2, palt Wifley & Sons, N.Y).
Fo¥ek@®i16,S HBYsthineh 4R ash i alds Grashihg Gt a4 /6.0 8% sBRYmO"
qp\éxpnm cont ai n” am no aci ds and/ or peptide bonds but
P

sphateat 77 CHer a4 brse aliganuelaelideprbei b S Celat ut ebasof
o
o RSB0 A0t 00 1 O ERRAL O 114 02
bag@qlzonmlentide pwbe,. or At@’iﬂc fSh nuclg@iéde ﬁ@b%@ﬁtﬂSOamdleotldes in length.
i d brari.e ni s of es
NPT pCprob AR a5 P08 B G R BeRE LR oxample,
yé%ﬂ]A?FPmnm@mmtmn of retdmlﬁaebé }ntmlelrmdemucag@m 3§I’]d(53f1“P by random
ant aqo nventio h erm"trea

i S A R PR S I b deemation et Beevsie o
fludpdcdiiRiabelodmidl&gided) bhd e biBe déts@siaing StHPeYRARM drdhtiMluorescein

Ventlng t he onset of the dlsorder or inproving the
ang 1$5ct' s condition. The term"treatment” as used

her eishised 18 &h 3 skl bRnit WdiccRECAE HidRiled AL IBBMrSydia less
tha%%l ven di sorder from which the patient is suffering,

PP Hignathpespntain Yreast ongsarbey pgom or nost of t he
synp led >0, .
e e R hf% 8] Esh e B
malfadnsdleat mapsompast ehtla¢reqart1al Olh”@lltl@lfgth prE€s8" i s defined
as P n ent 1 hat 0%
of tgﬂ%%eglglu r?lgg)tn %tfﬂ% re%r %n or'ioorglp ept%Sﬁ,El? %ﬁastaﬁx an}%]&%%)(nd
seqfence denecdfrentwe OﬁlgleTHprditaMB n“gheaﬁlmgmteabiney bls@ineide sihking

effe rise the ue. at [ t he agent

re s A DR B PGP dioTb A FoRcpe a8 Prisiet
t he Alseiksén Nek A “nbs-ROCEH peIfhopEddHea M‘P}?@ﬁt[@tthaﬂ s 1th dévived
agent_ t hat resul ts i n 50% i nhi bi tion a, measured

frogt ROGE orpdfagmeniipeiect. SHeh sRAGE palyparftdsy bisiude monuRegtybulin
Q4] dhglerVBYg &R, dbmiN R lbnidhe t
pe?t(heducesel i ga%?ndl g 10 1?éi11“)%{p%%lnd’ bi'n 1%??%32&3
pomwdsglccsmsmgsmu%w goqunges that pr@fﬁqlee‘&ags’\’/ @raamjmg br
nw@legfﬂgaﬂt of an agent that is effective for
pro uci ng esired effect in a subject. The term

" t hésapasidteraimg|“ingmurfidghabuliy eemﬁmjnmay cempotes inhatoglvbulit heavy

e A e T T
fraeiemigr a@ugioh the'fdfbé As ustdlheckirs ﬁlevlhl fﬁignﬁﬁ)h"ﬁb[ﬂp&@é‘s thdgeavy chain

i P AT RO G Cod AP BEE bF Skl LargmoEiobulin,

in élﬂﬁzr oSS orlaghei@ fofeabE dhe @NChnkITe ﬁlagﬂﬁ@nt nﬂ&%eﬁﬁédﬁs the
" phar maceut {y%al ly accept abl e carrier" as used herein

mpgoglel BB o ditRcasn ahabieh BitipR BiecoDeary terdgrived from any
oné bf t‘h@ﬁlll(%Vl{ I%ravye?}?ald o GO, NITR), Ig?ygﬁ) agk %es?t %ﬁéé%?

exarrp e, for ther apeu IC COfT'pOSItI ons adntni

addifjen, thediepyieeheingpr porfmcibereefimaydg datidrfthar anyrongiof éaskeown

I e
e S R TP e (BRI 804 415 AT DR, o
muiations i these hsms)tpes et yhtypesthitlajter thabielvgpladctivity. t Anpexzalple/of
by inhal ati on spray, intranasally, or rectally, in
unit dosage formul ati ons contai ni ng conventi ona
non-toxic carriers, diluents’ adj uvants, vehicles and
the like. The term "parenteral” as used herein,
i ncl udes subcut aneous injections, intravenous,
i ntramuscul ar, rntracisternal injection, or infusion
technlques RAGE Fusi on Proteins Enbodlnents of t he

e YA PN .
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protein. The RAGE |igand binding site may conprise the
V domain of RAGE, or a portion thereof h an
werdvodiTegnt , the RAGE |igand binding site conpPCHES208#Q7705
ID NO 9 or a sequence 90% i dentical thereto, or SEQ
ID NO 10 or a sequence 90% i dentical thereto. In an

RO P R BTN Bl P o

soperclred’a:pt(o& 3. for aaifnphglmsembmﬂbmoﬁ@f Jhedingamegion.

| obuylin.domain. In_one odi ment e .
ol YRR S ey e PRI G GO G aR o betwean tvo
anﬁﬂmd Gerths breSleod tRO 8D 288 sefued@@Ster@neidehtitl B be
the CH3 domains of a human 1gG A RAGE protein

de&“n%¢9ﬁé%@?%wq%ﬁ%@§ eeferg q the amgbeﬁ ofifigaiica es (i.e.,
f
anﬂfl@ Ec% grs ﬂtﬁlsegtéder)] %s&@ng@faﬁe?by R coﬁgﬂage%%%\%h &Qf sBURG
ahﬁ@msiﬁ apd Ferepatigormay b@@qndgct psireg the ilderithms lsr@mgatrdh in thett (e.g.
hagk 3 is |
SRR ST PR 08, S MO A, Y57 o
Bielrbtdd hrdatrson dnld duifRaEE 1 HRR, ?pz&pi\fam elcam\Sct, ot i85 3434) or by

cop G TRET coate ot Bl bp Rime R b nd o 5o e o e ase
7.@1@netith Qdirperet GrddpﬁS%np@Dﬁp@ Md(ﬂ@nﬁ‘ﬁ&) Iﬁibﬂﬂ&lafizﬁlable as

or.a r eof W|thGI C|neasth
kTR R "isP ol PR Erpvallans oo e Nesigea! s of Hoat,
BaiReREVIDE nadbe udeld F82kyuent¥ conbfdBsdi ﬁﬁﬁn%d‘ffﬁé’nt Ctﬁgpérbe%?
full-]length RAGE with the signal sequence renoved
lde(né‘tyg0 WSE‘%@“P‘E?“’F\@E‘Y be é?te@E@dl PIRGCAYyithp gas weight aind syab)that
caél an@in® 8¢ill LA Weidhhdilas M ROreAGHLISHAHE NGE mishietf BRI QR the two
proteins of the present invention may al so conprise
SCHRACE (e.g., SEQID NO 4), a polypeptide 90%

Lg?gk:}]ﬁéﬁ hﬂe&% %H(’%Ei@ pr o Q’tre?e% F’S@O c{n%igsttgzﬁ are the same

among h phiealithef prpiams trevrhg ﬂnearnegnmmr@mdfdm e’urmyibm pAasdidrcof
tal I a 1025-.1031 998
cobied ihte By e a5 e e Ay FES R | Do

conRAGH restitueasfidagjfied in 4 theseelirhensitinbipréfemahdyebedspbiat for protein

first residue rather than a Methionine (see e,
Strﬁ’é‘érﬁ 8F %Jé]{;tlcgll ef ierv esugleméeorﬁaqv réaﬁ{oinagf %Eystructure a
coﬁpziﬂ%bh Sﬁseﬁtﬂé’iﬁﬂs BHRACEaE bisihilg p?dtéiﬁ@froﬁ%ﬂ‘f&&ﬁ% dopmyed
, QIDNO. 5 or SEQID NO 6) (FIG or a
in Yiii‘ﬁl%?fﬂéffsafq‘?é?e%‘?ﬁlﬁéyb‘?:inédesequence hi ot her

emnmb i
oy uEeeHefin, Witolif HonRI A oY pFRFRIE Gty arsb of
hoplesyp wiith ¢he willd-type g@inp: acdshariedee. dlonadlogy bePAijons Gm bea

B ST T A —
progommpy These sohmagimiytavaiablevempiteEprogrdmeaincalcalge per&EQldlﬁblo gy
ol A Oy DL e S

AcairiSaid Uﬁm’ﬁo 7216hB 0).i ]Q:ﬁlekﬂnlblb nﬁm&g)gsug RqUBAYesGRYd t&l&n%ﬂﬁclude
ID.NO.9, or a se e 90% j dentical thereto, or
o parid phaeheel y TR Al caete Gop SRR SRt R Stddoipaly
ideBAEM, DO, igeiRal DRtdentifte, JROCHR ifEBmINRALach DRr.SYNt heti C
peptl de. Thus, the RAGE pol ypepti de used in the fusion
pr of:&P$ed hgtein, f golypeKida or PIAtFEN tdp@ﬁlmmymnm p regiorgalong a
f
P et S PP AR s by bRl in s
of et §equﬁlitfé and/dbmlOglcalaﬂUVltmeIn@he qnbbd@aenﬂmlmpmlnam
| inked to each other by an interdomain |inker.
Ful | -1 ength RAGE al so i ncl ﬁ s a transmenbrane
pol ypeptide and a cytoplasni¢ tail downstream
(Ctermnal) of the C2 domain, and linked to the C2
domai n. In an embodi ment, the RAGE pol ypeptide does
not include any signal sequence residues. The signal
sequence of RAGE nmay conprl se either reS| dues 1- 22 or

o A ~ o~ o r 1 ' [ — - s o
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am no acids 24-123 of human RAGE (SEQ ID NO 14) or a
sequence 90% i dentical thereto, corresponding to the V

waoloosaion7edf RAGE and a downstream i nt er domai n | PEIRER2005/027705

O, the RAGE pol ypeptide nay conprise am no acids

23-226 of human RAGE (SEQ ID NO 17) or a sequence 90%

identical thereto, or am no acids 24-226 human RACGE
MPSEIIe REFsiopssf agyrotgindle fRldria agw&l?%ﬁtl% %@Fta%twélv idgpendent

&R EHe%%@P@l‘e@ﬁ)t&ﬁ ‘D@ﬁlaﬁ{s ARIBE RMentifidd sin Hﬁirﬂ’ﬂa@d‘l}gsets E'&h as, but
i nterdonmai n'|i nker |n|n’?Ethese two omai ns.

noRligitedt BipyeYt PREDAA, PREW] s%L%@é(ﬁoPPdNTésSEéSE@@Rﬁﬁ

RAGHR ) or a sequence 90% i denti cal
P er gtso or T?%%%@?&‘ﬁ%nan RAGE (SEQ ED NO 6) or a

s eq Vensed BOoH 'dentunoglbbulindosein! iscorenespoaitintgo badsstRAGE
Stl’(lCt%]I ‘llgo nlgllofr%)%i) &II 1%8}‘[1%169 a dfo%{]aﬂl %tn %gég‘tﬂﬁ%f Tthﬁ leeélg‘[h of the
seqmueMnmdm ansmdluna'gm:uﬂm slommnpmaytbel any heagthi e bnede

ver al es of tjdes that .ar derived from
erihReEha o PR AR e e R e Tl AT gample
ento@inheds$, 28 imPruad @ bbuliNRY ma Iy &eﬁgﬂ?mmp @,ﬁﬁﬂldjz&l(ﬂelﬁ ievigl. For
one e 0

froman i nogl obul i n hi
eXpRAlin g |Vev§ﬁjq 5324981 B Grede Crnypnd Gﬁérqgges aﬁan foG are cach
1@%@1@%19@&811&&1&15*‘ SR UotIER %kzﬁn&é tik \F&%ﬁlb QRe Ciit, @HQ Cy3 and Cyd
fraghent) thereof. For exanple, heavy chain

regippepfenieMeyc exshpRmyeogiotysn Qﬁeytm de derived fromthe
Fc ff{sal&g@ ﬂérelﬁf a %Gtﬂ'ﬁ]ﬂgﬁhggéﬁ h'&om efsea,' s% ﬁéﬁ@e (ﬁcamnéo acids

fragnment conpti ses arn |nge ol ypept |
fream BAGE prateth 63 dorrhirally k@ﬁnqlmua;, iwnigdenigdabiouh demiealan

o8B 2 P RRTRE TO 2R SBhBORY Bl e
Videmwip, thlaMGE EpliknEStypk § Gofagin, (“CHlbrhai)’), drge RAGE Ipgike C2-type

e), ar JJgA (@) . In addition, the heavy chain (or
2%)%’?1%”?&92{‘%8}&&03') may be derived from any one of the
:<n 0G3 m(d@.%auetflﬁmi ‘?nt?;lbmy]ﬂilﬁkezrl’ lg&ihpni@s h bolypp@de (hg@jpins two
g g g l g a
FRHIROBHE oA AELES Fisifny B P%ifﬁgtai}b%éf%f"lzﬁ‘%%ﬁkflé‘i‘ g f-

b' ol Qgisedherdial ety 1inkB&’ 96EIHRE a B@Jal/&ff}i’ﬁl{aﬁ@bém%n two different
conprise the CH2 and CH3 donmi ns of a human |

sronnst(p-gnBudddic agid prauencey, PpPePtides. Pelypenside derapipg %h%&éoeéﬁmt have
th
o R i R bR 6 s B PR o
t herdsafsedrbgreing Higamctlenﬁeg}mrmmefesgo @rdosa@ 4P prieina¢sponsible
The .F th l.
fmb ?igl?hrr]lg F'?l%%c{ Oﬁle% Ii V%%n& 911{#1%% QBI%QM ulltpuéfeg ﬁ%lﬂ dlgﬁ%es %?a 1ﬁand

one e

biﬁﬂﬁidcfmaan onpqtmmiseheneccﬁ It thés rpgaedg elahbarm/ exnhmoamd(solmutut&asmay
an jnt i nker ved fra r

bl Bl AGEE S JE bR BB PP Bipa hacee: Sy,

hyldropuesgitye bﬂhy@ophnm@ off the@&seduee] O thngRthe bidlieng 98diBdlty of the
protein may further conprise a RAGE pol ypeptide

liggpd biading doaiedgretadned- pol ypept i de conprising a CH2

do mi&s”us@(ﬁ h&@Bin] I NPARGHIRHE Ll Rbm ?rﬁe@ @&f@l@i inApr&Shith® Rirectly
of e CH2 dommi n of an 1 nmmunogl obulin. In one

mt@l—’ﬁﬁb?ﬂlthre tigand; preregiiipes dniolic in msﬂb?nfnrgé@qﬂwwd rhaese proximity to
thgﬁqpsrl&fégﬁi ?‘Egcﬁ)y mracf% %vﬂ:hltﬂe d. ef@ﬁﬂ&e%ﬂgn of Qﬁd@% he ligand

ypept i nprise a and nding site

blﬁdi@sﬂa rg@nbt dﬂﬁncki bngths snaealrmwlmdwrpf the eesuhes t¢ adegaad m tb¢ model
orRél%urgo g‘lh% Oe?m li g'al?c[ib&u%]a [ ?1?3 1%%1%@6\%%8@%2%6 rfg l?ge'mdt ﬁdlr@% or
m‘steamemme)fQ ﬁ%nsdegﬁrdl calibetdesraino acid sulSEQtibhy NaY belfladerin she
sequence 90% i dentical thereto. The RAGE pol ypeptide
used in the fusion proteins of the present invention

may conprise a RAGE imunogl bbulin donain.

Additionally or alternatively, the fragnent of RACE

may conprise an interdomain linker. O, the RAGE

pol ypepti de may conprise a RAGE i nmunogl obul in domain
Ilnked to an upstrean1(|. - closer to the N—tern1nus)

o S N a o ~ 1




i nked to a RAGE i mmunogl obul i n domai n such that the

C-termnal amno acid of the RAGE i munogl obulin
waloreion7es | i nked to the N-term nal am no aci drPOf/UB19@5/027705

interdomain linker, and the C-term nal am no acid of

the RAGE interdomain linker is directly linked to the

Nterm nal am no acid of a polypeptide conprising a CH2
ligdodrhindingfsiteion thembasio gf sbildritn in pliiarﬁy,fchﬂ@&&ﬁhbﬂﬂﬂﬁ he@bphobicity, or

oYY BE v el e CPRIRE GBI it o indnp i i

reRinddMAni gla@nﬂ)m@ihg QtPREY £08 10bnedrtnhteE ligMd tRfidy do(ﬁ{auis Reg8rotein
an exanpl e enbodi nent, %e pol ypeptid

i ns,
m&@ﬁ%ﬂﬂgkng the CH2 and C 3 donmins, or a portion
the r}%QIsed H’éreﬁ A6 0RA 8ot ni%YersCt@ Roh&BorrbEdrd et%%eﬁ’ﬁ ligand

SEQ | D NO As descri bed above, the fusion prote
Or@PmPW@dp@rd@étmns ioR frém%ﬁh@fa@/f eshrparien of asiepnyidancdecule of interest.

LRSS PR, LSO 0, BB 6

Waads wp@mtnoma oddretiostatiayr lgmpholse iderictmagsrentt nofy be covalent.

iR A ORI, -
WM@&E@&I@W}E 1ﬂ1<5)1dmg SLEDstsaiq;lm oo ARYot Mthe@@lf. As described
thereto orl.,. am,no aC|d QID
R Tt G AL S GUBTRBI P S b o Bisrest. A
hgaﬁ)c[ mes b@mdaga;glst @nhﬂtﬁgdﬂ(ﬂs@ Tmla Pnodli1aRACEr, anthasd ﬂlﬁy\ﬁ&t}faﬁ@m
i nterd Evllnker he RAGE polypept i de
bilpgiph! iedecta rolisgid gey Jz@clzﬁlf b hoeRiggnde @E{?bv prhpising a
bidi8icA effBetS EBARNCRa PRl B0t dré:ﬁclt litnh%H &, Qmaﬂ) Eno@é%ﬁ?nhlbltors
aci ds 24- 251 of human RAGE 20)
loydesimgrarinelady pepw#.qsaqeetldog@meé% elrgamﬁ gompomﬁeand the

The
M- | in linker
hﬁg ﬂ%?ﬁkﬂ ﬁése &%mgﬁgﬁgﬂ?U&ggﬁg&gﬁé%g%ﬁd i nterdomai n
i nléems@blwm@n,raé‘atmd@fato@lcomp@a)d" efanpl aapoleculowkich changes or alters
the M ic a@Lw gfea C}n&@cu?e otp ntgl.legt Q& maXul n@poplgi lél]a%lngﬁase or

onai ns derived Frow
detmm;elanmm’lyoqi c{hlan}gel the plomizalng chl@ﬁlbaleﬂarfact‘tamtlas lotifoRBtidn@l or
ise a first

1mgﬂép e%e thegﬁqij tﬁ rgglﬁ%{f%gftdﬂtare L. fof ggodulator compound

mayth@ee ﬁﬁddfd;réals dUcEiRity, o Kieflgd Be ahzﬁﬁﬁé}ﬁdc%nctmnal or
. inmmu | obulin domain and a second RAGE i nt er domai n

! uﬁﬂlgo%als%ﬁftﬁ% &t the ke RE- 08 RPHAR thirAfn & medulptesrcopgund may
1lldcllhcfesrfatu|rd]taﬁ<ﬂ/gpéfﬁfnﬁbahly Bitfiesized bl AKGGalt Qpﬁcﬁg n%&f?édrﬁeﬂfi‘éles (e.g.,

am no acid of the first RAGE i mmunogl obulin

phespaongrtidesyiantpodias srepohiirates fnanpeaceiwider omchandes
rob RSP OB e UG Bl T Ry B o

thegienifpmd swiall ordaniclve irvegaoivdnal ertudas d Armadduldtorospours] thayikeeot

en&o%ﬂ(%ot}sg)pggb&?émﬁg] 01%%'09 1tg11;aty heaé%fu 2@ s%?ﬁlcgﬁf:%gpo&lgfid Or, the

mcmlillatdn eoRpGnd seaydrech slmaﬂe)rgénmaieduﬂdn Kk térdh "aiodemitdr Yompound"

s 5 SRS P ORANT LEFT B mEABBHFHLRE b e end racenic

fordgmai n RACGE fusion protein may conprise SEQ ID NO 32.
In alternate enbodi nents, a_four domai n RAGE fusion
pr ot¥® ﬁg%p?qn%@e%nlm%haté%n%ﬁo spoeRipy tRidprBycomplex that

ehﬁ%s%%@ﬁﬁdcﬁf%@éal @sﬂoﬁi&%em%ﬁb ek @IRvhei N may
conpri se oneé i nmunogl obulin domain derived from RAGE
and two i mmunogl obul i n donmai ns derived froma human Fc
pol ypepti de. For exanple, the fusion protein nmay
conprise a single RAGE i nmunogl obul i n donmain |inked
via a RAGE interdomain linker to the N-term nal am no
acid of a CH2 i munogl obul i n2domain or a portion of a
CH2 i mmunogl obul in domain. In one enbodi nent, a three
domai n RAGE fusion protein nay conprise SEQ I D NO 35.
In alternate enbodi ments, a three domain RAGE fusion
proteln may conprlse SEQ ID NO' 36 or SEQ ID NG 37. A

e o o o
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amno acids 117-136 of full-length RAGE. O, fragnents

of SEQID NGO 2 1 deleting, for exanple, 1, 2, or 3,
w@eino1maei ds from either end of the |inker nmayP@OEUSHEH027705

In alternate enbodi nents, the Iinker nay conprise a

sequence that is 70%identical, or 80%identical, or

QO%A&&gntlca\I to SEQ ID NO éﬁheﬁgr SEQ I D NO 23. For

t he “RACGEMECYSH rﬁ’ﬁinﬁ“setg /&P (g IrAFraseRstaE i # ERseptor to
foBif AUBAGRx A Hodshoh gl H Eidd o sﬂ%ﬁlrﬁ@ﬂ@l&glo%ﬁgl ponse and can
domai n.. I n_ an enbodi nent I i nker may conpri se SEQ

inpybyt ey blszlzglce]dﬁ&p@wdﬂ@wlﬁébywwxﬁb aci ds 222- 251 of

full | .
1RGP0 Ty o Rl AT QIR AABEci o
prgeag@ﬁém@ RAGE astrgmpitemapinhibifekGEomiidimeresey épalbeing

ol PRAT oh JOE ot BORR-RE 5 R AR B
st?'u,latéd l@gﬁﬁ@ﬁsagomsﬁEQnﬁ)semuvﬂ%HﬁWI\ﬁ%a gaeds, an@keipabm ng

or , ani no
F r ori 6 R PoRAl THmeERE TP PicpBe GRS & SR b ror peptide

mellitbﬁdhd’ﬁe rnt:cwean RauleniMsrdan@ian, 1980K85. REbrE WA CE8n. LD 43-
corresponding to am no acids 222-226. O an

25125t %?p&l&ﬁﬁ‘ﬁllﬁeqlqs I%rln(ﬂlé%ﬁ ‘rﬁﬁ ctg;s_e@t a I 3y not contain amino
ackRah @B PRI Borlde bIRAGR iR debe %qﬁfuﬁ@tgmall\ﬁﬁtﬁﬁg 8t Deptide,

Produci ng RAGE Fusion Proteins The present invention
Ofa?IgQIBStc@r?ﬂFﬁgg@ét &enideripincties sledacladpropidsyaligonenipids Simon et al,,
1978 UBsoc, ']@atpﬂgac?[f’@zoq}% RY. 93672 Sl 'b%ﬂéthgﬁa%égmﬂtaqan eptides of a

g a GE %Pr?

conprises a nethdd of maki usi on prot
degigngst lessth geprdsentigall possiosegbensed of aniimkaody carRAGEding to a
[ ' : non- RAGE pol ypepti de
pe&ﬁ@f/ g?%okl EEOIIF@%S%S O(}pt)% pfi %glg&gon'pr ises a RAGE |igand
bl n dihe dersi ‘ttleatlri'gh’ nefessaoph@ovihy e sympiéec{ RAGEasp ot Yip@fién aie may

d the. s non tide y .he encoded.b
ocbist BT DGR BB L PV B s 00 Dy Fiir ek mbroving
thé Qbpict’s eorditedns TRP tédin “Itt’eéiﬁlﬁaﬂtﬂ @ﬁﬁdeﬂ geﬁefm?r%ocitﬁ@ ﬁﬂl@p@&trum of

nto an expressi gn vector.

“f‘@%ﬁ‘b’r‘% pa giygn disergerdfon Wé@hﬁmer@tlﬁ%és %sf%ﬁ% éméwl%aéke&atwn of
one B{Bp@Bm B HhosE 8t the syrtoRX RNy Fr&TROHHRABALS 2 Sfiretthi8he partlcular

present invention provide fusion proteins conprising a

digongr, g5 praysetinm of dhq 9nsrted theglisgrdsbcond, non- RAGE

pol vy, I @ r '

CormiRaRtd fgn, fe R - SCSO0N TRled ot 18 OHELRT B LB
regulife 11l §Qjantia mlemrngncdogleal cenr Foesample, thr@ECS MNof @theiapaltic agent

llagl%ggllﬂeagljraﬁlg 81050? ca, ﬁffe%}%égcompnse ﬁieRA% agq'be alg?r?r gﬁglays

SOP/he?th@moforglcamffeenbodl ment, the RAGE |i gand bi ndi ng

PR e R T S—

in i50%MlhiBitbn bhemeisared! difean Ferdxaip it IC5Mer AMAFRgonist of RAGE

epti de, Inke to a polypeptide conpri
bﬂgﬂ?ﬂg ' B:Rq Vﬁ?w%ﬂhw G aafaggmftyr%&%fslehg@nd blg}gmg?o {38 ligand
blﬁdi@mr@,tfmlgpgo%of an i nmunogl obul i ndomai n. I n one
enbodi ment, the pol ypeptide conprising an

i MO PbIRIFIRLA éff@ﬁtwe EBAHT Beansahe qnegint ofanpgentition isgHfective
r +4
e
denefentinhi anzount GivAlregotphiaguassuticEoagertbatplil plmﬂrthameeutlc response of

resent,.i pyenti oNpri s
an?a.'l;}%? gﬁmﬁlucflel a0 (o e }ét E\Ie/l%%%ueﬁgs &%/}H&I % ficleffective

pol ypeptide |inked to a second non- RAGE pol ypepti de.
In an enbodi ment, the RAGE polypept|de may conprise a
RAGE | i gand blndlng site. The RAGE protein or

pol ypeptide may conprise full3-1ength human RAGE (e.g.,
SEQID NGO 1), or a fragnent of human RAGE. In an '
enbodi ment, the RAGE pol ypepti de does not include any
signal sequence residues. The signal sequence of RAGE
may conprlse ei t her residues 1 22 or reS|dues 1-23 of

FNA PN [ NP7 < R 7™~ I T
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pol ypepti de may conprise human sRACGE, or a fragnment

thereof, with Gycine as the first residue rather than
w@20elicani ne (see e.g., Neeper et ah, (1992))PCTWS20051627705

human RAGE nay conprise sRAGE with the signal sequence

removed (e.g., SEQID NO 5 or SEQID NG 6) (FIG 1Q)
0.aci d sequence. |In other

hat a
arﬂ(funglél@%gé teg{i] u]t)chne g} 15iratens teeovgsrand deadth\of dmmbﬁct the
O,

digazdey bemSE@atbdD abDtheliker SEQ ID NO 8; FIG 1D).
I dentic to the V domain or a fragrrent

Q0%
seq lﬁ%@? Stm ﬁg@qaﬁ%ﬂa %@cceplta,b@e ROGE’ prstéhereimmyayGeRplol Se

t here

cogphuraly ard toﬂﬁos%éﬁthﬁ@ﬁp Eidifgb1e QO!’%IE%H‘{ o o(r) fﬂi}nqtﬁ_qué ecls g for

GX%H&H 11tn %&‘B@E ?%’éﬁ?mp9%@qs iaélamtmdqﬁbr thg t&aﬁxﬁenﬂ@ﬁa BRI &Bated
disBEIY bAidEe. 9, or a sequence 90% i dentical thereto, or
SEQTQD NO 10, or a sequence 90% i dentical thereto. In
yet {5¥A e PhasmRastisnd nompdshion RAGEsd 2@ denb® a%om os1t10 1 that
enbodi nent, the nuclelc &

ma§¥o i GerBER! ﬂﬁhm%%d‘%oﬁ f& OmBY-P3eatralFetonisnlin bamhakatlon

sequence conpri ses

Spray, 1atgnagallyy araectaAGE it dasdgb &gHRNLHANRNEN fmg &%@g}ﬁlgﬂ&l fion-toxic

arﬁé’@r@ﬂ |9 nucl eoti de
c ugltsaadjglgz% @]%%glg{tb% ﬂéﬁqcode am no aCI ds 1-116
Fiﬁuf&ter@" as tidae hardfal ﬁbﬁdé&%hgclﬂrﬂ% gtio% @Qenous

of
0 en ode amino acids 1-123 of
mt%? Mﬂwé%%tﬂaéifsé‘i“&a TPty Infisigst teeferiqmeg) | D I\IO 27 to
BuldorePioiéingci ds 1- 136 of human RAGE. O, the
y conprise SEQ ID NO 28 to encodeam no

acid
ac &ldgeb"%uﬁ%"és FIGREREEHT IRAEEEON GpmprideR ATGE Figion pagikids, 'ﬁ?éfhods of
malﬁﬁgwsmbhmo% thin no acids 1-251 of
n RA%SEI%Q) 7 E% % ﬁltog&ﬁﬂg ﬁ Séuég ﬁ]tﬂﬂnéﬁr%te]&%l dhe present
mve?ga‘b’é]ﬁ}f@% eh9diefkingsiadety of wagode RAGE pol ypepti de
fragfr@ahfp otel n. i ncl ude several
leeglglﬁ%cg%%tltgg PIeSWBFW@éH“\Pé%V“Fer%‘FFPWKQEH@r a

compF%i’@%RﬁC?Emlwptldahﬂcee mdormphmpmbgqﬁl e?tg({%e i Ysi on
rom an

embBAieRi 511 g%éi?rf:?o] e%%g%g g&lﬂ % E EIDAE}I dlggagg%;q\éie@mt@ hiaraaof )

i nmundg

embpgipmehye thd digandltinding siteddoyhng Seienacy
n nding mp 35 tﬁéénl:l)g)g(ﬂ?\g 0 c{%g')%vry oof‘ilhei %\ﬂon

proté(lﬁ‘ Oy eﬁé@% hgﬂd](bg%fhn& fiis n}pé(ggg;lp@mhﬁV(domgapmﬁR}dﬁlE or a portion

therdoﬁe]nemfe)nbﬁ&tmdﬂﬁ tldsQ{AGE(ﬂ gl{dQ{FJCﬁIF%'SI{%réS Of ek klﬁgi@
s ai n subtypes: @nieé%%Q dora
qufra:g}% % gﬁlc%léhé)retoi GAEQ ]% NO: 1@a2 feadnce 00% hasnaédl gRs&f

t e t t he bi ol |
Berromick i
an impy FRERaIS o patioruiemn alfgGheth&edPbt dnqwno globulin

As an exa

om e efbo g '
domaefh, tﬁ% b &lﬁfeﬁféth% QP%E’@DB@F a%n%qngmﬁ@npﬁgbm@omm C

enbodi nent s
compgswaﬁsa roftian dfanieast basGf thy C@Z Hahd Cﬁﬁd&rﬁ'ﬁﬁse&fa HiB¥%n IgG.

?‘g(g 38 or SEQ
< | rmuno obut i n P 8@%@?“&18 %ﬁoﬁén@rfé]éé@@thﬁwmahmpm@n (e.g.,
Q RN é)acqxuelﬁragmaft oBE@LIRAGE, 33,4900 13 L3 M Ren o A

ibon, of the jnmunogl obul in
i"lyppf?“d%q# {9 GR{oiRRidy i enethp ey, be EhrteRAGE 30 asiemolk @f Rhith,
ut 1s®ésstHaﬁ thoer ol @flind AAuBdRE LR rd nt ec.aonui n
pol tlgikelr derived from G!IEE)e ?g%/lﬁ%heglﬁoo W@ﬁ@?%@
yp?ﬁ §&Y S P%@fﬁ 3 guaaee thaidd 76%00n &8Fr, Iorrﬁj%,ag|90ml1hbrﬁrca1’:t@ r
humaeRAGH, 65 a KR he fusio rotein
encoded by %ﬁggggﬁg?ﬁg%?Q%ﬁﬂé %ﬁ%??ﬁ%?mgﬁﬁébeRﬁﬁ%y
PolyPSRYCA BUY aPEeshynias A o5t Gpgaént HIERERMIAG] RS bRe ﬁh@
construct into an expression vector. ‘Al'so, "the net
may conprise transfecting the expression vector into a
host cell. Thus, in one edbodi nent, the present
i nvention conprises a nethod of maki ng a RAGE fusion
protein conprising the step of covalently linking a
RAGE pol ypeptide to a pol ypeptide conprising a CH2
donaln of an |nnunoglobulln or a portion of a CHQ

o D P
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40. The i mmunogl obul i n pepti de nmay be encoded by the

nucl ei ¢ acid sequence of SEQ ID NO 39 or SEQ I D NG
wdo06hreane enbodi ment, the RACGE pol ypepti de negT/US2005/027705

conprise a RAGE interdomain linker linked to a RAGE

i mmunogl obul i n domai n such that the Ctermnal am no

d of the RAGE | obul
rosgdve NG e MF L A RG1kt BP9l i 1 [ HiECRAGE may
coﬁ%etﬂiﬂ‘ 1t AGRAithand ﬁgnaagéqqe&fe rérh/eRAGE, SPO epdav@l Br SEQ

[Tnker is directly linked to the NNterm nal am no acid

ID 3¥0:3) foGpp b rand éB):@rﬁmﬁe,qnﬁg” that @pROEIFERHICBES: an
| Mypogl.an %&dt%&&hﬁg@gﬂgfﬁ@%loh ek erb coﬁbﬁse&%@t 4. dEQ D

conpri sing an IﬁﬂUﬂOg

N Glr)mpoéwaatlwoypdpmtwdbtwlmﬁiﬁ sf mfjagrhent @fréi/ﬁﬁﬂa @HBSGd herein,
R.g.?iﬁig rhs 18{(}? Rrolgem (90%'5 & %é;}ucPeqﬁé {rﬁﬁ Eb% pe &1(9{ or the

e€se domal ns.
cyﬁablasrpmltadp@faﬂd dlel camprei Médgh: I(lié-l(zHZ(lé)ﬁ&)) CH3 edmta]lertbe BAGE

A el B SRR o DL Y RSy i v

resfiu@ $2Rér theﬁh\%ﬁﬂbﬂhﬁﬂlﬂ%ﬁ%e%cg’tpﬂ'depﬁ eﬁal&l(t&ﬂZ@ @r, a@RAGHodypeptide

maggﬁ”%'pg% A Oﬁ‘?ﬁ%%?’ﬁ%ﬁ’ﬁu%“ﬁﬁﬁ@% %16@ gﬁ&&&m 5 or SEQ

IDINTLE) QEIR RE) b &tﬁﬁ)énﬂ&m@{ds‘é@u@céragﬁent of a
full“I'ength” RAGE protein. For exanple, in one

e b &uetherrembogiments, e &aﬁqﬁ gqogglrhmﬁ}égm@g% ARADE Yylomain (e.g.,
SEQ"/\%}JN%?TZ ﬁgg]:i%bu o d@fG dﬁfg ("g@éii)ef &th'Zn (063, @&ﬁﬁl@ﬂ dl aﬁ@l@97)) Or,

omal n erlved roma
a spqleppedtth dientlc'ﬁh‘ea theBAGHE Ydomainnr rlpeeenipher @é m@yfop ﬂ&qd

1 oos TP RARE PP R AR ARt bE B RAVIPUIRIRNc 2. SEQ
Dao: molsﬁl@miNBé\Gi HIGt &b dmanaehbatkeent lsRAGE Ipa:ttem ey

N-t.er m. nal id of .the fj n i nker.
cop@rifa iRt PERAIE P AT HE iset P BRng Rl iy Qe
S NOTDLHRGEQRHE 90%1121@13111@1 thilee, di- ST M DND: lamrracseqimncb 90%

t he second RAGE |nnun %F%#gﬁggnaln i s I| ﬁd

ldf@il?%!ﬁ]i*ﬁrﬂal Ingyet prothes ielalb%‘%l ! RSOy Er?a*iyﬂ ‘ilCrRPQ e.

t he ¢ efd RH@E P ]ﬂa&ﬁld@%é@i 1ﬁfhetfﬁ|§0r§1ﬁ6téﬁ£§ of tHe@kddemrahRntion may

linker is linked'to C-term nal amno acid of the RAGE

com@mframﬁmh@@ﬂuﬂ BnefyR4GHRR A Is lemanam deert RAREfompgisssipree
gggﬁulﬁﬁﬁ e?%te%tﬁéh Qiﬁx%]aing ttﬁéd(&%'aﬁ éﬂdrfﬁ@Cl h&d db ﬁ@lﬁ&hé’ each

to t amno acid of the poly ept|
11ndzedm)raash mgeraoy@nmpmmmginm [Ful-lehgfeR AGBralsoringy

T
doﬁ&hlamiﬁ@&&qmmlCEdsﬁMmldentlcal thereto, or am no
aci

S S ID NG .2 or. a
seq glé A gm )glFlHe £ %ﬁqﬁe&?cﬁ%og%?c}t %Cb%d%éfl}ﬂ alg?al sgquence
reNaEkQ) Whenm al Seqbned OFRIAIGE thideconiprie eleiwniagidhes ke or residues 1-23
[ i nkin ese two domai ns, and a second interdonmain
offplhlesgt é%“ﬁ%trean1of d . In one enbodinent, a nucleic
aci ghof Q)Ebﬁ{p‘ié" e M?b%%d% bénpde aﬁﬁ)ncpécuﬁ 2Br1a@ e Human

t her eof encode f our  domai n RAGE fusi on
RAGB(SEQ l'lZ\IN% AT ¢ saaugnce §0vaHdenticr] dheasioy o agingrpckisgfdilp of

B e Y

- domaiaof FEGPoDy, Fih@RAﬁE polspeptedeangyl compribgeaniins peifs pdod2diod human

S|n RA

R EE(ERTIDIRG: AR Foofas e PR PP (B o e

doawdimnef RA&GH. dh amli’tberpmibymﬁmm the Ro/oBip polspaptidam@yi2omprise amino
i mmunogl obul in domain or a fragnent thereof. For
exanpl e, the RACE pol ypeptide may conprise am no acids
23-136 of human RAGE (SEQ IDNO 15) or a sequence 90%
identical thereto or am no acids 24-136 of human RAGE
(SEQ ID NO 16) or a sequence 90% i dentical thereto
corresponding to the V domain of RAGE and a downstream
|nterdona|n Ilnker h| one enbodlnent a nuclelc acid

T e~ 1 P~ 1~ ~ A o N



10

15

20

25

30

or 1-10, or 1-15 am no acids) upstream and downstream
of SEQID NGO 2 1 maybe used. Thus, in one enbodi nent,
wo b@oionteaT domai n | i nker conprises SEQ | D NO 2BCT/US2005/027705
conprising amno acids 117-136 of full-1ength RAGE
O, fragnents of SEQID NGO 2 1 deleting, for exanple

woitag et e i RCETNERIDINTL B hehreet s oraihurd g

coBrOPPhdIAL tths €9 ldl@ﬁh@ﬁa df RAGH.S OF Qe Rﬁalﬁtpod)@lepudhrm@%npnse amino

jdentical, or 90% i dentic t 0 SEQ
acii IS 95 hupigs RAGE (SREBDGOg bibaF h SafRee P adsmtiay Bereto, or

mﬁwam PR 165 RAEH EREG IBNJ: 34 @ alb@lehye m)ﬁ\'ﬂﬁ:ﬁﬁd%@mereto
of the A domain hi an enbodi nent,” the [inker

cogetperdias togbe)V domea of:_RzL\GE 814G 2 doypmiray e demsin éirﬂéﬁa s, the
t
00%55% e&fdeﬁﬁﬁ coxlggﬁ aVI ng s AL26 J?Fiuﬁlhﬁ‘ﬁﬁbﬁ‘@ﬁg ID NO: 17) or

apetl It1ona pOFtIOHSO
a sqauanp@%"mc@u@é theeshe @1 1P aenda%lzéé ofghuimian IR GE (SEQ ID NO: 18)
o SO0 A B Pl i B o B e e
1nﬂhﬂonﬁﬁl livkyr lrékingsibebe t@s dorhaiag n@ntis R){GEEQyﬁ):p"t\iﬁb g comprise

anngto ¥SG 3 0L iy RAGESRIAP N S a0 il treto, or

24633315 hemah RAGEYSEQIDANOEM or 23cdd8kde QOﬂ%ﬁéﬁﬁﬁﬂh&eﬂo | sd¢REponding
may conpri se SEQ | cor.respondi ng tqQ. am no
t0 RAGE zzzelyg@ng%e‘})ﬁ!\'o mﬁé%%%w WWO%@?Q@EW& jZefragments
of kR dflthdXeqftdnce @ dg;s@ﬁg@adl ng to RAGE amino acids
318-342. The net ho further conprise the step of

i ncdmpdisian mgtemﬁ%ayamu@eowgqrﬁhmes iohpeptides Basredgrved from
M@ﬁtopafm%&aﬁ ther £ ATRIROMJ %ﬁgﬁ pl RS rRISGRGH fofeyrﬁw Snprise a
conprises an expression vector that encodes for
pofypsptisie @nm@ﬁrmn e@mnu@gi@uhn RA@Ee subgpaprti de 1rdmr1mgl¢1:3uhn
ed t e. [N '
ro ST BB BE RS BOTRASL B SR AR Bl

thérearu lﬁogé)mbmlla the hbaWyajhaltarﬂa@memanty conipeisAGHyEpLigpépivied fom

C ri se,construct uch, as. t e.descri bed. he
ing B Rt o Ea S WA RO S ERERG! (G iTisANag hbvy chain
hnhgapgn@]gﬁmiﬁy&ﬂg%ém Q3 3U1|@15|1g1§ Fﬁhe td&ﬁm@gmnmlu n@ty gmum s a
acld of the ] MMunNno oum onalL.n I s I nked t
mQToFeRy i”éerli*ﬁaﬁ-‘éFhﬂHhﬁohBorﬁelil trerspDpay Gelerydrage Ay qrsied Fhe known

he@RPHalE s Sespb eerngt}r(?i @m@o%g@ﬁaw 1% e IBAGE. '.h’ﬂ&cﬁlﬁt%”ﬂﬂe Meavy
| i'nker is direct termnal am no acid
chain (er pestignbereoidmay bﬁé?m@ﬂ AgreAngiqRe abika kroveT heaiy chain subtypes:
Ir I; r
TeGTTMIAELORI80: 0 28011 201 RENEOA2 (EBL o RIM B or 1R
isatyprep oi sybtyphethaiadiertihe bml,ogucaé mtyém“éh@@rﬂmomﬁme Iggry cQmprise

f :
e o T R Tl S
Ad drodxainptentbgdizncns) the pbllybeptlﬁe cceup:rtse@sth@ﬁgz/mﬂt@ﬁ dinaisef a

re i nve Thus, in. a esent
nfREIET on et Plsat B eqmotsd SR OB PRt sp.R0°86
exprmssc @?rtl‘éﬁ of ik itmahogotulie sk niaf,ﬂ Be F}%ﬁﬁlaﬁm&?dthdm in Tzro Thus,
rotej n.of the_present inventjon, such that the ce
in gﬁ‘iﬁ%@@é@“& @Egg\&% nglB’? BiOiPR Big? P@F%mé{e%&ééompmes an
infRRIYRAPEAKELIHivEE bR A G0 kgkbr HRman PAEMBRRH hRe polypeptide derived
conprising a CH2 domai n of an imunoglobulin or a
froye pr jrgmuesRloRul® domai n of an i munogl obulin. In an

o MLt B RET R o B LA MRS SR A RAGES

poilypeptidtaimgrtly linkaé & 2 palydeptide eonpriRaGE G}:ﬁmzmexgl aflew firmunoglobulin,
domain such that the Cterm nal am no acid of the RAGE
i mmunogl obul in domain is Iinﬁgd to the N-term na
amno acid of the interdomait’ | i nker, and the
C-terminal amno acid of the RAGE i nterdommin |inker
is directly linked to the NNterm nal am no acid of a
pol ypepti de conprising a CH2 domai n of an
|nnunoglobulln or a portlon thereof For exanpl e, the

o o -
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for exanple, by PCR anplification of a nucleic acid
tenplate with priners conprising the nutation of

WO nioe0ess7 | n this way, pol ypeptides conpri si nBCT/ER3005QR7705
affinity for RACE |igands may be designed. In one
enbodi rrent t he nut at ed sequences may be 90% or nore

qﬁEEE st Q variants_may
Pactide née ?ﬂé)gt()% Ca gé ”'DEIA? I’fﬁ’?l“m,gg%u&fl z%‘ %ﬁd’@bommeﬂt the
C}ﬁdmmge ot a Grogdedt WMf écbmlmsps SEQIDANE@NL. 0o @bodiment, the

c ow the neltin erature of the DNA
R GaBPARPFA Hhyicmolih 4 164 hBTBGal g bR gy e ste ay
coipfiseths &domait 6ERSEE Cdﬂa@;@rtldﬂ&hﬁr&m BS &l QNboUBELHR rthé RAGE ligand
b@%&a&gro&]ﬁl at e _host. For exanpl e, othe r econbi nant
1 LOMRLSE SEQ TRHNO: ¢ promienaence 80%ndestica itheeaies oHSHEHTBINO:
109 @ls¥quehdddoos Richifal BBECE! | S €xpressing the fusion
proteln sel ected and cloned. In an enbodi ment, cells

ex prés RidaF ptlwepidossd indhe isiongroteios 0ﬁh@p®®nemwlohMay
es
coglhltqlscék;gl %tAIG?qHG%%O Q@ﬁg}ﬁv IOgl Ac}%‘it?onlgﬁ alt%l%@ n¥ellyé gl}eefaagg}?at of
R&GE) Hey cemprissswiintgrdaingin linkere Gy, the RrAé}E;)pdjym@nde Iﬁﬁ}O&cﬁlhp’hse a

[ | ot ana
su p er ng{&ggn(ﬁmﬂx dx%%‘ I (%(113 SRR il S%Sﬁ’étogl?%ﬁ {jginus) or
dopostichingtle.pylosf fd thé Civtemﬁmmm@@crrﬂm Yinkt$i TlyePhRkiR BmBodiment,
| e enbodi nents of

119]] t |
NS TR e e
linkgive léhdlﬁﬂha‘i b§ af MWBorhiln fihke?. TBe RAGEWoléptiR Bay ﬁﬁher comprise

C above, the fusion protein roduced by
SN A 1A ©ght ot ba oReAGEmOTe iterdomain
TinEe@d MUEDVINGQ thinf¥e ShidrBorRaif SRR drtahOD: -t&%%ag%&é@e

._The fusion protein may conprise two domai ns rived
impppeglebake dpmainandfonthe Ctigrite imimygoglelilineldmpino nd dditional

nstruct
coﬂé%glfﬂg gpgﬂplillménnlﬁg%l%ﬁﬁi ﬁ*@%@h{%%ﬂ?&ﬁﬁj& fid SR AR 8“?11?1 tge
scwyséthepreg@mmum@ is shown as FIG 2 (SEQ | D NO  30).

oo BRI pm RS0 3B EISR e 8D g ke
11nlpzdcb<b e m&&npuammgmmm dasait heh sied Ut erhinerin(ibd add8bihe RAGE

ncodes G E n sequence. \Wen derived from .
im G ey o g o e et et e eiogteds ker, and
the tCherrhingl iin@ bl 6f the RAGERRIdnES: Eh@r fs@%ctﬁgﬁﬁkh@ 1AL RO
aci d sequenc of SEQ ID NO 32, or the polypeptide
terjig i i Gp0 g@@ﬂ%@@nﬂmew(@n@m of SEQUTNIYDDUES, or a
fragfienSttido NS poMx)eﬂtﬁd:e C pﬁgmg !i@HE h@galfi 8f % ﬁj@:ﬁﬁ%lo%{ﬁ'n{]&ay

acid sequence is [1ghted w
congnii s drBsad Cn3 §@1@jéﬂéﬁ glea liugnaalﬂthmza partiotOb{Zither, or both, of these

dorhdFRUNAG]

° the fi rstcg;l %11151 Eg%%%h% B%E%pr%ﬁgfc S',F‘ nﬁme%wtﬂ?ﬁ ‘CF-\ "‘]"7516&0300
donRiGECr airtien fhexsoipha h:lunmdgﬁé ey cbingrifRAHE) m»quoepbt SEQ ID
Nosgguence a signal sequence conprising amno acids 1-

22/'23, the V i mmunogl obulin domain (including the
[i géasrttbsd:nhttd iabgyesiht ﬁ)momqjﬂq&EmS)Ifﬂ@ p@dﬁblﬁ@n@ﬁil&ﬁmgﬁéo%{]mﬂse a single

or g8 ot E BT, ABH o SAGE RAIRIN S corprig o irkdtdgmain
linkanfirked &ch Rﬁ(}l_ﬂﬁﬂﬁ)%ﬁudeaﬁﬁlaﬁl ﬁ@vw&{zangélﬁfrﬂa@h&ﬁ dPRRLBncth RAGE

| i nker conprising am no acids 22

Dot 6T RERTBLC {d A G PP G B corapr s ominmsissarip pf human
RAGBPEQIE Nd)‘ €1 5 ?Sﬁ@&que%@o% HIAHEH ltlfépé% bﬁn‘ﬂﬁﬁ?&@s 24P of

exanpl e, usi on protein may conprise o
humag R (Qﬂﬁﬁﬁ’ Ay éﬁiﬂfrﬁl sgeuensa rd@mldalﬁ@emmmndmg to the V

i mmunogl obul i n domai ns derived froma human Fc

pol ypepti de. An exanple nucleic acid construct

encoding this type of f usi off protein is shown as FIG

3 (SEQID NG 31). As shown in FIG 3, the coding

sequence from nucleotides 1 to 408 (highlighted in

bol d) encodes the RAGE N-term nal protein sequence,

mhereas the sequence fron1409 1041 codes the 1gd Fc

L e pe——gey 1 P~

»—j
o
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to 346 includes the CH2 and C 3 i mmunogl obul i n domai ns

of 1gG The fusion proteins of the present invention
WOorRy6ooTsPT | se i nproved in vivo stability over RAZES2005/027705

pol ypepti des not conprising a second pol ypeptide. The

fusion protein may be further nodified to increase

st abi efflcac ot.enc d. bi gavai idity.
SRR et p i e e e B 8eBe Kb isndrgay
cdR@ri® ghinoadidh 3 Re s bf iR ALE (mb nm\w): @8 5drGe@lenbBY90%

chenmi cal nodification. For_exa the fu3| on protein

idgRiipalfherstpnenBTing agifs 4t d o4 Pugan ) or gpequence

909P NRhdaRIheRR0, RO &pbiiitng BhIRNAIESMDSE i %ﬁﬁmame nﬁ’cerdomam linker
acids, or N-alkyl amno acids. Additionally, proteins

linking tb@;se 59l id‘PfFl@éS Byd aseeyd wicrdymaimbyien dowprsiream of C1.
ADP-pioi RO gﬁ 8L enMbd Qﬁbfuél&ﬁ 1315 { ;]Lﬁdsg Lngc? such
Yy e

as phosphatl I nosito or mat | o onds,
ingrgoglebulin Cﬂ@naﬂﬁlﬂeﬁh@i fiam @ACFFOPI?’@IH‘WMEEW e lrgjnyqulo’tman diy@ains

SIS ABEIEAIRG SOEE ets Biaece

mﬁmmnoglnbxﬁnndmm an'ﬂtveﬁxfst&AGE igerdom@bin $inkér linked woraeseﬁml RAGE

R R e e s e R S

anminyacbg oftthe ﬁrslrt] mtad%hAﬁd IliAger &SIaAyd todthe GeBintihal afMdFacid of the first

igands, such. as agoni sts, .antagonists, or

R{%ﬁg HPERgeEoRdn d@wa%g%@ AR RS sccppER AEs ent

e F‘ﬁ)bﬂﬁl RO desiked tﬁ@ﬁﬁﬂmgﬁﬁmﬁj@ﬁc@&@)f BOARE inBAMImain tinker,
nodul at ors conprising: (a) providing a fusion protein

the Nripigingl gginp ot tbwey@t@ptlﬁeai@mamm is finkedge Eoletminal amino
¥ tl%@gorﬂ’iqiﬁﬁﬁ %qgo %égﬁ(ﬁ{l %ofngl‘ﬁ 5@‘(?5 B! %r}{ﬁ’r?a? Ellngl% a01d of Ghe

conprises a liga mXi ng a conp
RAGEiseroad ederdemalin émkeprgadwbcﬁ)ahnlwg t<athle Mbtenminhreiing aCId ofthe Cu2

. f the fus r ot
infilnbBobtin' Bimell T of bR e ot §alie B35 hbtipee
cofupsibe0SEQ 110 N&D:132i ﬂin ﬁ]tmnqu ﬁﬁl:&idﬁﬁenm‘ a ffdie de@Bip RAGEE afsion protein
i nter the ligand binding site
Coelé’ﬁfﬁ’s%é%?sniﬂg Sr%g]!t‘l%h]gm A&l domain of the fusion
pr Otﬁﬂteﬁlatﬂ_élﬁ RAE dfmﬂhSthfﬁbuﬂf @Bt@inﬁﬁay%mpﬁlsé&leﬂﬁﬁiﬁng obulin
kits for on .of RAGE npdul at ors.

dogemprixed Wné%ﬁ%é dionrnoglopylin dgmaing éerb‘feém a human Fc

polyp¥siitel PBr ERNpEO RIS frBtkindn S TRDHR N BaMi Md@fﬂ’ﬁ’@uno lobulin
bi ndi ng afflmt%toRA as a positive control; §

domeénﬂ@é Visre BAGE énterdempp finkir g the NRIRGEIngloinyine ptid d CH2
lmlERﬂAI%EQ Lflf?l ﬁnﬁﬁf&rﬁ ortitfAbt %lﬂﬁ% lhq b %e f[l?&ﬂz %dlment,

ypepti de conprises a |gan I'ndi ng si
a thired d¢mYinRAGRE @tstqnqm@em@maywsmpmaﬂ% 2 Moo a5 nbrdltertatee

eng)ogl%%tsb# H]?%n& Eéisr}t %ﬁ&%iﬁé{léﬂs ﬁgteffqﬁga}&%&@rig% %}?@:ﬂ%%@({) 36 or SEQ
D)pdemeptl de may conprise full-1length human RAGE (e g.,

SEQ I r a.fragnent of human
enb % @%&%%@f%&b@%@%@%aﬁm%ﬁ SeauERS that g
nama@aiom@teaaﬁmeaﬂd&ﬁmsd lfied tol AR AGE RddusRWbARE Bordfin. RPQE
rise either residues 1-22 or resi dues 1-23 of
xpble. %M@&éommhe@tﬂ@mm}l linfsr magst OppAp@amino acid

sefiEhQd e Ehtesnatuirah}g B0l ﬂ/d?@ﬁfe'\ﬂ@or%ﬂ fﬁ%?ﬂb%&hr%nt the hnl(er

sequence_ 70% or 90% i dentica human
may ORRGAENEQ ﬂH &Qeé%fl coprgppoasisgf aninp nclésnbl TeV3ed flﬁh}ﬂlgth RAGE

f
Or e WA BREVBER 4 (PP SRANS R SR Bl B
sequgndee ot hveamme Wemtbmdomamémkg@empngng seMepanineticidh(e.g., 1-3, 1-5,
(1992)). O, the human RAGE may conprise full-length
RAGE with the signal sequence renoved (e.g., SEQID
NO 2 or SEQID NO 3) (FIC%.8 A and IB) or a portion
of that am no acid sequence. The fusion proteins of
the present invention may al so conprise sRAGE (e.g.,
SEQ ID NO 4), a polypeptide 90% i dentical to sRAGE,
or a fragrrent of sRAGE For exanple t he RAGE

e A NP

e



10

15

20

25

30

In yet another enbodi nent, the RAGE fragnent is a

synthetic peptide. The fusion protein may include
wa@ewenicst ypes of peptides that are not deri veRCT/D82005/027705

RAGE or a fragnment thereof. The second pol ypepti de of

the fusion protein may conprlse a pol ypeptide derived

| abul
or 2 bEFY S PRl PHOIRERABE ViR EANORAL e? Be usea
TH(h@ S’:lﬁ)bn@ Et?bdg\in?&ﬂ,t th@lﬁﬁerddrgz_ﬁ'h (igfer c?rﬁﬁﬂl&(ﬁﬂ’SEQ MDNQ:D3, coh@ﬁsmg
e), .or a) .. In i Qn, e
anaa? b 1?%@?@8%511 @é%% S %@?%M@%Q @ﬂ@'oofz drlgting, for
N1 hegvy, aﬁl'i}ﬁi iz lfmiryﬁﬁfér eﬂdg)@the(lﬂ]ll&n mayIe2usbd2)n allc@itade
(lwé 194 IgAl (al), 1gA2 g)d or nutations of
enthipdBeeny %6@9@%@ Y QU pRETETAE th@ﬂs P iAetisflopote entical, or
9085 e%&_céa)’tg E@fﬂﬁﬁ@oﬂg ﬁ@é@@?lﬁd .68 may conprise the CH2
an oma

ns of man g3 “or a portion of
ei t For the RAG@D Ch dowhint the ikt orryicomprigepegidaeseairpiethat is naturally

oSBT SOl BRI GRTRLL SR, 16, S 90 o 2

cotrosppndis g toaSHind El:im2232§101f ABERNn D RNGIE. 41, th hieker may comprise a

oSSR PSRk R R PSR KAFoF Sy

cobpripi@p kéverul Of-3,t 1S ofr mmn@rgll obathing aciig)iamimteacidsapstream and

oce i ST Nch i B vy Cobgpice’ 4B aNg e b used

defiink YR xih918) 1IRAGES ot her ot N8NaAiRo haBUReE Ak lehd o£MaTiRker. For
La an enbodi ment, the fusion protein may conprise a

eXpnEES, inpee AERP BN ARAGTHRIFdomHEinkepmay ermse SEQJD NO: 24,
coﬁ@ ﬁﬂlﬁé REar@inChiqdd S8R0y llﬂt&dgxﬁﬁﬁ 'hﬂké%rma@f cfo:frngE%EQ ID NO:

reo I n one enbodi nent, GE pol ypepti de may
4%mpmtm@ﬂm@p@@®3}$ $42nker linked to a RAGE

DoSh 0L RAR Flsish Phobfagt the Cterminal am no
n donain is linked to

t he THe ressent Mavientaom aiso mmpds@fa rhéikeod tn m&ﬂ(d o RAGE fusmln@rqtem
nd the Gte
TH R b PR B ST REPReSE AFIHIRA oL SRS P JAGE
fugibn propai Wish@eh@@éﬁ)dﬂ cBidently Hekidg d RUEGE pfpéphide linked to a

i mmuno ul i or a fragnent thereof. The pol i
se ﬂpm@% Pt%ﬂ&ﬁ‘ﬁﬁei??“b?he %é@r?ﬁ]ﬂ?f@?l%‘iﬂl% ?%@BKE qlgand
blﬁ&ﬁ@mes eoﬂeﬁﬁiﬁy&a@nﬁ]ﬂeﬂ RAGEHoSiphgide RBd Beldecdnd Iﬁhﬁ{AGE

domai ns of uman lgd or a portion of both,

polypepiide mayrbersneadsd @y #ﬁ?%@blr}@@ Aggastirie Télﬁrm?&i%w further

oohﬁﬁs@fﬁle Xﬂ% BE infl&pGATRY 1hS DA ESirEdritnt@ e R si0R VB AS Ao, the
uman , or a portion thereof, may conprise SEQ

métipdN@ry @811]@186 BEGtepDf Neertiag (heFiypressipsi vsetopmgst @hast el t he

DA MY LA B0 o

compmpmg 8 R@g}lhp\olypdpeddmﬂad o 4 saokust, ndn-RRETE fobymp®ECGHN one

|ndna|n a f.ragnment, o
e S P T s Pt A GHE 1 e bR el &
enﬂimmibnﬂelﬁﬁbhgahﬁﬁmﬁiﬂlgIsﬁ@ccgﬂipﬁs&d tg.e ?ﬁy‘t N-gsipirabéorhal® of the gusmn
I Munog .Nn ins, derived from RAGE pr in an
PrOtF. i ﬁﬁ%%@&ggnﬁaem H@yaemp%&hef%ﬂ%lﬁ&m or a portion

th&@eb1y RERL bFEodink &R, the!RIAGE 184 BinBinBBYe SRiRIESEQR NN NGB or 2
RAGE i nmunogl obulin domain and a first interdomain

seqyerRe0% M@R@dﬂ tb@reép §beBRAD REH Ojohasergnastfors identisakihereto.
d Ry
ﬁl?t E‘I? farl?na am no acCl g%éj&%gﬂ%e:r?st Ilﬁl{é&?%ﬁ%&ﬁepﬁ&%ompnsmg

anj igmjunpglebilinglomam @-atpertivin{ak., afipgroend diettodf oftah amfoiuneglobulin

RAGE i nmunogl obulin domain, the N-terminal am no acid
of the second RAGE imTunogI elbul in donain is linked to
Cternminal anino acid of thel¥irst interdomain Ii nker,
the N-termi nal am no acid of the second interdomain
l[inker is linked to Ctermnal am no acid of the RAGE
second i nmmunogl obul i n domain, and the C-tepninal am no
aC| d of the RAGE second [ nterdorral n [ nker |s d| rectly

N a o o Y 4 a1
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pol ypepti de. For exanple, the fusion protein my
conprise a single RAGE i nmunogl obul in domai n |inked

wWQ 2@ea1TANCE i nterdonmin |inker to the N-term neCT/HRTIN®027705

acid of the polypeptide conprising a CH2
I mmunogl obul in domain or a fragnment thereof. For

oA e MR R oY B b it o a2 Rt

ormjaems atil?dasttaf‘pbﬁ&tncbfaf leasrbnohé 052 S4hd 863 edmiit@i HRAGEE IeG.

( SE or a seg% gﬁ 90% j dentr cal thereto

corr gﬂﬁﬁ?ﬂ rrgtetndneh‘ée e ¥ greominagnt AN ec t F8am
exibRY BUTBIeMbbAiBIERY, the pesBten@ARQ L IR HmprRe Qﬁ‘fébﬁ‘ce@ @6k acid

construct, conprising SEQ I D NO 31 or 'a fragnen
SC¥fBFR efICORg 2 BHSGRROTePEE 8o wivanth nAREA : 1mot1de In an
enfoRififl hd RABESAS rrp;{p bithe iR loBpr BARAGBISLA BRI, ik er

fragment may c i'se a pepti de sequen

nat Gﬁlﬁlwlﬂm plamlﬁmptldeem@lr qompsise fullHlkegih hmnaraRRf&ﬁe g., SEQ
0
m T PR BB G0, BB DEABESE o o

nos$ egl@n am;ss&ﬂ@teqaerwe nesidues| The stimahstiieasiof R AGE e dmprise either

e Rer2st Pt E2g o il arh G S EEpR T ot

elﬁhmﬁiménwgiemmly@’phdé may bd)lﬁlklﬁé’e al¥BYeB T, € 8@%, or 90%
havj n addl [ onal por ns of t he natural RAGE

tid
ld%gp?}'éﬂ gmar ggmegt rhﬁree ¥pnle. ik 8 Rhpdrnatihe

R&@E@b%e@ﬁﬂb ﬂﬁy%@ingﬁse(}ﬁm&n RAGE, 3r 3 12gm6it tﬂeré& Wi@ﬁ Gﬂycﬂn'é as the
am no aci ds}‘1 upst ream and downst r eam of SEQ |

firprsihe ralber t arh%flethlqrnl@rrée%owreﬁerﬁr al. 7t(llr%93))nt(err a@rhamﬁn RAGE
mziflld'b‘fx?ns&ﬁﬂipléﬁ B RASHQy! tlptﬂelg_:gngl%eéﬁ%mﬂeﬁl'o@&i (@g:‘ @%E%@ ]%@ 2 or

36 of full-len fragnments
SH@ID NO; 3pdilebi h‘gand‘ ) cexanpios of that #ying pcid sequmiaso The figin

Lo 5 LS A PSS

Poi}@eﬁtiﬁhﬂo&feiribnﬁcall tp sBAGED04 4 figgmidnc af SRASHE. 9086 ¢xcdlamte, thaRAGE
I D NO 2

R L S ot B B G e

rediduerratheir thdr a/Mréﬂmnﬁﬁer (ee. f Nédper &£l ovaN dm, tha lhuma:n RAGE may

| er may conprise
coRBPT R oSt FOn et oo b A SEHL Bk S og GGRAD NO: 6
(FRAGE) ofd portibeof thitle@findByd &Q0RHE SB dhdd 8RbbERABVWOBAGE protein
addi ti onal q%OI‘tI ons of the natural RAGE se%Tence For

e camipFiEs & ¥ oRTIeK(e-Co SHEPIN Y eV B NOES2F G 189, B a sequence
90% i4Bntic8 to %he]-‘v'i d@rmuﬂ%r Q?ﬂagﬁ%nt @[@réb@ Ry 'bg ﬁsédp%;rrtﬁgmA rotein

downst ream of SEQ | maybe used fragne
mayfcogPEst DI pgmenp of M@E@om@eang tlpbréip n@thf: éfrdoe)@an@l& SEQ ID NO:

9 &?%Qhﬂ-j ? b F%GFH?) exan”p?n%omr?ﬂglt]}%q g%;gd 1%1{1 H%%tetlgglzg&%?%se

SEENGo ﬁmrm sequeker 90FRidentimapihesed, GEEQ D NO: 1849r a sequence 90%

1den91 Oﬁ? tnn tt %ﬂ%&"ﬁ% 0 6%%?Eh§§@?@%%nafgtlletic peptide.
cor Elesrpﬂﬁlﬁhrc]lng??ﬂ; Qhﬂﬁ%@ﬁﬁ@&qﬁéﬂcd 801'3131‘&;881@ IE‘N O: 25 to encode
xa .t n rote e used in a
%F%‘é %Jésog;b“%l rﬂﬁ) wiid RRCEIP{a A geIUCHRe
coﬁﬁﬁmﬁg(ﬁ‘tfﬂpéoﬁd&mb ad3 BESEQ 0b I\ﬁ)JQIS nfhye MEEANE RAGIBYmir acids 1-116
known_ RAGE | i q%and may coated onto a solid substrate

of pemen RAREx iCrolfp npleie é‘§§1 MY camprtecEtt FNOo A6 tsfengersamiso acids
1-TBUrAGHARARE. Welhk nuiibie raﬁd ?fﬁ&@o%’@ﬂ%@ SCT%EEJQN@S 23+ é}fcg«lle amino

vol umre of about 100 mcroliters I"at es

acige 1113€ ablatress A GRO Or.dhernysilahicid mantdngwist rSEQl IiDgDi@dZ& 1(9 encode
absorb. Alternatively, shorter i ncubati on periods at
hi gher tenperature (e.qg., 8mtamemuwe)rmybe
used. After a period of tln@ to allow for the |igand
to bind to the substrate, the assay wells may be
aspirated and a bl ocking buffer (e.g., 1% BSA in 50
niMimdizole buffer, pH 7.2) may be added to bl ock
nonspecrfrc brndrng For exanple blockrng buffer may

o o,

N a .
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enbodi nent, an i nmunodet ecti on conpl ex containing a
nmonocl onal nouse anti-human g3, biotinylated goat
wanite/onmsyse | gG and an avidin |inked al kal i nePCT/US2005/027705
phosphat ase may be added to the fusion protein
i mmobilized in the assay well. The i mrunodetection
conpl.ex e allo o bind to the imobilijzed
an?lﬂ@?%_ﬁs bigt of IH‘H?_{}&%W e Brerfticle 5Kk MEeTPPREe FERIBANO: 29 to
enB6 @R @hiflo 8dids 1051 AR RN OO AR 0 ¥hedd IuldiSacid sequences
e}g];u l'ibrium For exanple, the conplex may be all owe
mg.

PisRd o FepdrRAGE ﬂ’éﬁp’ﬁiﬁéﬁ &gmengs. one hour at room
t eNPEaiEprotiin thfiAhcIRed &Veraﬁgyelsllwg%ﬂgs RARL Kot dIBYedEom

removed by washing the assay well w'th wash buffer. _
RAGE opadisemenisireot. Fhgsdsendgal ¥repedt dfyhedtigipmprotdiemay comprise a

PR SR SpRar e chmif P o statn Grpotion derenare o

degfedfipP ahp oneaofithe mophdwraty (hRNRotaws:dpGi(ncigdads, igh (8), IgE (¢),

ribance.at 405 ran, ln an_enbodi nent.  RAGE | i.gand
or28 ¢ 30 i nn 2 e g o AR a R BT R bR et Ry gone of
thevkvonieh ﬂ)}tcl(RAaiﬂ\@uGEb’l@‘iDéSj: m;jmy(iﬂﬁ%%@? IgGENgy3), ugt@@@nnu%m?%a1),
ng o igands to sion pr ins. of the
1R LB oot PR SR BrLta A OB Blofaghal Giviey! The
sedoh@p3BRept(dE hihy)comBHsekhECAD Y € BTdbnMR\Gf A%uiBh 1@ or a portion of
.concentrations_of 1.082 ng/n., and 370 ng/ni, ) .
cithgls il \pé fhpse dgapadnsy s c&tmplagmBolipants |t pofypegtide comprising
B o L R R e e eI AN D o
38mipiES) 1R et 40. (Wsamanunpglaulivi ngpBistraay( te-caneydefl by the nucleic acid
' ; anphot erin (Ampho),
se«?&e@é{ﬁﬁ%ﬁ R@%Ré%\@ 1\lK%'ngs,or bance. In the absence
of [Thg&ndortion ef the comunagiobaiit khamingy BSgipitflaemetamen veo. Thus,
i e i n absorbance.  The bindi ng assay .of the. ..
tnd REEERSoh o S RERG S5t PGt AR f elin ier
dehiveddirerg RIAGHAMEr thiah ainte@dsiaidie hegb palypeptitsderRAGEom an
. ligands may, bind to.the fusion protei.n of the presen
iy SReAP PR VT FRBIPHel e £FIOP AT Lier Bich HGIei B e opcpgpd by a
recbfnMEDTIA oaktrch Miiso,Qhe mE@BA Aal GorkpHke MM st@ of i@ otdling the
to 80 nM, The fusion protein of t heﬁ‘gr esent invention

DhfgForntigel 1B 2nSBRrotsin et i Aodbripeiptian avmprpe figasiecting the
exﬁik%bgiérfxyecfo?ir@é Rod IRAGE. As shown in FIGS. 8 and 9,
respectively, aRAGE |ligand may be assayed for its
abi [Thys; in epecesredmeniithapreseptobydnfigreebreaprpbod tictbed af meking a

R0, O TEHTER, (V0 SRR TER 4 s

pohyipatideasmayisitpn Cehtiomaiin ofar FEAG)noglhobdlth orv ppaivndifafldcemain of
bi ndi ng .0f. RAGE fusion protein to anyl oi d-beta at .
o Sy Sipfions piigomeRl § fisthnsBoSfied Saggeds RAGp isana
bindig die] Thd RAGIILa80 biutlingBité fkEcordprise the ™M Bor3Q00f REIGE, or a
9) . Mbdul ation of Cellu]ar fectors Enmbodi ments of the
Poﬁl?%‘i'\{g‘?ﬁe‘ifr W& m‘?ogfm%éﬁgﬁégémgav {;)Ei’m‘fl? BfF SoEpriSe TP NO: 9
or b Qeqiefld @YFidantRhich&gioCa! SE@EPNIIE €0 BESicah&de by Rk al thereto
For _exanpl e, . the fusion grotel ns may be designed to
Al

he f
rod fPRPEMRICGR R FIbeY MRk s Reeentiny cglitncoaippessitsivic acid
endd¥itsy a RAGRDoBYBRH: B0 1y fksd m@ﬁe idb%o riginga gﬁg%l&%m of

i nvention nmay be used to nodul ate"the functio .
an inaiupeglemlineer Aftagmenittbercedk dprphesmbadandntitey G daymein, or a

< i [ S te. oxj ive
e B PG 10 7 N TP Ve BN B Rl e o
ang €pg domsing bf AlsinandgGY.t AR amesinipls enhbddjmehiRheapolgregtidd@mprising

like. In addition, several other regul atory pathways,

such as those involving p2lras, MAP ki nases, ERKlI, and

ERK2, have been shown to be Zcti vat ed by bi ndi ng of

ACEs and other ligands to RAGE. Use of the fusion

proteins of the present invention to nodul ate

expression of the cellular effector TNF-a i s shown in

FIG 10. THP-I nyeloid cells may be cultured in RPM -

A S AN T A NN NN
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assay shows the sanme | evels of TNF-aas SI OOb al one.
Physi ol ogi cal Characteristics of RAGE Fusion Proteins
wOibM1BIRAGE can have a therapeutic benefit i nP€NES2005/027705
nodul ati on of RAGE- nedi at ed di seases, human sRAGE may
have linmtations as a stand- alone t herapeuti c based on

03 )@%ﬁp Enl?cg 813 {shn BB 1o O o RERER o B! A8ERE RS No:

e €as ro e1n
4 dfhmhurwndgldbtdmmepwdenm}daeaﬁlc@hﬂ ibg xhemmtielcyaciGedeneset SEQ ID
NQU@91§§%§ﬁ$}£?S a half-life of less than 2 hours when
5%eY et entlon of i nmmunoreactivity sRAGE
( Rerangde ahb@i1menl thE’R&!GBa{ﬁ(QilpepEd@na}T &dprise 2 ROGIRYA&rdohbfn
lééggﬂ% enerate RAGE t herapeuti c that has
et ol Aoy sug theReE-teppipalamipg eeid of the

RAGEQhﬁauﬁB@Bﬁﬁﬁ%hﬁﬁi ik GinIdQb kN -tRmRAFihY 520 Bf Mk Ht&kiBmain
conprising a RACE |igand binding site |linked to one or

linkst, @ndy terRalrsyno Bl Phhe Bivifngterdamaielinkseig dirglyi linked to
th«l;‘flloc\éﬂmhﬂ anlifo A4id of Jﬁb@yﬂeﬂﬁ'&%ﬂ‘lpﬁ 5@:H§ ‘agﬁklﬁ%f E?Pﬂmnuno globulin,

i nclude the Fc portion of the
or@teagmentiberepin e gbybertida G<Finprpﬂmg 4 61m7- quuyalm@ﬁﬁnemrmmvelpahhn may

4 SR 1, E8 U SRRy 1645 orin

ofbuﬂ'lh of QJ&IBD of fhegt doinmgis. dkte Bxérmmmrhbnﬂlmertt,ahs poles @hde comprising

ncr.ease .in nacok abilit
nEENZ g 0% SFEERRR thaf RESTRECFUBEE infredh Roksbmirisedyma 0 No:
38hﬁﬁmﬁpn)ﬁwﬁ4@nd CH3 regi ons of the Fc fragnment with
thegF %% rece tor (Wnes et al, J. Immunol, 164:53
Fe K(nzme mof e RFRSRIGRY SR BAY BPBRTEF Asingli rdiinig
dodairs FEAMRAIGED W 1kd) tHR AQE YRSt c&ﬁﬂnﬂgoa\ﬁ' 1%rcfoﬁﬁm linker linked

advant age of i ncreased stabil'ity, inmmunogl obulin

to p RN G inpnpresl by lindgmain oy comprisersf i agment ofrafulldengnR AGE protein,
t
Wee@nﬂl@ b gl%ﬁ&dggéélg ﬂgea@giah eﬁlﬂagéérg%ﬁgg&gg G2 RR
dornm—ng mig:quﬂtfmm RAGIE nrhteinf and itwa 1Ipm@m(m'lqbuhﬂ' Bemains derived from a

1 r a.de feat ur
huf}{af 'F?%L%E%B‘Hdg X‘l}(é ﬁlglgg gi?f?elﬁr%y gomprise 1rst2$4§,? IR c}gg(ibu in
donae@dtad’lrlsiemetcﬁomamdhkek r&edjto, a cadRAGE dembinoghdbutih démain and

e AR HTAPE R S N Ao o

inteloinafl linkesis linked to tHeh®tdnaingBiminG aéld $0thy ok RPIGH i@ﬂuﬂuno@ﬁ)buhn

nost .sql ubl e protein not ctlvaIe |nnunoglobul
dopab V- mEn e s ah e Siepnd Bt aE AP dratgit P isked t
C-fe@aindl Sninb atiBor 1 HHR intér8oBXRNIARG Sfle MtefShil ahYRESIVBARE

destruction would | ead to untoward side-effects. Al so,

seqond ierdpmpin dinkerisligked & bdergunalapingeci of dryRAGE seasad ur e
1rnhfun§§10]51ﬂ1fn| RIRL Mhe @stgﬁqﬁal iRt elGR 48 1r§c€11ilgmaln

fusion protein binding to a tissue target, sin
lnﬂiemy digestly dinksedsto dite N-tdrménshertino acidwy th@Ob/etptndﬁeomamsmg)a Cu2
11‘1‘]#] %Hﬂﬁfn‘?ﬁﬂainsosﬁnggm@&%e%of nﬁgrt Gg(gl%ﬁﬁ:i e %A%E %%Yeﬁgp e:%lay

rinmar Amuno
cofpagrranins aciés1HEE dhunmeRAGESEQED NO: h;etowe edqubiive 904 |

QR T e RSSO, i

0%t 1ﬁ&ﬁkaﬁth@eﬁoﬁ6c@1&§pon(l‘t‘ié fethe 81 dahain, the C1H3A&N, the interdomain linker

! :.5313-5318 (2000 therapeutlcs for

inf GG B SR gon Spteomas lpkenfopigis oheyl - Hoeme

embB8itieh€ a higlcig ana "c@ﬂishﬁ& c@fn&%\é&g SEQ ARG B0Yor %%@&%Qhereof may
Thus, enbodi nents of fusi on proteins of

en‘fﬂd’é§‘§r?t OPWHMGWSIQ%WFGPSe a fusion protein
conpri sing a RACE pol ypeptide |linked to an
i mmunogl obul i n domai n(s) mh?ée the Fc hinge region
fromthe i munogl obulin is noved and replaced with a
RAGE pol ypeptide. In this way, interaction between the
RAGE fusion protein and Fc receptors on inflamatory
cells may be mnimzed. It nay be inportant, however,
to nalntaln pr oper stacklng and other threedlnen3|ona

. a g,
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may be maintained. i an enbodi nent, a RAGE fusion

protein of the present invention nay conprise a
wa@ewsharssi al i ncrease in pharmacoki netic stabi PCT/YS285/027705

conpared to sRACGE. For exanple, FIG 11 shows that

once the RAGE fusion protein TTP-4000 has saturated

its ands r et |n a half-life of greater than

500 NSRS G 2 bordiEnial Bife Pty b o7 St Sqefaulin
ddnpdin 8ERAGE fofn RAGE aad ﬁmm@woglolbmlmmmspieﬁswﬁoﬂ RWSman Fe

in an. e odlnent fﬂge RAGE . fusion proteins of th
P%}lpé’@%ﬁlf’t OR ARG he45oB Brofrinpray £omapiss § SHRER AR ewnwgn@ﬁlobulm
AR liglea @'iaoﬁﬂ{AbEgﬂtBﬂﬁnIaﬁl 1RRGE A% RtdFRANS athRo b R&f the

RACEnedi at ed di seases w t hout generating an
P‘ﬁW&EB@pﬁoﬁmf]émﬁ AbuRtmgRnpglehuimdatpiser a flsempridheseof. For example,

thgu it iy aFatl%J‘ﬁa}p&%ﬁﬁ{éE anfRHEIRTL 9511 5B Yr i ?}A%%Ec;mm 15)

crease 1 n generatl ng a proin
orragsspirneedys ideniqehhertta er alrrgIE) aCE'dsr24d>Bém[ﬁhanaraRA§Fﬁd\ﬂEQl I NO:

R T L0 B T OSRAR  pns

domtrstreanintedon i istter. ol (ﬂielembodlfnefﬂNEnﬁrlﬁb edd orisfuct comprising

R R e s RN AL -
met OB A GRoihtetdvenain BiaderraBgm ek mRpchnBticatpeptid ssquded thhils

oo s et o Sp o 15 UKL Bernedla A dgReveiFin

cxGRPRY fof HRR AGFRAGHE R, YRERH @8 a6 OfRES é%&&nﬂorﬁ@‘gﬁlﬂo' Rnd
blndlnP site linked to a second, non GE 'pol ypepti de.

SeRyFnETe %mﬁ%m dovingigeanyEpra thepY derapin. Fogn edimdrnens the linker

m%ﬂrﬂsg 3pd BN 9c<§+efs§%r!&in§g@ aﬁ{@%@fdg?ﬁ 23 f&ud '1&%@%613
Bi ndi'ng site conprlses tern1na donal

Or, He lfokerireny qompries mpepfide hm&addnt@aaid)omomd pfifye satum] RAﬁE

se &gg{] I15’0? e)t(%‘fprlr%/ ﬁlﬁ%ﬂﬂ%&@%t@ng}n%s V. r Iar(r)lgnlota% ((;e.g., 1-3, 1-5,
ordeiﬁpon ls-éS alﬁ’é@abilas)\@str@mt)mdaioms;mnnﬁ SSEIO?/BD Nenti aal be used.

ereto D.NO, 10 or. a se len ntical.
THpgh B em i b auten RS o RO PO B oS iy s
anlihokedh 116-136 poﬁmple@gth R&GEF(M ﬁ’égiﬂ@ltﬁb’f SEQIYNG): 9buélethg, for
donalg&or a rt e fragnment thereof of an

XPRRGnb gt Phtaf i Qligerg o6 HisdeHrany, berysed.  In alternate

enmhﬁfmm ihd ﬁnmmgﬁ | SinpHsPNsel e e i@ ol @erﬁemrrm% identical, or
nprises at |east a portion of at |east one of the

90&&-@6@}0%%@3@-@ Henal psSER IANQUiARn | gG The RAGE
pr Ot’f'%f( fhe RA(ﬂ?bY ﬁ@lﬂ%l'ndt‘ﬁe ﬂ?%r GRFRES ﬁse&}éhﬂld 'ﬁ@e tlﬂ gﬁurally

or a unan
dowmstsmnmf@hm@ hécmlamt hveanmdwmy yﬂeanﬂcellern@towmlse SEQIIDdéO 22,
P I rRsi ence
TR ARSI 2o T MNIE R 00, TGS o
peﬁt&@&lamﬁlgfaddltloﬂaép@tlhnm% {aBEA) RATBIR quince. For @datr@len atigier

pol.y tlde se a
co BRIk B8 PR d 1 DT BO B P50 e AT P goHpaAne
doRAHzamat SEQ IDEYTERL nibliBe e0fl. ORGFage¥alpf SEQID Nmezz may be used,
|nent the RAGE. pol ypepti d conprise
oA GFTPI. 1o oo 1B BT 1> A Sy G IS ok e Hier. For
exﬁrﬁﬁlb CiH @né ahhsfimél ae[‘RﬁGMQﬁt@fd@ﬁﬂaﬁh@mﬂéﬁﬁayecoﬂqms@@EQ% : 24,
(1992)) O, the human RAGE may conprise
COH@ﬂPpndl%&@tamm@%Z?ﬂzéh r 81 wirafonsasy linkes may epmwpwe SEQ ID NO:
44(&mg:spon§§gtd EA@@ 6#%119501&5@8'3@2'“0 3) (FIGS. 1A and IB)
or a portion of t am no aci d sequence. The fusion
proteins of the present invention may al so conprise
SRAGE (e.g., SEQID NGO 4), a pol ypeptide 90%
identical to sRAGE, or a fragnment of sRAGE. For
exanpl e, the RACE pol ypepti may conprise human
SRAGE, or a fragnent thereof, with Aycine as the
first residue rather than a Methionine (see e.g.,
Neeper et ah, (1992)). O, the human RAGE may conpri se
sRAGE Wi th the S|gnal _sequence renmoved (e.g., SEQ ID

o NN~ 1 P~
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RAGE or a fragnment thereof. The second pol ypepti de of
the fusion protein may conprise a pol ypeptide derived
wo e@a0ars47 nunogl obul i n. The heavy chain (or pPeT/US2IV05/027705
thereof) may be derived fromany one of the known
heavy chain isotypes: 1gG (g), IgM(m, 1gD (d), IgE

(e),.or | (a) In addit| e heav ain
por t?hc?ﬁn?tﬁ@r%@f Surthen ORI ?%OEIF%?H’%THQ}/“%E%D&A gpgtruct info an
extpPeayiBn h&Boty Taba '11{1a SMBIdYREs, thé Biekent ﬂlvlaﬁtlolﬂcg@n{e@ 2) expression

X (g3 g4), LgA (4
9‘?%’( éha§ e d%frrfg of ﬁ@@@nm@@ ﬁ@%lgfb%ggs%%g%é@?lf’ﬁﬁtdeaiﬂrﬁ@y lirfirgd to 2

pdW b e &)@Apr@ﬁl a‘@JZYdom-gﬂl%f%ﬁﬁﬁﬁgndé@delﬁﬁ BE & lsﬁmga Cy2 domain of
conprise the CH3 domains of a hu

anggmuneglobline| In he ﬁmb@ilmb@tt fhe RAGH Préﬂ@pﬂdﬁmrrnmse msmmts such as

t th
O el ROk 0E SELNOSRHLJ8 STV e
immiymoglobuliragongaimprch $leat %@-temm an8fo agid SEQ: RBAMImnmdthoglobulin

N

ardifio adtidof ﬁg ng]’;@ 1lntdrﬂt&na]i¢ﬁﬁﬁﬂﬂcep &l dreetpt liked l’f?%e %ﬁﬁﬁlﬁlﬁl&mmo acid of
Cl ds 0 u

o B Sua &  Bnal L FR b GIE T 2@PHONShErep s for

ex@inPlemB ekii¥edsiodnSedot BleMNES trkfeor th@ce?l@%h R6 Vpl@@ e nuclelc acid

|dent|cal thereto correspondi ng to donmmai n of
segycinge SEQ IDy &r@qﬁeor Ebhl& BLer amhaggent thereof.

aci dg,e %?e@ho%%ﬂa}pﬁmﬂ&%ﬂp&%% s(téf@ tfa@sﬂé@ngja]r)ell %tthe ehxgressmn

sequence 90% i"dentical "thereto, corresponding t
vegtor gitfha Present ifRaEion. [[hus foarherbodivhendi thespresent lhéelﬂA(EEompnses a

R

presoetrinvanfion srelepichelcaipxpesseh e fiGRndootein compriRAGER AGE,

; | vpepti de .may..conpri se am aci ds. 23-123 )
el AR o R 5 A e S g iSostobuti
oriagertionodh Gl @bmihin, of afi inamimvglabalials Ti2dr dididbdaheniUhBRA BRGE

ntical thereto,

nce, 90% i
o DA PO P A b R 1O FURABE i Ao G gomain
link&it 181ke@ topd RAGEKRiunobbilielohMaubothinPee U tdnifi® ¥mino acid of the
nprise amno acids 23-226 of human RAGE (SEQ ID NO
RAGY tgpingoeleihe dewaaos il i e AT CTRERIETERo 14 ahipterdomain
linR6r, 6hf1 B4 C226nink) s R R RER 1ﬁt@rd|59a1n]1§ﬂ<eﬂ5 dﬁ‘ectl lmked to
sequence 90% i dentical thereto, correspondin
the Nderranad aminpeactd ofgaehipeptifs gombasingz Sr2l deradin O? ammnunoglobuhn

o AR DAS HSATy Ci p: PACE BEIORPALIE

Sem@c@E@ D N3¢ we p fregB&¥dhedmfitar SEQ ID¥0el g or ofragder 8@reof.

C det T i BpaTigenil bb Sinsthflig S SHAREE RO Y% fusion proteins

byefstogidiffgrehhiendths €3 a, 5’ aDWAGR qatav@bItRinan R AGE ezlitﬁ@ma EDNA
| i nker s of each of these sequences
g5 L 4o PR oS To AR NGO FayneHiad o on
expiﬁ%lcbﬁvebfo@ bL[HﬂaaHﬂENABX ekpredbionGrectbNUBvitrbgbnOOR) using standard
odi nent, the RAGE fuslls}on pr ot ei gﬁ\gf Z‘%bhe p)r esegnstan -
rcqo a1t 15 rises an interdomain |inker derived from

RAGRIJoaHE%etﬁJﬁﬁﬂaMnipﬁE@ﬁQﬁ %@ﬂl}]ﬂg t%l_!l?] S}gﬁeﬁhwgﬁw&g% host cell. In

derived from an i'mmunogl obu . I n one
one sberimer; the rerembinsiignaydredtaastactediptc Cingse Hamstep Oiverg cells and
: t (9
exﬁ?ggéﬁ)np rnlpog)!tlﬁ‘gfeﬁ @@teﬁr‘g&é&%ﬂo})ﬁgﬁ&% %%@soﬁ?% %Pc%% 1 tg %O grams/liter,
or 549 i@ gtantstsereaf aboltrl - gemefitsodi nent, the CH2 donaln
or a fragnment thereof conprises SEQID NO 42. In one
enbodi ment, the RAGE pol ypeptide conprises a RAGE
i nterdomain |inker |inked td%a RAGE I mmunogl obul i n
domai n such that the Gtermnal am no acid of the RAGE
i mmunogl obulin domain is linked to the N-termna
amno acid of the interdomain |inker, and the
C—term naI am no aC| d of the RAGE | nterdorral n I [ nker

Y

gy N N a o o o -
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domai ns derived from RAGE protein and two
i mmunogl obul i n domai ns derived froma human Fc
w@ologpeptt de. The fusion protein nay conprise BCT/USBN5/027705
RAGE i mmunogl obulin donein and a first interdonain
l'inker |linked to a second RAGE i munogl obul i n domai n
and a second RACE interdopain |inker, such that the
N- t MY Bk thioarh sV ek e Letorsicr qopgirucispmay hg sragtifed tymretation, as

fot écahip'lkk 8¢ PCR aﬁﬁiﬁiﬁ@atfo%ro% ﬁaélelte%a@enaﬁatgw% Hﬁrsfaoi@ sing the

i mmunogl obul i n domai n he N-termna am no
m@fﬁﬁqm@f igferegindn Gy, WWWMSIGQ mmg.aéﬁmimeﬂm@ ligands

m@ﬁeec{égfgﬁéd Iﬂg}'lé]&nﬁ'&fuﬂelﬁfté\é H@ta&%ﬁl&% uchs a‘}%‘g@b or nérrlloﬁg identical

tthe N-termnal am no aci econ Pnt er dt
to [thersitesting BNWAL sstich, yadntemay maludanichotideseduariked thet HBHze

SRR L SRS 108 G Ty B

(TM)rok éet WA tdopleNint mplangdit).am no aci d of the pol ypeptide

f gg&illg?/‘&p ,g_%?qu?_g%ﬁﬁ}ag CF%gOb n%%}%%a r f . 1%5 r\]/tector into an
apﬁmp”ﬁﬁtb SestaRbisxadplediie Zs%oﬁlﬁﬂlaﬁtfve&blﬁ&lﬁhy%%b {ySRRsfeRedNGto
uence 90% i dentjcal ther eto, or anino

Sa aopatenBYary {CH bt srasdiee {ssperoenabe fistp roptein sclected and
clcﬁl@&uﬁfﬁ%n%%(ﬁﬁe@iﬁ QElﬂsC&breﬁﬁ%ﬁE %coﬁgﬁlm%gﬁé%bﬂﬁe EfechddGror

V-domai n, the domai n e interdomain |Iinker
plqsnﬁdcﬁm@d@dw@@ewmeseﬁémﬁ B apraying antibintie o1 8 nindiddimh planes may be

selleét% &d ﬁ&% §}E %ﬁ%ﬁ %vel g&%%fr%ﬂj%%ﬂh g%ﬂga’rs dgte&g& {JﬁeWetstem

acid constru S|ng
Bletrraelyeit ofithy Céhwdreaﬂamnnfaf Hecnxpamﬂ@dmmh tHeMeke frodico punﬂed by

affﬂ{l§,cﬂ0@naﬂ%}g)%rg%§%g ely, ,a three domain fusion protein

rmuno GOt ™h donmi n derived from
RAGRaapkd embodmnéms I@ﬁ@cﬂhbhlnmﬂ ndﬂlﬁﬁlabhﬁs thet énvedt the aRioa protelns of

human, Fc epti de. X he fusjon protein
DO ST WO RFIRAGES! RGP ot e ginabaye (e fasion
prottif lpﬁmuuedaayaha%%blﬁm magr%ﬂ@trhaﬁtk@rcoﬁ@némmwompeﬁkde

n}%\%o acoélg of the_pol ypeptide conprising

Ii ASES AR AGTRP P, Fhe@ﬁleﬁprqt%frem:om%se two domains
de@¥ATRINE R AGH AR Oy eeaalhgeerm AR R RnSITbRPind CAMS

23-136 of human RAGE ( SEQ | 15) or a sequence 90%
exJraRiA PPEEr agif e@retréct@ncoaimgr?oﬁlaen Beotein TIBE1089 (Kl eiaviREGHS type
of bt Rrd B Mm ;SGQICPQ Ig@E@%g W%@) 1%8/ %&%Enlgﬁ 18}31 Wste uence 1-

corresponding to t domain
753 ftighligbied |1rnb¢1d)rﬂne¢deh thedheGB Mat@dnmelmmtela sepehed wheaeis dhe

sedu@RRL: #91754?% ndﬂcfg?thé’%g}:l?ﬁipro ¢l of..a fragment

ereotf nay enco Ser%‘alerﬁeRAGE fusi on
pr oWdien derveRAfSin SO ED ANODresiOnol d sel@ihcd 9By itRAticalihigreto, the fusion

Py EERBR BHGIHIE aPI B deq bhosp RREED XO: 32, or the
lyfféﬁﬂlﬂ@ glitatimy sh@naﬂﬂzgﬁéﬂde rdnffve@ KRAPLER ITh NO: 8B 6r SAGEDKO: 34)

in, the i

| k
(Flec BTG she RAGE s heic et g o b SmF LB PRSI Ehe
Q%&uhh BeBnRTPed W Eﬁd Cﬁ?%ﬁﬂ%ﬁ%uﬁ@%n‘fﬁ%ﬂ@@ RBEGhown

correspo to amno acids 117-123

in Fl‘m 6B} @ifﬂﬁ 2fagino @pids efibe fifllkesth FRY- @mwefuaon protem
: | RAgEE]
col@hd s afe ﬁ@& l}%@ﬁfgfe sg&%lnceoe%léﬂc?g E%IM%HCF %ﬂﬁg&ﬁ%&nﬁp? gcl;lng -

sequence. or e ailnte
22/§é,\;tb¢ :( 1mamnﬂgioladmdbm(am (ncluding3he lgabd bimring-sik€), coompriding Bmino

downst r.eam. Q NO: 1

ammﬁfh #d gf? n.F#ROS '}12[18 ﬁmce? cgm Apilsing anuno 301?%191§E?]11%£ & 8Ffﬁ)frlﬁ

i nker conpri ses SEQ I D NO 23 conprising am no acids

117-136 of full-length RAGE. O, fragnents of SEQ ID

NO 2 1 deleting, for exanple, 1, 2, or 3, am no acids

fromeither end of the |inkéF may be used. In

al ternate enbodi nents, the linker nay conprise a

sequence that is 70% i dent i cal , or 80% identical, or

90% i dentical to SEQID NO 2 1 or SEQID NO 23. For

the RAGE CI dorral n, the Ilnker may conprlse pept| de

Y "

1. i
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hi an enbodi nent, a fusion protein of the present
i nvention may be adm ni stered by various routes.
wa@\doos/01 BT at i on of the RAGE fusion protein of PEEUS2005/027705
present invention may enploy intraperitoneal (IP)
injection. Alternatively, the RAGE fusion protein my
. be adm nistered orall i ntranasal | Qr as an aer osol
i b S T RSB TAIS £716% | A s derinents
infefdémainl vk eRAAp {siif a@fﬁncpﬁdi’ds%fz@—?,@y al so be injected

subcut anepusly. | n another enbodi nent, adm ni stration

of t @F@E?%Weﬁr@ﬁé?sﬂf’q olpintmpay-ngk tlfmsamly chnpeisrothbgrcond RAGE
in2MRegIoBRRE donBsun I’A‘Hr%kirﬁllﬂb Qfk ﬁﬁoﬁg%& @‘x

adm ni stration may enploy a t psue In

impamoglebilivedonesithéatived fom RAGE antttwoamrmmo giayulbﬁiomams derived

kUSSPl 54 8, SUARL O Bk Sy oo
ﬁmmemotemmscsmwn i I6r 8 €SBQ Hh A0 tsm)e As&dhf)azdmﬂ FIGH Bl @ik c8ding S

varie el s _have en _used
53¢ FOR e LM% e ORR EreSas BOD TRt
prd)thmrse@&ntd oherebxthepdqasnce ffrotd vB9el 04D ded s (RITEGRTFC (y 1) protein
e ol ows:a) SRAGE inhibited neointinmal formation in a
WﬁPCnDdel of restenosis following arterial injury in

bot WiginalegtdcCi@nSEQADTMO: J12bsa fYuddb D@%tﬂéﬁgcal thereto, the fusion
endot hel i al,, smpoth_ nuscl e and nacrop e activatio

PIQJFIR MK EEMPESTife Hireefomany spigp agid éwuim 015 BQ-IPMQ: 35, or the

e S g S L OIS 1S
FEmy)- OIDCFI@ %tdhﬁ?Rﬁ@IEr?mth) peid sequenee isseghtigtiiet! woth beidsforini As shown
in ﬂy |6%' ﬂl@‘ﬁr& lg‘rg Elﬂm%ta ﬁls of M@tﬁﬂl ﬁ!ﬁ%{} TT?&%%E g{g%;%ﬁwg Z:ch?tem

Accompanying the re duction 1 h a
copteigis et the RAGE pdigpeptidd asipmd saqyercy bmkpmsg anhifbd @¢ilelR2/N3 Ghe V

N L P TS N

116,rapd b thtexdémaih hmm)cggnggmdg 4rainGe getd 17t ¢86.(BAGEquence fn))m 137
Qmi nant negative expressers
to %‘ﬁ?glﬁ&sgﬁ @ﬁzz “%gﬂﬁé’fnf“ﬂ]ﬁo@ﬁtdl Iadgmems 9blgfeticits in a
MoUSRe ABidE raddind$d thfprasat Rvéi : i
dl)pr Trlréat r‘:gﬁ% of drablg?ihlg y%{tﬁéﬁi v(\enlt ﬁﬁwé@% M;blmy
° ?fg’iﬁéé BONRSEd Aot GRPPRIN 4 Seeqnd(mbinartidge The Pisipngrrotein may be
furbleARBliESd tiBerdsde %fagﬁli%s efﬁlegc%lggéten )and 'bﬁ)%d}%gl{hgy\"tlfﬂéls, the fusion

SRACGE reduced at her os¢l er ot’i | ons 1 n
profgies ofslesorretest invemtion majribe erodifigd by evssritaeslatidnel frocestinomaly

chéi‘lﬂgal %dmg iQ0! & exhid fecfflé AR ng)kcﬂg Etrﬁa n%”ée‘%%a%érepared to

b/db mce (Hudson
mchxllg 18(>-ge yrRaaY )u;mmradldfs )al}ﬂmbﬂﬁmtech araine dcﬁik] &r N-alkyl amino

238 RLiche Bl pOLhEPTEbY 2B4'sPa By FRNR Sl G g svosyiaon,
am]datinin tattachﬁleﬂﬂif-hj)ﬁﬁ sch0R PhysphAidymdsied], eaehiof b disulfide bonds, and

theﬁﬁ;? ef*“wg%%grleﬁgl | eltng @3@51?0%8%% g(i}y Srlg(ltjlgllérséﬁq(gggqnmgbgmal stability of

theifididrogrorRinor y bowel di sease (Hof mann et al, Cell,
. 97:889- 901 (1999)). Thus in an enbodi rrent t he fusion
ll,lg" ,_‘54 i i u?i l’l‘.’ be used to treat

a S"FH%Q% ote@lsébq &l %?es%ﬁlqﬁ%@ﬁﬁ%k&ﬁ%ﬁsg Q‘Tﬁ%ﬂhﬁg’r%f ap;ﬂ%atlons

from di abetes nedi ated by RA
Foreprpraplientbn ﬁ@lonﬂlﬁ@e@)@lﬁﬁﬁdvmsmt injientbet reay tor usdd mtzebmmng adsey to

oA PR e A, PR SR BpRR

car di ovascul ar corrpl i cation of diabetes, or diabetic
neuropathy. Originally identified as a receptor for

nol ecul es whose expression is associated with the

pat hol ogy of diabetes, RAGE2Gtself is essential to the
pat hophysi ol ogy of di abetl c conplications. In vivo,
inhibition of RAGE interaction with its |igand(s) has
been shown to be therapeutic in nmultiple nodels of

d| abetl c con‘pl | cat| ons and i nfl ammati on (Hudson et

A A PN 0NN NS LN NN\
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Al so, it has been shown that nonenzymatic
gl ycoxi dati on of macronol ecules ultimately resulting
WO poobloe76fibr mat i on of advanced gl ycati on endpr oRCI/US2005/027705
(AGEs) is enhanced at sites of inflammation, in rena
failure, in the presence of hyperglycem a and ot her
ystem c or |ocal oxidant

condi ti ons .,associ a g Eﬁﬁf
st r 685 YABRle Mppnegrbogimengthe presqyidryention projyiges amstiod for
defet88B91 R&Edﬂod@tatc@é GOT@rﬁﬁl%e osﬂiir%%ﬁﬁoﬂ- e éoh%%@ng a
ZR&% r et . Biol. Chem, 54-116 19971)
Eé’ﬁﬁ”ﬁ?l’&%de difked to ageqopd.jpop: Rf’éﬁ@ IPOIYEQPUMS@EIM 5RAGE polypeptide
cofn%aﬁ%)a)hgaﬁ@ EMEHL{ §1tté o) n%gﬂn@g%%mb I'b? %&%ﬁ dh@h Hg&dgh%Omg a

occur focally, as in'the joint any conpose
knawp bpling affinly fobRAGE widuthe ﬁismnpmtmemrsi (vl timsuring binding of the

lmghzs}lg}sfﬁtﬁﬁﬁ I1%%Jd%%ﬂ% %9{5%8@%?@1‘1&% %‘%ﬁj%sgl ce ok the jom@qnﬂ of interest.

In Bﬁ@@b@dm@ﬂ} the &igandhi8Ung iLI6MNprised thegaose Naﬂehmrlalabmam of the
ied by the vascul ature and tissues of patients
fuﬁ&e‘?]%&‘gbet es (Schmdt et al, Nature Med., 1:1002-1004

( 1995y RAGH fasion @gjtcﬁﬁﬂn&'}ealﬁtcm‘dﬁmb itd e el FRAGE

atients with dlabetes suggest s t hat
m"élﬁg%‘)d B eria Abs rRRAAR oL Gi1Be Hatenheation mey comprise
(a)f sLodipoid BfvirGinbwe bihdals «ShidiBSo RIA TR AKRASL Lo (%ﬁAGE
accunulated AGEs have the capacity to alter cellula
fusionpyatets comppiying 2R polgpentide fler dore secppd, nw&ﬁ%@pesmde
wheei{ B8 RGR boll il EaRhRistdh mtﬁﬁaﬁaﬁd ﬁﬁﬁiﬁg si gnd %2 instructions

vascul at ure, In an environnen ere t
for ysgraicpa e&&@émﬂnaﬂle ligand hiading siéncopinsiaes thhmpstFMCﬁnlnal domain of

thd§ 6 ggg 4pregul ated (Li et al, J. Biol Chem,
272: 498 16506 (1997); Li et al, J . Biol. Chen1

273TBORAGEIDEES C(@Q@B‘?pud&’malcampmseathu -lehgth HRinmh szzmm g., SEQ

B R T XN

nomdodmmyes@name@gmcg/ieaduesn Tt aigedlisequéReOIRMGE Bay Sbrbfise either

sl e Pl ] i EpaBCARETRER Y R abprnate

empédiperits,] 86 RMGBEPlypeptidemMaaipriod a HATRRS VoRI §0%. 42809 identical
rOtEInSlnthetreatrrent of dlaees

t he fusi on
to h‘%*?a&t%%ﬁa?rﬁéraéwnﬁ therpef} et pampt, inreneiembodigienty the RYGE
Ty bksptiaB midk @b@pise hiRafd QRGBS 2 ﬁ!ﬁh&ﬁ‘&lﬁgeg!f Ryifh @1:;&9?% fhe first

rat model of restenosis which Tnvolved neasu
resgiﬁe satlher fips @) Methiosing {see i, deerend: 4/n(i%a)). @x,phmkurmm RAGE may
d
corhlide Rl WAL Yt N ikt sclforel LRNEFIEE, S b Ro: b smo
ID N6Y: Bpeiasdl A aQ(LI\B) qratplomo@ﬂf at &BiAp aEﬁd béqﬁeﬂr)e iThe fusmn proteins

of tﬂe ﬁl%gén? %ﬁ%ﬁﬁo%cnl}aapl Ffszd?(f%gl%}lpe m& %ﬁ%ﬁgh{ %Pﬂ% Weptlde 90%
identbulioesRASHE, @ o Sheman 80R AGRJ Foasetnid, t}&IIQQGE pBYE&Re may

cel | oI| t|o in a se-re nsi ve manner. Table 1
conifsg g SRR PRI RSt SOl egabs than o
MetHioried (sb0d. &, Ne@e eami (19sp)flase theéhu xfaa@tA@z g@ﬁ&m@gm@ sRAGE

[ ani | was used. In ofher enbod i ments, fusi on

with fhisignaksegrencaeenioveds @ret. S ERNOo A oRBHQAPNOHD (FisedC) or
porhé@é‘it thanfify & P& @éﬂée oin%l%? %m@&grrfo‘htg qﬁ%ﬁﬁggs‘p V\gl{ ﬁqﬁ%ecompnse

is arec tor | oi d beta
a Vdionr@m @rayl %Qﬂ@@@» ¢ opislé@ élp AN 8 ETG diDlg OB Avsequredca®fifh iidentical

Y pan et a
o S ofafire Bk o P B SroRORAT Bl capprice o
fragmens bf RAGE. covipdsing & pGida 66the (V2021 (eFQSER) Bl HD; 0 bAPEQ ID
I nvest., 80:1101-1110 (2000)). Al so, the RAGE |ligands,
|nclud|ng AGEs, SIOb and Ab proteins, are found in
tissue surrounding the seni#& plaque in man (Luth et
al, Cereb. Cortex 15:21 1-220 (2005); Petzold et a
Nei i r osci . Lett.., 336:167-170 (2003); Sasaki et aI,
Brain Res., 12:256-262 (2001; Yan et al, Restor.
Neur ol hbru030|., 12 167 173 (1998)) It has been

1. i AN 1 I T r " .
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interactions in the vicinity of the senile plaque.
Al'so, in vitro, Ab-nediated activation of mcroglial
w@edb®1an be bl ocked with anti bodi es direct edPEEB298$/027705
the |igand-bi ndi ng domai n of RAGE (Yan et al., Proc.
Natl. Acad. Scl, USA, 94:5296-5301 (1997)). It has
RAGE can serve as a focal

I nstr d t hat
N@o?dr;tﬁ aiEng %nlemigg 3“ °(iBFhindips sife Mfpgomppsg SEQ ID NO: 9,
or 89@7‘31‘1&‘1%% f&ﬁ?aa) thef&tcﬁ @r SEQ DD'N/@ I{OE&' Diek e%ge 92, identical thereto.
eractions using either s or an
In?‘{pi ‘1‘“0‘*}’@%%%9 Plﬁo%}y RALH Fregarabis amynibetis nspidrue
f or meseifgstod ﬁoﬁéllﬁtﬁhbsﬁclﬂ@éj@ve@f tg@éé%tf ggﬁtﬁeéﬁﬁw fb E(?ﬁi'eﬁved from

Ré}an et al, Nat.
5 10% @éﬁg@el?hﬂéféeqfh Ehe wemcea@éyp@mdemf mmosnwmhw n@mprise a

poRfRéh iRy &LHER QR zlﬂﬁﬁﬁ dbu /Eépfﬂe ﬂ@a{z]ye cil}6 oﬁéﬁ'g&? H’lereog may be

London nutations (nuta uron

derlé%d' oA gyl efieeafttiee lawdvndlemmamhmtms dal (AbIedd (8] ]ing (@5 IgE (¢),

NG i r nutant hAPP tr
or BRI Tn b0l 1S e for R R i it BR O Rt Bom gy of
thelknpivm Ishedchain smibgzpw Ig®l @ap lagGQt @yzpl wge’jat @3)) Bgﬂ«)@&) IgAl (al),

d t
1o R e B e B bR st 1o B BireLAotsiy. The
semd polypehidk aglyeahpastthé €aT MdT;3ARERYE b hin@sn LOARARSMrtion of

eitgﬁg* ct)rqg @?I ggezgln@g\ge%%ggg en %g}%?gdq%gtgg]g Hqﬁ o St?(fel C%l‘l’l%il:‘lSng
thd O RidtaBHcRfaiSASEhAM i o prgﬁﬁﬁttﬁe?&)f Hﬁ? 891%21{'}5‘6

to decrease expression of celfular
389F |SEM k@r s l{eaem»epglo@&mmsptne 1mbe\pacqcb¢h)ay themdcleic acid

éy ? 4{Yan et al., Nat. Med.
643- 651 (2000 3 sug estlng arole for RAGE- anyI0|d

i nt dbake pertion pf %@tthmp@glclbnblathaonm@y bfcp!birlﬁllammatory in vivo. Thus,
thM@Erﬁélﬁﬁegﬁﬁlm tﬁ%ﬂe%egﬂ%&tnpﬁ pnralg %Qlﬁgré{?%l g‘a ggquencc derived from

even at
Rﬁéiﬁmhﬂr étan@n 1mﬂ'1hnxglohuhe cR@iGE[nf;iM&trﬂ)ldlﬂfeﬁt, €ierfBsi®f profeeh may
o treat reduce

rese ventio sed
LR RS T
1mmgmg1¢buMﬁ ddmsilon @LtﬁfagmerﬁSlS@é‘dfat edn\ohé BhEREHLNBE RAGE
fxs &AE% crlbed above, sRAGE has been shown

POITRSHE Plﬁs%g,ﬁ Fdntpemaia inkertkedie 4 RAGR énpragaiobulin
doid a@hﬁequeat rh36d] GRER l

PR RGeS 0, T B ol
to thp St-tepmipal anpino agidiobthe inferdoair linlesr, agd ther{i-besmiviat &mig atidiof the
RAGE PR 25, 1170y 38 BAGRIRaY §E1e rn?iHMl nﬁo st & rﬁ?})spepude

pl agues and | ess cogritive dys nct1on an an
comprEiing el dasehimofaHmmuaogpbidinhorvaiagngG: thegaf I'Ehe polypeptlde

TTP- 4000 |
co@%ﬁé&ﬁrl{% (F'grr(f%)gtl %]% §’/Hél§ [ OKI néfEb HHLTEYGR @p?nﬁﬁ?‘}/%aﬁsfﬁ l‘ie ??&Pﬂsmg the
CHg hmﬂ/\ﬁ1)3 @ eftadhtiman T4G 1A0D.a pAktod, of b @frmmelg)beméhe dehains. As

e i nventi.on u,
Rt eI e comtorigne el af Cup dowefer of o human
IgGﬂh tSg pcbrtlolhﬂlSrebﬁ eihysbaphse IEY 1D Nohegbeskeantnalispease is
part%?ﬁjarly gF in patjents with diabetes
SgR Profin & the puepent pygniion maygompasesssingle gggyltiple
doﬂﬁﬂﬁmﬁd)m RAGE., Atko, HE RA@% Stitferco glllmg%é@m?&&ﬁna(u}ﬁlﬁ%} linked
Kannel et al Di ab. Car €, 120- 1
to aa%&?ﬁ.lleﬁlmgglawlesdomwwnﬁmframm pH% ﬁnllelpmgln BA(GE protein.
F t t
oRRkhnSIRL iR ofb Eﬁbé’dlﬁ@ﬁ fas ﬁls%n'fi%t@in?&a&?cbﬁ% etgrr dnimunoglobulin

extensive than I n patients not

dompajsedesived friga|RAE protean andAmo mmu:miobuhﬁ@pmgﬁs B@6ved froma
(1980); Crall et al, Am J. Med. 64:221-230 (1978);
Hanmby etal, Chest, 2:251-257 (1976); and Pyoral a et
al, Diab. Metab. Rev., 3:4632524 (1978)). Although the
reasons for accelerated atherosclerosis in the setting
of diabetes are nmany, it has been shown that reduction
of ACEs can reduce plaque formation. For exanple, the
RAGE fu3|on protelns of the present |nvent|on may also

L eeeme——r— A N NN

N a g R
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I n anot her enbodi ment, the fusion proteins of the

present invention nay be used to treat cancer. In one
weriodiTegNt , t he cancer treated using the fusiPOI/US2005/027705

proteins of the present invention conprises cancer

cells that express RAGE. For exanple, cancers that may

be é; %W tﬂ‘ E§ RAGE fusion protein of the present
PROLREOBRTHEI du6 ASioRerTTE G SAEBTS A HOHEAGE NemRBsglcbuln
do&ﬁﬁﬁa:rﬂaﬂﬁljsﬂ iR mat IehkeAenked kPa sePRNOA B iiRniuSo ﬁoﬁﬂhg Rlomain and
nmobi | | & nonhi stone chronosomal DNA bi ndi ng
a %?@pgfh F%ﬁﬁﬁﬁamamémk%u sucly thajsthg [N-tegniaph amipggeid ofBe §rst
L6 Rain 1 R8r l i
L %lgg&{%}?s?%@m il Fhino doig Bt e U ANGE immunoglobutin
dorrmne thﬁét teppingl mnicp acii of hasedoed mmumgbbmnmmm isrlinked to
B %Hiﬁ'orf ﬁw(q‘ﬂét %t?[%llaal Eﬁ%ké’tﬁ 1!h| Nalférml%gl almqlgc% %Céd gf the

sur ace or assenb pro ease’ conpl exes
sedoind iiterd pypgindinggrsis hnke(ia@ Sdetmnalamim cahdfithdRIAEGEtsecoaé! |

. L) < LD l.ocal tu
inEbesbiabbr ol BB RR i Cersfnt A o HaeBRLE Serpwa ieomain
11nk¢rtlad1{wqtlyﬂ1nyecg to :rhrrl}lrmﬂﬁgl é@{&o gblu@m’atg potylpipgiséﬁ\gg% tésé%@a Ci2
i ne%%aejzlﬁang e% aguc 603 Fgﬁ ure

;&g@%rg FgmBkpibe Revkspelppapiidemay
compfiseCHEha @cmm -¥51HEFhi@sn RAGESGE N@d@) ofh s@fbendEroBY;

Natl . Acad. ScL, 87:9178-9182 (1990) et anot her
iRl Rl S A5 B b HE o NS KR BRNG: 20 by sSquence

90BN eRRaIUB&Eko! QrickRAlink A he Wﬁe@ﬁ‘ the!: 3 d&ﬁﬁ%ﬁ@ﬁte@&d&im linker

al ternate enbodi nents, the fusion protein

n}sme dese o despainsofnd assee@eantp@oma@dmkprrﬁqummm oiCl. In one
I tJi-0n ssoc
coRERELE LIRS g, (B0 AT 0D 95805 8
encpds fuiadbedioniaithR AbEUhwemoprdtear. t hritis, | an armat i on
ori.a flannatlon associ ate

ass |
%ﬁ &%‘t?‘%ﬂw attﬂe eorr%asfl? gusmlhlli’f ?q%tﬁtl?ﬁ‘tyl%’i’?p%%eso&@ |115’f“é‘60£?lt“l]1m
domylpohcna:d fronh Rmnd(m'o assatdgdbatn b hing H4rB%e from a human Fe
ci.,ated with heart attack,

fl
Pl R R SR e B PR M EABPR 102 SROGE immunoglobulin

dothih liaRFEdih @ RASS DEdr@dn®ih Whideh t&ﬁ@ﬂt@mlhﬁfahmid &he
associated. wth _organ transplantatio or inflammtion

PolyRePHAP SomBRFiSHRS 4 Cidignyneglob iiripméney an%agHFB@Pthefﬁafnﬁoe example,
theﬁ@&(b@\%@geﬂdae m%ﬁﬂ)ﬁ& ahRALIRB. 1 36 R L ATIPR REY: (88 'IB NO: 15)

such ranul ocytes infiltrate the 1schemc tiss

Or HFFAUPICH ag%édwwélwr?taat waine agifu4-t3nofdesrn ByXGiNS@Q ID NO:
Ll th
16fi8 b sEqeR BN [dndal LR EiEnIUPRIE Y dol YA b
dowestreqro priiérdembiailinigera it enctembiodinidnt, atieletcheidtcossiuet vidphising
e t he teln a t o i st shown .

QIR O et Bl IS o &R B B Bma R R REE hpagprein

t h| As desutibedeidin, ﬂi‘e’ﬂﬂ)hlwtdonimﬂ Lirslie Rragh &t ﬁtgﬁ} cE@Pic afe ﬂde

nent S ecoy an revent 't

SeqH%iffF Ki 11W¢’<¥$WP3¥%¥H% g Ut tﬂﬁ@d i% aé%«%@ﬁ pmuRaeiob

dorilehhlSF(ﬂf &tﬁ@ﬁle foul tHe RAGR VsRHRIL 8 tifitseibingf: hnigaﬁmf}péoﬁapﬁge amino
eventlon of inflanmation may be indi‘cated by

aci eaa?fé‘fgs (e AYwieha doverieg ifipmi the Velemasoiinen prbodiment, the
linkRXRay %blﬁﬁméerSEQ) eioreaebrebod&sd oc'acflcﬁl 1 19%? 9 full-length

arterial injury i n both di abetit a nor nal
RAGEe Surtbpligkeppay aompriseiamgptistedoving piditionabpatiors aftisatagiral

I i vation via
RAB R R RS S S BE oSG fy® P o, 1
3, la¥ @ 1l 116nor 1s RAGEInD tid$)ivpstbamcaé dswodtrehmfolf SEQEDI X0: 21 may be
i ncl udi ng del ayed-type hypersensitivity, experinental
aut oi nmune encephalitis and inflamuatory bowel disease
(Hof man et ah, Cell, 97:8892%01 (1999)). Also, in an
enbodi nent , the fusion proteins of the present
i nvention may be used to treat auto-imune based
di sorders. For exanple, the fusion proteins of the
present |nvent|on may be used to treat kldney fallure

[T T Y a1 e
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experinmental autoi nmune encephalitis nodel s suggest

that RACGE-ligand interaction (presumably with S-1
woosalgranul i ns) has a proximal role in the PCT/US2005/027705

i nfl ammat ory cascade. ' Thus, in various sel ected

enbodi nents, the present invention may provide a

od for in |t|n the .interacti on of AGE with
“Sﬁcﬁh%snmaon& GWF%%P% GHFTAPREB kY CPBPETRE @QbﬁDeIE@ 2
cotﬂjm&ﬁll etinCaidsy 1 efi i@t § m&egﬂm AGEOfOrafrd asen@b 8L 18 O: 21
nt invention he subject treated using
Aefipk AR, b B %»tagr%a%«is frove oifies suska! aikst meybersged. In
aliB@aR Enddd iR nts, 1Ha hﬁﬁer ?@ a seﬁtﬂ&c?ﬂﬁkﬁi & 96% iderflical, or 80%
human. The subj ect ﬁbbe sufferin

identiealy e %Q/edie@ﬁl@b@sﬁ@% NOagl1 di &Eﬂéﬂéﬁo @Babet ic
t
?g?%’% ggt oggﬁllu itélrg ﬁ%r%{ﬂa g%ﬁgn&eﬁé ﬁ(?e?stgﬁlyqnce that is naturally

dofvaptraameqf tlsmal derhhiamiredn emnbodfmqnt ttheelirdiatonee tonnmise SEQAD NO: 22,

oo B b ST 10, BB, B SS e

peptadedmringladdiyietal pbﬂnens cﬁ]ﬁnmmhtt[reerA‘zGEts&@eﬁdéb [FeE&x afipye, BEinker
s erythnetosis, or

suf.f.erin 0 c lu
cof BT S iaEet [ETURh S Faprnil S Hf) Gras-sis vhsgpamend
doWﬁﬁtr@Irﬁdf SBO RARD: 2D fhay BelGsedmaY, R2nich8RF SHQUBING: 22|'}ﬁay be used,
de%g roteins of the present invention. Thus,

{57 SIS I bl o Y Ochttioth Feing &oid e gt e8dpfhe linker. For

exhifiy18Th 088 embdBmEd SI RAGRIRERL AR in Y eDRaHSGihris0 QFQ ID NO: 24,
treat ment of Crohn's di sease, arthriti’s, vascu

coePRRERRIOATES 2Gidt 323036t Y as Intexdemaie um@p atabiicemprise SEQ ID NO:
44N IR RBin3 M FRGEHDLE 5L 318 4her apeutical |y effective

anmount nmay conprise an amount which is capabl e of
pr eVenexamgle the RAIR ﬁamnlpmeloﬁnmeﬁsw 111 h ba]dmg%sayrto identify

o R SARSERHE STk R Py Sk

RASel hgarldrmeafc w@dted AokiarsbBd subbtira6(eQf., Mﬁb&scﬁl@ﬁﬁ@bﬁfﬂ a@B;YceB@atlon of

bl ey g B R Py S e ke e pRgout 100 ©

m1&f)f1’eﬁi(m£§3 'Eli’ﬂlplla’tés 04y Beigcbal ey prRtaidht f@%)flo%ﬂ(gﬁ‘ Fnfl ¥Mibsorb.
abouyt ng body weight to about 100 ng dg

Alkﬁgwaamly, Sa?ftffr Teskibaiio periads ahBiehey LeBRRyALS (g8t rqom tam@mms@ may
be TBHIKGA. VBl QMme Ralbiyam tﬁp Rina 100 49 SI?%QX’LG Whb Qéggy

to about 10 ng/ kg body wei ght. The actua

welsgnbe ﬁwa@é a@%@ blgpkingaffon e 2106 Brsé\stpéﬁ@éwme buffer pH
7. Z%ﬁfag@e HEddagd ﬁloél%@& Hgﬁ’g(;%'b lﬂg(%utﬂge _llsaoq—texaﬁf;;ﬁg %?O%Emgtbuﬁ%f may be added

et es.
to thiyplatesifer & ltmeur alrroom ti¢napegdtire ¢ The/plasrman themby aghpeed dnd'or washed

[ act i vit and .bi o radabj.| it f
wifl QRARAT, 1 bl ol ol P eedh PR R n G P
Na€h @rﬁﬁ%;’éwaene’mm asV\idach amﬁgm Mgﬁ@; p'lHZLZSIhWbGPIS_@& @di alnwgsfh buffer.
t he. pre ent i nvention m xed with a rmaceut i ca
ot BB iR e S B B A iGe B kg etk s R ACE
fusi3A@rotpialiyané taillbivBkRdnéu®ai viSCRO RN SERzBAGHd in the assay well
Suogél?‘f%geptlde I n one_enbodi nent, the fusion protein my

ndwecaRaign FqUEinm, [ anmegmiqdieent; the BAGE Beign retein is
alldwtd th i3apde Qitﬂ @ﬂeﬁﬁmﬁbflﬁe@ﬁ’ﬁ%ﬁ 'chrr%goﬁt hGe Hﬁﬁtat Nope rhmélﬂﬁﬁate

domai n of the fusion protein. I gand bi nding
embedigenipyorashieRisation prsiogs eidaeeiricperMNGEMa be asqdo Atffepthe fusion

protelﬁi’?mjr:mm{b:ﬂézgg 11%5%%?15% 1%5%% %lelt i &9@%@/3@1& {Premove any

unbogad ﬁxsmalpmther hofusion pSEQ b&N@ thb@mnrobﬂlzscbmgaﬁﬂ ey e Uetected

identical thereto. In an enbodi nent, the RAGE

pol ypepti de may be linked to a pol ypeptide conpri sing
an i munogl obul i n domain or3% portion (e.g., a
fragnment thereof) of an immunogl obulin domain. In one
enbodi ment, the the pol ypeptide conprising an

i mrunogl obul in domai n conprises at | east a portion of
at Ieast one of the CHQ or the CHB donalns of a hunan

ey — AN~ 4 0w
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proteins of the present invention may al so conprise

SRACE (e.g., SEQID NGO 4), a pol ypeptide 90%
WO d@mabiwal to SRAGE, or a fragnent of sSRACE. FRCT/US2005/027705

exanpl e, the RACE pol ypeptide may conprise hunan

sRAGE or a fragment thereof, with @ycine as the

first S|du r at he than thh i ne (see e.
in QB OB 25 It 0pd G5tk ot om TR TR Ly Toisht e
enslﬁéﬁﬁan\t\ﬁ s im0 k@A ccﬁm@s@é&emﬁﬁgwmegooﬁ&mgmous%%%lh
FIG 10 or a portion of t at

SEQ
Tebih bigtia e b @B a0 oPR e SAisg ik RS hespRAaE may be
adgéc%folﬁ%@f&lgaﬂ gfc%fﬁ’ [ﬂm%@bl)ﬁze\d if ’@H@%'s gé}&ﬁeielg géle glg%nill@eﬁﬁ%n ﬁog{plex
mayhe HHlewed Eiad o the ingm et epdinion treflelosiclmtt ltmdmg betwedr the
fuglglﬁgllgégﬁarﬂrtﬁé ﬁﬁrﬁuﬂm&e&&mﬁhﬁ%x gttglﬁsa%elﬁ)%u Pgéscﬁn@lﬁ\@e

rrsing a portl on O
cogipdax 18| allodl toltnd @ItE: fukib) proltdin fom oﬁﬂb@ﬂlaﬂﬁﬁm tedhp@ature. At

thétt 'é)gﬁl? %ng %qg (C:é . t H{é¥ P%ge Sé g}() E(%QE@ tﬁ!%gasri@ wi]gwn]é pvagl

buffeq UE’IedmuﬂcD%lmﬂemnaﬁBé ddtmrdeiy@ddlh@ theelkaBif@bitRphatase substrate,

fragnent .is a synthetic peptide
PGP PO e (SR BBl JpBpCE 1Ry Ot ORARVY & Ad-Agophenol
(PB®) gsandiordasd th MHsoaiAt RAGE.(SEQ ID NO 7) or a

sequence 90% identical thereto, or amno acids 24-1 16

_Of KR, A s hsetpe n(t gﬁg}ﬁ bepg b1g<; to(-ﬂae %Agg@@ﬁ@groge@%wth nanomolar

(v 8?1&1&&6}1101511@ ta?ﬁmﬁ/o Wne&g&ﬂgérﬂ Qlutsﬁ’atﬁqﬁ,%n}él M]g) igands to
GE pol e may Ccomnpris

RAa(éE @ywlzmtzlz& obthe preae IIRMEHGSEQWMWG m )s Othrtloas of TTP-3000

Rl I O SR

respedtivplyptvimd @raparedc Aﬁ]ﬁhdv&ﬁFIﬂHﬂm vatdd SlildiZofs 3hd fikfonlpwveiAs TTP-

R A S ot R L P

(Atdyb>iRAEH (Pab)yiRsH Bidieud8y S TOBRS 1 B§ aﬁ@hﬁ@hcﬁ&i 0} 2&ulting in
of human RAGE (SEQ ID NGO 13) or a sequence 90%
a0 {RFEFIET W S‘Wf’é]lc%t by, hepbsgge ﬁéhé@ﬁ&@e il N BSA) aGEvas
no&ﬁ%&kéﬁlﬁ%&@&é} or a sequence 90% i dentical thereto,
corresponding to the V domain of RAGE and a downstream
i nt &hey glﬁéma agspy)REthe pregent tmentmmyﬂmlwgbqgtqmdelfmgand binding to
R AP 23m DT
17) or a gfe%g@ﬁg@eg% }5‘? %ﬂg her etﬁ'ghGEfgrm% Oﬁ%n o bthe
pregerit deveRdom@ith bihding HﬁimtRA%g(nSE@ﬂ @1 NOL00D&rn@nolar (nM), or from 1
ch%m O}?é %%n%}écal thereto, corresponding to the

nhln mai n and the interdonmain Ilnker
I in R‘hen@lsﬁoh eseih WOthd presdnd snvefdon rhiﬁld%%s&ﬂﬂo}{&@lﬁ &Rnpounds

na ey ORI & buBina el obsstitan L SeHRDCEB ey G

1i gﬁfd rﬂ@%sﬁ@@f& ﬁE@lh@ tDebmpote Rith ﬁnﬁ@ﬂﬁ%&%ﬁ&g beta for binding
identic correspondlng to sRAGE (i

to 'ER 69‘?%@ f‘h%f VP 390 @Ad) lesioy sreiginss Thie i m%el?%r:‘@ntmhﬂt aRAGE
ligandK 8 Fifdl-assay cofd-AYRALBA LS oiel"{‘)‘iJfM Qhn di <I'l %}g

be used. The fusion protein may inc e seve al types
proin fegmnyleiddetath congerirafions afd 3, \lé@, F:3@ram®RNGH0 of tha initial TTP-4000

SAFRD! econd pol ypeptide of the fusion

SO]Iuﬁo e|nEﬂgg?gggboogeéé%polypeptlde derived from an

|nnunoglobulln The heavy chain (or portion thereof)

may be derived from any one of the known heavy chain

isotypes: 1gG(g), IgM(m, 1gD (d), IgE (e), or IgA

(a) . In addition, the heavy chain (or portion

thereof) may be derived fron1any one of the known

heavy chai n subtypes: 1gQd g? lg& (g2), 1gG&3

(g3), 1gA (g4), I1gA (al), gAQ (a2), or nutations of

these isotypes or subtypes that alter the biologica

activity. The second pol ypeptide nmay conprise the CH2

and CH3 domains of a human Igd or a portion of

ei ther, or both of these donalns As an exanple

' ~1 S N 1

ion
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In one enbodi nent, the RACE pol ypepti de conprises a
RAGE interdonmain |inker |Iinked to a RAGE
w0 popaooghobul i n domai n such that the Cterm naPCHIBI905/027705
acid of the RAGE i nmunogl obulin domain is linked to
the Nnterminal amno acid of the interdonain |inker,
Eﬁoauﬁaﬁi%op@tgﬁﬁ q | .am no acid of the RAGE inter dorml n
Fﬁ;—anked to the Nterm nal am no acid
of @ﬂﬂ*ld!lﬁ@ﬁ@b | dftike foiop @t@¢1ﬁ'@0f?hetﬁoﬁgseﬁﬂ?%n_ﬁliﬁﬁfna9l’Be usedtto anodulate
obulin,_or. a men er eo e pol ypepti
o BE ARG e B rGRACH TaheoHvi i/ bRl Brhioii g be desigrnod
to pydula@ RAGBLERIced Ba&R WPENS @xﬂr@s@w%h@sﬂ th Qﬁ%%‘a{mén@ Susion

of . a human Irg . .As an exa e enbodi mént
prﬁ‘rﬁ1n§ BE@F PEFECTE dMSRHA Yy ?We&znmtﬂhs fienstien oSbiolbgiaal enzymes.

Fdp %f@lﬂlblé 9d inFRLER PRWVESER BER ah&)ﬂg\%ang%mg{r] géﬁ’?té Buli\Hve stress and

fusion protein of the pre I'on
aclvation |0§EFach lamcgNE 18 reguihted pénes,doctedsnise dyrtcﬂm@RAEE,B "PNE@@ and

e conprisi an | omai n_|i nker
th% figs Ff@% 8 t8’f¥maﬂﬂvaéraﬁa rr‘ggﬁggafﬁbw&,@laas MAP
klriasagEEKﬂ zm‘d BRI{ZJ [hhvd teag tiivwRAGke Réth@RH By biing®f AOH@ind other
i gﬁl%g%odl ment, the fusion protein may conprise two
%aﬂq‘??} ul'in domins derived from RAGE protein and
t WO UsBBTHAS Gl s prbiBing O BeesH fv¥i@tbnitd RITHAfAWBR ?sfﬁfr}lsof the

de. The_ f
oot RRi Ao o e 'efgﬁl&f 0P T34 cilstremciomiteed in RPML
1640 ﬂllé@iﬁ sﬁﬂpﬁ@ﬁ%téd%lﬁi g @ S ait ;ﬁﬁréem&%%keoplﬁi’ n g gt?rﬁlélatlon of

and a second RAGE I nt er I nker
RANGE withiSAa0b. aherosual stimuibtisnhects tisthe pﬁzﬁ@bd ofmRAGH fakéi protein,

. is. he first
il S S M SBEBRORe Sl S
10pddditioe of &€ pg @ TRAGH) (Tfi‘ﬂ) ROTTRRAHI (rrIctmeGEdmoh bfb:ﬁ@ﬁf(édﬁces

i nt erdonmai n | NKer

t.er,m nal a irst
100 SRR A S s allefouBa Hiswisaettit P e0de e af las
as biferkies ini odkinghSI00b ddGetoaronTigly ATk oA BLi(EIcRf of, h@e%@@ of the
second i rmun(ggl obulin domain, and the CG-termnal am no

inhyuiop egeiugRed bl {0 EiTR-100R feethows baliticawpéryment
in Whl@K 85 hiend Wes NdbETB 108 stﬁ‘fﬂlﬁ@d @éﬂs d AQfitbA ‘3%’ ]%@ a\fﬁ%ﬂbbﬁj&) the

nprising a CH2 i mmunogl obulin domain or

ass@h@%ﬁhe%amel@é@éﬁrﬁflrfw ¢ S IRAGEopo| ypept i de may
PhEENBEL AT AOridRs IP RAGE PwiG] pRYIRY RAGE (SEQ | DNO
0

eto, or am no
aci BilgaRAGE coh hh\mm%c PSEQ InEhNBod Rfjonaif R GE-mediated

dls%%%ﬁﬁﬁglgﬁg%d}g t I %‘% 11 tzﬁ{oﬁ%gs anﬁ - g(ﬁg Eﬁg%lg%ﬂ ! oasgc[] on the

reldtivakyi Shg‘t héﬁéh@ df\ARAdlfmi iphsma.afél cRarsple Qﬂﬁeréd@&&feﬂm% has a

ker am of e _enbodi nent, a nucleic
hatl S ol PR R Sts & amrotbes 112 B T GBI AR ACB e A BAIE e
of Itah;&hzﬁfﬂ hoTRY/ wRACRERsdd Wy réteitdidlof HRRBhRedNE SrRISHR @Renard etal., J.
otein. Alternatlgﬁ%éathree domai n fusion protein

C?:loﬁ’fﬁ' e gt 1# L& i n domai n derived from
RA% Qéﬁ@rat%@@%ﬂ&%e@ﬁ&‘ {4 O iapﬁmﬁﬁé fcﬂﬁgctérfs(ﬁ@ SRAGE,

human” Fc pol ypeptide. For exanple usi on protein
but gggore sfigble Pb@mac@wﬁgm @rm RAﬁmﬁmgmq»mjem gomprignga RAGE ligand
bindinBK&MiMed t r.to.the Ntermnal
lnalmE no aci d @?IB%EE-‘ D o{‘ ypep }PA&‘Q %Igﬁhpﬁ do hlﬁl s Juays used. AsTis
lﬂlq\ﬂmm il theliinmudoghelulinsiomaint mag ltr&htdetmﬁ?‘oqumon‘-'cﬁnhe

pol ypepti de may conprise am no acids

Eh %?ﬁraanﬁ GE (SEQ ID NGO 15) or a sequence 90%
|dent| caI thereto or am no acids 24-136 of human RAGE
(SEQ ID NO 16) or a sequence 90% i dentical thereto
corresponding to the V domajn of RACGE and a downstream
interdomain Iinker. In one ¢nbodi ment, a nucleic acid
construct conprising SEQID NGO 3 1 or a fragnent
t hereof may encode for a three domain RACGE fusion
protein. A RAGE interdomain |inker fragnment nmay
conprise a peptide sequence that |s naturally

o [ —
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exanple, 1, 2, or 3, amno acids fromeither end of
the linker nmay be used hi alternate enbodi nents, the
WO Rovk®L76RY conpri se a sequence that is 70% i deet/Us8205/027705
or 80%identical, or 90%identical to SEQID NO 2 1
or SEQID NGO 23. For the RAGE C domain, the |inker

rise tide sequence that is naturall ]
Gonr T PR G s ORI Const S BRIHE RS osive protin. For
ethpléf)lme 78 i sEcl ;ﬁiétbﬁ%@ﬁ&r&@e M sertidy hBOKE B ﬁﬁﬁ %Sn(gl PrBteins, often
no acids 222-251 of full-length RACE s
‘lnPn‘h%F toseyeralytapt i1de ingroseqynipharmegokingiic étﬂléihtty i5 rgamerally a result of
thPRErAR0S oPfhe lififer %@M&e&b};ﬁﬁ%c%% %%g&@f :thd B fi%ﬁéﬁ?lw‘im }% FcRn

| i nker conprising several
recepion EWakss dsg/., dnimiomale. 184 5&!93563@8(@0@0):1 dovvnst ream of
SEQ ni.s-of .SE NO.
2 euolh e PR RSl R o bR €L PPt proviae
the_[adyantagfr oflncf_reasadmatdlitaciirrdmrbgbhmﬁi fukien pﬁ)lttﬁinﬂﬁa}t d1Rit an

im‘!ldl;]'rg rmlp:c])gx arﬁg I,11‘.1’crod§}c gﬁ%% gtd Ié[’%lr%m%torg Jesponse may be due,
in tanger}ﬁlstpmﬂﬁe Rgpdraomof thé)nﬂﬁmdglogﬂﬁn 826e fildon@kotein. The

i.nterdomai n |inker se S? I D NO 44,
P g A SeADE Leaerar G ara)gs expressed on a iseased
celPhypE MR Betds 6P8d FindLRaPeal aQafRf Ed18hS o BYpRRIRE bBSmBRCytes
of the standard pharnaceutically accepted carriers
CaYSRGR HPIRRARNG fiscasen d he aroinTlepmupaigry sesReTISE S8y Re @inpwiesh feature if
thel tBrgiie 25RBM F])P@élh astoitRt RNHIIRERUL 6 %l)t £AV4k ﬁ%m{ﬁ?&gld%ﬁhﬁs
liquid and the f usi on protei’n or nuclelc aci
Hogsien thg proipammpeoiyresphesefiagyrhecfnegativs featiro if. the targehistehpressed
e |er
on SEPRRETRboe b RSIALIRE Rl Otk VB BHER PSR P e
fpni{%@matomre@on@bhmbe aQregattviedeapiva ifimadeitmmadrycasdadeis
e 03|t0r or c In alternate
esté%%? idnegl of R URRS I S b e G TR st ey Vs e megiators of
infrinmiitioa psylbe de@inpatay tanrenciapsissad ad/Gehdy, catde s@stb’mfcl@fects
Thu t he tennﬁfharnaceutlcally acceptable carrier

e nc RpRREEY PrHRIERRGsIpig Sip PR{EBARQERDI o Bhetmes resides on the
hmge aeg@taf&npmmmgtantl@ﬂzl xfh@%g@treg%ﬁafefacervm BUFERAS on
i al cohol s, phosphate buffered saline solution,
variqys Agukogydesgnd trigeet hew CSFS Qexkiake the targebi (Winese? el Simeol.,
1685¢-283@bddoyyat er emul sions or a trigyceride emul sion,
various types of wetting agents, tablets, coated

t abfatherapgetics &pé%@@-meAmmdaﬂlmaeatbeﬁE (ﬁiSldnlIEOtRA@Elay not require
s e
the gifery P Bord RSB B, LANGRLATARYRATR ftion
proteies afithqyrreseei invaition ey pmepnmta fusivieprotednconmyisigl RA{GE

ro R BBk 57 P P AT B s o

iminnidghibatia hd Iymoﬂ?rd ad8 replaca®ivith @ |RAGE1p(ﬂ5k}]§l=§:)ti@é'RA]%£|m]? diafBAferaction
(] usl on

adm tr n i s intrayenous
bereh B RACH hPalproyein @ef@aptgﬁwem%a@wwel J1Hay b
miiif@ded e It nedyediniBiidnt, GV 18 tlRlthiR ro%fer $lRird gléﬁﬂ Bther three-

prote|n|S|ntra arterial. In anothéer enb I ment
dimensippal strychiplgaterastianstieivwegi e vanpusgmmageg]phuinrdemians ofitp

ﬁlsﬁﬂ%:&é!ma ThhdTBmb&liBEHE o £RP I 0?1 %ﬁ&né’ &t th Eéﬂ?{nventlon may_

diment, adm nistration etran cta by

Sub§ki‘p]@dh¢ biglogically inpis, bu N@ctuﬁfdl—y seméar;meGE stdydorhan Gokes that

I t chron
sergS el ot 2 RofiRts O HS8 &t e Bt Frer LA EUbF £ 4p1 62 comains
of RAEEpindierm€ the tnboied] hingepagsint df di’&snﬂl’ﬂl;&o glebiilin Hebey dhainnTius, the
a sterile injectable solution in a non-toxic
parenteral |y acceptabl e solvent or vehicle. Anong the
acceptabl e vehicles and sol 9&nts that may be enpl oyed
are water, Ringer's solution, 3-butanediol, isotonic
sodi um chl ori de sol ution, or aqueous buffers, as for
exanpl e, physiologically acceptable citrate, acetate,
egC|ne hIStIdIne phosphate trls or su00|nate

Y L T o o T
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by freeze drying a solution of the fusion protein to

produce the protein in dry form As is known in the
w@eaos/0118@7 | yophi l i zed protein generally has i neCPESEI5/027705

stability and a |l onger shelf life than a |iquid

solution of the protein. The |yophilized powder (cake)

buffer to adjust the pH, as for exanple
R%E{E?Of}'ip fd&ﬂf ﬁv IS TERPiTE) My samsise an lgesdomain Ligioy sqapence that is
nahirﬂly Bikedoalesehat £RAGE ifinfifho §1H&ﬁin%hﬁuhu iR 2 RAGS:
| yophi |l j zed powder may al so contain gmq?rotectants to
1

ingamgtoRrin demaipyler éTaEm%lﬁd Incthisrvayathe shraddlimiensionalgeractions
eSS lﬁnﬁlﬁ%globﬁflﬁp&o%a%tc@%ﬁuéﬁ By BaLE RAg (?}ghes WA B elobulin

and di sacchari des such as sucrose, mannito
maytketppinigEed.The Iyophlllzed powder nay contain

sta p cal ., degr.adati on

s T SOOI RARE A58 O GCL SRl ASEAY A e
subﬂtmtlabnncﬂeasm in phiarﬂn@codmletlmtalﬂhtytas clBbibed BFST)A,GB) Ufdr @xdimple, FIG.

| hIStIdI r sur f act
110 B Rice BAA O sl b oSt S B s dymay rtain
a hatlifabs gregtonthad 300adutsMTRIsGRAyHe dBRSERIIMALH (MEBalf-BRGHr AEAGE of
and parabens. The |yophilized powder

en al cohol
Onﬁﬁvg§i hogtsIp BAmPMPIaRE act ant s to reduce aggregat i on,
SUCIThas in BUEmBYAmt, hd RﬁGE%SlEl@bﬂ()&g{sQﬁﬁﬁ &eﬁrﬁqventmn may be

oononer The |yop hi | zed powd %Ea so contain
uS?é’o*auama%@&Zf(‘én@ng Ofs@gﬁpbg@al ls%nqimte)R& a0} means tahigeat RAGE-
meASHRA di Sealts SAMEE efl&atlﬂfg t?‘%]lg a{%{ﬁﬁ%f RS 1a'd819 nl‘he fusion
reconstitution of the po yophi ['i'zéo

proteips ef thopieest mVnntmm@ymghlég @ﬁn@tawahhecmssesm |<memt1ag; d
t co os tions
prdthBRSSAGH 8 nse RS BIALIRIRY! FEP P bl EcR 2, the
RAYGIS fesivmi p(DdStemWi]PS40§)0 sipensi stimulely TOE - @dlé‘ﬁldé ab@dells under
laj[CCordlng to the_known nethods using suitable
copfions PeieFrPuBen RS eHplabefeef Niapdaclsiss petstrcifd: agent s
Tréfgfent MIS%QWII MGﬂcﬁisfo‘nCﬁ] ot 11 €, fixed oils are
conveni ently enpl oye or suspendi ng nmedi um
For Theprgsepiinyergion nmwlsblcamgnm mehodsifbr thayeadmeretrmﬁmymj
o)
meld B0 N P iRz Oy ) LT emBRT meR bonbeoey e
adinimiptetigdn b smlne(maﬁagmtmdﬁblﬁ combnmﬁg)ii leﬁ)eﬂﬁcﬁﬁi@h@nsmg a

RAT B ol G ot Aopd A proegie ol ppabodimens,

theffagibry prdeiirtiiag tafiprits a AGE l@@dcﬂ)nfdhﬂgchtﬁsﬁl dnMenttdBiment, the ligand
The oi ly suspensi ons

reparation of injectable na
i RRRP RO R BHP BE domoh oL e IBBESwRs Rigend

bingibgafté hidy @6m§1@§e§fﬂle Rld6 e of _ﬂf‘&ﬁie of Q?&‘%ﬁ {HeRDS 1BY eﬁ’l@odlment
preserved by the addition of an anti- oxi dant such

theGF Eig@ldé&%ngm@ cpPiaTises SEQIDCNP: @ enpraianco A o@qlentlnaé thereto

or @E?iﬁ MO 10VR rdtsécfb@n&%%ﬂldéﬁlcgﬂhé@tot he form of
i n-wat er enul si ons or aqueous suspensions. The

oi | In gorrahedivespt, e RAGE gelyntritide oialy be fiokedgn am‘plyp¢ptldb careprising
[ [ for.exa

an %ﬁllﬁr o%gﬁlgpérﬁalﬁ o%) art pég{lcr’nl?g?rgjr ¥ ee?{e 1!8 1eof%of i nogl%buhn
doremmul &i cﬁrgeleng)odgan; shepmipipeptiviztcumatitiye acienmuriopbalin@omfior

h .
oS EABERFY oL BSE bttt
beafhe RAGE!dotoin oapelysptis map torpyiisk ifdl-leasth Qﬁﬁaﬁ%@fﬁ(@ g., SEQ

fatt ci ds, and t anhydri des, for _exanple
D {58 ) o2 heGs BB BAHEC dhe TR B hoBOBEpopPoiegiocs

partial esters Mﬁth et hyl ene oxi de, for exanpl e
pol yoxyet hyl ene sorbitan. Aqueous suspensions nay al so
contain the active conpounds in adm xture with
exci pi ents. Such exci pi ent s3#ray i ncl ude suspendi ng
agents, for exanple sodi um carboxynet hyl cel | ul ose,
net hyl cel | ul ose, hydroxypropyl et hyl cel | ul ose, sodi um
al gi nate, polyvinylpyrrolidone, gumtragacanth and gum
acaC|a dlsper3|ng or mettlng agents, such as a

o " o
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The conpositions may also be in the form of
suppositories for rectal adm nistration of the
w@orpoursds of the invention. These conpositi oNBCT/EM00%027705
prepared by m xing the drug with a suitable
non-irritating excipient which is solid at ordinary
t enper at ur.es _but i uLg at_the rectal tepperature and
n%ﬁrgrud[sﬁﬁ%“ﬁ%ﬁltsequﬁn%e%%“ eet The S8t ssresnse ot he Glirmry, cospeie either

resTBleS 112 & rbdiiled 023G AR IR RWGEZ@@%? N?tr 2)6/1 erIIE Bernate
u L 3

| ycol s, for exanple. For topic 1
eﬂ%%Oﬁ%%F& the RAGE pebpertigr pey EPTEPIe asaaisBerigis 70%, 80% or 90%
idG@4iAb Rkt RAGES BFPRUARS: HerdoRerd: IYEANIE AR MR RRiHSE e
I ' ude nouth was

i cal agglicatlons may al so inclu es an

To

R@ﬁg@pb@?pt imaytsoppseyarap RAGBDr adragnentitikenfswituClycas as the

i i . r ts, fers nm
AR L RSO e S ABLATHE B PEL y ac
may wmpiee fdirfengts Rev@iwith thelsnbloequente feinposhier., $&Q NEND: 2 or

5 S | unilLanel.l.ar vesicles, |ar )
SIS S8y 160, R RUBS) B ATRE L YB3 . 8P ch ! e i
prd).t'ﬁi}n Sf)ﬂhir: $rd’e’(g§t ibenti@r Iﬁﬁdalf]d @Mpaise/ SRAGE Ye.9f S?Q ID NO: 4), a
0S ids, suc chol esterol, stearylam ne, or

po R R bR Rical D RBe T f ki AR mEHT AP e RAGE
polPBRalensts RiptBehihRSRNGE, Y § ﬂ{a%ygéht RRY&RE, mﬁ@fy'gﬁg af @ie first

further retard clearance fromt circulation by
resi@eARiGFY thaps Mpthaening (secsne, Moo fbrfd 99 h O higpsinae RAGE may
i ¢ .
co@Msd R AE infith @k Hhal RGUGRY Abd g:lf %Zstfﬁrgpg N o SEQ ID NO: 6)

mater-solubleﬁgolyners such as p ne glyco

(FIPRE) or & ppyeiPy Aethel apfinPrRE! sqdenge| Inpitop pindodimghtytbé RAGE protein

oY P (TS R S O g
90%Buidentivaldp fthecd dpomais oa b segment thenaxf emg de ikl Canhe RAG Bprotein

| ubi.l i ' | ut.ion. Pol h P
oL e EESER A B M B B .
9 aBEQUIDy KOk tuasG. Hiil. f Jidinyembbéisiet) €& 1@inCisindiox ¥ite may comprise :

- SEGERL BT o S R B et E0peepeside To b Rytrecednes 90%

ideDticdl @idaan alreyetl @fidtMAbin¥EEmeRAht RAGEIA dndnh R3S yhiRetMicphde.
t he Ieg%lng %fpups are N-hydroxsucci ni.m de

p- nitRF BlstoBrmetteinimayincds seyerel tyrs poapligesihat etsioh desived from

RAGE: Bpi‘ﬁra%rﬁelfnt ARAGE! Pt M R ERidY R)?Hﬁsfasiiﬂﬁgrht{egﬁg%} c?/)fmprise a

hal o acetyl derivatives for ‘reaction wtt
polypeniids derivrd feom proinkyencglobvlan. ckhethpairvachiindoferiiondhéree may be

el G 08 MU 5 RORYah S BV A L8

or ey (cpelnpsiditioni thi hedve chais (wpopivotierad) miy baderipedfentany one of

i tion are descri i . ts , 267,958
e (SRR 355 RSS! RS 0, B2 P ThelEprdiBnent W,
IgA:ngale_mtoir gmtatitohﬁgﬂ%ﬁ&ismﬁad @tsobigpafthdt hnerir?%a/@mbjgm afidty. The
utilized in adjuvant thera ic_or, conbjnation .
secP L PAISREE MY AL G T 0 EPTRING fhe EHEFHEBF & portion of
citiR@. e bsth, dNBedeQlohisNAs b et erBdaaHGHd, R polyPEHtIE cBfnprising
adj uvants and. addi tional therapeutic agents which ma
theyfes2, 7 3 STTRRS @5 BT IEGH Ok DPTLiER BIeFatimaY gasrigsise SEQ ID NO:

38 BF SEQITD NOMUY. AtheiSmBfodidtRIiR R@pctﬁg tnaly DY GIJIODy the nucleic acid
Phar macol ogi ¢ cl assifications of anticancer agents: £
Seql&PIP@yeloéﬁﬁﬁ?d%a@@hi‘%@r BRrIDbYRodbhani de, nitrosoureas,
car 12, .G ' ' Ant.i biotics;
o oo nbfEE KRR o RIQHRY BRAAEafino 8l 33.916 6 humen
RAGH (SHE BhDO: 7rer a debdnct 9034 ateaticaljibmtca bi sgino acids 24-116 of
Fl uorouracil 4. Plant al kal oi ds: Vi nbl asti ne,
Vincristine, Etoposide, Paclitaxel, 5. Hornones:
Tanoxifen, Octreotide acetafe, Finasteride, Flutanide
6. Biologic response nodifiers: Interferons,
I nterl eukins, Pharmacol ogi ¢ classifications of
treatment for Rheumatoid Arthritis 1. Anal gesics:
Aspirin 2. NSAIDs (Nonsteroidal anti-inflamuatory

Y I Y Y. R AR NN
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2 . Biguanides: Metformn 3. Mscellaneous ora
agents: Acarbose, Troglitazone 4 . Insulin
webaseset ogi ¢ cl assifications of treatnment foPCT/US2005/027705
Al zhei mer' s Di sease 1. Cholinesterase Inhibitor:
Tacrine, Donepezil 2. Antipsychotics: Hal operidol,

N I e S 2 L ——
doBaitafRAGEI e, thé/aJAmEmary;ﬁpm@ thay @aprieshamb aEas 124_12@1 of human

R$¢E§§E§ t on nma gégfore provi de a mnethod of

&b%@é ¢ st %Pca éddadioal fhiEctpncoHERORE DI BF Y

doﬂihliﬂ @ﬂ M@E' r]'_ﬂ aﬁ&h& eﬁﬂ)bﬂlﬁ’ﬁﬁh’[ ItH(]: Kl@@ﬁp@ﬂ@ﬁé’&%@é ma com TiS€ amino
t erapeutlcally ef fective amount o fusio

aciis gL &R Ph hewbRASE SRQAPINOT 18 oapesgpense §9¥ridentical thercto,
cosrBéRAliad td e o b %a rdf T@X@E’ Ny Sthé F&(ﬁg opog)idéﬁﬁjlc%

agents, ant I met abol i t es, | ant " a ant I

ac’f‘i]é ﬂﬁﬂﬁé@f hynen B@lqﬁ GSM@ h)air & iseusnce A lgeﬁlcalsthereto or
anfﬂ%ﬁ%%s 24%%@511un n Cllg'ﬁ) Eﬁ(]%‘(z v uérfa%ﬁ¥%H reeﬁlg% identical thereto,

bi guani'des, 1 nsu &F 496
corpipiopdiyg trothe ¥'sjommint ¢ fdRpGB ssdmtieynsarpan ametrdmnn lihsaNn s, the

A ST b R BB o 1
a sleq'ufﬁm 9@ ideatich tetetd) @tlaraino weids R4 LASThuERATRAGE (REQIENO: 18)

nor e ra C agents | ected _fromthe
or 8 SR I BB e S BE 1 S -ORdibehs Lo gormain and the
intptdamibinalnkal 1ikels, thé@B bk O UGhAieS , O HeTONES pol@ﬁh@gh&y comprise
rresponse nodifiers, anal Ee3| cs, NSAI Ds

g ReAS A3 33 OF BemasRALEHSEQHPNO: Dioga astiverss 0Vridertionl, thereto, or
242130 i@akER A8E (KBOIBINGT S or QQ&#uQr?éé @b%tlké%w tl':l___e§6t0 corresponding

ant i depressants, and anticonvul sants
to FAGHEs. @aeringihant £deanddi2 ddwenitismé intérdemao biokes). Or, fragments

of%&}é%&“ﬁ&@% Lg}gegﬁﬁ & nvention are further

Ustrat ed exanples whi ch follow. Exanple 1:
Pr odbet¢ portiof ofRAGHEhy®glbukushadnmBy bd mmﬂaﬂmtopj/ a8yl SThus,

. canstr express CE- 1 gG Fc f.usi

S R E o L AP e P P 5 e iy

mtetdﬁrhemémkerl dengetdﬁorﬁ) RAGHathe DilAn settedeeil hiape poliFptide derived
same 3' cDNA sequence f rom human 1gG Fc

fro 11 WL t&g
f“g:’fn) Wor essi on sequences {i.e., ligation

pr oUhgs i bny\&hbodilhen, thél §81oh §ebtéin nRG fﬁh\lﬁi%r dorBprRE 8384 @R
vect or (J nvi trogen, . The nucleic _acid sequences

pOItyﬂ%ﬂtlde Eerdy linked @@éﬁobﬁeﬁﬂﬁﬁéﬁnﬁnﬁ%@@ kg2 ?1@@@1@ af 2 imsunoglebulin,
orh ﬂa@@the?eo@ NG cde eﬁ@l‘)dﬁl—gﬁ' 49 %2de1§1'&1{11”% s ﬁ’% tg%ig?% comprises

nuc ei c acid sequence from1 to
efcodes the RAGE N-tenni nal prote| n seqguence,

V‘heﬁlecﬁx% e 8d1fH‘gé%, eﬁl@@ﬁ gol %Jltligg &Sy sgﬁ @éf;lnteé%?n%in linker

tmprlse amino

encodes t C prot equen
linkefipo 3 RIGGE inreunvgbibelic dasiio swbdhee r.heec -fetaiimallartioo 468 of the RAGE

g A SR Bl RS EREnA G L Sy, and

thef(}‘-mnmﬁﬁlhmno FIGL S ibg tha R@dﬁﬁmtdﬁ&mhef@xﬁnﬁ@r Rragkedynirkesd ttﬁt'ﬁ@ -

Fl 3). .To.praduce.the RAGE |onprote|ns t he
te“é%?ﬁ]rﬁ"éﬁ%l?’ ﬂl%gi’@mepg%mm@}% atql%]’é domapetan gamynoglobulin, or a
fraGiBEHY @RERS, The RilgRptideoRphiBnNPC,3 Qm‘ﬁﬁm%ggl I3 globblin may

were stably transtfected into CHO cells. Positive

comrish et Cridpmaise P%%hwlsﬁlnéeﬁ@ewm@@n@qdan@é the
pol ti88 Eqtbridhctthech A &Hﬁm@l aar'lrgg%SI & Oc?iﬁ%h@egSEQ D

ones_as detected by stern B ot
NC%Q%@?%%@&H&«%EWe expanded and the gene product was
purified by affinity chromatography using Protein A
col ums. Expression was opt%gized so that cells were
produci ng reconbi nant TTP-4000 at |evels of about 1.3
grans per liter. The expressed pol ypepti des encodi ng
the two fusion proteins are illustrated in FIGS. 4-6.
For the four dommin structure of TTP-4000, the first
251 an1no aC|ds (shomn in bold |n FIG. 4) contaln a

A P N
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contain a signal sequence (1-22/23), the V

i mmunogl obulin (and Iigand bi nding) domain (23/24-1
waejosand4an i nterdomai n |inker sequence ( 117-BGBYSWN5/027705

the human RAGE protein (FIGS. 5, 6B). In addition, for

TT3 the sequence from 137 to 346 includes the CH2 and

| obul i n, domai ns of. | le.2;: Method
o Rt b Prar i ptten oveor paR e sl ignHope
donthingl fidnd RIAIGER NAlLsk i thaR AGE p B?/gﬁld%pﬁélﬂ@ﬂﬁﬁte}‘%'i&m linker linked

g#ggﬁ onto the surface of xi sorb plates at a
tog (B ReHoin SoRRIE Ty AT pret frggstant ofpn BifldengioR GE protein,

FdrBe4RAL 96 oAl elﬁ%nﬁéﬁﬁ Tihé 8lfon Fcﬁ?clzlh ﬁ'}’é(g@gmgﬁ%%g immunoglobulin

i ncubati on, plates were asp rate | ocki ng
dogpirseleriyad Tom BAAGE prosin mtwmmmmgommﬂ@mal@p&meaﬁom 2
h t

28 TR 16 B oL g e O gl
domkhw E\Aﬁlrsihll’wabmahuﬁrﬂ(er link2@ tard\detoriddR XGE emnﬂlﬁégldiﬁ\dhhlal@nam and

2 S%C T ut oar'%'E ZIPE %%Bagdgyer( Sﬁ%fhag{flgﬁ Wpﬁ/g]aﬁmlﬁ%g%% H’E&%f‘fs&n

1n1©fdoﬁ1aﬁﬂﬂﬂ<ﬁgfs finkaiid tiee G-OdrimiraDamiab adid Bf 40 st RIAE 1n%hu1ﬂfglobulm
wer e prepared.

initi.al oncentrati o f 37 The

dopfit B T SRR ER AL 20 gb fre Speoni AL, IgBIOGE et 18 Tinked to
-tdlmlﬁmanmhma lacig @ e irst ThierdRAGE 1ihK&| @B Weﬁﬁlﬁhlrhlrﬁ% acid of the
a

to. incubate with the i mmobilized Ii
Se@?é@fngPmaWéH g Elalf@@é? Ctprmina] pRénasici of tb@%/g@ﬁ@@ad and
im@S$ ey esh IfinQontid) dhd@e @f—teltnhﬁalfaHﬁﬁooe[hcp&q ERAGERL QNG a1n

detected by the addition of an | nmmunodetection conple

lmls%me airostlpdinkedie rﬁhﬁ:Né@fmmﬂh@m@e agid toif tmmeptg@compnmgd cHz

t |
ng )J%ggﬁl{l &ggg{ (%)rtq?d at e 6038 g;&e&a&{n fm ise qﬁic%?l&?ﬁp%ge qay
compHERMineg agdFIR2 f ofﬁlﬁmalm BAMIE, (SEQADeNOaid) dir A sdaqualkce®0%

L e e S S R

90Veidpeical theretoaddrespantiing o thB & -@radie thes1 washiedhaimbrddi@ain linker

. al kaline osphat ase substr .

tinfi i Ry R o e e PRe) iokgilospagnsm o Glafmepe

emBbditeet, 6 A0FILE 4 cit @oAdAfct coRphiihd ged THUsh.0 &%cﬁtagh]@nt"fﬁe?eof may
uantlfled by neasuring conversi on of PNPP

en‘fOGF (BrcfoR dtihBAGIE fPROHE ch was nmeasur ed
S pe%ﬁt@ﬁ)ﬁh@@ Meiled 3hdiY fRfon Q&elﬂ %a m élguc?{e ﬂ%ﬁgo 18bulin

7, the fusion protei n TTP-4
domRsgl R B @il cminhposlotgin dgmaws tiériven Gvm RAGEN Fo

Ty N e e

doBSA limsedt ving Rl (@h it BBavin HinlBSHA the Nasﬂm)mallraemea avidsofithe

ol B B S e b o i ARG Rk R Serlt bl B 1y cxampie,
the\BVeGE pa]‘wbplldé nbgtcampsiselififitb auddstizel soalpatash RAQ}EY(SEQUD NO: 15)

essar rei ncubate_the anyl oid
or {te PG et hebrBonenh e on2hgp e FHETARIINO:
16mta%e(§&n5££b(f% ﬁﬁﬁﬁ&t@ fbRtd dd)h@sﬂéh@ﬁ% eskhe |Q’ecﬁ)tm aﬁr%ﬂiA@E and a
beta may preferentiall RAGE I n the

loid
do ‘r"g%ﬁ%?laﬁn%f amélatlwhers Heage enzt@ém@qnbr@mucléw agidrremstiugt comprising
SEORBANO! $1 bt Blotehi @B RAGE: fups r T
2050 o STHRRER AR pe ey and@yﬁ%s&glfgln%&ég%sd& frotein.
st utiRACE frgeudergaip finker sragnae nllayg:anmnsqsa ipdpkide tequence that is

na g T U Ik @, K RRNE Mmoo B il Tor

exaapid, @rdthAé}E(XAdbmam,) thwamerdmmm) iihlier ety oompridebiisoidid
pl ate and fusion protein added as descri bed above hi
addition, a RAGE |ligand was added to sone of the wells
at the same tine as the fusfbn protein. It was found
that the RAGE |igand coul d bl ock binding of TTP-4000
(TT4) by about 25%to 30% where TTP-4000 was present
at 123 ng/nmL ( 1:3 dilution, FIG 8). Wen the initial
sol ution of TTP- 4000 was d| I ut ed by a factor of 10 or

~r A AN o A NS\ - Y " .
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Previ ous work has shown that the nyeloid THP-1 cells
may secrete TNF-ain response to RAGE |ligands. In this

was®ap176THP- 1 cells were cultured i n RPM - 1640Pr@rEUB05/027705

suppl emented with 10% FBS using a protocol provided by
ATCC The cells were induced to secrete TNF-a vi a
tion m S100b both in the

ith 0.1
Sea%%lé??é at&rf'dlaﬂﬁé%%@vémﬁ?@ gf’mttﬂngfia@?@n Iy i ¢rhqdgment, the linker
mayT &nﬁﬁ*@@ SEQIB)NOY2 1TI&réé9&ﬁu{gH &ﬁm{olandﬁm 7-1250 11042 RAGE.

,..and a human 1gG (10 ng) (i , as a negative
Og 11118131)111&3'1?9@11&%@ REPUEE hawgs %fidst@@aleqo@wnwf the @atipgpRAGE

se§@nbs F@%X%E}tﬁé Li{ﬁférd%ﬁlahﬂﬂﬂér &ﬁﬁsp‘?fémglggve?ﬂ b0 Glg )S e hes, 1.5,

protelns t he cel culture u commercil a

ordvH), Pabil & aminogaidg) upsfr@ﬁm mmﬁw NO: 21 may be used.
et REAPabi e TREAERM S Do S SEO BRI Lfhfing
angn @ ahdsRACH-36 o fidedngth BAMNEE. i @n frafmaliFe S EQIID NES € 1 deletissg, for

FLG 1 t| 0 f 10 TTP- 3000
exan pﬁe,l_g‘ﬂn%g Cfc% ;li gﬁelg'n'e theqwgard{l?yolﬁz £ TIIﬂFal%Vte
enfblo@oen(sDtht llﬂhérmhay%ﬁibnmsaq&ﬂids et i3y opaaeicA1D8e $09; i@8Hical, or

n_TTP-4000 nay be at | east
902(915‘%’??0@}9% %ﬁé gﬂRﬁ%&%Pwo 2Bnduction of TNF-aas is
S RAGGr (HEIRAGH 0] dospiCihk liGkdr Yna9fcotnbBse (?%Bﬂl&' steh&ﬂcé fPlﬁt it Burally
uences of TTP-4000 and TTP- I's shown by

dométrf‘é;(p%rth%%h fomgnyH @wm@ér%ﬁnb e lwésgr mavenirise SEQAP NO: 22,
coﬁéépﬂhﬂlﬁ%%danﬁﬁ(l) h&ds fﬁdZStl 109 ﬁllpl AR o7l %&9 In{ag%ompnse a

assay shows the sane |evels of TNF-aas S
pegiskediaving jadditieral peréonsHith natiwal RAGE Mrmenden & ur:@qampleby linker
J TP far fu5| n
coBPEUPRReaTd TA8 00010 AR eunniy i
dowastr@mdn”@E@HHJomz Hllay h@haﬁe Or deigh)s:nts bf SEQrIDhﬁ) SH&flay be used,

the a dlt G w th
el ol SBREa 1 & Rh 1 a0 T SOhh B . For
exanple Sh %eﬁbochh&t,&ﬁkﬁﬁESﬂt@Mﬁmﬁﬁhﬁuﬁ&ﬂﬁaﬂ e@vgrise SEQ ID NO: 24,
e. 3; .Pharmacoki neti c .

TNF-aas SI OCb a
CoprgPR| s @faﬁ%wca%%zﬂgé d % & iAo fiplest mpY pompiity SEQ ID NO:
44)\iteshoRAME AR A HPEMiAE adddpg1gBa0ki netic profile as

conpared to human sRAGE, rats and nonhuman pri mates

wer &1 #t sreedisnent it s QR protRin ¢ty Presnbiay Prsien atay Py RAmDEered by
oSS, SO AR E e AR Wy R GRS,
emplsiyKejaperitoned] (18 indectipm ghernafiviokyl e ReP@FeﬁJ@fon’pmemwg be
ad&ﬁﬁ@ér@& éljéﬂj} f{tﬁi&gsaﬂﬁ dr@tpgrg r?sr\éfl M aE{))[Uir od1 en?, %Flggléstration is

appr oxi mat € 'Ae
inteaenpiue §1V) afphe BAGEaiiby proseth miry alsebeinpolet eﬂiicﬁdméttusly. In another

em%{x?lgx%gt; %dnglla.t g"%ﬁo fl éhe %smlﬁarn ?r? 1Iflén razadleg'iglg Ir-lr ;—g)tﬁ%%nﬂ)itéig{ent
adrhfiBstraBdiQis s@tdhguan ekls%;%ﬁix]lilﬁislﬁawm@ﬁdy A58 4 fith@rdleRe8apsule. In yet

nt ai ni t hi um.hepa Fol | owi ng col | ection
andif %@%W(eﬁéﬂwsgewrg %‘%ﬂlﬁr@@tﬂe AR HEHRPSRIORY 9 jaldlge. For
exauﬁ}ilb |su1&ﬁfhtné¢1fs WAL RRHHNERY bé Gckiil @8kt biRBniC AlsordelsWRAHe self-
1500 x g.for, 15 m nutes. Each harvested pl asna
am@%ﬁﬁ@@”%ﬁ§5¥ﬁémcstored frozen (-70 OC +10 ° C) wuntil
assangfledyQF aﬁﬁ%@@l%%@%&%sé@ﬂo %11@21@6 t%ls' gébbf%ggxégﬁdld% Wit

time-points follow ng the injection, escr

mogylg B as therapgutiget Exanpilesfof theseshodals arﬂ as:foﬁows.-l
reveal s that once TTP-4000 has saturated its |igands
as evidenced by the fairly steep slope of the al pha
phase in 2 animals, it retains a termnal half-life of
greater than 300 hours. This half-life is
significantly greater than the half-life of human
SRAGE in plasma (generally dbout 2 hours) and provides
an opportunity for single injections for acute and
sem -chronic indications. In FIG 11 each curve
represents a different ani mal under the sane
experlnental condltlons Exanple 4 ; TTP 4000 Fc

Y o o T

o, L, . .
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mn) TTP-4000 or human 1gd . The anmount of TNF-al pha
secreted by the THP-I cells was neasured in

waapennmsiant s col l ected from 24 hours cul t ur espOf/USE0H/627705
in the treated wells using a comrercially available
TNF ELI SA kit (R&D Systens, M nneapolis, M #

DT. r.instructio Results are wn in FIG

R A R b oS oM Gloh oy ol dal i terial
2 nghjustin b$ﬂiFd1§d’édc hﬂﬁuﬁﬁ@l@ﬁt@%? chiliBAd &dothBRA), AIQ)oth muscle and
ng/ wel | 5: In vivo activity of TTP-4000 The

act |n@ﬁ°F‘§Ph6$e F@t%()’@a RASE Gy 6t Giirudpinat 07 ﬁz%se%%ﬁa(?om)),
| B) MhMBitBR @ER%GEf/hgbﬂﬁfﬁﬁ‘eertﬁﬁé%ﬁrﬁgeltﬁgalﬁ@r@%hﬁ‘al?cPRAGE

ani ral nodel of restenosis Th GE fusion protein
TTP-antonlywedueed amytaidplagus farnghitiah &t 4 movsstmavistef] sygémic

r esty n

b ol ARG SRl SR W), 20545 DEORIDAERUBARHLE (o recction
vas du kaploidyleques whna tedagion dx he iiflmemiagory baﬂokmesn mterjemkm-6 (IL-
of | r or.ne

i att el AETERRE 0ok SRhd ko INPELH IR TR b Pocht Rlivation
pr o©f tlfrleB inAh¢ tededapidadse (3ng/rat) of | gG, TTP- 4000

ate buf f.er | ine (PBS mstered
| ?Pt ?Qéb(gﬁ TANSSEILE ch( OETHR ss&g aaw glmmﬂlt negative
Mai RkEBaEREedSEp AR fdaialmu@ BRIk o@Nieik Y dSHIRE n A@¥usdMdde] of AD
day fter%) }ﬁége(( at d 1, 3, 5 and 7 after
i nj CIOFf, %{‘k n&ﬁé@g%‘b@é( Dhigh = 1 ng/ ani mal
f @y Tef@meH: Q¥ Biab&ic rhi@With sRASHARBA %'culfapﬁenhgﬁnlﬁgg@&ﬁardel—
group. To neasure vascul ar snooth nuscle cel

pr oPPR &r &t behereari8R053-208% 98 i fi ced at 4 days and 2
e)d Y SRl it SEUA@ redfi@fl of @ﬁsdﬁ@ﬁyfeﬁgﬁ d?ibe&ceagoh oprotein E-
proliferation, ay animal's received 1 ntrapertonaar

| n j agl mige @ﬂpmv@n@d é@)fynmtlpnhlnlsim&pbdluglca@ndrgdslocf diabgtic

e e GRS el TR

wer €0108))yast ed. Speci nens were stored i n Histochoice

fQr east 24 hours.bef.ore enheddi ng. Asses nt of
Ve B B S S R SRR LG40 W Ta e sy
nDﬂQQiu@é’aﬁirthﬁﬁE (HarEivinn & d1] Cenes SRRANER., BQQ@I@ﬁ(M@@}) amouse model
anti S€ secoagdary ant i body was ap Lp
of B a@%@gmd lergiencephapayelisdtion g %W@r é\éqgln%&% (2003)
t WO 2@P$ BloM&S 1ol biNdAsntotyRwe! @8d88 R ofmeai %V‘ Sceill 99:889-901
remaining rats were sacrificed at 2 days f
nor p¥8MBt ri ¢ anal ysis. Morphonetric anal yses vvere
per ffﬁﬁsnﬁ{jarpéfn%'a %ﬁgﬁé’ﬁgmﬂafo%%q)ftt pd‘r B\B‘e‘?ﬁﬁm?ﬁf&%? used to
usi ng conputerize m cr oScopi ¢

tregtof syvptamm Dﬁ@tg@itd@raod/ﬁt mm}mnatms r@hltmgﬁbm@mﬁ)etee ﬁletmted by RAGE.

by. Van
tn 352 B8 Gy T Sl SRS o s S35 Rgaions may

coipridei (hétbetlahe;ﬁlm;:laﬂm diabweis rqpi@bpatiye diabbtid Yooiseeedfa QRESascular
vari abl es were conpared using

nupys
COIHB{B%#B%BWM eéqsst%r do%e(}%ﬁ}‘é?a@?' P < 0.05 was considered
to b)@lgﬁiaﬁy icféhﬂlﬁie@ ds ¥ r&defiot for ﬁﬂﬁculeﬁh&%ﬁpﬂeﬁldﬂ 1$RsochHd with

d}#ﬁ; - 4000 treatnent significantly reduced the

the (98 é}a ctr RAS TR Iy neseeiak o ShaoDhirade® afdidbetic

co@f)ﬁdah&%r 3 v9b, 1hﬁbﬁ‘10ﬁ@§ﬁAG@$Ht@ﬂ§ﬂ1dﬁew1fﬂ§§m %ﬁﬂ Lfs J BhsBb&a shbwim to
the y-axis represents the nunber of d

be ﬂ}e&pwt@rlam%@l@ @lorl@ls ofliabptipguaicatiorg ﬁn@mﬂmmatmld @ludedn et al.,
ArBRBEREl TS APH BN e on Ral R, L Ry ans-
Rﬁd@&ﬂnjrbeduemmmmhaedd@ahw ﬁmd@i andfreddiced atimerneat nmimemto@atholo gy

utilized transgenic nmice expressing the hunman Swedi sh

nmut ant anyl oid precursor protein (APP) under the

control of the PDGF-B chain3pronoter. Over time, these

m ce generate high | evel sof the RAGE |ligaiid, anyloid

beta (Ab) . Previously, sRAGE treatnent for 3 nonths

has been shown to reduce both anyloid plaque formation

|n the braln and the aSSOCIated |ncrease in
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were aged for 6 nonths and then maintained for 90 days
and sacrificed for anyloid quantification. APP

WO c@adymmi c m ce were adm ni stered vehicl e or FTRPUSDO5/027705

every other day [qod (i.p.)] for 90 days starting at 6
nmont hs of age. At the end of the exper| ment, animals

e sacrl ced and f or urden in .
in SHC e (Phviiere %F rﬁgehﬁ? 172080 ﬁﬁnﬂﬁmgem% freggppont with
a gnmfoms)f RIETH {sRACHY) emmhrbends fﬂ@Rhmhgﬁﬁ@ BNl 1ﬁﬁmks%&GE/11gmd

depgsits hi addition, at. the end of the stud

infgpr e edised atheppselerodia [asignprriiaiete anoliprepleir B mace and
atldBLRId B AnVEdI anH}ﬁorbﬂMgg%dl ?%ﬁ'bgy YEdifhelat héb‘ﬂﬁg)a{hg it B/db mice

study conpounds. Sanples we IVen to the
(Bycggell ¢ L@W@ﬂwﬂﬂéﬂﬁ@ﬂ@é)@omﬁb addi ti on, one group
of Mgéégﬁl IR, Rﬁgﬁ .
Arrylmglg(g ltv%tg ge%e%g‘g? ta-1 9%}1 %3? [o]s] 013 ex arhm#g\{eflgﬁs
ultihatelyreyviting ingredommion hBadvascd wiyiciticrendprb depa(AiGHEs Baihhanced
P ntobarblt 0 /K The
at lsﬂs%?ﬁﬂfﬁﬁngaltlo ,r1§ nesngtgt%gl a’I F} € PARSFNCS d° ?We(:ay%}%a 193 other
copdhiti syphessaeidbadf it sdtemad d)rrleca( &B&nt biodsk @R edy., J. Clin. Invest.,

o RSB A T NS SR U BT b

Clen Q859 @654 D1 gaar Bfofl ); lmegmaﬂm‘ezeﬂdeezzME@rBz&emamB@rm%S))
the brain were obtained

thi ck sec s.throug
Acgupoplaoiy 0{5\%& s BBy lé%SP Bfutepap PEGHE fapalhn @F BIgBgIony emyloitht
coproéEdgf (RS- Qzeﬁldr&ﬁotﬁﬁh 'f&ﬁi@ Ya paltfént@ Rxgﬁrdlatl?slsdl%h?é’&tarﬁ}}f@dosm

nmyl oi d deposits 1n brai'n of transgeni c
(l\%\mt%ﬂaé { cﬁ@v Brvesih92: 3243Né2é%139193) Mlzataegﬂo%@l@@fnvest 98:1088-
n
1000 oSBT VAR RO e UL ol
fes (LSChm#t el d‘@@wﬂ@dpéﬂé@bﬁ@4 (AP25). T/lasm»gng;swe h&umulation
T i
aredicé bl lbneflmomcm dﬁabtdvetI}DABDtes of &S T épotitiom SSusk hecusiulREAGES have
verS| d after treatnment with xylene.
e et o el TripeuliRRY o B Chaiuns: SRR A
expx@fﬁﬁ@ biElbwasslssh aemialragedina viishn sy St en&nvﬁeﬁﬁaﬁwhee tad
r Maci ntosh conputer_ equi pped with a Quick

fecea‘ﬁf \Aﬁ&alﬂs & 2 Heas begn ghovpy thalchn GEberamasepreewaion (eice? of.,

J. BidL Ty m%mgqre@s@g@@?anﬁa%me BRI SERRE 278308107 R%8 3 (1998);
Anal ysis Software, v was used. The I nmages wer

Tapalgretifled. Bivh Ghee. 2330783128390 2080y | BAGB eiprestiersis fricrraskd in
en@fRdlivh Smb&A nRRGE LAR Sand Afi 12#3?1?}; CroRB L ALP ha?!)é})’r%%g dltagenc

treat nént status performe measur e
vagchlatugerny Alsp.chtudidsumesd] qitutethev sdamdnsinaedihel AGTRA G 1ringtacuon
one to cal cuI ate the
ca&sgseﬁzl'fag%e% é‘ﬂgpﬁ Eg’rmg%gﬁﬁ) ?rﬁtn:{\%%sc% q'll%eogt

enz{seef the} RA(BE fision peoteiiyen theagamyent E?Ldﬁﬁ)es Yﬁﬁedlﬁe@l@blb & is
Abt ot ai

RS S e AR AR oty S vy Bl lpdocietiera

mokielt ot E68dnio 618 fhich GarsBfet] hﬂe@surﬁé);moé’tﬁtnﬁisé!b pﬁﬂ'i@erﬁﬂin ahd IeL 8
ted.from use brai ns guani di ne _hydr ochl ori de

extra
RO R RS GOS BT r RSBy R i BELO Gatzroc ey
sigAiFR AN ya%duce HeSintiMe el al/M ?\pﬁ% RFIGjQﬁU P14 DEn Qfa@ét@s assoclated
(bot h sol ubl e and aggrega Cogni ti Ve Funct
res?ﬁeﬂward%empwwﬁﬂzﬂen%reétlﬁwn TB\;&QO%@aﬂrmmyagmﬁcanﬂy reduce
resfeBbdi @G ociatOHMsERa Gl %tt#xﬁﬁ%ﬁd:eﬂ gi:o%férgtlohhﬁ 'XererIJ \/\%O%{, S hanner.
maze test at the end e experiment. Mc
trained in a 1 2 mopen field water nmaze. The pool was
filled to a depth of 30 cmw th water and mai ntai ned
at 250C. The escape platform (10 cm square) was pl aced
1 cm bel ow the surface of tH8 water. During the
trials, the platformwas renoved fromthe pool. The
cued test was carried out in the pool surrounded with
white curtains to hide any extra-maze cues. AUani mal s
underment nonspatlal pretralnlng (NSP) for three
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randomy facing the wall and were allowed 60 seconds
to reach the platform (3 trials), hi the third trial,
wapiorelm4mer e given three trials, two with a hPddes2005/027705

platformand one with a cued platform Two days

follow ng the NSP, animals were subjected to final
behavioral trials (Murris water maze test). For these
trials (3 per aninmal), the platformwas placed in the
center of one quadrant of trhslenool and the ani mal s

rel eased facing the wa in a random fashi on. The

ani ml was al FHBogaef irg‘Pf‘ﬁOHQi“% Rat Modﬂfo@ﬁﬁ‘&w%ﬁv\r m for 60

seconds (T at engy (R&h i od,[Tie_Ido id) Takepy ure
platforn. Ath%nalgmeretestggnva[thrn ?mus of

dosi ng and were randonl y Lowl dest®&d f or tenghrdgseby an
operator blinded to thelf Mols daxhNel & re
expressed as |the nmean #|st angdarngptgeii/l)at {)ﬁgjlfg(aé%?a?qaldhxe
significance|of differences in the anyliohd and

T RS T a0 £ re i i using tzLBSH-
BERAU R RS T 6 Go3ET € | BNBLYEE WAL AT

Onrmarreons ver e made between the 6-nbn

M@bﬂt‘c‘f@l(mgt bup Oddd Q(We TTID 14(3:0@02 reat ed [@hitab9] as
and

IR TS, gone 7S oo TN o ook Bk e o e

*PweO& consi der ed significant. Percent changes In

oi d. and eh Vi or re det m ned bytaklngthe

= 3ithih Bigh e Bt [0S 192 oding GRERT s L dra8Rtdi ng. by

t hehﬁ&ﬁ'ﬁadiﬁlﬁ)ﬁﬂneﬁlts, e fuslon frotBink 6f ﬂl’i@ﬁfe@erﬁ? LA 1Tay also be used to

%hange). FIGS. 14A and 14B show that mice treated fo
tregf GrOTHERE I A AT BD e 30BSeB. (4B SRAGRION def afsiid beta

t : ehi cl

AP 20 RSB ] YRS B NP e
38268 MaP s (19%6); Yawletad, Prvcti Na. elszadi. that, OVR94609-5301 (1997); Yan et

o BB NG C0-0. ) 58 LR, i,

RATIPHZRAS) isdninedaee 3106b aﬂafAramai&r Yre Gtin@ ki AQGe &Lﬁrohndmg the
and. TNF-a (data not shown Ef fi cac% of TTP-4000 in

serilg PLAGPFEn m%@@r SRLSETek é)orfrpl‘irébbfz%h@ &) sRetedpfal Q¥purosci.
Leﬁ Q 3384\@117@(2@0331 %@1&%; &ze | YAt 209 5% 248641, Han éztu 519%8szor

his nod e carotid artery of ’a
NewrféNrrz@&veal 11644713 @8%80) f Blhlafbbr@d SbWIQtBaMGE bigkds B- sheet fibrillar

S
e EREELS, s A0 MO GBS 8
amplogbA yeton-derimet Imptlda)t(kfamRAﬂSENmfw c] 382 @Mlc(ﬂ 9IDNY dn0dt al., Nat.

th
SRR, Ll P ST e et
entmhcedxQprebioefFRAGE. FaiRxhmplk, ianld Bl’h1ﬁ§of(p'5ﬁa‘rt8%9 Alzheimer’s

TTP- 4 250 ni / pouse Mce were.in
dispasp ‘3]8)5 ?ﬁa‘fs‘:n EHrgsgron P"FF&FE)S in Pfugoms e g} I%G%arlaﬂff idbnfVeffire 382:685-
691 QOO BondMres WIRN R pRbbrEstIedGE B fus, lﬂQ@E 150Jprs§[a@éaf1ﬁ|

i schem a foll owed by 24 hours of reperfusion

astioRyE R, rglerpéhrlaceﬂeaérﬁ IgpRpsEpEEOL émﬂé\gtiwéet Vitle 4Dyl istotly
uprbSITREA A HAGIMAS HIPITRAWARIABIT 36 %7 ?%%T%b 45 (2001)).

war m ng. The | eft common carotid art of
Thesg fipdiags sugee grat Q?Hﬁﬁ)dimsﬁl@g ReACHTS ire ractmted vex RAGK/RAGE ligand
r aced aroun orr n of the
1ntéﬂrc(f108§ jﬁ]tﬂr%: gl?%l en%le Bkﬂ‘&)“%ﬁ’é Vifo Sgg meél danuYaﬁlgn of
mlcE@glhail\Bﬂls lc by Iﬂdck\ﬁd txﬁth&hﬂl%d&fs dlrédtﬁﬁé?g@ﬁltstetﬂe ligan@-bh dird dbmaln of

RAg%f(gt ?‘iﬂs Ose%\%%%g asdchy{}gﬁ%%gé é%@%@ht# yas also been

inserted into the ECA stunp. The | oop of the 6-0 silk
was tightened around the stunp and the nylon suture
was advanced into and through the internal carotid
artery (1CA), until it rest®H in the anterior cerebra
artery, thereby occluding the anterior comrunicating
and m ddl e cerebral arteries. After the nylon suture
had been in place for 1 hour, the anina

wasr e- anesthetrzed rectal tenperature was recorded

o oy o
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(SD). The significance of difference in the infarct
vol unme data was anal yzed using a t-test. As
WO dogsiTeat ed by the data in Table 2, TTP-4000 MBURIOE027705
efficacious than sRAGE in limting the area of infarct
in these animal s suggesting that TTP-4000, because of
pl asma, was able to maintain

dts bmJ rﬁg%fllfeln
BT Bt GRAGE SO YE RS Pribior Bl AstembE: (ospased. obar.
ju@fg@@@@1§@§KgD Protein by ELISA . Initially, 50 uL of

t he RAGE specific nmonoclonal antibody IHBIA l|at a

cond8pt Pativomhiitionef Ry G/ ligand [interpeiipng peing githier sSRAGE@d an anti-
RRGEI%@E G oMb ?edee/e%m&atplah{ﬂ&fm&domn a%‘a&h %g@eq' Yf %g{efn%:

use, es are washed hree tines wt
alnmlé@sztﬂY@nwe VA4 tﬁﬁéﬁeﬁﬂdzm)om mea tiahsgdenit ¥0iBSAat over-

I
R R G R
LorHen watatibmss(nautant bAPB)wa ahetrons degeibpiearnirig defi@tn and neuropathological
ture f.or ..one f t ncubatio ; the | at es
<chERANE e b R Iﬁwg@ AT RS a Bt s
doh@l@traﬂsgéﬁb @1 Wi dikdnisiid AP ﬂ%@apla&t}‘ e n‘é’lntoﬁs &fressing a
BSA i s added and al | owed to I ncubate at room

dopdpanbRegetivesiors of RAGE gn thepamesnuterid ARPdaglessonnd, shemeedelayed
onbdt FBBeuréiatdo g‘fﬁ?mﬁil llsljﬂﬁﬁgtaﬁgm’ﬁﬁﬁtfks compared to th r sm%le APP of

par ani t rophenyl phosphat & I on
ﬁam&%cwp@ﬁmals(fhr@nﬁg et ., M@FL@ 49&6121{1@5 @Oﬁ4)9?| gure 15

sho r TTR-4000 t
var ?%ﬁ@?tlﬁdrfflﬁg%l | z e%own %&@ﬁ eygc{éﬁ%%as it S%P g%gecrease
expregsidmafoblilularARAGE andicell tresstindrkers (ﬂs axtel aa INGF- wma:cuivatﬁ@d dndl

L T R By e
RA(EE-emaRﬁd mreriction @i @l pettuidsiting oBcoflolay Slopdts iakh eR@fbyiment
ate th alk i ne phos ratase that is s§e0|f|c
en P R sl ste T At it SRy o St Ba v
Kds They, EheQﬁ&(GE I @Chrotsing Bf 16 §fé§@1@ﬁwgﬁtio¥ﬂﬁla§ﬁg1§0%ﬁ§e@t@ Great
tch Mﬁth est abl i shed Ilterature val ues of RAGE

reque @wwﬁ%é@d topRagcpamylaifiacues #nd cexm&vwfsﬂwwmsmated with
Alieﬁéﬁhé}es Dlé‘eaQ@(@)— Aok Gindd bsde skpééh héE*B%eﬁ Ql8A9b F&i #esboth

considered as illustrative only of the principa
amyloid plaquerfpinention &) he braiyansrsubssqeantlinticasstin @ﬁklnmmuory markers in an

aniglr%"iiﬂlgﬁé oWAlﬂ IFI@@dMAY %1818 shF)\Qf tﬂ{e g‘ﬁ c tﬁﬁlhalfe d{a(ge %aéed for 3

IS not inten e i nven
moaﬂmwtltheanﬂlmd];j TI?M(E) @ hexwse sﬂg@:}]ﬁ B&tﬁe})vbﬁdnyl?hﬂﬁe@ (AB) pla%ues and
sui t ifications. a alents falling W thin
es§ g e e i St PA i 24P 818 6B Bl ek eEie
colf o BIgGH ). | MKESRAGE, Pma@m)tmamaéo féémce e ﬁﬂ&iuﬁhtﬁﬁﬁcyto‘hne} 1L-1
A fusion protein conprising a RAGE pol ypeptid
angyT NEw©t Qd?tamphﬂ)@@yn) wseriged yie ADL de conprising a CH2

do
ORI, 8RS A 5 BENL 915 e
othet @mﬁpq_ascw(;h@rcierst hﬁmMS bednyshewt ilcleisclonyit haeisdisgaddAsE

oo TR 5 B 8 T PTG AR o,

Kanmrandgl. diow Med. Afis&rm; mtzmﬂs 200sd91%); K!ﬁ@el\bthﬁrmaﬁadfa;e 2:120-

f the.i omai.n |inker,
12 R i o BB ST P i et i
mokSacdéleratet lajd E)ttélksﬁﬁé tﬁ@l 1I1 B@uehltstn%f é’ﬂﬂ%ﬁhg ﬁf&hr@ﬁ)ab%féb teOE caWaller or

p tide co

o gt o R S0 ot Mol &7, SE3 170 (1 578 gmby <t
protein of claim1l, wherein the RAGE pol ypeptide
conprises a ligand binding site. 4. The fusion protein
of claim3, wherein the RAGE |igand binding site
conmprises SEQ ID NO 9 or a%%equence 90% i dentica
thereto, or SEQ IDNO 10 or a sequence 90% i dentica
thereto. 5. The fusion protein of claim2, wherein the
RAGE pol ypepti de conprising an interdomain |inker
I|nked to a RAGE |nnunoglobulln donaln conprlses a

Y Y Y 1 ' NA PN .= ——r £ o
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domain is linked to Ctermnal amno acid of the first
interdonain linker, the NNterm nal am no acid of the

w@emoft7éint erdomai n linker is |inked to CternmP@EIUS2005/027705

ami no acid of the second RAGE i munogl obul i n domai n,
and the C-term nal arri no acid of the RAGE second

TG P gt Bl ol @b N S oB T PP R

Alﬂ{ough ARrédsoms fof ao’%el@a?eddtﬂﬁﬁiséﬂe&fﬂs athle BIAHOGH ddbdteks Bre nfany, it has

rotein of claim®6, conprising the am no
be&% ?‘}T“glet S ﬁf@@t@E@ AGEgan regicgpl aeeggm’fm 34. 8. The
f usipeRe |ﬂ!ﬂe IQAGE'f@leH pﬁ@tefh@ ﬁpfhb Pteacht tVen®H B8, AK ¥ used to
sequence E . fusi on (Pr otein of claim
tregt sifplesr SV hen: HeP-F0Gv4s ﬁp@p@m RAGH o digtiasearelevant pinjabuiodel
OftSQOIECh ?TP 1715 10) %)gé ﬁ%orbé% ggglggga&@k g% %gg%tdkgfentnl? ﬁlrffrgtf volume.

COﬁpFISGS entic
In tiemetld, the m@liegcar@ld\mersmf a 1opusa 1$1@4wdrane the0 Uepeatfusdd tofbrm an

L e AT N T

treptet enoRAGE bi TM@#OGO(Drt:htﬁrdI\hrhmmmgl‘tﬂaluhﬂjﬂsfmloam epafuséon. As can

pol y. i de ising a | noqal ohuyl i n
v O B0 S Rl o8 SO B o
infﬁi‘wlrf thisde@RinlOdugpditiad thal BIPUd®), b&anselof ik B@tet RAL-ATY iR %lasma,

sequence SEQ ID NO 36 or SEQ ID NO 37. 12. T
Wafsﬁ eé‘h Fﬁ‘%gﬁa@?f’refeﬁ?%@@s%%rl sing the ami no acid
sequence SEQ ID NO 35. 13rapibe fusion protein of

claim 10, wherein the RACE |linker di rectly linked to

t he i nmunogl obul i n Bppretighgiipatingtigkep N0 2 1 or a

sequence 90% i dent i cal t her e%memrctl&ﬁiﬁh{f@ctm 2B or a

sequence 90%+ A“nti cal—t-her Ar—t-soelat-e

nucl ei ¢ aci sequence encodlﬁg/ a fu3| on proteip
conpri si ng a”TRMHH(wI%peptl dR‘le rectl y i nked fa
p0| ypeptl de 1 radt—of—an

i mmunogl obljﬁﬁd%ﬁro(gdoﬁlg)rtl on 1f/*a C 2 domain of| an

i nunog| obuITiFPr4001)5300T'lg)e [ soI ]é!f/e‘d nucI ei ¢ aci d sequence

of claim 14y ) ' : e—cofpfri ses a

RACE i nter

i mmunogl ob J(EOﬁu@bmal n such that the Ctermnal| am no

acid of t L u..” deratn—+s—tnked to
St 1chr_1ttt%PQ Rgﬂ?gﬁ?rﬁgar %‘l%&a the interdomain |inker,

andIt fivter tabsdinalt, BERRDNILHENOET thhfreRNTRvEMR h@b@%lu@l@d to

| inker js di r%ctly linked to the NNterm nal am no acid

tregicancep oty e SHPad B Hicicah et B g dhaaiupion projgins of the present
1n\ﬂeﬁﬁﬂif&ﬂ{p9§§é§ dafeer @élls@hd@ Sk Md‘:‘]@ r F&fexargq%e c-mceersntﬂgtl n%}pbe

acid _of claim 15, conprising

tregtehgith Hte RAgEdesion mpte@,@c@themr@a@it igvention inglufle agmalnng cancers,

o BSEBlye pAMOENELEE L0 O ok 8L E OB By
nopliisieecchtamesomel BN A indies pIQWpr(iReilw@p @ aCHZ Riokvéhem.0262a16625-

kB OB 2 PELY 90, LB B0 TN 0 e

shoMeﬂoentaratﬁmﬂF&@EEp 0 hyap Bdni sews iapirysiRseria prifates neurite

] I)Pg\[ldoma(ll}n i nker | |Ué{ked to a i mmunogl gbul i n
ou S SRS SFTEIPE £ STEASR Y ASIETa O TolEeioQP etee I sheE
ﬁbhﬁﬂ‘[}dﬂiw@ls@blu(bls@ keSBioohiBibiits KM ﬁl&nﬁtlsl)e I{il-a&ﬁEGﬂ Rabcal tumor

.acid nterdomain linker, and t
gfo@tnfﬂ B efgqﬁ #ﬂﬁ%}n@ RAFGE Rgs oamebsered Fobrmary imarodel (C6
glidrBa)dine eelidund Rkdad Ombdre &l*é‘lgﬁﬁﬁ 0l Dalvaam IU:S B0 0d)), and
pol ypeptide conprising a domai n of
i mmunogl obul in, or a portion thereof. 19 The
expression vector of claim1l7, conprising the nucleic
aci d sequence SEQ I D NO 30, r a fragnment thereof, or
SEQ ID NGO 31, or a fragnent thereof.20. A cell
transfected with the expression vector of claim17,
such that the cell expresses a fusion protein
conprl SI ng a RAGE poI ypept| de d| rectly I | nked to a
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interdomain linker Iinked to a RAGE i nmunogl obulin

domain such that the Ctermnal am no acid of the RAGE
w0 ponaooghobul i n dormain is |inked to the N-ternPE@EIUS2005/027705

amno acid of the interdomain |inker, and the

Cterm naI am no acid of the RAGE i nterdorrai n |inker

i s direct IlnkdtotheN-term mno acid of a
SRR e B TS g o eauRR G g deisiote (Lol e al,

Piod TN Iead) Sk, 187:9078-218(109®R t hereof . 23. The
comosi tion of claim2l, wherein the RAGE pol ypepti de
ﬁﬁwgfe%w@ex ?r@%ﬂﬁianﬂ}fﬁ%wlﬂ@p@reer@ of the prespid IRvshpeEIEY bhused to

trééf inClhRhdAties, de-% 8b18, e&ﬂ%lt&ﬁ%e!nb&ﬁﬁ@nt@'tﬁ@fu@ign?iété? of the

conpri ses SEQ or a sequence 90% i denti ca
Pregesl iy @tion is @E@Ol trsahoflammaigen agsesiipdoniteardg smivggmt inBahmation
asE&%&it\%]th %ﬁ mE@%r&QW&%&sEASQ QHﬂinuﬁ%tﬁJn sgo%late\ﬁ‘mhkljhgmﬁgad
ol ypepti de conprising an in
aﬂhnhkemﬂarmnalmcwmdgismm; mfldomation gssogpatedsesh multiple

sc e?o%%ggn?l% at1§x% leé{némtec?\é(%ﬁ HW,]OX}, nﬁlaﬁ{% 1%@06%?5%&)?‘[{%{3

mﬂmnqnamcsﬂsscmaftédr\&ﬂth Rﬁ%ttacm;rmml@ghﬁbbﬁ asBodinéedivith Adfordaghic shock,
h{'li rstt. RAGE | A omai.n .l i nker. i nked to & second RAGE
TGS a&iﬁ?ﬁ ‘?ﬁi‘?ﬂ‘ haePrS d Uiop SFrYC ARG I r gD dtsHen ntation, or
inflarfiki@tion asmmetdhzaith intpRirblt eudd Ralingam no acid of the
inlinker is linked . to the Cterm nal

f| r interd
f?af%?@f*w 1 foliosdng fhyambopyiiegrentieiin SHlapmatary cellsFanes

grﬁlﬁﬂ)clﬁ'eﬁ i@ he LRI cAGEM] 20 Eltoh %@éﬁq (B@‘ﬁ?that can destroy more
i munogl obulin domain is lin term nal am no

celgthan Wﬁretlﬂﬁ]éedthrtbQ hypnexiar duhwhiting the rﬁ@ewtor qrhtbe Neuteophil regponsible
t ked

foft BEuhis Biind i SGARGe R RATR Db QU dir iofl?

anfagpnisio gatsdmm shwdldnamnhorauq thetrhgpo@et Sinvie R GIaiwi amgami:fod this

neﬁérorﬂt?ﬂg’ J:‘)ét(éf ﬁl&{ﬂg rolfﬁl Leg aci)nqr?l A frlgéqu%l 8¥ f{gﬁ%l Lact ct Xs a decoy and

préventthogdusdophii fromaraii akirgyto ﬂneﬂ@pdrfthﬁﬂﬂl sitt a@d ﬁh&pl@@ﬁﬁﬁ flﬁrthef tissue

n b 27, The co sition of clajm
e e BT AR, By B RSP0y e HGH Ry sudie
shéwmg tige ﬁRJRGEen}ﬁE@dhiBmMﬁnaﬁéipﬁfsmﬁE@a kOnlNGE] 034estBiosid Rlowing

qQsi tion_of claim?25 wherein the fusion protein
*ﬂ%‘l}l@é% %athm?@il%arﬁmena AREPEPEBRIY D ttdhtanhendpthriial, smooth

mﬂébl@ céll %rzitfb‘h%h&i afaBiloPhd gk Ak RMatibPvih RACYE tAbh B) Hal Cz%lcﬂz%n
acid o &)Iypeptlde conprising a CH2 |mTunogI obul 1 n

1063438 -22 48 (2¢03p)b i jadditiert, s%A@ﬁgnl@blm modsts of inflammation including
dela Qhﬁﬂweh%w%/gc Sp-gﬂﬁleﬁ’t%%hﬁ@elﬁre%}& i ﬁdzlﬁﬂammatory

ereln Ion pr oteln conpri
bogel cﬁseg@q(bi@ﬁe@l @@Q Cell, D83BB00E19%BY | D NO 37. 30. The

co [ f
o7 ot oy S pRbatl B ot NSl b Gl Rasge vsea o
tremmcmmwﬂiamdrdlmﬁrdecd dome2inplaierfesion proeifRAGhe puG&b@ninvention

38[ 12 eldl}gttrﬁ%tdo%gu {glr g’ﬂ&l %&‘ %F)B !g}reoé%t\{sp&h lleele[:)r%seegt 1n8gr\91%n may be
usmﬂmatsyﬁmﬂcheplﬁmemﬂfs of mwaﬂnﬁﬂtdrylubuﬁl@pﬁﬁusa I%{\@Eampm the

tjde tq a pol ypeptide caonprising
Sl@@C%&ﬁﬁ ﬁs RSB FHORIGP comprse @i fHRilneL céosds{zela@ﬁﬁalﬁmmbmdmg

@E?“%%@&w?gggt% 5 i R SR A

et ¢lj, % 214l t15¢); @&@Eeﬁ%ﬁhn%gdndkalﬁmﬂ é&rﬂé?ﬁ%(ﬂé)ﬁﬂ
Rafn!ﬁﬁ:ts et clﬂeJCB FP"CW? oah7?§493(1)5@§ %?m@% s Eur. J Flzn Invest.,

I Mmmuno maln 1's |1 n

25490064 93)) oAlthmhlthﬂyéacdt@ma}rpephdﬂsst hasdou lielana known that
C-terminal amno acid of the RACE interdomain |inker
is directly linked to the NNterm nal am no acid of a
pol ypepti de conprising a cH#4domai n of an
i mmunogl obulin, or a portion thereof. 34. The nethod
of claim32, wherein the RAGE pol ypeptide conprises a
ligand binding site. 35. The nethod of claim 34,
vvherel n t he RAGE l'i gand bi nd| ng SI te conpr i ses SEQ I D

o ~N\Nn7s " T . N N~ 1




10

15

20

25

30

i nker linked to a RAGE i mmunogl obul i n domai n

conprises a fragnent of a full-length RAGE protein.
w@Z006/0hs4ret hod of clai m 36, wherein RAGE pol ypepuszmes/ 027705

conprises a first RAGE i munogl obulin domain and a

first RAGE interdomain linker linked to a second RACE

°§1| bulin donmain and a_second RAGE | nterdomain
r?%%if glasc?r?"} 3r5¢ss {hile REFASP I [pacsntsReriallyi 4 s of pleronic

irrﬁ'xinfn‘élmﬂ,ldﬁﬁrﬁit&?'f@dﬁﬁnéeh fﬁkﬁ{o}‘sﬁc fibiakie dad @e&ﬁ%@m@aﬁﬁﬁﬁg NeAGE is a
amno acid o e first i mrunogl obul i n donai n,

regaRtor Kprraany; RembesyR ke %Hoffak&fantlh@ fasilypmedimiveeheir promﬂammatory
eflcBRBAREMLRLL hﬂyﬁ?ﬂ@y&s bid an%ﬁ?lleér hgch e %_@ Dt m1es qn delayed-

acid of the first interdonain
tymﬁmrsgz@,satdfﬂafreaph@ses@dﬂ@m MOsru@lamm, monagamrduml dribmikie chnd

B ARG —

(prspumdpdy RAIGS- @Q@a]lgchnulnusée h&kOIMDXlIﬂal Tokean ﬂleﬁnﬂzhrﬁﬁi@tbbycascade '

[in totheN—t al.. amno acid of th
| TR SRS B o P PR S ST B e metiod
forminhibitimgningintekbistiomor ﬁl&GHhethm@E ¢h Qiubﬁcﬁé&d%ﬁmsféﬁﬁg Rithe
rlses a single

b RPN B S ST S5 ngle SO L o

subjedikRbtell Qsih e RAGE MsidalpraBhHer tﬁ&b&{se‘ﬂf in@erRBh YRS/ me'a.qgm{nal In
conprising a CH2 immnoglobulin domain or a portion

an gmepAimeRtriicrsuklectdha Wi JgF sHedat may B9 suffeniag FORSTAGE relsted
disehRisR2 diaMeRE Qheﬂ)eﬁ@gonﬁ}ﬂﬁhﬁﬁa Qﬁc%l a8 h%éh%ﬁ)og&b]?&g%a% 32

reconbi nant DNA constr
retingpaths rfoetanasy iagivingdasere osteny faturd, aud mﬂalmalatlmg ©h ¢heBNBject may
be SPTHME iR IRRENRAESS, M SR Oive duliq, FENMC: may be
an exipvidesd ivoth ceret. dn yetdtheraniboditmenis) the subj’ect Aayet fuotkriad from

ted disord ubj,.ect
AR B B B P G ol e "G H R b
meﬂratddé:yrRz&@B’[and thiug) gne@r b%@ae@ am@?sms@tel pildf)temg bf the bikgd
omalh O an

a oan
B AL HCGR TS GPSkm e CHEh R ePigpatian, the fusion
prdtﬁiﬁkﬁ@;@b@@éh fd’if trefBnent! ST OB H @904, afthiid M ACulit L8 Pathies,

I he RAGE(ﬁ §1|de conprises a RAGE I nterdomaln
retinppatips, pRbREPREEes IRINGERY SRfiveRd Fétests n domai n such

t hap thd8pebrit L5 TrBalve 3G r@%’kcggfﬂhsé %Fﬁde e}rnrc%l is aclapable of

I mmunogl obul i h domain 1s
Preyerting ﬂéﬁ:lin@f@flol‘! WéRAGE éﬂﬂh@t&ﬁ@ﬂ V] cptk@rtypea nﬂeltdbgenous RAGE

Hg&dg g{ LT Aty %@c@&er%%k tuﬁf‘fve r }ﬁvav SH decégj Fige gr‘é gtﬁd

Adpmhytp?@pn Dﬂ‘éle com]m‘unﬂlmuy ba h€ir2y, deibyg iveeldf, rashthly, yearly, or as a single
or ,a 44 The.nmet hod

| ob n,. | ereof
v gp Aot s ot Rty PR ARIOBT G e dusien Rrotein may
rang@ﬁ‘mnl abest 1St‘g(zkgl HRdNeight mrab&ltaeq URNGEEH0AD Yol %} 66A about 10

or. a sequence 9 % i dent i cal
ek B0 Geieio Tt SmbiRaony Veiek i 4o oo 87 e/ bodagEEzht to
aboROl Y PRIty G/eIFRY. e ABMAN feFilvRTHRME Hay Be%ﬁﬁhélﬂe&‘%?d to
aRAGE i nmunogl obul i n domai n conprises "a fragnment of a
dosppsponss 3geKs Wﬁh‘&sétaﬁda@@ the iy (Tebusen d? &ff Didlmran 451179,
t Fgﬁ,fﬁgf I mal n
(19§3/b5 4ﬁﬁl{sl %g?m R(}A%iit%?trlf?gﬁﬂd%ﬁ%?n I'n fi :{}8%9%% dgpegsecond
blom@ﬂlm@m@mtmmd hiodegredahiliyof the scammudd RAGE
interdomain linker, such that the N-term nal am no
acid of the first interdomain linker is linked to the
Ctermnal amno acid of the first RAGE i munogl obulin
domain, the N-term nal am no acid of the second RAGE
[ mTunogI obulin domain is linked toCtermnal am no
acid of the first interdomafh |inker, the N-terninal
ami no acid of the second interdomain |linker is |inked
to Ctermnal am no acid of the second RAGE
i mmunogl obul i n domain, and the C-termnal am no acid
of the RAGE second | nterdorral nli nker is directly

Y 4 " ~1 S

N a - o o
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sequence SEQ ID NO 35. 49. The nethod of cl ai m 46,
wherein the RAGE interdomain linker directly linked to
w0 b@sionmsynogl obul in CH2 donmai n or a portion theeBUE2005/027705
conprises SEQ ID NO 22 or a sequence 90% i dentica
thereto, or SEQID NO 24 or a sequence 90% i dentica
thereto. 50. The nethod of claim45, conprising a
Honence i mrugl obul i n domai n |inked via a RAGE
I Nt e @resemt idveAk@r m&}ocdn’ﬁﬁlsé\la b&fipisARdh cafibAGn@E filliodforein of the
ol ypept.i de conpri sing a nogl obul i n donaln or
Pf% 15) g Byixed voiipa H@ﬁ%@cﬁu@ﬁllwcpmtﬁﬁﬁ 64Figh (he fusigmprotein may

coﬂﬁﬁsé@kﬁ@ﬂi iygebBddNrRBd tovﬂ%&ﬁid%dmaﬁ%l)tp@i&n In R8s

protein conprises the am no aci d sequence
ené’edmens@@ fugionpyotedry mag pomprise 2 Gid Heand bmdmgmnso In an

e e e

pr@ein. whe RAGE ligrad RAGERg sitt evad ovmpuiselthan¥ dpmeinrod RIAGE, or a portlon

o] ol TRORS AP 1R 1 REELL O FOREEDc

sequenece?0%) 1d@nt1c5Eﬂ§eieEb DOSEQ D N0 d 02 ¢ wefuetce30% ideelthl tharkto.

t he eto t f claim4?2 risin
| PRSI HF B hDpeBi Ry tRAES] Bt VP Wfeormprising
anﬁrﬁmhhtﬁglslﬁﬂ)ﬂn@@hqamﬁ apbhrn@Ehotagherf k@k% an S8ARAd 3G n

|ntr2$er|toneal adm ni stration of the f usi on
domaigy dft Ang FnkadEmeniihe e pokypeptigs eompprsERrIgMIENaglAbu D domain

coRPARE 'aﬁ]!eﬁ&a%li@ﬁﬁto@&qgié%rémﬂé' égro@&ﬂe%m rr%hg ?@@E]m I¢G.

fusion protein to the subj ect
42, TapBASTEproteen gripelypptise stagicomprsa fyBdength umeatR 4GE (e.g., SEQ

ISP APyt MOk O g B o i s

nosippipdomycignd! sheines rasldu@lsl dibe sigoallsequencorfiRA @R triag nemprise either

B0 A O g R o ™

ambomphnmaheRﬂéﬂt@ﬂnmma¢ﬁnmy@&mﬁweasﬁmmﬂEM&knwo%ﬁ@o%IEQO%

et Bt fronct BT SRR GheerioRpr PeBe e s PPETR Bl i

RA[I}Epcﬂyp@ﬂlde hag c@fﬁlﬁlﬁﬁé @uﬁiﬁn PJA@}HTbﬁg fraghl Sleftol, hﬁthﬂ?ﬁh@ﬁ@ the
abetes or diabetic late conpllcatlons conErlse
£t

firgt gﬁS&f UG (AR hagra M }n@é%ep 618> Neoper vhel» REPRDd Of the hanan RAGE
ma?%om & i1 0erlohER AVERYBMLObi oot SRRLRS r%ov‘éﬂ%pgt SEQ llﬁtl\ﬁ) 2 or

i cations conprises diabetic neuropat
SE%PHS@ DFEEGR i1y apd 1 Bhaes porion h@hﬁtwlmcm @neanne i '§heu@adn

pro&\ﬁnstgﬁﬁé @Mtﬁb&%ﬁﬁj Qfto Jﬂ us‘e‘g‘ ﬁgg@mﬁa 4),a

erein usion pr gtern
polxpeptide ARYo' léendpzdéfasléAGBEQr a‘lﬂ"agmnmtdf (sHAG}ﬂE cFaierardle, the RAGE

rolf el 5 RSB S 83 53 25T

residse sl than atMethionian(siea mgaweqrer asd)¢l Qalzpd om thdnhuman RAGE may

The net hod of claim42
corffsR RGO E Fiisntioauenis Fpesi (1 PAREIN G or SE0 1D K0:
(FIas ﬁ@ﬁcbraltrﬁ)@tldﬁd dffihat Eﬁlh@rﬁﬂﬂts@(ﬁdénm% bthigh §8EUENerfS the REGE protein
met hod of cl aim 42, wherein the fusion géﬂteln is used

may gompprssta Y Appaimias SHQAR L1 7 QIR NO; pidiai ). (O, 2 sequence
90%R iddhfibdl kS the 8Pdonldie oﬁ?fr np‘fhefébiarh@ ﬁezusea"héf %JRA&E protein

f usi on protelnls used o treat Inflammtio
may sy@ptisstacdERsmenho iR aemerisinpx poriien ofshdd domﬁlnc(b ai, FEQZP NO:

| .
9 of SERIDIOT KT 18, 26 B B Rl S p A ol site oy o
The nmethod of claim42, wherein the fusion protein is

used to treat inflamuation associated with hypoxi a.
72. The nethod of claim 42, wherein the fusion protein
is used to treat inflammati 8% associated with stroke.
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73. The nmethod of claim42, wherein the fusion protein

is used to treat inflammtion associated with heart
wW@raaokied47 74. The met hod of claim 42, wherei n PEEUS2005/027705

fusion protein is used to treat inflammtion

associ ated wi th henorraghi c shock. 75. The method of

im42, wherein usi nprotelnl ed to treat .
S‘?@:’ iﬁ‘ﬂét Pro%se&%%%?&g é‘Ef ﬁheé%sqf §EQ#3§ I\l@h]é) At srgdense 90%
idedtRbInthd2to. W9t @hathérenbbotisi el 1R TOA 6 FrabBed $€4synthelit ﬁeﬁude

i nfl arrmatl on associated with organ transpl antation

The Tite ¥eplo fhedt At e lyperiie meay T ompdse ardnow 1gsr 25t Biorf| lyuman
M@EQSEQ Ibflﬁ?h) 'oPE L«é%iigﬁ%'%% ﬁ%ﬁﬁgﬂ tﬂ%@c@ WMafdind '2’4‘31% of

wound heal in aim 42, e|n t he
hupasiReGI (&EQ%’@ NG S)eietiserpence é&% 1cv<andcaé$hereto correspondmg to the V

dOEI%%ﬂ %%%EUSI onb@ t@e S an ?)ﬁ!—ee Fh%g{‘f‘z %% of human

RAGBUSEQIBAY2: 14 602scySne0 VTR RdmEibal ¢Hebets; cBﬂ%oﬁBH@& the C1

0> 170> Pat en 3 <21 <211>.404.
g5 REe AGE I R ool BBtk P gty e pnino
aciliaR2ABH7 M"ahuﬁryRAGE (BEQ IvaYO Lm) oVatequéide $6%; ill@iticdl therdiQ,

15 Asn He Thr Ala Arg
coprp e £1ge 53 g B rATH L aRACE s isfanymarye amino
aclk 33Rp® 0£Y1&nh1¥ﬂA@BXSEQQ]ﬁJ0 ) @r 89chbhd D0USHefdoM tHErBro, or

LsLuAsnThr Arg Thr J'u Ala Trp Lys Val Leu 50
Ao R4 LA Wé@;}%@ﬁ@g NY G4 Spasshes0% igentigabthereto,
coﬂéﬂ)o}{dihg erecHe Qrdénﬁﬁl JM@E 8tk f@&vﬁr&msﬁﬁergrgﬂ%lg hgléére?r the

Al a e An Asp G

RAA@@ p@grgengidﬁ meuy aommse/mnmogdsﬂs’irﬂ@oﬁ hiuysn KAGETREQUPNO: 17) or
e T L I L s
or S@W@l@ QO&eiidFiticalthereie) goﬂwapon@mg tdsxﬁm \Lg??na\;?,gh%z ddhsin and the
111%%111%%% %gr?ﬁ f’n% ﬂ}{fasle t\% X %Bs %thf%%%gol}’%ﬁ@ l}pajéy prise

anfioacids 23\B30 oPhamASRAGEUSEQIDAIY: Nak a Sejienéa |90%}ﬁ&e1ﬁcbll thereto, or

o G LB e ot o ena

to EILQGB| (Be.AnGodihgy/thEvy CAS#hdRIDIN 8hsRk @ inflor e ln%%rrs)% fragments
g EOO 205 Ser Phe Ser Pro Gy Leu Pro Arg HIS

Hhssengeguenses mpsabeppgd- 210 215 220

The fusion protein may include several types of peptides that are not derived from

RAGE or a fragment thereof. The second polypeptide of the fusion protein may comprise a
polypeptide derived from an immunoglobulin. The heavy chain (or portion thereof) may be
derived from any one of the known heavy chain isotypes: IgG (y), IgM (w), IgD (), IgE (¢),
or IgA (o). In addition, the heavy chain (or portion thereof) may be derived from any one of
the known heavy chain subtypes: IgG1 (1), IgG2 (y2), IgG3 (y3), [gG4 (v4), IgA1 (al),
IgA2 (02), or mutations of these isotypes or subtypes that alter the biological activity. The
second polypeptide may comprise the Cu2 and Cy3 domains of a human IgG1 or a portion of
either, or both, of these domains. As an example embodiments, the polypeptide comprising
the Cy2 and Cy3 domains of a human IgG1 or a portion thereof may comprise SEQ ID NO:
38 or SEQ ID NO: 40. The immunoglobulin peptide may be encoded by the nucleic acid
sequence of SEQ ID NO: 39 or SEQ ID NO: 41.
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He @n Pro Arg Val Trp Gu Pro Val Pro Leu Gu Gu

Val G n Leu 225 230 235 240 Vval Val Qu Pro Gu vy
w@ReoeMlmaNVal Ala Pro Ay Gy Thr Val Thr 245 2BOI/RSH05/027705

Leu Thr Cys Gu Val Pro Ala Gn Pro Ser Pro Gn He

Hs Trp Met 260 265 270 Lys Asp Gy Val Pro Leu Pro

ro. Ser Pr.o Val H e Leu 275 285 Pro
Leu “5? Fog &°YH9BO ﬂtﬁ‘ﬂm}dﬂélsglé"ﬁm@?nw bwrws%mwgrmwvo Thus,
mAInaeﬂibdidnElSﬁi BORATO0 fusiod pRREin Sﬁ‘!he FeSerfintefti i idsUn
glAIaVaI Ser H e Ser 05 310 315 320H e Gu
m?@FC[?n@ry idget, deggvigd @pgp H@%@Ewﬂﬂm agyipierdamanzdyngeipplyBeptide derived
usopdh Gy Leu Ay Thr Leu Ala Leu Ala Leu
ﬁgpﬁ?}n%&g Leu%ﬁg Glz Leu Gy 340 345 350 Thr Ala Al a
Leu Thaginpns egbpdivnent, phedusienprtem @hnfugthey camgri mRAG@

4 Poﬁépﬁ@%u%@tﬁy %ﬁ%dg 4 p@/ﬁep%éjcc@}gls%% CAIZQIo%am ogaﬂ rLungnoglobulm

or AdTag@ient tBeeofGhy 0@ emiRdonedt, ihe g2 dﬂngauGoua Bapm&e thedd% comprises

00 Thr Gy Gy Pro <210> 2 <211> 382 <212>
S%%ﬁjggﬁég Hono sapiens <400> 2 Ala A n Asn He Thr Al a

Ar g Iirowge d@iyodizhent, PhoRAGE pédipepitis cbynprifds a RIAGE #Berddmaid Sinker

B o WSS e race
imi@ioghetulinr d@nﬁrﬂs Ghﬂed@) Mlegﬁg Yen%ﬁal“*%nﬂ@ Eg il @f}; ’%&(@e ﬂlﬁé‘ﬁ&n§ﬁ Hinker, and
0 n er eu

i A g ¢ et o RGBT g ety Bresdss ooy

S
tergélfhl %ﬁml\ﬁfrd % ) ngQ/pzp':ud% Q&%ﬂnﬁﬁ%r é%f'd(ggalé{% l'yfé ﬁlnlglﬁ{mggloblh}{’l or a

fragnﬁntLWe ghepg,lypppéldq/gqmm@plgge@HZAqomage@f a@llmun_uqulawuim ora
porkid8 tHDef, 111‘@y/‘\!>1ﬁprge¥hev@1![2 g{d%@gm%%]g g r%ry Igéq Aﬂ%l example

Val Ser Ser Tyr 115
embadimea; thprp,glynqmsﬁd@e:gmns@ngmhy Cuf sndPE @3 dampihéadf aH’mmaﬁ 3661 may

Ser Val Lys Gu Gn Thr
CO%ﬁéseﬁb@gO%g o¥EQEE. Y55 160 The Gy Leu Phe
Thr Th@ﬁuS@l praBein oGthe present Mbentifal mayhdoniiee A\Is1ﬂglé\bgmgﬁ@le
S S
dOl%%I(I:)lS I%%EG{%;S A@g RFX(?E polgpeptlge Jé%pnmg an ?r{ter%/mam linker linked

toa RAGE 1mmunoglobu11n domain may comprise a fragment of a full-length RAGE protein.

For example, in one embodiment, the fusion protein may comprise two immunoglobulin
domains derived from RAGE protein and two immunoglobulin domains derived from a
human Fc polypeptide. The fusion protein may comprise a first RAGE immunoglobulin
domain and a first interdomain linker linked to a second RAGE immuno globulin 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 immuno globulin
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 RAGE second
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 polypeptide comprising a Cyx2
immunoglobulin domain or fragment thereof. For example, the RAGE polypeptide may
comprise amino acids 23-251 of human RAGE (SEQ ID NO: 19) or a sequence 90%
identical thereto, or amino acids 24-251 of human RAGE (SEQ ID NO: 20) or a sequence
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180 185 190 Pro Arg His Arg Ala Leu Arg Thr Ala Pro H
e Gdn Pro Arg Val Trp 195 200 205 G u Pro Val Pro Leu
W@ w4Val G n Leu Val Val Gu Pro Gu Gy ZROI/P$%905/027705
220 Gy Ala Val Ala Pro Ay Gy Thr Val Thr Leu Thr
Cys Gu Val Pro 225 230 235 240 Ala G n Pro Ser Pro
Hs Trp Met Lys Asp Gy Val Pro Leu 245 250
907k e G! sy oprBrPponditsto By vainainetie (1 doTa B oariompin inker
litkkirfgl tHesBh R0 Eraid® And@ 8 SocddPinfS Bt AN 1ifReY dFMAstrddh of’%ﬁ , I@é{ﬁe
Val Ala Thr His Ser Ser Hs Gy Pro 275 280 28 n u
endhodimgng, agugleigacidgepstycecogyiisingSEQ B ¥Pu3 o1 iggmeas thereof may
la Ay Ser Val Gy dy
o R R e e K805 310 315 320 Lew AlS
Le u Adjeynagively) setliregidgmeinyfusdienuprGieyn My coMpais@bize imeunnogiobidin

do aﬁ%%n%g%ﬁgﬁé&%r oatlllv Elélﬁ:dﬁgﬁgul nﬂnsﬁg%veﬁrgt@l ?_\Eﬁma&c

pd&pﬁp@eu Fat exa@iple, (Hel;ﬁls@mpréregl rAhacdmptist e ingls RAGH ink@bnoglobulin
360 365.S Q,u Pro d u, Ser Ser
o Ba Bty 5h 68 FriaSitinBolis 1o G olersingipriieo god optkr
poﬁ@ﬂ:ﬁkﬂefdempnslﬁ@ h€RS 1@9@%&@011(31 ﬂOlAﬁlﬁ OH%- @fg@?éont ?{Se?eoﬁr Bordx8mple,
Pro eu Val Leu S S
th%%@ﬁﬂwgu r‘BaYFfPHIPéFW%n@ a@éw 36 ofrymey BAL%(S%&D NO: 15)
or I@éq@@cezﬁ)%o’ld@ntgaythé‘é% of Anird 4¢id8a-186 Bf kytSaneAGES S’E(?% NO:
Pro 35 40 45 Trp Asp Ser Val

P G €]
16Air9r8a S\?&}rl]el’@ééo%rl%@nﬂ% theyggo serresn@@l@ie thee(|denan §HRAGEGDA a
I .
do%ngre\'églt 1n%sér§>n§15rﬁ1r3§e€ 5@;’% (3&13111&&'_5 1%]\_ Fetﬂceacﬁ{l &).P%I? ¢ g%rﬁ}gismg
SERSW ¢k 3 oy fragmont thetgaf me pn(@ﬁmf(ﬁ 5 tlﬁae @Bndin RAEI’Eofu@bly protein.

100 “IRRFHetd: Gl Rl (Lot ferpi scendif i
na@eally@wn&eamSd] arffiythusPliked 16 a RAOGH 2bmAbaz]ldBulin dhaih eBor
e TR e BB 0 B ke

sequgoeHltI&t Bre@ataily Botmdtdambdn S/ &(ﬁﬁmﬂ ') a}h&r%ﬁlbgﬂhﬁeﬁh Ehe linker
u Met Val Thr Pro

may comprlse 313(5 IDGNLé) lZ? conesponc%ng to amino acids 117 123 of ﬁ}/ll -length RAGE.

Or, the linker may comprise a peptide having additional portions of the natural RAGE

sequence. For example, a interdomain linker comprising several amino acids (e.g., 1-3, 1-5,
or 1-10, or 1-15 amino acids) upstream and downstream of SEQ ID NO: 21 may be used.
Thus, in one embodiment, the interdomain linker comprises SEQ ID NO: 23 comprising
amino acids 117-136 of full-length RAGE. Or, fragments of SEQ ID NO: 21 deleting, for
example, 1, 2, or 3, amino acids from either end of the linker may be used. In alternate
embodiments, the linker may comprise a sequence that is 70% identical, or 80% identical, or
90% identical to SEQ ID NO: 21 or SEQ ID NO: 23.

For the RAGE C1 domain, the linker may comprise peptide sequence that is naturally
downstream of the C1 domain. In an embodiment, the linker may comprise SEQ ID NO: 22,
corresponding to amino acids 222-251 of full-length RAGE. Or, the linker may comprise a
peptide having additional portions of the natural RAGE sequence. For example, a linker
comprising several (1-3, 1-5, or 1-10, or 1-15 amino acids) amino acids upstream and
downstream of SEQ ID NO: 22 may be used. Or, fragments of SEQ ID NO: 22 may be used,

deleting for example, 1-3, 1-5, or 1-10, or 1-15 amino acids from either end of the linker. For
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165 170 175 Gy Asp Pro Arg Pro Thr Phe Ser Cys Ser

Phe Ser Pro Gy Leu Pro 180 185 190 Arg His Arg Ala
whewedty4Thr Ala Pro He Gn Pro Arg Val Trp QGaI/tiSH®05/027705

200 205 Pro Val Pro Leu Gu Gu Val An Leu Val Val

Gu Pro Qu Gy Gy 210 215 220 Ala Val Ala Pro Ay

GI Thr Val Gu V Pro Al a. 225 230
ezwnéewbﬁf?law%e?%r@ EIRAqAR Npher T CRRtisE B GREPNO: 24,
coﬁlespoi{alhg & il dcils 2222288, 2nr(hn 2@8rdb@bin RinRerth £y coflpriEE S’EQ D NO:
Val Leu He Leu Pro Qu He Gy Pro Gn Asp 266)
4 9grrespendige o RyGEgping apidey 8- Ala Thr Hi s Ser Ser

E"ef Pﬁaﬁénf?tglcgl}ﬂacgzlgta@§gar§§§g §g)ns%raﬂ ’35%%\43%%&?@

phyppacapticalty geespipd wnerg;kyox@ tgpgrt. (j‘}ye cawrigr @ay cdf hpnslceluilluent In

orfélgﬁ'lbkéﬁﬁegﬁ ﬁl@%ﬁi%léﬂlﬁél%&@l@? He %iéui?g.ﬁd @%Sus%%/prgg% q;lnucleic

acisl cmestru“ﬁt paybainAhefoangf @selutbory IAlagotﬂr)elrﬁbdirrﬁlU thar g Lys

P}%ﬂ?a %ﬁ%a@@ccgs’tg}bliﬁn% mayévs ca %g n%g%%%ofépawger agr‘)Bhlhzed

po@dﬂr At atabley @, theShnrnBeeutibhl cafdley nfah Ye Rigel, 8ipPos3ibly, 3B&eam. In
<210 <211> 339 <212> PRT .<21§> Hono sapi ens <400> 4
oRFIEItSy \?‘e THFCAPSY SPRIPTES § TRPSPy apmvaqcan%léf Yaplymer

' enl:@@ul&%ﬂ célgr d vipusl (Th115 tlTé’ t@nﬁﬂaﬂﬁh@éuﬁ/@ﬂly\{@de fabd ARy G N

Asn He Thr A AQu 20 2530Pro Leu Val
enpaEpeEiys. by s o Bmtpdtopy qails AApdar phmmese e g e P B

sudDasAmatdreiodHols, PR @bd—ffé%d’%ﬁfhe@&[uu%ys rQ&T%; s&goye éol’lrfi'annltol),
Trp Lys Val Leu 50 55 60 Ser Pro

oily ppemplsiomsesuchyag ol atergraulsigns cur@ungrcen@rﬁnmm V8ﬂ¢\5ny1:@s pf

lie An Asp Gu Ay
wepilg i gty (b Rpaed %bél&/aan}{?;%‘pﬁﬁ? a Il\/bt Asn Arg Asn Gy

Ly S A@rmmﬂ’tmtlon}béthS&AGE fusib@Prak@ibs dftbe ﬁxysenﬁngeﬁ@hh nAlygmploy
Va%% r{%rgs hrl!ls kl:d%ngrt%)ah% ﬁéwfu%og p]laltén g,g cBr Beriérﬁrention
mayyesnpUs in’(ﬂgenﬁinbalQPs i 8ol A Itdrfhbivea, tHBRA GE tusEnypr&iei may be
adn-l;}élristgr{eg or%ll?, ir%%asgﬁr g olTealch anS aeerros-[)li pInl_allngthle_reemb%%Enent administration is
intravenous (IV). The RAGE fusion protein may also be injected subcutaneously. In another
embodiment, administration of the fusion protein is intra-arterial. In another embodiment,
administration is sublingual. Also, administration may employ a time-release capsule. In yet
another embodiment, administration may be transrectal, as by a suppository or the like. For
example, subcutaneous administration may be useful to treat chronic disorders when the self-
administration is desireable.

The pharmaceutical compositions may be in the form of a sterile injectable solution in
a non-toxic parenterally acceptable solvent or vehicle. Among the acceptable vehicles and
solvents that may be employed are water, Ringer’s solution, 3-butanediol, isotonic sodium
chloride solution, or aqueous buffers, as for example, physiologically acceptable citrate,
acetate, glycine, histidine, phosphate, tris or succinate Buffers. The injectable solution may
contain stabilizers to protect against chemical degradation and aggregate formation.
Stabilizers may include antioxidants such as butylated hydroxy anisole (BHA), and
butylated hydroxy toluene (BHT), buffers (citrates, glycine, histidine) or surfactants

(polysorbate 80, poloxamers). The solution may also contain antimicrobial preservatives,
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145 150 155 160 Gy Lys Pro Leu Val Pro Asn Qu Lys

Gy Val Ser Val Lys Qu G n 1S5 170 175 Thr Arg Arg
woiz@ePt®4GEG u Thr Gy Leu Phe Thr Leu G n Ser QraI/Ls2005/027705

180 185 190 Met Vval Thr Pro Ala Arg Gy Gy Asp Pro

Arg Pro Thr Phe Ser Cys 195 200 205 Ser Phe Ser Pro

L Pro Hi Ar AIaL.euAr Thr Ala Pro 210
“%és 56 af‘@é’hgaﬁldﬁ'f%bﬂs Ry5plufipp may AIsppeaja Furgicpnisdpeduce
aggtegatidny siéllas CoRysdrBate 86, @oﬁﬁ@m%@r A& skt M krfohd 111? e art. The

y Al a Val Ala Pro Gy Thr Val Thr 245

So%lgnm aSgForAin Ay a@lﬁhveééaﬁudp@s(ﬁ QPR (Sadiupile osmotic
prédstivelolf thetdoipd&iRoMBthe 288128 B vhobdt. Asp Gy Val Pro

Leu Pro Leu Pro Pro Ser Pro Val Leu He Leu2 7 5 280

285 Thegh wcwtléal@oplpml@owmgpn Gedorgl of awﬂnlergypplﬁbzed powder
fogﬁfecé{&{ pﬂHQ'ec;Blﬁétﬂ%ﬁ& \@%‘F %%n Jen ga!h te?{% %]i%uon

Gn Ju Ser Ar
bagipgodtitie vGiter fPrinjeGlign, G sier( Eah@ yTli@rlymp'ﬁﬂrzad\bcaVﬁ yha$®e produced

oy o Yin Aoty ke i Wil oo ey Py opgn As i

knbwe ifTthe az] the Mrophilized Iﬁbbﬁm@eﬂerﬁiﬂyohds encradadd deatilith yisd Q}b‘hgér shelf

Gn Arg
i oSl o e ok g3 tyob R ey vk et a bt
to Icﬂ] pst &b{eSpH/ ak fdur%btalﬁBl% pﬁ’?%l@ﬁhllga}ic aBlcChtyatsd acdide ‘g’ycﬁfeomstldme
Val _[eu Pro Asn Gy Ser

Ser Val
php,}pgatﬁet%s Q8£@81%3@ bpffg rﬁﬁealymﬂugiyowﬁ@ r@yrplggscign@qjy@rgteq.ams to

m s i sthfifityS onimofly u iy eu on-
ﬁntEBQt @h%s &t %@H%gi?éa%st%ﬁf ty: El‘hg Q nanﬁ ﬁgr Vyé% 5%%1

re@vjm@nga,rq; @dﬁl@c@apdgwc}p@s(ﬁu@@, magnMéJ or Agbalmr TAt: oBitized

po@d& ﬂ‘r@;’"‘coﬁ%&stgoslﬁ@%s @%r&tecéa%an%t Ehe é’al %rafllgﬁ gn %ﬁg g%éa%ate

fOIPFE’@O]AI a@ﬂ%ﬁfsﬁhﬁy nelydSbnt afe pot Hﬁmteﬂ@wam@md@wy (BHS, ]B]i‘lﬁ), buffers

(mh’gtgs éﬁjcn'% fﬁsq:ﬁlge) uxie}c an%s(golégsrorba@/ §O fﬁ%’xi%ﬁs)lgé ]fg@hﬂlzed

pOWHcr r@walioeﬂmnﬁheanﬁhncrb‘mal pEbservavesGhuthlag beivyt alMibol ddirparabens.
Thgﬁ%pﬁli%eﬂ&vgérs%a% Zﬂ%o %gn%ain surfactants to reduce aggregation, such as, but not

I

limited to, Polysorbate 80 and poloxomer. The lyophilized powder may also contain
additives (¢.g., sugars or saline) to adjust the osmotic pressure to be similar to human blood
upon reconstitution of the powder. The lyophilized powder may also contain bulking agents,
such as sugars and disaccharides.

The pharmaceutical compositions for injection may also be in the form of a
oleaginous suspension. This suspension may be formulated according to the known methods
using suitable dispersing or wetting agents and suspending agents described above. In
addition, sterile, fixed oils are conveniently employed as solvent or suspending medium. For
this purpose, any bland fixed oil may be employed using synthetic mono- or diglycerides.
Also, oily suspensions may be formulated by suspending the active ingredient in a vegetable
oil, for example arachis oil, olive oil, sesame oil or coconut oil, or in a mineral oil such as a
liquid paraffin. For example, fatty acids such as oleic acid find use in the preparation of
injectables. The oily suspensions may contain a thickening agent, for example beeswax, hard
paraffin or cetyl alchol. These compositions may be preserved by the addition of an anti-

oxidant such as ascorbic acid.
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Gy Gy Asp Pro Arg Pro Thr Phe Ser Cys Ser Phe Ser
Pro Ay Leu 180 185 190 Pro Arg His Arg Ala Leu Arg
wabewedlmiPro He G n Pro Arg Val Trp 195 200 2PSI/GE2905/027705
Pro Val Pro Leu du Gu Val Gn Leu Val val Qu Pro
Gu Gy 210 215 220 Gy Ala Val Ala Pro Ay GI)O/ ,-IA-Ihr
VaI hr . Leu Thr Val. Pro 225 230 235 24 a
%Fé’h%acwlﬁaléoﬁpﬁfl%"%% thp ppeSRIEENEULOnAB Y @pq/bazgthe form of

manOWfii@ﬂ'blﬁﬂﬁm%@ a%%uéaiugpdnﬁlblnf r’ﬂqe%‘ilg g@%& nﬁ@%e\{%géﬁﬂe !)'11 for
eLeuProGIuH o Adn 260 5 270 As
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Dispersible powders and granules suitable for preparation of an aqueous suspension
by the addition of water may provide the active compound in admixture with a dispersing
agent, suspending agent, and one or more preservatives. Suitable préeservatives, dispérsing
agents, and suspending agents are described above.

The compositions may also be in the form of suppositories for rectal administration of
the compounds of the invention. These compositions can be prepared by mixing the drug
with a suitable non-irritating excipient which is solid at ordinary temperatures but liquid at
the rectal temperature and will thus melt in the rectum to release the drug. Such materials
include cocoa butter and polyethylene glycols, for example.

For topical use, creams, ointments, jellies, solutions or suspensions containing the
compounds of the invention may be used. Topical applications may also include mouth
washes and gargles. Suitable preservatives, antioxidants such as BHA and BHT, dispersants,
surfactants, or buffers may be used.

The compounds of the present invention may also be administered in the form of

liposome delivery systems, such as small unilamellar vesicles, large unilamellar vesicles, and
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Additional methods for preparation of protein formulations which may be used with
the fusion proteins of the present invention are described in U.S. Patents No. 6,267,958, and
5,567,677.

In a further aspect of the present invention, the RAGE modulators of the invention are
utilized in adjuvant therapeutic or combination therapeutic treatments with other known
therapeutic agents. The following is a non-exhaustive listing of adjuvants and additional
therapeutic agents which may be utilized in combination with the RAGE fusion protein
modulators of the present invention:

Pharmacologic classifications of anticancer agents:

1. Alkylating agents: Cyclophosphamide, nitrosoureas, carboplatin, cisplatin,
procarbazine

Antibiotics: Bleomycin, Daunorubicin, Doxorubicin

Antimetabolites: Methotrexate, Cytarabine, Fluorouracil

Plant alkaloids: Vinblastine, Vincristine, Etoposide, Paclitaxel,

Hormones: Tamoxifen, Octreotide acetate, Finasteride, Flutamide

S ok v

Biologic response modifiers: Interferons, Interleukins,

Pharmacologic classifications of treatment for Rheumatoid Arthritis

—

Analgesics: Aspirin
2. NSAIDs (Nonsteroidal anti-inflammatory drugs): Ibuprofen, Naproxen, Diclofenac
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4. Anticonvulsants: Carbamazepine, Valproic acid

In one embodiment, the present invention may therefore provide a method of treating
RAGE mediated diseases, the method comprising administering to a subject in need thereof,
a therapeutically effective amount of a RAGE fusion protein in combination with therapeutic
agents selected from the group consisting of alkylating agents, antimetabolites, plant
alkaloids, antibiotics, hormones, biologic response modifiers, analgesics, NSAIDs,
DMARDs, glucocorticoids, sulfonylureas, biguanides, insulin, cholinesterase inhibitors,
antipsychotics, antidepressants, and anticonvulsants. 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, glucocorticoids, sulfonylureas, biguanides,
insulin, cholinesterase inhibitors, antipsychotics, antidepressants, and anticonvulsants.

EXAMPILES

Features and advantages of the inventive concept covered by the present invention are
further illustrated in the examples which follow.
Example 1: Production of RAGE-IgG Fc¢ Fusion Proteins

Two plasmids were constructed to express RAGE-IgG Fc fusion proteins. Both
plasmids were constructed by ligating different lengths of a 5’ cDNA sequence from human
RAGE with the same 3’ cDNA sequence from human IgG Fc (y1). These expression

sequences (i.e., ligation products) were then inserted in pcDNA3.1 expression vector
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Clff6 Pestiyirastmaai wers et snoa o ré“é%%&éﬁq‘%%oby the
pldsatid Wad c1bseud. i Sh {ﬂééuolngfi:lé‘r{%s dddedbBed ByYw idin BIR aﬁé{gs

Pro Pro G n Ar eu GQu Tr ‘\S’}és Leu Asn 20 25 Thr

Su@fpa’@&t@jve’rwxp@l d andy threrggna gradughvas myificd by pffgitgchrogaipgraphy

us@gﬁr@ei}]ﬁ % éoylélglelsf %}%&gﬁ% Qlla_t %%%5(158\% at Nﬁ:lfﬁ v%rgp a'ilcnge Y

regongippn AL EP-@000 gilgvely of abve 1 Arggan@yser Gien. AI a Met 65 70 75
80 The expressed polypeptides encoding the two fusion proteins are illustrated in FIGS.

4-6. For the four domain structure of TTP-4000, the first 251 amino acids (shown in bold in
FIG. 4) contain a signal sequence (1-22/23), the V immunoglobulin (and ligand binding)
domain (23/24-116), a second interdomain linker (117-123), a second immunoglobulin
domain (Cyl) (124-221), and a second linker (222-251) of the human RAGE protein (FIGS.
4, 6B). The sequence from 252 to 461 includes the Cy2 and Cy3 immunoglobulin domains
of IgG.

For the three domain structure of TTP-3000, the first 136 amino acids (shown in bold)
contain a signal sequence (1-22/23), the V immunoglobulin (and ligand binding) domain
(23/24-116) and an interdomain linker sequence (117-136) of the human RAGE protein
(FIGS. 5, 6B). In addition, for TT3, the sequence from 137 to 346 includes the Cy2 and Cy3
immunoglobulin domains of IgG.

Example 2: Method for testing activity of a RAGE-IgG1 fusion protein

A, In vitro licand binding:

Known RAGE ligands were coated 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% Tweeh—ZO, 5 mM CaCl; and 5mM MgCl,, pH 7.2). A solution of TTP-3000 (TT3) at
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Wﬁﬁgﬁsﬁéﬂag@%hﬁwwpwaéeNbétr%pa@lytrmhén@hvsmq@ P) was
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meﬁwnwowr%l o ENKE te ppraonittpphengl PPy witich wap memredAs p

Thr 100 105 110 Ala Gy Val Pro
Spé%pﬂt&néﬁ&algawéﬁﬁlﬁnq/s Val Ser Gu Gy Ser Tyr 115

120 A3 28nspatgd i) GG yth fasionewotSes TTP-g0M @ TpandBFP-8B00 (TT3)
spé‘sc)/ﬁca@g %téﬂ’g& v«é@l kngvg R.]'%%QE lig’a%dsl ggylﬁ%&eﬁ?@%@a% %}_@ (fg@é), and
ampﬁcﬁemﬁmﬂpho) Qrytht ebseRfeaf ]ig{indLﬁeu B3 A c&eing Gode (BSA BEBSA +
Wa\s{%lthc;w (NaSI.:) S in'g\}egsepi\xrl gbsorbance over levels attributable to non-specific binding of
the immunodetection complex. Where amyloid beta is used as the labeled ligand it may be
necessary to preincubate the amyloid beta before the assay. Preincubation may allow the
amyloid beta to self-aggregate into pleated sheet form, as amyloid beta may preferentially
bind to RAGE in the form of a pleated sheet.

Additional evidence for a specific interaction between RAGE fusion proteins TTP-
4000 and TTP-3000 with RAGE ligands is exemplified in studies showing that a RAGE
ligand is able to effectively compete with a known RAGE ligand for binding to the fusion
proteins. In these studies, amyloid-beta (A-beta) was immobilized on a Maxisorb plate and
fusion protein added as described above. In addition, a RAGE ligand was added to some of
the wells at the same time as the fusion protein.

It was found that the RAGE ligand could block binding of TTP-4000 (TT4) by about
25% to 30% where TTP-4000 was present at 123 pug/mL (1:3 dilution, FIG. 8). When the
initial solution of TTP-4000 was diluted by a factor of 10 or 30 (1:10 or 1:30), binding of the
fusion protein to the immobilized ligand was completely inhibited by the RAGE ligand.
Similarly, the RAGE ligand blocked binding of TTP-3000 (TT3) by about 50% where TTP-
3000 was present at 360 pg/mL (1:3 dilution, FIG. 9). When the initial solution of TTP-3000
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sufifl Bmé&ltgd \hz'ﬂku IW@B'Shl’smlgellpr@oébl §ﬁﬁ71cﬁi by LanCcaverhe\Rlls Wik induced to
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sepe 10 begulenion 8t BACHEH 6 Yol 1908 batah Fagbwgomng the

I
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anp humenI9G dORg) (Al as 'An@altlmacoalyl)GT he @n@mm efﬂN’Eﬂa deergted by the

TEE/-S C% ) aérrgea%]g%&%ys S agcek%he a 61"[:> Jé‘és S Pr ﬂ?ﬁ?}ure using
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Pr er .V Val P y Ser
et Do G { AR sBEe & e Srior ety e S dadicee
préduytidn & TRIE oA theby&ll& As éﬂo@nhﬂlcﬁfi 0,/8oh2d&8on of 10 pg TTP-3000
or TTP-4000 RAGE fusion protein, induction of TNF-a by S100b (0.1 mg/ml FAC) was

reduced by about 45% to 70%, respectively. Fusion protein TTP-4000 may be at least as
effective in blocking S100b induction of TNF-a as is SRAGE (FIG. 10). Specificity of the
inhibition for the RAGE sequences of TTP-4000 and TTP-3000 is shown by the experiment
in which IgG alone was added to S100b stimulated cells. Addition of IgG and S100b to the
assay shows the same levels of TNF-o as S100b alone. Specificity of the inhibition of TNF-o,
induction by TTP-4000 and TTP-3000 for RAGE sequences of the fusion protein is shown by
an experiment in which IgG alone was added to S100b stimulated cells. Tt can be seen that
the addition of IgG, i.e., human IgG without the RAGE sequence (Sigma human IgG added at
10 pg/well), and S100b to the assay shows the same levels of TNF-a as S100b alone.
Example 3: Pharmacokinetic Profile of TTP-4000

To determine whether TTP-4000 would have a superior pharmacokinetic profile as

compared to human sRAGE, rats and nonhuman primates were given an intravenous (IV)
injection of TTP-4000 (Smg/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
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Thus, in this assay, the myeloid cell line, THP-1 (ATTC # TIB-202) was maintained
in RPMI-1640 media supplemented with 10% fetal bovine serum per ATCC instructions.
Typically, 40,000-80,000 cells per well were induced to secrete TNF-alpha via Fc receptor
stimulation by precoating the well with 10 ug/well of 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 # DTAOOC) 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 5: In vivo activity of TTP-4000
The activity of TTP-4000 was compared to SRAGE in several in vivo models of

human disease.
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For the measurement of cell proliferation, 4 day animals received intraperitoneal injection
of bromodeoxyuridine (BrDdU) 50 mg/kg at 18, 12, and 2 hours before euthanasia. After
sacrifice, the entire left and right carotid arteries were harvested. Specimens were stored in
Histochoice for at least 24 hours before embedding. Assessment of VSMC proliferation was
performed using mouse anti-BrdU monoclonal antibody. A fluorescence labeled goat anti-
mouse secondary antibody was applied. The number of BrdU-positive nuclei per section were
counted by two observers blinded to the treatment regimens.

The remaining rats were sacrificed at 21 days for morphometric analysis. Morphometric
analyses were performed by an observer blinded to the study groups, using computerized
digital microscopic planimetry software Image-Pro Plus on serial sections, (5 mm apart)
carotid arteries stained by Van Gieson staining. All data were expressed as mean & SD.
Statistical analysis was performed with use of SPSS software. Continuous variables were
compared using unpaired t tests. A values of P < 0.05 was considered to be statistically
significant.

As seen in FIGS. 13A and 13B, TTP-4000 treatment significantly reduced the
intima/media ratio and vascular smooth muscle cell proliferation in a dose-responsive
fashion. In FIG. 13 B, the y-axis represents the number of BrdU proliferating cells.

B. TTP4000 in an animal model of AD

Experiments were performed to evaluate whether TTP-4000 could affect amyloid
formation and cognitive dysfunction in a mouse model of AD. The experiments utilized
transgenic mice expressing the human Swedish mutant amyloid precursor protein (APP)

under the control of the PDGF-B chain promoter. Over time, these mice generate high levels
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sections were incubated as instructed in the Vector ABC Elite kit (Vector Laboratories) and

)

stained with diaminobenzoic acid (DAB). The reactions were stopped in water and cover-
slipped after treatment with xylene. The amyloid 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 an
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fashion. The animal was allowed to find the platform or swim for 60 seconds (latency period,
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after the initiation of ischemia. Mice were subjected to one hour of cerebral ischemia followed

by 24 howurs of reperfusion. To induce ischemia, each mouse was anesthetized and body
temperature was maintained at 36-37°C by external warming. The left common carotid artery
(CCA) was exposed through a midline incision in the neck. A microsurgical clip was placed
around the origin of the internal carotid artery (ICA). The distal end of the ECA was ligated with
silk and transected. A 6-0 silk was tied loosely around the ECA stump. The fire-polished tip of a
nylon suture was gently inserted into the ECA stump. The loop of the 6-0 silk was tightened
around the stump and the nylon suture was advanced into and through the internal carotid artery
(ICA), until it rested in the anterior cerebral artery, thereby occluding the anterior communicating

and middle cerebral arteries. After the nylon suture had been in place for 1 hour, the animal was
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hnvang mle@r eAiOtﬁ infyret lkaieSGrymalh sugggsinydhat SEP-4GDY b@:@usé’:‘@ﬁ its better
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145 1t15911y, g(? uﬂ'GQ the RAGE specific monoclonal antibody 1HB1011at a

concentration of 10 ug/mL in 1X PBS pH 7.3 is coated on plates via overnight incubation.
When ready for use, plétes are washed three times with 300 uL of 1X Imidazole-Tween wash
buffer and blocked with 1% BSA. The samples (diluted) and standard dilutions of known
TTP-4000 dilutions are added at 100 uL final volume. The samples are allowed to incubate
at room temperature for one hour. After incubation, the plates are plates are washed three
times. A Goat Anti-human IgG1 1 (Sigma A3312) AP conjugate in 1XPBS with 1% BSA is
added and allowed to incubate at room temperature for 1 hour. The plates are washed three
times. Color was elucidated with paranitrophenylphosphate.

Example 7: Quantification of RAGE Ligand Binding to RAGE Fusion Protein

Figure 15 shows saturation-binding curves with TTP-4000 to various immobilized
known RAGE ligands. The ligands are immobilized on a microtiter plate and incubated in
the presence of increasing concentrations of fusion protein from 0 to 360 nM. The fusion
protein-ligand interaction is detected using a polyclonal antibody conjugated with alkaline
phosphatase that 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
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. Val GQu Val Hs Asn Ala Lys Thr Lys Pro Arg Gu Gu
imgggoglobuline ar DRBHUIBHEEE Ser Thr Tyr Arg Val Val Ser
3. Val Tiueusldi prfdin dE@Mintll Swidréin ARR AGE péSPBepae ot AkideSH ligand
Asn Gy Lys Gu Tyr Lys Cys Lys Val Sér 'Asn Lys Ala
binding o 305 310 315 320 Ala Pro lie Gu Lys Thr lie
Ser - . ra.
“ o n VAT M v BRSO 38R ol iprises S0
IDIYQ: Pere B40eR4 0% 5dratien] thetetGor SEQUDTHY: 10ys alsequeifted 90%y s
ide(ﬁtiXalP ie..Iyr Pro Ser Asp lie 355 360 3S5 Ala Val GQu

rp u Ser Asn Gy Gn Pro Gu Asn Asn Tyr Lys Thr
5. 370 TB& fusBBprdthin dPrlainkPR.owhéadin HeR ACP p&gpepfidp céthprishey an

. P Phe. . S 385 390.395 400 Leu Thr, Val
i aini ik ort BB s o (LA copids s gt o
fult O ghlOAGEDrddein. Val Met Hs Qu Ala Leu H's Asn Hi s

Tyr _Thr. G n Lys Ser.Leu 420 425 430 Ser_lLeu Ser Pro
6. ny TE? dus I'Qtéllf clain s fyjrher samprisnsa fispRAGE 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 Cy2 domain of an immunoglobulin.

7. The fusion protein of claim 6, comprising the amino acid sequence SEQ ID NO: 33 or
SEQ ID NO: 34.
8. The fusion protein of claim 6, comprising the amino acid sequence SEQ ID NO: 32.

9. The fusion protein of claim 6, wherein the RAGE interdomain linker directly linked to
the immunoglobulin Cy2 domain or a portion thereof comprises SEQ ID NO: 22 or a

sequence 90% identical thereto, or SEQ ID NO: 24, or a sequence 90% identical thereto.
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<213> Artificial Sequence <220> <223> Honp sapi ens

<400> 35 Met Ala Ala Ay Thr Ala Val Gy Ala Trp Val
wahewsveledteu Ser Leu 1 5 10 15 Trp Gy Al a Val PUHUSI8N027705

Ala Gn 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 Ay Arg

Thr Qu Ala Trp Lys Val Leu 50 55 60Ser Pro G n Ay

103 Y THeYudts r@ra_treﬁl ARSI conirisiNed sMNel RAGE h%hugfo@ulﬁrr’dc%lgam
75 80 Asn Ser Leu Phe Leu Pro Ala Val

linked, V@M@ Hrt@rémsgnémb@ tpths Njegmiopkanape agid gf %//mlym@ﬁde

coﬁ{pgls lg(m_l\if/ﬁgﬁo @)ﬂhllg@lﬁmla?ﬁ?r E?Brtf%ﬁ;c}f % %2 319rﬁa1£0@

lﬂwnowbulmls 120 125 Ser Ala Ser Gu Leu Thr Al a GI

11F’Ir 0 %%s@p@%& %HurF'TS & E@nilhgth% zfg)r %‘éﬁ %1}6? sﬁ@% NO: 36

or(SﬁQH_IIEOlS’D 155 160 Val Val Val Asp Val Ser H's GQu
165.170

G uVal .P Asn .Tr 75T
Zaop e guiabrein pERTE. GRRARE e Ri g Fue s SRED o 35
13G| u ThS(ﬁusicﬂﬁ)rd@iﬁ dBlclairfril 0, wWhyetieidiz RIGEE Tihicer Hitéct]&l’l@lk&aﬂo the
Val Val Leu Thr 5 200 205 p
imiigo BRI PEE SEYTHHD: 8r e379utige o pdegifal Ao or s
ID24O: Qsl&a%%&helny@o%adehﬁ@m&fe&t&l a Prolie GQu Lys Thr
lie Ser Lys Ala Lys Ay 225 230 235 240 G n Pro Ar

l4g  Apyisol @Fﬁ%n%?lc wﬁi SCRHPNOE EBOPHIG APRYOSHIP LA} GPIANISinG

po%g)gpt\%%%%g@ Thafidd I?Bly#éﬁ?ldg‘%%}n Ehg\éa(li A Saérr?é& Aazlgltnlxrl@e‘ﬁ%Iobuhn or

amormf@@ﬂplouau@@nlmmn@wbu@ln Pro G u Asn 275 280

5285 E{lerdl 1%1012%{51 %g\ge g%(gf Earug 1%{;\&&4'5(8}{ ﬂ@;lgAﬁg go@ﬁ?pude
comnsmﬂl&(ﬁ’sﬁ irggrorAnig liflkqy 1iGked 1GlarR AT ivhenn@0&uBl GoBdib such that
the éQGI‘\g/fllrllal zflwp.rrr]uenoseld 0%%6 %@Eé@gm@ %%oll ylgl dgg#mﬁ‘%ﬁlﬂéeg Eo E'llg E\I-terminal
anfied adri of tﬁ} intdry@n 834 Anidet Sand 20 te3mimaPdnlino 324 oLt A GRT
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 SEQ ID NO:30, or a fragment thereof, or
SEQ ID NO: 31, or a fragment thereof.

17.  An expression vector that encodes for a fusion protein comprising a RAGE
polypeptide directly linked to a polypeptide comprising a Cg2 domain of an immunoglobulin
or a portion of a Cy2 domain of an immunoglobulin.

18.  The expression vector of claim 17, 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.

19.  The expression vector of claim 17, comprising the nucleic acid sequence SEQ ID

NO:30, or a fragment thereof, or SEQ ID NO: 31, or a fragment thereof.
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<213> Artificial Sequence <220> <223> Honp sapi ens

<400> 36 Ala G n Asn He Thr Ala Arg He Gy Gu Pro
wahewsvededteu Lys Cys 1 5 10 15 Lys Gy Al a ProPCyES1095027705

Pro Pro Gn Arg Leu GQu Trp Lys Leu Asn 20 25 3 O Thr

Gly Arg Thr Qu Ala Trp Lys Val Leu Ser Pro G n Ay

35 40 45.Pro Trp Asp Ser Val.L Ala Arqg Val Leu
q3r 0 fi\g‘ﬁl fEngieelg W&tg BRI Y181 §Binbl f SHgidhay e qgjlypxpresses

a %‘%1%8 groﬁg C%S%h%g)’a IEAGE(?{BM%QC%Ctgé?ﬂ(ﬂ fril) %ﬁyp@étu?e%oﬁnsmg

a Qadogegin i Igsweglg iy g alPiO@lOPrOé a Gy dpwpgin Pf an @munqg@buhn

Val I
ol A5ttt 80 Ao i

protein in 2 pharpgceaupisaligptrier, jvdhear thaRg GEhfusion pra@in crapristhia RAGE

po%p%ptéael d1r\\;§‘gt|lny ]Xﬁéed ﬁe?po ep c% co%@y%s g% Clﬁgloga% cggﬁ H@nﬁnoglobulm
or b4BrtihOf 4 552 ﬂﬁmaﬁla:lf ah-llrsmmﬁ:rglohlghn Lys Tg r5 Lys Z 0 y ?

2 G o BT 4 S5 BRI el
inttRIdmbBAinkSOliEey tdAlg/RA(FZ;]Emiﬁgmo glggulmmnﬁsumthaﬁmg (?Iit‘ﬁir‘_ﬂnirﬁ'al
a0 15 A e BoploByr e ol fophco e g of

ﬂl@&&rd@ﬁmﬂ- WhikeF,id iRLUC Pd'rfﬁuﬁf anine beibbHthARA G Hltéf@dinaﬁ- li][mker is
Lys Asn G n Val 225 230 235 240 Ser Leu Thr Cys L

dﬂ\?&tiy 1@9@(1 &g e bhf@nwal oo aad ofaspolypentigy empgFing 453 slemam of an
Bhlfﬁr& dtioklheAsft Ay Gn Pro Gu Asn Asn Tyr
Thr Pro 260 265 270 Pro Val Leu Asp Ser Asp
23G| y TQ@ POIFIP@HPW@f cleim Z{rwigesin thy RAGH patpepfidsc@80ise8bNeehd
@q %?\és Ser Arg Trp Gn G n Ay Asn Val Phe Ser Cys
al 290 295 300 Mt H's Gu Ala Leu H's Asn Hi s
24Tyr Thh por@qmiggwf Slerm L& uwiSein the RATIS1igha b&iﬂﬁlg&i’f@ c&eprises SEQ

R0 1 i (R ot pe 5B IRT TR 2R eSence o0
identical thereto.

25.  The composition of claim 22, wherein the RAGE polypeptide comprising an
interdomain linker linked to a RAGE immunoglobulin domain comprises a fragment of a
full-length RAGE protein. »

26.  The composition of claim 25, wherein the RAGE polypeptide comprises 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 C2
immunoglobulin domain or a portion of a Cyz2 domain of an immunoglobulin.

27.  The composition of claim 26, wherein the RAGE fusion protein comprises the amino
acid sequence SEQ ID NO: 33 or SEQ ID NO: 34.
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<400> 37 G n Asn lie Thr Ala Arg lie Gy Qu Pro Leu

Val Leu Lys Cys Lys 1 5 10 15 Gy Ala Pro Lys Lys Pro
WOe@6MAT4Arg Leu Gu Trp Lys Leu Asn Thr 20 25rGDUR095/027705

Arg Thr Gu Ala Trp Lys Val Leu Ser Pro An Gy Gy

Gly Pro 35 40 45 Trp Asp Ser Val Ala Arg Val Leu IF’ro

n Ser .lL.eu Phe u Prq 50 55 60 Ala Val Ay lie
1%60@8:31@”%0 agn éﬁ:eWI}ﬁr G Epdugiphpraier QEPrises # el BAGE

III]Yrﬁlns Blobuilth dsmihirFidkel Wi ARAGE Riteldy 2Rk ATH thEN-te%Qla}/ﬁhmo acid

Arg Val Tyr Gn 85 90 95 lie Pro Gy Lys Pro Gu
ofgpp m%ﬁldSéPmpmn%@ Eammugaglopylin demain gpa n%oquyz i of
anS@nuMesloRng,. Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu

Met 115 120 125 lie Ser Arg Thr Pro Gu Val Thr Cys
29a| Thg conypesitneioigim Sarwheren t8RAGH i@ pGitein Appides the amino

@'I(T oVal Asp Gy Val du Val

ac?fgq\léglé %%gll?zkg)ﬁ%%%ﬁ ) L@ﬂs Thr Lys Pro Arg Gu

30G u T@e nomipesitagref Seim ThrwhEyain hé R AT filkidh pAstein Wafornviahted as an
Leu Thr Val Leu H's A n Asp Trp Leu Asn Ay

mJ%%%)bl.e[g%luti% Lys Gu Tyr Lys Cys Lys Val Ser Asn Lys

31Al a The vorRp@sitiindf Plain D1,avikREn BO®R A fildod pkatsin T forrhiiSted as a

s.Ala Lys Ay G'n Pro Arg Gu Pro Gln Val 210
Steﬁli%lyﬁéﬁhzfgrpo‘f’ﬁ?r Leu Pro Pro Ser Arg Asp Gu Leu Thr

32Lys AAsBh&dl Bf MaldingSER AREu£d0pd&an &ﬂx%ﬂ-sﬁl‘g tﬁé’ﬁ’tep%o%éhﬂy linking

Val_Lys Gy Phe Tyr Pro Ser Asp H e Al a Val
P?‘BéE ?B’?Ipql}t‘ée & %P@QGP‘A%C@WS@% G gomr oksn lmmﬁncg}qbuhn ora

FTRIC, I RomBR Q1 B Pnd@fbiBaiig /0 Val Leu Asp Ser Asp
po#lyﬁo CHPhemPhe Leu Tyr Ser 1Lys Leu Thr Val 275 280

33 28>5/ Thaprethpd oSelpinpdZy whersindha RAGE 1@llypcpde odaipriftve: FSEGE

I 5
niGmiglink R el o 00 GE ol St Qg Bl L S Sl
an@mid)of@lqRAﬁ@ P Pogl8Bilnbitaindii Onked 1@ thePREermhhBamilo BEid of
o0 B Bl R W e
dir&itty lh/k’&bd thhe tsrmiad] aMirdo adal of A lydaptideebmplisingd 0y 280R&n of an

imr%gno globulin, or a portion thereof.

34.  The method of claim 32, wherein the RAGE polypeptide comprises a ligand binding
site.

35.  Themethod of claim 34, wherein the RAGE ligand binding site comprises SEQ ID
NO: 9 or a sequence 90% identical thereto, or SEQ ID NO: 10 or a sequence 90% identical
thereto. '

36.  The method of claim 33, wherein the RAGE polypeptide comprising an interdomain
linker linked to a RAGE immunoglobulin domain comprises a fragment of a full-length
RAGE protein. '

37.  The method of claim 36, wherein RAGE polypeptide comprises 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
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Asp Pro Gu Val Lys Phe Asn Trp Tyr Val Asp Gy Val

Gu Val H's 35 40 45 Asn Ala Lys Thr Lys Pro Arg Gu
W@ 184TYyr Asn Ser Thr Tyr Arg 50 55 60 Val REX/US®05/027705

Val Leu Thr Val Leu His Gn Asp Trp Leu Asn Ay Lys 65

70 75 80 4 u Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu

aPro G|u859095LysThrI|eSer Lys Al a

act‘i%f t@ SPORd R4 W@la"@fl&%ﬁwa g ther(rtermpal ag@nogarol of the
RAGE sb&@d BiterdBhn@inFBkerAl Gir 8P 1ifddd b Bl ﬁt&miﬂéﬁmﬁﬁg gﬁ Uf the Ci2

Val Ser Leu 115 120 125 Thr %/s Leu Val Lys d
impgrnoglopuliedommimony poriipraofgin2domairy qf ammmm@lqmmng u

g2, i) RIS S8R Oy il Pidesr
1rqg@glo’pyhn Semaih yigkedega T RAG\FamteAk)plajISﬁﬂ&ﬁ’ © tﬂﬂE tt*mﬁnﬁemmo acid of

Iﬁfbg) g@% ?g@m%g g}% 1%?11@111 obuapgloiglho'r_l go%e?p o}{ﬁ Cr ﬂnam of an

impywo8ebuliveu Ser Leu Ser Pro 195 200 205 Ay Lys 210

<21 39 .< > S3 12> <213> Hono sapi ens <400>
o dbgHAGH O B PR TN e SRt ras ARy recombina
DNAabmheﬁc ccggacccct 60 gaggt cacat gcgt?gtgggo
a c.C acc ctgaggtcaa gttcaact gg
40 gcé‘?@ Gt L gt an dirtise SuBa g caigme HaedeoreensgboRYde
cofiaet ifdmexpRidilfgl acc gtgtggtcag cgtcctcacc
gtcct gcacc aggactggct gaatggcaag 240 gagtacaagt
4lgcadfgmethed @gglé g@ derther eereprisinadrasefactmgdpaepeaasicatetar énto a
hosQ@@aaagccaaag ggcagccccg agaaccacag gtgtacaccc

tgcccccat ¢ ccgggat gag 350 ctgaccaaga accaggtcag
42cct davethetoldtginsaBa§giyntdisttddisadedy e gaiyatt codillsing

C aac acaagacc
AL, SR LR APt SRR,
linhgb"alagmep‘admngtmlgmg adgaigmangeif gg i On b Hg 809Portion of a Cy2

ttctc at cgtg atgcatgagg ctctgcacaa ccactacacg
dmg cggO%l”@?ccct gtc tccgggtaaa tga 633 <210> 40

43<2 mfe 1212&0&1 BﬂaanP&T “ﬁﬁarbﬁﬁhé‘!{mw gglpg%e% aZRF@GEr 0
er al he

L L
gl dnfordinky s 150 5 B S ot Aoy sgh O Grermnal
amlido@ciedf tWEA@Erlmeuﬁoé%%lM%bm%Ql 1gﬁn1€éon ’Eﬂ%rN erﬁ Y?%J%'m}{@ gcm of

Val Asp Val Ser H's Qu Asp. G u Val
the413terdomam linker, and the C-terminal amlno a01d of the RAGE 111terdoma1n linker is

directly linked to the N-terminal amino acid of a polypept1de comprising a Cy2 domain of an
immunoglobulin, or a portion thereof.

44.  The method of claim 42, wherein the RAGE ligand binding site comprises SEQ ID
NO: 9 or a sequence 90% identical thereto, or SEQ ID NO: 10 or a sequence 90% identical
thereto.

45.  The method of claim 43, wherein the RAGE polypeptide comprising an interdomain
linker linked to a RAGE immunoglobulin domain comprises a fragment of a full-length
RAGE protein.

46.  The method of claim 45, 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 immuno globulin

domain, the N-terminal amino acid of the second RAGE immunoglobulin domain is linked to
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Asn Trp Tyr Val Asp Gy Val GQu Val H's Asn Al a Lys

Thr Lys Pro 50 55 60 Arg Gu Gu An Tyr Asn Ser Thr
wayeoeMeg4Val Val Ser Val Leu Thr 65 70 75 80 \VedT/L82905/027705

Hs Gn Asp Trp Leu Asn Gy Lys Gu Tyr Lys Cys Lys

Val 85 90 95 Ser Asn Lys Ala Leu Pro Ala Pro lie Gu

rlle Al a 100 105 110 s Gy @n Pro

c %ﬂ‘r@gl PP gel °f1 ﬂ\%ﬁsf stgfprdepin lpjerpihg M%/eamséﬁarm@@ acid gf the
sedotfd idRRloMSR 1fakbr ik BHehh C@éﬁmﬁ@"énﬁd"acwf ReechRRARE
s Leu Val Lys Gé 130 135 140 Phe Tyr Pro Ser Asp

1@%@%1%‘11%01@1&; ang fhe §-gmgas! ampo @1@/0 ARAME spagdlig@rdomain

lmkséﬁs aﬁ&tgslﬂﬂc@cﬁ% tﬁbél? tél%ﬂgna%l[%%lm%;yg ghep 9 @Exﬂm}g@%b@% domain or a

poan_f@lﬁnﬂ nwofﬁspnmygomhmg Trp GI n GI n 180 185

7&28 "Ige}/ne@'a g@lleuf[? g@ é@%{ eénc%l% E%G%E ¥% on.][:ﬁotelﬁcomﬁllses glgramino acid

sequegcSeEQ 8 INGBS3 oPSEQCHD;NQyM 210 215 220 <210> 41 <211>
663 <400> 41 cc cccag
“Bcacd ?l é égae (t:}fogl\l%f lalén 99 gg‘g 1%@8?%%‘?@? fpsiqep ?@&8@8@?&%%@80 acid
se@inaaSREAND: 35cat gat ct ¢ ccggacccct gaggt cacat
gcgt got ggt cgt 120 cac ct gaggt caa
r ot et BRdestyr R0 Wit GO Gy tked o e
1mﬁﬂgag1ammcc}9g@ﬁﬁﬁ@@%oamgﬁ@&ﬁa&l & H9N@t g5 904 SRAlence
cgtcctcacc 240 cctgI acc aggactg ct gaat g caa

0gigericalibercige s Q:%e%&gews@@@@@@e @1@15@0
50CCatrfgaRAR13ALGA £4, 66m £ Qﬁ@%ﬁg&uﬁg 8653 43Red via

360 gtgtacaccc tgcécccatc ccgggat gag ct
a Rt apjerdemgein dinkgarde thy N-#20ingk zgngn@ aadgl agmlyp;apada:mmpnsmg a Cy2

mfAAGHRGRhOAREL) 49381, 090RIRIEAR. L HORRIRERAR |

gagaacaact acaagaccac gcctEccg
Slct t Bbe vethod 5Adaiagih afetetathe RYGIDasian poadc eggir(gs the amino acid

C >glct ccgtg 600 atgcat gagg
squ’t%g‘iea%ggggl\ﬁg% %%@?%%g’ggagcc tctcectgte tccgggt aaa
5266 OThgmeﬁlﬁiB ofQi>5 04 hs2ihlike RABERIi2H pBRIn coddpRed B8 Bmino acid

sa %%V 2 Pro Cys Pro Ala Pro Gu Leu Leu Gy
s¢ 5“%&23 AP Phe Leu Phe 1 5 10 15 Pro Pro Lys Pro
53LysTRsmiethBl ot &M\, whle@in388 RAGE itfefdoRlath lﬁldér M?elctp% in?edﬁo the
3 0Thr, Cys Val Val Val Asp Val Ser Hs Qu

iﬂl%]lloa_%ﬂlpﬂ‘eﬂ 352 pertign thareat, Trmprises SHQIDAQ: 1 o a\saquem:wo%
ideM@dal Hefetd)DR SROHADLYS: 2B als¥hehle®0% identical thereto.

54, The method of claim 42, comprising intravenous administration of the RAGE fusion

protein to the subject.

55.  The method of claim 42, comprising intraperitoneal administration of the RAGE
fusion protein to the subject.

56. The method of claim 42, comprising subcutaneous administration of the RAGE fusion
protein to the subject.

57.  The method of claim 42, wherein the fusion protein is used to treat a symptom of
diabetes or a symptom of diabetic late complications.

58.  The method of claim 57, wherein the symptom of diabetes or diabetic late

complications comprises diabetic nephropathy.
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50 55 60 Arg Qu Gu Gn Tyr Asn Ser Thr Tyr Arg Val
Val Ser Val Leu Thr S5 70 75 80 Val Leu His A n Asp
wae@ehewsAsn Gy Lys Gu Tyr Lys Cys Lys Val 8BCPOSHS5/027705
Ser Asn Lys Ala Leu Pro Ala Pro lie GQu Lys Thr H e
Ser Lys Ala 100 105 110 Lys <210> 43 <211> 107 <212>
RT 213> sapLens <4Q0> 43 Gy G n Pro Arg Gu
o T STty ot spparosest dRpgrengpidbede e 15
coﬁpﬂlcitﬁms 3&ﬁpﬁs}é§dﬁ§éﬁ10@tﬁmf/@hy Ser Leu Thr Cys Leu Val
Lysjgey Phe 20 25 3 O Tyr Pro Ser Asp He Ala Val Gu
607 p Taeipethad oAghingSy, ‘@eﬁellmh@ S@atosiaafﬂeﬁba@s asdiabrin lary r

h]%)ﬁcim)hs IfipRe@a Efa@etl\éefl)otluﬁ:‘ér Asp Ser Asp Gy Ser Phe 50
55 60 Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg

617y p Themethad C@%ﬂlfa 57 7‘@16?@1 0 Awnptoml of dirbcigeer diystiSEte Val
ol Guplbes BRI, £5,90,%5 0 G
62<21 e aBthod 0F BIaﬁ’RW <8 tHe wpmpstami Qf b Odidbbtit iate Ser
s Gy B Pl Pl O Y P, T A 2 Oy, et
6325 The method of claim 42, wherein the fusion protein is used to treat amyloidosis.
64.  The method of claim 42, wherein the fusion protein is used to treat Alzheimer’s
disease.

65.  The method of claim 42, wherein the fusion protein is used to treat cancer.

66.  The method of claim 42, wherein the fusion protein is used to treat inflammation
associated with autoimmunity.

67.  The method of claim 42, wherein the fusion protein is used to treat inflammation
associated with inflammatory bowel disease.

68. The method of claim 42, wherein the fusion protein is used to treat inflammation
associated with rheumatoid arthritis.

69.  The method of claim 42, wherein the fusion protein is used to treat inflammation
associated with psoriasis.

70.  The method of claim 42, wherein the fusion protein is used to treat inflammation
associated with multiple sclerosis.

71. The method of claim 42, wherein the fusion protein is used to treat inflammation
associated with hypoxia.

72.  The method of claim 42, wherein the fusion protein is used to treat inflammation
associated with stroke.

73.  The method of claim 42, wherein the fusion protein is used to treat inflammation
associated with heart attack..

74.  The method of claim 42, wherein the fusion protein is used to treat inflammation
associated with hemorraghic shock.

75.  The method of claim 42, wherein the fusion protein is used to treat inflammation
associated with sepsis.

76.  The method of claim 42, wherein the fusion protein is used to treat inflammation

associated with organ transplantation.
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77.  The method of claim 42, wherein the fusion protein is used to treat inflammation
associated with impaired wound healing.

78.  The method of claim 42, wherein the fusion protein is used to treat kidney failure.
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