[aa)

CN 101415825

AR R MR

. P (12) Z BB & #|
K
* (10) A ES CN 101415825 B
(45) IR E B 2013.05. 08
(21) BRIES 200780011305. 0 (56) % Eb 304

W0 00/38714 A1, 2000. 07. 06,
EP 1386972 Al, 2004. 02. 04,

(30) L SEALEN 1 WO 2005/108431 Al, 2005. 11. 17,
06002935. 2 2006. 02. 14 EP

06024202. 1 2006. 11. 22 EP

(22) HiEH 2007.02. 14

Andrew Rhodes et al..The Generation and

Characterization of Antagonist RNA Aptamers

(85) PCTHRiZH N E KM EE B to Human Oncostatin M. ¢THE JOURNAL OF
2008. 09. 27 BIOLOGICAL CHEMISTRY). 2000, &5 275 % ( % 37
N [ H]
(86) PCTHRIF R FRIFENHR ), .
PCT/EP2007,/001294 2007. 02. 14 Dirk Eulberg et al..Development of an
X N automated in vitro selection protocol to
(87) PCTERIFHI A ELIE

obtain RNA-based aptamers: identification

#02007/093409 EN 2007. 08. 23 of a biostable substance P antagonist.

(73) BRI HEFA 245 B 4728 &) {Nucleic Acids Research).2005, %5 33 % (%8
Hbtik 7 AT AR 434),
(72) ZBBA W /R F e D BER HAE

D JURIME S+ mAME
K« fffhay  C« S

(74) ERRIBNME T EEFAZRIEREE
FIFARSHT 11038
RIBA B¢

(51) Int. CI.
CI2N 15/11(2006. 01)
AGIK 31/7088(2006. 01)
BORESR 5200 PR 457471
FAIRILTIL  FEL4TT

(54) & BREFR

ghi& MCP-1 k%
(57) HE

KRR RALTR, H ALk 45 & MCP-1, fifid
MiRHE B 1A BUZER 1B BUZ TR .2 AL R . 3 A%
12 .4 BUAZ ER RN H AT AR 45 SEQ. ID. No. 87 £ 115
FE—"HIER IR .



CN 101415825 B W F OE Kk P 1/2 7

L. Zi6 MCP-1 [ L= #4108, L BT IR LA 57— > 37 J5 [ th o — P A1 B BIALER

:}?ﬁljﬁlﬁ B2 FIEE = 74 B & BIB 2%, S

116+

%—?ﬂxﬁMAﬁ%z%ﬂ&ﬁﬂ$Eﬁﬂﬁﬁ%ﬂuﬁ$ﬁmxﬁ%&mﬁﬁm,
—JE5I Bt £ BIA FHI%E [ ACGCA. CGCA FT GCA I LV IR e 51 4%,

“—ﬁm £ B2 )74 CSUCCCUCACCGGUGCAAGUGAAGCCGYGGCUC ZH i, I H.

o = FE5I By £ BIB L [ UGCGU. UGCG H1 UGC FRIRZ 718 791 20 % o

2. BUFIESK 1 (R, Hih

5 EH B B2 A% EIRIE S CGUCCCUCACCGGUGCAAGUGAAGCCGUGGCUC 40 3% »

3. BURIEESK 1 &8 2 PAT— IR,

a) H— A B BIA HAZ R 741 ACGCA 41 ik,

FH

5 =P B BIB HAZ IR 741 UGCGU 4Rk B #

b) B FHE AL BIA R T4 CGCA ZH AL,

FH

% =7y B BIB HEZ IR /741 UGCG 4Lik s 5

c) WA BLE BIA AT ER 4 GCA 21,

FH

% =Py B BIB HZ R4 UGC 8% UGCG 4 o

4. BRER 1 2 2 PE— TR, Horp

B ey B BIA HEZH IR TH1 GCA 4 o

5. BUFIESK 1 & 2 AT— IR, Hh

5 =P A B BIB AL IR 741 UGCG ZH Ao

6. AFIEK 1 & 2 PAE— TR AL IR, Horp ik #% 5% tHARYE SEQ. ID. No 37, SEQ. ID. No

SEQ. ID. No 117 1 SEQ. ID. No 278 A% TR % 41 4 i -

7. RCMEER 1 & 2 PRI IZIR , H A iR IR REfS 455 A\ MCP-1,

8. BAIER | 2 2 PE—TILIR, b IR B R B 5 1B 14 -

9. BURIELSK 8 MIHZIR , HoA Frik & i i B HES #53 F1 PEG #4) o

10. BURE SR 9 AL IR, Horh Prid B0 /2 i BB B AR I PEG 4R PEG #1043

L1, AUCMIEESKR 9 (IR, Heh ik S 14 & HES #5 .

12. Z9A G, LASHARER 1A 11 FYE—IURAZ IR T TR 55 2 B Ry, oA B

A 53 A o3 3 B L2 IR n] 25 SRR 2540 2 3 MR o

ks

13, BUMZER 1 & 11 AR —IUIRZIRAE )46 F 677 A0/ s Re B R A/ sl IR
B R 270 R
14, —FREY, A EEALE 7 ABCR ER 12 11 PRI IR, Horh Bridia e Al

Tk G R MR A B e 4k R  MCP—1 ., MCP—-2 FiT MCP—-3.,

15, BOMEZR 1 2 11 AT IR A TRl AL 8 1 i3, L b prid g de x5 ik

H W BB MR 40 i fa k[ 1+ MCP—1, MCP—2 F1 MCP-3.

16. FF At A v rgalon &, SO S BOR R 1 2 11 PME— TR, Serb Bridi

ARl 73k B WG R P L 4 a4 Rl  MCP—1 . MCP-2 1 MCP-3,

2
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17, FFRI0RE S BCRIEE SR 1 &2 11 AYE— IR IR 1) 5 i, Jrh BTk it
R

a) Pt AR SK 1 & 11 PR TR ER IR

b) PR AL PRI ARSI ERET , Horh PRl SRR AT HRCREE K 1 2 11 A — T LR I
o 2 /DA oy b BN, R IRAST IR ET S ARG SR 1 A2 11 TP IR AL R IR 5 04y
2 /DER oy AR, B A& R b, TR SRR SR B SR 1 2 11 AT — T R R B
o3 205 AR, FOFTIARAS IR AT RO EE SR | 2 11 T — I IR (1) 35—l 43 22 /3
i E AR

) SUVF AT IR IR SR ET R BT IR AR IR A (RT3 B DA AT D R S AR B sk 1 &2
11 AT — I A% R Bl L 40 O

d) AT, K000 BT AR 2 SED IR a) PR AERBCRIE SR 1 2 11 A E—Ti
IR AL sFI

e) BTE IR o) TR E G, BRI E K 1 2 11 PE— IR LA R I iR 4
SRERAEL AR A PR 2 e

b T R A SR A SR IR AT AR SEQ. ID. NO. 255 8% SEQ. 1D. NO. 256 % e 4140
o

18, BURIEE SR 17 (1) 7535, Jorp B i S DU R4 B TR, A/ BRI B i i SRR 1T
DA 52 22 37

19, BURIEER 17 8018 1) 753, H A AE R Frik 50010 30 73 AT AT A IR ET AT
A AR F A E bR, INIAEZ IR ) FhASUR IR S BT ik 5260 B — 38 40 RS DR -

20. BURJEESR 17 8¢ 18 [ )57k, Hrh DI o) AR N AR « Lo 2 B id i S A
RREWRET EACRIEE SR 1 22 11 A — TR A% R B G0 40 A7 78 1R 13 D0 R IR A% R B 5
I AAEAE I LT BEAT 24 AZ It B A I T B e = AR S o

21. BOFIESK 17 8¢ 18 1753, Hh BRI SR 1 2 11 WP E— IR A% 2 HA AR SEQ.
ID. NO. 37,116,117 B 278 {1 BE F 1 (K% 1 -
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Z5& NCP-1 BYA% IR

[0001] AU BHMD Je 454 MCP-1 IR S 3L 43 il 1) ¢ 2571 (medicament) FHiZ Wi (1)
Hi&.

[0002] A MCP-1( BEAZ 4l ik 5] 8 H —1 (monocyte chemoat tractantprotein—1) ;
oA 42 Bk A MCAF [ B8 AZ 40 etk FyE AL IRl (monocytechemoattracting and activating
factor) ] CCL2, SMC—CF [~ 141 B 5 ¥ sl ¥ (Al ] VHC-11.LDCF.GDCF . TSG-8. SCYA2,A2 ;
SwissProt x5 4 P13500) H =M R E (Matsushimal988 ;Rol1ins1989 ;
Yoshimural989) . ‘& H 76 M FEEMR AL, I G A G E T —F LT R 85 &40 20O Ry
Mo WA 0B 7 1% 0 1 DAAsE NI g5 8. Ak, MCP-1 7B Ha B R i A
FER AR A0 T Thr7l ARRBIER 0— BOPEALAL Ao 5 MW MCP % i BRAF7E T A
i (MCP-2., 3. —4) WAELE /PP (MCP-2. -3, -5) . AFEAFH A MCP-1 BH K4 70%
[P RIEE o

[0003]  MCP-1 f45H) . 438 i NMR (Hande11996) 1 X— 5t £k (Lubkowski1997) HEAT T ##
T o MCP—1 A HAg ML AR RGP 37 B L rP 2l R I 1) 22 DR 202 S 1T 55 2 1 A il BH
BEK (Greek key motif) HSE=AKRTAT B - @A KK ZEARLIET&NER
=~ B @k BKy o BRJE (PDB ZdE & 3% 5 1D0K) .

[0004]  RUETEHEDREFE TR HASFEIH LSRN MCP-1 JE W = 4E 45 1), (R 2 ZE IR T4
TERA I FE A R M IR ST o 20 B 25 SRR B, 7E AT 76 D2 2518 -h AHT R MCP-1 (41
FRA JE) Z B R AA R ARME A 5% o B T 28 55 P41, B MCP-1 55 A MCP-1 (X A4
TorFRA CRAOMCP-1 A7 125 DNEFERR ) FIREREALFERE . O MCP-1 & 49— BRI A 2
AR ity 45 KA B A EE R BAE N MCP—1 "R ANAEAE F BA R RSN ED s T 75 1. A MCP-1 5
K H R MCP-1 BA 41 H 4 L AH R 2 R 1 -

[0005] < §iffx (Macaca mulatta)MCP—1 97%
[0006] < RKHEFH% (Sus scrofa)MCP-1 79%
[0007] + XL (Equusca ballus) 78%
[0008] <« ZX A (Canis familiaris)MCP-1 76 %
[0009] « 7Uf (Oryctolagus cuniculus)MCP-1 75%
[0010]  « %%} (Bos Taurus) 2%
[0011] « &' A (Homo sapiens)MCP-3 71%
[0012] < & N WETR AL 40 i Ak R 64%
[0013] « & A MCP-2 62%
[0014]  « /NZER, (Mus musculus)MCP-1 55%
[0015] « #5Z R, (Rattus norvegicus)MCP-1 55%

[0016] 2% F& BIIX A = FE FE a1, T B 0 B 7= AL G A 34 MCP-1 35 DT LA T 48
G LA B A TR e T b S i 2 BE A A

[0017]  MCP—1 f2 550 1T SR A% 40 e/ o e 20 G« g ol P s 400 ML S S5 170 T &0 T NKC 40 i 1) 5 1
Gl Z B An B 2SR, 450 Jn o B2 40 B b R 40 B BG4 AN M AR BT A M T AN L )
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TR0 M o i M PV JULAE L, DL R AR 22 e 4 e 280 3R 38 MCP—-1 (Baggiolini 1994) « ]
TR B JLAP BRI R ), 46040 TL-1 8 L INF-«  IFN-y \LPS (JEZ 8 ) F1 GM—CSF #l]3# .
[0018]  7E VR 7% B A4k Rl M 28 Hh A 24 55 A0 AS [\ 1 2, MCP—1 78 32 AR b 2 i i
B S, RCLESE ) 5 752 44 CCR2 455 . B T Bk IR+ 324k —FE, CCR2 2
GPCR (Dawson2003) » CCR2 F& AABLSF- H T i 7 285 A g X 35519 mRNA. 1 126 Bk BY 42 1 30K
PR FS A R E 3 (CCR2a A1 CCR2b) (Charol1994) o X E6a7AALE k% 40 i - 6 T 1440 i
FUSIE ) T 4l fh £ ik (Myers1995 ;Qin1996) . MCP-1 5% N HEK—293 41 o ()52 7R i
FEE B IR 260pM, 14 AH 5 7E S AZ 40 M A5 IR{E A — 2L (Myers1995 ;VanRi per1993) o
MCP—1 i 75 284 G4 ) HEK—293 41 i | (1) CCR2b, TEHR E 24 90pM I FI i iR H BRIl FF H.
TEAH B S e R0 B I 50y 0 440 JH PR 104805 5 IX R ARUAN AR T R B LRE (P IK i o AT IR IR A AL
Pl R B P S R TSP 5 ) 52 31 L B 2R IR o ZUA ), IR G B R — 2Rk G-
25 T{E5% T (Myers1995) .

[0019]  MCP-1 Z 54 BAZ A M N R R IALR . 1EI8E, & fa B v g o el
T U MCP—1 25, FI40 Mo IR~ 4 TNFLTL-1 B 25, ‘B A T P B2 4 i LR IE—HUKS 4 7o
BT A ORI R S B E P R SR A RS AR B AR IR S . (R B, FRAZ 40 i 31
JEFTH 13 51 MCP—1, S &5 & Sk gl Mo LA CCR2 FHI e A T o 3K e 28 B0k 72 4] Ml 3y
3, BAZ AN MO P R FERAT N B B 12D, 7 A8 BL SRR AN B A A R B T A R RS
% 550 K MCP—1 W B AT Ao

[0020]  MCP-1 J&atb Al 1 S BRI B 5 I e — /M) (45 8-14kDa) (& & &K
ZHOBIE ) BAE SR EAH R 2 PR e BB R R AR IR I A i
B (A0 ) BO5E4E I FEsE (Baggiolinil994 ;Springer1995 ;Schall1994) . ik [l
TR B b5 T8 M A0 P 8 T PR A D W R R 4 R 4 P R A L A K 4
M T 4 oA B 40 M frplatb it o B T e AT BIEA RN, ‘BATTRE TT DAFE N 2 48 i Js 3
PEICARAE A, dncs 40 o T2 {R, 16 ) 7 v s 25 1 400 G PR 8 8 O B, ks, BRI R 1
TE B AE i VR I 549 G 3 =05« BT 2 S R e, BRI R e (ORI Pk A 2R ) SR e R 3
ol - E D BSR40 ) o DRI, T8 sk 5 R S A AR 26 A T R RE TR A A 1 40 i e ek e B 8 R 7
ML HERISNS R 15 | R RVE N D TR

[0021] & T DU AN R 57 1) 2 Bt 2 B8 Bk 22k v 10 iy 9 A 19 HE 40, F HE Ak ERL 7 23 e DY 26 <
b TR S D 2 R AR TR 1) CC B B - AL R, Horp BT iR F B a IR B — A Dy A R 2 R TR
BRI BE I CXC 3R o- AL Rl 7, H B — A28 XC 8 v B 1 (24 4 1k,
M4 AR 7 (lymphotactin) J&ME— B4R ), B R E 4 70 I ik - Dt 20 % 2 1)
H 3IANREMRTREEN CX3C- Bl 7 (124 4 18 ORI ME— B2 S R 1 B 3 2 TR 45 6 1)
fractalkin (Bazan1997)) .

[0022]  CXC a4k A7 = AR H FRg rh MR g i, i AR B e A 25 R i b # iy A = 0k
& 741 ELR [R5 26 CXC MR o % T W8 rp PRk 40 i 5 A 35 14 19 CXC & 4d R+ 1 s 1) 2
IL-8. GRO-a . GRO-B A1 GRO-y . NAP-2., ENA-78 FI1 GCP-2. CC #1k A ¥ 1EFH T 5 £ 255
(1) 4t B b, ) B Ak 40 O P R e s 4 Y B e e e B DA & T R BV 2 4 i
(Oppenheim1991 ;Baggiolinil994 ;Miller1992 ;Josel994 ;Ponath1996a) . iX L4k A 1
[ 5251 & 1-309 MCP—1, MCP—2, MCP—3, MCP—4, MIP-1 a FII MIP- B . RANTES FlI& R Hi 41 i
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AL T

[0023] EfbPA 7 g T LSk G S A2k (GPCRs sMurphy2000) 8 5K 52 A4
YER . — M &, Ak BB A0 B 7 52 44 i AH B AR F A2 TR AR, B — MR 7
Al LA AV 2t R 52 4k, 3 BT 5 2, SBASEAE F 52 46 0] DLS LR &AL R 5 AH B
TEH . —S8 VAN CC AL Rl 1R 32 1A A0 45 45 & MIP-1 a il RANTES [#] CCR1 (Neote1993 ;
Gaol1993) ;454 40 4% MCP-1., MCP-2. MCP-3 i1 MCP-4 7F N I #4 4k IRl 7 [ CCR2 (Charo1994 ;
Myers1995 ;Gong1997 ;Garcia—Zepedal996) ;%54 F5WE 1R Mk 40 B a4k 5l 1~ . RANTES Fil
MCP—-3 £E A a4k Rl 7 1) CCR3 (Ponath1996b) ; CL48 & B M N F MCP—1. MIP-1 a il RANTES
M7 15 2 [ CCR4 (Power1995) 5 LUK .48 SR Wi B T MIP-1 a 1 MIP-B K RANTES ffij =
A 15511 CCR5 (Boring1996 ;Raport1996 ;Samson1996) .

[0024] 41 F ATk, MCP KR T A U 5 (1-4) #8454 CCR2, 1fif MCP—2.MCP—3 FI1 MCP—4
W A] LL 5 CCRL A1 CCR3 #H B AEFH (Gongl997 ;Heath1997 ;Uguccionil997), Jf H £F MCP-2
P50 T AT LA CCRS AH HAE A (Ruffing1998) . Whyn 5 MCP Sk BA R M 1 55—
it CC itk BRI+ 2 g TR 1 s 4 i AL KL 5, e ) A3 1) 52788 B e B0k 1) 3550t PR A B 1 S
RERTRESE IR 3 B R (Josel1994) » 48 Bon Y, RERR MR 4N B A b I8 1t REAS IS
CCR2 Martinelli2001) ,

[0025] A A IR ) i) R 4 it 55 MCP-1L e e PR BAE I T H (means) o B2
HART &5 4F A A S BT ZE Al 1) ] F2 4t 5 MCP—1 ¢ e MEHbAH B /R IR TR I T
H

F~No

[0026] {5 K A & WAtk 1 g — A [l 4 A A T8 FH 10 97 A BlaR AN 1 24 711
1) T B, Forp B i RRIE S MCP-1 Bl Al 2 5 T ik P I EUm AL EE .

[0027]  AE AR BH B SRR 55 40— Tl BRI FH T 26 T 3897 5 B2 sl i T
B, Forb Pk 5 R RR IR 2 MCP—1 B BRI 2 5 73X i 11 B0 WL

[0028]  FE A A< B (1) S A 140 32X 46 AR A 1y i 850 208 sk iy B 7 ke S AR 2 S 1 3 8 i 43 LA
fift ke o DI IR ST 7 20T LN JE AR sk 345

[0020] {1k A< I BH IR A () [ A 70 56— AN D 1 o — Rl R (AR Ik Hh 455 MCP-1)
FFUMR e, BT IR IE B 1A BUAZTR 1B TR 2 B IR . 3 AL TR 4 AL TR F1 LA AR 4R
SEQ. ID. No. 87 % 115 HUE— MR T H I o

[0030]  FEZE— A HMISE—AF I, Frid 1A BOZERLL 5 — 37 F A& H— P
(stretch) & (Box)BI1AEE —JPH L& B2 58 — 24 B & B3 EE VY R4 B B4 58 LR 41 B
& B5 VR NIF A B & B6 FIEE L4 B & B1B, Horp

[0031] 55— 74 B & BIA IS5 -B 541 Be & BIB AT AT B 2978, Horp AR 2828 I T oW e
GER,

[0032]  #5— )% B BIA & 1% 7R T4 AGCRUG,

[0033] 3 ¥ B AR B2 LS LR T4 CCOGGW,

[0034] 2 =JFAIELE B3 A IR)T 41 GUR,

[0035] A5 DYJPAIELE B4 S L IRIT A RYA,

[0036] B fL/Ph) & BS & #1841 GGGGGRCGCGAYC,

[0037]  ZE/NJFAHE S B6 A5 % R 7 41 UGCAAUAAUG 5% URYAWUUG, 3 H.

6
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[0038]  %-LJF41 B & BIB A & i% 18 % 51) CRYGCU,

[0039] 7R — A F 7 K — MG LT S, 3 F A B BIA B R 4
AGCGUG

[0040]  TEAS— AN M — ST 9, 535 P B B2 B % B R T 41) CCOGGU.
[0041] TS —AF I M — ST E 9, 55 =P 5B B3 B % R T 1) GUG,

[0042]  FEES—ANF U7 I —N L7 Zrb, S5 VU P2 B e B4 B i 1 IR 7 1) GUA.

[0043]  FE 5 — A J7 B — A Sl 7 £, 58 BT 4 B & B AL i IR I 4
GGGGGGCGCGACC .

[0044]  FEZE—AT 7 HI— NS85 S0, BN BEE B6 AL IR /7 41) UACAUUUG.
[0045]  FEES—ANFJ7 M — A2 T7 S, 5L B s BIB & i R 741 CACGCU.
[0046]  7E5E—>FJ7 [ — N SE 7 2, il 228 A & i 4 SEQ. 1D. No21 A% IR 7
ViIp

[0047]  FEES—ATTMEIH AT J7 1, frid 1B BUZIRLL 57 — 37 J7 A& 58— P B a
BIAVHE P4 B B2V 5 =7 41 Be e B3 A DY /7 41 B B4 B TP 41 B BS A /N TP U1 B
B6 F1%E L35 B & B1B, Hirh

[0048]  ZF—FAIELE BIA IS -LPA) B & BIB AT MR B 2947, Hmh 28 2448 5 T iU s
GER,

[0049] ZE—JFHE & BIA & H ¥4 AGYRUG,

[0050] %5 —JFAIE £ B2 AL A B R /7 41) CCAGCU BX CCAGY,

[0051] ’“”:F%WIJ X B3 A EZHIR)IT 4 GUG,

[0052]  ZRDYJFAIBLE B4 A& IRIT 41 AUG,

[0053] % FiF51) B fr BS A8 IR A 51) GGGGGGCGCGACC

[0054]  ZFE/NVAIECE B6 B S 1% 1L P 41) CAUUUUA 8% CAUUUA, Jf H.

[0055]  “f-LJF4) B BIB A4 & % 17 MR JF41) CAYRCU,

[0056]  7E55 —ANFJ7 i — AN S 7 S, 55— P A B BIA & i IR 741 AGCGUG.
[0057]  FEES —ANFJ7 I — N SE T S, 58 P AN BLE B2 B IR 7 41) CCAGU.
[0058]  FE5S —ANF 77 [ — AL 77 S, 25 /ST A B B6 A % IR /741 CAUUUUA.
[0059]  FEES —ANF 7 i — A2 77 S, B -LP A B s BIB & 741 CACGCU.
[0060]  7E 5 A J7 [ 1) — A SE i 77 &, Pk 1R AL & AR 3 SEQ. ID. No28 Al SEQ.
ID. No27 [IHZIRFF A1)

[0061]  FEES—DJ7 MHEE =AFJ7 M4, Brid 2 BZIRLUL 57 — 37 5 A& 5 — r 4 B
T BIAVER ﬂ?ﬂ&“‘ B2 FZE = P4 B & B1B,

[0062] — A B BIA S = R4 BL & BIB ATk AR B 2078, Hoh 7R 48 I R XU g
GER,

[0063]  ZF—)F4IB&x BIA £ 5% H ACGCA. CGCA i GCA A% IFIRIT 41,

[0064] % —JF 4B B2 405 1R 541 CSUCCCUCACCGGUGCAAGUGAAGCCGYGGCUC, 3 H.
[o065] 4 =¥ BL & BIB A1k B UGCGU. UGCG 1 UGC WIHZ TR T4 o

[0066]  7E5S =S¥ J7 M — S5 S, 38 P A B & B2 A IR /741 CGUCCCUCA
COGGUGCAAGUGAAGCCGUGGCUC,
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[0067]  FEEE =ANF 77 M — S5 77 S

[0068] a) & —/FHIBLE BIA W& ERT 51 ACGCA,

[0069] Jf H.

[0070] 5 =JFHB & BIB SR T4 UGCGU ;8 ¥

[0071]  b) H—/FH B & BIA BSR4 CGCA,

[0072] JfH

[0073] %5 =JF5) Bk BIB A AFIR P41 UGCG ;B

[0074]  c) S FHB A BIA WS TFIR P4 GCA,

[oo75]  JfH.

[0076] %5 = ¥4 B £ BIB A& IR 741 UGC Y UGCG,

[0077]  FEEE =ASFJ7 I — N SEHE T 0, 55— P A1 BLE BIA 8 - R 741 GCA.
[0078] 7R =A>F J5 M — ML LT &9, 3 =7 A B BIB B IR v 4
UGCG

[0079]  {E58 =¥ 77 W — > SE il 77 Z2 0, Ol % B2 B 5 AR 4R SEQ. ID. No37. SEQ.
ID. No116. SEQ. ID. No117 F1 SEQ. ID. No278 [IKZIRSF 51 .

[0080]  ZEZ—NJ5 [HIFA 28 PUASF 5 T, Arid 3 BUREIERLL 57 — 37 T E & — P B &
BIAVHE P9 B B2A B — /41 B B3 A DY /7 41 B A B2B 28 T A B BA B /S T4 B
& BSAH LA BLE B6 SR /T4 BL & BEB R A JLT 1 B & BIB, Horp

[0081] 25— 74 BC i BIA RS SUP4) B BIB AT A B 24T, P A8 2848 I T i U
GiR,

[0082] &5 74 B B2A RS DY R4 B fr B2B AT A B 44T, Herp AR 84T I T i U
GiK,

[0083]  Z5/N/F4 B BoA IS J\ P41 B fr BoB AT AH B4, Herp A8 2848 I T i U
g5,

[0084] 45— JF 4B & BIA A2 % [ GURCUGC. GKSYGC KBBSC Fl BNGC [{1HZ TR JF 41,
[0085] % ¥4 B A B2A A 5 % AV BT 41 GKMGU,

[0086] % =¥ B & B3 A5 1R 741 KRRAR,

[0087] 5 DUJF41 B £ B2B 40 & % 1R 7 41) ACKMC,

[0088] 5 FHF41EY & B4 £45 % H CURYGA. CUNAUGA. CWRMGACW A UGCCAGUG (¥ H R )Y
3,

[0089] 25 /NJTAIBL &L BSA A&k B GGY Fil CWGC W% IR T4,

[0090]  f5-LJFABE £ B6 445 1% [ YAGA. CKAAU il CCUUUAU (% 118741,

[0091] 25 /T4 B & B5B B &1k F GCYR F GCWG I H IR T4, 7+ H.

[0092] 5 JUFH B B1B £ 4 ik [ GCAGCAC. GCRSMC. GSVVM Fll GONV [FIA% T IR SE 41 o
[0093] 7RSS PYASF 7 ) —ANSE T =9, 50 = I BCE B3 AL B L IR 741 GAGAA B,
UAAAA.

[0094]  7E5 VYA T7 I — AN SE 7 2, 6 TP A BUE: B4 B & H IR P 41) CAGCGACU
8¢ CAACGACU,

[0095]  FEEEPUASF 77 M — S5 77 2, 28 fUP A BCEL B4 B3 i IR 7 1) CAGCGACU,

8
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I B3 =P A B B3 B S IR T 41 UAAAA.

[0096]  7EEEPUASF 7 [ — NS 7 S, 28 FUF A B BA AL IR ST 41) CAACGACU,
I B =P A B & B3 A S LT IR T4 GAGAA.

[0097]  EASVUASF 5 I — NS0t 7 2, 25 -LIF 4 B B A3 1% BT 51) UAGA.
[0098]  7EES VYA 7 [ R — AN St 77 S

[0099] &) i F4I Bt £ BIA A S 1R F51) GURCUGC,

[o100]  JfH.

[0101]  ZEJUFEH) B BIB 1 & % 17 B2 F41) GCAGCAC ;ER#

[0102]  b) HF— 5B & BIA A 5% EE 751 GKSYGC,

[0103]  JfH

[0104]  SESUFANECE BIB A5 H R /T 41) GCRSMC ;5 &

[0105]  ¢) % 7B & BIA B, 5% 1R FE 1) KBBSC,

[o106]  FfH.

[0107] 5B JUFEH) B BIB A &% 17 B2 41 GSVVM ;B

[0108]  d) ZH—FFH) B & BIA B8 #2741 BNGC,

[o100]  FfH.

[0110] %8 JUFH B & BIB A& % 7 B2 JF 1) GONV.

[o111]  FESEPUASF 5 T — > St 77 &,

[0112] &) H—FF B A BIA B SR ES) GUGCUGC,

[0113]  FfH

[0114]  SEJUFH) B BIB 1 & 7827 41) GCAGCAC ;5{ 3

[0115] b)) S{—FFE & BIA G5 H R F 51 GUGCGC,

[o116]  FfH.

[0117]  ZEIUTFHIB & BIB B & AFIRIT41 GCGCAC ; 8k #

[0118]  ¢) % —FH B & BIA B, 5 R FE %)) KKSSC,

[o119]  JfH

[0120] S SUFAEE BIB A & R 741) GSSWM ;5 &

[0121] ) E—FEAE & BIA B 5 1741 SNGC,

[o122]  FFH

[0123]  “BJUFH) B & BIB .5 1% 7 B8 JF41) GONS.

[0124]  TEAEUUAST 75 B o5 — MRIE R S 7 £, 55— 77 B & BIA B 3 R 1 IR 741
GGGC, IF HAE JUFA B & BIB A5 I 1R 41 GCCC.

[0125]  FEESPUASFJ7 M0 — A2 77 S, 28 P4 B a B2A & B R4 GKMGU, JF
H28 VU 51 B B2B A & % AP IR 7 41) ACKMC,

[0126]  7E 25 VYA J7 1) — AR St 77 &, 28 — 7 4 B & B2A 3 AT IR T 4
GUAGU, Jf H.55 VY FE 1) B & B2B 40 & % 1 R 7541 ACUAC,

[0127]  FEASVUASFJ5 T — > St 77 &,

[0128]  a) /NP4 B AL BoA B ATFIR 741 GGY,

[o129]  FfH.
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[0130] 28 /\JFAE & BoB B & 1 H MR /741 GCYR ;5 &

[0131]  b) ZH/NFPH) B & BoA B & IR 41 CWGC,

[0132]  JfH.

[0133] 4 )\J¥4 Bt £ B5B £ & % 17 MR ¥ 41) GCWG.

[0134]  FEASVUASF 5 I — MRS 77 S, 5575 P A B BoA B3 % B IR T 1) GGC,
I HA )\ B & BB AL 5 TR E 41) GCCG.

[0135]  FEES VYA J7 i () — A SEARIE I 5Lt 77 S, 2B /S P A1 B & BoA 558 )T A B a
B5B A% AT IR GCY 2%7% o

[0136]  7E5% VU ¥ J7 [ — NS 77 S8 70, ik A% 18 A0 2 i 9 SEQ. ID. Nob6 A% IR 7
Hl)o

[0137]  FEAS YA+ 77 M — A S 7 2, ik iR AL 5 1k B ARYE SEQ. 1ID. Nob7 £ 61,
SEQ. ID. No67 % 71 Fl SEQ. ID. No73 [ IR F 4 IR 1791 o

[0138]  FEZE— U7 S AT, Jrid 4 RERLL 5" — 37 TSP A B
B BIAE P4 BEE B2 5 =41 BL &R BIB, Hih

[0139]  ZF—FFIEBLE BIA T3 = P8 BX & BIB AT L MR B 2947, Hi b 78 2428 5 B U
GER,

[0140]  #i—JFAI B £ BIA A2 1% 4 AGCGUGDU . GCGCGAG. CSKSUU. GUGUU A1 UGUU F A% 1R
JPA

[0141] 55 P4 B & B2 A5 1% A AGNDRDGBKGGURGYARGUAAAG . AGGUGGGUGGUAGUAAGUAAAG
F CAGGUGGGUGGUAGAAUGUAAAGA [FIH% 7R IF 41, 3 H.

[0142] 5 =JFH B £ BIB A2 2% 4 GNCASGCU. CUCGCGUC. GRSMSG. GRCAC F1T GGCA (IR H
BRITH)

[0143]  ZEEE AT 5 T — S8 7 S,

[0144] &) FH— A E & BIA B & 18 %)) GUGUU,

[0145] It H

[o146] %5 =JFA B BIB 0 5 R 41) GRCAC ;

[0147]  b) H— 7B £ BIA A & 18 F51) GCGOGAG,

[o148] JFH.

[0149] 2 =J¥ 4B & BIB & IR 41) CUCGCGUC ;B 3%

[0150] c¢) FF— P4 & BIA BEZH 1% P41 CSKSUU,

[o151]  FFH

[0152] 25 =J7AELE BIB A & B H R 7-41) GRSMSG, ui &

[0153] ) H—FEAER & BIA B 5 18741 UGUU,

[0154] JFH.

[0155] 28 =PRI B & BIB B & H R T4 GGCA, i

[0156] e) F—JFAE & BIA B & #1741 AGCGUGDU,

[o157]  FfH

[0158] 28 = ¢4 Be&r BIB 1 5% 7R P 51) GNCASGCU

[0150]  7E38 T4~ 5 i — LB Lt 77 Z 9, 36— F S B BIA B8 i B R v 41

10
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CSKSUU, 3 H.28 = F¢ 21 B &5 BIB AU S5 A% B R [ 41 GRSMSG.

[o160]  7EES T A1 77 1 i) — D SEARE I SE i 7 S0, 38— P A BUE BIA B8 i B R4
CCGCUU, Jf H3E = 74 B & BIB & H 1R 741 GGGCGG.

[o161]  FEZ T A7 J7 B — A S8l 7 &, 5B 7 4 B & B2 AL i IR I 4
AGGUGGGUGGUAGUAAGUAAAG

[0162]  {E 4> 7 J5 T — NS 77 2, P A% R A & AR SEQ. 1D. No80 % IR I
Hl)o

[0163]  FEA— D2 TLAF 7 — Sl 7 9, Frid IR RE 455 MCP-1, ik A
MCP-1,

[0164]  FEA— A2 AAT I MK — AL T 9, Pri’f %L gets &5 Gk -+, Hrp
AR T B W R RN a4k Rl MCP—1 ., MCP-2 FHl MCP-3.

[0165] 7R — 2L AAT I — AL T E 9, Pri’f % gets &5 G+, Hrp
AL 1k 3RS BR MR N B a4k IR~ . N MCP-1, A MCP-2 FITA MCP-3,

[o166] 7R — D2 LA F 7K — DT Z T, Frid IR RE % &5 5 MCP-1, H
MCP-1 fi Hi % [ 4 MCP—1. 55 MCP-1 .4 MCP-1. 4} MCP-1. R MCP-1.%& MCP-1 i1 A MCP-1,
[0167]  FEEE— A2 AT 7 R — AN SE7 290, Frid L IR Be8 455 A\ MCP-1,
[o168]  FEES— A2 T 77 I — ML 5L 7 229, MCP-1 HAA R 4% SEQ ID No. 1[¥]
AHEBITH .

[0160] {1 Ky A B A At () Il LA 28 — A 7 Tl ol il — Az e (i b 45 5 B MCP-1)
B UUE e, Horh BTiR A 2 FR 35 SEQ. ID. No. 122, SEQ. ID. No. 253 F1 SEQ. ID. No. 254 [{1#%
[iiA I8

[0170] RN A K B SE AR ) R @AE 58 = Ay i p ik — Pz IRk &5 4 5 MCP-1)
13 A ok, Horh B iz B L 3 8 SEQ. ID. No. 127 [IRZIERIT41)

[0171]  FEES ZANFIEE = A5 N — N SE 7 22, BMCP-1 A3 R4 SEQ. 1D. No. 2 |2
FERIT o

[0172] R M2 HE AT —ANETED TRAERATEmY
(modification), Hrp FridE MR ARIE R oy 850 0 A/ B Bk S Lk 015 /e
B SRR 56— A B AR A = AN T E T R R E S B R (P AR ) !

015 B 71 T P
[0178)  {E5— M2 55 =AM I — RSB 51 BT 1 HES 3050 PEG

[0174]  FEZE— D2 AT E A AL RS 77 2, B vhd) 2 th BB s S 1k
[¥) PEG ZH B 1) PEG 43, Hoir firik PEG 43 1) 73+ S ALIE R K40 20 & 120kD, SHALIE KZY
30 & 80kD, FlE L1 K& 40kD.

[0175]  FEZ8— 25 = ANJ7 I — A& 1R B SR IR I S8t 75 2, e 14 2 HES 5
g, A LIk, ik HES #4531 53 8 A K2 10 & 130kD, AL Ky 30 2 130kD, Flix
PLIE K4 100kD.

[0176]  FEEE— 22 =TT — A5 T7 2, Prid B & B A I 2 ik %
%

11
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[0177] P — D25 A7 — L7 &0, rid i) T Irid R m 57 - Kimiz
HERA / B IR ) 37 — Rum % 1 IRAMB I 2 I id iz IR, F / 8Tk 57 — KumdZ (1R
MR 37 — Rz 1R AR I 2 ik B R (R AZ 1R

[0178]  TEAE— 25 = ATy — AN 7 b, Tk %R A% BR BUY TR - R 1)
MR L- IR

[0179]  FEER— 25 =AM — N SE T &rh, ik e 2 L- I

[0180]  FEZS—AZZE = AT HH— STy, BeiB 454 MCP-1 [ T IR AL IR 1) I ik 36
gy HH L- B R AL

[o181] A A BH (K BEAMk FCY Il @ 28 DU AN Ty 1 ol il 29 W AL & A LUg o, Pk 254 241
E AL SR A A AR = AN T T AR R A e Hb 3 A Ay, e Bl 5 A
43 3k BT 2 R0 AT 25 FH 2R 25 4 23 1 R

[o182]  FEES VYA Ty [ — N SEHli 77 = 7, Brik Al & A SRR S — 258 = AT
A7 TR B A ] 25 FH 2044

[0183] A A< B (R LA BT Il A 585 A7 1 PPl i AR 2 — S B AN = AT i
[RIAZ R AT i) 25 2570 o 1 F aa 45 U o o

[0184]  FEES TLANT7 I — AL T 290, Brik 550 H T A= 2 s H T 5 B2

[0185] A A< B (R BEAME BT Il A 58 /S 7 T PPl el AR 5 — 4~ B AN = AT 1
(IR AL il 212 W T R rh i IR 15 DU ok

[0186] 7527 T 7 [ ) — > SE it 77 SEFUAE S5 78N 77 T B — AN SE 7 S, BTk 25551 R4
W T EL 43l FH 143 a7 i/ BPRBT RS W 92 905 B0 hE , P 3 08 B0 hE 1k B A MR
B & e i, B S e M e 2, th X, SRS ME 2 R B AIE , 18 1 20, 28 KR 1
KATHR, B, TR, MV U ARG PR, SVt RIS M AR 38 i R, i T AR 4 ek 92 J
NSRS N, RN, 5 JBE %, SR 98, T, Bl AR RE AL, , 2 JC R Ak 0o 178 0 0 R
(artherioscleroticcardiovasular heart failure) BXTP A, 4= RE, 4 Beme ko3 4, #f
KRG RIE, FrN MR %, iR, 15 WAL, IR EU R 2 2, 0 B0 E , L6 o B AR 1
P PR J 56 8 B P T A PO g 72 s 57 ) LA D B0 2 € 35 T O IO % 4 T 12 352 5 A AL
IO 5 2 AR 8 P o ik 8 AR I R A8 e R T I 4T A, 257153, Z2 L 98, RE L%, 3t
Go G S, B RS, BREIE, BT AORE, B/ ER'E R, SRk S NS 28, A
PR ANER'S 98, B PR TR 0 B RELIE B e SRS ANEIRTE, ATRIE MR NEREEAL, 42 5
CLBEARAE, 8 1 S8 28, DURR DR , W24t a s R A4k (ALS) , N 2 J ()i 5y
ok SRR REAL,, O JUURE T, HEJREAE , A8 1 I, IR 2 JE i, S g a4, I sl B, DL,
B ZR % g BT R AP 225, LS, e, e Db, B0 S8, BE AR, S5 EL e, 45 e, TR
R, 1%tk BH ZE ME 5 2505 (COPD) , R 98 1tk g 461) 4 v 20 R B8 i M 45 T %

[0187]  ANAy B2 ARAM B W R 45, X5 T2 W B (1), AR BIRZ R 138 A ME 32 258 T 38 i i)
s D AL A7 KT, e S AL TR 1 26 B W R 1 ks 40 M i Ak PR 5~ . MCP—1., MCP—2 AT
MCP-3, SR i b A MCP—1 o ARSTIREL AR N T2 23 2 1A, K250 Fal 5 Sl /s HH I 2 38 iy s
b B R K

[o188] A A W R BEAE i) Il LA 28 B AN 7 i Pl il — P B S A3 LA o, Irid 2-5)
A2 A Rl AR 4 28— B8 AR EE = AN T T L R, SE T B Ak R - 1k B g IR T

12
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Fi 48 g A AL R 5~ L MCP—1 .\ MCP—2 11 MCP-3, it , Frid B &2 ik Z 59

[o189]  FEE-LANTT I — A SK i 77 28 T, i a4k Rl -k B N W 1R 1 s 40 e A A TR 1
A MCP-1. A MCP-2 I A MCP-3,

[0190]  TEAS-LANT7 I — ANt 7 2 b, Fridiaqb e -2 MCP-1, Hirp MCP-1 ikl A
A MCP-1.f% MCP—1. &5 MCP—1. 4 MCP-1 .2 MCP—1. R MCP—1 FII%& MCP—-1, SHAR 2% M MCP-1 &
A MCP-1,

[0191] A A BH (LA ) ] LAE 55 )\ AN 7 1) P e AR 56— VB =N = AN 1l
()% % FH T A5 0 A IR 16 FH 349 DU o, oo BT i 4k IR 1 326 1) 8 1R M 40 i ka4 1A
+ . MCP-1. MCP-2 #1 MCP-3.

[0192]  7E5S J\ANT7 I — AN 5K 77 22 T, BTk a4k BBl -3k B N W6 1R T s 40 e A A IR+
A MCP-1. A MCP-2 1 A MCP-3.

[0193] 78 )\ANJ7 I — AL 77 b, b a4 R+ /& MCP-1, i MCP-1 ik ik
A MCP-1 ff& MCP—1 ., T MCP—1 % MCP—1. 2f> MCP—1. X MCP-1 FIJ#% MCP-1, SH £k MCP-1 &
A MCP-1,

[0194] {1 Ky A & W IRy JEith 1) i) R A 56 AT i i o 10 B AL R FE PR B 4k
PRl 7Bl I 77 145 LUg o, 207 5 AT T A0 3R

[0195] - f&MHAE B Eak Rl 5 BRI / slife e b e 1 s,

[0196]  — FEAARYE S — A8 A BUE =77 IR,

[0197] - $&MRINK RS, HAA BB FHE BRI/ BUEAA R @RI e 0E =, F
[0198]  — fiff o T iR s B R AL IRl F5 B 5 A AL R 5 Bimn / sk g i A0 X+
eIl P il S ) L A PN i e i B

[o199]  JLrh BT i iaqb Rl 1k B W8 IR 1 s 41 ffa i A6 R 5~ L MCP—1 . MCP-2 11 MCP-3.

[0200]  7E5SJLANJ7 I — AN S 5 Z2 h, BTk a4k Rl B N W8 1R T s 40 B i AL IR+
A MCP-1. A MCP-2 F1 A MCP-3.

[0201]  FEESILASTT ) — AL 7 S, ik iadl R+ MCP-1, Horp MCP-1 {1k ik B
A MCP-1 . ff& MCP—1 T MCP—1 % MCP—1. 2f> MCP—1. X MCP-1 % MCP-1, S 4k H MCP-1 &
A MCP-1,

[0202] {2k A< % BH R Atk 1) ] R 568 1A T i Hod ok A T a4 Rl ish R/ B
FEA R F5 DU B 77 1545 U O, 207 1B FE S YD .

[0203]  — LRI 2 2 AH, AL B AH ik X5

[0204] - FRAERRYE 28 — A 58 AN ECE = AN 7 AR, PLIEARYE 5 — N 7 A IR, H
eI,

[0205] - AN A G EAL R T Fsh IR/ sled & e FE B,

[0206] - fiffi s T Il i e e A DR Il 15 o AL IR s R/ s aid g e i AL Rl 1
ETEEAI 11l W) =L A PN e it 7 i | B

[0207] A BT idEaqk Rl 1k B g IR M 41 i G AL PR 1~ L MCP—1 . MCP-2 i1 MCP-3.

[0208]  FES 77 M — AN SE 77 Z2 0, AT Brad I g , AT BEAE TEAL BT 1% R A2 15 4 P
i g 1k A R - i R Bl 1 AL PR RS BRI AR

[0209]  FESE AN J7 I — A SE i 77 28 T, BTk A BBl - B N e 1R 1 s 4 e 2 A TR 1

13
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A MCP-1. A MCP-2 FI1 A MCP-3,

[0210]  FEES T ANT7 M — AL T S0, Brid il Bl MCP-1, 2orp MCP-1 {1k ik B
A MCP-1 ff& MCP—1, & MCP—1 % MCP—1. 2> MCP—1. KX MCP—-1 FIJ% MCP-1, SEAR e MCP-1 /&
A MCP-1,

[0211] A A % BH R SE Al Py e 07 585 A O 1 o odi ik A A 0 A R 1R R & 1
LA #e s P R 700 6 0 5 MR 28 — AN 38 AN RIEE = AN U7 T A% %, L Brd a4k R+~ 1 B
IR 12 Ry 40 O HA AL IR -1~ MCP—1 . MCP—2 1T MCP-3,

[0212] PR+ — A5 — AL 7 S b, i R+ 1 B NG IR 1R R 40 i 4k 18]
+ A MCP-1., A MCP-2 FI A MCP-3,

[0218]  FEES 7 M — N SEHE 7 S, i@t R 72 MCP-1, A MCP-1 {1k
H A MCP-1. % MCP-1. 4 MCP—1 . % MCP—1. 4> MCP-1. R MCP-1 F1%#% MCP-1, S {f i i MCP-1
J= A MCP-1,

[0214] {1 R A W IR JEAth 1) ) R 26 1 AN U 1 v J8 o B8 1 I AR A AN T T R
JUATT B 7R AT R R R BURIAS Dhg v, Horr Brad i A0 el 512k B g IR 1 s 41 i i
Ak, Rl F~ . MCP—1 . MCP-2 FI1 MCP-3,

[0215] 7R+ AN TJ7 ) — AL 77 S, Bk R+ 18 B WG IR T R 41 i i 4k [
. A MCP-1. A MCP-2 F1 A MCP-3.,

[0216] 7RSS+ ANJ7 M — S5 T7 S0, Irdk &b R 7 MCP-1, A MCP-1 {1k
A A MCP-1. %% MCP—1. &5 MCP—1 % MCP—1. )= MCP-1. R MCP—1 Fl1%& MCP—-1, S 4/ % i MCP-1
J= A MCP-1,

[0217] 15N 2 S BH O 6 A ) ) LA 58 - = AN O T PP I8 1 B 0% G ok AR 3 2 A T El e
JUANT7 T B3R AR P R sl anl A DARE v, 2 rp BT i a0 DR 126 1 W8 R 1t 4 e
A4 R~  MCP—1 . MCP-2 il MCP-3,

[0218]  FESE -+ = ANy ) — AL 7 S b, i R+ 1k B NG IR 11 R 41 i 4k 18]
+ A MCP-1. A MCP-2 FI A MCP-3,

[0219]  FEES 1 =N J7 I — N SE 7 S b, i@tk 72 MCP-1, i MCP-1 {1k
H A MCP-1. % MCP-1. 4 MCP—1 . % MCP-1. 2> MCP-1. R MCP-1 Fl1%#% MCP-1, S {f 1% i MCP-1
5= A MCP-1,

[0220]  AHAEAR N FF 23 20, AL s/ BGE AR R 5 BRI LG 4 ) A
BEXTASCHR 8 145 B Lk B sl RS Sunl. - Bt prid itk R Sash s i
THEPUH 43 A2 80 1 MCP—1 B4 Zh 7 F1 MCP-1 5505

[0221] A A< B (R BEAME FRY Il @ 585 1 DY 4 7 i v gk FH T A A o A (AR 2 — 1
5 AR = AT R AR BRI AT LU e, o ik T5 A4S SR
[0222] &) Ut E AR A K LR A

[0223]  b) & AEARERE ARSI ERE , I Bl 483 SREREF SRR — AN 38 AR =4
J7 T A7 T A BR I 2 — 8 43 22 2D 40 b EL AR, Rl A IR SRR 2 — A 2 =
AT = AN T3 0 A AT — 77 T A RZ R () 56 8 43 28 /D30 43 b kb, B3 A e M, il 4l SRR
BESHRAE 2 — AN VB AR = AT AR U T AL R R A Ry A /D 0 b B,
PR IR SRR 20— A VB AR SR =D i A A — T T RZ R SR — o 2 D gy

14
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HuH AR

[0224]  ¢) FRVFRTIRTH SRR ET AT AS IR BT 7] e b s DU A Ok b 55 AR 5 —
ANV AN = AT T AT T AZ IR B O

[0225]  d) fFikHb, KGO TR Fl HARET 2 15 SRR o) PEROLATRE S — 43 AR
AN AT — 5 H R R A4 AT 570

[0226] o) FIITELIR o) HIERIIE G, FL AR 28— 38 Z AR = Ay p AR —
7 THI YR R LA S P i 4 SR IR 0 B iR A PR A 4 il o

[0227]  FEAS VU J7 1) — AN SE 7 S b, B PR 5 I T B, i/ s By
IR ARARET AT LA 22 SRR, ORI [ A S o

[0228]  FE5S VYA 7 ) — AL TT S, B AME R Bk 540 1) — 88 43 AT TR I £8
BEITIR R AR R B, INTTAEZPBR o) AU INAE R ik B & Wi — 30 53 BRI R
[0220]  FEES 1 DYANJ7 I —ANSEt 7 9, AP BR o) ALHE T AR BB I il R e
AT IR IR AEMR PR 58— A 38 A1 ER = AN J 1 TP AT — 1 A% R B L o A7 AE H A
O FPTIAAZ TR B 7 ANAEAE RIS G0 T AT 2448 I 1 e sl T =1L B = A M5 5
[0230]  7E 5% -+ DY AN T7 1 ) — A S5 7 F 0, BTl A R I R R IR 2 H A IR 4R SEQ.
ID. NO. 37,116,117 B 278 LR /7 H1) (AL IR » F HL T IR 4l SRR B Bk BT 50 i4E SEQ.
ID. NO. 255 BE SEQ. ID. NO. 256 [IA%ERIF41)

[0231] 7B 55 -+ DY AN T7 10 B0 — A S5 7 00, BTl A R I ) R R 2 H A IR 4R SEQ.
ID. NO. 122,253 8% 254 A% L 7 51 KIAZ IR, F HL I ik 6 38 B 4 sk B8 4140 & i 45 SEQ.
ID. NO. 281 F1 SEQ. ID. NO. 282 A% IR JF41) .

[0232] AR A AR B (R At Py i R s 308 3k T B Py b S ASOR) 22 SR ) 2 4 DU ke o DI FR) 52
Jti 77 & TT LA BT B 1 AR SR 3R A5

[0233] AR SCHTIA IR 38 AR BH BRI AZ R R ARe A T LA A i BH R A — 7 1y vh S, b i
M E R DTS 4 A AE H TR - 1

[0234] A LLJ% R MCP-1 43 %2 ELA M4 SEQ. ID. NO. 1 1 SEQ. ID. NO. 2 (K2 LI 15 1) (1Al
M E

[0235] W] DA% E AT MCP-1 B H w28 R ) 45 & PEIAZ IRIX — R A2 2 N F I,
X2 K Eaton 58 A (1997) W2 24T X0 a1 85 B )i & (aptamer) ( BI 4568873 11
D—RZ1R ) [ Al R AR IR XERT, R IX B R (S AR 7 A2 T ey AR AR e M 1A
bto I i e L 2 i T HAZ IR BT B (RSB RSB RS (1 40 MCP—1) 1 i iR AR S i
ISR

[0236] LN {EAURIEL KA RIS s 1 op SR AR 1), A< BN BRAE B8 A N T 7 4 e
V2 AN 456 MCP-1 IR 43+, Hrh K ZH0Z R v LIRAE % 1R 741 B (stretch) (H
PEARSCHBFR &) RRAE. FE T TR SR L 28 My Re e K oo, ] DLy B HB X 25 Fh 4
MCP-1 [RIAZ TR 73 T AT 43 28 o WA E (M & Fh R AAEAR SO RR Oy 288, IF H S HAKI &
oA 1A RS 1B A 2 Y3 AU 4 Y,

[0237] 4R A K P AZ IR IE A% BLHE 5 A ST 4 FF IR 2 P AR AR [FIR R . R TH
CELARYR” NAZFRR Ny, FIYRYE N 20 75%, ik 85% , EARIE 90 %, AL KT 95%
96 % .97 % .98 % 5 99% .
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[0238] A7 AE TR HE A W A% R o 1) (R J5AZ 1 R 1K) SE B B 0 EU A B ok TA7 A THAIZ IR
PR R IR B B 1 23 b n] LIS TAAAE THAAZ IR T AL T ER 1) S 2

[0239]  [RJYEPE AT LLUTA S E AR N 22 CL i o7 Ak iE . B AR, AR E 2 Tirfe e
(R 250, F P90 B S ok vk 5 R R e S AR T 225 R A B e A [El— PR 4 b
TR TP XL I A) B IR 73 1 RUBT IR P A1) B I 73 40 ARt I sl fr il e 2
55— MEIR Sy 7 IFE Can R RIS EE, FYE R AFEEE ) , Sorpak P 7 — MR 0 7R
NBHFH) o 1AL T A, 275 752 WA ST R %R 77+ LN R A
P& SEQ. ID. NO. 10-129.132-256 1 278-282 FAE—ANHIF AR > 1o T EL & i fef:
JEAN LR AT LUF anid@ ik R 40 77 vk 14T sSmith & Waterman [RS8 RIVEESRE (Smith &
Waterman (1981)), Needleman & Wunsch [{ [R5 Le 62 (Needleman & Wunsch, 1970),
Pearson & Lipman [{AHLHEFE 2R 7737 (Pearson & Lipman, 1988) , iX S840y K v S LA 5K
Jii Wisconsin Genetics Software Package,Genetics Computer Group,575Science Dr. ,
Madison, Wis. H[f] GAP. BESTFIT.FASTA Fll TFASTA) , ¢ H 45 25 .

[0240]  J&A T € FH) A PR 7 e R — DB R R AR R AT R TR
(basic local alignment search tool,fE N 3CTHRRA“BLAST”) s FH BV, 2 0, 49 4n
Altschul 25 A (Altschul 28 A, 1990 ;F1 Altschul 25 A, 1997) . F T-3#4T BLAST 23 #7 %%
Pl EEZ YR A E B g0y (National Center for Biotechnologylnformation, 7E
TICHFRA “NCBL”) RIATFHAZ . LEA M NCBT "] 343 4Kk (a0 BLASTN ( 1%
HERF41 ) 1 BLASTP ( F T2 R 741 ) BEAT I 41) [l — R0 i SR FH R BRI S 30
IRLE McGinnis 28 A (McGinnis 2% A, 2004) 7,

[0241]  RiE “ARPIIALIR” B MR AR I LR ™ 18 MAZ SR8 & A ST A T I IR
AN B o I S e AL R, DL b 2 X FE R A, B T IR AL IR BT IR i 7> 2 5 &5 & MCP-1,
A SCARIE AT FH ARG “ AR IR 76— ALl 7 R ie Mz afEE & T 4451k
MCP-2 MCP—3MCP—4 F1ig B M i 41 a1k X -7 AR 7 F I IR o AU AR N 2 A
W FRANIRE AR B IR 45— DB LA R 70 E— AT &b, IR IR R AR
ST HERWILIR 70 —, BCE AT AR/ SR ™4, Forb Sh2BAT A / s AR
DL A AH LEAS ST REIR AL R 2 1T 5 R A% IR » R T LAYD S AR SC T A T A% R 1)
IR E S R o BEAL, B T] LA K iR L R 1) N A% P I 1747 » BV EERT L4y il
MAE B M3 RImtx AT IR 2 Al FIRZ IR - b4, S AR AL HE A ST 2 TR 7 1)
MER /D 2 BAZAT IR . IR W] LA SR e WAL IR 8 i — AN I 21 B, & e 41 BT
IS — MR o AT AN 5 mT DR ik A B 36 Bl 3 18 ot A A BICR A A SC T
I T7 (ARIEAEAR S TS24 388 43 oh B R 1 773 ) SRl e AR A< i W (1) 1% B2 1) 45
A, Lk 5% B MCP—1.MCP-2, MCP-3\MCP—4 FIRE [ M ki 4 f b Bl 711 7> F 0 Ao BRaE
BF A b i B 5 EAH B, A e B 1) S5 7 22 S TR A IR A, e T AT I = AR ST SR 8 A o B
[MIAZIR 4l & 22 MCP-1 85 MCP-1 £5A I, X i FH TR A R BH I L IR 45 & 22 18 B MCP-2,
MCP-3. MCP—4 FHFE & 4 48 i ik IR 7 IR 4 T B S 2 S5 A

[0242]  HRPFAR BHIZER W] L& D- MR BK L- 1% . fLith, A& B IR A2 L- IR
Tk, JET] B A IR B — N BULA BB E 8 D- B IRAFAE BGE B IR 1) 22 /b — A B LA
Iy L= IR e RIELERI “E 0" NAZR R D2 — MZH IR . MR AL A S 73 7
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FRAE D- AZ R AN L- A% 1R . PRI, 76— AR AR I (0 St 77 S b, AR A R B A% R i L 4%
FRABIF G E DA D- TR, M D- IRt % £ 5 2 SURTE A & B 1%
B2 1417 5 B AN [R] PRI 43 » AR g 2L i e 5502 A% R 1) LAt 50 23 A A FH 1R i2 A% TR 11 8 0
g% o PLIEHE, B2 D— R EF IR 7 T3l B A5 FE AR A BH (04T 72 T 471 B3 P AR i AR 758 X IR ) K i
b o FEE— DL IS 7 ZE b, 628 D- AT R W] LU R AR R BR A sl ), FLAR e 15
WA 1 PEG 1 HES B8 2R A< R B B AX TR o

[0243]  [AIFE R AEAS 2 B 1) S 7 R A0S L P9 902, R ST B AE AR SRR BTN IZ TR
J7 51 75 T DAL FEAR R (A% R 43 1 Jm IR TR 2 LA IR 741 o BT 5 22 AR A 75 7l “
F&7 LR X RER St 5 e NAZ TR “RM” Bl .. AR

[02441 .76 A BH Y [ Y 1942, BRI A R I IR0 A% T A B0 K AR R 1A 2 » S iz K )
PR AL LAy, Horp 22 /b — A R o SR AR P A R I A IR sl L3 7 o I8 B K 1) 4%
P 1A FL At 23 7T L — AN s LAS D- R sk — A 8L L- . (T 41688 LA AN K
o K A% R 1 e HL A 30 4, bt ol & 7 — i o338 DAL Bk sk LU 2 41, T LAR I
HARTE4E (JLikss & MCP-1) MThEE. —MTREMThEE & R 5 b+ (el
HoAth 2y TR IE LS MCP-1 AR ) AHEAE A, 0, [ e e A sl 38 . EA KR B
T AN SE R T G AR AR B LR AL B LA AR B IR VB A sl & 1 oy . AL
JUAA R B IR (I S Rt R TR “ K AL IR ” BT 75 o

[0245]  WIASSCATAF A1), L- IR & B L- R4 LR, ik e 4 i L- MR 2Lk

HIRZ IR o

[0246]  QIASCHTAEAIIN, D- IR H D- L H IRAL AR IIAZ IR, PLidk 5e 4 D- Z IR AL A
HITZ IR o

[0247] W SR AT WA I L5 BUAR S, WUUARTE “ILIR ” AN “REIR 7317 AEASCH AT LABL AT 22
ey AL

[0248] U4, QSR R W] 5 BEAH B, WIMEAT % H IR - SIAEA SCH BL 57 — 37 177 [l 7
e

[0249] AR WML H D- R4 K. tH L- M RA 2 W & 4L E (%4
H R WBE LI LG, B 2 2D — A L- R 2 /b — A~ D- R IR 4L 741 B I BR
SEJTH) ) R Pl %R wT UL i I AE A% M A% IR R AL A IR B A & 2

[0250]  [K % JLAf I BT, B AR B IR R vk Bl L- LR A A L- IR 2 RAR(FLER
IR WA . SR, T REBREERI) V2 AF4E, D- BERRAE S /KW IF HARr R AE A &
GBI TP A R AR RS 1. RARAFAE AL BRI, 15 )2 2K B 204t e A% IR B A~ e
Biefi L- %R . DRI, L- R A2 IR R g (R FEZA AR ) h B 18 .
TG Z L BB mT B I, DRI M A 7= A % B T PR At = 4 IR Tt e R B b 7= 2
WEIER . Z7 S e T FE LpTa Atk &4 (L F6I73 & MCP-1 A7 LE IR 9% 99 Fl
/ BRFTRE ) 1 L- R, WA T Watson—Crick BRIEELAT (KA e 5k Hh 45 4804 F 1
L- 48R, B i 7 B0 4 H L- R BR AL W I& A (U H R i IE (R I A8 7 2 5 ixad ik 5 48
T HIEE ) WS RE (spiegelmer) o

[0251]  ABAEA R B (7EH A 2, AR B AR (FEAR S AR iR Ak B A% R )
A DAE A B SO R AT AE, AN MEN D- IR L- BZIREK D, L- RAFAE S E EA)
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& DNA B, RNA . J8%5 , A B I R A2 AR IR HH FR — 207 1) PR 1) — 4 54 BRI . ] AT ik
=R R IR o SR, AN B IRAZ IR AR 1] DL XUBE IR, I R R AE A I B b B3 23 B AR
(RIS BEAH FLARAT o IR T 1% R ARG E M, e e, WURAZ IR AL LR ARAFAE 1Y D- TE A
s LA L- T A7 AE, W R AR .

[0252] W] LMEAMA R IR . I SAEAHY AT LAP SO IR I FRAN % 17 IR HL A2 A 9k
PR SERAEAEY) I S5 JC HA# IR T Venkatesan (2003) ;Kusser (2000) ;Aurup (1994) ;
Cummins (1995) ;Eaton (1995) ;Green (1995) ;Kawasaki (1993) ;Lesnik (1993) ; #H
Miller (1993) mo BEIRABMHY P LR AR AL IR A MZ IR 27 £ BAL K H R 1. F JR
T ELE 0-CH, & A8 NH,- A bk, i AR A B % 8 ] LA 22 20— > LNA X IR
TE— AN SEJ 77 22, ARAE A R B B A% R FH LNA A% 1 R 4 o

[0253]  7E—ANSEHt 7 0, IR A R I KIZIR W] LLAg 2 73k (multipartite) #FR. WA
SCPTAE IR, 2 0 R IR 2 B 2 D I IR BE L R AL TR o X L8 2 /DAL R BE TE il Dh B
BT, Hr iz D BE o R0 T INEC AR . ik 2 /DI IZ IR BEnT LAAT A2 B AT Ak BH %
R, Horh I D) ERZ G LA AR R AR AT A, B B IS A S AR B (RIELAR ) BRI A
— NG AHRS PV () R A% R R 5 AR AL IR R 5 80 7 AHNT RV IR ) — S BR AT A2 o 23k
[R5, DIFIRIG B & 20 m] FH T AL e A A7 A0l 0 P 2% 1 an B BT s (R 1) 2 0 AR AR TR o
1 5 s BTk 22 /0 P9 R IR B I AN [R] T FL AN HLAH B8 B 4088, VB TE S DL IR
53 2 B AT BEAFAE — & B AL I ELAMYE 6

[0254] o), HAEA R TG P A2, SEBL T AR ¥ Ak I RZ R I 58 4 15 CRIERIE )
SER, R UL, ARYE A BH A% B8 A PH 6 1, DIk I SR e e T &, SLrp SEAR B, B
IO ERAC WA ST A TFRIZ IR P A0 57 ARum Al 37 AR 8] &4 .

[0255]  AXREHN CL48 RIR, MR A e B I A% BRI HE HE 55 R K, (VG

[0256] & 256 AL —Fh ] e 2R H T IE I biacore 3 &, HAR 2 AR SUHE AN 7
CLAN o A AR ST ASE FH T, 216 80t 38 e 0 P 4 SE 9 o Rl 16 “ pul 1—down 23257 2k
M. 4T RRRIEA K H LIRS bR (ZEAATE 0L R 8 MCP-1) Z R 45& s 15
T = AR TR I Ky (B, 128 DL T 5 & 1 5 VR AR AR N 5 LRI

[0257]  Hi#E Ak I RZ BRIE I B K R RAE . ARk Hb, AR AR R BH X R P B 19 K,
AR T 1u Mo RZY 1 u M K, (8N IR 53R AR R R S5 A R IR o ARSI R
NGB 2N, — A Y (ETATRAE AR B RZIR ) 1 K (EE TGN .. FIREKIRZ
LuM B K, 2IRIER K, {5 FFR. Z5E 8RR K, 1AL T PR 7] L2 2y 10pM 2558 .
TEA R BTG P A2, MAMZ IR 5 MCP-1 456 1 Ky (EIEEIX—JE N . P iya [ m] LA
BB TE RN RS DR FETE N A B SE —ANECR R - IRIE R B R
J& 250nM FI1 100nM, E%E ) T PRAE A& 50nM. 10nM. InM. 100pM F1 10pM.

[0258] RIFEAKRHKZKR S+ LEAERENKE, AEEMMARE S G . K
AU A A AFE AR IR AR I Z IR LA KR . 8, KEETE 16 f 120 ME TR Z[H
AR ARN ¥ AN, 7E 16 F 120 2 [ AT AT BEEE MR A & B Z BRI T BE R .
PE AR BHAZIR K S B SRR VS 22 20 22 100 DZETR 20 20 &2 80 MZHTR 4 20
260 MLZHIR A 20 2 50 ML HRMNZT 30 2 50 ML H RIS

[0250]  7EAS S W )5 [ A BT A, AS STIT 2 T DR R A 15 SR BT 43 BTk 38 43 R 328 O v
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Gy PR/ BARIE A REE R BT IR AL IR U R ARSI AR (IRIEE AR ) ()4 B
IR TR 7 T AR o MR SRAS A0 ) e S D0 1 S it U7 5 A2 R A i I A% BR [#) PEG AL AT HES
o WIASTHTAT Y, PEG Rn58 ( LB ), 1 HES R 2 LFE3E Ry o WA ik 4
(1], PEG Ak A2 MR A 2 B I AZ R (RS 415, G A 248 1 b B 2 22 AR AR A i B IR AZ R 1) PEG #1543
Ao ANASCHTILIEAS F ), HES Ab 2 iR A B I AZ R B 415 , A iz i v B 5 e R4
A AL R 1) HES 073 2 o X S LA S FH M RAE YD RAS WAL R (1) 5 A RR N &
FHIIE EPL 306 382 H ik , 12 &) B 1 2 HF P9 A0 Sl ok 42 S ARG R A AP
[0260] P, t iy o3+ & 4 A B A 5w 4 B o B M (1) 73+ 1, e Hb AE
PEG VE MR E 7 T E= a8 BT L R 4T 2,000 2 200, 000Da, {1k 20, 000 %= 120, 000Da,
F HARE R HAE HES /R 8 LK 70 = 020 S 0 R ALIE 929 3, 000 &2 180, 000Da, Bk
5,000 % 130, 000Da. HES &4 77i% (Hil4n ) ZEARE LRI HIE DEL 2004 006249. 8 Hffiik,
B A HE 12 AR SR R R A A RN AR S

[0261]  ZEACK B RITE BN 42, PEG AT HES A 4T — & 0] L LA B B sl S A i 1 2048 T, 4
FE L H) HiE W02005074993 1 PCT/EP02/11950 HHiE— DGR . TR b, SERAEM ] DLFE
AR IR 53 F AT AT AL B AL HEAT » (R Hh, SESMEMRLE 57 - Kz R b e 37 - K
I IR EA/ B ZRIR 110 57 R 37 IR RIS R LT .
[0262]  iZA&MYIF HARIE PEG F1 / X HES 3543, 7] DL ok B #: sl i Bk B 2 A &
IR+ Lo [FIREAEA A BTG N 2, AR A R IR 7y 7R & — ek 2 A ME
Wi, ik — AN AN PEG il / BRHES #4ro 7E—ANSEHE 7 i, AN IE ARy TR il
— M) PEG #8435 HES 5 75 Bi 38 R ARYE A K W AL R 70 o A5 AR W P A FH fR) e e A4 ]
DAAS B 7 ERER B AGT o SRR 28 Y R R AR AN BB AR N B8 L0 i I BLAE & ) iy
W02005074993 i1 PCT/EP02/11950 idk—E 4R .

[0263]  ANAy HEAZATATHLR A 4, A Rl H oy - =l o 40 an B A ) 3 HL SRR S A
KT AFFREY (LARIE B3 2 BRI ) SRAZ IR AR BH A% IR, OO T 4y
Wesh )12 . HHAKT S, Bk XA A R BIRZ IR I 7 1 =38 i Jf B il iz
B A I ARHE CRERDZTE LTEI ), 802> T SR, LIk I FLah P ik N, FTEE AR 16
MAAA PN TR 23 o FH 53 W00 208 75 20 e U A A s RIS A R BN HEN 28 A8 A O A% R 1)
B ANERYE I FEAH E T AN A IR R R 5 4 B LR B 08D, X S BRI 1)
BTSN 52 AHOG, R e A B A, RV HAA XM = o 24510, (H2 iRAR A R B
PIARZIR e e ME A 2 2R F . 7EX P s o0 T, AR A &k B A% IR BA A NI R
FEAE AR AR AN BE A2 2205 TEAL S h B0 ), TS A AN 00 75 22 By R ok sk
SR I PR AR R SR Al A, LLE AL S o T i o A X, R 4% B
[RIAZ TR AN B i m] VR RF SR BRI o AERXRR IGO0, WA 3 FFIZ IR 73 (KB 42
WHHAE R AL R 73 T~ LA S ATA A0 5 L 4 & ] AR AN [F] 16, A1 24 I 2530 ) 5 K
HAEY AT XIS EFEAENGIN P K I ARy B ZR b . SRR B4R 4E &R g PCT/
EP02/11950 HH E—D i Hiik

[0264]  FATMT, [RIFEARAEAS K BRI N K2, ASSCRT 8 T IR AN S AT S A, 3 Ay
AL mor 1 EAE M) A1 PEG 4B HES Ak . 4% IR B HAL G 70 B 204 I IR AT SR 25
B AL LA, IR PR SE 77 S A R AR IE T B I M A3 B MR B AZ R TR A 15 B8 A0 B

19



CN 101415825 B OB B 17/74 T

AP ST A )RR E S RIS R FFAR I 4 SR B o XK AT AT Ref A8 ISR &2, IXAME
2207 Rk U A A, 1 Lk gk b T AR 2O T2 A B AR ) A 7 R e, AT
BERALR 7 PR A1 1 R FH XU o

[0265] A EHIMRZIR ( HARA SO AR A RS A R W AZ IR ) F1/ BRI A< B iR 45 91
FRT T AR A 2500 o AR AR i WD PRI 2R 2450 s 2 A5 P B, 5 Ak L S A 2 4 7
AL S G AE— B E 2 D — MR R BIRIZIR , b AR B AL R 0 A 5 A 254
PIEHENE Y. TEARIE R SEHETT S, IWR 2 2 DS A 2 Bk . ISR AT LU
WK G PBS A 2 BV VR (1L B %6 W1 250 B (X0 R P AT R )  DE R B B IR Bl A A A
AIBSZ B 5T SR BRI R AU RN 5L A . ARGUEF AR N ST A A, A
R W2 300 R AR ART St 7 58 F i AT T B S 2 AH DG IR STt 7 22 A RN 7 Tl ] S T
KR\ ZAEY, RZ IR

[0266]  HIARYE A A W ) slAR 95 A% 2 W ol 28 AL B2 25 ) A G R 25 R IFAT ¥R 7 L/ 8
TR R NRE B P A2 FH T MCP-1 ELEe kA2 5 % B INEUR LI T 8. 281, i8w]
LG 7 AT MCP—2\MCP—3 \MCP—4 A1 / W& MR 1 s 4 AL IR 5 EL k)42 5 T B0
HUBE )BT ME P08 MU IE o R AR ST AR N 53 KU 2T 25 WL T2, e il R A AR 2
(IR L% 1R ] AAEIX A [ AR, BIRT T BET thiih Je MCP—2. MCP—3 MCP—4 R % it
A0 HOHAAL IR 7 B0 » BT IR A% R 40 391 &5 £ 45 MCP—-2., MCP—3  MCP—4 1 I8 Mok 40 M #44L [A 1
S ZMHEEM.

[0267] 58 HAKIT =, B8 U HAR R T MCP-1 ({5, IX 5 7% 7 HAERFE hy 5 4%
AN MBI R A TP R o IR I MR AF AT T 2 SRR B B R
[0268]  {EZNMB T, L4t o, MCP-1 fEfRdt PEsR MG (Kim1995 ;Wang1995) FIFESL4
Pk B G 28 YR A 56 6 1 1F) (Hulkower 1993 ;Ransohoff1993 ;Banisor2005) T ik,
MCP-1 7] B A2 7 FH X SE 5 A5 4 i 5 Y R i A (481 ey RURH 22 e MERIEARE ) &8 Ji B
A i B ESEA  T .

[0269] K HE FIAIFSE 23 aX AL 0 &, B MCP—1/CCR2 Bl 70 B A% 40 o (a4 o 75 o 4 AL T 7
8 1 2 e b B SRR VR A - () MCP—1 B CCR2 BB Y /s Bl 7 HE I 28 02 f) [ I 40 i
AN BT AE oAt TR IIE S (Kuziell997 ;Kuriharal997 ;Boring1997 ;Lul998), (ii) &
EAERSN S AR 1 2L DI BETUAR, (HAE UM R AERIRL L MCP-1 2 N f- D BE ) 3%
KA R EBRZA M EH (Lloydl1997 ;Furuichi2003 ;Egashira2002 ;Galasso2000 ;
0gatal997 ;Kennedy1998 ;Gonzalo1998 ;Kitamoto2003) ., (iii) 7E¥F % 4 59 T MCP-1
RI7K-FE Tt e FSE E, MCP-1 B A A AEVE 2 B sl A W & 28 14 1 73 i1 0 ke 7R H , 491
R R IETT R (Koch1992 ;Hosakal994 ;Akahoshi1993 ;Harigail993 ;Rollins1996) .
B (Wadal996 ;Viedt2002) | I & Bl A Ja 2 %% (Economou2001) « 22 2 Ji i il B Hi
(A1am1996 ;Holgate1997 ;Gonzalo1998) . J& iE (Salcedo2000 ;Gordillo2004) . zf ik ¥ £
fifi 4k, (Nelken1991 ;Yla-Herttualal991 ;Schwartz1993 ;Takeyal993 ;Boring1998) . 2} ¥
J#E (Vestergaard2004) . 2 R 4 2 9E (Huang2001) 5 N M 7 % (Kaburagi2001) . 45 %
% (0kuno2002) 75 W AL (Jolicoeur2001) IR 422 & (Tuaillon2002) 4 M 5
i (Nakazawa2007) 5 A2 P fili £F 4EAL R 259599 (Tyonagal994) LA K Z LS / KZLK (De
Bleecker2002) .
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[0270] i HI #t -MCP—1 51 8 CCR2 5 Hi 57 (1) ¥4 I7 1t T 0K 2% 5% ik & 1) 28 1tk B 4% 4
Hf 32 iy, (R AT DR B 2 A IR Ik 4 R 3 i, AT JRE s A TR (1% G 932 00 1) R0 o ey Je e LI
(Dawson2003)

[0271]  54b, BE 0T S L FR 16 3 T AURIRH X T o 30 20l (149 98 i A 0 AR B VR A A
Wi bR, Ce%E T H TR B EsR (Holdsworth2000 ;Segerer2000) . Lt
BIRR 2 — A2 MCP—1, X F BT (K A0 S bR , 17 16 K B 1A DS AE A TE (W s A A b Ry S RS
PUAHEAT (0 FIEFOT T 58 75 T R o IR B TN -0 F 33 40 M 2 4 380 5 T 98 RE 1437
SRR T2 AR TUA IR o S 40 X B A R A A B S5 e S Y F 5 1) e
HH R SE R PR B A5 R ThRESEIR (19 = ML

[0272] BT A 2K A (0 40 M 4E R Ah 2 B0 R et T DL R A AL R T, R
MCP-1 (Segerer2000) ;77E KA 5] & MCP—1 2128 1 5l 38, 60 4% 40 o IR 7 4 1 Pl 26
G35 AR A

[0273] 75K BRI/ BRI BE 1 o, MCP—1 AN GA B2 FLAE S It A I £ B U 28 e s 15
AT A R A 2 B d B BT IR R AL s B AW NER S 28 L 2RI R R
BREF 98I AR B /NERYE 98 O BE PR I R B BELE ' O s 2 N IR BE (Segerer2000 ;
Anders2003) o MCP—1 7E 1 1A 24 1) 2 B30 5 78N B WV AL 230 25 b i R IR AE I (19 36
AR E AH9E (Rovin1994 ;Cockwel11998 ;Wadal999) . 4N, NE MR H'E R 1L 55 IS
f¥ (disease activity) #H5%, 3 HAEGEMIATT S B S B (Amann2003) .
[0274] "B /INERIR SR 4H B v 5 R0 A0 B T O 1) AR R ) 5 T N R A A I R
JEAG %o MCP—1 765 /NER P 50 4% 40 B AR E 40 i) 35 42 R R AR Pl A (Banba2000 5
Morii2003) .

[0275]  JRifs = A 1) MCP-1 B R LT AE 2 5 T B /INE 7] JJU 55 AR LG Rk JE , anfeAd
HEA B RIS SRS 22 (NSN) BN T (S50 i e B i . B2 e
PSR /N b R AR AR ) SR AZ R (FETR) B F ) TP A IR T MCP-1. MCP-1
SIS NE &R AN RS 5 R & AR — 0 MCP-1 {2 T BN IR e S (ol
AT B R AEE ) (Wada2001 ;Viedt2002)

[0276]  HHF4E— 5 T [ MCP—1 F1 55— J7 Tl ) MCP—2 \MCP~-3 \MCP—4 FlFg FR M4 41 o ta 1k [A]
T2 (R TRIJE M, AR A R B % 22/ B AT 17 4333l 5 MCP=2., MCP—-3 MCP—4 FIRE i A
40 Ak PR 7 5 sl 2 AH ELAE R IR 0 ek ol i mT LU T3R97 S TIB A/ sa2 WA
FEMIEERT , 70 TR 55 TP 43 A MCP—2 MCP—3 . MCP—4 18 &3 1t r 48 J i 4 PR~ 1) T 42 B )
BWsY., AR SEMHT,“257FR, RS2 512560 107> F B R IE L 5%
P59 TRI R AR S50 ML EEAH OC I Th BE A (19— By JURP Bl A3, WNZe ol 2 v A ol LR FE
SRS RAEE S S PBRAL s 2 D B R ST AT 8R4 (indicator) ¥4y 5115 2
TR TN , AT AEAT T IR R H8 78400 43 il 5 70 R AR5 B AT TR AUt 28 95 1 A
6 (1) 52 A3 BT O 8 21 (R AH R A I

[0277] 48R, 1 TR IR A W (K &5 4 MCP—1 (W A% % 5 A sl Bl MCP—1 A BAE s 5 2 45 4
PR AR N 730 o B AR, R AR R BH 1R 45 MCP—1 A% IR T LA % &t FH 347 TR
AT/ BE W AR B4 6 A SCRIT R 3 AT AT 5595 o

[0278]  [Ath, FRAZ 40 oAk e 5 | s (MCP) KR IX L8 i i, R MCP—2 \MCP—3\MCP—4 H1#&
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P P L A A4 ERL 1, 5 MCP—1 AT 1 FE I P A ARAAE o SR AN HEE TR ), W8 IR T 4
A& AL \MCP-2 MCP-3 Il MCP—4 28 i CCR3 ( A WG IR MER A i b (R RFAE P A AL PR 52 44 )
FHHEAEH (Heath1997) . CCR3 52 AALERE A= PR TR, 19 ln Bz JBK T 48 otk (298 (K1einhans2003) .
Ji ST B4 HOR (Kouno2004) 8541 HuJw (Johrer2005) 4k Fif .

[0279] Ty A Hb, 15 i (1498 B MR 20 Ja R ER] 1~ 7K P 5 W i 12 W RN 52 4% 14 i T e B B2 AH
K (Nakamural999) o L8 ZERE B 1 AT ERR B 1 12 Rty Hh 24000 5% 21 g 1R P bt 41 i R4k IR 1~ AE it
B REAT AL EHE N (Ying1997 5Ying1999) o HAb, 46 MCP—2 1 MCP—4 [ mRNA 7E %
PR LA 2 Rl M 3R S ER AR IR 28T 50 NI AR FE ShRE &R AN 1. 138 MCP-2 /KT 7E
ik ERE 5 MCP-1 — 218 i (Bossink1995) ;MCP-3 [¥) 3 ik £E B A & A (Humbert1997) .
)5 TEBN KSR AR AL I ik 0 s 2 B mT LRI MCP—4 (Berkhout1997) .

[0280]  [Aluth, W LLAHAR$E A< A B (R 25 03T V6097 R0/ BT )< AT/ B e/ Bk
POROUAFEEAIR T RSN, B B R 8m, B S R EmaEse &, R, SEg £
RAEREACAIE , 12 ME R, FERRPE G 28, B, BB, U8 BB ARG f ks, 2t Rig it
AR N, Ji P AR R 1 B P I N B 8 S N, Iy, 5 4%, S AR S, Bl KA
B AL, B DR R A 1o 0 0 ) St B PP R, 2 B2t 2 B2 I O 2R, PR R G RONE, e VM
B, i, 8 WAL, IREZE R, P IE , 015 50 B AR 1 0 0 Ji J5t 25 B PR i
PR D0 S 2\ B ) LAY T i 7 €8 3% A 400 10 R 08 45 e 3 5 A 40 TR g A o 2 g ek
Lo e 22 FBEAR 0 S 2 5 R o PR il 4T AR A, &5 77 0, 2 LA, R IL AR, 3 B e e 4 i, BA A /%
e A, IRERIE, 1B IE 90, B ANERYE 98, SRR B NERE R B AR M NERE 5, B IR
o T B 0 R REL R o » MR /NP BRI, RO IE I B /N ER AL, 4 B PEAL BRI, 1B M SR
R, UIARUIRER , S48 M B R4k (ALS) , )W 2 )5 ik s ik sk RE g4 , Lo LA
BE, REESE, 12 VI, 002 JE W, S sE a4, I B R A, oL 58, Bl JR i B R 42
Wi, FUIRSE , B, 5 Dt OF L, B AR, S B 5 e s TR R, 12 e L 2 1 et
i3 (COPD) , 14 14 i 9 it v 251 TR Bt 2 P 65 W 4% o

[0281] 7R HAMSLE T7 S b, Tk 2555040 & S AN 2540 25 0m iR ) o I 3 A I 25 20
AL B YIUHE (EARBR T ) CAnRE il 1 AR 7R 93 (1 A0, 491 g ifn 5 B8 5k 2R AL g
(ACE) il 3511 I 8 5 7K 22 52 AR BH W37 75 73 AW St g S8 b, BTk i AN 2500 28 i A &
YT DL o G 93 40 i i3 2218 1 S RE AT A b Bl Wb 3 R B ) e % (frid
FEE ) 5 58 B B AFAE T8 M SO B P I S B B ) B L AR i —Fh. 8 &
YAl LLSR (EAS R 2SBS0 03], I ELOC IR % B R oS ol i (46 ik JeAs s Rk e
Jo AT AR H SRR AR ) A H S e iR () an e g BR R R LR IR AT M
MR A | Al 7, 55 ) BR R S YRR IR ) . Y41, T— 20 LS ) S S A BELRT 3, 01 CD154 B,
CD40 B} CD28 B CD86 K CDIO ¥y RHITF ;5 T- 4l i / 8% B— 40 MU FEu 57, anpt —CD20 i
3], A T IASE T %o B, 9 A B2 i TR AT DU AT A T Ath A PR 7 7 1 1
P, FonT DR AL R R s i 8 AL IR 7 S AR BB A B Bt . 48 1k Hh, Bk
TiNHl, SR T3 A 25 il GRS AR AR AR A R B AZ TR o 5 e, BTk 25705 &2
DL T PIXFEIRZIR , T IAAZ IR S A AN T MCP-1 R385y 8l B SR 4E A Kk BH (1)
IR I DhBEAN R I Dh B o

[0282]  FEASJ BRI N, S ) bR T ok 24 311) 2% 2k b 5 5 A b 3 PR3 A4 A8 i 3k 245711
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FH 6T B 95993 10 FH 38 T3 T T 8 R R » PRLIE, 25 B PRI, BR#S B 1 2% B brid
V), R ARG EARN O AN o RIEHE, & B BARId A2 MCP-1, 25 EHIAT / B8R 5540, %5 B
Pricik B MCP-2 MCP-3MCP—4 FIRE PR Mk 40 Mo kab IR+ o4 —dlbrid it B iR i B
B NV HEFUAR (BT —dsDNA Hiik ) BERRE K 7.

[0283]  {EA K B I 25 50) I — N St 7 S8 b, M IX Bl 25500 5 FH T AT 0 AR ST 28 FF B 9%
CHRE AR, WA A AR e BRI 2570 3T 3697 AR e s ) i dAth iy B A A A o

[0284]  “IAY7VZ% (combina tiontherapy)” ( BL“ZR&77i% (co—therapy) ”) HLFEIEA A
R B 255000 22 20 g — B FE R BARYG T J7 R B —053 » LUIEE DX 283697 57 B 4 % B
(R 25 )R BT I 5 — Pl ) R L RV 3 A S 380 o IXRPIBS A 2 N AL FE(H AN PR T
VAT A T 7 AR B 25 3 01 2 8RB 7 2 L RIVE A o S 28967 ) ) B4 i FH 18
7E PR E IR TR) P e e O A 203 8 BNy BICR BOR] Ik T I B4 & ) »
[0285] “BAGYTVE” BACAHE ((HIEH AR ) W MR s 2 FhiaX £636 57 F7E 8 73 F
(R BRIV 0T R0 5%, BT iR S — 707 AR MR AN 8 o B 3O R IS o “IS
J7i87 B AR AHE LU SR 7 A 1K 283857 500, il A Ui, Ferp B Rl G 7 FRIAEAS 7] 1 B TR T
F 5 LR CAFE AR [R5 25 FH X 28367 50 sl Bk va 7 0 b i 22 D W A, RS b [m] s
FHRT U asd i 1) 5 Kok 5¢ B 4 BA 1] e LU i B v T R A i e s B i 2 K
TREAG ST R SR 45 S i

[0286] ARy 7 IR it FH BCE A L [R]IN Je H RT DAl i A 5 3 () 3R A0k SRR, AL 475
HARR T R @ e RE e F kN e L i e e b R B A 2R i LR v 9751
A] DLIE L AH ] (3842 SOl AN R @ iR i o 90 4, BT IR I BB 1 5 — Rl d7 7 mT LLIE
ik B T P Tz R A rh i H Ay R AT LR 0 H

[0287]  #&ktth, 440, B vy 70 m] LU it A 50 P a7 5 ml D v S i« 1697
) A0 it FE P AN 2 P S (), BRAE AN UL o “BRE 7 IE” db v] CLEL RS b iR iR YT
FCAS FoAh AP Mo Bt — P S T AT« WERBES TP VRIS B AR AE IR TT
WZAE 251657 T DAAEAT AT 618 I A 24T, OB RE SR AR T FRIANEE 25416 77 B & 19
FLEVE R TR SRAA 2N o A0, TR0 4 s DL, S4B 2596 T7 eI 18] b BR S Va7 7 ) it
AP REA LR B 2 LRI, AT3R BE A8 18 B 20 U

[0288]  GndE ik FHARTE i i (1), AR A % BH IR 28500 B D) b ] DA RLAR S AN 7
CLENREAT T 2 o PLE Tt A I A 4 S P, SE D, JL3a it Jis ' A1t A 5 piike
B e e e P R AT o A& b M, 24500 RT LRt FH o FLAh it A B 8 LA IS PO R B R
2810 BN UE B DL I AR AN s A I R IN B DR R T R 42 o

[0289]  Ji7 H HM it AR T B2 1 UL A B Ak P S A o a4k, — iR T 1 4h it
RITTER T ARSI AR 51 20 1) 22 8 Bl R SR TR e RN, LA DR 4 457 T 157 =
7K

[0200] U4, AR BH IR 2L 2557 nT LS I R A T -5 18 1 S N A (vehicle) (WA
K UL &I AT Tt B0 RT LA FH IR e AR AN 5 B #8850 16132 B W 57) i 2 X ad ik
22 AT AT o A T LU R it R R E 2 » 7R3N 25 24507 SR R v, ) & it A
B (CHER ) FEIELLH AN A A ECPE Ko HLAR I 1) Jr 38 i 5104 5% L 8 501 0 ) e )
5 5% 5 301 R 5 JI 501 5 JEL m i e ol PR )9 PR B 4 22 0. 01% &2 15% (w/w B w/'v) o
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(02011 AT 1Y ) 24 545 8 5 Ak s T Wl 2 A b A R0 Y T I T R
BAEARTA KR P HIRZIR Y 1o 125 A s AR SR AR BT B R0 20 i o
AP B AHTE 7 SEB TRARMCE R 51 S o X6 T 25 W 2230 PR A P 2R A R
FEAIIAINTIR o AN TSRS TR R i n] LIS AA R T I 2570

[0202]  fERE-—DRTTI, AR L MAEY . WRAMA G 20— MRHEA
KRR I HACIE R & AT 25 T 0o SESRBEN W m] DL A AR T AT/ sl A ik A
B SRR G50 o SRR, BESORG G50 SN WD R AEATE G T A SR 2 T I 24577
[y )26 I BT iR 3 ARG S R SN o AR 2Bt T S, A GRS 1M 25
FAG TR o

[0203]  RHEASLTF A, AU AN FOR RIE 2550 AN 25 AL G 1K il 4% TR, IR
S AT LU B ) (VR AR R SRR ) 5 ) 26 Bl & 1 EVE B A i Bl
WA R I A 35 i R T 0 R R ) sSH A [ AR R 5 T 6 pl i RS RO B 5 B
il 8 B4 B A A AR AT AR A 2 A SRR IR R L8 00 R0 il B R TGRS . A RHES
PE S ARHES A s AR R O AR A e il5n) (s T shK PRI RAEELT R A 1)
R ik Dt AR R AT R o 2 At m] DR I R S OO, B 4 i

[0204]  fEMCHIJG » 255704 LS T E IR A 7 20T Ay B R ] 5007 5
b LS P 2, A5 B3R F R SR SR A AT P 5 (EL ] R 2R T 2 55
[0205]  FEAZIETE T, A FH A3 M B ) RN 28 S M AR BUECR T35 6 97 IR 2 1
o X IS A T R PR 5 0 B B A IR T MO A I B RS
FERFIR I o

[0206] 3 R FH X6t T 70 BRI PEAL 5 0 T 5 P e o ) e /NSRRI 2453 o T FR) e P O St
T AT AR, AR SR R - B WD ] PR A 5 ) O ) 5 A, AR i Lk — 235 [ e 1) 1) B 2 44
BB AR

[0207]  oldur, Xf T- LA sl slific e (ldn il e ) 22X DRt i P 25 i oy RIVAC K
W EIRZIR 73 5~/ BAEAT 53 AR I 25022 PR (REAS SO WK A 7 7 Bd AL 4 )
AL IR S T 6 Rl 2 Y PR R B L T RS AR o i HL, 2R Bl
LI, HR] DORE & 35 R A 700 T R R RIS G NR S . SIERTR S RIS
Ve TEIR AT, VORI, DI, T 4 30, R AL AT e Z0AA / B L ARt e i, AR
B G A 2 B B B — P, T OKIGRH TR, IARA L B PR ARSI 91 o iz A 52 548 M e P2
B, B8 L, AT ARSI A A AR P ) R A A PR L I R R R R R
B RN F AL AR R AT VIR e RIS B AT/ BSR4 AR . T
FEAHANBR T, vE Ry IR AT 22 L BUIR 23 L TS IR b « B 1 el Lt L of Jis VR
CEE . FREFIVELIE G U FURE A e RERE L T Rl L AR AT/ SO =R
[0208] AT B 14 2455134 ] L LU 4 5 iR JUORT i S8R IO 57 s 22 L) 791 SRR,
7RI B BT 50 < VR SR AR S SRR FL R ) AR R R AT o A Rt e e L B e
IR el

[0200]  Z§WEH G e 24 ) m] LU 20 KR (AT / B3 A7 A2 5] 490 4 573 J68 7)< A 7)< ¥ 77
SFLATH B AR RES (solution promoter) HFIRTHZIE R (AT / BRBEM . 351, &
AE W] LA & HARAE IR TT EAMERIY. HEYRIEAL G RIR G R B8 7 2k )
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%, P HBESEA0. 1% E 75%, IRIEZ 1% % 50 % IS T .

[0300]  VRAKHY CHREAERTVEST R ) H-A900T DUG) Wil ok B 70 BRI 2% o s Ak
BT AR5 LR ) (BAnK Bk S KA sl H i, O ) ek S 2 IR A
M 8 T3 S PR v B VR 3 A, T LA T3 A E v 5 s 98k 1 [l 4 T
Ko

[0301] T [l A ZH A4, WA ) G 6 2590 25 1 H i e SPURE o« i I TR B8 L A 4 1
A AT YRR AR RN VORIREE SR o I T LU 0 B e R G TN R E A AR B
B 52 R PEAL A DL AR T o 6 —SE Sl 75 G2 b, KR 000 R 1 p R s 2L vk R s V7 R 7
T

[0302] % [ H, A% & BH 1) 25 R AAZ 1R 43 7t m] LA DL A i 126 JR e o /s B R Y K
BEBAZ ZEW AR RS DL SRl e (o 2 [ 50 e sl it T
G ) AR, AE— SOl 7y S b B e TS o IR S 257K K A U i B 38 4 25 9)
(I FE 2 » 3 A A AT B AR SR BN o 40, W] DAAE g FH AU O 40 5 VR 2R 1 5 2 R ik
HUEAE RIS m T B E YN E S YRR AU IR IR 1. 74, TRk
A DATE AT BRI B4 A SR IR 7 1, LIS 88 )RR P 4 4t 23 M n ke A
SUMRIE. R E SIS BI{ESE E L RS 6,011, 020 Hgft,

[0303] % [ 1, A BH (1) 25 50 FNA% 2 43 -t ] DL S 4R ml B8 ) 1 298 AR K [ 28 A1)
FEAREC . MR E W] LIALHE R LAt s el ki L ) R RN - R TG IR - 2R
My JE 2 LR R A B K8y (polyhydroxyethylaspanamidephenol) IR £ ¢ 58 M
B2, HR R R AR . A, 2 B, AR B 255 AL R 43 ] UB IR 22— 28T L T
SEIR W 52 R T AE DB SR A, DI FLIR I e - OB R RE TR R
JETR P 5 4 e 25 2R — SnHL e o 2R S0 A A4 IR IR 28 LA B /I T M P A TR B9 23 T ) ik B AL B
/P

[0304] I IR L, & B fr il F (1) 29 ) 41 A W) A 25 3003 ] L35 35 /0 ot () Al 53 1k 5 Bh )
JFLs A5 i RS B LA« pH 22 R0 LA R SLARA S48 40 £ B B RH — T2 e e B T

[0305] % EAF A & B RIAZ IR 70 T FH 2550 1 45 25 7 2 nl LUIRYE 2 Fh (Rl 2R 04T 1B %, B 6
SR BRI Bl A RS R TR PR RN R 2R s R AT BRI A A i R s TR
(' AU ThRE 5 DLA TR A I IS ksl L 3k . i e i sl 5 s BE8 75 2 Hhiff o R
X TR sk BH L PR3k 1 T T A R

[0306]  TEVAYT A SCHT 8 H AR v, SRR AR & B A% IR B8 80T S K7 B3 L
A1 500fM 4= 500 1 M.

[0307] & HHh, A B I R% R 73 AN 25 ) m A e 1 DL R R H & KRBV =R &
IS N DR i 4 2 g O S B W

[0308]  TEAR % BH G H PV A SCHTRR I 25 R T A ST A 2959 -

[0309]  TE 5347 THI, AR B S TR 97 5 B RhR 7 1 52 1038 1 7 1%, Horh oy i
05 il 25 s T B 2D — R AR R B IR . AE— AN T b, SR E AR
T BAL T % Ji H A2 1 PRI o G R 20 o ) AR ST 2 T IR 8, o 1) A o0 THAE
RTRR 5 AR % BH ) A% B FH T ol 4 24700 300 PR e B 3 2 P PR S o (R AT AT — R o

[0310] A4 BRI, AR U5 A & B A% R LA S HS B AN AT A A 245500 8l T 45 24310, 1 L
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R T3 BB, Rl 5 MCP-1 22 5% 98 I DX It Je R4 A R ISR R H 1o R, R
A R WAL IR « 25700/ s A &4 m] 167 SRR ) HE At PR B A2 & 2 1 X
S8 B2 JER A 3 o

[0311]  WIASCOLIE AT F 4, 2 W a2 Wi sz Wi 1T 1 0E A F B B sl (R e HURS ) MCP—1, 4R
T Q01 AR ST TR ) MCP—1, A0 SE A Q01 AR SCAE G T2 SC BT 10 48 Aol B AR 1 i
(1) MCP—1. 2RTM, WURR H8 A< A BH A% IR 43 1B 45 & MCP—-2 MCP-3. MCP—4 FIWE FR M i 41 i it
A Rl HR R AR ART  — 2E B I R U, RS IR 2 - i ] BL Ay i T W B0 ML B B Bl R
P M5 MCP—2 MCP-3 MCP—4 Fl1 / B & FR T R 40 Jf i A IR 1 11 b 22k s i P88 9 M AH S BUAH 9K
BRI R IE o 12 WG A ARSI / Bebl U (7T 25 B AE A SC A B il o i AR 9 o
S A I3 oE MR i A A B R B2 55 MCP—1 R 254 1 Bk AT B8 o nT DA B 2 B TR 2 A N 3% o
SELr o FHPNR 7R T B R ARSI E AR AN R K. JUHR, AR R T LV
Frid, Fridbric 73 BEE AT AR IR A% % B (AL IR, DU 45 6 22 MCP-1 A% IR » b2 bR ilit
6 BB AR I BRGSO RR IS . SR _E, BT SN TR AR I & I S v AR T
M FRYE AR IR, (H ¥ 845 S PR S i T 4845 S MERL IR . 70 A AR bR i 48
SEATEPUARRI BT — 0 e vk, KR e i R T, TR P U AR B RR
AR AR ICHAT B M I BAEH Fe- B b4 Gz & G Ehiik. IR, ILER 5 4% B
[FIARZ IR G T s %R F I A AR IC AT A8, SErp AR IR b, X AR 0 I B ZEW 2 Cy-3 M
Cy—5, 3 HaXFirbs id i@ £ X AR e BTl b A E Bk B Cy 3 ik slidt Cys Jifh
HEATRE I, B FEAR G R AE W S IS LR s i br idl I KRR S G A R B E A 2R R
H LAY R R BATEIN 9k, R R P BRIV ED R E O S R E R it
FHAE Y. R A 10 ) A FOSS P i AR 10 B e b i AT B (iR =t —FE ) .

[0312] 7553 ARt 7 22, AR A i BH IR A% B2 73 38 i 565 — P i T B AT A I B 4
M, o el TH 255 F1EFR . 2 FEMRIE R AR AN & . fm &
2 REREN (HLABFRA > FAE bR ) RRPR I AR A% BR FE b 16 B2 1) B AN 41 IF R I B8 S5+
LI BRI AZ BR L (i IR0 23 2 AL o FESS & RLIRFENN G, 70 TAE AR 2O EE 70 F, 1IX S 8Ok
155 WAL, R IE N TR (AR . XA ARAL 547 78 IR IR A S ) A <

[0313]  WiiZAkIA, FHARYE A A BH K0 R% B ORASIN MCP—1 4R 1] A5 15 Be A AS I Gt A SC BT 5 X
) MCP-1.,

[0314]  CF MCP-1 WA, I8 1) 7 20046 R A0 3R

[0315]  (a) $RAEFES, HAFEE MCP-1 BIAFAEEAT AN,

[0316]  (b) $RALHRIE A K BHIALIR,

[0317]  (c) ilJITIl#E 5t 5 T iR L R RO, AR 7E Y 254 i AT | A,

[0318]  JLHDIR (a) WTLATELIR (b) 2 WIEHAT, kEPIR (b) W UALELIR (a) Z AT .
[0319]  TE— ML RIS 7 &b, 324 T 54 RP IR d) , HAE FAS AL i 5 BRI R MY
P, 20 BR b) BIAZ IR ] 2 R R o R H AT LU R 2588 1 1 S B A8 Pl b g #L
[FERTH, BE T LR & Tz AR P S E (FInek) MRm. BZRE T 2 ZRm
A DL I AR AR SR AR 51 U T BOR S8 BLFEEAN R TR sl dbp i e . fiik
b, 30 ok 7E R TRIAZ B8 2 TR IS AL S R S i e . AR, Rt 76 A R IS TRl P 1 A2
W A TR [B) 2 b [ 5 A 2 1T, G o o o ) 2 [ 9 B A FH 3 A1 WY 2 93 B8 — % AH B AR A f
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(interactionpartner) o X B o3 I D0 4 5 45 [ o IO RZ BR s S PR URH AR R 46 &
Y (AR A B AERAKAE ), R PRI E 2%k . AH B AE AR L B %
B2 Z I A ULk ARE R, AH BAE AR ok, SEARIE A e Pk, &k, 4H
HAEFAKAE AL IR, LIk R hRE AL IR« BEPLEHE, JEIR D) REMEAZ PRI H IE A B 45 7 i A
M /b SR 7 HAMORLIER . 16 ARSIty =rh, IR SR G HE 77
A EAER KA (multi-partite interactionpartner) 414Fo IXAPZ 73 fRAH B AR Ak
PR35 g B — AN B SR B Ak 3 AR — o A AR A R B — AN BV Ak A, o e
— AL TR AR T B S R, AR AR R SR S E S ZREN. £
SR EAE FAKAE IR B B A m A S & A BRSNS EY R EA U
KA ER ST EE A (neutravidin) A B AE R4k RS ikl 1240 B 1E
FAKAERT IS — R R 2

[0320] %5 EEIAR LI 45 BL 2T R T MCP-1 TR R 1 48 [ 72 I8 554, b s ARk
Hh, SR PR B AW S 7 G F N B2, MZE A4 R H MCP-1.

[0321]  FFAIE— 75 B IAH N AN T 248 aA T4 - MCP—1 IR A / B LS /55 11
R R B IE FOAS I LR 1 AR L 2 K B A ORI BT AR ARSI R, TR A T
HR 7 A2 AR 2 AN o

[0322] Pk FH AN MCP-1 ) /7 v A AR i A D AR IE MO ] TS D 3R ) IR MY
BaH k.

[0323]  7E 57 AL 7, BTid J5 8 A FEA MCP—1 i AH B A F Ak fk e AE R i (A
B b ORI ) R 2P BR, SErhaZor BAE AR AR A2 an Ao SO, FIAR e b fE
R AH P 7 V20 B e U, FE BRI AE AT Bh S it 77 S b B R IR 2 Ik S A i
FPTAR o LEXANSE 7 S, e AL PRSI T 5 AR PR AR B (A% B, A e 2R i T AR
A AR BER AR o 2E LR A AR L R G0 T, & nT LA B Bz sk A - A o 1%
R 0t m T DA B B8 R I T R A, TR A RS I T R AR R A AR 2 Ik
1 TURILE AR SCRT R IR 145 A S it 77 G2 rb i AR 2o SRS T BRI S AR 4 A e B
(A% R e S PR o AR SEALIE I Sl 7 G2 b, 38 RSl T R 2 F{E bR FEPLIE R Sl
T &, T A% IR BT B RS I TR B T DAL SRS AR I . TR RS AR e L i
A 2= GRBE SR TR C SRR R0 L DO EAR 0 . UV=- B U PE BRI RIS A 540
To A, Bk S AR I TR SR B B BT S A BN R T L B R IR
A I RRICA BAE A . R e 4L AT -

[0324] AR ic 2 AR A 2 0T R AR T R R A X AR ER A, st

[0325] AN bRIC AR IR AN T 2P EMR R ASE T EMREAN S
¥, B

[0326] A IbRIC AW R IR AN T H 2B EYREAN B TEENEY R
HEM ST, B

[0327] AN BRIC A 2R AR ARSI T 22 S R E O SR S
PUEMBREAN ST, B

[0328] ARG I b T A2 YR AR R T 1T 58 R ) T LR e VR I SR P 4, Bl
[0320] AW c A2 v b B EE FE I 58 ARSI TR A X BB B A, B L

27



CN 101415825 B OB B 95/74 7T

[0330] A4 Tk A2 A7) T A ARl T R R U M %

[0331] A prid A bR ICARIE IS 2 TR LR » 4 0 IR, IX PSR AL (A5 ] DARY
T H AR I 22 3R T Sl 77 %8 o FEIXPP St 77 22, R bR ic AR IL B8 2 AH BAE
SHER

[0332] S )i, [RIFE AR AR AR i B PRI Bl P AR, FH AR = Al LA I 58 — s i T 1L, e
T, 55 = PR I T, SO0 M A LRI B RS I T L s AR S P,
B AR TR TR AR S (R, RO MR R RS RS ) T H. ik
i, 5 =R T B S P RS 0 5 BRI R/ B S R T A B
[0333]  JhAb, 7E4 MCP-1 FAH FLVE FHAK A1 e fE R T B IR AR AR A Ak B AL R AR AL In N
ZAEAH AR AT MCP-1 2 [T B 5260 b B SE 77 6 2 H, o] LRSS SR AR &R
R, BRI MAE ST ER o) F1/ 8l d) BN A TR

[0334] A5 77 S b, AR AR R B A% B A0, 2 9 6 43, FF HLH Rz e 43 11 9¢
HEAEFTRILIR 5 MCP—1 Z [R5 A W) FIAE I I 1% 8 5 0 125 1) MCP—1 2 [R) TR U & i 2
NGB

[0335]  7E 53 SRSt 77 28, BT iR AR A2 R A R BH A IR I AT A2 40, o BT iR AL IR 1Y
FTEM S 2R IR 2O ERT B LU B IR o TEARIE RIS 77 &, Tl IR 1 ¢
JERTED e W LIGFERRAT o

[0336] 7 55 A1 Sl 5 2, 1 FH 5 SR A i AR AR A% BH B BRI AT AR A MCP-1 A
I E AW o

[0337]  TEPTIR 7 — NSy b, (5 5P R (o) BUPIR (d) by, IF HAOUZEH,
BTt A5 5 FE AL R MCP-1 (3K FEAR G

[0338]  {E— AL 7 TH, BT e 25 mT LALE 96 FLAR A dEAT , At pie o) I8 52 78 b4
T S5 25 3 v I H FLR R SN A 4 o

[0339]  AHIHI AN UG A, 2 /D BRI AR B A IR .45 & 22 MCP-2., MCP-3. MCP—4
F/ B R R R AN Ak DR T BRSSO BT IR 19 Y S 08 A MCP-2,
MCP—3\ MCP—4 Fl / W& I P ki 41 B AL L 5~

[0340] AR BH kLR T LAIE— 20 FIAE T 29 et R EM kL. B ZE PRI Rl BE1 7
o — ML IR IE WAV SO, R E W) SRR IE Ky TR G FE . fE—1
ST R, BTIA IR A2 R I I . U, T O A AR S T AR I e R AL A
WHEAT e B RS VE (trial-and—error) AL« %5 M7 e 02 18 i He 6 ) ke
ITo SZAHRALT RIS R ARSI AN 7 O A1

[0341] 2% Eth, MRPEA R BIRZ IR v] T 2006 B0 h o JUEH, &3t 2wt
RS TR . INFERRIG = 4S5 M4, RN PR A8 1T 2 AR AW S5/ 1
BRI R I8, TR = 455 T8 W 1 XS R i s R R i 2 2R ik
KA o AEREIE L T EALR 5 B B S R AE 5250 5 R I T A e AL S

[0342] &I APV H AT LLAAEAT AR IE A I IRIAZ IR 46, FF0 B 5 AR U AL IR 1 45 7 A
AR A AR B 4584 TR A S 456 [ 40 A R I 4584 DRIk = 4 4548 o AEAR AT 000
T SRR A TR R 5 AR R B A% BRAH R BAE L 45 G fE . 7ES B2t b ik
— P BRI A A B0 B, DU P AN [R] T A% 17 BR R R 9 AL 27 5 B R B 25 5
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PR3 IR TR AZ IR [ BB 630 4 1) — e 4 o Gl Rk IX PSR, BT LB v AR F Bk A% IR
MALEY . A EWILIE R o T BUK

[0343] 751 G o A5 FH A AU B AR N D3 20560 149 58 4 P I 2 2R i 3 Ak A5 ) SCE T 1 U
T AT LRI A MCP-1 28B4 MCP-1 JBh 1) MCP-1 F5Hi5fo 1K 52 4 M s v 1] LA
UIR ST AR HIGRZIR , LIEAE h 45 B BRI L- R IR A AR 2 A I T
%58 MCP—1 281504, 7T LIOKs 28 b C A MCP—1 I AN B2 i35 7k . ¥ TE R R K 5 MCP-1 4y
T3 G A G S ARAA, IXOR A B TR A bR IE SR AR AR T D o Bl B R
P AT LA R A AR U AN 53 0 A 48 R 7000 5 ¥

[0344] AR A K B ARG n] AL 2 /b —Fh sl LA AN R BHAZ IR« 34, & mT LA
AL Fr 22 /D — s LA BH P S ) o BH X AT A9 A MCP—1, SR ] 2 %o ke e e A
KRR A K AL IR 5 S 45 55 IO MCP—1, AR032%E LAV AR 3K o BRI 5t B W] LALAR) 1 2 AR i 23 4
T MCP—1 A=Ay 3525 P 5 i PR S BRI, (E 2 AN S e AR R BH (R R R T TR o G, BT i ik
F G DAL B — P B LR SR . 2 A pe s iT LLCA T 8k B X 8o DO i T i
HE B S AR . W& DA — AN BULA SR, i 25248 4k i nl DAL & —Ff
SLAZIRF B RS o 15 7 B 7 G b, 0 S A8 U I P st B 15 T, B ok
WA ASE FH AT G B e i il AR SR AR 5 A F #5 o

[0345] AR AN R BH BIA% BRI 2540 25 R0 AL 43 Hr il s 2 B2 T VP Ah 2 78 J LR AR FEE N
R RE AN B T 25080 1 S FE ) ) 24 RE M o hax AN B 1, AT DS AT 4R 3¢
BT 08 FF I RNASATUS AR AR 52 ARSI 7 v o LEA R BH Y 55 A1 6 75 T, 32488 7 F A AR
AR B IR R IR I Do AT I 52 i o AEZR NI e v rh, (6 T S SRR e FAS IR AT H
SREREE SRR AR B AL R K 58— A0 73 ELAN , RS IR SR A% & BH I B 1 28 — A
Ay HAN o A BCHRAT AR IR 4T #B ] LU H DNA R 718 2 A5 ) DNA KZF7 1R 2 {515 1) RNA
IZFFIR  RNA RZ 712 « LNA RZAF IR AN / 8K PNA #ZFFERTE 1 o

[0346]  [EIUL, i $RAREN 0 & SARTE A K B (AL IR 1Y 57 — ARy B AN 75 BE, A R &t
A5 SR A R B RIAZ IR (1) 37 — Rt ELAMPI T A B AE ARG 0L T 5 iR B e S AL 57 - K
i ] 72 22 R T B0 0, LA A SRR T LAAESL 57 - SR b LB [, B S e 57— K
i P TR BRSO ) R R B AR A T [ 02 o AR, JSUI b, S Am] DL 332 R il SRR AT R A
AR BT L AU AR N 72 C 50128 K E B AR TE A, 5% H D-DNA IR\ 48
&M 1K) D-DNA K% FF B2 . D-RNA %7 IR A5 1) D-RNA #Z 7R . D-LNA =% ¥R PNA %1%
L-RNA #% H7 12 \L-DNA R 17 IR - A5 M 1) L-RNA A% 1 IR - B 1 ) L-DNA A% TR FH / B L-LNA
AR IY o

[0347] A& IEHE, FSREREN AL & SRIE AR BRI 37 — R T AR R 741 B i A IR
BHALS SRR AR B AL IR ) 57 — K AN B TR G T W R S I 37 - K
s ] 2 R T B0 0, L AP A SRR ] DAAE L 37— R b L [ 0, B & AR 37— K
i P T BRCHS B [R) R AR AT [ o o AR, TSI b, R4 mT DL 32 22 SR A% R B 1Y
IR T AN A B R ML IR » R PR AT LA B AR IR AR N B8 R0 1R i K T S 2 1R
Fi, BCF H D-DNA A% 1R 221415 (%) D-DNA #% 7R  D-RNA A% 11 IR £ A& 41 1% D-RNA #% 17 IR
D-LNA #% 172 . PNA #% 1712 . L-RNA #% 1718 . L-DNA A% 18 « 2154 1) L-RNA % 178 &6 1)
L-DNA %R A / 8 L-LNA % R T B o
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[0348]  A] LA SR HE A e B IR RZ 19 21 A8 Rl S ER BT IR PR 1) 1% 1 IR %k B 2 W] A2 (1) JF
H AT TR/ s I ERET F /B YE A IR B S K B R H o AT SR A
R T IRIAZ BR 2% AT BRI B R BT AR I PRAEF 4% B R 2 B I s R (B Y 122 iR A R W A%
FRPTAL & AT IREL H o BOIERET AR SR L IR M i /N E (2 22 10 ML IR ) MY
AT RENE 2 0 SRR A R B IRZ IR 1) 57 — Rumsk 3”7 — RimdA8. A T SEIRAERE AN &
BH (AL TR ANAEAE T 43 BT B it o (%) FEA A B8 2 18] () v R S T R B 2k, 4 SRR A
DEREF A% IR B B N Aot B i 22 MR A R BH A% IR P A0, 2 A% P B 2 E

[0349]  BLAb, A INERET DL 51 A WA S S8 AT BT /R (TR I AR e 40 73+ BRbR id . R
Wb, Fridsibric ) 7+ 1] DO 2 A I ARET BB MZ IR » PRI HE, brid sibrid 6 T4
MEREF 57 - Rumek 37 — R, H A 78 5 YR A I RZ R BRI ARSI PR £ P A% 7 R R
PR bR 2 AT DL N H AR o 4R mT DA ARSI R AR N 53 20 1R 5% K M 2 AR T 1
5% D-DNA #ZAF IR 22511 1) D-DNA AZ 7R D-RNA #Z 7 IR 2245115 11 D-RNA #Z 7R . D-LNA
AR PNA FZ AT IR « L-RNA #Z 7R  L-DNA RZ 118 « A4 1) L-RNA #Z IR « & A5 1 ) L-DNA
HAFEEA / 80 L-LNA B EH R TR %

[0350]  HR#E A & B IR RZ BR IRV RSL N R T LA 3EAT -

[0351] AR 4 A S B I A% R LA — g 5 4 SRR 24 28, I HLULH o) —om 55 R I 4R 2%
Ao AN, BB — A ERZ A PR D TR BR R &5 & BRI ER £ . Bl Ja AT LA 45 5 1
RO IR B, BT AS IR e DL #5717 A Frid Bibrid ) 70 1

[0352] QAR SCORIEAE FH KT, ARTE“VG97” A5 — LI R S i 77 58 o 4 o b s 26 2 i A0 45 T

B A/ BB o
[0353] QA SCOLIEAL 0, WAL SR Fi -5 AT s, AT “ 0 7 RO he” i LA m] A2
5 AEH

loss4] AL i), AT 60 A (R Mt R B AGART  T  BA fA
SR, AT, 15— B Sy b, AT

(03551 {7 72 LA A0 0 2 SUHAR A1 T ATy R4 T 2R T 1 S o iR
TR

loas6] A ST FH AR A 5 1 0 3 T RS T MCP—1 45 FE SR L AL 21
e, HCSE RIS LB 5 % S A R,

[0357]
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[0371] ] 1 &R T 454 A MCP-1 [IAH ¢ RNA BEAR B FE S Ee s, Feh 388 T 48— M E Y
S5 56 A DL R ARG T 25 A A MCP—1 SR AN AT SR D [ R AR e (“1A BY7)

[0372] P 2 &R T 454 A MCP-1 HIAHZ< RNA FtfA L & RNA Fid {4k 180-D1-002 HIATEMHY
FEBLEERS, Hordg B 17— ANk 1 S 7 58 b DA EER X T 456 N MCP-1 Sk i AN T] ik /b
Ay (“1B A7)

[0373] 3 TR T 45 A MCP-1 [AH G RNA BCAR IR 7 21 B, HeAr$e B T 48— MLk 1)
S 7 g2 DAL AR T 454 A MCP—1 SR i ANA] B/ R4 e e ( “2 A7)

[0374] K] 4 §oR T 454 A MCP-1 [IFH ¢ RNA BRI FE 51 Hexd, o 38 8] T 46— AMRIE Y
S 7 g2 DA T 454 A MCP—1 SR i ANA] B/ R4 e e ( “3 /L)

[0375] &5 &7 T RNA Fiifk 178-D5 Fil 181-A2 ( JEH3EF“3 K7 A MCP—1RNA Fie /A ) (1)
f1EM

[0376]  [&] 6 T~ T 454 A MCP-1 [{I4H ¢ RNA BCAR I 724 L t, Forh 38 ] 7 78— AMEIE 1
St 7 FE TR DAL EE R T 456 AN MCP-1 SR BRI SR PR A28 7 (<4 B97) (CHARFA) )
[0377] K 7 R T JLAAS R 456 A MCP-1 [1) RNA FLAR IR 7 41 k%, LA BE S MCP-1
SEG MR ANEE LA B 1B Y7 2 R “3 BT By 4 BT AEOG

[0378] X8 B n T 454 % fl MCP-1 [ RNA Fc{A& 188-A3-001 F1 189-G7-001 FIFTEM I L
X7

[0379] &9 &R T i&4K D-NOX-E36 54 E AR N D-MCP-1 7R =0 M 37°C 456 il
(455 3, Fon WA Z AL A D-MCP-1 ¥R BT AL & 1A 45 4

[0380] & 10 7= T 1&E 1A D-mNOX-E36 54 2L 1 i D-MCP—1 7E 37°C T 45 & 4 B i 45
L, R M B2 AG T B D-MCP-1 R BT AR AL IS AR 45 4

[0381] 11 78 T 7€ THP-1 40 figHh MCP-1 5 31 Ca™ — B, HAp kA3 T 56 T A MCP-1
I & - N 2k, oA R ECE BORE (halfeffective concentration, ECs,) K%
3nM, 7R A BE A MCP—1 ¥R FE i A2 4k [ AH XS 25 A R 2 57

[0382] &l 12 B7n T 55 55 M4 7k NOX-E36 LEAG B 0 e v (R s 40 R F 5 25 Fh 18 B
15 S5 H R NOX-E36 7 37°C T AU & 11 3nM A MCP—1 1EAT H)3k, 27 A B NOX-E36 ¥ & ifij 4%
A A R A L

[0383] [ 13 Eon 785 77k mNOX-E36 7EE5RE O 2 v (197380 s 40 i FH 5 5 Ah 2 i)
Bif% MK mNOX-E36 7E 37°C N T & 11 5nM 5 MCP—1 AT 3L, 27~ Ay Bl mNOX-E36 ¥R J&
AR AL FE I H 43 B

[0384] & 14 7R T A MCP-1 %5 1 THP-1 40 fu (¥ fafb otk , L rh 76 THP—1 40 B 8 [ 2% Fh
MCP-1 WREEITR 3 /N i, 3RA5 T 0% F MCP-1 WS — [V 4k, o A Bl MCP—1 ¥ B 1fij
AR AR bE 0 BRI 5 1 XA

[0385] [ 15 Eon T Bi4% 5 i 1k NOX-E36 7ERa40 I 52 i3 BR80T 5 ik i B il i 5 4% ol
18 15 7 A4 7K NOX-E36 7E 37°C T TiliF & 14 0. 5nM A MCP-1 IEH8, KR 4y Bl 8545 7 A4 1A
NOX-E36 & iZ M A2 4k i 0 FE R 1 23 L

[0386]  [&] 16 Z7n T 5e5 74 7k mNOX-E36 ZE#a 4k Il e v2: (1250 s ik 4l sl ) 45 45
= 1545 5 74 7K NOX-E36 7E 37°C R T & 1 0. 5nM il MCP-1 1L, 7R Ay bifi 45 45 7 44 14
mNOX-E36 & & 1M 224k (10 BRI B 43 L
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[0387] K& 17 &7~ T Biacore2000 14K (sensorgram) , 480 T 4% 1% 5 4 44& NOX-E-36
5N MCP-1 ( Hl ik i AR 156k 2 [ 22 75 PioneerF1 ARIKAF M 1) S56 10 K, 8, R A bl
N [ T A2 40 (R Y. (RU)

[0388] 18 W7~ T Biacore2000 &K, HAE 0 T 451% T/ 14k NOX-E36 5 A MCP- FKjik
B HE T (huMCP—1huMCP-2 huMCP—-3) H1 A& 2 Pk 40 M a4 PR~ (Rl oo Jie A T i 7 4l
[ 52 4F PioneerF1 Fll CM4 fR A5 L) 146, 387 A BE I TR] 1 AR AL I . (RU)
[0389] K] 19 7R T Biacore2000 £ K, HAr B T 555 7 MK NOX-E36 5k H AN R4 Fh
[ MCP—1 ( X MCP—1 \Jf MCP-1. A MCP—1 . J% MCP—-1. ¢ MCP—1. /> ff MCP-1. K i, MCP-1) ( Hirp
ANFTE B MCP—1 T8 it i AR IBC I 72 73 Jall [ 7€ 7E PioneerF1 Fll OMA LA 5 b)) 44,
Fan M BT (] AR 40 [ Y. (RU)

[0390] & 20 & 7R T Biacore2000 {% &% &, H 45 B T 4% 1% S ) /& 181-A2-018 5 A
MCP—1 ( Hfl i AR I FE 8] 58 AE OMA AR IRES O 1) Z55 10 K, i, 2o A Bl TB] i 2R AL 1
Y (RU) 5

[0391] [ 21 &R T Biacore2000 /&K, AR H] T 5i5 4 & 181-A2-018 5 A MCP- X
BEE E R (huMCP—1huMCP-2 . huMCP-3) FARE R MR 4l Mot PRl (Hoad i el B #E 43
A 2 7E PioneerF1 fil OMA fRIEE5 5 1) 044, o Bl TR A2 40 [l . (RU)
[0392] ] 22 B7R T Biacore2000 f& KK, AR T 85 m Ak 181-A2-018 5k A ANA
W) FH ) MCP—1 ( R MCP—1 . ff MCP—1. A MCP-1. %% MCP-1. % MCP-1. /)> i MCP-1. K k& MCP-1)
(LA FEE A B MCP-1 38 i AR B 72 40 1 [ 52 7E PioneerF1 F1 CMA AR IEEF G E) 1
Ghr, s B [R) T AR AL R Y. (RU)

[0393] & 23 @R TR HASFEIFLB YA MCP-1 BL S N MCP-2, MCP-3 FHRg B M A 48
Mot R 7 (AL S 1-76) [ Clustal W EEXT s

[0394] 24A 7R T RERE T NOX-E36 FT 181-A2-018 XT3k A AN [E]r FLsh ) i) MCP-1
LAz N MCP—2 MCP—3 FIIE J 11 Fir 41 Jfd 10 PR 110 &5 6 R S PR ks

[0395] [ 24B o n TAES T 18 Biacore 20 M1l i () NOX-E36 (L £EME b, Hoh 2k
W FE AL NOX-E36 [ 5 7 AL s O A K1 L, 9 HAr i 7 — 2045 cC Fn oXC @tk IRl 1 5
NOX-E36 454 ;

[0396] & 24C &ox T iid Biacore 73 A& () NOX-E36 L5 &4k BRI F4H B AR H I3 ) 5% 43
B, Horb BT IR 7 S0 i 52 7E CMB AR S O 7 3R 1] b 33 5 N 25 A B 1) NOX-E 36, It
HH BiaEvaluation #AH870H NOX-E36 HI4551T M ;

[0397]  [&] 24D Z7n T H MIP-1 a HI¥LT THP-1 40 B i tb ) & — S W ik, - 30A 3
W PE 2] 0. 2nM ;

[0398] & 24F &R 7 NOX-E36 %7 T H MIP-1 a 5 S itk it #kl. NOX-E36 % T
MIP-1 a i S THP-1 4 f i Ra b T3 52m

[0399] || 25 TR T 4515 S MR NOX-E36-3" —PEG ZEEE BN 52 vE R K h 4B i 5
=I5 7 4 7Kk NOX-E36-3" —PEG 7 37°C N HUiF & 1 3nM A MCP-1 347 i, KR A
b4 15 5 A4 7K NOX-E36-3" —PEG ¥R B Ifil A2 4k (R4 FE) T 23 LL

[0400] || 26 TR T 4515 SRR NOX-E36-3" —PEG ZEEAL I 52 v AR (40 7 5 1k 40 e i i)
5% M 8545 S 1 NOX-E36-37 —PEG 7F 37°C N TiBF & 1 0. 5nM A MCP-1 3T, £ A
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b NOX-E36-3" —PEG & J& i 22 AL (R4 FRIT 5 43 B

[0401] & 27A 7R T 8515 S MK NOX-E36-5" —PEG 7045 B Mol s v b il s 4n o e
55 %P & 1515 7 A & NOX-E36-5" —PEG 7E 37°C T TR & 1 3nM A MCP-1 1FAT HI¥, KR
W A% S A A NOX-E36-5" —PEG ¥ J5E 11 A2 Ak IR 6 R AR T 20 L

[0402] 27B B8 T 45 A% AR NOX-E36-5" —PEG 8 a4k Ml 2 v vh i 2% 5 ik 40 e
] 55 8% B e () B 1% 57 R 4K NOX-E36-5" —PEG £ 37°C F AU H Y 0. 5nM A MCP-1 T8, %R
MBS R AR NOX-E36-5" —PEG ¥ B 1 224k (A% BRI 43 L

[0403]  [¥] 28 7R T 7F THP-1 40 B P i Bl MCP-1 5 11 Ca™"— BN, Hp 318 T 6 T 1
MCP-1 Hy5) iR — RV 2R, Horh R BRECH RO S (ECy,) i K2 5nM, 7R Ayl L MCP-1 ¥k
F&E T ARk AN T 28 AL 2O 2 5

[0404] K] 29 B7x T Hi — W MCP-1 %8514 R & mNOX-E36-3" ~PEG 7R85B M & V2 1)
BT 48R S S P R A5 7 4 A8 mNOX-E36-3" -PEG 7E 37°C T Ui & (1) 3nM Kl MCP-1 1f
AT WL, K7 A Bl A 15 SR 7k mNOX-E36-3" —PEG Y FF 1 A% Ak fr 4 R 1K1 1 49 B

[0405]  [&] 30 ox T iR MCP-1 %5 ‘1 THP-1 40 fu i f& 40 otk , L P 76 THP—1 40 g 8 1) % Fh
mMCP—1 ¥ IERE 3 /N i, 3R15 T 0 F mMCP-1 57 — o il 28, 37 4 B B MCP-1 ¥R J&
T 7224k B LE 06 O & 1 X A3

[0406] & 31 B7R T Hi — bl MCP-1 145545 ¢ 14 f& mNOX-E36-3" —PEG 7E a4 I i v (1)
BT ik 4 B RH ) 5 S E I B R R A AR mNOX-E36-3” —PEG 7E 37°C R FUIF & 119 0. 5nM iR
MCP-1 3E#%, o A BT — WG 7 7K mNOX-E36-3" —PEG ¥ B 1M 42 Ak 116 JEP) B 43 L
[0407] ¥ 32 &7~ T Biacore2000 /&P (sensorgram) , Hf5 8 T & /A D-mNOX-E36 5
D-MCP—1 ( H:l i e A IR R [ %€ £F PioneerF1 AR B i 1) G561 K, {8, K= Ky B It (7]
ML M R (RU)

[0408] 33 B8 T Biacore2000 {1 &, H5 8 7 & {4 D-mNOX-E36 5 A D-MCP-1 i1 i,
D-MCP—1 ( i iR P A AN [R] 7 2K ) D-MCP—1 38 3 e 183 3 ik #2491 ] 5 £F PioneerF1 A CM4
fERGS S B ) BIghG, R BN A28 46 1 Y. (RU)

[0409] P4 34 ok T 24 FAIE 9 MRLI'™ /N B0 B I U1 45 L T o 16 D oo R - A
K (PAS) « Mac—2 ( LW 20 e ) (50K F1 CD3 (T 40 B ) 1 i AR 84T YL €0, ; T ik B 15 2 &F
AN 7-12 R/ BRAR R CJR AR UK A5 Z PAS : X100, PAS 3 & : X 400, Mac2 : X400,
CD3 : X 100) ;

[0410] &l 35 fon T 4%, HBIBRUL A T AEASRIZHIY 24 FIRE I MRL™™ /NP ShiBe 2
AR R B a2

[0411] [ 36 B TR 2 &, His ik 782k B pra 4L/ R g bl i bk
TR T B VR EAT A, PR AFFEEL (interstitialvolume index) ;B, B /NEY 5kTR
¥ (tubular dilation index) ;F1C, B /NEYN 1L FEEL (tubular cell damage index),
HEH SN B AT 4 Lo R s T (. £ SEM

[0412] [ 37 Eon Tt Kaplan-Meier 207 v 5 H AU AN G T7 410 MRL™™ /)N BLUKIA7
i s

[0413]  [&] 38 7R T OC— #44k Kl CCL2 1 CCL5 115 mRNA 234 , Hod it A i MAEANZL I 5
SUNEAIC AR EVE RNA 8520 RT-PCR Sl sz, Ferh &R/ B RNA KP4 % H I 18S
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rRNA K IER KR ;

[0414]  [&] 39 B7R T 18id F mNOX-E36-3" PEG BEAT VG YT 5 | Mlidis 38 2% 020 5 I 24 JE IS 1)
JT A i g AL 2R, I 2 2 EEHUEAT VRS> s [ mNOX-E36 11 mNOX-E36-3" PEG ZEAT 167 ik
DT MRL™ N R AN SR L RORE s BRGNP 7-11 FUN RO 5 IR
KAEEL X100 ;

[0415] 40 TR T 24 ARSI MRLY /N IR B RIS 26 DL, JHG 38 L B T 40 3
8 (ZEi /R 5 HAE FHHT -mCCL2 S8 e ARy /N R CHIAE/NED) bR
[0416] P9 41 S7n T 4E 24 R 9 MRL™* /)N i o 375 R4 R 2 A 48 5

[0417] K&l 42 WoR TAEZIF S FE R AE L3R PEG AT SR PEG 4k I PT —-mCCL2 B31% 7 14
IR 25950 )2 » 37 JpAE A B Ta) (40 eR B B3 4% 7 A4 Pk mNOX-E36 [ LR &

[0418]  [&] 43 TR T 4E 24 JE#E I EE A 03677 1R 8 mNOX-E36-3 PEG— ¥4 77 g MRL'™ >
/I B PR B E A A A ) CCR2 AL R4 BB s 20 Wn AR RN 5 UM, 7R
BESAM A A CCR2 FH P41 ML 19 °T-34 5 43 b £ SEM 5

[0419] ¥ 44 &R TAEH PoC-PEG ¥J7 1% ( €84 ) FIA] mNOX-E36-3’ PEG (mNOX-E36-P)
BITH) (CEEGAAE ) 1K db/db /) B A I IILIE CCL2 7K, i AF 7 O AS [R] I 18] 38 i ELISA Sk
WE SER S IE + SEM 5%, p<0. 05, mNOX-E36-3" PEG (mNOX-E36-P) % PoC-PEG ;

[0420] [ 45 7R T 1ERIGTT B FH POC-PEG BY A 1] HE Ui mNOX-E36-3" PEG JAJT7 ¥ db/
db /N ELF B ANERAITE] LR, Mac—2 A Ki—67 BHIE4N B2 i E

[0421] & 46 8275 T 4E 6 A H K db/db /s A B0 g PR B /b Bk AL ok B AR
[/ BT U0 PR — A SR AT e, FERTR BB U A1 15 ANE/INER RS PR v
PE ANEREEAL AR FEREAT P53 s Ik R B T 0 R s K & B 455 AR T B /K,
JREETIOAG A 400 X iR B IR UL EH T /A4 (n = 7-10) TP/ BRI RN 50 197
Y E 43 e £ SEM 5%, p<0. 05, F mNOX-E36-3" PEG (mNOX-E36-P) 447 ) 1K db/db /> % FH
PoC-PEG (PoC-P) ¥7 [ 1K db/db /N, 5

[0422] & 47 & 7% T 18 6 A~ H K 19 H mNOX-E36-3" PEG (mNOX-E36-P) ¥& ¥7 i1 #1
PoC-PEG (PoC-P) ¥GJ7 I 1K db/db /A BB /N EKIEIEZ (GFR) S7EPTIABF 9T BIAIY , 75 H
PoC-PEG J347 IR mNOX-E36-3" PEG ¥&J7 1) 1K db/db /N, I8 FITC- 2453 B3 7
225K 2 GER

[0423] & 48 B7x T 6 1 H KK db/db /)N B /N 22 4 A TR) BRUAR AR 4R ) S U1 A
[ 5 B g B TR B S ML B E RIS 100 X) AR R B4
7-10 H/NRI & BB E S T IREUN - 4{H £ SEM %, p<0. 05, 2K db/db % BKS Hf 4 AY
/N 57, p<0. 05, 1K X 2K db/db /MR 5+, p<0. 05, F mNOX-E36-3" PEG (mNOX-E36-PEG) 447
(K] 1K db/db /s 6 FH PoC-PEG Y447 1#1 1K db/db /ME] ;

[0424] & 49 &.7< T db/db /)5 ) CCL2mRNA Feik , FL i A% H A BN 6-10 H /N,
HYC AR 1) B RNA 22500 RT-PCR SR 5E s &R/ B mRNA 7KP 32 B8 25 B 1Y 18S rRNA Kk
KFLRN

[0425] &1 50 B T Wnid ik Sz G o il s K45 db/db /N BB A 2R () CCL2 3R38
i B B AU B T ok B TR LT 6 A H R R/ BT I AR DT R (TR R TBOR A%
#7,200X) ,
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[0426]  SCHfifs] 1 54 A MCP-1 (%R

[0427]  {EHI AV ZAL BN D-MCP—1 AR HERR, W] A=A JLBR G & A MCP-1 HIRZ IR, 1% 1R
W HIR IR 127 hilisy . IXLZIR I NI TR AL SRAMEH 2B 2L R D-MCP-1
(158 4 1t B pull-down P EVALEE /K (B D- % ) /KF ERFATRAE (SEHEfH) 4) , 5%
L] Biacore2000 B IEAT MR M5 & 1 R IRINEE (S 7) AR5 4 kIR
Yy Ca” - BETBENE TR (S 5) sRAMaIEIN Vs (SEitif] 6) EBTE i AK-F (R
HATRIRRI LI MCP—1 (L-MCP) 1) L- #%18 ) _EaEATHRAL,

[0428]  fur b /™ A A% IR 73 1 S s A [ 1R Je B 66 e, DY vl 2 2 11 S R A 1B 1 A I
2(1A/1B ) (B 32 24 ) VI 4 ANEI 5 (3 8Y) LARZIEI 6 (4 8) g 3o T3 AMIANBEAH ELAR G
I HANRE 5 A SCHT R (AN R 7 S5 PP ARG R 2 5 MCP—1 [IZIRAER 7 h 1 o X% H
B2 7 )3 7 (1) 52 S, A T TUPAC 465 LA T AN I TR

[0429] S i GBLC;
[0430] W 99 AR U;
[0431] R M A GolA;
[0432] Y WEILE cokU;
[0433] K Wi GaU;
[0434] M WaEkE AmkC;
[0435] B JE A CeUBLG;
[0436] D JEC ABLGELU;
[0437] H 4E G ABCE U,
[0438] V 4EU A CEG;
[0439] N o A BR G 8 Cal U,

[0440] 4N BLARAE I 5 BUAH B, WA AT A% 6 17 90 83 e 1) BRI 1K e 41 5 23 il A 57 — 37
(175 H] 7

[0441] 1A F4ZhE4 MCP-1 %R (18 1)

[0442]  GnfEWE 1 L), P 1A TR 45 -6 MCP-1 AL IR 1) 7 ) #EL 5 J LA IR 41 B

&, P &B1A FB1B PE T AR E AAC I 57 — F1 37 — Rufi/ 75 Bt 2R, 7E1% 5 7 I
B4 X PZRAS, AR B AT T SEPR 7 AE . & B2.B3.B4.BS (R B6 (UM N

B1A JfifzB18.

[0443] SR A F A4 F AL 9 A D-MCP—1 1) B2 1 5% 4+ 1 pul l-down I 5E 75, 783 747K
Vb RAEIX AL, ER R CA1 & G AT AT EATEAT 0 (SEREE) 4) o Bk EH
JPANE A G e i i (CSEida) 3) , FHATH IS ARG B4 1) MCP-1 (L-MCP) 71 R4 4H i 3% 754
Ca"'— BEICI 2 v P AT IR ( S 5) o

[0444]  JitsE XM &AL LA BRI S5 G MCP-1 [FAZ IR 2[R ] BEAN [A], X 520w 1 % MCP-1
[5E GBSy o FET X AMESRE Ay 1A BU4E 4 MCP—1 AR BR T AN R R 45 B MCP—1 A% R T ik

ﬁﬂ‘]%’a‘%*ﬁ,ﬁnT%ﬁSE‘Jﬁ%BlA‘&\BB\Bz}\\B6 MBIB [PAREATIIZH R 51 A4
Mo AN S DAL A T 45 4 MCP—1 SR U2 b T 1Y
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[0445]  « £(B1A |RIBLB [/ ] LLAH 242510 57 — #1037 — K FE 5 B s 2 hB1A |2

AGCRUG|,fLiEAGCGUG)  HALHB1B |ZICRYGCU|,LikICACGCU];
[0446] < &% B2, H:j& CCCGGW, {1k CCCGGU ;

[0447]  « & B3, HJ& GUR, fILi% GUG ;

[0448]  « &% B4, HJ& RYA, fILI% GUA ;

[0449] E,E%GGGGGRCGCGAYC ,ﬁtiz*i@GGGGGCGCGACC;

[0450]  « £ B6, H:J& UGCAAUAAUG 8% URYAWUUG, 4 E UACAUUUG ;
[0451]  GnAEWE | O ETHEZR I, RN 176-E10tre FIRZ IR 73 1 BA Bl X MCP-1 [ 45 655
F173 (€ pul I=down JUEVEHAVENIER, Ky Ky 5nM ; LA FER SN M5 724 Ca™ — B0 2

A BB SRR, 1Cy, Ay 4-5nM) , JFIRIER] DU Rl dme 7 41 A K P21 e 1B 1 ALV B2 B3

B4.B5|\B6 MB1B L4

[0452] 1B k45 MCP-1 (IRRRR (1 2)

[0453]  WITENE 2 T2 1, FFAT 1B BLRY PRSI AS 6L B JLAS 9 B s, b £2BLA [
B1B [/ 77 LU HLAAS 0 57 ~ I 37 — A 41BL, 3 FLx B2, B3, BA.BS iz B6 M Ky

“B1A F&B1B AR, £ %0 T HHE— 2 45 HIX P AAL, WiE AR A F SEBRA7AE I
[0454] K FHA# A= 2= AL 1K) A D-MCP-1 [¥) B 4% 1 5% 4 7k pul l-down Il 5& 22, £F 1 1A 7K
B R ALK S R, MERR 3R AT 45 G AT AT e AT 0 g (Sl 4) » KR r
J7 56 o B SRR (SEREB) 3) , FRAE A RAR A Y [ MCP—1 (L-MCP) ZEAR4N 4N g b5 754
Ca’™ = BN 2 v BEAT IR ( SEHE) 5)

[0455]  JIT5E XA EHILE 1B BRI 454 MCP-1 A% G 2 [R) A BeAN[R], 3X 541 T % MCP-1
IEE G e fl o JE TR HEMERS 4 1B BU45-4 MCP-1 [RIRZ R IKAS[R] R 45 & MCP—1 [#4% % iy i3k
AT & o, W R S BLAL B2, B3, B4\‘ B6 AB1B LK eI i P 1A A
MR SE P b DAL R T 45 A MCP—1 SR U A2 75 1

[o456] « &XB1A |[FIB1B|,H ] LIAH B 2477 ; HhB1A [Z2AGYRUG,PLiEAGCGUGIF H

B1B [2[CAYRCU|,{EZEICACGCU,

[0457]  « £ B2, H.J& CCAGCU 8k CCAGY, fIti CCAGU ;
[0458] « & B3, 2 GUG ;
[0459]  « & B4, 2 AUG ;

[0460] - £BS5 HLRGGE6CGCECCACC;

[0461]  « &5 B6, HJ& CAUUUUA B CAUUUA, £ 3% CAUUUUA,

[0462]  HN7EE 2 AR FTHEL K, Bkl 176-COtre {944 ELUA S DR MCP—1 %5 45 561 )
(2E pull-down Jl V- AE J3E 1, K, 2l 5nM s DU AE AR MBE 364 Ca™ — R IO 52 1257
V5 IR SR, 1Cs g A-BnM) , 36 BRI AT LUK e £ 7791 LUK 51 76 (B 1 AL\ B2. B3 B4+
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BS|.B6 A[B1B ittt 414
[0463] 2 AUZE4 MCP-1 AR (18] 3)
[o464] UL 3 S FHRER I, BEAT 2 LT 10 4 JLA T 51 B sz, 6 45[B1A [

BLB [ ATLUIE 44400 5 - A1 3" ~ RUFF SR, I LAz B2 b S TC I . 4R 15 %
Sr T I AR R AT, U TR A SERRAEAE R o

[o465] 3 P A L 240 ZE ML 19 A D-MCP—1 (0 EL45 1 32 4+ pul1-down 2 ¥, 1638 P K
1 (I R R, DA A6 2 (10 5 6 17 AT TREAT 0 5 (S MMl 4) o 45 e th
A B BRSO T (SEHBM 3) , 3600 H K AN MCP-1 (L-WCP) 75 k541 Mkt 3647
Ca"~ B MO (SCHEfH 5) SRASMEMIENE T (M 6) STt

loas6] [ iz SLHY A F4Y I IIAE 3 TR0 S5 A MCP1 (0002 IRV BRI, I 3500 T %4 MCP-1
%4y o LT XERERERR 2 T4 45 MCP—1 U RRRRIN ARSI 6 £ MOP-1 10 KPR T84T
{954 T, B0 A 1 2B 1 ALL B2 B 1 BB B A0 i #9141 e L
HEERRT 4525 MCP-1 K UL BRI -

o467+ £z[B1A [#[B1B], 0 /2 AT BIAH 1 A4y 57 - i 3° — A3 FE 4B < 3L eh[B1A | 2
ACGCA |fi[B1B | 2[UGCGU],=k #[B1A | 2[CGCA |ifi[B1B | 2 UGCG],=k #[B1A | 2/GCA |

B1B |2UGCG [kUGC ik, B1A }2GCA mB1BZUGCG;
[0468] %% B2, HijE: CSUCCCUCACCGGUGCAAGUGAAGCOGYGGCUC, 1%k CGUCCCUCACCGGUGCAAGU
GAAGCCGUGGCUC.

[0469] 1 7F &l 3 Hh BT HEL (1), FR R 180-D1-002 ¥ 1% % LL A% 180-D1-002 (¥ 177 25 4 1 4
180-D1-011.180-D1-012.180-D1-035 F11 180-D1-036 ( = NOX-E36) H.A A iFiI%F MCP-1 ¥
iR (AE pull-down I 2 V2B Sa 4+ 1 pull—down W& V2 VB R i& 44, Kp<1nM) , FFEA]
I RT DAAA R R 7 91 DL K 7 4 e B 1AL B2 FB1B [t 414

[0470] Xt T84 T D-NOX-E36 (D-180-D1-036 ;SEQ. ID NO. 159) , W {Ef# 555 5 (K,) {E
i (RT) T4 890+ 65pM Mi{E 37°C T 24 146+ 13pM ( SEHfH] 4 518 9) o AHMY KI5 44 14
NOX-E36 (180-D1-036 ;SEQ. ID NO. 37) {E4&4N Ca™ — B0 2 7 Bom i 3—4nM 30
(ICs) (ZEJtEf 5 51 12) , FIE RSN EAPE N E 2 5 Som B2 0. 5nM IR (IC;,) (52
5 6 ;18 15) o AF T NOX-E36 [ PEG 44 1T 25 4 NOX-E36-3" PEG 1 NOX-E36-5" PEG, 7
Ca™ — BE O 2 V2 il 5 HE 24 3nM R 1Co, ( SEHEM 5 51 25 FHIE 27A) , FIAE AL e
T2 <InM 1 1Cs, ( SEHEA) 6 ;1] 26 FAIE 27B) .

[0471] 3 MZE& MCP-1 (KR (& 4+5)

[0472]  GnfEW 4 A 5 F AT 0, BT 3 BYR R A0S LA P4 Beak &, Hodh = 2
3 AIEELS MCP-1 IRZ IR TR IEMEY . &B1A (FB1B|LL A& & B2A 1 B2B DL K £ B5A il B5B
HAMEIAERIBE ST o SR, TE1% 57 Frh e 2 45 HIX P AL, WAE AR BRA T S BRA7AE
(1o AR A HERL IR AL TIX LET] BEAAS P A1) T th 2 ), Foak e XA & B3 & B4 %uﬁ%

0
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(04731 SR A ZAL I A D-MCP-1 FY ELHEA 5540 pul 1-down 52 4, ZEE AT
AL, DB A4 G AT AR E (AT A0 (SEREN 4) . B (7 41
B BER SERIPE (SEHE 3) , I AR MOP—1 (L-MCP) 7E PRSI M5 s (55
Wil 6) kil Biacore WAL (STHEH 7) HEATHIA.

(04741 75 LRI AEIFFULE 3 K355 A MCP—1 AL IR 1A T 6N 7], JX B4 T 4 MCP-1
IS5 G R o BE TR HEMERE Ay 3 U452 MCP—1 (R IR IR AN [R] 1R 46 45 MCP—1 IR R T dEA T
{95 240 7, 41 F A 5B 1Al B2A. B3, B2B. B4, B5A.B6\B5B.BLB | e i % e
FPA A MO B (14 0 L A P45 2 MCP—1 SR B A T 1

[0475] @ 75B1A |FBL1B|, L& AT LUK A 57 - A1 37 — A5 5 B < S BLA |2

GURCUGC |TB1B |£GCAGCAC] L. [B1 A [ilCUGCUGC fiifg 1 22 cAGCAC),
0476] sk #B1A|2[CKSYGC |iiB1B [/£GCRSMC]; fii4t. B1A [££GUGCGC |iiB1B
#GCCCAC;
(04771 5% #[B1A | KBBSC |i[B1B | 2[GSVVM; it 14 4z, B1A | 2 KKSSC | i [B1B| &
GSSMM;

04761 £k #B1A [;ZBNGC [iiB1B |/2{GCNV} ik, B1A |5£[SNGC B 1B |2{cCN S}

i, B1A [6GGC |iiB1B [iGCCC;

[0479] < & B2A 1 B2B, H& W] LIAH B 244 1 P41 B s Hoh B2A 42 GKMGU i B2B /& ACKMC ;
i, B2A J2 GUAGU ifif B2B & ACUAC ;

[0480]  « # B3, H: /& KRRAR, 1% UAAAA B, GAGAA ;

[0481] « £ B4, H J& CURYGA B CUWAUGA BY CWRMGACW 5 UGCCAGUG, 1k 1% CAGCGACU BY
CAACGACU ;

[0482]  « B5A F1 B5B, H A& W] LIAH B 2% A8 117 41 Bt s M BSA 42 GGY 1y B5B & GCYR, M
GCY 7] DL 5 BA W% R ZAC ;B B5A & CWGC 1] B5B J& GCWG ;PikHh, B5A J& GGC fij B5B
H& GOCG ;

048]+ £:B6,JL/ZYACA 5 CKAAU 5UCCUUUAU £ UAGA.,

[0484] LRl A ML 5 BT i), BR A 178-D5 IR M AT A=) 178-D5-030 LL KPR A
181-A2 [RIA% 1% J2 HATAE 4 181-A2-002. 181-A2-004 181-A2-005. 181-A2-006 , L81-A2-007 .
181-A2-017.181-A2-018.181-A2-019. 181-A2-020, 181-A2-021 Fl 181-A2-023 ELA H 1T
X MCP-1 [y&s&26 A1)y 178-D5 Fl 178-D5-030 7E HHE 8w 4 1 pul 1-down &2 1E N
TEREAT VAL (S 4) , 2K, 29 500pM. fEAH A OS2 06 B T, 58 H 181-A2 [ K,
25 100pM. it Biacore 23 M7 (SZHif 7), 181-A2 K HAT A6t T MCP-1 (1) K, 290 5E A
200-300pMo 7EAF FHE5 TR0 MIIR) Ca™ BEIS0I E vERRAA I E V% (J3 0 4 SE Tt 5 Fe) i,
43 178-D5 A1 181-A2 P15 1Cyo 24 500pM. PRI, 178-D5 A1 181-A2 LA BT £
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AT LA ML 7 51 L 4176 #HB 1 AL, B2A B3, B2B. B4, B5A.B6, B5B FI[B1B [ffs & th 41 4.
[0485] 4 AUZh4 MCP-1 IR ([ 6)
[o4s6]  IfE (&l 6 R FTHELR I, A 4 ALHG RSB A LA S B, 30 h B LA [

B1B |20 LIAHHZ4AZ M 57 — Fi1 37 — R E 7B, 3 H & B2 & D e s o

[0487]  RHAFH W ZALII A D-MCP-1 ) E % pull-down I EVE, fF&E A /KF R AEIX
TERZTR , DMERRPE C AT G SAT AT EA AT g (SEilf) 4) o ik £ H 52005 o 5
15 SRR (SZHEA 3) 5 34T FH R AR K L1 MCP—1 (L-MCP) ZEARSNI Bt 354 Ca™ — B 5
12 (SEhEf) 5) F/ stk I e vk CSERER) 6) Hr kAT IR .

[0488]  FTiE LI ERIFHILE 4 BRI 455 MCP—1 [RIAZ g n] BE AN [F], X 5200 T %7 MCP-1 [
RO . BT XTHERERE Ry 4 B Eh45 MCP-1 BAZ R AN [R] B 45 4 MCP—1 [ RZ R BT HEA T 1
£ 4T, AT SRR B 1 A)\ B2 B 1B LA 110 I A/ A 5 0 e B
RN 256 MCP-1 Kt /2 A 77 1

[0489] « £3B1A MIB1B|, &0 LIAH B A4ATH 5 - F1 37 — R 4 B ; HhB1A 2

AGCGUGDU |ifi[B1B [£GNCASGC U=k #B1A | 6CGCGAG fi[B1B} CUCGCGUC sk #
B1A|%(CSKSUU |iiiB1B |&2GRSMSG];5B1A |2 GUGUU|i[B1B | £ GRCAC =k #B14 |
JLUGUU |ifi[B1B [f£GGCAf; ik, B1A [{CSKSUU [ifiB1B [/t GRSMSG]; 11t 4 1iB1A

72lCCGCUU (mB1B |2GGGCGG;LL

[0490] « £ B2, H & AGNDRDGBKGGURGYARGUAAAG Y AGGUGGGUGGUAGUAAGUAAAG Y,
CAGGUGGGUGGUAGAAUGUAAAGA , 11t 1% AGGUGGGUGGUAGUAAGUAAAG

[0491]  4NAEE 6 T TG 17, FR A 174-D4-004 F1 166-A4-002 [114% 6 HLAT 5% 196 MCP—-1
(P55 SR (LEPRSN A IS 724 Ca™ B0 2 vE P AR 518 Ak, 1C,, 24 2-5nM) , JF:
PRI b m] DA s A 41 LA R A1) e B 1 AL B2 FIB1B |20 4 .

[0492]  34b, %52 T 29 N HABLKSE & MCP-1 IR, BRI O T 1-4 B g5 &
MCP-1 WL 1 B % TR T A1 oA M A Ak iR . XS8R HI 7R 7 A .

[0493] Y IEfA, AEMTTER 1 2K 7 v BRI 7 SRR A % BH IR IR , A& e AT
SRR X T HOE RS AT BB L Sl AT 2, (H 2 45 R A2 25 B b A R S e R AR TR
TR RS 55 5 HEhR o

[0494]  SEJiifA] 2 : 454 (R MCP-1 %R

[0495] A FH A ZE A L D-MCP-1 AE A #E4R, W L™ 4 ) LA 5 2 25 IR 7 . X4
IR I e 5 AT i 45 5] IAEL 8 F3kAS .

[0496] K AHAEH AW =40 1 B D-MCP—1 1) pull-down €5, TEIE K B RAEX L4
i, MERRAR CATN S GAT A EATEAT 9 (Ll 4) « kR P56 o 5%
Rk (SEHER] 3) » I AF FH R AR A AL ) MCP—1 (L-MCP) {EfRSNN f 35 7524 Ca™ — B 52 5
(SEaf) 5) st (S 6) ATk,
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[0497] 17 & 8 H Pt 4 22 1%, D-188-A3-001 11 D-189-G7-001 LA Kz & A1 i) it £ ) 1
pull-down I 5E % LAV 44 B8 /R IR FE 1Y) K, 456 D-MCP-1 ( | 8) .
[0498] X T D-mNOX-E36 ( = D-188-A3-007 ;SEQ. IDNO. 244) , JIl #3 ££ 37 °C T fift B % %1
(Kp) 24 0. 1-0. 2nM ( SE 5] 4 s 18] 10) o AH M R 58 4% 5+ 74 4 mNOX-E36 (188-A3-007 ;SEQ. 1D
NO. 122) FEMRSN Ca™ = B0 i v Ws 40 12nM 3R B (1C,,) (SEHfs] 5 51 13) , F
LEAASNEA I 5V 7R H 2T ToM IR BE (TC,0) (SEHEMH] 6 14 16) o X T~ mNOX-E36
() PEG 4k [K)4i7424) mNOX-E36-3" PEG (SEQ. ID NO. 254) , £ Ca’'— B 52 2= 7 il 52 H 4 8nM
(1) 1Cyo ( SEHEM 5 51 29) , FHLEFEALMED 52 3240 2 HE 24 3nM ) 1Cs, ( SETEHY 6 5K 31) .
[0499]  NHFEAR, TR | 2K 7 ORI P A0 R YR A R W AL R, B e AT R
S 2, T HS B EATT AR 28 (A0 T 2, E I A 45 ) G S AR R R S M AL TR )
TR B 45 G 48R .
[0500]  SEJEf 3 ARG G AR & AT A4
[0501] /N & AR
[0502] A Jij 2" TBDMS RNA Y¥. #% Bt f& 4L “% (M. J.Damha, K.K. Ogilvie, Methods
in Molecular Biology, Vol. 20Protocols foroligonucleotides and analogs,
ed. S. Agrawal, p. 81-114, HumanaPress Inc.1993), {# H ABI394 & K& X (Applied
Biosystems,FosterCity, CA, USA) , il 1 [ AH & B e il 25 G AR TG 1R S A AR . D— Fil L— f 7RY
1] rA (N-Bz) —. rC(Ac) = rG (N-ibu) — 1 rU- EREIEIZIE H ChemGenes, Wilmington, MA. &
PR AR S R A T e e I LUK BEA T 44 o
[0503] KA & & i
[0504]  F HJ 27 TBDMS RNA v # Bt f& 4k “% (M. J.Damha, K.K. Ogilvie, Methods
in Molecular Biology, Vol. 20Protocols foroligonucleotides and analogs,
ed. S. Agrawal, p. 81-114, HumanaPress Inc.1993), 1# A AktaPilot 100 & k% 1%
(Amersham Biosciences ;General El ectric Healthcare, Freiburg) , i i [ 454 Bk i
2455 A K NOX-E36. L-rA (N-Bz) - L-rC(Ac) - L-rG (N-ibu) - HI L-rU— WV Bt 5
ChemGenes, Wilmington,MA. 5’ — & J& — 7MY H American International Chemicals
Inc. (Framingham,MA, USA) o AASHGRIBEAR A AR & BT AR T L-riboG {4 F] CPG, FLA%
71000 A (Link Technology,Glasgow, UK) ;Xf T 3" -NH,~ 1&4Mff15e 15 M 1A, A 37— &
A -CPG,1000 A (ChemGenes, Wilmington, MA) o % T B (BERIGER 15 204%h) , {# ]
0. 3M £E Z 7 F a5 VU e (CMS—Chemicals, Abingdon, UK) #1 3.5 ¥ EH K H 0. IMEL

i LB LI B R o A8 A B A . SAth A T SR B IR & i I AR AR 1 AT e B
Biosolve (Valkenswaard, NL) . & 4% S 44, DMT-ON ;7E 221547 5, 16 H Source15RPC 4}
Jit (Amersham) , 1 171 #4489 RP-HPLC (Wincott F 2§ A, (1995)Nucleic Acids Res23 :2677)
BEATZEAL . ] 80% L MR KR 2 57DMT— A (E=SIR T 30 708h ) o BlJS, A 21 NaOAc 7K
W AT 5K R AELT4E 5 (Millipore, Bedford, MA) 3B U] [ il id & AN B 15 e 4 Ak
TTHE R
[0505]  NOX-E36 HJ PEG 1k
[0506]1 D&y " SEA A A5 St AL PACLE A P FR) AL Ao B IS T, 9 458 45 7 ) 7% NOX-E36 £ 37 — A
857 — R A LS 40kDa 2 4 (PEG) #4).
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[0507]  NOX-E36 [¥] 3" —PEG 1k,

[0508] T PEG 4k (KT PEG AL VERIECAA Y, ] 2 DL Rk YN & H) FiiF EP1 306 382),
WAL 37 - BB G5 e A ARV AR T H,0 (2. 5ml) « DMF (5ml) AIZZ i A (5ml 3t
REFER « H,0[7¢] IR [3. 54g] B%ER [2. 26m1] F1 1M NaOH[343m1] FHIA H,0 LLIAE
L B ZARFR R H 4% s H 1M HCL 3875 pH = 8. 4) RS,

[0509] A IM NaOH {5545 S A AW pH IS 8. 40 RJ5, 76 3STC R L4 4 (54 0.6
M) B 30 8PS 40kDa PEG-NHS Big (NektarTherapeutics, Huntsville, AL), H & 1A
3 75 2 85 % [ NICR . FEA N PEG-NHS BERIEFE A, F IM NaOH ¥ s NVR &1 pH £
FE7E 8-8. 5,

[0510] HiZ S NVIRAYS Aml JRZEH (8W) Aml 2236 A Fl Am] 223 B (0. IM FILE H,0
P AR = LHE5E ) 1RE, M 95°C 16 438, NG, RH CIEEEE (i B ;821
C:0. IMILE Z IR 21 = 23558 ) , {f FH Source15RPC A it (Amersham) , i ik RP—HPLC &
afift PEG W IG5 iR 75 5% Zeil C AbPe it & 1¥) PEG, 7E 10-15% 22 C APt
PEG ARG M k. BralifF >95% (Xilid HPLC SkRiPfh ) HIF-4 sy & 3F, 715 40m13m
NaOAC FHVR Ao 1B D) mantid g (5K PR 474 325, Mi 1 L ipore, Bedford MA) X} PEG 4k [1)4%
B R AT B 2k o

[0511]  NOX-E36 [¥] 5 —PEG 4k,

[0512] 24 T PEGAK (55T PEG A7 VERIE ARG Y, v 22 DRI & H H1iE EPL 306 382) , 44
Atk 57 — SIS B AR SRRV AR T 1,0 (2. 5ml) o DMF (5m1) FIZE R A (Bml ;i@ it V&
HEFBR « HOo[7g] IR [3. 54g] MR [2. 26m1] Al IM NaOH[343ml1] JF A KELEF] 1L
ARk s IM HCL 175 pH = 8. 4) BHREDT.

[0513]  FH IM NaOH {4515 57 A PRSP pH A3 8. 4. AR5, 7E 37T°C R LL6 iy (F543 0. 25
M) & 30 /8PS 40kDa PEG-NHS fig (NektarTherapeutics, Huntsville, AL) , &1k
3 75 2 85% [ KM . FEUN I PEG-NHS Bt R, A 1M NaOH 4 52 18 A4 1) pH ff
FR7E 8-8. 5,

[0514] A iZRNVIREY S 4ml JREWE (M) F 4ml Z2iPi B (0. IM [I7E H,0 [ 418 =
LHEHR ) IRA, IR 95°C 15 3 8he ANJE, R CIERERE (B B s 2P C 0. IM K]
ELIETI B = 2545 ) , 13 Sourcel5RPC /)i (Amersham) , il i RP-HPLC Sk 4lifk, PEG
B8 SRR 76 5% 2P C AbVEIL L &1 PEG, 7E 10-15% 2% i C AbPEMt PEG 4L
B R BG4 >95% (IXIE L HPLC KPR ) B4 sy & 9F, 35 40m13M NaOAC 4H
R, Wiyt sg 6K AT ZERE, Millipore, Bedford MA) % PEG AL IRI451% 1)
RIEAT I L .

[0515]  SLjtifhl] 4 - &5 & HEAIE (Pull-Down Jll5EVE )

[0516]  H4% pull-down I EVE

[0517] 23 I4E 20 B 37°C ', 7E pul 1 ~down 0 52 y2: H 0 238 A6 D-MCP-1 {58 R o {3
[ v =2P]- %51 ATP (Hartmann Analytic,Braunschweig,Germany) , it T4 4% 11 BRI
(Invitrogen, Karlsruhe, Germany) X[IEARUEAT 5 — BEERbRIC . Z0bmic (I AT BE 0o 14
4 200, 000-800, 000cpm/pmol o £ 4 FI & M J5 f 1 A TE 37°C R LA 20pM K 5 A A &
(KA Z A D-MCP-1 — 2 TIE PR (20mM Tris—-HC1 pH7.4 ;137mM NaCl ;5mM KCI ;
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ImM MgCl, ;1mM CaCl, ;0. 1% [w/vol]lTween—20) HFH 4-12 /N LAMELEARIREE T 231
#. FH 10w g/ml AIMiEEAEBA (Sigma-Aldrich, Steinheim, Germany) F1 10 u g/ml % £}
RNA (Ambion, Austin, USA) b 78 b FE G2, AHE RIS 145 A 11 (8 W B 2 4 FH 1y 28 ek 4 LB
[ 5 2 TR o B2 A0 D-MCP—1 (1) B2 9 [ 43 152 24 8pM 22 100nM i i AR &
Imlo BEFREFIAK - @A E SYE ELE 1. 50 1Streptavidin Ultralink Plus Fiifi (Pierce
Biotechnology,Rockford, USA) b, iR fioki CL BB G2 i - HF A T 6 1 [k
T BORLAEAR R R R T HOR S 88 P ORFEBTE 30 208 605 HISWIFE Mues e
PE N SR VT3 o O [ 02 I U PEIEAT 2 B 4568 23 BuX AR 24 19 D-MCP—1 [ 52 3k
112K, IF Had o d H %4507 (GRAFTT ;Erithacus Software ;Surrey U.K.) FHEE 1:1
(R4 BSR4

[0518]  $E4+VE pul I-down Il 5E V2

[0519] 4 T LLEA A& & D-MCP—1 [l A, SEflsw 4 20 Gl e v . AR B H 9, 4%
A]FRAF ) B HSEA ) R AR TEAT U PERRC (B0 E30) FHES . A mE s,
e BEME N T 37°C 5 EMZEALE D-MCP-1 77 1ml RELEMR H BT S, Tk 4%
S EAE NeutrAvidin EEEHEEL Streptavidin Ultralink Plus( FiE #kE B Pierce) L
[ 52 FIGEs 2 G K2 5-10% T S TR IR 454 (CTsadr ) o ¥ &R MR 2 M R br i
) D-RNA 15 /A28 & LAAS B I B (At 2410 F150nM) 5 &bRI0 KIS & — N, DAME
AT AT RIS G RN AP )38 6 5 2 25 T8 A 50 40 45 5 B8R, Tk D T 456105 5, 5 598
DRI DL T e AT 45 G RFAE o 71200 32 325 7 R IR e B v P R0 P B i T DA A 1)
225 U T HAIE AR LL IR 4 T

[0520]  SEJAs] 5 < Ca™ — B SO s v H F A A58 PN o

[0521] K THP-1 4 g (DSMZ, Braunschweig) LA 0. 3x10°/ml [ 40 i 25 f&, £E 37°C Hil 5%
CO, N, 7 BA5 GlutaMAX (Invitrogen) ] RPMI1640 3573k s 75 0, i B I8 5L S A iE &
A 10% R4 M35 50 A7 /ml AR50 u g/ml BEFFREMB0uM B - FitkLm,

[0522] T 37°C7E 0. 2ml #7/ (low profile) 96— &N, 7F Hanks “E47Eh 7 W (HBSS)
BB AR 1 PR 5 B4 MCP-1 (Bachem) — &I 15 £ 60 738h, JTiA Hanks P-4 shis il &
H 1mg/ml 41035 A A 5mM A f#EF A1 20mM HEPES (HBSS+) ( “ RIS ) o

[0523] & T HESFE/RFIZRHEEAT Ik, ¥ 40 oLk 300xg B0 5 438, AT 4ml Fg i 4
FHAEW (10w M Fluo—4[ 43 TR 1.0. 08% pluronicl27[ 2 F#E 1, T HBSS+ 7 ) H1, 3
76 3T CRIGE 60 438h. BHJG, I 11ml HBSS+, H1 b AR B 40 g, FH 15ml HBSS+ ik
— U, ARG TR E R T HBSS+ I LAFSI L 4 1. 1x10%/ml. [o] B¢ 96— FLAR IR FL A
AN 90 1 1 AN i BRI

[0524]  {F Fluostar Optima Z K0l AR ELEGES (BMG) 7 LL 485nm HIMHUR i KA 520nm
RPN E IG5 o AT 2R IPPATIE, R0 96— FLT R (EEF) —
Lo BEATH R AEIR 2 4 FP BT 3 IR LA T e 54 . ARG, rhlric %, FRR-FAR
ZARE TR . HZEBEAE 10 0 1 BB ILT, A5 PR R B gk B It
ke, S IL, BT R BE A 4 #2120 IRk % .

[0525]  XFFAFAN L, e 5K G R e A 2 () 1R 22 575 FEAT MCP-1 K BE AT 22 1], B
TAER T G T A PR H S B R SL 38 v, R R A R IR B AT 22
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[0526] A MCP-1 {3 KA KA (ECyo) BN E

[0527]  7F FH 35 PPk B2 1¥) hMCP—1 33 THP-1 41 B 0K 5 KI5 5 ML E 5 2 R 2= 7 ik
TG, 543 TN MCP-1 (58 - O 2k, HR BR800 oKk (EC) AZ 2-4nM (&
11) o ZIREYEH T — DT G R A R H] Ca™— BN S5

[0528] [ MCP-1 - 2m KA XK (ECs) MM E

[0529]  #F FH 4% PR B ) mMCP—1 38 THP—1 41 i K5 B KA 5 I LR A5 5 22 0] ) 25 S 0k
T G, 3R1F T BUMCP-1 [1I57)  — RO I 5, HL3R B 0 0K FE (EC,) 920 5nM (& 28)
IR PERE T — B2 T G e A R3] Ca™ — BTN S5

[0530]  SEtds] 6+ e 0 s v D v A B 0 o

[0531]  #dn b ik AT A ) THP-1 48 e 550, 7F HBH (HBSS, &7A 1mg/ml 213 H & H
F120mM HEPES) ARy —k, JFLL 3x10° AN /ml HEAT FBTF . % 100 0 1 %8750 A
HA 5um LK) Transwell $HAY) (inserts) (Corning, #3421) ., 7EEARKIX =3, 260
NGHRZ HT, 4 MCP-1 5 &Rk B I 845 e il A& — kD T~ 37°CAE 600 1 THBH 7 Ui & 20 %2 30
GrEh. RVI4ENEAE 37T°C TR ITH 3 /M. BlJE, B EIAY, 44 60 1 1 fEBEIR Eh 42 i #h /K
1) 440 u M 7K (Sigma) MIAREARMX &=, 78 37T°CFIFFE 2.5 /M5, 78 Fluostar
Optima Z I AR ZEAS (BMG) A7 LA 544nm [0 I KA 590nm 1) A& S A I 2 5 1
[0532] A MCP-1 [J~F-3um KA R (EC) BN E

[0533]  7F THP—1 4 Jid [r] 25 APk S 1 N MCP-1 324 3 /NI, 3843 77 N MCP-1 (K57 & -
I it 2k, HL3R BH B KA 0K B2 2 InM, I HLZE B8 KR FE IR v oD (1] 14) o X i —
T G T A RS G AP ) S 58, 48 A I MCP-1 ¥R 4 0. 5nMs

[0534] [l MCP—1 [ 30 KA R0 A (ECyo) BN E

[0535]  7F THP—1 4 o [r] % R B 1) B MCP—1 3T %8 3 /NI, 3843 7 Bl MCP-1 I3 & -
I it 4 L3R BH B KA ROR B D 29 1-3nM, - HL7E B =y R0 B I v PR g b (B 30) o % Tk
— DR T HBAG T A PRI A M () S8, A8 FH 1 B MCP—1 3R 24 0. 5nM.

[0536]  SKjiAs] 7 18 K 5 & AR ISR I B AT S5 A A

[0537] 7.1 VP4l NOX-E36.181-A2-018 Il mNOX-E36 [{]%¢ 5P

[0538] f#i ] Biacore2000 %'H (Biacore AB,Uppsala,Sweden) R348 5 A MCP—1 FiI
MREATNE G HEBOE I R LI, 8 B B AGENT 1-2 /M Millipore
VSWP JR G AT AE R IR sALR T8 0.025 n M) PAZBRTPUM L. 708 A BB A, il
LL5u 1/ 4Py 5F 35 1 10. 4M NHS F1 0. IM EDC (9 1:1 BBk 151k PioneerF1 B
CM4 &35 05 v (Biacore AB) o RJG LA 21 1/ 23 BRIt v E S AWKFES 0. 1-1. 51 g/ml [
FEAL IR T, HBI%EE B AAE 1000-2000RU (AHXS B4 ) MIVEE P . IELL 51 1/ 0B
ST 35 1 1 hR L RENZES I (pHS. 5) SRAT A [ NI NHS BE 22 vd 4k AL s O F &5
BB IPIRTRALFE IV, 3R CL 10w 1/ 23 B P 1-2 /N BRI BB/ R E. M TIra &
55, i — RPN IR M (Tris—HC1, 20mM ;NaCl, 137mM ;KC1, 5mM ;CaCl,, LmM ;MgClL,,
1mM ;Tween20,0. 1% [w/v] ;pH7. 4) H ¥R B4 1000500250, 125.62. 5.31. 25 Fl OnM [£] 4%
B AR SRR VR B ) 2 S HONRE R 8. AR SEg T, 78 37°C R A Kinject >
KHEAT 538, Pl A2 € U T AE 10w 1/ 23 8P T 464 1 1R 24 180 F0 1 fift 25 it 7] 24 360
o BUE AT AR B A (K) BTSSR BlAevaluation3. 0 # {4} (BIACORE AB,Uppsala,
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Sweden) KT, HATH T Langmuirl: 1 fb2&0t S30UE6H %,

[0539] 7. 1. INOX-E36 Fll 181-A2-018 ( A -MCP-1 ¥ B8 )

[0540]  {%F T+ A MCP-1, ##i3k 1 Frfa B4R B (o sl A B 17 A 20) s T HA sz B e, A
TIEWI B, HUEIR T 125nM S35 5 A AR B SRAT AR B (B 18/19 AT 21/22) .
[0541]  NOX-E36 @ hMCP—1 AHE.AE KI8T FF B4 MCP—1 42 JEAE 7= 7 i 8 180 (A Bk
Jii5 ) 2 AE PioneerFl fRIEES 5 F b, E RIS 1381RU (AHXS HLAL ) HIALAF WA . IS
[*) NOX-E36 5 A MCP-1 &5 & 1l 5541 (Ky) 29 890pM ( B 17) .

[0542]  181-A2-018 @ hMCP-1 AH ELAEFH I 73 A - FZH N MCP-1 4% A= /™y R st il ( iz
V) B AE M4 AR R3S 0 7 b, ELREENT STLIRU (ARXE A7 ) FACEs . 075
181-A2-018 5 A\ MCP-1 454 M & 5 50 (Ky) A2y 370pM (] 20) .

[0543] 4 T I 52 NOX-E36 Fl 181-A2-018 [4E M, # 25 Ff A MCP-1 R A LA L A
W T M 40 A4 AL PR - [ 5 £F PioneerF1 FIl OM4 4% B35 .85/ [ (hMCP-1, 1754RU ;hMCP-2,
1558RU shMCP—3, 1290RU ;W& [ T4 F0 4 i AL K]+, 1523RU) o BJ) )7 %% 53 #7278, NOX-E36 LA
5-10nM [ B AL (Ky) 256 228 T A 40 M B 10 ERT 71 hMCP-2 shMCP-3 At 803 (1 18
F248) o HZAHR, 181-A2-018 454 R IR ki 41 ot AL IR~ . hMCP-2 1 hMCP-3, {H /& 35
IR K (10-20nM ;8] 21 Fi1 24A) o

[0544]  {§ H] #F PioneerF1 FI CM4 % 845 05 v 2R B B B[ 52 )k B N (1460RU) L ff%
(1218RU) 3% (1428RU) i (1224RU) 4y (1244RU) - K FL (1267RU) Fi/ R, (1361RU) ) MCP-1
K PEAl NOX-E36 Fl 181-A2-018 [ A 52 X M. 3l 7% 53 i1 s, NOX-E36 LAAH 24
1) 0. 89—1. 2nM MR H AL (K) &56 2 N MR EFIR MCP-1, (H2 AN PR 5 /N B K R
o I8 MCP—1 ( & 19 1 24A) . 181-A2-018 LIAH 241 0. 5-0. 6nM [1)fif 25 H 4 (K) 5452 A
FHAE MCP—1, {H2 LMIRAF 2 2880 ) 45508 SRR MCP—1, NOX-A2-018 ANTH K B/ 5
MCP-1 ( [&] 22 F1 24A) ,

[0545]  JF 4 LL R AE SR A ASE R I MCP—1 25 [ JFRN 25 YDA 5% 119 B A 2 18] ) LA (]
IR F 4y lER R R RIS R R AE ] 23 FR 4 5 15 H 119 NOX-E36 A 181-A2-018 1 KD {
1E K 24A P UK TEAX ZIR

[0546] 7. 1.2mNOX-E36 ( fl MCP—1 5 %% )

[0547] AT 73 #r mNOX-E36 (K455 4T 4, F 3759RU [K)-4 R r)  AE A ZE AL I B D-MCP-1 (i
I (flow cell)3) Fl 3326RU (I AEM AL A D-MCP-1 (Jitzhith 4) 737l [l 2 fE4 & A B 5
B EFEANEREE S Biacore AB,Freiburg,Germany) b, {8 Kinject a2 kiE
51 500,250, 125.62. 5.31. 25 1 OnM [1) mNOX-E36 5&E /& (D-RNA) Y53, ik 452 X T &6 &t
(1] Ay 180 5 i fift 25 ef 1) &g 360 F5 o ¥ Ui ahth 1 A AE 2% B AN e SRME 22 0 B (BiacoreSA- it
Fr ), mAEAEh 2 b, B e AR S D- BKLUIIE S R R AR R A A . B 32 R
T D-NOX-E36 &4 22 i, D-MCP-1 [I3)) 1 F AR K, oF 5 (R B 25 (K,) 2 200-300pM
mNOX-E36 AN&E4 A D-MCP-1 (&l 33) & TS H 1%, K EoR T4 H 125nM 5845 7 M A3k
1R

[0548] 7.2 VPl NOX-E36 [#EFE

[0540]  THLH 57 AW FEALK] NOX-E36 [l 5€ /F: Streptavidin (SA- .5 fy ) b, FIH R 55
B FARILYR 73 MR VEA NOX-E36 [t et . fEvahith (FO) 1 L[ 352RU [ NOX-E36 Fl1AH[A]
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HTE FC2 1) 57— Rum W EZ AR AESh e AT BSR4k (POC) 1B BE P R iR
B/ ARG S REAT R E . # FC3 HIVEZR N FE LA 2 153 20 —SA 15 s R I 1 aE
R g G

[0550]  yE:45 100nM [#¥—2H 2k A Fr PUATERE (CCLCXCLCX,C A XC) I AL ¥ 360 15,
AR EGWAE 100 1/ BTLERT 37°C N 360 #0. HEAESEG (MR 1 sAH B AR
FRRE ) JaFIAERRES (R 2, A E AR ISR ) 5 09w B i B AT 22 o AERRIRIES )G
H 240s I8 0. 1% Tween [f] IM SUALBNAE 5 7 KT 42 5 Bl 5 AL VEIR 2 8515 S MR AE A2
A CEFEZMTH ) FEFE 2 4080 BArELRE 7 RESESR 3 K. CXCL1.CXCL2,
CXCL6 1 CXCL9 & 7r H 5 BE R IR ALE v i B R i B e e 45 60 A G T OCL2/
MCP-1. CCL8/MCP-2. CCL11/ W& & Mt ki 40 M iEa b Kl -+ CCL3/MIP1 a FI CXCL7/NAP-2 4§
o 21 5 [ 52 ¥ NOX-E36 e e M misi fl ) 256 (] 24B) o MCP—2 FHIRE IR PR 41 g i L Al
THE NOX-E36 4541 — R I H X 24k K 1 F1 MCP-1 2 (i) B A 62 % F1 70 % FRIAH X 48 =1
) TR0 1 T AN 2 N0, X T 2R TIOR3 (1) B M CCL3/MIP-1 a R CXCL7/NAP-2, L4253 il
SEEEL H AT AR K D BE TR I A A S I

[0551] )&, NOX-E36 i1 CCL2/MCP-1.CCL8/MCP-2.CCL11/ W&l M 40 Mot 4. ERl 1~ . CCL3/
MIP1 a | CXCL7/NAP-2. CCL7/MCP-3 }% CCL13/MCP—4 2 [a) f{IAH H.AE FH II3h )1 2% S 500E “ 1A
(%) (inverted) ” R R AT T I 5E . X H, & 5 #atk BB, FREE ST B ) NOX-E36 ( X+
MNTT%, W7D o 11 BERMES T K 24C 4,

[0552] 7.3 {RAMPPALDL -MIP-1 a ThEEYE

[0553]  Biacore Yl .4 fon i NOX-E36 5 MIP-1a HIAZ X k. MiZidid % H 1)
PR FE T 40 S R5 5 (AR S0 52 VR K 356 NOX-E36 55 MIP-1 a [{40REM Biacore 454 /&
WAL R ThREME, WS HIIE

[0554] 4 T iEFNiZ% H K, S A THP—1 40 o (%) A6 1 52 56, BT ik THP—-1 40 Jifo w] 38 it
MIP-1 a SRIEAT R . B b AR AT A K 1% THP-1 40 i 250, 7 HBH (HBSS, & 1mg/ml
A= 135 LA LR 20mM HEPES) ARk —ik, I LA 3x10° AN /ml AT B &V7. K 100w 1
RPN R 5um fLE Transwell i A4 (Corning, #3421) H. EEARIIX EH, 7E
IR |T, F MIP-1 o 5% Mk G e fk—#E T 37°CHE 6001 1 HBH H filiF &
20 %2 30 7rBh. ARVFMIMITE 37°C FIER 3 /it B, B RIFAY, ¥ 60 1 1 AERERR £h 2%
MERK A 440 u M T) KT (Sigma) MAZRBARMX B, £ 37CFIRE 2.5 /M5, 78
Fluostar Optima 2R AR ZHCE (BMG) H LA 544nm [EUR PN 590nm 1) & 55 1l
[0555]  F THP—1 40 Jig i) 45 P BE (1K) A MIP-1 o 3E8% 3 /NG, 3R49 T A MIP-1La [ 5
& - OV, H AR B AP A KA O BE O 2 M, I HLAE B e R RE I gk 2D (]
24D) o A TRE— B¢ T HBG A PR A M (RS2 56, A3 A 9 MIP-1 a 3RFZ24 0. 5nM.
[0556]  A#FH 0. 5nM MIP-1 a {53, St F 052 NOX-E36 % #aib Mk bl scie ., wJ
DL 8 M 2o, NOX-E36 AFHIH MIP-1 o i S, BE 1uM MIP-1a f & sk
WRE . AN B IR, SEAT S T 45 MCP—1 VR R i 4% B 5256 (18 24E)

[0557]  Sififs] 8 « FHPT -mMCP—1 B85 T IR IATT MRL™ ™ /N P SR EHE P

[0558]  BHUT{E K A1 it AL A — B s D R TV 7 18 1 2 E K 7772 (Steinman2004) o B
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7 TNF 4l A Z A1, CC— Mk BBl e 6 T4 e MR RS B I B B g i), BKLA CC-
AR A5 40 i I ) S S5 BE 22 SORE AT /5 (Baggiolini 1998, Luster2005) . {74E3E
iR IR R B, MCP-1 (= CCL2) M % B Btk Rl 732 /& CCR2 7E B 5 f 1% 7k 41 2R 4%
P (a4 B AL BERIE IR R I ) iR 2 X EZERIEN (Gerard & Rolli ns2001) .
i, Cel2 Bk Cor2 HEPRIBRRA ) MRL™ ™ /N A2 BRS040 T IRIEHE 3 B g% (Perez de
Lema2005, Tesch1999) . Ak, CCL2/CCR2 i ml 443 F A H 5t 1 vh 7 S8 4%, 491 an X TR 9E
B R SRR b, AEIR IR R VA B R A G (R A i (A A AT SURAT AR NH,— R
MCP-1) SR> T MRL™™ /NELH I B 5 S e M AL 40405 . P, RS 7 ik T 45
AN RSB A0 e T G A e T A (Hasegawa2003, Shimizu2004) o (Rl 59K 75
LI RACEN RGP 21930 7125 T & 8 84 CCL2 F5H 1. xS h SR 1,
FHPT -mCCL2 45 1% 544 /& mNOX-E36 8% mNOX-E36-3" PEG FHW k. CCL2 ¥4idi & FH T 1897 IRt
B 9 A B PR LT PR IE B HA R R I me il TR AR Y mCCL2 8515 e il IRy v s 1
MRL™2 /N B P AR 1 6 1 5 G I Sl A P R RO B B DR, AN 52 5 37 Tk
CCL2/CCR2 BH W AH 2 (1 AEA7T 56 A1 [l 83 1 S B o

[0559]  BIAANSLES 7 &

[0560] M Harlan Winkelmann (Borchen, Germany) 3K 7% 10 J& % 1) M 2k MRL™'* /N B,
TR FL UL 12 /NI ()01 HEORT SR IS (8 0 DR 45 8 I 8 A 45 0F T o AT LB & 3R 43 ACH b it
T (Ssniff, Soest, Germany) . 7E 14 J&S I, 4 12 /N AH W & 8 = k852 K
NS AE 5 % % BE T SR e A (T SRR A 4ml/kg) :mNOX-E36,1.51 mol/kg ;
mNOX-E36-3"PEG, 0.9 u mol/kg ; LT REHIXT M55 15 3 4444 PoC (5 “UAAGGAAACUCGGUCUGAUG
CGGUAGCGCUGUGCAGAGCU-3") , 1. 91 mol/kg ;PoC-PEG,0.9 1 mol/kg ;BN (5% #%&HE) .
MG HITEE S5 3 B 24 /N R B BE 5 52 (9 1A Hh i 52 mNOX-E36 FH mNOX-E36-3" PEG
(I 2R K- o I 2R AP R A5 R R PR AR ST T S it 9] 8 PP I 1) e A8 T 1 g el it
TEZRIATIN GG o AEFR IS 24 FE5 AT, il i UL IR T/ L

[0561] 45 MEARIE I PEAS

[0562] I w VP A R0 R B AR (Schwarting2005) o 1150 H R i 58 ik 2 25 4
P (bulk) 5B AR EE AR SRS SR ARG L LR SRR bR & . 7R 4
PRI, B kW N TREAT 4% B BRIVE T M FEE Ji5 5 Jik A e it >fe e S 40 X sh ) 1) A R0 PR A o 7
G &6 R OB B L W RN R R FF W LLRT BT IR 1 (Pawar2006) I R A& /
WLBR I LU 2 FMYE dsDNA H S 3ifk 16 [FIA AL . 78 24 N, @ i 75 SR HEE 5 5. 10,
15.20.35.60 F1 90 735} () IfL3% FITC- %% (Sigma—Aldrich, Steinheim, Germany) [K]i&
) 1 25k 5 B /N EREETE R (GFR) (Qi2004) o 236 LA 485nm & 34T 52 , F- LA 535nm
[P S AT B2l A ARG MR R #h 26 L& K £F (GraphPad Prism, GraphPad Software
Inc., San Diego, CA), 3 T — Z KL A Sk 1+ & GFR. Ad F X%F T I1L-6. IL-12p40 (OptEiA,
BDPharmingen) #1 IFN-a (PBL Biomedical Labs,USA) f¥RIMY ELTSA 3R 7&K o2 1y 40
MR Ko K5k B AT /S B B RERIIG E 10 % 28 ph 4 R Sy dkrp [ 52, A0, JR i T
Al o 4 BT SRR TR G R R — A RG] 5-um Y1/ (Anders2002)
A8 A S0 TARIE B R RER 0E PR BSOS TR 2 (Austin1984) B A 47 55 1y ™ 2 2 ik
1750 2%, 3 HAnCLRTHEAR ) (Anders2002) AT B0 PITEAS TF 835 B 308 R %
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SiE )7 B R e 8 L G A 0—4 o KT Sz et g 2ot /K S A i 5 1) HOA A i 0 B g 21 21
PR Wb kA . 18I 3 %6 i S A SR FHL U P U 1 1 i e A P i, I FLAE v Hs K TR R A
P HURIRBOA (Vector, Burlingame, CA) HUATHURIRA (retrieval) . {8 HIHTAEY)
FEE / EVFEBHAF S Vector) RIHMIAY &= HEP 5 —H—EFE 1 /M, 2
JaS5EWEAR =H (UK 186, Vector) F ABC k5l (Vector) —&IFH . fEFH L&
Z (8], TEBEIR Eh o b b /K rh e 3 o W HA &mM e ER ) 37 37 Z & B % (DAB,
Sigma, Taufkirchen, Germany) HAERIIIAAR, /=24 T RBE~W . & FESGHERLH],
Y /K I BCE ZE Hi stomount (Zymed Laboratories,San Francisco,CA) T, {#i 4
—H o KRPL Mac2 ( B4 Y, Cederlane, Ontario, Canada, 1:50) v Ht — /R CD3 (1:100,
o5 500A2, BD) \HT — /MR 1gG, (1:100, M32015, Caltag Laboratories, Burlingame, CA,
USA) Pt — 7P iR TG, (1:100, M32215, Caltag) vt — /M €3 (1:200, GAM/C3c/FITC, Nordic
Immunological Laboratories, Tilburg, Netherlands) . PHEXTFEALHE FH AR R 11 [F] b 78 B
AT G » X E00, LN AE 16 RS MR TS N ERGI . 15 S
B NBRY) b, X EE NER T R C3e DUARMIAE 0-3 Yo N JEAT PF 43

[0563]  RNA FJ i)+ MISEI 72 & (TagMan) RT-PCR

[0564] 4ok B & H /NS AR WA P # G IFE -80°C R IAr. IWEEH B, W
AR (Anders2002) HEAT ' RNA il 2 i H 3% . 5| MIERER K B PE Biosystens,
Weiterstadt, Germany. FT I T4 Cc12. Cclb A1 18S rRNA HI5 |4 (300nM) , T4
TR TagMan I 5E 751855, >k H PE Biosystems.

[0565] it = 4H i A

[0566]  FEAZMIFITET WIS, AT AL/ B P A S IUFE AV B8 4 o 43 ) FACScalibur
IS FNAG A 48 RAE 1 MC21 HT —-mCCR2 H /& (Mack2001) ST AR . B EWREILT
Bt - KB IeG ik (BD Biosciences) HF#M. ¥ A IgG,, BD Biosciences) HAE[RFf
LRI

[0567]  Ziil2:0rHT

[0568]  HHh K n A TIIME + “PIMEMbRHERZE (SEM) o 202 18] [ P48 FH 5245 & ANOVA K
561 ¥ Posthoc Bonferroni fIEH T2 E L. p<0. 05 HIMEP N A LRI T 4% 8
HE

[0569]  J& Lo ZRAT I 2 i

[0570] T Drolet 25 A, 2000 (Pharm Res17 :1503) Jrthik iy g v, 3 i 5 0o 248 I
SEFREEEM TS AR AT A DLERER NOX-E36 [ 2RIGFR . e ik
AR H DL 58 B A5 e 10 PRI B o

[0571]  ZeACPAR il £

[0572] 45515 7 H4 Mk mNOX-E36 18 i {5 FH R B0k () e Lo A M g R i AT e . i &
Z S BAE 0. DM RN . ImM EDTA (pHS8. 5) i) 0. 75mM mNOX-E36 #ii 384l (Seq. ID. No :281)
1F 4°C R Z 2 A DNA-BIND96 fL#k (Corning Costar,Wiesbaden,Germany) 4% . ¥
FLPEE PR IEAE 37°C R HIAE 0. 25M BEEREN . 1mM EDTA (pH8. 5) H1(1) 0. 5% w/v BSA 141 3 /s
I, FRRPERFFAE AC T FHBMEH « EAACHT, B LI TR 22 37°C, FFH Mse FHR K
VEGRZZ PR (3XSSC,0.5% [w/v] ke 2Nz B BN, pHT. 0 s PS4 o ek Il 2 2
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BNIR 20X VB [3M NaCl, 0. 3M AT RGN 1, JFAHREHLUEAT FERE ) SEVRTTI .
[0573]  KE %

(05741 4 i B — B AT I E o H 00 R 2 UK AR W HEAR 3 , JFAEvA 301y
& R BOAL R AT B0 o AL AE SR P AR, JF A2 I A BT 3038 F B0
5 0%Eh. B 51 1 IR RERRES, TV, I B S H LR IIA R S AT IO A7 o 4558 T 5
J7 %, AE S TR 2458 B (8nM mNOX-E36 # R4 [Seq. D :282], ZEVES 251
Wit ) HEATRERE -

[0575]  1:30 5ul FE +145 1 1 Z8AT R

[0576]  1:300 201 11:30 +180 1 1 Z4AT LR

[0577] 1:3000 201 11:300 +180 1 1 Z4AT LR M

[0578]  1:30000 20 1 11:3000 +180ul 2428 i

[0579] A5 BT A BIAE AR RE WL 1 mNOX-E36 FRiff it 23 7R HLES B 0—4nM YEH 1 8- 1
eI . AN AR QC FE 5 . BEUERRUE S 5 BT 5T AE S A AR A

l0580]  ZeAs AU il
[0581]  HHENLTE 95°C T N# 10 43 %8h, FFAE1 22 37°C. BE G m Ik / BB 2 &
WAE 37T°C T EAE E R IRE R K 30 438k, 18I 53 i A BES2% o 1 X TBST (20mM
Tris—Cl, 137mM NaCl,0. 1% Tween20, pH7. 5) PRI RER LR GGG Tk, X
MR, T AE 1TXTBST Hr LA 1:5000 H% ) 25 Bt AE ) 37 8 A M B IR KA TN 2 AT I B 5
W1 T R R RS AY, K% FLH 1 X TBST Hil 20mMTris—Cl, ImM MgCl,, pHO. 8
FRBES: (BRFLUYEERIR ) « )5, A 100ml CSDP JiE4) (Applied Biosystems,Darmstadt,
Germany) 78¥fL, JFIEZEWL FIFE 45 73 8h. fE FLUOstar Optima T &3R5I By (BMG
Labtechnologies, Offenburg, Germany) &AL 22K o

[0582]  Hdii oy it
[0583] 5 I il £ 0 5 AU SRR L T2 B4 0 W
[0584] K EDTA M 1:2000,

[0585]  fENTESf5 T, WMEMNENDA KA TRABG T ) A3 00508

[0586] X T-4%1% S #I1k NOX—36 . NOX-E36-5" —PEG F NOX-E36-3" —PEG, 15 UL ALK 77 K idk
AT WAL PR IR 1R 00 24 AT WU 5 125, L 2548 FHAH Y. 1) NOX-E36 #i 3R ¥4t (Seq. ID :255)
FUFH R ) NOX-E36 Krill#R%T (Seq. ID :256) (FE AR B7R ) o

[0587]  45R

[0588]  mNOX-E36-3’ PEG 2t MRL™™™* /N B IRIAE % 15 o

[0589]  MfETE MRL™™/™ /) L Ji Y Bt R 20 T4/ E ME A s AP S N ER 1 48, X 5 AR
R EOPE B8 AR TR A B N BRI AE VAT MERF S e, SRR RS 14 2 24
i, A VAT (0 MRL™ ™ /N B3 PEG AL RO RTR PEG AL [T —-mCCL2 8545 S H K PEG AL [ AT &
PEG ALIIXTHE (" PoC " ) - Bil i R sl EN W IAT IR o 1IN, A0\ PoC BE PoC-PEG
VAT B MRL'™P /N B 7 HH R B AR R N ERE 48, SRR AR B /N ER 0 40 i i L
SR B ZINER JE R 18] 5 A6 28 M 40 vz 4 (G B ZINBRFITR) JBE ) Mae 2— BH 1 Ik 48 i F
[T 1K) CD3— BH PRk B 40 B 4k ) (& 34 1 35) . mNOX-E36-3" PEG {38 T IRIE T 28 1136 M
FRAECAUIE PR H 2 DL T e A B 2OE bR (18 35) o R PEG ALK 73+ mNOX-E36 *f
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TAZPEFRE L S [A) 5t = W 4t o Fn T 40 Bk B0z R s (B 35) o sl AR BEA 1) PoC il
PoC-PEG JH7 F /)N B H R B /N R 22 4 R B) 4T e AL Y TRk — 2D Ul B 7 W S R
i (K 34) o BB AT EENH T8 BEIX AR, R IL PEG 4L [FFIA PEG 44 1) mNOX-E36
9D T TR BRAARAR L /N A BB A0 R /N i X T 1 M e K B R AT A
& (K 36) . mNOX-E36-3" PEG, M ANJ& A PEG ALH mNOX-E36, B3 T 50 % SBT3 (K& 37) .
PRI, mNOX-E36-3" PEG 1] LAY/ "1 I 440 M R T 40 M 30 0 580 5 9 6038 MRL™™ " /)~ KL
RSB R (F) 1535 . 9 7 HF5T A mNOX-E36 Fil mNOX-E36-3" PEG 1377 4 75 2 54 MRL'™/
PN IR B SRE , S S RT-PCR SKVPAG {2 2Bk R CCL2 F1 CCL5 [HIRIEAKF, 4t
A2 B AE 95 0 R B FE R, CCL2 T OCL5 FRI 8 18 71 ST 78 MRL™™ 12" /] B3 Ay B v e 2 o 11
(Perez de Lema2001) . HZEES YA 7 I FEAH EUEE, FEAFRR IR 14 22 24 J& H mNOX-E36
F1 mNOX-E36-3" PEG ZEAT AT kD> T CCL2 i CCLAGmRNA [ ik (Kl 38) .

[0590] T ~CCL2 itk T I PAAE MRL'™'™ /N B b B A1 i) B B e M L 4451405

[0591] £ MRL™/™ /N G rb, B JCAN I i 3 e 32 B 5 S s ME 4 2340 (K s i . A2 2 BN
YIRIT /N B B 8 T s PP R 7 T S5 PR 4 S /=078 R K R 788 A 1) 4% 1P 4 JH e
Y, F HAE 60 % 1/ B Mg 21 fz kB 3 (18 39,40 1 35) o« 435l 5 A4 PoC i
PoC—PEG 477 Y MRL™/™" /)N BUFH H %5, mNOX-E36 I mNOX-E36-3" PEG & #ik /b T /4%
FERJORERN B ik m (B 39,40 A1 35) o A, CCL2— Hr 7 MEBE A5 S A AR IR R R AN R PR TR
HEE A8, T2 AT A B MR /NP ) 1 5 4 2 1 2 4030405 (0 LAt 2 B

[0592] mNOX-E36 FlfE MR tPr/1pr AN B TR B2 R B A 2 A 4E . dsDNA H & BTk A i iE 4
Mo A 7K

[0593]  MfEME MRL™™ /8 B H 77 90k EL A 08 A A A, B HEAE 7™ 3 16 B K L R
S IS B P R g R AR EL 5 P e, mNOX-E36 It mNOX-E36-3" PEG 19 3 #fS%+ MRL'™ "
/I B3 F R R RTIOAR 2 % R AT S (BT A1) o MRL™™ /N B R ) 1 G 88 PR i A T4
X M PR (A5 dsDNA) (19 H S BUIRIF= 5 . 78 24 FIRS IR MRL™ /N B, 197 dsDNA
1gG, 186, 186, 18G,, H S HiALLEK FAEAE . mNOX-E36 F1 mNOX-E36-3" PEG & #EAHT:
—FRIX L DNA [ S FURRA 0 (& 41) o ELEEAWIEIT I MR /N B AR SR R
Wi R AEZE T FH i TEN- a L IL-12p40 F1 1L—6 #1135 7K . mNOX-E36 Fl mNOX-E36-3” PEG
P9 3 BT — P e ORE N A 5 m (B 41) o BRI, 3K 9 B mNOX-E36 AE 1A HS AN 5 i
MRLY17% /s B e 38K EL LR 2 BT —dsDNA- TG 7= AR AL 3 48 A R Ko

[0594]  MRL™" /)Nl A mNOX-E36 1 mNOX-E36-3" PEG []fiL 32 /K-

[0595] L~ J& [y IF) B I 52 mNOX-E36 F1l mNOX-E36-3 PEG Ifil 2 7K °F-, LL{E £E MRL™/™" /)
AT S R R 2. EZF SRR, S 3 /NP
mNOX-E36 Il 3% 7K P FIAEE BT 5 24 /NI P34 mNOX-E36-3" PEG Il 3% 7K 743 1] A3 2 300nM
A 1w MR 42) o [RI, PGE ALK BN T mNOX-E36 (2 /K, 3F H MRL'* /N B34 T 1
T8 A T X AR S R R I 2B 0

[0596]  mNOX-E36-3" PEG PBH Wt 5. 4% 41 o )\ i i i3 H

[0597] ¥ Wox, 40 Qe R P R A N BE T B W B 2k
CCR2 (Serbina2006) , {H & CCL2 & H & A & rh E - A R B e . ik, 76 24 w8
MRLPF2" /N BLIRY 22 mNOX—-E36-3" PEG RN 97 (K AL IR /N B R 5 77 4] A A i o 1
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CCR2- BHME S AZ 40 fu B A4 . ] mNOX-E36-3"PEG BEAT IR Y7 1 B & 1) CCR2 BH M40 e 15 43t
M 13 % 380 %2 26 %, 1M e AE A I P IR AN 26 %o kb &8 119 (18] 43) o X E8HfE S
T CCL2 Xt 78 MRL'™™ /| KU E) [ 5 S 2 ks 1 R COR2. H 1 400 e A b b e e ) 1
Ho
[0598]  AL&E
[0599]  IE ik N BB A REIA, 77 AL T B HARE = PR mOCL2 F5 517, HAE AR SR Fi A
AT B BT mCCL2., S b, il BLAIAE A CCL2 B34 SR IEAT 167 16 MRL™™ /N
R OGE T MAIRIERE B B e MR R . XSS E SRR T CCL2 TEAR I R M 2R
Parh e O E A, 304 CCL2 8 e i 1A 28 A I A T B 5 S e H 233 45 KV T 711
[0600]  SEi4] 9 «A% F BT —mMCP—1 B3 45 S A R V6 57 70 20 55 B 1) e K8 PR /) B o K B
PRI TH
[06011  Hl iR 3 T4 "5 i M A S 24 ORI 5 3 110 e = 2 it [, KT Ay 308 1) o 7 55 K 2 A 12 1)
SR BENLHEE A BERT (E R R (Zimmet2001 ;Ritz1999 ;United States Renal Data
System2004 ;Svensson2003) o A, %8 FRp PR B s VR T7 7 VA T A At yE 7 3R
[0602] oK H i U [ S5 56 A 5T 00 2504 K Bl R 1 B I R R B OE A K Ik
(Galkina2006 ;Mora2005 ;Meyer2003 ;Tuttle2005) . i), Wk 2 Wy IR s . AP 20 it e Bl 4
Sk /b T A A RV R 225 T R PR R s O R P IR PR 1 R R R S R A
(Yozai2005 ;Utimura2003) . SR, B FRIpE 1 B 5 T 1B P9 2 0E R 435 F0 48 O ATL AR AR 1R
MESRAE o AR BE PR M B0 10 B LA 1IN 2 0E () SV S PR 104 B S 7K, {HEXR] RE
FHATARE AN RIAE (Dalla Vestra2005 ;Navarro2003) . 25458 R 1 B 1 B35 %5
JKTH CC- AL IR 7 Bk 4l BAL 22 W 5 B 1 1 (MCP—1/CCL2) ittt JR A, X ] BE X615
RREAR VL TR F 1 Morii2003 ;Tashiro2002 ;Takebayashi2006) . 52 b, MCP-1/CCL2
A FH 2 58 T (R 1) 5 26 0 VR R B e OB AL 4 ) B N B /N ER T 40 BT R IS 1 (Thm1998
Yamagish12002> CCL2 Z 5 4 I N SR R AR X % (R /NERRIE ) 5T )
R Z DRI FE Baggiolinil1998) o SEFr b, Ik 40 i v Wi 470 2 N S0 1 1) B
)?d” PR ANERBEAL B2 1 /N 1R 4% T 2 38 R B (Boh1e1991 ;Furutal993 ;Chow2007) .
Cel2- HRpARY 1 sy 2 AYRE FRE /N BCE A SEACAY B /R B0 40 i v 25, 3% 5 /D 1 1/ ek
PHAHIK (Chow2004 ;Chow2006) o FEIXLLHFFTH, JEIESE T CCL2 X T+ 1 BN 2 BBk PR 1
5 IR INER B B AR I D BEMEE P . BRI, CCL2 W] BBAREZE T 0E -0 F 03 12k 15 95 R8s 76 ()96
ST EERR, 3F H A AR 43 ) e i 8 1608 CCL2 5 HUAITE IR 7 15 T8 W 4 4
RS2 o AEZ S, JA1HR-F T PEG 4LI¥HL -CCL2 HE15 244 f& mNOX-E36-3" PEG
TE A W SUTR J 1H B 1 2 BB SR db/db /MR IR . AT R, Bt CCL2- B S+
TR AZIE G F T 16T B R T B e o
[0603]  BAPANSLES 7 5
[0604] 5 A IAEYE C57BLKS db/db 8% C57BLKS BFAE A /N ELM Taconic (Ry, Denmark) 3K
13, FER AR U R 7R T B g s T, SR A 12 /NI RIS / SGHRRRR IF Honf A2
PRI AR EL S AR o B8 EEE N (nestlets) EXWAI /K A A% H A 3k v Fs 2K B vk
AT KB . 1E 6 JEEeI, an LAt T iR 1) (Bower1980) , 7& db/db FHEFA /N A I8 Lem (¥
SR ) 1 SET A PIBR AR ( “ 1K) BRARTFAR 2K/ o ERBRTFARAR /D,
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BEAR BRI AL 10 )5, 7E 4 A H K, 4 1K db/db /N3 P 24, 2L R 3 k2 At
FHAE 5% % %88 o [ mNOX-E36-3 PEG 8% PoC-PEG ( #&,0. 91 mol/kg ;7 54, Iml/kg)
[PIEZ VRS o ilZIA T RFEE 8 J (B 6 AN H K ), BIRK, B s b Ib 3+ 3R A3 A2 UL F
HLURBLF VAL . A IS0 E R #0215 2 U BUR LA O fEdE .

[0605] i J o 1t "B s (1) VA

[0606]  UIFTHEIAN (Anders2002) , 7E 47 W AL [ D) | b SE i BT S L L4098
TNHHARHAE—PL o KRBT Mac2 (E/NEREREYH Y, Cederlane, Ontario, Canada, 1 :50) «
B —Ki-67 ( 40 fu 358, Dianova, Hamburg, Germany, 1 :25) o T 202055 B 2% 1Al , A EF /D
B B B B — B AR IR 2h G Eh K P I 10 %6 4R R SR iR AT [ 2, IR T A i eh
F RN R (Bio—Optica, Milano, Ttaly) HIUt B, ¥4 3 wm— Uy A s g — A5 KA Bk
WRIAT YA B/ NEREAL R T W R R A A A0S O 82 3 3T 2 2 m Vo SR v As o
Wk, 0 =81, 1 = 5%k, 2 = 25-49 % f1k, 3 = 50-74%fififk, 4 = 75-100 % fF{k..
TNV A0 16 B /NER. WLLRTHEIAR T (Anders2002) , b F 100 A 1 A% S5
10 AN FEFE B 1 Bz Jo D S5 E ORI 7 [R] B AR RR AR EOH B /NVE Y 9K 3880 A A IROUL 8¢ 3 71
15 AR (hpf, 400 X)) Al s [R) ST A0 e v 2. ABEAT i85 19 B /NER Fh 1547 RNA i £ A
SEI E & (TagMan) RT-PCR. 7F 60°C T T-2AAZZ MK (10mM Tris-HC1.0. ImM EDTA.2% SDS
20w g/ml WA K HIFE 16 /NN, SO T 258 — S0 RNA 3250, 457k RNA
WET 10w 1 JE RNA BEIK/K . ST iR %) (Anders2002, Cohen2002) , M s #4551 /N ER
RNA H S Jl i 4 ;ORI SN RT-PCRo D6 THBANE S BE Rl e ddH,0 ARl i G2 BRIt ). T
mCc12.Gapdh F1 18SrRNA [ 5% HER 514 (300nM) FIERER (100nM) &K B PE TS K 1)
TagMan 2 VERF . S14FEEK B ABI Biosystems, Weiterstadt, Germany. i id4F 5
RHE G 5.10.15.20.35.60 1 90 3B IML2E FITC- 45%3 (Sigma-Aldrich,Steinheim,
Germany) FIEFRSN ) 250 E B /N ERIEE 2 (GFR) (Q12004) o %L 485nm YA BEAT I
5E > I LA 535nm (1K 5 AT S A8 F HELRPE 13 #2670 &8 fF (GraphPadPrism, GraphPad
Software Inc., San Diego, CA), & T SRR GFR. ¥ A $udE 06 7~ A 3ME
+ SEM. i I ANOVA Sk ZEAT 41 I bE 5, I HIE 5% Bonferroni B IEH T2 EILH . p<0. 05
HE RN R AR R T Geih 2 .

[o607]  &5R

[0608]  mNOX-E36-3" PEG Jk /b T £ 5 U'F DIBREY db/db /> b 59 B /N R I 40 e v iR
S INER AL

[0609] 4 Ty BE 7tk CCL2 (1) Bk = 5 db/db /N [ 1 B /s Bk 5 W05 40 Mo 55 £ 1 98 > A oK
(Chow2007) Ff H. mNOX-E36-3" PEG BEM E RSN FI A Py BT CCL2- A 3 11 I 41 e 254, Wl
mNOX-E36-3"PEG .Y il 55 J8 A W 0] 2 ZR0RE PR 1t 53 1) db/db /N B b BB B I 4 B 354
N TR IX — R, BAAE 4 N ARSIk (" 1K " )db/db ANRA I T
75 mNOX-E36-3" PEG B{, PoC-PEG. Z%IRY7 4k 8 Jil, BT, W AR A0 ZA LI + VPAf i PR v
PEF . AEIX—ILFEH, mNOX-E36-3" PEG JA¥7 %A SB35 5 M [ 40 fig s /SR 120 1 g 7K
PB4 B s N ROUE B R K BR AR TR db/db /)y B2 R R A L AERE SR
Ji BLKS /N 5 B e (BB KRS R ) o ABRE 2, mNOX-E36-3" PEG ¥4/ T 1K db/db
NP CCL2 IMYE /K, 1R K B CCL2 F5PtilAl CCL2 SRR (Kl 44) o« 5IRATHIK
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WAH—3L, 54 PoC-PEG BREE/ 6T 1) db/db /) RAHEL#E, mNOX-E36-3" PEG {5 /MK
W4 BRI H B T 40%, X 5 7E4 mNOX-E36-3” PEG YA I#) db/db /)5 B S /N ER N
Ki—67 [H P14 5E 1 40 B 2 H BRAHC (] 45) o IXEERILE 1K db/db /s Bl S 408 PR s
B NERTSEAL 1 B2 0 0% (] 46) o SEFr L, mNOX-E36-3"PEG ¥ 7 1K db/db /LA
B PR P B /N ER AL R R AR A A IR 2 F IR (" 2K " ) db/db /N BT AR AE Y
B/ NEREEAL IFEE (] 46) o IXEERILE IR, B mNOX-E36-3PEG 5#2 [ CCL2— KA ME ' />
Bk B4 M55 A2 1 ZE IR FELIBT R] 75 2 ZUHE JRIE db/db /)N B A IR S A8 PR M B /N sk AL
[0610] mNOX-E36-3" PEG 3% 7 1K db/db /N F 1 GFR

[0611]  mNOX-E36-3"PEG ¥&J7 %I T 1K db/db /)N B P R0 PRE T 1 /INERTEE A (KA 25 280 R R
Y5 GFR AHK . BAAE db/db N4 TEA GFR [IARER) FI TC- 4 kE R 3l
712 (Qi2004) o 5 db/db /N AIEH K2 250m1/ 43801 GFR (Q12004) AH LA, Tl 1A
LEVERT T PoC-PEG (£ 6 A~ H K 1K db/db /N A GER BAK A 112423ml/ 4380 (K] 47)
mNOX-E36-3" PEG ¥4¥77E 1K db/db /NELH¥4 GFR SE 2 2 231+ 30ml/ 43040 (p<0. 001),
XM 7R BT CCL2— MM B /) B i 4t e 5 At nT DLCSRE 2 2000 JR i /) B 1) ' D e
[0612]  mNOX-E36-3"PEG #&/b> T 1K db/db />, A7 (1) 18] 5 = Wk 40 B vt ZOR B /N 1) i A
[o613] A [ i B0 PR 1 ' s 5 S 35 40 o 190 I 0 [ I 40 i R /0N 1) 5 452 4 A K
(Boh1e1991) » 7E 2K db/db /> i H, 18] J5it s 0 Jfu 3 31 400 0 8 =5 14 ' /0N 7 T) B a4 ANAE 8
HIRZ /i B (Chow2007) o £E db/db /N, S ERAN ' U 53 A Inase 1 B /)N 18] 5 2 2
(1% & (Ninichuk2005) , BRI AR )T W 40 i B /N0 47 a0 ) B R R R AT o o LA
A6 FER A A B S N RS AR S . FEIXIN, 55 2K db/db /N FAHEEER, 1K
db/db /)~ U2 7 H )5 [ 5 440 e (R85 B 358 m LB B /N8 sk R ) B R R 25 T ([ 45,
K] 48) . mNOX-E36-3" PEG ¥3Jr 1 1K db/db /> Bl HP A TR) J5 M & o 5 H o2 T 53 %, 1 HL
WPk T N SRR TR B AR (] 45, 8] 48) o R, BHT CCL2— M 1 [ e 440 it B
AR 2 BIBE G db/db /s BLA B N T R

[0614]  mNOX-E36-3" PEG J&/b> T 1Kdb/db /N Cel2 [ K iA

[0615] W4 fuR g 3G T 223040 Hh I JRE 25, 8 an Rl 1) CCL2 Rk, (R, 3%
e 5 B W40 f 1 5 mNOX-E36-3" PEG AHC /b W i% 5 EAK IS CCL2 RIEH K. K
AT F 5B RT-PCR K52 5 db/db /LA CCL2 [ mRNA 3Rk H4AFEREAH 241148 PoC-PEG ¥R
J7 1R 7N BUAH BE 4, mNOX-E36-3" PEG i/ T 6 4~ H K[ 1K db/db /N B A 1) CCL2 (1) mRNA
KT (E49) o 4 TEE—B PPl CCL2 2R Rk, BATEE U1 BT TR CCL2 e AR
P dett, 5 2K db/db /N ELEK 2K BF AR/ FRAR LL L, 7E 1K db/db /LA, CCL2 13RI
TE'B /R B /INVE R R) 4 b B B4R (11 50) o 5 A BENPEL PoC-PEG 167 1) 1K db/
db /]y EAH BG4S, mNOX-E36-3" PEG B @980 T 75 T IR 261X =5 1) CCL2 Hefh, IXLLE &
BH, Fl mNOX-E36-3" PEG BHLIT CCL2— fHHIE 1 B e 4n 324298/ T 1K db/db /ML CCL2
JRHiFRIL o

[o616] G4k

[0617] & AE i 1E AHE s TR B I R JB 1X — b S B Wi A2 159 8 N P85 (Tutt1e2005) ,
X AT A3 MCP—1/CCL2 A g #85 4 W SR AR SR VA T %00 ok £ e AEIZSEER A, AT A B
71N, F mNOX-E36-3" PEG ¥ 77 22 S B D) 3% EF00E I i /1> Bl 75 6 W@ I 92 17 B /v ask (]
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) W BN, X S B B GEE S N ER A AR 5% . 55 4, F mNOX-E36-3” PEG iR
J7 48 CCL2mRNA [ / "B /D ERERIS W B sb o Ak, W97 4l ih &/ 30 H 1B /INER B R 41 i
U /N ER S GE P 40 . b R AP Ao T S AR S AN BREEA DL & 5 2 B D BRI R R
mNOX-E36-3" PEG X T8l 75 /I bl 7 0 155 /I8 Ko 3827 R D B A 2 RO 5 A8 LA /)
B 451 495 45 A8 o A5 FH A CCL2 45 o) 1 B L8 F 57 (L1oyd1997, Hasegawa2003, Tang1996,
Wenzel1997, Fujinakal997, Schneider1999) AH—3. 51 AR, CCL2 BRI GEIR &
A>T 1K db/db /)N B R TR) 5 Wk 4 0 3 5 485020 1R B /N TR JBs B A A O
[0618] Az, IXUEEGHRAUE S T CCL2 Ay HAT Hy 5 T8 R 18 15 0 i1 VR 97 S8 bR, JEIE 7R
T RGeS CCL2 BHMT (RIS AR m R ) sk BA R4 1E R

[o619] 275 ik

[0620] WS RIE ] b AR S, AT S | R SCRR IR 58 8 225 SOk B RE CREIL A TT N
R KA HANARIL) 1T -
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%
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3l
<{110>NOXXON Pharma AG
<120> &4 MCP-1 HIRZ R
<130>N 10056PCT
<160>285
{170>PatentlIn version 3.1
<210>1
<211>76
<212>PRT
213> # A
<400>1
Gln Pro Asp Ala Ile Asn Ala Pro Val Thr Cys Cys Tyr Asn Phe Thr
1 5 10 15
Asn Arg Lys Ile Ser Val Gln Arg Leu Ala Ser Tyr Arg Arg Ile Thr
20 25 30
Ser Ser Lys Cys Pro Lys Glu Ala Val Ile Phe Lys Thr Ile Val Ala
35 40 45
Lys Glu Ile Cys Ala Asp Pro Lys Gln Lys Trp Val Gln Asp Ser Met
50 55 60
Asp His Leu Asp Lys Gln Thr Gln Thr Pro Lys Thr
65 70 75
<210>2
<211>125
<212>PRT
<213> /M
<400>2
Gln Pro Asp Ala Val Asn Ala Pro Leu Thr Cys Cys Tyr Ser Phe Thr
1 5 10 15
Ser Lys Met Ile Pro Met Ser Arg Leu Glu Ser Tyr Lys Arg lle Thr
20 25 30
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Ser Ser Arg Cys Pro Lys Glu Ala Val Val Phe Val Thr Lys Leu Lys
35 40 45
Arg Glu Val Cys Ala Asp Pro Lys Lys Glu Trp Val Gln Thr Tyr Ile
50 55 60
Lys Asn Leu Asp Arg Asn Gln Met Arg Ser Glu Pro Thr Thr Leu Phe
65 70 75 80
Lys Thr Ala Ser Ala Leu Arg Ser Ser Ala Pro Leu Asn Val Lys Leu
85 90 95
Thr Arg Lys Ser Glu Ala Asn Ala Ser Thr Thr Phe Ser Thr Thr Thr
100 105 110
Ser Ser Thr Ser Val Gly Val Thr Ser Val Thr Val Asn
115 120 125

<210>3
<211>76
<212>PRT
213> BfHE

<400>3

Gln Pro Asp Ala Ile Asn Ala Pro Val Thr Cys Cys Tyr Asn Phe Thr

1 5 10 15

Asn Arg Lys Ile Ser Val Gln Arg Leu Ala Ser Tyr Arg Arg Ile Thr

20 25 30
Ser Ser Lys Cys Pro Lys Glu Ala Val Ile Phe Lys Thr Ile Val Ala
35 40 45

Lys Glu Ile Cys Ala Asp Pro Lys Gln Lys Trp Val Gln Asp Ser Met
50 55 60

Asp His Leu Asp Lys Gln Ile Gln Thr Pro Lys Pro

65 70 75

<210>4
<211>76
<212>PRT
213> BRI EF

<400>4
Gln Pro Asp Ala Ile Asn Ser Pro Val Thr Cys Cys Tyr Thr Leu Thr
1 5 10 15

Ser Lys Lys Ile Ser Met Gln Arg Leu Met Ser Tyr Arg Arg Val Thr
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20 25 30
Ser Ser Lys Cys Pro Lys Glu Ala Val Ile Phe Lys Thr Ile Ala Gly
35 40 45
Lys Glu Ile Cys Ala Glu Pro Lys Gln Lys Trp Val Gln Asp Ser Ile
50 55 60
Ser His Leu Asp Lys Lys Asn Gln Thr Pro Lys Pro
65 70 75

<210>5
<211>76
<212>PRT
213> KR
<400>5
Gln Pro Asp Ala Ile Ile Ser Pro Val Thr Cys Cys Tyr Thr Leu Thr
1 5 10 15
Asn Lys Lys Ile Ser Ile Gln Arg Leu Ala Ser Tyr Lys Arg Val Thr
20 25 30
Ser Ser Lys Cys Pro Lys Glu Ala Val Ile Phe Lys Thr Val Leu Asn
35 40 45
Lys Glu Ile Cys Ala Asp Pro Lys Gln Lys Trp Val Gln Asp Ser Met
50 55 60
Ala His Leu Asp Lys Lys Ser Gln Thr Gln Thr Ala
65 70 75

<210>6
<211>102
<212>PRT
<213> 7R

<400>6

Gln Pro Asp Ala Val Asn Ser Pro Val Thr Cys Cys Tyr Thr Phe Thr
1 5 10 15

Asn Lys Thr Ile Ser Val Lys Arg Leu Met Ser Tyr Arg Arg lle Asn

20 25 30
Ser Thr Lys Cys Pro Lys Glu Ala Val Ile Phe Met Thr Lys Leu Ala
35 40 45
Lys Gly Ile Cys Ala Asp Pro Lys Gln Lys Trp Val Gln Asp Ala Ile
50 55 60
Ala Asn Leu Asp Lys Lys Met Gln Thr Pro Lys Thr Leu Thr Ser Tyr
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65 70 75 80
Ser Thr Thr Gln Glu His Thr Thr Asn Leu Ser Ser Thr Arg Thr Pro
85 90 95
Ser Thr Thr Thr Ser Leu
100

<210>7
<211>76
<212>PRT
CARVEJN

<400>7
Gln Pro Val Gly Ile Asn Thr Ser Thr Thr Cys Cys Tyr Arg Phe Ile
1 5 10 15
Asn Lys Lys Ile Pro Lys Gln Arg Leu Glu Ser Tyr Arg Arg Thr Thr
20 25 30
Ser Ser His Cys Pro Arg Glu Ala Val Ile Phe Lys Thr Lys Leu Asp
35 40 45
Lys Glu Ile Cys Ala Asp Pro Thr Gln Lys Trp Val Gln Asp Phe Met
50 55 60
Lys His Leu Asp Lys Lys Thr Gln Thr Pro Lys Leu
65 70 75

<210>8
211>74
<212>PRT
CARVEJN

<400>8
Gly Pro Ala Ser Val Pro Thr Thr Cys Cys Phe Asn Leu Ala Asn Arg
1 5 10 15
Lys Ile Pro Leu Gln Arg Leu Glu Ser Tyr Arg Arg lle Thr Ser Gly
20 25 30
Lys Cys Pro Gln Lys Ala Val Ile Phe Lys Thr Lys Leu Ala Lys Asp
35 40 45
Ile Cys Ala Asp Pro Lys Lys Lys Trp Val Gln Asp Ser Met Lys Tyr
50 55 60
Leu Asp Gln Lys Ser Pro Thr Pro Lys Pro
65 70
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<210>9
<211>76
<212>PRT
213> A

<400>9

Gln Pro Asp Ser Val Ser Ile Pro Ile Thr Cys Cys Phe Asn Val Ile

1 5 10 15

Asn Arg Lys Ile Pro Ile Gln Arg Leu Glu Ser Tyr Thr Arg Ile Thr

20 25 30
Asn Ile Gln Cys Pro Lys Glu Ala Val Ile Phe Lys Thr Lys Arg Gly
35 40 45

Lys Glu Val Cys Ala Asp Pro Lys Glu Arg Trp Val Arg Asp Ser Met
50 55 60

Lys His Leu Asp Gln Ile Phe Gln Asn Leu Lys Pro

65 70 75

<210>10

211>47

<212>RNA

213> NLF%)

<2205

<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (47)
<223> & N

<400>10

agcgugeceeg gaguggeagg gggacgegac cugecaauaau geacgeu 47

<210>11
<211>45
<212>RNA
213> NTF4

<220>
<223>MCP-1 455
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<220>
<221>L-RNA
<222>(1).. (45)
<223> A HI

<400>11
agecgugeceeg gaguggeagg gggacgegac cugecaauuge acgeu 45

<210>12
<211>47
<212>RNA
213> NTJF4

<220>

<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (47)
<223> H

<400>12

agecgugececeg gaguggeagg gggacgegac cuguaauaau geacgeu 47

<210>13
<211>47
<212>RNA
213> NTJF4

<220>

<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (47)
<223> & M

<400>13
agcgugececeg guguggeagg gggacgegac cugecaauaau gegegeu 47

<210>14
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211547
<212>RNA
213> NLJF%)

<220>

<223>MCP-1 45471
<220>

<221>L-RNA
<222>(1). (47)
<223> & N

<400>14

agcgugeceeg gaguageagg ggggegegace cugecaauaau geacgeu 47

<210>15
<211>45
<212>RNA
213> N7

<220>

<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (45)
<223> & L

<400>15

agecgugeceeg gugugguagg ggggegegau cuacaauuge acgeu 45

<210>16
<211>45
<212>RNA
213> NTJF4

<220>

<223>MCP-1 Z5471)
<220>

<221>L-RNA
<222>(1). (45)
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<223> E Y
<400>16

agcgugececg gugugacagg ggggegegac cugeauuuge acgeu 45

<210>17
<211>45
<212>RNA
213> NTJF4

<220>

<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (45)
<223> & M

<400>17
agcgugeeeg guguggeagg ggggegegace cuguauuuge acgeu 45

<210>18
211547
<212>RNA
213> AT 74

<220>

<223>MCP-1 4557

<220>

<221>L-RNA

<222>(1).. (47)

<223> & M

<400>18

agcgugeccg gaguggeagg ggggegegac cugcaauaau gecacgeu 47

<210>19
<211>45
<212>RNA
Q213> NTJF4

<220>
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<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (45)
<223> 4 Rk

<400>19
agecgugeceeg guguggeagg ggggegegace cugecaauuge acgeu 45

<210>20
<211>45
<212>RNA
213> NTJF4

<220>

<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (45)
<223> B I

<400>20

agcaugcccg guguggcecagg ggggegegac cugecauuuge augceu 45
<210>21

<211>45

<212>RNA

213> NTJF4

<220>

<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (45)
<223> & M

<400>21

agcgugeceeg gugugguagg ggggegegace cuacauuuge acgeu 45

<210>22
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<211>44
<212>RNA
213> NLJF%)

<220>

<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (44)
<223> & N

<400>22

agugugccag cugugauggg ggggegegac ccauuuuaca cacu 44
<210>23

<211>43

<212>RNA

Q213> N7

<220>
<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (43)
<223> B

<400>23

agugugcecag cgugaugggg gggegegace cauuuuacac acu 43

<210>24
<211>43
<212>RNA
213> NTJF4

<220>

<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (43)
<223> & LY
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<400>24

agugugcgag cgugaugggg gggegegace cauuuuacau acu 43

<210>25
<211>43
<212>RNA
213> NTJF4

<220>

<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (43)
<223> & M

<400>25

agugugccag cgugaugggg gggegegace cauuuuacau acu 43

<210>26
211542
<212>RNA
213> AT 74

<220>

<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (42)
<223> & M

<400>26

aguaugccag cgugaugggg gggegegace cauuuacaua cu 42

<210>27
<211>43
<212>RNA
213> NTF4
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<220>
<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (43)
<223> B

<400>27

agugugcecag ugugaugggg gggegegace cauuuuacac acu 43

<210>28
<211>43
<212>RNA
213> NTJF4

<220>
<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (43)
<223> & LY

<400>28

agcgugceag ugugaugggg gggegegace cauuuuacac geu 43

<210>29
<211>43
<212>RNA
213> NTJF4

<220>

<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (43)
<223> &

<400>29

acgcacgucc cucaccggug caagugaage cgeggeucug cgu 43
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€210>30
211543
<212>RNA
213> AT 74

<220>

<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (43)
<223> & M

<400>30

acgcaccucc cucaccggug caagugaage cguggeucug cge 43

<210>31

<211>43

<212>RNA

213> NP4
<220>

<223>MCP-1 4545
<220

<221>L-RNA
<222>(1).. (43)
<223> &

<400>31

acgecacgucc cucaccggug caagugaage cguggeucug cgu 43

<210>32
<211>41
<212>RNA
Q213> NTJF5

<220>

<223>MCP-1 4555
<220>

<221>L-RNA
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<222>(1).. (41)
<223> A I

<400>32

gcacgucccu caccggugea agugaagecg uggeucugeg u 41

<210>33

<211>41

<212>RNA

213> NTJF4
<220>

<223>MCP-1 45471
<220>

<221>L-RNA
<222>(1).. (41)
<223> & HH

<400>33

acgcacgucc cucaccggug caagugaage cguggeucug ¢ 41

<210>34
<211>39
<212>RNA
213> AT 74

<220>

<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (39)
<223> & M

<400>34

gcacgucccu caccggugeca agugaagcecg uggcucuge 39

<210>35
<211>42
<212>RNA
213> NP4
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<220>

<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (42)
<223> & I

<400>35

cgecacgucce ucaccgguge aagugaagec guggeucuge gu 42

<210>36
<211>41
<212>RNA
213> NTJF4

<220>
<223>MCP-1 45471
<220>

<221>L-RNA
<222>(1).. (41)
<223> B

<400>36

cgecacgucce ucaccgguge aagugaagece guggeucuge g 41

<210>37
<211>40
<212>RNA
213> NTJF4

<220>

<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (40)
<223> H

<400>37
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gcacgucccu caccggugea agugaagccg uggcecucugeg 40

<210>38
<211>49
<212>RNA
213> AT 74

<220>

<223>MCP-1 45571
<220>

<221>L-RNA
<222>(1).. (49)
<223> & M

<400>38

gugcugegua guggaagacu accuaaugac agccgaauge uggecageac 49

<210>39
<211>49
<212>RNA
213> NLJF%)

<2205

<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (49)
<223> & N

<400>39

gugcugegua guggaagacu accuaaugac agccuaauge uggcageac 49

<210>40
<211>49
<212>RNA
213> NTF4

<220>
<223>MCP-1 455
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<220>
<221>L-RNA
<222>(1).. (49)
<223> A HI

<400>40

gugcugegua guggaagacu accuuaugac agccgaauge uggcageac 49

<210>41
<211>48
<212>RNA
213> NTJF4

<220>

<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (48)
<223> H

<400>41

gugcugegua gugaaaaacu acugccagug ggucagageu agcageac 48

<210>42
<211>48
<212>RNA
213> NTJF4

<220>

<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (48)
<223> & M

<400>42

gugcugegga guuaaaaacu cccuaagaca ggecagagee ggeageac 48

<210>43
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<211>48
<212>RNA
213> NLJF%)

<220>

<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (48)
<223> & N

<400>43

gugcugegga guugaaaacu cccuaagaca ggecagagee ggeageac 48

<210>44
<211>48
<212>RNA
213> N7

<220>

<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (48)
<223> & L

<400>44

gugcugegua guggaagacu accuaugaca gccuaaugeu ggeageac 48

<210>45
<211>48
<212>RNA
213> NTJF4

<220>

<223>MCP-1 %555
<220>

<221>L-RNA
<222>(1).. (48)
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<223> E Y
<400>45

gugcugcgga guuaaaaacu cccuaagaca ggcuagagcec ggcageac 48

<210>46
<211>50
<212>RNA
213> NTJF4

<220>

<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (50)
<223> & M

<400>46

gugcugecgge gugaaaaacg cccugcgacu gcecccuuuaug caggcecageac 50

<210>47
<211>48
<212>RNA
213> AT 74

<220>

<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (48)
<223> & M
<400>47

gugcugegua gugaaaaacu accaacgacu ggecuagagee ggeageac 48

<210>48
<211>48
<212>RNA
Q213> NTJF4

<220>
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<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (48)
<223> 4 Rk

<400>48

gugcugegua gugaaagacu accugugaca gccgaaugeu ggeageac 48

<210>49
<211>48
<212>RNA
213> NTJF4

<220>

<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (48)
<223> B I

<400>49

guacugecgua guuaaaaacu accaacgacu ggecuagagee ggeageac 48
<210>50

<211>48

<212>RNA

213> NTJF4

<220>

<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (48)
<223> & M

<400>50

gugcugegua guuaaaaacu accaacgacu ggecuagagee ggeageac 48

<210>51
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<211>48
<212>RNA
213> NLJF%)

<220>

<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (48)
<223> & N

<400>51

gugcugegua guuaaaaacu accagcgaca ggcuagagec ggecageac 48
<210>52

<211>48

<212>RNA

Q213> N7

<220>
<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (48)
<223> B

<400>52

gugcugegua guuaaaaacu accagegacu ggeuagagee ggeageac 48

<210>53
<211>48
<212>RNA
213> NTJF4

<220>

<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (48)
<223> & LY
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<400>53

gugcugegua gugagaaacu accaacgacu ggcuagagec ggeageac 48

<210>54
<211>46
<212>RNA
213> NTJF4

<220>

<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (46)
<223> & M

<400>54

ggeugeguag uuaaaaacua ccagegacug geuagagecg geagee 46

210555
211544
<212>RNA
213> AT 74

<220>

<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (44)
<223> & M

<400>55

ggegeguagu uaaaaacuac cagegacugg cuagagecgg cgee 44

<210>56
<211>46
<212>RNA
213> NTF4
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<220>
<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (46)
<223> B

<400>56

gugcgeguag uuaaaaacua ccagegacug geuagagecg gegeac 46

<210>57
<211>46
<212>RNA
213> NTJF4

<220>
<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (46)
<223> & LY

<400>57

gugecgeguag ugagaaacua ccaacgacug gcuagagecg gegeac 46

{21058
<211>44
<212>RNA
213> NTJF4

<220>

<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (44)
<223> &

<400>58

gugceguagu gagaaacuac caacgacugg cuagagcecgg gecac 44
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<210>59
<211>44
<212>RNA
213> AT 74

<220>

<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (44)
<223> & M

<400>59

guggeguagu gagaaacuac caacgacugg cuagagecgg ccac 44

<210>60

<211>44

<212>RNA

213> NP4
<220>

<223>MCP-1 4545
<220

<221>L-RNA
<222>(1).. (44)
<223> &

<400>60

gucgeguagu gagaaacuac caacgacugg cuagagecgg cgac 44

<210>61
<211>44
<212>RNA
Q213> NTJF5

<220>

<223>MCP-1 4555
<220>

<221>L-RNA
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<222>(1).. (44)
<223> A I

<400>61

ugcgeguagu gagaaacuac caacgacugg cuagagecgg cgea 44

<210>62

<211>44

<212>RNA

213> NTJF4
<220>

<223>MCP-1 45471
<220>

<221>L-RNA
<222>(1).. (44)
<223> & HH

<400>62

gecugeguagu gagaaacuac caacgacugg cuagagecgg cage 44

<210>63
211544
<212>RNA
213> AT 74

<220>

<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (44)
<223> & M

<400>63

gecugeguagu gagaaacuac caacgacugg cuagagecgg cage 44

<210>64
<211>44
<212>RNA
213> NP4
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<220>

<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (44)
<223> & I

<400>64

ggugeguagu gagaaacuac caacgacugg cuagagccgg cacc 44

<210>65
<211>42
<212>RNA
213> NTJF4

<220>
<223>MCP-1 45471
<220>

<221>L-RNA
<222>(1).. (42)
<223> B

<400>65

uggecguagug agaaacuacc aacgacugge uagagecgge ca 42

<210>66
<211>42
<212>RNA
213> NTJF4

<220>

<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (42)
<223> H

<400>66
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gecgeguagug agaaacuacc aacgacugge uagagecgge ge 42

<210>67
211542
<212>RNA
213> AT 74

<220>

<223>MCP-1 45571
<220>

<221>L-RNA
<222>(1).. (42)
<223> & M

<400>67

gugecguagug agaaacuacc aacgacugge uagagecgge ac 42

<210>68
<211>42
<212>RNA
213> NP4

<2205

<223>MCP-1 45471
<220>

<221>L-RNA
<222>(1).. (42)
<223> & N

<400>68

gggeguagug agaaacuacc aacgacugge uagagecgge cc 42

<210>69
<211>42
<212>RNA
213> NTF4

<220>
<223>MCP-1 455
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<220>
<221>L-RNA
<222>(1).. (42)
<223> A HI

<400>69

gagcguagug agaaacuacc aacgacugge uagagcecgge uc 42

<210>70
<211>42
<212>RNA
213> NTJF4

<220>

<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (42)
<223> H

<400>70

cggeguagug agaaacuacc aacgacugge uagagecgge cg 42

<210>71
<211>42
<212>RNA
213> NTJF4

<220>

<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (42)
<223> & M

<400>71

ccgeguagug agaaacuacc aacgacugge uagagecgge gg 42

<210>72
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<211>42
<212>RNA
213> NLJF%)

<220>

<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (42)
<223> & N

<400>72

cagcguagug agaaacuacc aacgacugge uagagecgge ug 42

<210>73
<211>42
<212>RNA
213> N7

<220>

<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (42)
<223> & L

<400>73

cugecguagug agaaacuacc aacgacugge uagagecgge ag 42

<210>74
<211>39
<212>RNA
213> NTJF4

<220>

<223>MCP-1 %555
<220>

<221>L-RNA
<222>(1).. (39)
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<223> E Y
400574
agcguguuag ugaagugggu ggcecagguaaa ggacacgceu 39

<210>75
<211>39
<212>RNA
213> NTJF4

<220>

<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (39)
<223> & M

<400>75
agcgugguag cggugugggu gguagguaaa ggccacgeu 39

<210>76
<211>39
<212>RNA
213> AT 74

<220>

<223>MCP-1 4557

<220>

<221>L-RNA

<222>(1).. (39)

<223> & M

<400>76

agcgugauag aagagegggu gguagguaaa ggucaggeu 39

<210>77
<211>39
<212>RNA
Q213> NTJF4

<220>
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<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (39)
<223> 4 Rk

<400>77

agcguguuag guaggguggu aguaaguaaa ggacacgceu 39

<210>78
<211>38
<212>RNA
213> NTJF4

<220>

<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (38)
<223> B I

<400>78

agcguguuag guggguggua guaaguaaag gacacgcu 38
<210>79

<211>38

<212>RNA

213> NTJF4

<220>

<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (38)
<223> & M

<400>79
agcguguuag guggguggua guaaguaaag ggcacgcu 38

<210>80
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<211>34
<212>RNA
213> NLJF%)

<220>

<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (34)
<223> & N

<400>80

ccgcecuuaggu gggugguagu aaguaaaggeg gegg 34
<210>81

<211>39

<212>RNA

Q213> N7

<220>
<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (39)
<223> A HIT

<400>81
gcgegageag guggguggua gaauguaaag acucgceguc 39

<210>82
<211>34
<212>RNA
213> NTJF4

<220>

<223>MCP-1 Z5471)
<220>

<221>L-RNA
<222>(1).. (34)
<223> L
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<400>82

cguguuaggu gggugguagu aaguaaagga cacg

<210>83
<211>32
<212>RNA
213> NLJF4

<220>

<223>MCP-1 %555
<220>

<221>L-RNA
<222>(1).. (32)
<223> &

<400>83
guguuaggug ggugguagua aguaaaggac ac 32

<210>84
<211>34
<212>RNA
213> NLJF4

220>

<223>MCP-1 %55
220>

<221>L-RNA
<222>(1).. (34)
<223> E

<400>84
cguguuaggu gggugguagu aaguaaaggg cacg 34

<210>85
<211>32
<212>RNA
213> NLF%
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<220>
<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (32)
<223> B

<400>85
guguuaggug ggugguagua aguaaaggge ac 32

<210>86
<211>30
<212>RNA
213> NTJF4

<220>
<223>MCP-1 4557
<220>

<221>L RNA
<222>(1).. (30)
<223> & LY

<400>86
uguuaggugg gugguaguaa guaaagggcea 30

<210>87
{21152
<212>RNA
213> NTJF4

<220>

<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (52)
<223> &

<400>87

ggacgagagu gacaaaugau auaaccuccu gacuaacgcu gcgggegaca gg h2
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<210>88
211552
<212>RNA
213> AT 74

<220>

<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (52)
<223> & M

<400>88

ggaccuaucg cuaagacaac gcgcagucua cgggacauuc uccgcggaca gg b2

<210>89

<211>52

<212>RNA

213> NP4
<220>

<223>MCP-1 4545
<220

<221>LRNA
<222>(1).. (52)
<223> &

<400>89

ggacaauugu uacccccgag agagacaaau gagacaaccu ccugaagaca gg 52

<210>90
<211>51
<212>RNA
Q213> NTJF5

<220>

<223>MCP-1 4555
<220>

<221>L-RNA
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<222>(1).. (51)
<223> A I

<400>90

ggacgaaagu gagaaaugau acaaccuccu guugcugcega auccggacag g 51

<210>91

<211>50

<212>RNA

213> NTJF4
<220>

<223>MCP-1 45471
<220>

<221>L-RNA
<222>(1).. (50)
<223> & HH

<400>91

ggacguaaaa gacgcuaccc gaaagaaugu caggagggua gaccgacagg 50

210592
<211>50
<212>RNA
213> AT 74

<220>

<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (50)
<223> & M

<400>92

ggacuagaaa cuacaauagc ggccaguuge accgcguuau caacgacagg 50

<210>93
<211>50
<212>RNA
213> NP4
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<220>

<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (50)
<223> & I

<400>93

ggacuaguca gccagugugu auaucggacg cggguuuauu uacugacagg 50

<210>94
{21150
<212>RNA
213> NTJF4

<220>
<223>MCP-1 4545
<220>

<221>L-RNA
<222>(1).. (50)
<223> A HI)

<400>94

ggacuguccg gagugugaaa cuccccgaga ccgecagaag cggggacagg 50

<210>95
{21150
<212>RNA
213> NTJF4

<220>

<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (50)
<223> B I

<400>95
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ggacuucuau ccaggugggu gguaguaugu aaagagauag aagugacagg 50

<210>96
211550
<212>RNA
213> AT 74

<220>

<223>MCP-1 45571
<220>

<221>L-RNA
<222>(1).. (50)
<223> & M

<400>96

ggacgagagc gaacaaugau auaaccuccu gacggaaaga gaucgacagg 50

<210>97
<211>48
<212>RNA
213> NLJF%)

<2205

<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (48)
<223> & N

<400>97

ccugugecuac acgecaguaag aagugaacgu ucaguaugug ugcacagg 48

<210>98
<211>48
<212>RNA
213> NTF4

<220>
<223>MCP-1 455
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<220>
<221>L-RNA
<222>(1).. (48)
<223> A HI

<400>98

cgugagccag gecaccgaggg cguuaacugg cugauuggac acgacacg 48

<210>99
<211>48
<212>RNA
213> NTJF4

<220>

<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (48)
<223> B I

<400>99

cgugaacaug caagcuaagc ggggeuguug guugcuugge ccgecacg 48

<210>100
<211>48
<212>RNA
213> NTJF4

<220>

<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (48)
<223> & M

<400>100

cgugecagaga gagaccaacc acguaaaauc aaccuaaugg gccgecacg 48

<210>101
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<211>48
<212>RNA
213> NLJF%)

<220>

<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (48)
<223> & N

<400>101

cgugecagaga gagaccaacc acguaaaauc aaccuaaugg geccgeacg 48

<210>102
<211>48
<212>RNA
213> N7

<220>

<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (48)
<223> & L

<400>102

cgugaacauu caagcuaagec ggggeuguug guugeuugge ccgecacg 48

<210>103
<211>48
<212>RNA
213> NTJF4

<220>

<223>MCP-1 %555
<220>

<221>LRNA
<222>(1).. (48)
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<223> E Y
<400>103

cgugececgagg cggegaccag cguuacuuag agaggeuuug geaccacg 48

<210>104
<211>47
<212>RNA
213> NTJF4

<220>

<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (47)
<223> & M

<400>104

cgugauaaca gccgucgguc aagaaaacaa aguucgggeg gegeacg 47

<210>105
211547
<212>RNA
213> AT 74

<220>

<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (47)
<223> & M
<400>105

cgugggugge geaccgaggg cgaaaageca ccaguaaaga uagaccg 47

<210>106
<211>45
<212>RNA
Q213> NTJF4

<220>
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<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (45)
<223> 4 Rk

<400>106

cgugugaucu ccuuuggggu gauuagcuua gagacuuccc acacg  4b

<210>107
<211>45
<212>RNA
213> NTJF4

<220>

<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (45)
<223> B I

<400>107

gcaccuucge cuaauacacg ugecggeuag cuaauacucg uccge 45
<210>108

<211>45

<212>RNA

213> NTJF4

<220>

<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (45)
<223> & M

<400>108

gcacgacuug ggcgaccagu gauacuuaga gagcaagucg ucgge 45

<210>109
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<211>44
<212>RNA
213> NLJF%)

<220>

<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (44)
<223> & N

<400>109

gcgegegeuce aguaagaaau ugaaaguuca gaaugucguc gege 44
<210>110

<211>39

<212>RNA

Q213> N7

<220>
<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (39)
<223> B

<400>110

agugugugge aggcuaagga gauauuccga gaccacgcu 39

<210>111
<211>39
<212>RNA
213> NTJF4

<220>

<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (39)
<223> & LY
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<400>111

agugugugge agacuaugga uagacuccga gaccacgcu 39

<210>112
<211>39
<212>RNA
213> NTJF4

<220>

<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (39)
<223> & M

<400>112

agcgugagge gaccagcgga uuacuuagag agucacgcu 39

<210>113
<211>39
<212>RNA
213> AT 74

<220>

<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (39)
<223> & M

<400>113

agcgugaagg ggaccagcgu uacuuacaga guucacgcu 39

<210>114
<211>39
<212>RNA
213> NTF4
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<220>
<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (39)
<223> B

<400>114

agcgugugau guauguagca ccguaucaga ggacacgcu 39

<210>115
<211>37
<212>RNA
213> NTJF4

<220>
<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (37)
<223> & LY

<400>115

agcgugagge gacccguguu ucguagagag ucacgcu 37

<210>116
<211>40
<212>RNA
213> NTJF4

<220>
<223>NOX-E36-5" PEG
<220>

<221>L-RNA
<222>(1).. (40)
<223> &

<220>
<221>LRNA
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<222>(1).. (1)
<223>5" PEG &

<400>116

gcacgucccu caccggugea agugaagecg uggecucugeg 40

<210>117
<211>40
<212>RNA
213> NTJF4

<220>
<223>NOX-E36-3" PEG
<220>

<221>L-RNA
<222>(1).. (40)
<223> & M

<220>
<221>L-RNA

<222>(1).. (40)
<223>3” PEG 1k,

<400>117

gcacgucccu caccggugea agugaagecg uggecucugeg 40

<210>118
{21158
<212>RNA
213> NTJF4

<220>

<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (58)
<223> H

<400>118
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gagauggcga cauugguugg gcaugaggeg aggcecccuuug augaauccge ggcecauuc 58

<210>119
211556
<212>RNA
213> AT 74

<220>

<223>MCP-1 45571
<220>

<221>L-RNA
<222>(1).. (56)
<223> & M

<400>119

gauggcgaca uugguuggge augaggegag gcecccuuugau gaauccgegg ccauuc 56

<210>120
<211>53
<212>RNA
213> NLJF%)

<2205

<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (53)
<223> & N

<400>120

ggcgacauug guugggecaug aggegaggee cuuugaugaa uccgeggeca uuc 53

<210>121
<211>52
<212>RNA
213> NTF4

<220>
<223>MCP-1 455
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<220>
<221>L-RNA
<222>(1).. (52)
<223> A HI

<400>121

ggcgacauug guugggecaug aggcecgaggee cuuugaugaa uccgeggeca uu 52

<210>122
{21150
<212>RNA
213> NTJF4

<220>

<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (50)
<223> H

<400>122

ggecgacauug guugggecaug aggegaggee cuuugaugaa uccgeggeca 50

<210>123
<211>48
<212>RNA
213> NTJF4

<220>

<223>MCP-1 4557

<220>

<221>L-RNA

<222>(1).. (48)

<223> & M

<400>123

gecugguuacc gagggggegu cguuggaguu ugguugguug ucaccage 48

<210>124
<211>46
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<212>RNA
213> N4

<220>

<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (46)
<223> &

<400>124
cugguuaccg agggggegue guuggaguuu gguugguugu caccag 46

<210>125
<211>44
<212>RNA
Q213> N7

<220>
<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (44)
<223> B
<400>125

ugguuaccga gggggegucg uuggaguuug guugguuguce acca 44

<210>126
<211>48
<212>RNA
213> NTJF4

<220>

<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (48)
<223> BN
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<400>126
gcegguuace gagggggegu cguuggaguu ugguugguug ucaccgge 48

<210>127
<211>48
<212>RNA
213> NTJF4

<220>

<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (48)
<223> & M

<400>127

gcecggeuace gagggggegu cguuggaguu ugguugguug ucgecgge 48
<210>128

<211>46

<212>RNA

213> NLF%)

<2205

<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (46)
<223> & N

<400>128
gcgeguaceg agggggegue guuggaguuu gguugguugu ccgege 46

<210>129
<211>46
<212>RNA
213> NTF4

<220>
<223>MCP-1 455
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<220>
<221>L-RNA
<222>(1).. (46)
<223> A HI

<400>129

gggecuaccg agggggegue guuggaguuu gguugguugu cggeee 46
<210>130

<211>76

<212>PRT

213> NTJF4

<220>
<223> A=A D MCP-1
<220>

<221>D- E|A R
<222>(1).. (76)
<223> & N

<220>
Q221> HEEN
<222>(1).. (1)
<223> A HI)

<400>130
Gln Pro Asp Ala Ile Asn Ala Pro Val Thr Cys Cys Tyr Asn Phe Thr
1 5 10 15
Asn Arg Lys Ile Ser Val Gln Arg Leu Ala Ser Tyr Arg Arg Ile Thr
20 25 30
Ser Ser Lys Cys Pro Lys Glu Ala Val Ile Phe Lys Thr Ile Val Ala
35 40 45
Lys Glu Ile Cys Ala Asp Pro Lys Gln Lys Trp Val Gln Asp Ser Met
50 55 60
Asp His Leu Asp Lys Gln Thr Gln Thr Pro Lys Thr
65 70 75

<210>131
<211>76
<212>PRT
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213> NLF%

220>
223> WAL /ML D MCP-1
<220

<221>D- & A i
<222>(1).. (76)
223> & R

<220>

Q221> EMENL
<222>(1).. (1)
<223> & M

<220>

Q221> EFEMN
<222>(76).. (76)
<223> & N

<400>131

Gln Pro Asp Ala Val Asn Ala Pro Leu Thr Cys Cys Tyr Ser Phe Thr

1 5 10 15

Ser Lys Met Ile Pro Met Ser Arg Leu Glu Ser Tyr Lys Arg Ile Thr

20 25 30
Ser Ser Arg Cys Pro Lys Glu Ala Val Val Phe Val Thr Lys Leu Lys
35 40 45

Arg Glu Val Cys Ala Asp Pro Lys Lys Glu Trp Val Gln Thr Tyr Ile
50 55 60

Lys Asn Leu Asp Arg Asn Gln Met Arg Ser Glu Pro

65 70 75

<210>132
<211>47
<212>RNA
213> NTJF4

<220>
<223>MCP-1 4555
<220>
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<221>D-RNA
<222>(1).. (47)
223> E I

<400>132

agecgugeceeg gaguggeagg gggacgegac cugecaauaau geacgeu 47

<210>133
<211>45
<212>RNA
213> NTJF4

<220>

<223>MCP-1 4557

<220>

<221>D-RNA

<222>(1).. (45)

<223> & N

<400>133

agcgugececg gaguggecagg gggacgegac cugcaauuge acgcu 45

<210>134
<211>47
<212>RNA
213> NTJF4

220>
<223>MCP-1 %555
<400>134

agcgugeceeg gaguggeagg gggacgegac cuguaauaau geacgeu 47

<210>135
<211>47
<212>RNA
Q213> NTF4

<220>
<223>MCP-1 4555
<220>
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<221>D-RNA
<222>(1).. (47)
223> E I

<400>135
agecgugeeeg guguggeagg gggacgegac cugecaauaau gegegeu 47

<210>136

<211>47

<212>RNA

213> NTJF4
<220>
<223>MCP-1 Z54 71
<220>

<221>D-RNA
<222>(1).. (47)
<223> & M

<400>136

agcgugececeg gaguageagg ggggegegac cugecaauaau geacgeu 47

<210>137
<211>45
<212>RNA
213> NTJF4

<220>

<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (45)
<223> & N

<400>137

agcgugeceeg gugugguagg ggggegegau cuacaauuge acgeu 45

<210>138
<211>45
<212>RNA
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213> NTJF4
<220>

<223>MCP-1 4557
<220>

<221>DRNA
<222>(1).. (45)
<223> & I

<400>138

agcgugeeeg gugugacagg ggggegegace cugeauuuge acgeu 45

<210>139
<211>45
<212>RNA
213> NTJF4

<220>
<223>MCP-1 45471
<220>

<221>D-RNA
<222>(1).. (45)
<223> B

<400>139
agecgugeeeg guguggeagg ggggegegace cuguauuuge acgeu 45

<210>140
<211>47
<212>RNA
213> NTJF4

<220>

<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (47)
<223> H

<400>140
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agcgugececg gaguggeagg ggggegegace cugecaauaau geacgeu 47

<210>141
Q211545
<212>RNA
213> AT 74

<220>

<223>MCP-1 45571
<220>

<221>D-RNA
<222>(1).. (45)
<223> & M

<400>141
agcgugeeeg guguggeagg ggggegegace cugeaauuge acgeu 45

<210>142
<211>45
<212>RNA
213> NP4

<2205

<223>MCP-1 45471
<220>

<221>D-RNA
<222>(1).. (45)
<223> & N

<400>142

agcaugccceg guguggeagg ggggegegace cugeauuuge augeu 45

<210>143
<211>45
<212>RNA
213> NTF4

<220>
<223>MCP-1 455
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<220>
<221>D-RNA
<222>(1).. (45)
<223> A HI

<400>143
agecgugeeeg gugugguagg ggggegegace cuacauuuge acgeu 45

<210>144
<211>44
<212>RNA
213> NTJF4

<220>

<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (44)
<223> H

<400>144

agugugccag cugugauggg ggggegegac ccauuuuaca cacu 44

<210>145
<211>43
<212>RNA
213> NTJF4

<220>

<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (43)
<223> & M

<400>145

agugugccag cgugaugggg gggegegace cauuuuacac acu 43

<210>146
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<211>43
<212>RNA
213> NLJF%)

<220>

<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (43)
<223> & N

<400>146

agugugcegag cgugaugggg gggegegace cauuuuacau acu 43

<210>147
<211>43
<212>RNA
213> N7

<220>

<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (43)
<223> & L

<400>147

agugugcecag cgugaugggg gggegegace cauuuuacau acu 43

<210>148
<211>42
<212>RNA
213> NTJF4

<220>

<223>MCP-1 %555
<220>

<221>D-RNA
<222>(1).. (42)
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<223> E Y

<400>148

aguaugccag cgugaugggg gggegegace cauuuacaua cu 42

<210>149
<211>43
<212>RNA
213> NTJF4

<220>

<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (43)
<223> & HH

<400>149

agugugccag ugugaugggg gggegegace cauuuuacac acu 43

<210>150
211543
<212>RNA
213> AT 74

<220>

<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (43)
<223> & M
<400>150

agecgugeeag ugugaugggg gggegegace cauuuuacac geu 43

<210>151
<211>43
<212>RNA
213> NTJF4

136



CN 101415825 B }?’l— ﬁlj % 60/117 7T

<220>
<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (43)
<223> B

<400>151

acgecacgucc cucaccggug caagugaage cgeggeucug cgu 43

<210>152
<211>43
<212>RNA
213> NTJF4

<220>
<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (43)
<223> & LY
<400>152

acgcaccucc cucaccggug caagugaage cguggeucug cge 43

<210>153
<211>43
<212>RNA
213> NTJF4

<220>

<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (43)
<223> & HH

<400>153

acgcacgucc cucaccggug caagugaage cguggeucug cgu 43
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<210>154
Q211>41
<212>RNA
213> AT 74

<220>

<223>MCP-1 45571
<220>

<221>D-RNA
<222>(1).. (41)
<223> & M

<400>154

gcacgucccu caccggugea agugaagecg uggceucugeg u 41
<210>155

<211>41

<212>RNA

213> N7

<220>

<223>MCP-1 4557
<220>

<221>D RNA
<222>(1).. (41)
<223> & L

<400>155

acgcacgucc cucaccggug caagugaage cguggeucug c¢ 41

<210>156
<211>39
<212>RNA
213> NTJF4

<220>

<223>MCP-1 %555
<220>

<221>D-RNA
<222>(1).. (39)
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<223> E Y

<400>156

gcacgucccu caccggugea agugaagecg uggeucuge 39
<210>157

<211>42

<212>RNA

213> NTJF4

<220>

<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (42)
<223> & M

<400>157

cgecacgucce ucaccgguge aagugaagec guggeucuge gu 42

<210>158
Q211>41
<212>RNA
213> AT 74

<220>

<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (41)
<223> & M

<400>158

cgecacgucce ucaccgguge aagugaagee guggeucuge g 41

<210>159
<211>40
<212>RNA
213> NTJF4
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<220>
<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (40)
<223> B

<400>159

gcacgucccu caccggugea agugaagcecg uggcecucugeg 40

<210>160
<211>49
<212>RNA
213> NTJF4

<220>
<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (49)
<223> & LY

<400>160

gugcugegua guggaagacu accuaaugac agccgaauge uggcageac 49

<210>161
<211>49
<212>RNA
213> NTJF4

<220>

<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (49)
<223> &

<400>161

gugcugegua guggaagacu accuaaugac agccuaauge uggcagcac 49
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<210>162
<211>49
<212>RNA
213> AT 74

<220>

<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (49)
<223> & M

<400>162

gugcugegua guggaagacu accuuaugac agccgaauge uggecageac 49

<210>163
<211>48
<212>RNA
213> NP4

<220>

<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (48)
<223 &

<400>163

gugcugegua gugaaaaacu acugccagug ggucagageu agecageac 48

<210>164
<211>48
<212>RNA
Q213> NTF4

<220>
<223>MCP-1 4555
<220>
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<221>D-RNA
<222>(1).. (48)
223> E I

<400>164

gugcugegga guuaaaaacu cccuaagaca ggecagagece ggeageac 48

<210>165

<211>48

<212>RNA

213> NTJF4
<220>
<223>MCP-1 Z54 71
<220>

<221>D-RNA
<222>(1).. (48)
<223> & M

<400>165

gugcugegga guugaaaacu cccuaagaca ggecagagece ggeageac 48

<210>166
<211>48
<212>RNA
213> NTJF4

<220>

<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (48)
<223> & N

<400>166

gugcugegua guggaagacu accuaugaca gccuaaugeu ggeageac 48

<210>167
<211>48
<212>RNA
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213> NTJF4
<220>

<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (48)
<223> & I

<400>167

gugecugegga guuaaaaacu cccuaagaca ggeuagagece ggeageac 48

<210>168
{21150
<212>RNA
213> NTJF4

<220>
<223>MCP-1 45471
<220>

<221>D-RNA
<222>(1).. (50)
<223> B

<400>168

gugcugegge gugaaaaacg cccugegacu geccuuuaug caggeageac 50

<210>169
<211>48
<212>RNA
213> NTJF4

<220>

<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (48)
<223> H

<400>169
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gugcugegua gugaaaaacu accaacgacu ggcuagagece ggeageac 48

<210>170
<211>48
<212>RNA
213> AT 74

<220>

<223>MCP-1 45571
<220>

<221>D-RNA
<222>(1).. (48)
<223> & M

<400>170

gugcugegua gugaaagacu accugugaca gccgaaugeu ggeageac 48

<210>171
<211>48
<212>RNA
213> NLJF%)

<2205

<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (48)
<223> & N

<400>171

guacugegua guuaaaaacu accaacgacu ggecuagagee ggeageac 48

<210>172
<211>48
<212>RNA
213> NTF4

<220>
<223>MCP-1 455
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<220>
<221>D-RNA
<222>(1).. (48)
<223> A HI

<400>172

gugecugegua guuaaaaacu accaacgacu ggecuagagee ggeageac 48

<210>173
<211>48
<212>RNA
213> NTJF4

<220>

<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (48)
<223> H

<400>173

gugcugegua guuaaaaacu accagcgaca ggcuagagece ggeageac 48

<210>174
<211>48
<212>RNA
213> NTJF4

<220>

<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (48)
<223> & M

<400>174

gugcugegua guuaaaaacu accagegacu ggeuagagee ggeageac 48

<210>175
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<211>48
<212>RNA
213> NLJF%)

<220>

<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (48)
<223> & N

<400>175

gugcugegua gugagaaacu accaacgacu ggecuagagee ggeageac 48

<210>176
<211>46
<212>RNA
213> N7

<220>

<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (46)
<223> & L

<400>176

ggeugeguag uuaaaaacua ccagegacug geuagagecg geagee 46

<210>177
<211>44
<212>RNA
213> NTJF4

<220>

<223>MCP-1 %555
<220>

<221>D-RNA
<222>(1).. (44)
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<223> E Y

<400>177

ggegeguagu uaaaaacuac cagegacugg cuagagecgg cgee 44

<210>178
<211>46
<212>RNA
213> NTJF4

<220>

<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (46)
<223> & HH

<400>178

gugcgeguag uuaaaaacua ccagegacug geuagagecg gegeac 46

<210>179
211546
<212>RNA
213> AT 74

<220>

<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (46)
<223> & M
<400>179

gugcgeguag ugagaaacua ccaacgacug gecuagagecg gegeac 46

<210>180
<211>44
<212>RNA
213> NTJF4
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<220>
<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (44)
<223> B

<400>180

gugceguagu gagaaacuac caacgacugg cuagagecgg geac 44

<210>181
<211>44
<212>RNA
213> NTJF4

<220>
<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (44)
<223> & LY
<400>181

guggcguagu gagaaacuac caacgacugg cuagagcecgg ccac 44

<210>182
<211>44
<212>RNA
213> NTJF4

<220>

<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (44)
<223> & HH

<400>182

gucgecguagu gagaaacuac caacgacugg cuagagccgg cgac 44
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<210>183
21144
<212>RNA
213> AT 74

<220>

<223>MCP-1 45571
<220>

<221>D-RNA
<222>(1).. (44)
<223> & M

<400>183

ugcgeguagu gagaaacuac caacgacugg cuagagcecgg cgea 44
<210>184

<211>44

<212>RNA

213> N7

<220>

<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (44)
<223> & L

<400>184

gecugeguagu gagaaacuac caacgacugg cuagagecgg cage 44

<210>185
<211>44
<212>RNA
213> NTJF4

<220>

<223>MCP-1 %555
<220>

<221>D-RNA
<222>(1).. (44)
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<223> E Y

<400>185

gecugeguagu gagaaacuac caacgacugg cuagagecgg cage 44
<210>186

<211>44

<212>RNA

213> NTJF4

<220>

<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (44)
<223> & M

<400>186

ggugeguagu gagaaacuac caacgacugg cuagagccgg cacc 44

<210>187
<211>40
<212>RNA
213> AT 74

<220>

<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (40)
<223> & M

<400>187

uggcguagug agaaacuacc aacgacugge uagagccgge 40

<210>188
<211>42
<212>RNA
213> NTJF4
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<220>
<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (42)
<223> B

<400>188

gecgeguagug agaaacuacc aacgacugge uagagecgge ge 42

<210>189
<211>42
<212>RNA
213> NTJF4

<220>
<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (42)
<223> & LY

<400>189

gugcguagug agaaacuacc aacgacugge uagagccgge ac 42

<210>190
<211>42
<212>RNA
213> NTJF4

<220>

<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (42)
<223> &

<400>190

gggeguagug agaaacuacc aacgacugge uagagecgge cc 42
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<210>191
211542
<212>RNA
213> AT 74

<220>

<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (42)
<223> & M

<400>191

gagcguagug agaaacuacc aacgacugge uagagecgge uc 42

<210>192
<211>42
<212>RNA
213> NP4

<220>

<223>MCP-1 4557
<220>

<221>D RNA
<222>(1).. (42)
<223 &

<400>192

cggeguagug agaaacuacc aacgacugge uagagecgge cg 42

<210>193
<211>42
<212>RNA
Q213> NTF4

<220>
<223>MCP-1 4555
<220>
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<221>D-RNA
<222>(1).. (42)
223> E I

<400>193

ccgeguagug agaaacuacc aacgacugge uagagecgge gg 42

<210>194

<211>42

<212>RNA

213> NTJF4
<220>
<223>MCP-1 Z54 71
<220>

<221>D-RNA
<222>(1).. (42)
<223> & M

<400>194

cagcguagug agaaacuacc aacgacugge uagagcecgge ug 42

<210>195
<211>42
<212>RNA
213> NTJF4

<220>

<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (42)
<223> & N

<400>195

cugecguagug agaaacuacc aacgacugge uagagecgge ag 42

<210>196
<211>39
<212>RNA
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213> NTJF4
<220>

<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (39)
<223> & I

<400>196
agcguguuag ugaagugggu ggecagguaaa ggacacgeu 39

<210>197
<211>39
<212>RNA
213> NTJF4

<220>
<223>MCP-1 45471
<220>

<221>D-RNA
<222>(1).. (39)
<223> B

<400>197
agcgugguag cggugugggu gguagguaaa ggecacgeu 39

<210>198
<211>39
<212>RNA
213> NTJF4

<220>

<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (39)
<223> H

<400>198
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agcgugauag aagagcgggu gguagguaaa ggucaggeu 39

<210>199
<211>39
<212>RNA
213> AT 74

<220>

<223>MCP-1 45571
<220>

<221>D-RNA
<222>(1).. (39)
<223> & M

<400>199

agcguguuag guaggguggu aguaaguaaa ggacacgcu 39

<210>200
<211>38
<212>RNA
213> NP4

<2205

<223>MCP-1 45471
<220>

<221>D-RNA
<222>(1).. (38)
<223> & N

<400>200

agcguguuag guggguggua guaaguaaag gacacgcu 38

<210>201
<211>38
<212>RNA
213> NTF4

<220>
<223>MCP-1 455
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<220>
<221>D-RNA
<222>(1).. (38)
<223> A HI

<400>201
agcguguuag guggguggua guaaguaaag ggcecacgcu 38

<210>202
<211>34
<212>RNA
213> NTJF4

<220>

<223MCP-1 4547
<220>
<221>D-RNA
<222>(1).. (34)
<223> B I

<400>202
ccgecuuaggu gggugguagu aaguaaaggg gegg 34

<210>203
<211>39
<212>RNA
213> NTJF4

<220>

<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (39)
<223> & M

<400>203
gcgegageag guggguggua gaauguaaag acucgcguc 39

<210>204
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<211>34
<212>RNA
213> NLJF%)

<220>

<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (34)
<223> & N

<400>204
cguguuaggu gggugguagu aaguaaagga cacg 34

<210>205
<211>32
<212>RNA
213> N7

<220>

<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (32)
<223> & L

<400>205

guguuaggug ggugguagua aguaaaggac ac 32

<210>206
<211>34
<212>RNA
213> NTJF4

<220>

<223>MCP-1 %555
<220>

<221>D-RNA
<222>(1).. (34)
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<223> E Y

<400>206
cguguuaggu gggugguagu aaguaaaggg cacg 34

<210>207
<211>32
<212>RNA
Q213> NTF4

<220>

<223>MCP-1 45471
<220>

<221>D-RNA
<222>(1).. (32)
223> B

<400>207
guguuaggug ggugguagua aguaaaggge ac 32

<210>208
<211>30
<212>RNA
213> NTLJF4

220>

<223>MCP-1 45 &5

220>

<221>D—-RNA

<222>(1).. (30)

<223> & HUHY

<400>208

uguuaggugg gugguaguaa guaaagggea 30

<210>209
<211>52
<212>RNA
213> NTF4
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<220>
<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (52)
<223> B

<400>209

ggacgagagu gacaaaugau auaaccuccu gacuaacgcu gcegggegaca gg 52

<210>210
{21152
<212>RNA
213> NTJF4

<220>
<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (52)
<223> & LY
<400>210

ggaccuaucg cuaagacaac gcgcagucua cgggacauuc uccgeggaca gg 52

<210>211
<211>52
<212>RNA
213> NTJF4

<220>

<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (52)
<223> & HH

<400>211

ggacaauugu uacccccgag agagacaaau gagacaacclu ccugaagaca gg b2
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<210>212
211551
<212>RNA
213> AT 74

<220>

<223>MCP-1 45571
<220>

<221>D-RNA
<222>(1).. (51)
<223> & M

<400>212

ggacgaaagu gagaaaugau acaaccuccu guugcugcga auccggacag g 51
<210>213

<211>50

<212>RNA

213> N7

<220>

<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (50)
<223> & L

<400>213

ggacguaaaa gacgcuaccc gaaagaaugu caggagggua gaccgacagg 50

<210>214
{21150
<212>RNA
213> NTJF4

<220>

<223>MCP-1 %555
<220>

<221>D-RNA
<222>(1).. (50)
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<223> E Y

<400>214

ggacuagaaa cuacaauagc ggccaguuge accgecguuau caacgacagg 50
<210>215

<211>50

<212>RNA

213> NTJF4

<220>

<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (50)
<223> & M

<400>215

ggacuaguca gccagugugu auaucggacg cggguuuauu uacugacagg 50

<210>216
<211>50
<212>RNA
213> AT 74

<220>

<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (50)
<223> & M

<400>216

ggacuguccg gagugugaaa cuccccgaga ccgecagaag cggggacagg 50

<210>217
{21150
<212>RNA
213> NTJF4
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<220>
<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (50)
<223> B

<400>217

ggacuucuau ccaggugggu gguaguaugu aaagagauag aagugacagg 50

<210>218
{21150
<212>RNA
213> NTJF4

<220>
<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (50)
<223> & LY

<400>218

ggacgagagec gaacaaugau auaaccuccu gacggaaaga gaucgacagg 50

<210>219
<211>48
<212>RNA
213> NTJF4

<220>

<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (48)
<223> &

<400>219

ccugugcuac acgcaguaag aagugaacgu ucaguaugug ugcacagg 48
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<210>220
<211>48
<212>RNA
213> AT 74

<220>

<223>MCP-1 4557
<220>

<221>DRNA
<222>(1).. (48)
<223> & M

<400>220

cgugagcecag gecaccgaggg cguuaacugg cugauuggac acgacacg 48

<210>221
<211>48
<212>RNA
213> NP4

<220>

<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (48)
<223 &

<400>221

cgugaacaug caagcuaagec ggggeuguug guugeuugge ccgecacg 48

<210>222
<211>48
<212>RNA
Q213> NTF4

<220>
<223>MCP-1 4555
<220>
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<221>D-RNA
<222>(1).. (48)
223> E I

<400>222

cgugcagaga gagaccaacc acguaaaauc aacclUaaugg gccgcacg 48

<210>223

<211>48

<212>RNA

213> NTJF4
<220>
<223>MCP-1 Z54 71
<220>

<221>D RNA
<222>(1).. (48)
<223> & M

<400>223

cgugcagaga gagaccaacc acguaaaauc aaccuaaugg gccgecacg 48

<210>224
<211>48
<212>RNA
213> NTJF4

<220>

<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (48)
<223> & N

<400>224

cgugaacauu caagcuaagc ggggeuguug guugecuugge ccgecacg 48

<210>225
<211>48
<212>RNA
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213> NTJF4
<220>

<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (48)
<223> & I

<400>225

cgugeegagg cggegaccag cguuacuuag agaggeuuug geaccacg 48

<210>226
<211>47
<212>RNA
213> NTJF4

<220>
<223>MCP-1 45471
<220>

<221>D-RNA
<222>(1).. (47)
<223> B

<400>226

cgugauaaca gccgucgguc aagaaaacaa aguucgggeg gegeacg 47

<210>227
<211>47
<212>RNA
213> NTJF4

<220>

<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (47)
<223> H

<400>227
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cgugggugge gecaccgaggg cgaaaagceca ccaguaaaga uagaccg 47

<210>228
Q211545
<212>RNA
213> AT 74

<220>

<223>MCP-1 45571
<220>

<221>D-RNA
<222>(1).. (45)
<223> & M

<400>228

cgugugaucu ccuuuggggu gauuagcuua gagacuuccce acacg 45

<210>229
<211>45
<212>RNA
213> NLJF%)

<2205

<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (45)
<223> & N

<400>229

gcaccuucge cuaauacacg ugecggeuag cuaauacucg uccge 45

<210>230
<211>45
<212>RNA
213> NTF4

<220>
<223>MCP-1 455
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<220>
<221>D-RNA
<222>(1).. (45)
<223> A HI

<400>230

gcacgacuug ggegaccagu gauacuuaga gagcaagucg ucgge 45

<210>231
<211>44
<212>RNA
213> NTJF4

<220>

<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (44)
<223> H

<400>231

gcgegegeue aguaagaaau ugaaaguuca gaaugucguc gege 44

<210>232
<211>39
<212>RNA
213> NTJF4

<220>

<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (39)
<223> & M

<400>232

aguguguggce aggcuaagga gauauuccga gaccacgcu 39

<210>233
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<211>39
<212>RNA
213> NLJF%)

<220>

<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (39)
<223> & N

<400>233

agugugugge agacuaugga uagacuccga gaccacgcu 39

<210>234
<211>39
<212>RNA
213> N7

<220>

<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (39)
<223> & L

<400>234

agcgugagge gaccagcegga uuacuuagag agucacgcu 39

<210>235
<211>39
<212>RNA
213> NTJF4

<220>

<223>MCP-1 %555
<220>

<221>D-RNA
<222>(1).. (39)
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<223> E Y

<400>235

agcgugaagg ggaccagegu uacuuacaga guucacgcu 39

<210>236
<211>39
<212>RNA
213> NTJF4

<220>

<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (39)
<223> & HH

<400>236

agcgugugau guauguagca ccguaucaga ggacacgcu 39

<210>237
<211>37
<212>RNA
213> AT 74

<220>

<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (37)
<223> & M
<400>237

agcgugagge gacccguguu ucguagagag ucacgcu 37

<210>238
<211>40
<212>RNA
213> NTJF4
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<220>
<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (40)
<223> B

220>
<221>D-RNA
<222>(1).. (40)
<223>5” PEG 1k

<400>238

gecacguccecu caccggugea agugaageceg uggeucugeg 40

<210>239
<211>40
<212>RNA
213> NTF4

<220>

<223>MCP-1 4557
<2205

<221>D-RNA
<222>(1).. (40)
<223> &

<220>
<221>D-RNA

<222>(1).. (40)
<223>3” -PEG 1k

<400>239

gcacgucccu caccggugea agugaagccg uggcecucugeg 40

<210>240
<211>58
<212>RNA
213> NP4
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<220>

<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (58)
<223> & I

<400>240

gagauggcga cauugguugg gecaugaggeg aggeccuuug augaauccge ggecauuc 58

<210>241
{21156
<212>RNA
213> NTJF4

<220>
<223>MCP-1 45471
<220>

<221>D-RNA
<222>(1).. (56)
<223> B

<400>241

gauggcgaca uugguuggge augaggegag gceccuuugau gaauccgegg ccauuc 56

<210>242
<211>53
<212>RNA
213> NTJF4

<220>

<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (53)
<223> H

<400>242
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ggcgacauug guugggecaug aggcgaggee cuuugaugaa uccgeggeca uuc 53

<210>243

<211>52

<212>RNA

213> NLF4
<220>

<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (52)
<223> & M

<400>243

ggcgacauug guugggecaug aggcegaggee cuuugaugaa uccgeggeca uu b2

<210>244
<211>50
<212>RNA
213> NP4

<220>

<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (50)
<223 &

<400>244

ggcgacauug guugggecaug aggegaggee cuuugaugaa uccgeggeca 50

<210>245

<211>48

<212>RNA

Q213> NTF4
<220>

<223>MCP-1 4547
<220>

<221>D-RNA
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<222>(1).. (48)
<223> A I

<400>245
gecugguuace gagggggegu cguuggaguu ugguugguug ucaccage 48

<210>246
<211>46
<212>RNA
213> NTJF4

<220>

<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (46)
<223> & M

<400>246
cugguuaccg agggggcguc guuggaguuu gguugguugu caccag 46

<210>247
<211>44
<212>RNA
213> NTJF4

<220>

<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (44)
<223> & N

<400>247
ugguuaccga gggggegucg uuggaguuug guugguuguce acca 44

<210>248
<211>48
<212>RNA

173



CN 101415825 B }?’l— ﬁlj % 97/117 1T

213> N L4

<220>

<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (48)
<223 &

<400>248
gcegguuace gagggggegu cguuggaguu ugguugguug ucaccgge 48

<210>249
<211>48
<212>RNA
Q213> NTF4

<220>
<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (48)
<223> 4 Rk

<400>249
gceggeuace gagggggegu cguuggaguu ugguugguug ucgecgge 48

<210>250
<211>46
<212>RNA
213> NTJF4

<220>

<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (46)
<223> BN
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<400>250
gcgeguaceg agggggegue guuggaguuu gguugguugu ccgege 46

<210>251
<211>46
<212>RNA
213> NTJF4

<220>

<223>MCP-1 4557
<220>

<221>D-RNA
<222>(1).. (46)
<223> & M

<400>251
gggececuaceg agggggegue guuggaguuu gguugguugu cggeece 46

<210>252
<211>76
<212>PRT
213> KRR

<400>252
Gln Pro Asp Ala Val Asn Ala Pro Leu Thr Cys Cys Tyr Ser Phe Thr
1 5 10 15
Gly Lys Met Ile Pro Met Ser Arg Leu Glu Asn Tyr Lys Arg Ile Thr
20 25 30
Ser Ser Arg Cys Pro Lys Glu Ala Val Val Phe Val Thr Lys Leu Lys
35 40 45
Arg Glu Ile Cys Ala Asp Pro Asn Lys Glu Trp Val Gln Lys Tyr lle
50 55 60
Arg Lys Leu Asp Gln Asn Gln Val Arg Ser Glu Thr
65 70 75

<210>253
<211>50
<212>RNA
213> NP4
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<220>

<223>MCP-1 4557
<220>

<221>L-RNA
<222>(1).. (50)
<223> & I

<220>
<221>L-RNA

<222>(1).. (50)
<223>5” -PEG 1k

<400>253

ggcgacauug guugggecaug aggcegaggee cuuugaugaa uccgeggeca 50

<210>254
<211>50
<212>RNA
213> NP4

<220>

<223>MCP-1 4557
<220>

<221>LRNA
<222>(1).. (50)
<223 &

<220>
<221>L-RNA
<222>(1).. (50)
<223>3” -PEG 1k
<400>254

ggcgacauug guugggecaug aggcegaggee cuuugaugaa uccgeggeca 50

<210>255
<211>11
<212>DNA
213> NP4
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<220>

<223>NOX-E36 ffi skt 4t
<220>

<221>L-DNA
<222>(1).. (11)
<223> & I

<220>
<221>L-DNA

<222>(1).. (11)

<223>—( [A]}G 4 18) 2-nhd+, 7 3° K

<400>25b5
gagggacgtg ¢ 11

<210>256
<211>9
<212>DNA
213> NTJF4

<220>
<223>NOX-E36 ¥4t
<220>

<221>L-DNA
<222>(1).. (9)

<223> B

<220>

<221>L-DNA

<222>(1).. (9)

<223>5" - HME - ([HFEY 18)

<400>256

cgcagagcec 9
<210>257

C211>73

<212>PRT

213> NILF3)
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<220>
<223>CCL1/1-309
<220>

<221>L- AR
<222>(1).. (73)
<223> & I

<400>257
Lys Ser Met Gln Val Pro Phe Ser Arg Cys Cys Phe Ser Phe Ala Glu
1 5 10 15
Gln Glu Ile Pro Leu Arg Ala Ile Leu Cys Tyr Arg Asn Thr Ser Ser
20 25 30
Ile Cys Ser Asn Glu Gly Leu Ile Phe Lys Leu Lys Arg Gly Lys Glu
35 40 45
Ala Cys Ala Leu Asp Thr Val Gly Trp Val Gln Arg His Arg Lys Met
50 55 60
Leu Arg His Cys Pro Ser Lys Arg Lys
65 70
<210>258
<211>69
{212>PRT

213> N4

<220>
<223>CCL3/MIP-1 ?
<220>

<221>L- AR
<222>(1).. (69)
<223> & M

<400>258
Ser Leu Ala Ala Asp Thr Pro Thr Ala Cys Cys Phe Ser Tyr Thr Ser
1 5 10 15
Arg Gln Ile Pro Gln Asn Phe Ile Ala Asp Tyr Phe Glu Thr Ser Ser
20 25 30
Gln Cys Ser Lys Pro Gly Val Ile Phe Leu Thr Lys Arg Ser Arg Gln
35 40 45
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Val Cys Ala Asp Pro Ser Glu Glu Trp Val Gln Lys Tyr Val Ser Asp

50 55
Leu Glu Leu Ser Ala
65

<210>259
<211>69
<212>PRT
213> NTJF4

<220>
<223>CCL4/MIP-1beta
<220>

<221>L- HEAJR
<222>(1).. (69)
<223> & HH

<400>259

Ala Pro Met Gly Ser Asp Pro Pro Thr Ala Cys Cys Phe Ser

1 5

Ala Arg Lys Leu Pro Arg Asn Phe Val Val Asp Tyr Tyr Glu

20 25

10

60

30

Tyr Thr
15
Thr Ser

Ser Leu Cys Ser Gln Pro Ala Val Val Phe Gln Thr Lys Arg Ser Lys

35 40

45

Gln Val Cys Ala Asp Pro Ser Glu Ser Trp Val Gln Glu Tyr Val Tyr

50 55
Asp Leu Glu Leu Asn
65

<210>260
<211>68
<212>PRT
213> NTJF4

<220>
<223>CCL5/RANTES
<220>

2210L- AR
<222>(1).. (68)
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<223> E Y

<400>260
Ser Pro Tyr Ser Ser Asp Thr Thr Pro Cys Cys Phe Ala Tyr lle Ala
1 5 10 15
Arg Pro Leu Pro Ara Ala His Ile Lys Glu Tyr Phe Tyr Thr Ser Gly
20 25 30
Lys Cys Ser Asn Pro Ala Val Val Phe Val Thr Arg Lys Asn Arg Gln
35 40 45
Val Cys Ala Asn Pro Glu Lys Lys Trp Val Arg Glu Tyr Ile Asn Ser
50 55 60
Leu Glu Met Ser
65
<210>261
<211>82
<212>PRT

213> N L4

<220>
<223>CCL13/MCP-4
<220>

<221>L- AR
€222>(1).. (82)
<223> & L

<400>261
Phe Asn Pro Gln Gly Leu Ala Gln Pro Asp Ala Leu Asn Val Pro Ser
1 5 10 15
Thr Cys Cys Phe Thr Phe Ser Ser Lys Lys Ile Ser Leu Gln Arg Leu
20 25 30
Lys Ser Tyr Val Ile Thr Thr Ser Arg Cys Pro Gln Lys Ala Val Ile
35 40 45
Phe Arg Thr Lys Leu Gly Lys Glu Ile Cys Ala Asp Pro Lys Glu Lys
50 55 60
Trp Val Gln Asn Tyr Met Lys His Leu Gly Arg Lys Ala His Thr Leu
65 70 75 80
Lys Thr
<210>262
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Q211>74
<212>PRT
213> AT 74

<220>

<223>CCL14/HCC-1

<220>

2210L- AR
<222>(1).. (74)
<223> & M

<400>262

Thr Lys Thr Glu Ser Ser Ser Arg Gly

1

5

Cys Phe Thr Tyr Thr Thr Tyr Lys lle

20

25

Tyr Tyr Glu Thr Asn Ser Gln Cys Ser

35

40

Thr Lys Arg Gly His Ser Val Cys Thr

50

95

Gln Asp Tyr Ile Lys Asp Met Lys Glu

65

<210>263
<211>73
<212>PRT
213> NTJF4

<220>

<223>CXCL1/GROalpha

<220>

<2210L- AR
<222>(1).. (73)
<223> & HH

<400>263

70

Pro Tyr His Pro Ser

10

Pro Arg Gln Arg lle

30

Glu Cys
15
Met Asp

Lys Pro Gly Ile Val Phe Ile

45

Asn Pro Ser Asp Lys Trp Val

Asn

60

Ala Ser Val Ala Thr Glu Leu Arg Cys Gln Cys Leu Gln Thr Leu Gln

1

5

181
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Gly Ile His

Pro His Cys
35

Lys Ala Cys
50

Lys Met Leu

65

<210>264

C211>73

<212>PRT

Pro Lys
20
Ala Gln

Leu Asn

Asn Ser

213> NLF%

<220>

<223>CXCL2/GRObeta

<220>

2210L- AR
<222>(1).. (73)

223> & R

<400>264
Ala Pro Leu
1

Gly Ile His

Pro His Cys
35
Lys Ala Cys
50
Lys Met Leu
65

<210>265
<211>73
<212>PRT

Ala Thr
5

Leu Lys

20

Ala Gln

Leu Asn

Lys Asn

213> NLF%

<220>

<{223>CXCL3/GROgama

Asn Ile Gln Ser Val Asn Val Lys

Thr Glu Val Ile Ala Thr Leu Lys

25

40

Ser Pro Gly
30

Asn Gly Arg
45

Pro Ala Ser Pro Ile Val Lys Lys Ile Ile Glu

Asp
70

Glu

Asn

Thr

Pro

Gly
70

55
Lys Ser Asn

Leu Arg Cys

Ile Gln Ser
25
Glu Val Ile
40
Ala Ser Pro
55
Lys Ser Asn

182

60

Gln Cys Leu Gln Thr Leu Gln
10 15
Val Lys Val Lys Ser Pro Gly
30
Ala Thr Leu Lys Asn Gly Gln
45
Met Val Lys Lys Ile Ile Glu
60
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<220>

<221>L- |AMR
<222>(1).. (73)
<223> A HI

<400>265
Ala Ser Val Val Thr
1 5
Gly Ile His Leu Lys
20
Pro His Cys Ala Gln
35
Lys Ala Cys Leu Asn
50
Lys Ile Leu Asn Lys
65

<210>266
<211>70
<212>PRT
213> NLJF%)

<220>

<223>CXCL4/PF4

220>

221>L- HEH R

<222>(1).. (70)

<223> &

<400>266

Glu Ala Glu Glu Asp

1 5

Ser Gln Val Arg Pro

20
Gly Pro His Cys Pro
35

Arg Lys Ile Cys Leu
50

Lys Lys Leu Leu Glu

65

Glu Leu

Asn Ile

Thr Glu

Pro Ala

Gly Ser

70

Gly Asp Leu Gln Cys Leu Cys

Arg His Ile Thr Ser Leu Glu

Thr Ala Gln Leu Ile Ala Thr

Asp Leu Gln Ala Pro Leu Tyr

Ser
70

55

95

Arg Cys Gln Cys Leu Gln Thr Leu Gln

10

15

Gln Ser Val Asn Val Arg Ser Pro Gly

25

30

Val Ile Ala Thr Leu Lys Asn Gly Lys

40

45

Ser Pro Met Val Gln Lys Ile Ile Glu

Thr Asn

40

25

183
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60

Val Lys Thr Thr
15
Val Ile Lys Ala
30
Leu Lys Asn Gly
45
Lys Lys Ile Ile
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<210>267
QUI>TT
<212>PRT
213> AT 74

<220>
<223>CXCL5/ENA-T8
<220>

22101 AR
<222>(1).. (77)
<223> & M

<400>267
Gly Pro Ala Ala Ala Val Leu Arg Glu Leu Arg Cys Val Cys Leu Gln
1 5 10 15
Thr Thr Gln Gly Val His Pro Lys Met Ile Ser Asn Leu Gln Val Phe
20 25 30
Ala Ile Gly Pro Gln Cys Ser Lys Val Glu Val Val Ala Ser Leu Lys
35 40 45
Asn Gly Lys Glu Ile Cys Leu Asp Pro Glu Ala Pro Phe Leu Lys Lys
50 55 60
Val Ile Gln Lys Ile Leu Asp Gly Gly Asn Lys Glu Asn
65 70 75

<210>268
211>77
<212>PRT
213> NTJF4

<220>
<223>CXCL6/GCP-2
<220>

<221>L- AR
<222>(1).. (77)
<223> &

<400>268
Gly Pro Val Ser Ala Val Leu Thr Glu Leu Arg Cys Thr Cys Leu Arg
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60

45

30

15

1 5 10
Val Thr Leu Arg Val Asn Pro Lys Thr Ile Gly Lys Leu Gln Val Phe
20 25
Pro Ala Gly Pro Gln Cys Ser Lys Val Glu Val Val Ala Ser Leu Lys
35 40
Asn Gly Lys Gln Val Cys Leu Asp Pro Glu Ala Pro Phe Leu Lys Lys
50 55
Val Ile Gln Lys Ile Leu Asp Ser GlyAsn Lys Lys Asn
65 70 75
<210>269
<211>94
<212>PRT

213> NLF%

<220>
<223>CXCL7/NAP-2
<220>

2210L- AR
<222>(1).. (94)
<223> & LY

<400>269

Ser Ser Thr Lys Gly Gln Thr Lys Arg Asn Leu

1 5 10

Glu Ser Leu Asp Ser Asp Leu Tyr Ala Glu Leu

20 25
Lys Thr Thr Ser Gly Ile His Pro Lys Asn Ile
35 40
Ile Gly Lys Gly Thr His Cys Asn Gln Val Glu
50 55

Lys Asp Gly Arg Lys Ile Cys Leu Asp Pro Asp

65 70 75

Lys Ile Val Gln Lys Lys Leu Ala Gly Asp Glu
85 90

<210>270
<211>79
<212>PRT

185

Ala
Arg
Gln
Val
60

Ala

Ser

Lys
Cys
Ser
45

Ile

Pro

Ala

Gly
Met
30

Leu
Ala

Arg

Asp

Lys
15

Cys
Glu

Thr

Ile

Glu

Ile

Val

Leu

Lys
80
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213> NTJF4
<220>
<223>CXCL8/1L-8
<220>

<221>L- AR
<222>(1).. (79)
<223> & I

<400>270
Glu Gly Ala Val Leu Pro Arg Ser Ala Lys Glu Leu Arg Cys Gln Cys
1 5 10 15
Ile Lys Thr Tyr Ser Lys Pro Phe His Pro Lys Phe Ile Lys Glu Leu
20 25 30
Arg Val Ile Glu Ser Gly Pro His Cys Ala Asn Thr Glu Ile Ile Val
35 40 45
Lys Leu Ser Asp Gly Arg Glu Leu Cys Leu Asp Pro Lys Glu Asn Trp
50 55 60
Val Gln Arg Val Val Glu Lys Phe Leu Lys Arg Ala Glu Asn Ser
65 70 75

<210>271
<211>103
<212>PRT
213> AT 74

220>

<223>CXCL9/MIG

<220>

221>L- HEH R

<222>(1).. (103)

<223> &I

<400>271

Thr Pro Val Val Arg Lys Gly Arg Cys Ser Cys lle Ser Thr Asn Gln

1 5 10 15

Gly Thr Ile His Leu Gln Ser Leu Lys Asp Leu Lys Gln Phe Ala Pro

20 25 30

Ser Pro Ser Cys Glu Lys Ile Glu Ile Ile Ala Thr Leu Lys Asn Gly
35 40 45

Val Gln Thr Cys Leu Asn Pro Asp Ser Ala Asp Val Lys Glu Leu Ile
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50 55 60
Lys Lys Trp Glu Lys Gln Val Ser Gln Lys Lys Lys Gln Lys Asn Gly
65 70 75 80
Lys Lys His GIn Lys Lys Lys Val Leu Lys Val Arg Lys Ser Gln Arg
85 90 95
Ser Arg Gln Lys Lys Thr Thr
100
<210>272
211>77
<212>PRT

213> NLF%

<220>
<223>CXCL10/1P-10
<220>

<221>L- AR
<222>(1).. (77)
<223> B I

<400>272

Val Pro Leu Ser Arg Thr Val Arg Cys Thr Cys Ile Ser Ile Ser Asn

1 5 10 15

Gln Pro Val Asn Pro Arg Ser Leu Glu Lys Leu Glu Ile Ile Pro Ala

20 25 30

Ser Gln Phe Cys Pro Arg Val Glu Ile Ile Ala Thr Met Lys Lys Lys
35 40 45

Gly Glu Lys Arg Cys Leu Asn Pro Glu Ser Lys Ala Ile Lys Asn Leu

50 55 60
Leu Lys Ala Val Ser Lys Glu Arg Ser Lys Arg Ser Pro
65 70 75

<210>273
<211>73
<212>PRT
213> NTF4

<220>
<223>CXCL11/1-TAC
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<220>

<221>L- |AMR
<222>(1).. (73)
<223> A HI

<400>273
Phe Pro Met Phe Lys Arg Gly Arg Cys Leu Cys Ile Gly Pro Gly Val
1 5 10 15
Lys Ala Val Lys Val Ala Asp Ile Glu Lys Ala Ser Ile Met Tyr Pro
20 25 30
Ser Asn Asn Cys Asp Lys Ile Glu Val Ile Ile Thr Leu Lys Glu Asn
35 40 45
Lys Gly Gln Arg Cys Leu Asn Pro Lys Ser Lys Gln Ala Arg Leu Ile
50 55 60
Ile Lys Lys Val Glu Arg Lys Asn Phe
65 70
<210>274
211>72
<212>PRT

213> NP4

<220>
<223>CXCL12alpha/SDF-lalpha
<220>

2210L- |AJR

<222>(1).. (72)

<223> & N

<400>274
Lys Pro Val Ser Leu Ser Tyr Arg Cys Pro Cys Arg Phe Phe Glu Ser
1 5 10 15
His Val Ala Arg Ala Asn Val Lys His Leu Lys Ile Leu Asn Thr Pro
20 25 30
Asn Cys Ala Leu Gln Ile Val Ala Arg Leu Lys Asn Asn Asn Arg Gln
35 40 45
Val Cys Ile Asp Pro Lys Leu Lys Trp Ile Gln Glu Tyr Leu Glu Lys
50 55 60
Ala Leu Asn Lys Arg Phe Lys Met

188
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65 70

<210>275
Q11572
<212>PRT
213> AT 74

220>
<223>CXCL12beta/SDF-1beta
<220>

221>L- AR

<222>(1).. (72)

<223> &I
<400>275
Lys Pro Val Ser Leu Ser Tyr Arg Cys Pro Cys Arg Phe Phe Glu Ser
1 5 10 15
His Val Ala Arg Ala Asn Val Lys His Leu Lys Ile Leu Asn Thr Pro
20 25 30
Asn Cys Ala Leu Gln Ile Val Ala Arg Leu Lys Asn Asn Asn Arg Gln
35 40 45
Val Cys Ile Asp Pro Lys Leu Lys Trp Ile Gln Glu Tyr Leu Glu Lys
50 55 60
Ala Leu Asn Lys Arg Phe Lys Met
65 70
<210>276
<211>76
<212>PRT

213> NLF%

<220>
<223>CX3CL1/Fractalkine
<220>

221>L- AR
<222>(1).. (76)
<223> B I

<400>276

189
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Gln His His Gly Val Thr Lys Cys Asn Ile Thr Cys Ser Lys Met Thr

1 5 10 15
Ser Lys Ile Pro Val Ala Leu Leu Ile His Tyr Gln Gln Asn Gln Ala
20 25 30
Ser Cys Gly Lys Arg Ala Ile Ile Leu Glu Thr Arg Gln His Arg Leu
35 40 45
Phe Cys Ala Asp Pro Lys Glu Gln Trp Val Lys Asp Ala Met Gln His
50 55 60
Leu Asp Arg Gln Ala Ala Ala Leu Thr Arg Asn Gly
65 70 75
<210>277
<211>93
<212>PRT

213> NLF%

<220>

<223>XCL1/ #k e 4n i fatb A+
<220>

<221>L- /AR

<222>(1).. (93)

<223> NTHY

<400>277
Val Gly Ser Glu Val Ser Asp Lys Arg Thr Cys Val Ser Leu Thr Thr
1 5 10 15
Gln Arg Leu Pro Val Ser Arg Ile Lys Thr Tyr Thr Ile Thr Glu Gly
20 25 30
Ser Leu Arg Ala Val Ile Phe Ile Thr Lys Arg Gly Leu Lys Val Cys
35 40 45
Ala Asp Pro Gln Ala Thr Trp Val Arg Asp Val Val Arg Ser Met Asp
50 55 60
Arg Lys Ser Asn Thr Arg Asn Asn Met Ile Gln Thr Lys Pro Thr Gly
65 70 75 80
Thr Gln Gln Ser Thr Asn Thr Ala Val Thr Leu Thr Gly
85 90

<210>278
<211>40
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<212>RNA
213> N4

<220>
<223> HEWZ AL NOX-E36
<220>

<221>L-RNA
<222>(1).. (40)
<223> &

<220>
<221>L-RNA

<222>(1).. (40)
<223>5" LW

<400>278

gcacguccceu caccggugea agugaagecg uggcucugeg 40
<210>279

<211>40

<212>RNA

213> NP4

<2205
<223>P0C
<220>
<221>L-RNA
<222>(1).. (40)
<223> & N

<400>279

uaaggaaacu cggucugaug cgguagcecgeu gugcagageu 40

<210>280
<211>40
<212>RNA
213> NTF4

<220>
<223>POC-PEG
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<220>
<221>L-RNA
<222>(1).. (40)
<223> A HI

<220>
<221>L-RNA
<222>(1).. (40)
<223>5” PEG 1k

<400>280

uaaggaaacu cggucugaug cgguagcecgeu gugcagageu 40

<210>281
211511
<212>DNA
Q213> N7

<220>
<223>mNOX-E36 Ffi $EER4ES
<220>

<221>L-DNA
<222>(1).. (11)
<223> A HIT

<220>
<221>L-DNA

<222>(1).. (11)

<223>3” ([AIRG4) 18) 2-NH4+

<400>281
ccaatgtcge ¢ 11

<210>282

<211>9

<212>DNA

Q213> NTJF4

<220>

<223>mNOX-E36 & ¥ 4
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<220>
<221>L-DNA
<222>(1).. (9)
<223> A HI

<220>

<221>L-DNA

<222>(1).. (9)

<223>5" — M E - (MR 18) 2-

<400>282

cgecagagcee 9

<210>283
<211>76
<212>PRT
213> K4

<400>283

Gln Pro Asp Ala Ile Asn Ser Pro Val Thr Cys Cys Tyr Thr Phe Thr

1 5 10 15

Gly Lys Lys Ile Ser Ser Gln Arg Leu Gly Ser Tyr Lys Arg Val Thr

20 25 30
Ser Ser Lys Cys Pro Lys Glu Ala Val Ile Phe Lys Thr Ile Leu Ala
35 40 45

Lys Glu Ile Cys Ala Asp Pro Glu Gln Lys Trp Val Gln Asp Ala Val
50 55 60

Lys Gln Leu Asp Lys Lys Ala Gln Thr Pro Lys Pro

65 70 75

<210>284

<211>76

<212>PRT

213> K4

<400>284

Gln Pro Asp Ala Ile Asn Ser Gln Val Ala Cys Cys Tyr Thr Phe Asn

1 5 10 15

Ser Lys Lys Ile Ser Met Gln Arg Leu Met Asn Tyr Arg Arg Val Thr
20 25 30
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Ser Ser Lys Cys Pro Lys Glu Ala Val Ile Phe Lys Thr Ile Leu Gly

35 40 45
Lys Glu Leu Cys Ala Asp Pro Lys Gln Lys Trp Val Gln Asp Ser Ile
50 55 60
Asn Tyr Leu Asn Lys Lys Asn Gln Thr Pro Lys Pro
65 70 75
<210>285
<211>125
{212>PRT

213> #HZ R,

<400>285
Gln Pro Asp Ala Val Asn Ala Pro Leu Thr Cys Cys Tyr Ser Phe Thr
1 5 10 15
Gly Lys Met Ile Pro Met Ser Arg Leu Glu Asn Tyr Lys Arg Ile Thr
20 25 30
Ser Ser Arg Cys Pro Lys Glu Ala Val Val Phe Val Thr Lys Leu Lys
35 40 45
Arg Glu Ile Cys Ala Asp Pro Asn Lys Glu Trp Val Gln Lys Tyr Ile
50 55 60
Arg Lys Leu Asp Gln Asn Gln Val Arg Ser Glu Thr Thr Val Phe Tyr
65 70 75 80
Lys Ile Ala Ser Thr Leu Arg Thr Ser Ala Pro Leu Asn Val Asn Leu
85 90 95
Thr His Lys Ser Glu Ala Asn Ala Ser Thr Leu Phe Ser Thr Thr Thr
100 105 110
Ser Ser Thr Ser Val Glu Val Thr Ser Met Thr Glu Asn
115 120 125
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