
one aspect, there is provided a polypeptide comprising an anti-CX3CR1 (anti-

CX3 chemokine receptor 1) immunoglobulin single variable domain, wherein said 

anti-CX3CR1 immunoqlobuiin single variable domain consists essentially of four 

framework regions (FR1, FR2, FR3 and FR4) and three complementary 

5 determining regions (CDR1, CDR2 and CDR3) and wherein said CDR3 has the 

amino acid sequence of Asp-Pro-Arq-Arq-Gly-Trp-Asp-Thr-Arq-Tyr (SEQ ID NO: 

186) and wherein said polypeptide comprises a CDR1, CDR2 and CDR3 having 

the amino acid sequences set forth in: 

- SEQ ID No: 213, 221 and 186, respectively; or 

10 - SEQ ID No: 141, 162 and 186, respectively; or 

-- SEQ 4Q No: 444 ,163-arKj 487, fe&pectivety; OF 

- SEQ ID No: 141, 164 and 186, respectively; or 

- SEQ ID No: 141, 166 and 186, respectively; or 

- SEQ ID No: 141, 167 and 186, respectively; or 

15 - SEQ4D No: 14t, 167 afKi-48&, respectively; of 

--SEQ4D-l4©f444T4€§^Ffd-4-861-Fespe6tivelyf-0f 

—SEQ4&-N0f441, 163 and 4&7, respectively; er 
cm in M/y •i A/f j«Q onH IQf! -r>r 0 L. vx ro 1 ri' 1 } rxTv/ crrra i v/w , s uOpwuii v wi ¥ 3 Ul 

- SEQ ID No: 144 v 170 and 486y Fespeotively; or 

20 • —S€Q4044e^444T474--afl44^€T4:e&peetively^ 

- SEQ 4D No: 141,174 and 486-, respectively; 0F 
Qizr^ in Kl^- -1x1-1 4 7K 1Q7 ^.r 01 UvSt ttZs I vU> rTTj nu DITTO PCn j t OO^vwu v y } vl 

- SEQ 4D No:142r165 an4 t8S, respectivaly; or 

-SE-Q-ie-N^-442-r-173 and 1 SMespesttvetyi-ef 

ryp- Qpo in Mrv ^ ^ ̂  i nnd 1 fKf\ or /LO OXrOt rD i iv. f • I U j T v T ui lU i Uv, i V Ul j , C7T" 

-^EQ4D-N©^-444T-472-and-48?-FespeGtivetyi^F 

--SEQ-ID-44&f-44§T-^2--afi€l-4&7--Fe&peGtfvelyf-©f 

-SEQ !D No: 14 V244-arvd-4&6-rrospeetivet^rof 

-~'SE-Q-©-N©4-444r^45--aFKi-4^rF-esf>eGt+velyi-ef 

30 —SEQ4D~N©-:-4-44T-246-aR€i-486rFespeGtively;-©F 

-SEQ-4E34vJe^444rT247-aF>d4-867-Fe&peGtjve[yH>F 

- Sia iD-No: 444 ; 248 aF>d 436vfespeGtively;-or 

SEQ 4Q44&f444T-24-&-afld-4-SS1-respeGtivelyi-of 

- CFO !n Mrs- 1 A1 990 nnr? IRfi r r% e> r\ Q i yp. I v / • r%f ro prcn rTTj jscv ui IU rvU j rcropcvu ¥ uty 3 w 

35 - SEQ ID No: 213, 214 and 186, respectively. 
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In a further aspect, there is provided use of a polypeptide as defined above for 

the manufacture of a medicament for the treatment, prevention or alleviation of a 

disease, disorder or condition, in a human being, wherein the disease or disorder 

is selected from cardio- and cerebrovascular atherosclerotic disorders, peripheral 

artery disease, restenosis, diabetic nephropathy, glomerulonephritis, human 

crescentic glomerulonephritis, IgA nephropathy, membranous nephropathy, lupus 

nephritis, vasculitis including Henoch-Schonlein purpura and Wegener's 

granulomatosis, rheumatoid arthritis, osteoarthritis, allograft rejection, systemic 

sclerosis, neurodegenerative disorders and demvelinating disease, multiple 

sclerosis (MS), Alzheimer's disease, pulmonary diseases such as CORD, 

asthma,neuropathic pain, inflammatory pain, or cancer. 

lfl-a4yrtlw-aspeGtrth«m4s-piwWe44;ise-©l-polyp0pti4e-^s-defmed-«fe©ve4H4h# 

Ftmfwfa€twe-©f-a-4»e€feam«f#%F#ie4Fea4ffief:#-©{^^ 

In a further aspect, there is provided a diagnostic kit comprising a polypeptide as 

defined above, or the use thereof 

In a further aspect, there is provided a polypeptide comprising the amino acid 

sequence of SEQ ID NO: 225. 

In a further aspect, there is provided a polypeptide comprising the amino acid • 

sequence of SEQ ID NO: 226. 

In a further aspect, there is provided a polypeptide comprising the amino acid 

sequence of SEQ ID NO: 227. 

In a further aspect, there is provided a polypeptide comprising the amino acid 

sequence of SEQ ID NO: 258. 

In a further aspect, there is provided a polypeptide comprising the amino acid 

sequence of SEQ ID NO: 261. 

In a further aspect, there is provided a pharmaceutical composition comprising (i) 

a polypeptide as defined above, and (ii) a pharmaceutical^ acceptable carrier, 

and optionally (iii) a diluent, excipient, adjuvant and/or stabilizer. 

The polypeptides of the present disclosure are used for the prevention, treatment, 

alleviation and/or diagnosis of CX3CR1 -associated diseases, disorders or 

conditions, in particular cardiovascular diseases, such as atherosclerosis. 
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The present disclosure may provide: 

Embodiment 1: An immunoglobulin comprising an antigen-binding domain 

comprising three complementarity determining regions CDR1, CDR2 and CDR3, 

wherein said immunoglobulin binds to human CX3CR1 and is capable of blocking 

the binding of human fractalkine to human CX3CR1. 

Embodiment 2: A polypeptide comprising one or more anti-CX3CR1 

immunoglobulin single variable domain, wherein said polypeptide is capable of 

blocking the binding of human fractalkine to human CX3CR1. 

Embodiment 3: A polypeptide according to embodiment 2, wherein said anti-

CX3CR1 immunoglobulin single variable domain consists essentially of four 

framework regions (FR1, FR2, FR3 and FR4) and three complementary 

determining regions (CDR1, CDR2 and CDR3). 

Embodiment 4: A polypeptide according to embodiment 3, wherein said anti-

CX3CR1 immunoglobulin single variable domain has the structure FR1 - CDR1 -

FR2 - CDR2 - FR3 - CDR3 - FR4. 

Embodiment 5: A polypeptide according to any one of embodiments 2 to 4, 

wherein said anti-CX3CR1 immunoglobulin single variable domain is an antibody 

domain. 

Embodiment 6: A polypeptide according to embodiment 5, wherein said anti-

CX3CR1 immunoglobulin single variable domain is a VH, VL, VHH, camelized 
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Claims 
1. A polypeptide comprising an anti-CX3CR1 (anti-CX3 chemokine receptor 1) 

immunoglobulin single variable domain, wherein said anti-CX3CR1 

immunoglobulin single variable domain consists essentially of four framework 

regions (FR1, FR2, FR3 and FR4) and three complementary determining regions 

(CDR1, CDR2 and CDR3) and wherein said CDR3 has the amino acid sequence 

of Asp-Pro-Arq-Arg-Glv-Trp-Asp-Thr-Arg-Tyr (SEQ ID NO: 186) and wherein said 

polypeptide comprises a CDR1, CDR2 and CDR3 having the amino acid 

sequences set forth in: 

- SEQ ID No: 213, 221 and 186, respectively; or 

- SEQ ID No: 141 
cm in Njrv 1-11 Itz:/ I txy. ! i r 

SEQ 

SEQ 

SEQ 
• i t v 

ID No: 

ID No: 

ID No: 
(| \ j.fe^ 

141 
141 
141 
141 

' I ' i II LKI "XJtwTtXTl Jij 

. cirri m M ©; 1 41 

cm in M<-
S CA i --iXJ« 

' i O \JC,\sC in f\i IcTl'T 

< I .444. 
cczr\ m M 

1 * J i_ 

-I A4 

n Kjn-
K7" 1 

4 A *i 

I A O 

cm in My •1 A'J 

opr> in KI^N- -MQ 

162 and 186 
nnrl 1 fl"7 T OO Ot lu ro i 

164 and 

166 and 

167 and 
i ft "7 f^nrl 1 W~? "us 5 

186 
186 
186 
4 QO 

-f Rf 

-IRQ nnrf 4 Q7 
Fw"0 OT r-X l v? I 

j ftQ orirl 1QA 

Tfl <inH 4€€ 
jQ« 
I XJ%J 

174 grid •1 pfi 

1 5»nr! FT 

-IfiR or 8 XJ Oi 

4 TQ 
" I 

\RA 

respectively; or 
mQr~>.rs txA5y//3>|y/« r\ r 
3 K3- OlJCt/t !'1? , 'v/t 

respectively; or 

respectively; or 

respectively; or 

rQenAAfj\/Qki>..'. 
rJ i 

fp,c> 

//>K TX> 

rAt>nA^ti\/Ah,; 
j prov? CI "v v/( J? 5 

mprtAAf 

fdc ̂jTwifTT 

fx r* 
XXF 

•Of 

fir rJ' 

• ry™3 ™ 

monnpljt Tfr t^'wtrri 

m M, 1 A A -I7Q pnH 1fi7 
, Fi &Z~XX1 f\A I X3>T"•« 

mp i\/nh/' 
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Q fciQ | n JMa * 1 A 1 79 .0 n H i R 7 HP \/i-A-r ™ 1 tu. —|—f-'xr "O? iu I vi 3 rxxopyx^ot? ? v7!j , vi 

QPH JP» M rs• i A i qrifl l RR rP'^.HP'piiVf^K/' f>r \ £rt r"01 1 vX TOO j i vOpUmi f vlj ? v7! 

cCZQ 1H Mo- irl 1 01 fi p.nrt i-P.fi- rQgnp-p'!"i¥p-j Q-r —1"KP'—! "4X7^ 1 *i~i ? ET I O' XX\ \\A V (TXTOpx/vnlTtJI J , ̂ 7t 

cpn (D Mfv 1/11 ^nrl 1Rfi rp^nppfivpJv'fit —rt/'iTO". I *-r r , it™ r\7 orivi J 

c QIP f~\ In MQ8 1.A 1 91 "7 nH 1 P.fi nr O —0"fc^3c rt^-irt'cn nj i KJXJ"TXTO'P>^'X3irvsztty , m 

CCA I Pi M r\ • 1./1..1 Oi S ;inH 1 Rfi rptprv^pf h/p. jy r\r 
""" ITO » I ~Y " l" , vty Wl TO I VTO ; 1 V» V»p'«iu M FCfl J ; i 

CPA in tdrv 1.41 -3L1 Q rind 1RJS rr>ginppfivr>K/' nr i"'TTv < T r"» 5 "XTT"tX~~CTf TvatUv, I ̂y«^Tp7 s OTjrjw I 

OCA |n Mtv 1A1 '?OQ 1R.fi. nr -" \7t\S I»""t » vlT T V' I $ • 2£;TCw"XToO ™f 0"\X 5' 1 sTupv v/lJ vv> J y, wt 

- SEQ ID No: 213, 214 and 186, respectively, 

10 
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2. The polypeptide according to claim 1, wherein the polypeptide comprises a 

CDR1, CDR2 and CDR3 having amino acid sequences set forth in: SEQ ID NO's: 

141, 164 and 186, respectively, SEQ ID NO's: 141, 162 and 186, respectively, 

SEQ ID NO's: 213, 214 and 186 respectively, or SEQ ID NO's: 213, 221 and 186 

respectively. 

3. The polypeptide according to any one of claims 1 to 2, wherein said anti-

CX3CR1 immunoglobulin single variable domain is a VHH domain comprising the 

sequence set forth in: 
d \ nmsnn ooLd cyprij r%f Q ITfI j"\ ftj f"V Q ' xxj "tri'O cri i rn~tv/' uvra 'Outjwiifrt oo \Jr oc. 

hi an o m i n o id ctoni lADro tliot IIQC -af loo of inn OUTM/H \AiitH OT 1 C* 11 I!» IC-* CTV> fu 'OO V-jj M I I uv 11 fLil 1"IOU'"'v€? O f ~U X7/'t/XZli rT«rT\^"~Ow't\3 vyi't t'l 

fjk^. onnijjnr> eQnnonr'Qc QELO lOuhJO." J3t* JQJK uiv cxs i in Txj 'wurev vivuwv<11xroo™vi icrvsc iw? 

ea) an amino acid sequence of any one of SEQ ID NO: 1, 3-5-48. 7, 9. 10. 

13. 19. 21. 23. 24. 121 -140 130 . 138-140 or 222-224. 



6. The polypeptide according to claim 4 or 5, wherein said half-life extending 

moiety consists of an anti-albumin immunoglobulin single variable domain. 

7. The polypeptide according to claim 6, wherein the immunoglobulin single 

5 variable domain is selected from a VHH domain, a humanized VHH domain, a 

camelized VH domain, a domain antibody, a single domain antibody and/or 

"dAb"s. 

8. The polypeptide according to claim 7, wherein the anti-albumin 

10 immunoglobulin single variable domain comprises a sequence selected from any 

one of SEQ ID NO's: 230-232. 

9. The polypeptide according to claim 1, wherein said polypeptide further 

15 comprises a second immunoglobulin single variable domain. 

10. The polypeptide according to claim 9 wherein said second immunoglobulin 

single variable domain comprises a second anti-CX3CR1 immunoglobulin single 

variable domain. 

20 
i j T H A nAh/nfi^tiH^ r:r--r\ rrjjnfCs fMcury* O yfifHQrr:->in oojrf flro!... c*itsr*r\r\A t r; r !~i xs py ryjJO prti ax?"Q0Ut7r o«i» i f FrriurOT? I o atu" 'tfftyt O '-jxjTfxj' 

imm; innnhhi ;lln gtimnlA v/ori.QhiA Hnm.Q jnQ 53 TA O \/Lj _\/| \/M r\r It I if f I fcr [ tuUI W cs«f i I Oil ly:Jtt2 ¥df llvfttuft So wlU d ¥ t S, V f If i, trCSt t Iwrrxro o ¥"f f, '~t?r 

j-j fhot, jp !m ITOH *fr>r O.f hI!?t\/ mnni irohjli-h/ onr|/Ar cim «jiorlf\/ f A " v » trr'tOtv""» O i rl'l vjf w!1 jj iljr ,f T "I; !"1 i Cif T wTOTCftTrty QtltlrU i' O iTTi liTCt rtty'" Tw 

hymart-frarrtework regfeBS; 

25 
4211. The polypeptide according to claim 109, wherein said second 

immunoglobulin single variable domain comprises CDR1, CDR2 and CDR3 

amino acid sequences set forth in 

- SEQ ID No: 213, 221 and 186, respectively; or 

30 - SEQ ID No: 141, 162 and 186, respectively; or 
cm in M/-»- j/H j gnH -IQT r-nc n r* pf i \/ fI \f' A r T'CT'i fuT I 5 SK/O Ol 1V4 1 X~I f ? 'T^5* 1"y'j V7 r 
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SEQ 

SEQ 

SEQ 
cm 

ID No 

ID No 

ID No 
in Mo 

141 

141 

141 
i A4 

•1/14 

164 and 

166 and 

167 and 
I ex. and I \?~t icrs TO 

respectively 

respectively 

186 

186 

186, respectively 
j Q.Q '• ' h . 1.. > 

ififi it: vTw"Co 
,M -I Q a mi 

'V 

or 

or 

or 

-Gf 

-0-F 

QE/lin M ±A1 «Q an.cL.lllX ...rxicirioe.tLy.ol, 

OCQJJ1M/ •i A -1 4 EG nnfl 1 QD TP I *„/ cr or s I v<t t %.? KJ • j 1 

VII V V-» I y 

raazi o£ifjiio. 1. XI 

cm in k\< 1 Ai TO °lgg 

:n in M. \A± 17-1 - , gn . , , T~"1~~Ot ICT I KJ KJ , fi IgR 

7P 

j*pprxppt~»wp. i w 

r p, p rs p p f i \ / pt. I \ / CPA in Klf 444 

ocn in. Kiru 141 

4-74-aftd-
1 Zfi awl 

•i QC 

I a? 

jpuuti v v..'-1 y 

monQfl' j\ //•?> I 

in Kin' I'tr? r t-z?'7 4 AO j -onr\ rvv CAn«£t 

jpuuufvi j 

in M< MO .d...Z2- rpp r\<^r^fjy0l ryf: 

' ! || M J, i A2. 

'"0™"0Tl CJ' 

•^0/| one 

~1 l/Opv 

monop,!'j\/g*!v' pr 
..".' T j I it/ I"TO -i 

in MQ> -1/1/1 I TO nnrl 
'Jl 

cm in M/ yc -1 71 • ,fi?; i 07 X3TI f KA i o T . 
rr\or%r\t\ n~\ 1 \ s- ,/:\r 

cm ir> y( -1 A j Q4 A nnri 4 QQ 

'Puul"vv»ijr, 

mcrmAfiuftfu' <rtr 
""C3's,^r^^~Tx^'"' 

• i • I. in M<-»- .-i /ij 
'vcy FT f 2 j j icLlSf 

j jpj/ v> VJl! V O- ijf "j " 

rAcnpH-n/phr ptf 

'-sI,i j in r i .444, n < 

"»"C? r"C?tj"j i trr0|^T>t7frr'¥''0 ry™ 

r/-\ >-% pi pi i \ / I \j - f\ r ,xi"cr>3r' 

QCAjn f\ir'V 1/11 91 7 ISA rngnQi 4h/r>i\ 

< > , i !! M 1-. j /I 1 9 i fi '-i m r-l i Q0 fAcrso pf j \ / f\ 

:n in -1/11 94 O ^po p>pp|'Si /pvlv 

cm in M 
TO I TO. 

AAA. Drlf\ onH iar mo nnt'v 

- SEQ ID No: 213, 214 and 186, respectively. 

1312. The polypeptide according to claim 4-211, wherein said first and said 

second immunoglobulin single variable domains comprise the same CDR1, 

CDR2 and CDR3. 
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4413. The polypeptide according to claim 1312. wherein said first and second 

immunoglobulin single variable domains comprise a VHH domain having an 

amino acid sequence set forth in 
0 \ orrtjrtQ cartj janr-Q of Q pTfl in MfV r\' O7' tt~ 8 OTTt tTT*CJ~"0 v>fO O'O f I OOv/T rt^r t 'I C/T v? 5 

5K\ _ao gjrBinr> or» jH ipnr^p fh.Qf Q! I A 51 Q f Q O *•*/-. fMYiirirv 'i r" I H iHAHtilh/ t/JT.IT r OI fill »O O^TSO a^7t,|wvl Ivv Criui i fuO QI TO Owl, *»/v5» 70 Otttrntv/ ioSvJrC? 1U CI i Srtry v v IX rr 

flnQ rv\ $ r% r\ ^r-sVI .ggaAnQnpao nf Q|plf"\ j 1*1 !\f f") • Q • r\r ' tTTv^ "O'li"!it f\n,roivi 'Octjuvjn\/\/tr01 VJ»I^VSC I«•"c? 3 vt 

©a) an amino acid sequence of any one of SEQ ID NO: 1. 3-5. 7, 9. 10, 13, 

19. 21. 23. 24-48. 121-440-130 or 222-224; 
A \ 4-hif^ <r%rY\lr%fs CQP!!^rj^Q of Q PA LD.„M£Z1* J.Q* tX7 'xrt\t3' "CTrt ri 1 stru^ra trfo^cicjric'x,,^ x??" OL VH n^rfw. tv-', 

iH o-\ on. nrninn ctg-ni jpripp Ihof hoe of Q&xO/L I \j \2 j air 01 niiiU uvra 0 v? V^T;I v^ri 00 11 icti 1 testes ui yv 70 wtTrint/ us v> I XA 1 >0 cn ~t tt x y v v r tr t 

os ry>| ryr%,. caai |Qnp' \i ' I ' ) P I S-.lt V A Q" 1.1 Iv ui 1 fTI'lw OCJItJ v v| U v 1 K7C O w i "OE^VH; i v/l 1 C»j 

f)-afhaimRe-aej4-s©qw«me-0f-aRy-ei^e-©<~SEQ4D-NOf49-il2j 

§\ l"hQ »'*•"> i r> r\ onni SAHPA r\-f QCA I Fl MH' A "7 « 1»n» iw auitr iOvvjuv« iVTO VH rD r"ir*c^/. 

N\ or\ onrl! ?rir> enni iQnr»Q J h£31' H oo ^ Qf~\0/. om inn T\tr>\r\ / \«)H h 1 tj orr ct*t 111 nv xtt5 rci • x*t^v[v«v>f «x>x7 x% rai 1 TO cr"xxt'"~r W O w«. *c? tt"? u~'"o ti T n tv? ctotv? rxj'tyrt vtt~y wit ft 

i fHr^ ornjno ^Q*I! o£ Qpr{""i jPi K|f"le £7^. or | "Tr fC* "u!1''Tt11\/Ot7!t3" "O fJS'v|'S Tv^/v?" t.7' f' itZt Xf't 5 V.7'f-

i \ ̂  rL«ajmJ ri Q ofi/*! cArts nf O p.' f"\ IQ KIT !3Q TJ xi I i CTrTftr'n-j' oo~e'er OW C|OI JO'C? XJY~X~Ari't> Uw "rev. 

4514. A polypeptide comprising a first immunoglobulin single variable domain and 

20 a second immunoglobulin single variable domain, each comprising CDR1, CDR2 

and CDR3 having amino acid sequences set forth in SEQ ID NO's: 141, 164 and 

186, or SEQ ID NO's: 141, 162 and 186, or SEQ ID NO's: 213, 214 and 186, or 

SEQ ID NO's: 213, 221 and 186. 
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4615. A polypeptide comprising the amino acid sequence of any one of SEQ ID 

NO: 225-227 or 257-262. 

4-7-16. A nucleic acid molecule encoding a polypeptide according to any one of 

5 claims 1 to 1615. 

1817. An expression vector comprising a nucleic acid molecule according to 

claim 4-716. 
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1918. A host cell comprising a nucleic acid molecule encoding a polypeptide 

according to any one of claims 1 to 4-615. wherein said host cell is capable of 

expressing said polypeptide. 

5 2019. A pharmaceutical composition comprising (i) a polypeptide according to 

any one of claims 1 to 4-645, and (ii) a pharmaceutical^ acceptable carrier, and 

optionally (iii) a diluent, excipient, adjuvant and/or stabilizer. 

2420. The pharmaceutical composition according to claim 4-7-16, wherein said 

10 pharmaceutical composition is suitable for intravenous or subcutaneous injection 

in a human being. 

2-221. A method of manufacturing a polypeptide according to any one of claims 1 

to 4-1115, comprising the steps of 

15 - culturing a host cell under conditions that allow expression of a 

polypeptide according to any one of claims 1 to 4£>15, 

wherein said host cell is carrying an expression vector comprising a 

nucleic acid molecule, said nucleic acid molecule comprising a region 

encoding a polypeptide according to any one of claims 1 to 4-645, and 

20 wherein said host cell is a prokaryotic or a eukaryotic cell. 

2-322. The method according to claim 2221, further comprising the steps of 

- recovering said polypeptide; and 

- purifying said polypeptide. 

25 

'123. A polypeptide according to any of claims 1 to 4-8-15 for use in the 

treatment, prevention or alleviation of a disease, disorder or condition, in a human 

being. 

30 2524. The polypeptide for use according to claim 2423, wherein the disease, 

disorder or condition is a CX3CR1 -associated disease, disorder or condition. 

2-825. The polypeptide for use according to claim 2524, wherein the disease, 

disorder or condition is selected from cardio- and cerebrovascular atherosclerotic 

35 
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disorders, peripheral artery disease, restenosis, diabetic nephropathy, 

glomerulonephritis, human crescentic glomerulonephritis, IgA nephropathy, 

membranous nephropathy, lupus nephritis, vasculitis including Henoch-Schonlein 

purpura and Wegener's granulomatosis, rheumatoid arthritis, osteoarthritis, 

5 allograft rejection, systemic sclerosis, neurodegenerative disorders and 

demyelinating disease, multiple sclerosis (MS), Alzheimer's disease, pulmonary 

diseases such as COPD, asthma,neuropathic pain, inflammatory pain, or cancer. 

2726. The polypeptide for use according to claim 2625, wherein the disease, 

10 disorder or condition is atherosclerosis. 

2827. Use of a polypeptide according to any of claims 1 to 1€> 15 for the 

manufacture of a medicament for the treatment, prevention or alleviation of a 

disease, disorder or condition, in a human being. 

15 
OQ L 1..C.O of ra r%rsK/r\Qr-tfiflrs oryy"\rrj j.nti IY.1 ortu £"%O 1 fr\ A. A in ihn . xj~cjx^ TJ s cr p'xrv.ix^ rvxTrivj w'laTT j vttCw 1 OT'CT ft 1 to f tu ro ft* «"tt i w 

mnni irn r\-f rvi C^f \ sr* o ry> ri f jfor fi'lA ^ r.r>\//-> t»^ rvf V Q O i i Front Turo wiui x.# or ixi rocin ii/nt IUI it ro o t 11 tv? r«t vt pTviwi i lit/XT fen' %"' t~" 

associated disease or disorder? 

-eMro-29, wherein the disease or disorder is selected 

from cardio- and cerebrovascular atherosclerotic disorders, peripheral artery 

disease, restenosis, diabetic nephropathy, glomerulonephritis, human crescentic 

glomerulonephritis, IgA nephropathy, membranous nephropathy, lupus nephritis, 

vasculitis including Henoch-Schonlein purpura and Wegener's granulomatosis, 

25 rheumatoid arthritis, osteoarthritis, allograft rejection, systemic sclerosis, 

neurodegenerative disorders and demyelinating disease, multiple sclerosis (MS), 

Alzheimer's disease, pulmonary diseases such as COPD, asthma,neuropathic 

pain, inflammatory pain, or cancer. 

30 3128. The use according to claim' 2927, wherein the disease or disorder is 

atherosclerosis. 
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3229. A diagnostic kit comprising a polypeptide according to any one of claims 1 

to 4€jJ5, or the use thereof. 

3330. A diagnostic kit according to claim 3229, for the diagnosis of at least one of 

5 cardio- and cerebrovascular atherosclerotic disorders, peripheral artery disease, 

restenosis, diabetic nephropathy, glomerulomephritis, human crescentic 

glomerulonephritis, IgA nephropathy, membranous nephropathy, lupus nephritis, 

vasculitis including Henoch-Schonlein purpura and Wegener's granulomatosis, 

rheumatoid arthritis, osteoarthritis, allograft rejection, systemic sclerosis, 

10 neurodegenerative disorders and demyelinating disease, multiple sclerosis (MS), 

Alzheimer's disease, pulmonary diseases such as COPD, asthma,neuropathic 

pain, inflammatory pain, or cancer. 

3431. A polypeptide comprising the amino acid sequence of SEQ ID NO: 225. 

15 

3532. A polypeptide comprising the amino acid sequence of SEQ ID NO: 226. 

3633. A polypeptide comprising the amino acid sequence of SEQ ID NO: 227. 

20 3734. A polypeptide comprising the amino acid sequence of SEQ ID NO: 258. 

3835. A polypeptide comprising the amino acid sequence of SEQ ID NO: 261. 

3936. A pharmaceutical composition comprising (i) a polypeptide according to 

25 claim 3531, and (ii) a pharmaceutically acceptable carrier, and optionally (iii) a 

diluent, excipient, adjuvant and/or stabilizer. 

4037. A pharmaceutical composition comprising (i) a polypeptide according to 

claim 3632, and (ii) a pharmaceutically acceptable carrier, and optionally (iii) a 

30 diluent, excipient, adjuvant and/or stabilizer. 

4-138. A pharmaceutical composition comprising (i) a polypeptide according to 

claim 3733. and (ii) a pharmaceutically acceptable carrier, and optionally (iii) a 

diluent, excipient, adjuvant and/or stabilizer. 
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4239. A pharmaceutical composition comprising (i) a polypeptide according to 

claim 3834, and (ii) a pharmaceutically acceptable carrier, and optionally (iii) a 

diluent, excipient, adjuvant and/or stabilizer. 

4340. A pharmaceutical composition comprising (i) a polypeptide according to 

claim 3935, and (ii) a pharmaceutically acceptable carrier, and optionally (iii) a 

diluent, excipient, adjuvant and/or stabilizer. 
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