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L — MBI Al B R T, HA S

[F] 1 A B T BE B R R AMA S AE BB CCL2 BB B v B, 143 B AR2l 23 il
B9 (14 28 7 — B IR BRURFAIE (19558 5 7™ B S SO PRI B AT REIR R AE

2. WRAEBORE SR 1 Bk (7712, 3 A i bl 52 95 1) 48 2D — PieRE R BURAIE A2 2 E P 2 40
JL 5345 S5 e Mo J2 1 A I A LR A A0 IR AR AL T RR B 2R 2R AL IR AR R R
AL HAS

3. MRHEACRIEESR 1 B 2 ik (7535, Herp prid B AR 4% 3 DA N AR <
JRVIILE 0 B iE CEEER) LA IR KRG DU LA A .

A, FRYE AT B L SR T — BRI ZESR Bk 77323, P Bk B AR 442 i

5. MAEARIER 1 B 3 AT BRI ZRATR 7732, KA Brid BEARHSUE O .

6. FRA BT IR BOR) 3R AT — BRI ZE SR BT IR 19 7712, oA Frid AN R B0 5 B8 R R 4 2
JERAEE 2 95

7. MR BT IR ORI EE R A AT — BRI B SR BT iR 1 7515, oA Frid AN b R B0 5 B ORI 1 B2
JERAE 2 95

8. FRAR T AU 2L 3R AT — BRI ZE R Bk (9 7512, Ho A pirid 41 CCL2 Bk B L i BL 2
W B M S

9. MRABRHNE SR 8 Ik (7715, Hrp prid i B A% 5 2 ik Bk A B2 A IRON 8 12
(M) T/ B

10. FRABRBCANESR 9 Bk f771%, HoA Frid B ML S e f ik s .

11, FRARBCRIESR 1 2 7 FP R —BURIEER Frid 17732, Hodr Bk Bt CCL2 JiAR B f B
e D RFE .

12, R AT IR BRI £ 3R AT — BRI 23R Bk 16 7712, Howp Bk 1 CCL2 BB F B
JEPH —IRBEH — IR — RGP — IR RS — IR B R — IR B DA R AR (R e () [ B
iR

13, — PR yT RO B 770,

[ F R B R R AT 5 45 A MU KT 107N 9470 COL2 friika e A B

14, MR ELR 13 Frid 977745, o i $it CCL2 Bk B i BL LAIR YT A RO E A —
SE [ St () [ #2548 Prid b CCL2 PR BRI Fr BE o AT Bl — B 2 Bk B BH LT 2 K
MR B bR IR 0 8 Bl (B ) JIREIRRGULLAS .

15. MR ELR 13 Frid 77125, i ik $it CCL2 R B i BL AR T ARG A1 —
SE R SR A RR R S, R BT T CCL2 HiAk B H A B A B A / B o

16. MR ER 16 Frid 97775, Hodp Bk $ S5 ) 8] (Al F 2% B H — IR VBEH — IR
=R UGB IR CRER — YR T AT AR R s ) 17 B

17, — a7 B R B 773, HA S

PLYVA T AT R & A — 5 ()45 -5 e (1) 1) Ioh [ 8 R B8 & Sl 12 o 1) 5 5 B CCL2 Brudas
BCH B, AT b it CCL2 JuAR sl H v Be oA 2 AL/ Bl

18. MR EER 17 Frid B9 7715, Hop iRt CCL2 HuAR B Fy Btk — 20 441 21 B ik
B/ B

19. AR HTIABOR) 3R AT — BRI ZER BT IR 197712, Ho A Frid$it OCL2 $iik s f B
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6 H B PL R AR (58 TeGL F(ab’ ), F(ab),\ Fab’ ., Fab. scFvs. X I EEHiiE . = Thfe
UL Dy REHUAA o

20. RIZBCFIELR 19 Fri’ 7732, Hordr ik $t CCL2 FiAR B Fr BUd B e FE 44

21. ARAEAUREK 20 Pk () 7715, Ko Brid$it CCL2 HuAk Bl v B AN R0 v B it
(N8

22. MRYFBCRIELSR 20 Frid 7732, Hodr Friddn CCL2 FiAR B A Bod N6 Hidk

23. — L CCL2 Huihsi L A By, HHA KT 10 M 45 &6 7.

24. WIEBCRER 23 Bk ) d CCL2 Hudk, Hdp Frid it CCL2 Hiik s i BE A A KT
10°°M IES AR 77 .

25. MRIEBCRIELK 23 B 24 Frk (1470 CCL2 s, Horh ik bt CCL2 ik sliH v B itk
FH DA N R4 - 56 %8 TgGLF (ab’ ) 2. F (ab) 2. Fab’ \Fab. scFvs X Hhgeduihk . = Dhgedufk
MY ZhReHiAL

26. MRIZBCRI LK 23 2| 25 HRAE—BUFIEE R Frid 5t CCL2 Fiddk, Hdr prid$it CCL2 Hifk
BH A B B B

27. IRIEBCRIELR 26 Frid 5t CCL2 fudk, Hodr Firid it CCL2 Pk B v Be e NS fb i
SLREIAR

28. RIEBCFIELK 26 Frik 199t CCL2 Hidk, Horp frik 1 CCL2 Hiik B H: Jr Boe A FFiidk.

29. — Al &, A RERR ZR 23 B 28 FT— BRI ZR Arid (991 CCL2 ik ok
HAB.
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AT 877 mAYHL CCL2 ik

[0001] S R AS

[0002]  AHITERMKIE 35 USC 119 (e) #E3K 2012 4 5 H 22 HRAZ KIS E G L H H1E
ZH 61/650, 149 5 [1IRES, BT FE 40 6 LA SCR| 7 sOOE AN S

[0003] [EFE

[0004] A U B 5 4% J2 2013 47 5 H 22 H BL L+ 7 X AE A 4y 4 N “2006685-0330_
Sequences_ST25”] ASCII. txt MAHRAZHIEFFR . FTiE . txt RS AE 2013 4E5 H 14 H
AR HOR /N2 2KB.

AR St
[0005]

BREAR

[0006] A= B PEREALAE (A B ) Fe i PR b5 B VE 45 A AU AR, 51 SRR BEAL AT AN 2 o
HARFALAE T &3 1 LB B0 AN AL Y 1 B e P o 8 S oo 'R 8 i 1Y
BT FESE R RO MR MR . AR RN o

[0007] S8 520 de 0 A R AP AR S AR 4EAL (R ER ALERBRAT AR B TP AR ) » el e
AR JE A R AE HRRECTR , LR M A« B BRAE AL ANEI 2K | B RAZ 0 SR P FAa oK 1 AR
Bl AL TE [ BRI IR I FAORE. (102 PRI AL Wi B ) o B S nl RS £ 274 -/
IR APE B SR AGE 5 9 M52 P B IR A B2 95 o 78 o PR A 52 SR RSl B9 o, 24 A 32 2 FR A1) T 35 R A
TP o i P R JPRAEE B 9 A — R bR BEAT PRI i , HERE M KT AR A B RT3 — B A A
JIE o B TR BRVE B IR S 95 (¥ 6 3 5 SBAT SR M S JERE S 9 110 26 28 A L BLAT AR SE 47 (9 1
TG . [z B4 B VEAE B A O IR B i, IX ] SRR . AT R4 A
Befl B 975 ) S5 R L AR e DL SR R

[o008]  [RILL, i B2 o 22 R L BORE 55 K » 7 B I AE I BLan Ja R AR 2947 50, 000 4
BFE. LWHEEESBHEEENERL) 41 MATEIT I T XA i R =4
(I BCRE RO RDIE VR T AVE HE (9] 40 5 5T S [ % . NSATD A G S 254 ( dn AR e AT
BRES ) o WATHER AR R B IEFIm s . TR, X188 O i RO iR AE
FER MK

b B

[0009] AR B HAAE T L0 Rk 45 & B AR T8 8087 i ORI &M R 77
LAY, frid &0t R BUREES & S A ] DLEsE A RO/ BUER A 2 RE T ARs S Pk b
AT C-CBLEFRLAE -2 (“CCL27) , NI SEIAR [ (AL o A Al / B SR et . %0
CCL2 A2 J7 9 I 22 B0 IE B A o LI 5 O 27 » B8 57 o8 AT 441 g 2 WL HY CCL2mRNA FT 8
(R 2E R TR A 3 T o 70 B8 R 955 2 U1 F T, CCOL2 f 36 38 7 Rl 27 40 200 0 4 5 40 R0 25 422 40
H AN B, 1T AR IR B R R AN TR I (AR 2 (Galindo) S5 N, X7 % 5 KB
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(Arthritis Rheum.)20014F6 H ;44 (6) :1382-6 ;i #i4F®) (Distler) A, XWX 5XIE
J55 2001 11 A ;44 (11) :2665-78 ; F AR (Lioyd) ZF A, SLIGEE: (Bxp Med. ) 1997 4 4
H7H ;185(7) :1371-80 ;1A (Yamamoto) 25 A, I FL: 44 & (J Dermatol Sci.)2001
6 H ;26(2) :133-9 ;&1 (Denton) 25 A ;H)E2##a# (Trends Immunol. ) 2005 4F 11 H
26 (11) :596-602. 2005 4 9 H 15 HHLFHAR ) o 2R, 7EAS K B Z 0T, iR & J th 2 T4t
CCL2 HLAA Ryt o il B2 I (1A 3800710 o AR R B WL 31, 1 2% A ) i 7K COL2 B A ik P v
ST CCL2 Hidak, 51X Fops 2 23 CCL2 R AL A« N T i HRdx — nl @, AR & BN AR 2]
i B A @A 74T CCL2 Fiidk, LA AT @K P ILiE CCL2 [ E RS, 51X BT 35
P CCL2 (A RREE A . B R ud, AR B NAR 2 “ R 2 )7 Bt CCL2 B va FEfufdk, H
FREAE T M4 Gop A VA GUEREVE RO R e A / B . Pk Ak Bl Bidk — B
RS2 5 TR AV AT A A v P, (145 H 456 JF (B B AR 239 ) CCL2 15
AL T, B T B 1 S SRR BURAAIE LA G IR AR L SORE A AR 4EAL

[0010] PR, £E—ANJ7 T A, AR BRI a I 7 A B 1 J7 32, LA 75 1 o i B 7 A el 1z
MAMETE 5 H E R CCL2 HUiR B A B, 145 B A 4 23 i J s 1 22 /D — Pl IR By
fIE (R 5 2 7 B i BRI 3 PRI B LA AR () R A

[0011]  7F-—LL S (51 v, Bl Rz 9 1) 22 2D — RoREIR BURFE A2 3% B A R 40 i 40245 R 2
WA IUE T B SRR A IR L R 4EAG L N DEAS B A 2L A R B AR

[0012]  7F—2EsLjE i, BARH L% B UL N A R Bk IS i OV B
B (AFEMH) JWE KRGS E . A—sjml o, EArHSUeN . 75— LS
H, BARHLUE D

[0013]  7F—SLsKyita 9] A, M4 A B o B8 R B R PR A R s o 7 — S S 9] v, A4 e 2R
B 5 SR IS M S A B 9

[0014]  fE—LEsCp ] 1, ft CCL2 PUAREIL 7 BUE W B AN 5. 78— LLstifats] o, i B
MR A FIKA VRNV (FRTH ) BT/ BRER RS o 78— s ol
MBS RFkN RS .

[0015]  fE—&sLjffs| o, H1 CCL2 HUiRBH A B DRSS .

[0016]  fFE—LLsLJta 5] F1, ft OCL2 PUARERH A B2 H — IR VBEH — IR =8 — kG JE —
IR JE — IR B R — IR B LA AT AR R I (1] R) B 45 5 1

[0017]  FE5—J7 i, A K SR (AR S pirid (99t OCL2 HiAREH 7 BE I &, A T
il kv 78 B I 254, Herpya T B0 1 i R B S B B MR B 5 A B E R
CCL2 HAAREH: v B, {15 B R 23 A fifi 5z I 1) 28 20— PR IR BURFAE ) 5 2 7™ 3 R B 2
FEACE R A ZER I R AE

[0018]  7E—SUsEiEHI s, A Kk BHIR AL CCL2 Juik st A BE R A, H i3 Ak s
FIriR A va 7 8 B2 9 F 254, Forh it CCL2 Pk sl I i BY R IEAE T 45 Ao A 1 T- A /
T 10" Ml KT 0. 5X 10 M. 10 "M, 0. 5X 10 *M. 10 "*M. 0. 5 X 10 “M Bk 10 "°M) »
[0019]  FE— LS A, ARIE AR FI P CCL2 Fudk s i B 3% B PA N 4L I T4
e 1gG.F(ab’ ), F(ab),.Fab’ . Fab. scFvs. X\ EEHiAR . = Ih e AR A1 M0 Th e didk .
[0020]  7F—2esLjts| o, 41 CCL2 Ak B H i Baag B v B fuAds, AR i, 371 CCL2 Pufd B
B N v B S, AR e, 37T CCL2 JuAg Bl H: v B N SEHiid .
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[0021]  FE 53— 7, AR R BRI 97 B8 SOm 0 7732, LA 1 i AR B T SR B 9 1A
L 5Pt CCL2 HAR B Jv B, Frid $it OCL2 Juid B H v BE 45 B o5 M g9 T A1/ BOK T
L0"™*M (KT 0. 5X 10 M. 10 "M, 0. 5X 10 M. 10 M. 0. 5X 10 “*M B 10*M) »

[0022]  fE—2LSLjafs|rh, 1 CCL2 HUARBEH Fr BELAR YT A 05 & A — 5 [ 4% 55 ) (7] 18] b&
B 5, B33 CCL2 HuAR B v Be A B — B2 Pk B HH AT 2 e FEAEL 1) B PR 27 <
JR LA i B B TE (AR JUUARE I8 RG A LG o 78— SesEads]  , H1 CCL2
FURBIL 7 B LAV YT A BT 2 — 5 B3 S5 R [ FR 4 5, 1530 CCL2 PuAk st A By 7
A BIHAL / B

[0023]  fE—LLsLyt 5], BE5 IR RN RE A2 e B H — IR GBREH — IR =8 — kG A — IR
A J& — IR AR — YRR AR 1R A 1] R G o

[0024] £ 53— 7, AR AR ALV IT B8 om0 7732, A S ORI A BOHE M — 2 1)
P55 ) 1] 1) o 1] e SR B A B2 9 (BRI 591 OCL2 HLAABIH Fv B, [ 7397t CCL2 Hifd Bk
H R B A Bs A/ Bt 72— SESEH ] o, $i1 CCL2 HUiR B iy Beast — 28 70 A Bl Bk B
/B

[0025]  7£ 5 — T H, AR BRI DL b 5P SE it i) F A FF 897775, HoAdr it CCL2 HiAgEk
H A B A H UL PRI 58% 16, F(ab’ ), F(ab),. Fab’ | Fab. scFvs. X ZhEEHT
& = DhRebuia A DY Shee Ak .

[0026]  fFE—EsEhtf o, HT CCL2 HURBH v B S ya PR fiig . 78— LLSLiafsl, i CCL2
PR B B NSRS e BE fiAg . AE—LesLds| b, 41 OCL2 JuiR Bl H: v Bee N 2EHii4 .
[0027] AR EHJCHARMEEA 26 AP0 CCL2 Fifk, & —LesDjE il b, A Kk Bl (it
CCL2 Pk s H A By, A5 G20 M e TA / BUKT 107 "M 1 KT 0. 5 X 107°M. 107°M,
0.5X 10 M. 10M.0. 5X 10"M BZ 107°M) ,

[0028]  7E—SLsjifi o], MRE A & I 40 CCL2 P s H Fr BOE % H | PA N 4 FE 4
SEHE 1gG.F (ab’ ), F (ab), Fab’ . Fab. scFvs U REHUAE = Dy Redidf PY Dhe Hifk .
[0029]  #E—ULSLfEH] H, BT CCL2 HiRE I A B BT B Hiik .

[0030]  £E—SBSLJGER] F, BT CCL2 Hiik st A B A4k 9 og B ik

[0031]  FE—H&sLhtfs o, H1 CCL2 HUiRBH v B N ik

[0032]  7E 53— 770, A% A B ARt G A S Bk BT8R B2 9 () 77 5 ) B CCL2 L
REH A B Bk i 8 1 52l 1 5 P CCL2 ik sl He A BR 25 38, Hodh 3t CCL2 1
W A BEARIEAE T 45 A28 f 2158 TR/ BOK T 10 "M (a0 KT 0. 5X 10 M. 10 M,
0.5X 10 "M, 10 "M, 0. 5X 10 "M BL 10 M) .

[0033]  FE— LS A, ARVE AR HI P CCL2 ks i B 3% B | DA N 4L I T4
SEH#E TG F(ab’ ), F(ab),.Fab’ .\ Fab. scFvs. XN INEEHUAR . =N et AR A TU ThEEHida
[0034]  fFE—SLsCa ], Ft CCL2 PUARE I A B H v FEHUAR, AR, Ft CCL2 Fiig Bl
B N FE LA AT, 3T CCL2 JuAg Bl v B AN SEifd .

[0035]  FE 5y — 77, AR K I FRAIL B AR S ik I BT CCL2 Hu A () 25 A 205 4 At )

s

=
It o

[0036] A H B RFAE B ARAIOIL s o 75 B A A9 AR S 77 3 P FORTBOR) 225K 45 52
15 23 Flo SR, NLERSEE , B AR St 77 2K B SRS EESR AL Fia 7 AR S B 110 S Ja 51 43 Lt
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W77 A H ELTE R o EAR S5 B B Y0 BB P ) 45 A AR AR BSOS T i TSR A e AN B s
G IENATIEZ

B &35t BB

[0037] PR T Uk R B i =E PR il .

[0038] [ | Jn it T HLR A5 2 D Bl e R IR o B R T B R RO T B VRS R R
YA TN E

[0039]  [&] 2 #4541 L iIAE 4T 2 J5 CCL2 PR IILYFS AN 4 23394 52 ey o 4 1k T 2K

[0040] & 3 /R T HEZS AN BB 4L 4 CCL2 S 1A o 4 P B =

[0041] B X
[0042] A VAR 5 TR, 1o F e RIE T E o PL R ARBEMEL T RER L
B R AE ANV

[0043]  SEHIFy q0ARSUE A VAN, “SE M7 2 BAREA LS & T (BlndEtman & T ) K
B SE VR / B NI S R BN R R . ARSI A D, 2R
ARAFE—F ] T IE RGN ). FEVF2 K, S i AR R S A E R
[0044]  SEFNFTRCEARY (BCER T RGEAIPUIER ) AR SC R T, HOZ /R —E 24> CDR
B — B N TR, Brid — B2 A0 SR R 5 A B A A0 F SR A ik AE
X LR ISR A A7 3R e AR — BE KT T, S5 7 A BB AR ot B AR 0500 2 AT 9 BE R
BCEL 2 7 R ORISR A 770 S8R0 77 B A R A4 ] e B g A P N 0 2 PR 7 A AT —
Hre . Gy Marks) % AAEWIH AR (BioTechnology) 10:779-783(1992) Fiik i i v,
ATV I 7 AR SR AN T e CDR A/ BROHE B AR B A BE AL 15 42 |H DA R &3 i . B e
Hr (Barbas) % A E F B BEBE Tl (Proc Nat. Acad. Sci, USA)91:3809-3813(1994) ;
75 /R (Schier) % A Jt [H (Gene)169:147-155(1995) ; HE /R # (Yelton) %5 A 4 9%
2 7% & (J. Immunol. ) 155:1994-2004 (1995) ; A& w5 #b (Jackson) % A, i J& %% 7
A 154(7) :3310-9(1995) ; LL M B 4 H (Hawkins) 25 N, 2 T4 % 2+ & (J.Mol.
Biol.)226:889-896 (1992) .

[0045]  HUAA ANASCHRT A, RIE “Huik” Rl — B AN b ) Bk H R R B
JEERE AR B S I 2 IR 2 6. BTl @ sk s A R AR « o AL aL v,
6. e Al w fHE X EDH DA R T sk s A n] AR X BE DR . AR BEIE A0 « B A o EEE
WHEEEN v ws a6 B e, 5w U RE Bk H 80 166, TeM. [gA. IgD F IgE.
R G PR EE ) (P4 ) S50 5 o0 O 8 5 9 SR A4 o B — T SR A4 FH 1 0T AH 171 1 22 Rl 4 e
X HAE =R (£ 25kD) Fl—AN“E 7 (£)50-70kD) o BF—HEM N i e B AL
100 2 110 PNECE 24 F 247 Srhe R A R R B A X . KRB “n] AR5 (v) f“n]
AZERE” (V) 40 A2 e X Lo R B AN B o Ui BRI ] BA R 7 1 SUREIL IR A
SN B A BT » DURAE R 56 8 S Bk 8 1 BVE Dy e {8 FH 25 B IR IR 9 A 7= AR 1 22
A EHTRRAER i BUARAE o« PRI, 280k Ui, B 2 AR AEBCRE X AP i I s N 7 WAk DA
A F(ab)”, (—Fh [ By B ST f %32 31 V,—CH, (82 55 (1) Fab i 5844 ) o AIEIEAISAE TR
5 F (ab)” , DARIRECRE X A A XU B G TR (Fab’ ) , SRAKEAL Y Fab’ BAK . Fab’ B
PRFEAR e A T BEEX 1) Fab ( 2 DL3EAE 9% 2% (Fundamental Immunology), W.E. &

7
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%' (W.E.Paul) % , AL MG CH A (Raven Press,N.Y.) (1993), k- TH ek B
BVRHAIR ) o EIRS AU F BORE 52 BEHUR KT AL 52 S AR T JE AU R N 7 3
B TR Fab® B AT DAAK 277 B B 2H DNA 7778 Sk & il DRI, A S A By FH B ARE
“HuR” SRR AP AR PR A B B0 {5 ] #EZH DNA J7VE I Sk A R A
FBte AE—BESH ] h, SAR R REE DU, WELEE Py (scFv) fufd, Hodrn] A8 S HE AT A] AR 42 5
( BZBUBE IRER T ) ERA UL RESL Z K. 8% Fv( “scPFv”) 262 iER
[0 Vygz o V2% 58, R MG B 42 2 42 B PR IR G b e 4 0B ) V R0V G e B R
ERIE. (Z WA (Huston) 58 A (1988) FH H KB Fibi Tl , 85:5879-5883, H:
ARG BT RIFAR L . ) 2PEMFEH TR RATUE V X I RAR R LA
2 1 A) B T A R B B 2 IR BE A ALK scFv 21, ik scFv P03 B Rl i 38T
PURS GO M =451 . S s E LRI 5, 091, 513 S HEE 5, 132, 405 515
4,956, 778 5.

[0046] K&y AASCHETH, REC KL B4 ERLH TR oRER —BZ MEr 2 5
ik Z B AH AU . AE T L SETt ], BRAE 53 AT ULEH B3 40 A B ST & WL, 25 PR
W CORL) B L) RIBEANITASEEE TR ( KTEUVNT ) 25%.20%.19%.18% .
17%.16%.15%.14%.13%.12%11%.10%.9% 8% 7% 6% 5% 4% 3% 2% . 1 % B
AR —RIME (B 7 ek 2 B 8 100% AT RE{E ) «

[0047]  Z5& /] AT, AIE “456 77 O84S E DR EE A8 A BUK AT R
TEAE A B TR USRI 2557, I A . “EAa77 WA “4E5EA7. S67nk
PET RAFAE PR B A 7 R TR MUE « 456 SR EE & 7 T ikt 454
THEETUR LIE B SYIF 51 KAV RN (B sh BdsE ST BAR EETE ) SRElEH . 45
GELE A AR ARRE 3 A B PR ) B R EE I m] AR XA Rl “Fv” B
R ERE A AL X AR PR EH BB Z IR0+ (“scFv S2EA”) AR, S AL X
(1) 2 PR B A 2H B () e /N IR ) R o A SR i F ARG 456 77058 T s s 2 i 4 3t
M= A (R AR A BB It 48 FH B 40 DNA J735 MGk B I B B B o A — RSl 9 o, o
JEREEBUA, WEE Fv (scPy) ik, Hip R E I n AR5 ( s ibEs 1) &
BAE— BB BOELZ K. BBAE Fv ( “scFv”) 2R LU e m) vy V28 R4, AT
A0 B e e Bl R A S R B VRV SRS T B R R IA . (3 WAtk i
(Huston) % A (1988) & [E [ KRBkt T, 85:5879-5883, HAFRM & LS| I 77 =IF A
ARILH, ) ZREERFAER TRk APk VX RARFEEE S DB RENESEL
RFEEALIL scFv 73+, BTk scFv 0 R 37 SRR FRUL T PR 45 G A i 51 (1) =4 45
Mo ZWANERELHRE 5,091, 513 SR 5, 132, 405 S5 4, 956, 778 5. 78— L5Ljf
B, Gn AR SR BT I ARE S5 G e n] BdE Tk . 2 BRI E X

[0048]  CDR :WIASCHFTA], Hogfabudh I A2 X A B BLANROE X o fEE BRI R RER & — 7]
AZX AT =A> CDR, X T8 R AZ X, HoA 4 %E 79 CDR1. CDR2 AT CDR3. “CDR 1741 ” BY “CDR
H” ZABIEREE 45 G PR 1) 55— ] A2 X FP AR AE I = AN BN CDR BFAH BRI 455 B )5 1) 7]
PR RE AN R P AR X (1) CDR. CDR (ISR CUERH T 2 40 AR 75 € s 78 BTk 3 4 40P
SERTRAUR A TR (FRERE Kabat) BHPETE (Chothia) %) o

[0049] AL EWIFIZGF AGE “A B F1“ 25577 fEARS R A] AT . HOZ 4R AT R

8
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FAEBAERIRATAE (RIAREBCEL) K9+, WAEM RS+ (B 2ReEAm) A
LB AL+ B AR (gl iy EE s Ot 2malshy, 555 AZ2) 4i
MEHZ) BRI . AP N — 5 FEE DM IR EMEE SV .
[0050]  XfHE AnASCHR T L R E Ot R B AR el SR A HE IR T ) AR ST R A
(R E S o B, O REFH T 180 B 25 A0 & DAEAT HE 00 T BT A8 5 0 485 10 R i SR 360 1) e 8 12k o
7SS St 5] o, S RE 5 00 s R B o0 B R I AT LSRGt LE B i S LB A o AE— A
SERG TR, A I CER, BrilAng A & ) o 7SR SIS b, O, AN A AT AR & .
FE—SE St ] A, 0 BEUR 7 S R (RO 2B T AT BB M, BUOCRT AN E B ) .
P — S St ] R, o REUE B BRI B DAL 2 7 SRARAT B 3% o 0] BERT S BH %o B R BH 1
XFRE

[0051] 2825775 “URATR” (BUWBITTTR”) 18R AR E AL AR SC A AT 2 18 8] bR
FEIS TE B 1) 32 iR A BB S M — A FIE G2 — D) o B —Ssti ] i, 45 8 ih
ST EAHEFEN LA T %, e X — B A&, 7£— S+, £ T RA 524
&, oA [ A — 487 D R) R A R B BN TR) B S 7E — S8 SEE il o, 4 2 T RS 215
& DA TR BB FEA R 2 16 2 /D AN AS [F]s [) B

[0052] 207 AR SCH BT, RE 2l SR e B AR AIE ME R S R (disease B,
ailment) HIIEFE. 7EARKRHBMEIE T, “BE R m sl &t B T &I —H B2 &
(R ) 5 A A2 75 e A 1 s, 465 A1) Bl 5 g I 2R (B O/R 3 1k B3 PRV S Ikl i g ) DA %
1 7 e I P

[0053] HAAE A CHRTH, AE “HRUE” 2562 L0 ST B (510 &2 7)1
B ERKHMELT, B BIRT A0 0 - 1875568 57 5 0 R BOER s A1/ BAE 22 BB A iz
I RAE R/ Bk B2 LR AT B2 iR R NS BUWAL SR/ SR AR -5 B R A R
—BEAMEIR s/ BOSAE B R R i, AT/ BIOA Sl R 0

[0054]  HEZLBNAEZLIX :anASCH BT, Hogfa 2 COR BRI A2 X /7 51 BKI A CDR J7 71
AT ASE RGN 52 , BT LA R HORE 2 7 51 22 P AR N HBAS ) i 332, 751> CDR K BRI
B ERHEZR X R4 B & BE PO ST IX (FRL, FR2, FR3 1 FR4) , Hirt CDRL 42T FR1 5 FR2
Z 1], CDR2 fi7F FR2 5 FR3 Z ], 3 H. CDR3 f7F FR3 5 FR4 Z [8]. 7EAKGEAEFXfEE N
FRI1. FR2, FR3 B FR4 B1E LT » s H e 48 S PUHE SR X AR AN R ARAZAE Sy 2k a1 i
AT AS X A I ZH A 1 FR. SR SCHR BT A, FRACR AN FIX AR —3, FRL B R iz
F Al A X B A A ARG T COR1 (1) 5° HIZE—HEZLIX, JF H. FRs ARFRA AMESE X )+
X AR E B 2

[0055]  AZEHifk AR SCH T, HATH ARG MA@ sk E 77 A (3R
(A A% X FIE 5 X 3 . AE— LS i), $idd (BUR A 5 ) IR “ A7, REH
B H B A0 AE —BLZ A CDR I Ht H & CDR3 TP AN i A\ 28420 R B 3R EE A 71
(B0 EFE 75 A8 Fedd, Bl ml B (545G ) BB AR ANEHLEE 175 A8 Bl I A P 4441 i 53
RGN IR AR ) gmbs (R BT A -

[0056] A4k ARSI A T, ARG “ N7 & H T a7 I H6k B/ 9E A
Yikh (BN ) TP RIS AR VNV X B T HAE S B eh ARG 3T A H
CNERE” (R, 5 AN RAE R PR P IR (AR TS H R E R STiE (BEtiEad

9
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4y ) AE LS, NS i (BBURL S ) 2 R e M 4 G B BT O E R
Pk, I HH BAA B &Sm Fm A KPR &R 7 5 2R T HESE (FR) [X
PR B2 S B andl N SRPiigk i 2L 7 7 i & R 7 ) I LA e X (CDR) « A Ak
s g s A R0 — AN I Rl s £ WA P A2 (Fab Fab’ (F(ab’ ), FabC.Fv) , H
H T B BT CDR XA BT AR S sk A (BIfAR fyZ BkEE ) 19 CDR X,
e E A B F T A RESE X A AN sk i AL AP 2 HEZRIX . 78— SesTyiafsldr, A
FAPURIEAD B g BRE FHEE X (Fe) ME/D—34, 5 2 ARG 2R & e 2 X 1)
5y AE—ESEG P, ARUPUE S A R K B D BRI . Brikide ]
A HE EE B E 5 X K CH, ECRE L CH,  CH, B S AT 3% b CH X o 78— SS9 o, A AR5
AANEA VX o FE— LS ] 31, ASFAFURES A AL V(X 7E— LR s fo) o,

NETE S H NI Ve Fl v X

[0057] 2 3G KB/ AR ST AT A ARGE “BR 7 B OR7 BCURN BOETE RIS
VEIEFR R AT T S 28 U S8 O 4EL, FTid SE 28 I S4B a0 A0 AH [F] A4 78 R 46 AR SO BTk 196
I7 2 A BN EAEBAE — DX BEAMA (B N5 R AMA ) A AE A7 AEAR ST AR AT R T RO
U I EAR . X RAMA IR S BTG IT BN FEORE [R) S B AR S0 [R) ™ 28 52 O B2 s 11
AME, H 5 Gy T BRSO R (AT R BT YE T R A4 5500 BN A 12 o B
ATk ) .

[0058]  XFFIEL A ST, AAE “AAIE 7 2 T Y R AT 08 R, Frid
538 2 G0 AT AL HE RV N — AN I A B 55— b s A A7 I8 AR 1 S RS B T BRI T
(BIINAEIE AR T EZ TR W% ) M/ 8O (B, HTHAT a8 eH
MR ) RS 26K U, W AR — B2 AN A M R SRR/ BRI
fobse (BE+ ) AE“AHRNAAE” 2O ANBUEZ M RSN LIER
4, IR R84 B A& A 0 MR 4o AT — AR E 7 R I 25 28 4% 18 45 iU
332 20k UL BE— NIRRT HHT I, ME AR/ EHEZETR. K
VB« BB 2R & B S A AR A b 2 A ik R (Federal Food, Drug, and
Cosmetic Act) 2k 3K 520 (e) BIE il 2 & 1 2 B ¥ 4% 7 7 X 7 (Analyte Specific
Reagents, ASR’ s) (KA &, (HIFAR IR Tt Fs b, FERIE D3RR H & b 4T
AERNEBEZAN 5 H AR LIS RS, TR B 285 8 &6 &0 A8 5 1 4.
R, “H A& i B NAET (HEFNG—MEadoME a7+ ) &
B AD R RS . B W57 B HE 5 A A AR

[0059]  IE% WIARSCH AT, KRB “IEH 7 /EH TABMAGE “ME” B« 323 B2 e I
R EEA BARTR B U BB A 2 Brd 2o B0 O i 5 1 IMABCOIMATFH . RiE “IE
7 TEARSC A T 28 M IE B B AR R AMATAZ 3 T o B I AR DR AR BRE o , 1 50 “ IE
AR

[0060]  #ZER AT BT HIARE “ZIR” 2B H IR Z IR E 2 H R U 7 B
B 435 I HA AT A SR B0 (1) 2 DR ZH B A BIGES 55 9 DNA B RNA, I HARR IE UBUR X
B

[0061] KX+ AE KR T7 M 2R ER” AR PR EREH . g 2505
BT FUI IR A2 B % B IR B M AZ B IR R A, 1 BLBRAE 5347 Ul B, 5 D) 98k 25 ] DA

10
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5 R I BRI 77 SO I S A RARZ B R . FrA R ERE R A A
R BE AL B 450 DL AT 37 1)

[0062]  EEEIT :—MBORUL, “EE 7 £ 2 MK CBD, B RS 1 R 1 22 2D P A 2 L IR 1)
B o EE A ASERAIERZ AN (Ban e REE e ) A/ BT DU E T SN e
&M . It JE ST e AR R 3« S A 7m0 BH A M AR Y s B 2 IREE ( R A
BAGESF), B A H D RePER 4 o — R FR i — D 2R gt 5 i m] A HE 491 7 B
— 2 iR BOE T e T REE A 1 — AN 2 R .

[0063] A& WA SCH AT, ARE“RE S i EE AP RIE RIS AT AR i o RAE “AEWAE
R CRE ST BT . AERE S RT (RS BT ARRR P S ) R R PR 2L A AR
H ML I EE . (CSF) MR 27K L ML  JRVB FEAE LR A% i« 2 AR L s
G F R B3R A0 BERE R/ BB ISR o AT AT AR DRE S A e R 2
Al R IRE o AEPRE R BT oA a0 AT 28 B BRH SRS AR (RS ERE BT R RE
), Al EE AN (AR 2R RIS E LR TR ) « AT AT ML A0 2 s8I 1 R
B CHLE R AR ST, 1T A K I AR A e DA TN TR R E LA B T
FAFAZ IR P A T AR S BT RS I A RE o R mT A A [ e B R 41

[0064]  ZZiE WA SCH AT, RIESZIAE 7 &5 NRBUTTAE AL (Ban/N K
BRI AR AR D ER KR ) NRBEREH AR A G, £ 2 LE
B, 2 R N 2B TR, R RIS BRI RS IR UL LME 2 W B T R
N REZRE” LA L5 A7 BB ] I T . 52503 m R R ) iR
I BUIPE E (HL T B8 2 LB AT ReAS 2 BT 50 B RE FRDIEIR o

[0065] AR «“MEAR” IR RAEA / BRI (BI0AE KO ) BAMAE A2 e Bk B
FEAN /B DB 7R BT s IR RE AT/ B0 D I — B 2 FloEtR

[0066] 5 +“ 5 fB7 R RRE AT / B0 DL AN i AR 2 WA Frid v i iE A/ B0 I
A1/ BERT BeAS R ILFT IR s o iE AN/ B DL AR IR o 7 — LESEats] 5y SR I RE AT /
ool (Bl B ) FMERIFHERTAE T LR P —8 2 - (1) S5Eridsm . wiER /
BUR LR B R HIFER RS 5 (2) SRR RiEM / BUm R BA REIRE RN Z 5 5 (3)
A / Bk 5 BTk g R e/ BUE LA R I B A R IE A/ BOETE - (4 S5Erd ik
o JRIEAT / BURI R B A SR/ BT R 5 (5) B REAT / BUR IR X
Jgm S 5 (6) AT FELC A B BURER RN 5 (7) B8R T AL 22 W i o A —SEs ) T, & Sk
I JPRRE AT / B L A R R TR B RE AT/ BRI . AE— SESERE B T, 2 R
TRREA / B L B AR AN K R Bk B JmRE AT/ BUm .

[0067]  YBIT GOASCH BT A, Ri& “¥R97 (treatment) ” (i “¥BIT (treat) ” BL“IRIT
(treating) ”) ZAIREITHEAREMHRE (FlHl CCL2 B EH A B HUR S & F B
5 # 0 G a g ARG R JRaE R/ BUR o0 (B0 B A 4EALE R E ) 19— ELE
PRREIR BURFIE M 503 Dl ] B 22 A BRI JE SR / B PEAIR R 32, Fnik iR dT
AJ AR AR R IAE O e A/ B0 0 AR BRI 323 VR T A/ BONAN R W57 T
FEF / BP0 F AR R 0 2 36T . AT BB S 4b, BT ia 7 vl ot R BAH Ok
T JRRE A/ B DL — B2 B AR RS2 BVEIT

11
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BRSHES T

[0068] 7 Wt HAR AR AEAE T 0 35 A1 17 R0 7 AL GUR B MR / BRR A7 4 R M I 2k
KT CCL2 Fik, Al H L H A T ¥R 7 B8 B s R AH O AR AL RN/ SRR 98 M 7297 9 JiE AN D 119
. 76— Seszitif b, 245 & B AL T35 M 778 107°M BSE K (K41 CCL2 Hud i 7 hd B2 9w
FAHICEF YA RN / BUR A MR8 o i Ao L I 7 VA A 540

[0069] AN W AE R BpRE B b T B AR K B N W5 1) 1 ik 38 AL A, BT, v 51 A1 790 CCL2
PR JCHAE DL 7 S 35 i RV AN I 2K H i i KT CCL2 i A 288401 ) 52 5 i 2H 23 1Y
CCL2o AR I I SE e (9 AL K5 52 R0 7720 107°M BRCEE K 9T CCL2 Fidds . Fmid s s A A7 ) i
R HARMI . BT A8 R0 B i b COL2 RIEFR K S5 &, MU ¥ 5 BT AT 47 CCL2 it
B R /3 IR AT REBE G PE CCL2 AT EE A o 7E AT EEAZIE IR R AR U 00 T 5 iRl J7 9L CCL2
FUARRR T RAERR CCL2 Z AN AT A R R SZ 52 2P 1) CCL2, X B4 VA TR T Hof R
S B 24K CCR2 (X CCL2 HI 45620 A 770 60pM) HIRE 77. BRI, il J3dt CCL2 i
W (N G2 A 7758 T 60pM 1IPT CCL2 fudk ) ml A R0 & w24 1 CCL2, B 1k CCL2
Ak CCR2 Z (M4 6. [RI, ol g n] g8 35 5D |1 SR M 74T CCL2 Fuilk
SEIAT R VRITAEA -

[0070]  AKREAMSFI T FEAIH AR T LA N S . 30 A A A B AR R G R
—FEA AR T AR AT EARRIERT, BRAES AN, 50 “B0” B1E FH & 1
“Hm/ e

[0071] A 5795

[0072] B S S LA B Pt B A I8 AT 1t A B 1 B BB e, HURRE U HAE T 4F
AL BAEAY, | I AR AR B PR . FEA A B2 BRI A1 B0 T, H DA N 7 993 A2 FH Bk
P HGIR k BE BTE B B B e ORG240t , A 7 s 1) 2 AR AP R AR AE T
A2 M 1) 28 PPN, JHG ST A T T e 4 4 B o 1 e D B 1 OO 5 IR D B 1 RS
Ko BAARSRUL, S ELVE A= A2 TGR- B Al PDGR, i34k 52 B [X 45 FP 1) Bl £F 4 4 it LA
PR R ENREE A

[0073] T 20 B ALL-T- 1 e st V% Ao FE WGk 40 L R 228 A T 4 44 O A 40 M TR 5 1) L B R it it 7 5
SRR EMH . BRTIREE A Z A0, IS A E AT M ALT- 7 ih o0 e 28 4 e 55
FE B 32 B X I DR 1, BT ¢ VE 40 i R A B TR -, ik 4 B IR 73k — 2D S 4R Al i TR+
RETH S TR A, FH G 5 S AR 28 1 7 IO JOE A R A 41k

[0074] @K, BAZ4UN / EVEAHMRT T 4H M A5 A S0 i RO PR AT ZE 23 () 50 B AV AL
PR IN . A SR 5 B A AL A 453495 1 o IRt LA R 5 ARl A A4 e il 2 9 9 WL P 1
FIAEF 2 — o U E 5 SRR T P R 40 i 4% 38 R I 2 38 A 4 A i e A% 4 i A
AR R PR v B DA BTG 1A ] ) SR 4 R o B R 98 SRR IR S AL, AR A
PUIERS B AR 25 L I 5 DA S TR b 7= A B e 32 S A . T X A IR 25 A B A 4 i
) 8 S AR AT AT AL H 4 RS

[0075] 7 —LLsZ 5, A 7 95 1 4 AR O 45 4 4H S, LA S AR T AR 3 R R A
AE 57 IR AN P o et P AR L A a4 DA B % S

[0076]  FITd () VF 22 W PRER I A DA SR o I A B A AR T 0 o il 2 ) e IR 2 —
ST o X PRI E AR AN 9 51 RS A S 0 BB AL 3 0 o DA TE A ) A B 4 e 2 3%

12
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AL F 37, SRR E ZE RO, FoVE 2% PR NI P R 78 I B AR LA BE . f
TSGR A AR N RIS AAE R, 1K 518 Y S 4R L 7 i o WA X — i R o R A0 08 B2 s
B TPl OIS B A U SR PR R AR A o AN, DA UL 453 495 072 Bl B A 4 O A B B P )
A5 T RIS, I AR N g R RS 24 A P % A R VT 20 B8 B 0o R AH SRR S PR IR o BEAE 41
AeAb3Gin, BEMERAL. Bk, PuisiBE SR H VSR H R A . R, Bt CCL2 HAR SR 7
X T ORFF U R A R U AR 1S L H

[0077]  Fid o BIVE 2 I PR R IR KA ol il S s 4 2m B R 55 o BT 4 40 P 1)
F2 B RE e I 3 B o3 WA MO A T R AR R 4R KR 45 A AL 2N A5 4 SE AR I o AR YRS L VF 2
AR LA INELR (BT ) , 7EANH &G TP 2 EH 22E H IF H 23 il DL 45 4 21
M. AR b R, B T HoAr EAE R 2R 0400 .

[0078] Al fz Js A O AP IR I < R PR ME 4 B PR AORE / B8 RO A ORIE 1 4 B PEAEALE /
W R o A2 o PR S IR B2 9 v, B SRR A A DR AR B BR il T R JR B 0 (X e = PR
IR B R B I A MU R E . R 88 B AR 4R AE 5 IR 14 A 5z o A8 2 v J i 3 R 2%
15 o DRI PEAE B o i T8 42 1 5 A R PR R B 9 R T i B PR ) R A E B I A 4
AR/ BT Z I RRE AR/ B AR SR PR B2 s R] DA BE B R NS B A

[0079]  JEH AR BNGR (Mg IRl ) &0 S mAH At T = 25 R (5 gk
R -~ A fifESk A, (Ludwicka-Bradley, A. ) 25 A B2 Joq 8] J51 i 7 9 o i) 4 ML AT ) B 6% 1
(Coagulation and autoimmunity in scleroderma interstitial lung disease). =i
5RIBHR B SCEE (Semin Arthritis Rheum), 41(2), 212-22, 2011) o 5| AT A S 5 H IS FE T2 1)
HEHREARE (HARRT ) J&E O J7 30 i 5 MUE B i R U R AS B AT T4 5
[0080]  Fiff iz s & iy JE A A 2 R JHRREDR R 2 W o 2B I (EABRT ) B/ BX
FBlker 25 B B A U 0 x 54 i CT 38 75 Lo Bl L PR 43 o R DR A A g ik (o4
FUZ TR IR  Bda b B HUAR U 5 22 bR Ut Bt U3 HiAd ik 0 RNA Frod4e )
s H e A B P I | 2040 i e P 2 DA SRR IR+ ) o

[0081] T CCL2 Hifk

[0082] AR HFRMEIE T #5470 CCL2 Bk ( B ARk Ui & sz Ml AiHt CCL2 Fiddk ) Skigy7 bl
B Im MR EAAN / BUR 28 M9 o RE A 0 (1) TT i RS 40

[0083]  CCL2

[0084]  CCL2 j& 1 2 Ml 28 2 7= AL B IR 7. ARy BBk A -1 (MCP-1) .
LA CCL2 J2 % R G vT 2 20 MO 28 AL 1 58 77 51 5 500, 04 (HANPR T ) SRz 4i e, CD4 Al
CD8 47 T ik EL4H LA NK 40 M ( K& R M. (Carulli,M.) % A CCL2 I /K P ] 4£ 4 B
AEALE o T RS 2 Z B Va7 S B2 (Can CCL2serum levels be used in risk
stratification or to monitor treatment response in systemic sclerosis ? ) JXJT
WAL (Ann Rheum Dis), 67, 105-109, 2008, 1liA T. (Yamamoto, T. ) B R — jRIE A
(Scleroderma—Pathophysiology). KRN IR %24 (Bur J Dermatol), 19(1), 14-24) .
CCL2 L7 H T BE 1 40 M P S B0 S5 8, 3R Y 6 (72 3 55 40 B 1) 10 A ) TR i v PR
(A E) o CCL2 BN HAEAR AN KBRS 4k 40 o o (2 E il AF 4 gm i is A o i T AR
B mRNA Rk AERE RO R DL BOm s AL o C R Rt CCL2 KT (A B o
T, A5 B B2 95 R kA R s CCL2 FRAKKE3 N, 7 HAEAE 57 9 At 440 i o 2B s

13
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CCL2RNA Mg g im ([ E ).
[0085] A CCL2 A 76 M A ER kAN 8. 6kDa 51, HE L RIT I EARER 1 H.
HoHH Z Mgl 2 (0 HALFE SRAZ A0 e L I P R A L T3 UL e 2 | R i ) 3Rk
I H 255 HAZ AR CCR2. CCL2 J& T CC AL R+, Ho &5 AR P /e I B i 2k (20
WP IRIRFEAER 1 P I RIZE) .

[0086] F 1

[0087]

AZE CCL2 & {5 ¥ | MKVSAALLCLLLIAATFIPQGLAQPDAINAPVTCCYNFTN

(GeneBank: NP 002973) | RKISVQRLASYRRITSSKCPKEAVIFKTIVAKEICADPKQK
a WVQDSMDHLDKQTQTPKT (SEQ ID NO: 1)

[0088]  CCL2 1 M AE NSERIF 2k RAE T B+ 77 38 H. ] BLEE 2 77 077 AR B DAk 27
FRAE . WARCFRTH, RiE CCL2 iz H et (A5 (EART) MR KR.RK
KIS H) L E RS VIR EIRES ) PR AEMMEM CCL2 EA L AS
N CCL2 S5t I [FPR B — BT A A B A K CCL2.  AE— L& ST 4] 71, G0 2 =2 71 it A
ff] CCL2 25 A M9 115 SEQ 1D NO:1 F /D 50% .55% .60 % .65% .70 % .75 % .80 % .85 % .
90% .91 %.92%.93% .94 % .95 % .96 % .97 % .98 % .99 % BL B £ [F]JF . £E— LU szt 5,
WA SC A AT CCL2 B A F 515 SEQ 1D NO:1 E /> 50%.55%.60%.65%.70% . 75% «
80% .85% .90 % .91 % .92 % .93 %.94 % .95 % .96 % .97 % .98 % .99 % By i & — 8. H A
25 CCL2 s b [FIYRBL— S CCL2 B Il W b AR B N2 CCL2 My s kg e . siA SCh 2%
A CCL2 JF R R ULH “ E LR 77— Ut F 2 b (% ) 7 e SR AE X P 31 Hooh i 5
N7 B ASEIR B K 91— B E a3 b, HASEAR AT OR <3 BACARAE 72 21— Bk i — i 2 e
1% 73 5 CCL2 J7 81 Hr s B PRk i — B & R B AR L M e o Lh e R T e AR L 7 71
— Bt 43 B B B AT AR B B A BB P R & T TSI, 451 B A P 2 R AT AR A Aot
HHLEAT, 1 BLAST . ALIGN B Megalign (DNASTAR) %, T J& 48k 1 4 AN 52 7] s 5 11
T E L FIE 9280, AR EFT LU 7 51 A P SE T B R BE T B 78 FRATAT SV . fLidk
H1, WU-BLAST-2 8 H Tl 2 = R 7 1 — 3 (R /R (Altschul) A, B2 777
(Methods in Enzymology) 266, 460-480 (1996) ;http://blast. wustl/edu/blast/README.
html) o WU-BLAST-2 11 FH B R 285, Horp KER o 4 15008 BGEOAEL . FTIETTIISEH DA
HigE ESBE= 1, EE5E=0.125, 7B (T) = 11, HSP 3% (S) FIHSP S2 &
Hoed)ASE B HET B 5 #5E, BT BAR 7 5 B R 28010, e ME PT 283085 B B SCpr
TR ROE

[0089] A CCL2 &R A HME—F ] T A F- 5 ke 45 & T CCL2 [ 5 Rt 3t
. Z UL B CCL2 Hiik &=,

[0090]  #7 CCL2 #ifk

[0091]  ASCH ARG CCL2 5 A B A B mT AT da B J8 AU M B AR N 53 3B i 7732
Afuik. ASCH T, $it CCL2 Fiiik adhdr m it 456 T CCL2 BIEATR A AR AT Huigk Bliht
WA B WA SCATH, RE“Huik” AT AR 18w & A Bk B B A R R R R
() G Bk A SO B 23R, AR TR PiAd” A4 s 8 R L PR AR L 22 e B UAA L IR
Jups (fhn s R asEdiis (a0 TeNAR B B ) AR BiiE B ( R BRI 541

14
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FEIERD R ) o @A PUEE AR (EART ) ASEhuE. R KM RGPk 0 5
PEpuik N fbbuik  EGHuie (BRI, 5 e & A s bR i s R 45 G Bt & it
) N G 254 ( “SMIPs™”) AR HAR F B

[0092] A SCHT A, “Hidd v B AL SE BRI — 4, iR B R4S A X BT AR [X
ok Be i S € 4E Fab. Fab’ | F(ab’) 2 PAJ Fv Bt s = DhRedidk s T DhReditd skt
& s BEETUA o RE“DUE R B IE ARG IUE s SR e i g &5 I RE &Y
KA AE A B AEAR] B B IR TRE OB R (1o 286K UL, Budhk i BUE R 403 F B HH i
AR RE ) T AR X R “Fv” 7 B R RERN B 5 m AR X i I k& 2+ ( “ScPv &2 A7) &
B2 1) EE 4 PR 22 R a3 DA FRASL e 7 X ) A P e A R ) /N VR A B

[0093] W] LA FH AT J@ A3k o O B J 0 T v R PR AR B CCL2 Hiiddk . 2841k it , T Hidk
PRI R EMYE (Harlow) FISERE (Lane), Hiik 5236457 (Antibodies:A Laboratory
Manual), (1988) A . LA IEE AT E/NR KRR VR BB R VI8 58 F 58 B A BB IE
15 E A BOE, PUARTEXS 4R, A 1Y 7 (48 (Schade) 58 A, (1996) ALTEX
13(5) :80-85) » fE—LESLfEH 1, 3& T A K KPR R T AR R KBk, 254
KU, 7550 T 7 AR T IE FH PR R A B R ] LT 20 & B4 4% (Goldenberg) S5 A,
E PR H AFFEE WO 91/11465 (1991) SAIE TS (Losman) 5E A, EFRIEERE (Int.
J. Cancer) 46:310 (1990) o 7£—LES2j ] o, BR v B B m] A FH 2 A8 88 77 ikl & CORIR B
H (Milstein) F1ZE¥% (Cuello), (1983) HHR (Nature) 305 (5934) :537-40) o £E— L 52 {5
i, B v RE UL Rl IS A JTVEGIAS (SR E T RS 4, 166, 452 5, 1979) .

[0094] i B 40 Mo ik A A7 A B8 v B P AR A7 5% 1 V1 22 IR R W Je A5 PR Wk B A4S R s A
KIGFEE (E. coli) P TREHGE IFRIE TR BORME DL . N T AR SR 77 B e B T4
[IUAT, 2H A 1 B 3 33K B 11 S0P WA 08 S A ORI R0 o LY 3R s ) FH A28 B %8 /N BRI
TP C T O BB A e R A () mRNA SR AT FH 30 4% SR il 5 il cDNA. 5 AN 42 5 5L (R 43 ) @ 1 PCR
P A B A e R AR . PP AREANARSCRE, — NS A EREER BN A R
FE R o MR SCJZE H 4 5 e T 44 DNA, ELUKG 38 85 AR B 17 9 42 B E — i .25 DU e & 1
SCPE . A WETEAR S AT AN E RN EE cDNA X, HLZE G K AT B )5 5| S 34 B 7E 40 Ik
LA RIE o D T SR B BT OSBRI, B PP R B AR ST e, FUATAE T BEH A (1)
Pk PR B JEAS o T UEAR H U AR IE U — I &, HEE Pk Dk it & 4E
ok, A3 BRSO RS S S S S PURMPUE B EH TN
)% BR A IR B 4 S e 1) o o RH R 08 B4 ] 461l 2 A STRATAGENE Ff R4t (nR)4E Je
I E (La Jolla, Calif.) #E45.

[0095]  AJ DA SR IS R FRAT BB A scFv. 2 WBInIR A (Vaughn) FHR «EH AR
(Nat. Biotechnol. ), 14:309314 (1996) . HAE KA PER scFv SCE nl A A AR T Br
OV Vg Ve ATV A JERIZER ) PCR G MAEL )% NS bR 55 V BRIk & . fE Iz
Jii s ¥V RV N A DB R — N X 28 fy BeE & BIME TR A o 600 scFv 1%
+ (Gly,, Ser) FEG BNV B EIREEERIT o BV o8 -V 7 By 38 HERCAE T X E
WS Vy 1 -V BUE S BIWE TR R B P o Wi BB SC P R G0 b SC R {3 A g AR B
M (B8 8 A7) (Nunc) ;Maxisorp) JEI%E . FSAEE JE ] Ixh W22 G2 G 1) 94 B 400 it i
I M 2H A T S % BR AR S FF e 7E L i i ER SR RS (P. pastoris) HIERIA scFv I

15




CN 104487091 A w Bf B 13/29 @

S SEFN . 2 B LR (Ridder) 25N, WA (Biotechnology), 13:255260 (1995) .
TIA, AR B IE 2 scFv Z Ja, LI SRR J s TT i (40 CDR3 WA MBS 4 ) SRR A
B I G S ST R 18 A B SR R AR T B . S AR e (Jackson) 28N, S [EJEAE
Z&:E (Br. J. Cancer), 78:181188(1998) ;HHFA (Osbourn) Z¢ A, H#)ZEHi A (Immunotechn
ology), 2:181196 (1996) .

[0096] % — TR BIFUAE T B2 b 85— CDR fRk. CDR Ik ( “Spt/NR B sppr”) Al it i)
UG B B OCVEBUAAR () CDR [ (R 3R . Pt I DR 490 e ot {3 FH 2R 5 i o s 2 ol ke
H = AESUAR R AR RNA (B XRG4 . S WP B 5 (Larrick) 8 A, T7ik B2
TR (Methods:A Companion to Methods in Enzymology)2:106(1991) ;2458 — fi
i (Courtenay—Luck), “H7iEFiAAKIFLEREEHM (Genetic Manipulation of Monoclonal
Antibodies) ”, BRI 74, TREMGE G RN (MONOCLONAL ANTIBODIES:PRODU
CTION, ENGINEERING AND CLINICAL APPLICATION), H4% (Ritter) ZEA (4%), %5 166179
(S R R (Cambridge University Press) 1995) ;AI3REE (Ward) ZE A, “Hiik
HFEREE AR A (Genetic Manipulation and Expression of Antibodies) ”, H.7a[Ed
A JEIEATR A (MONOCLONAL ANTIBODIES:PRINCIPLES AND APPLICATIONS), fHith (Birch)
SN, (9a), 55137185 T (@or — FliAw] (Wiley-Liss, Inc.)1995) .

[0097]  FF—Lesij ol b, & T A & BH B fidk vl DLARE N SALBRNSSHide . dE N SE T
NFATE RN & A RIETAEANSS Tg B/ NTAIR G Te . 1g BEEUN BE (W Fv Fab.Fab’ |
F(ab’ )2 B Ab I HETIRLE EFFH )« ANEMPUEEE BA — 82N HAEAFERIE 5|
ANB BRI . X LR N SRR IE IR AR AERR Oy “ HE 17 B3k, U 2 I\ it 17 ml AR
IEREL . ANSSAE T W i 3h ) BAN R E X (CDR) R CDR FF 31 BUACAH B2 A SR 44 7 7] Sk sk
B (TS (Riechmann) 28 A, HR 332(6162) :323-7, 1988 ;3 FH i B (Verhoeyen) %5 A,
FH5 (Science). 239 (4847) :1534-6, 1988) » ATk “ AJAL” Hiik g ik & Ab (HlZ W3R E
LFIE 4,816,567 5. 55 5,693, 762 SHIE 5,225,539 5 ), Hrhsem AT o8 N[
AR B2 0k E AE N SEY R A R B ERAR . AE— sz ih, AL Uil 5 A — 28 CDR
B DL S ] B — L8 PR BR S HH R B G5 304 Ab 1 B9 SR ALAr s AR BRI N S didk . A
KU OFEEAMFRERECERN AU AFEEN N g (2 diiE ), Kdkaix
&K CDR F%RE ok B AR AR (HAE 3 ) i/ GRGORBRER SR ) (19 CDR A FR R AR,
FE— LG T , AR AE N SERRIEAUEE N2 Tg I Fv HEZESR AL . A FAbIUARTT DA B e 4252
WS 51N CDR BUAEZE T 51| R AAEAE IR . — MR UL, ALtk B & s LR
(1) 22 /D — A3 HAE AR AR IS, Hod oRH o (A B ) CDR X 54E A6 Tg (1) CDR
XXF R, FF R (AR ZATE ) FR KoMK 1g FFFFIR FR X o A biih i &
WAE IgHEX (Fo) MRb—8a, @E 2 AL g b—8a (CEe2%AN, AR
332(6162) :323-7, 1988 ; Fff BAEN , Bl . 239 (4847) :1534-6, 1988) o

[0098]  AZEPuidcids ml A FH 5 A R A, B ERE B A s SCFE (EMRATE (Hoogenboom)
N, AFHREY Mol Immunol.) (1991)28(9) :1027-37 s By vl (Marks) 28 A, #F4
Y2k i (1991)222(3) :581-97) Al £ N TLFEdUE (EHIE/RME (Reisfeld) FIZE
/R (Sell), 1985, JEAEYAA (Cancer Surv.)4(1):271-90) . i, AT LUE A 1g £
KI5 IN YR T Tg 2 PR O350 79 B A T B R R R B ok G N Pudk . 7RG 2 ), M
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SN, HAERT A 77T -5 76 A28 DL B AR 2L, A5 FE PR B A L e e DA S A4
M (RERURME (Fishwild) FEA, oK E Hra0bh 2 05 5 D8 o % L DR /N BR ) B8 5 7
N IgGx BIifEHE (High—avidity human IgG kappa monoclonal antibodies from a
novel strain of minilocus transgenic mice), HIR &M A (Nat Biotechnol.) 1996
T H 514(7) :845-51 s FE{AH% (Lonberg) A, R B AL E PO AN AN [F] H: PRAZ A (1) /) B BBt
JE A S A B4 (Antigen—specific human antibodies from mice comprising four
distinct genetic modifications), FH#%R 1994 4 4 H 28 H ;368(6474) :856-9 ; FEAH A&
FEARE /R (Huszar), KB H LR /DRI ANZEPE (Human antibodies from transgenic
mice), HPFRHIZ2%TF1 (Int. Rev. Immunol. ) 1995 ;13 (1) :65-93 ; & 75 Hf (Marks) & A,
Geid Gyt Gl BE M SR N AR PE (By-—passing immunization:building
high affinity human antibodies by chain shuffling). & % i R (4 %)
(Biotechnology (N Y)). 1992 4E 7 H ;10(7) :779-83) . 7E— eS|, A2EHi CCL2 Hitk
T S R Rl e TR ol DU A SS ik ma B T fo J5 Bt (AR A SEsh Pk fil4S s a6
CCL2 iyt (s W3EE L H|5E 5, 569, 825 5. 58 6, 150, 584 S Fl5E 6, 596, 541 5 ) .
[0099]  ff HI/RioE M F34L CCL2 HuARIa YT bl i e AR B 2L (¥) . 1 E3CHTIA, CCL2 5 CCR2 %2
W Z A (R 456 58 M 78w (B, 60pM) , Ff7E LK HR A7 AE Rk P FE CCL2. DRI, R34t
CCL2 AR A] REAE 15 Ja AE LK rh B & HAN —/INER 73 P REsE A7 21 8w B AR 2. TR, 47t
CCL2 HAEA KT BeA A 5a 4+ CCL2 & 3244 HAN | B AR H LA 15 545 S, BRaAEH X CCL2
WHAR G GRMTT . JeAh, BAE O Bt i , A 4EA3in B &2 E AN B ARZH 2310
Beir /b o AT msE A4 CCL2 A i R BE 474 B s A LA BRI IR e 455 CCL2 JFP)y
1B HZ AR AR .

[0100]  [RlL, 75— S8t o, 3& T A K BBt CCL2 FAR B v BU 456 2% F 77 R BOR
T %) 500nM. 100nM. 10nM. 1nM.500pM. 100pM.50pM. 10pM. 1pM.5001M.4001M. 300M. 200M,
100FM\50 M, 10fM. LMo 76— B85 i v, 36T A% K B (5T CCL2 HuAA B H F BLi 45 45 Al
JIFEZ) 500nM 5 1EM Z [A]\£E 500nM 5 10£M Z [A] . 7£ 500nM 5 100£M Z 7] ££ 500nM 55 1pM
Z 8] fE 10nM 5 1M Z [A]\fE 10nM 5 100£M Z [A] £E 10nM 5 1pM Z [A] £E 1nM 5 16M Z [A]
7E InM 5 100fM Z [f]\7E 1nM 55 500fM Z [#] \7E 1nM 5 1pM Z [\ 7E InM 5 10pM Z [H] . 7E 1nM
55 50pM Z [E]7E InM 55 100pM Z [E]\7E 1nM 55 500pM Z [&].

[0101] A=W A AT A AT AL

[0102]  FE&PhCht ] &, FEAR N5 fa , AR A K B BI5t CCL2 Judk mlfL i 21 & Fh B Frdd
2o IR bR EHE (AR T ) Rk g .0 8. BligE (BFREN) . /I8,
WIRIE & Z 4 L R A A

[0103]  FE&PhChtifl T, FEAR 15 5, 4B AR K B B9t CCL2 FiikmI7Ei6yT EBlin IR
SEIW AR S Bk 1 25 A B AR 2 A BOKSEEGE M. AR SCFR B AL YR 9T B BUIRIR |
A ROK B 1 2 2 DAE B AR 3 ih i ke y7 A B BOE . Y97 1E AT 2 M
(P, Al — Lo BB AR I & ) B30 (BT, 323038 45 AR - 4E nBUs s 2I0E T )
284 >k Uk, ¥R 9T L BUIR IR A UK EGE TER] 2 UL ek B b 230 5 A R BOM DR
T~ o E B DU I8 BB IR 1 2 1 B K BGE PR (B0 CCL2 7K1 ) o 78— S8 seiifs] o, i4E
AR A 33 AR SR BT BT CCL2 FuAR Rl B A2l 23rh 5 R & 0T A R BUG T RIS
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FHEE CCL2 AT/ NE D 5% .10% .20 % .30 % .40 % .50 % .60 % .70 % .80 % .90 % .95 % .
[0104]  FE—SEsCa ] A, MRS AR A WA 33 1) AR ST ik I 470 CCL2 HiAk rl Al CCL2 ML 7K
- 5 I B I T 29 1000pg/m1.900pg/ml.800pg/ml700pg/ml.600pg/ml.500pg/ml.400pg/
ml.300pg/ml.250pg/ml.200pg/ml.180pg/ml.160pg/ml.140pg/ml.120pg/ml100pg/ml B
A%,

[0105]  — MR UL, /AR NS G, AR A K B 4T CCL2 $UiE/E MG A / B E bR 2 (4
Wz R & 0 Bl (BFEH) cEEEBVIRE K RS) P EA BB KR,
FE— LS o] o, FRARE AR R BT CCL2 Judd i) 3z B m] g8 22 /02 30 408 .45 4381 .60 7
BR.90 28R 2 /NI L3 /N4 /NI LB /N6 ZNEE LT /N8 ZNEE L9 /N 10 2N L 12 2N
16 /NP 18 ZNEF L 20 ZNEF L 25 ZNEF L 30 /N L35 /N .40 /NI BTA 3 RV ENA T R ENS 14
Rmis 21 REGETE— A H o £ o, ARIE AR R B 9t CCL2 Hii mI a3 5 fa (1) 12
INES L 24 /NI O30 /NI L 36 /NI 42 /N 48 /NI (54 /NEF L 60 /NP L 66 /NP L T2 /NP T8 /)
INf 84 /INIFL90 7N 96 /N 102 /NI B — Jil 2 JSAELIE AT/ B B brd 2 AR 7 AT A I K
SFEETE . AR I K P BT T RIS T A AN R BTV E

[0106]  FER-SEsZfEH) A, A SCH BTk 4T CCL2 FuARfE (B nElk A ) 52l E 2
Ja (e (Blans kA ) 185528 Z R — .3 K48 /NIRFL36 /NI 24 /NEFL 18 /)
IV 12 7N 8 ZNIRF L6 ZINIF L4 2N 3 /NI L2 ZNISE LT /NI 30 B ER T A ) A LI BUEE (A 4H
RS E D 200 g/ml B 5ug/ml EAD 10ug/ml B 7.5ug/ml ED50g/ml E
A2 sug/ml 2D 1.0ng/ml BLED 0.5 g/ml FIWSE.

[0107] B 5 Jo ALAH SS90  Jo i B 400 RV T 7

[0108]  ASCH ik (951 CCL2 $iAk n] F T4 Ay 7 e A Bl By Sl B s B OC 4R 44k
R AR REBUR O ME . AR SR T ARIE “U09T (treat) ”BURIT” & fa 08
—BUE MREIR , TRBIT BUAE 22— B PREAR (R A AR, A/ BSOS AH S T3 i B3R 400 [14) — B
% PR IR ™ B B

[0109] AR BHRIS R ] DL ShEL S e PR B TT RIH G S . fE— s+,
A BT BT T B S BRI T (Wnd TR 9T A 4L BUR R PR i E BUR
ENRITH]) daHE. FrdiGir e (EART ) 5o EE . NSATD. F & flil 2547
(540 B e AR 28 ) /N B R R FIRERE AR UE A itk 2 (B
D- FENZ BT PUVAFAS Z AERF R ) FIT TGF B ¥R 9T LI P B 3 S AR FE Bl
[0110]  7E— LS ol b, A S Birid i do A m] 3 A RIS AL 8 T7 v (Coxs T Hem]
Ly s T RIHEA R IR LS ) #25  FR 5 R & ] S B8 USRI HEOR A 52 ORI BURE 7 1
To. ZWHIIETT #2225 (The Pharmacological Basis of Therapeutics), &
15 (Goodman) Fll & /K2 (Gilman) 9s, ALK 7 AKG v F (Macmillan Publishing
Co.,New York) . —MeRut, A 3G & & KB A EFrBIER (FlndFn ccL2 it / 5|
Wr CCL2 5 H AR 264G ) A&, FERAKBIGHEA REIWEH, tdkE b 28 UM
TR RN S FEE R IR RS il SRR B Bidk /205503 1t L AR AR e T A E
FREEf A) | #2 5 B B ORI H) L 294 A HEEE 22 DL AT T VAR e E I aF i R L —
P FEAR I 12 ) T £ DA S HAR B IRAS B P E

[0111]  ARSCF A P a] LB ST BRI A 2 T 2% 5. 72— B+, 3t
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CCL2 FUAR LA H — R B H — k=S — IR P — IR B — IR BER — IR B A AT AR 1 B[]
[ CE S

[0112] ARk R r A AT IR 577A 1S, B 451 B A AEE B 45 @1t
W 18 b g A AR Q&R K P BB P TR T S LA B R VIR PR AR AR PR VB P T = A
SN ) NS VRS RS E b  cole |3 A= 7 Y e K ek R M S 2T A2y A 22 | 2N =Y. 1
W EPE IR B IEPT IR AR RS A (B IR SE ) R
/ BRER K ST AT .

[0113] B IR

[0114]  7E—SesgjE ) o, A 30 Tk (9 7 i AL &9 vl T35 )7 e Rl 5 BT a B R
T 57 975 B B2 AR 3, ARG SR PR PR 4 B MR ALORE / A B o8 PR A B MR ALRE /A B2 DA
He 0 2 m. Jo PR VEA S VEREALRE / B 57 0 3 85 0 Je F2 252 e L DA R T 50 1) 2
R, H G R BI DL FF RAE AR A CREST R-G40F 45 BT A & i IR R (Raynaud’ s
phenomenon) « BIE Uy R B AG « il v 57 PB4 DA S B AN A 5K o 5540, Ifisl ik s 1 ] Ge 47
ET EIA =z — 1B, IF Bg R S0 SOm i &)™ E I AROE . 9RiE PE 4 S YRR
NE /B R A RO AT PR 1K LS5 Me KT AR B A — B 2 R T, IS O R TE O AR
Hoe e S B s A4 4 B PR B IR AL B4 B2 5 (systemic sine scleroderma) , Hiik
Z AR AR HA 4 B PRI 5 LA SR B2 B, (AN 52 i P U ) PR R R AL T 2K« A B0
F R 57 975 o

[0115]  7E—LESZjE i 1, Y597 248 5 R &1 IT I BRBOG T HICIRASAH L, 39 B sE A
WG 5 B R e AT SR — B P IR SR AR DO R AR B2 AR L PR ™ B AT/ BRI
2, FriR e R aHE (EABRT ) A A 2520 A 5 i/ T Bl S i 4 i v s 41
Yetl, s NIESS B QUM 0L s B BT BV s T8 AT I K o B s 1% s 48 Im it
i s P8 P RS AE K s ¥8 B IUTRE O s F8 A MIREIER Il s s SRR A AL R 5 2 kA
KRR B RE 2 R D R S SRAE SIUATE 77 s R R T B
B 3 AR YAk s IB Ui O IR ARk O AR gEAL s AU 4R i AL S B4R 4itb s LR 4R 4E1L
TN PP FE AT 5 PP R s Miivfe 98 s 98 ;Wi B s E R S IR AK A6 A J8Y5 MR 5 58
MY K s BIERI s B AR ORI EE 0 1 B BB s B A8 18 BRI R 2R 5 145 R
B4 s A JE W R N D8 s TR R ME s DR Tesf e s T A ek SRR R Ja S o9
NE 30 S5 s M 5 B 5l W B RG  BOE TS

[0116]  7E—LLsia 5] 1, Y57 SR F8 1 AR 44 3 73 B 5E A MU R A | 0 RS AR L B 2%
PEBRAR ™ B AN / BRI EE . WIARSCH T, RE“ A 4”2 /Eas B AP T &
AU H . AR EZ BRI IR AR RS LT, WA AR 4EAL AT FH 5528 pl A 2 40 B 1) 7
. TR A 4EAN ML i A R 2L AT A R Shee, B R 7E B — 208 . 280k Ui, 57
Jok 12 (R L SKoTR B 2 4 4 i 7= A 7 e i B 1 o B A s e AR R, TR R R R IR R
JZ B IR B 2 40 = A R B D B VRO K =) 2 D AR 8 SR 0, R 3R O AR US4
FRAAEAN L AT AT #f SRS B TR LA IR B 75 IR 5 40 DhRe I W], B 2 40 o ]
QA N T 4545 T AR AFE AL DRI OG- T AL IR AT 2 20 7 AR 3G 5 i o0 3 T 2 4
FOHE R S5 i ORI St R Y I A8 AR AT IO B s AN A T, T8RS B 1) R 4 4 i v AL
B, tEREE ECM B3t 7= A o 3R AN ECM (X Bl J2 7= A & 51 iR 4R Ak, 7288 B B N
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A R I B T 4 445 4 2 4, 3R 7 9 R RRAE

[0117]  FE—SLsLhf o, ya T R 4ets bk B iE (AFE) I B iE  UUARE %
RO/ B TE T A YA B e A R R L O IR P RE 2R R AE L PR E
FERL /) BRI ZE

[0118]  7E—LLsEi il o, ¥5 97 51 D B2 W A Ak 55 43 B 52 A Hb G2 A« o3 L Dk e 0 161 At
GRRAE PR E M/ BRI E . KA AEAE 5 K AR B BOE BB IR (1
TR BUP AR IR SE ) AR B L8y o, Je Pk A 2 A d ik 248 05 i) 20 8 g Rz K 3 %
(Modified Rodnan Skin Score) ¥¥ifio 286K Ui, W 1 FFrR, Kb S B R4 T 73500
BEERRETH 1 PR RS T 2 s VA S AR IR 25 T 40 B0 30 A — LESThE ] 1, ¥R
7 51 56T AR AH E, 22000 2 5 R R Pk 3 B PRIk 1096 8id 15 % it 20%
I 25 % T 30 % AT 35 % HETT 40 % T 45 % I 50 % I 55 % T 60 % i
I 65% it 70 % It 75% it 80 % it 85% \HEiE 90% (HEid 95 E £ . fE— 1k
SEHEAG R 69T 51 RS B IR A R S PR R

[0119]  FEAAEZEICH ARG O, I bl Bz Jp5 £ 35 A Rl 4540 i (1) 7% A6 7] HH J8 ik
7 A A B PR 3 A s OB B 5 | RS o 40 L DR ) SRR B 4R ((HASBR T ) TGF- B . CCL2, CTGF .
ET-1. A 4e g oA KR TL-1. 1L-4. TL-6. IL-12. IL-13. IL-17.MCP—1.MCP-3 Al PDGF .,
S0 [R5 7] BH 9% R G AR 28 1 40 M A, B s A I T 40 g L R A 4 e B B R A i, B
YRRl B AN A (R A AR AN R AL B — AN R R RS BN E B E
I R B E B A A A M i I ] R o AT 4R A i ys AL I B AR B B T X EHE 5 i
ANE A FAE RN/ BRMLIK 770 DR, 7 — SE St ] A, B A A B 7 Bl iz s i 3 51
— B MR R IR (ARSCR TR IRLE ) B A s o AR B S R, R 9T 5
5 VRIT ATCIRASAH B, 12 R R4+ (140 TGF-B « CCL2. CTGF. BT—1. il £F 4k 4 o A=
RlF. IL-1. IL-4, IL-6. IL-12, IL-13. IL-17. MCP-1. MCP-3 Al / B{ PDGF) ¥/ 43 10% .
R 15% I 20 % I 25 % HEIE 30 % T 35 % iRt 40 % HEIT 45 % il IT 50 % i
I 55% HEIT 60 % BRIt 65 % GEHIT 70 % EEIE 75 % Rt 80 % EHIT 85 % HEIE 90 % . Rt
95 % BN TE 2 o I 5T 41 B DR 7K ) 45 A g 42 A T A b 0 1 9 T T s e AR 1
[0120]  7E—SLsLjE |, ¥697 51 CCL2 MLiF /K TPk, 78— Leszii b, a7 5l 516
JYRTIRAS A B, CCL2 HLif /K F FEAGERIT 10% H8IT 15% Bt 20% #83T 25 % Bt 30% .
#RIt 35 % (HEIT 40 % GBI 45% HEIE 50 % I 55 % I 60 % R IT 65 % J#R I 70 % .
#RIt 75 % (HRITE 80 % AR IT 85 % HAIT 90 % JHRIT 95 % B £ . 7E— LR B, Va7 5
& CCL2 I ¥ 7K °F i T £ 800pg/ml.700pg/ml.600pg/ml.500pg/ml.400pg/ml.350pg/ml
300pg/ml.250pg/ml+200pg/ml150pg/ml B 100pg/ml. 7E—Leszjif| i, 3697 5] CCL2 Il
B SSE A R R EOR R B BRI Ag BEX BRI CCL2 ML K AH 24 6

[0121]  A4EAb 75 5 I B0 O

[0122] [ T A8 S 2 b, MREE AR WG J7 i Rl A mT 3697 SR AL 50 9 i B
O, WE AR (EAMRT ) 2 PEA4Eniib bl R A e 1w B R4 S PEA 4
th B E A R IR A 4L SR . UL R B B R S M A 4R E A ((EARIR T ) 4R 4Eqk i
M B Pk AR 2 Ak L BN 02 VEBE ZE VEIRE AR 440 B 4R 44k . NASH %5 VT 2 A 4Lk
995 JPE B U AE 32 R 2 A A T P/ BUBCK I MO R TR . A4 Tl 5 O EH
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K, BEAE AL REIR I, A/ BUH FARTE T E MG & & R 5iE . Raf & a4ein]
TSR Z A B B SR R , 30 A PR OS5 9

[0123]  NASH I H e e RIR D BOR A FIFH R m « AL S I B &kor R UF, BAEZRmR
RSB BEA  FR IS R U AT B o A FE R AT DG J7 IR o NASH ()53 fi A AR %4
L, BRHCTE . PR R R &R IF BAE— S5O0 R RE L R AR TR BT VAR LN B B
Fof10 5 . B3 NASH ] 242504k, 51 5B 4k IR HAE T P AR B A 4% AL,
FHREAL R R, Horp AR 45 ™ B A58 ik B AR IR EAER « FRASZ BT A 4 NASH I A
#R R, (H— HAFAE ™ E A E s ik, JL-FRa R Tl i b prid gt g . A Atk
(RN N2 PR B LRI 22 40 gt RN P S 0 o P A AL A2 1 B P 28 (1) MGG S0 il ¢ e
—ITVE, HRBHEAE B NASH M N S AT #3535 [, NASH HE4 9 A0 1) 32 20 R 2
—, fE R B R A R 2 )5

[0124] B ('8 ) AFEAB G AL and Rt SR siE . a4t 52 851K
RO T2 Hpm AR BT B AR R . AF4EALTT BE B i (B RERZhBE 4T )
(et B R o 22 PRER 3R ATE A B I 4598, JU ot i A /N ek B A i AR 2
L. XN G EBUERMMAME R B RIEE & D04 38 22 AR 5| & 2 PPk A
AR A4 g 1 i 5 A, LR AR 5T B il A 2 TR) P48 ) AR A AN TR 4598

[0125]  Jk % PRSI IpNiE BRI

[0126]  7E—LEsyi 5], MRHE AR A BRI T3 i AL G40 F TR T R 98 TR0 o e B O
5 (EART) S TERAERN (SIRS) P /RIKHFEN K (Alzheimer’ s Disease s HIAH
TR DUARE IR, AL A% AZPERNZ JOE PR B T AL s S I TG s B2 % PEBEERIE A%,
AIXHTIERIRN ) sV PEM R EEAAE (ALS) %5 28 CRIAH IS I FRER , 58 ((EANPR
T BRI SOE  BURE T R 5T A 5518 M Ik T i e IR B AT DR R O A R
EAFH IR R H DR 28 B RIB I J B T K TG MEEERE T SRS
RVEFEIRTE R IC T 4 ) R CRUAE IS DURE AR, B4 < SCAVE eI 518t PH 2 1%
SIET 12 MR ZE VE TR 5 /D A B TP R A ) 5O B CRIAE 905 S0 RTRER
BFEBNIKIEFERRLL s 5 Sy O VLS A PR LB AR 78 M1 O 77 5208 L TR Bk e 0 UL
AL LA DR EnG, BFE - B kIR VLAl B vE AL 5 O LA T s AL ULAH i Sh e Y
o PTT FE PR I AR DI DU AREAR , 045 B B S 08 PR S JR B 2 AR (1 28 ) PR
W FRp THE A AR B E 98 FR R PR A0 1o i A AR PR PR A2 ) 5 B i 2 (RIAH IS LA
RER, CLFE IR B A B B 12 PS5 2% 5o 2 BUR (Crohn’ s disease) VR R TEM
A RS i 2% ) s BEUE s AOE (AR e e SRR 28 ) B[ B A A A 44k
HIV G CRIAH IS AR, AR 1R A T OB, A 2aB A 1 S SLAT HIV AH 2C 1 2E 5 4 U
(HIV associated Hodgkin’ s Disease)) . /I KEEEHE (Kawasaki’ s Syndrome ; FlIAH <
I R ., L FERN L 57 Ik B4 R i SRR bR E2 59 S PR 20 Jiko 7228« K e« R 8 1 41 a3
IR RERT I R IR RIVE 22 IR R A0 /MG 2 3 2 R PEREAL B mAE (U 5 g Al
I I, LR PRI M 0 A8 L G U O SR AT I 22 BRAK S 5% L B RIS T ) R VIR
B A TR I IRERAE (Goodpasture’ s syndrome) MLV I B A A7 A1 B S ML P VR VI 437
15) PR IRAT M BIR  (CNURE IO 9 MU L, 035 SRR 2238 A0 A8 2 A AT 2B AL ME 5
) TL-1 BB A TL-1 3D Fe sl 2 o rl SR AN PR A 7 s SOBE T ) IR A2 (AR
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IPF I A It B PR 9 T AL IO s A% 4% i SR B IGHR9% AZ (Graves’ opthalmopathy)
AR A B BN RE (A S A 0, ELHE o A i B MR B e P R B
TR A 22 Ja iy i R & IR R A B P R 22 ) S B R (R AERVIN L) EE
2 BRI BRI 28 oF FE e (R DR 993 A D, AR e N 2R L LR BRI PR 8L ) s e
A0 A5 18 P R 18 1 32 4% L 3 W R L BRAECRT STDS o A MR 5 el IR B Jok bk 78 B g
Frady s AR, A FE SRR P IS 58 LRI P R 32 K [G/MA (rheumatic Aschoff bodies)
PR T 92 97 AR RGP o JUL 58 5 FRODR R 2%, /60, 58 1 i bk L 00 2 PSR R 4 5 PR I e, B0 4
P& VERT MR 2 NS M B BRI &R B MR A 7 s 00w e, 46 B 5 g M5, Wk,
B 3% O LA M B R ECO A% B R BT R % BB ALE L 2 R PEREAL AR B . A
PELLBE IR 4 5 PR ARRE R BB (9] G bk L2 98 14 IR I (goiter and struma
Iymphomatosa) ( #rAs [CEIR RS (Hashimoto’ s thyroiditis) . ik ELH B BRI ) B
HR B S AT P 25 S A A AR A CHERE PRI B SRR A 20 ) s A% G 9 FR Bk, 2o f)
HE489% (Leishmaniasis) X R (Lyme Disease) 3R (%8 (Lyme Carditis) JJE
P AL SE I IR 28 SIE A R/ NVE R UM B 2 ), AR e (9130 B 40 s 25
ik 2% e 3% - L IR0WEE (Epstein-Barr Virus) AR GiZ sl & ilBom s ) BURAE
S (B i B HE ) Bl X B ORE, B R A (B HE A USRI i 4
T3 A2 R « BB 7 BRI 4 A HH A IR o STDS Ak IS S I ) AR H AR E (5]
QOB PR ) i ds (et e A 45345 v BB A B e (RS A S PR L A ) L0
WD REFERG , FHERMY AR5 e a i (6140 & lag i 25 S E e UTE W ) B8 5 245 A
B A N AE (B G EAEIS S 4% T ARG RS SIS, 5
HET7 /) BH ST AR RTReME R AR B R AR I ROE , AR IR H AR AR L R
PERRIEE UCIILAE AR AR T REAIR T S AR L g S0 R T8 5 32 38 X RS AL 1) S B
(HEFEEZ) R RN (B R TR S RE ) «— B JRE S B S PRI e RN S 4
By P 98 0E SORL QAT 1A Rl B G5 98 T OB S S R A3 TR S N S R R R SR R
1 ISR ISR T G Sk B A G ) R P ER A DA R A R A EER R IR o

[0127]  HFE A2 RIT AT / SR B A8 PR EdE 7

[0128]  7E— L& ST 1, AR SCH TR R T Bt CCL2 $Uik i iAW 5 &Y fabr
—EHTEHESZ AT A St £ LesZiE g B, &SRR bR R E R R
EREFEAR . WA SCH AT, RIEH 2 SRR AR IR & 48 B AP0 A i
2R E (B2 IAE BEE ) FoA e T AR R B 32 i3 (B B BOE 32 & B
1) RRFRIEIKEA T AR R AT o Pk RS IE I 25 R E KT AR g A (Hf
Jra B T B IR B v M S Il R ) SRl AT T AS R AE AR b o I AR B — A 25 R Ak K
LG A [FIBY B (8] 42 5 B0 ARl 57 s 6 B R B R0 ) A B A R AP0 b
# MR IS OFE AW IR bR BRI B i R AR AT 8 & L SGETEZE J o T SCHE VR A
R, A ZEZ RIS AT bR R E S A 2 R IA M AW IERA G EH T 128 o
VAT 2 R AR AU TR ) 2 RS R RLA « AR SCH BT AR 22 et Rl i A s
PR R IA AR 2] HE AR S Rz o A Bz 9 P Y LR 7 9 B BRI 7 9 e 7 BB R/ B R
PR ECEhR S . Hon] FHAES 3 i DAL AE R RS S o ok it — 2015 B RURE S . AR S
BT RS “ PRAIC AR IR 7K A2 Fi s i A SO Bk () — B 2 PP o7V BTl &, A PR
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/D 10%BE L, Fl40 20% .30 % .40 % BY 50 % .60 % .70 % .80 % .90 % BY T £ , B & F ik
PEAR KT 152 £5.3 54 5.5 5. 10 £5.50 £i5. 100 B 2 o WA PR HAE ‘P25
(R IE KT Ae s — B P 7 (RSO Ik i 779%) il &, Rk iRm0 10%
B %, 9170 20% .30 % .40 % B 50% .60 % .70% .80 % .90 % B B &, Bl H Rk R m A T 1
5.2 /5.3 f%.4 f%.5 f5.10 £%.50 %100 fEELHE £ .

[0129]

[0130] %504 fe s B Hh A 22 e M 3RO I AR W F8 A B0 8- Bh 7 V2 2 BT J@ s 2R 1 HL
AT T SEER AR B o 2860k U, B Mk 2 PR 3 38 43 A R T 50 i 38 A s - 4 L 5 i) i B
LR A AR PR AR R R U AT AR R T B 7E— SBST ] , 7R 0 fy g i R 2 £
S R R T ) DR AT I A A 5 el Rz s A TR R SR ARE i P A SRR S . kA,
55359 71 B AH G 110 2 DR B S ) P JE e 5 A PR R P B B ) el Rz s A LR A A OR 2
o B SERED T B S A AT AT, W BB WK 2E (i lano) 25N B B 95 B A
R FRIEIRZEH DT T Molecular Subsets in the Gene Expression Signatures of
Scleroderma Skin) ”( AFLEIZEA1HE 454 (PLOS One), 3:7, 1-18, 2008) Hifid, FTid STk
(480 P 25 LA 3| - 77 SOF AR ST o 28600k U, AT AESR B AR IRIS PR A8 B = PRPE A 2
BB (S0 BRI S A2 B AR ) IR RV R RE 1 R SR AE i (A
WIHTE AE JEE S ) EHATRBET 8. A 1 S0 5 0 RO s JE AR G L IR, IR BRAE B
il it 5 i A7 s 2 ) B PR S — BRI 7E M 2 TR) e n] AR (R B R DA AT i — B i B2 T 5
it iz 5 7 B JEAH G 1K) 22 S PR A DR 3RS 1R SR SIS 40 B mT B T e 30 52 el e 5 Wi X S A

[0131] 4B T, i f s A 2 R b R IA R B L D AT S SS k6 4. 35— AR A 05
T 1 B 2 s B 2 MR B B SR P v R AR IA I s Bl LR, A (AEANTR T )
CCR2. CCL4 M1 IGLL1. 5% —FfF O FEIGTEARAS, B AR AL o 7 R RIS R LR . 7EIX—
RIS b e 7 HH R IA 3 o ) 26 AT 60, 455 440 e S S 1 R S TR, 401 CKS1B., CDKS2. CDC2. MCM8 I
E2F7. IEFEARZEIAFAE S 2R B B RIS 4R T — B0 i ik T e /s ok 38 PR A 57 s 20 23
YN I AN . 58 =41 R I R A A A i A L R A 4y, S (EASER T ) COL5A2.
COL8A1. COL10A1. COL12A1. EEIZHA4RIEE 5 T bk 40 M fl B W4l fe A7 7E A R I A,
H 55 =21 X R IA, HAHRE PTPRC( H N T Hfuys b pras ) A A CD2 Al CDWA2 ( HAE T
MO RT FRIE) o 5 T B FEAE VRIS Al Rz 95 o R R ARSI B (R . IX B L R AF
EIER T E N IR K B HAUHE WIFL, PU%EHEE L IGFBP6 Ml IGFBP5. ffg— 42 &
JoR ) R 3k TR SIS, HLAE SR R PR Al 5 w8 vy 2 ok ig MR B i A, B4 ((EANRRT)
UTS2R. GALR3. PARD6G PSEN1 . PHOX2A . CENTG3. HCN4. KLF16 il GPR15G. H-& A Z FihFEis
()7~ PRI R AR AEOK 22 (Mi lano) S8 A Bl Rz 995 B2 IR B LRI R B AR S 0 7427 (A 3k
Bl « 2746, 3:7, 1-18, 2008) H, Frid SCERAI A A A5 77 SOF A A .
[0132]  ZAERbRZEAE AR iR T

[0133] BRI & T HAEAR IR IR, A8 bR 55 3 1 7= 6 12 75 15 3R L7 49 v 31
#) (Farina) S5 N, DU R A V048 Fr TN TR 18 P R B 4> B M B ALE i 35 10 R IR = s (A
Four—-Gene Biomarker Predicts Skin Disease in Patients with Diffuse Cutaneous
Systemic Sclerosis)” ( %% 5RiEH (Arthritis Rheum.)62(2), 580-588, 2010) 7,
FIik SCRR R A 88 R 25 DA I 77 SRIE AR SCH . HA6 T CAnFEad B 2[5 1 Bbr (0
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TGF B MTHLE ) , EFm i n 1 IR A e br, FEHELR CTGF, THS1. COL4 M1 PAT1. &
IRLEA )3 DU P (R 1 2 S 5 A2 00 2 08 R B2 JER 4085 (mRSS) 1 BEAH 2C HL iy FE F0I 7 v
PEAE K7 975 o

[0134]  mRSS 4 FHVEAE K295 1 — Pl R P bk« mRSS 8 401 1 FIondR5E R85 S i ik dg
ENHO RIERIELE T8 R EAR RS T8 2 DL RE EAR R4S T 408 3. W, At
T 0-51 JEH RS mRSS 2 BUn] B T 76 B 17 Ab Bk IX 3 0-3 1 58 R E « mRSS 7]
FIAE e S e A a2 WA W ST B P 7 o

[0135] ALY SRS ] FH T 45 ) RN 36 UE B 157 9o (08 7E bR 25 A HE A o B DI R, 7 4 4 )
RTERE 799 A 28 I PR A T R D A R e SR ) R B A A 3K, A i B A R o 11
I PR A8 FR B i P A OQ 2 DR e ) B (R e S & R AR Fe b . BR T mRSS Z 4b, % H
HelkRIENS, @B EA R HAQ-DI) . —E ALK Y HAe /7 (DLCO) B 7ty &
(FVC) .

[0136]  CCL2 K F

[0137]  CCL2 7K~V (il 4m CCL2 MfiF K~V ) T AR T I E edm M A2 VS B W A G %
YR YT e 3 AT AR R R RS AR PR AR B R N . O T I GE CCL2 AKEAE N A HR
PRELAE 7R, T 58 S BEAE 17 s (1) 26 38 AN 32 52 1 1 AN A4 1 I3 1 CCL2 7K F. 1X A i
i A FH A5 40 ELTSA 93 #fr s o CCL2 88 [ K-V oR#AT, H SR RAH B85 (B i .
') WAMK. RmEIPETTIEHRAERER (Carulli) % AXIEHF % (Ann Rheum
Dis)67:105-109, 2008 1,

[0138]  AFAET G0k EVEAT I B JRAN / BRI o ) CCL2 7KFIE A 5 mRSS BB i R FiR b
( 411 HAQ-DI . DLCO BY FVC) AH3%.

[0139] &P AL da s n] S B A& B & AL 5 IR R 2 B 48 4r (20 mRSS) — 2 A, A
T A2 T 7 9 (1) 71 B PN AR Ay S I PR ST IE B ER 25 77 R VR AT A A Dk
STV SRL TR o L FE DA S & 32 i P e i e o 8, 7E PR TR B AN
— B2 NI [R) i AN AZ K3 SR AT 0 AR R D 2 & A I AE R AR K () fnik B AR S
P 1 PP A 22 5 B R IA I 2L (R TR 2 DL R e B ndie b in CCL2 7K°F ) B —E A H
BT IR sk A2 E AR . 2300 R UL, AR AR AR K R ARV T I R 2 BT ER AR YT T
FEF GRS o AR FRFRKE Al fEEEANE YT I R ) — B 2 AN IH) s NI E B S 78397 2 A1
SR B VAT IR R L TR A A KA B SR BOABRIE VAT B T R S R
/ BORTT RO B B R R ] 2 T A ) Fe An i V-t i DA o2

[0140] [RZHEY)

[0141] AR IEHRIEE G B PR S PR A G . 76— SesLiE s b, AR IR
B> —Phhi AN 2 D — PR 2522 E T2 MIRIE A Bk R 2540 &9 ] AT A5 — 5.
R ERTIETEYRA  ERA SRS, £ SSiEs T, BRIt EZG A A YiE A
T2, AE—LesjE i, iR gt iy R 25 -G W7E 6 YT BB B 5 s 55 A 7 95 o0 BB
K S R & AR RTE 297 (R T ) o 78— SEsEiEp) o, T s (L i s 25 40 & i
TIRITPERL A, 49 G 70 3 R B S SRR R I AN A o 78— Be St 8] o, R 25 20 A 104 R TG Ak
HT#5 A

[0142] 285 KU, X B PR (LRI R 25 4 &4 ] DR TR nlyE S R R0 (B3 T 52 T eSS B
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FUK PR E R TE ) R 28R UL, 78— B SETA R, BR 252405 LAE T VRS R4 ) A
feflt. £t , BRAAGW UK R (Bl T/ / BUKE R R ) TERELH AR
NP, HAETE S 2 A0 K ERRRER (B K SRR ShiE WS ) B AR — LSl
H, R AWK S EALENIE L TR WL 7 FR B VA I R IR SR = o Eh /K S AR/
BRI . fE— S, M R MR R SR HERR AR A (BIANRS ) .
[0143]  fE—LLsj il &, Frij MR AU AEW B & — B2 Fr iR 255 L rT 252 IR B 71
(G Brs JE 75 P PR AR R TR 23 I R T PR AR/ BT 2 i S ) o AE— BE STt
L, RAHAME S —HEZ MBI ERN . /5 — LS g g, R AU EMAE TR
[0144]  fE— LS, BR 2520 A DA A8 A / B R BT Rtk . 78— e s ol o,
R ZJH G LAAS AT A58 A/ B R TR AR 1 o 78— L8 s o] o, 52 VAR / B AA )
BRI Z G ] 7 — B A B (B0 2 /B 12 ZNBF 24 ZNBF L2 R5RLT R0 R
28— H D HBEEK ) o 75— SSLi i o, ik A S g A K T 48 e i <= 51 i duig
Fee At o
[0145]  YRAEFIZLAN / BB B RAE S 2 Wi nl B S R A / B . 7E - LS ]
B, AN SR AT R MR / B SR AR I S ORI LR B I AN RLAS VA -
[0146] AL PTIA KR 254 59 -5 4 r] i 2 B 2 A b O AN Btk fa R R AT AT
T B o FE— RS, Pridk i & T A AR LT 2R AT 5 — B2 PR 5
/ B E R N 4 A, HieE O R / BRE ER K e S RTEAT / B B B
R =B R E A
[0147]  #RAE A K IR 254 S0P DLECE: DA — A & =0/ BB 2> 3 — Ay
FVEE A& RN/ Bt A SR BT L« BT & 7 B TIUE & B T R R R
ZH AW A& WEYERC B S T RS 2 RS/ BRI T E 5
B Bl anpriA R &R = — B =0
[0148]  HE4E A BH (1) = 25 2L S RV PE oy IR 255 ORI s2 RO 7RI/ BUE AT H e
A AR & AT AR, BT iRy T 323 1 S A S e/ BUE R/ BB TS 4
EBIRERE. fERNZE, AEMPEETE0. 1% 5 100% (w/w) Z (B3GR
[0149] AR EHRIERZGH AW 5 A E IR 2527 Bl RIE ), Han A sch Br ARl A
BT VAT A B B A R R BSOS B VA R 43 R B 3R T T ) SRR 3
MR ECALA T B 77 ARG & 770 T 77 &6, a0 id T pr 75 ARG 28 . 58 B IG 24 2 k) 2 f
S (Remington’ s The Science and Practice of Pharmacy), 28 21 it , A.R. IRGNZ
(A. R. Gennaro), (5 82N TR I BE R BHEr 2 BRI M BU/R 4 i A ) (Lippincott, W
illiams&Wilkins, Baltimore, MD), 2006) AFF 7 H T JABCER 254 & & FrIsUE 5 A H T
Hl & H B D HEAR . BRAREATE R IE RN B3 A 5 Y o s AT A 25, PR AR AT AT
T EMEN, B 5 R AGH SV R e A5 DA F 7 M TAER, 75 WU H
155 I AE AR I BH B9 L A
[0150] =44
[0151]  SEf 1. il &R At CCL2 Fifk
[0152]  ARSEA 156 BH w2 A0 F3 40 CCL2 AR il 25 o a0 B SOl & P7isml T A ik
P A P A4S Ao A AT i 3AA
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[0153]  7EiX — 45 58 S 7, BT CCL2 ik BH AL & AN A KBt I &5 & 1 10 52 88 A 2R Pk
. FIB NISHUM L DR 1 5 22 TR/ BR B BT 28 AiAb i NS B4 CCL2 1 56 42 o EG A% 77
(complete Freund’ s adjuvant) £ MES RIE. ARG GIREMZ G, B—/ R —)
—IREESZRGN R NS R = . AN R A B m BUR R (it ELTSA %€ )
()RR B, 20 R 5 /0N BB R AN bR Al B o DR 1 48 42 /0 B T LT Y T B 2 i B T
W55z — 5B W= N BROE BRI 415 50 % PEG Aive . 4 L2y 1X10°4 / fLEE
R TR B M ER ER T, 25 E — . DRl @ ELISA fiik A& cCL2 #irg
FE 1gG Pk, — EHI 2 B4R A K, SRRl o B i i 608, BRIz, JF B
BXFT N TgG TSR FHME, A Bt CCL2 B b [ i A 0 3 R 1) A 2 0 v e 22 D P Ko

[0154] B3, PUAR T R AR AR AR Mok B & #E 3L R/NR, (0 LSCArid ) /s i
BHTE B 41 M 1) 2mh5 VATV 38005 DNA BELHE 4B . AT ERR U, % A SIS CCL2 Ho 8 ) FE IR /)N B
AETEFFUSCEE R i o JE e 2R 2 R Ak B USCEE O B A e ke 5 R 404 e . FEB B A e
455 N 1gG FITC- Hi —mFe FIAEYIEAL NS CCL2 RR-AY)— IR E 1 /NS . et it 20 i
PBS PRI, 8 FI N AR B, 1gG APC- 3 —mIgM 1 SA-PE IR S Gett— /N, Gefh,
(R4 FH PBS #es— Ik, 346 1 v xRN M R 7E MOFLO™XDP ( DUre %2 i /R84 7] (Beckman
Coulter, Inc.) E3Hr. 2 i AE— TG B TeM B PR B H M 1 B 40 g, F-45 o b 5]
96 FLIR L9 5 —FL . SR X L8 B 4 (1 Hi AR L R 9 RT-PCRAR4E FH £ (Wang) ZE A (2000,
HgE2p 71k (J. Tnmunol. Methods) 244 :217-225) ik FI77E3AT . 1 EREM 4R HE PCR
P ) v R R S NSREREE X (Bh0 1g6,) FAKRREREE X (Flin Cx ) KMk
B AR B R — B 40 A AT EEE AT AR X7 A i Ak B 2 o A B A R R AR X
B TR 2 A JF 5 GBI 15 40 pk (61t CHO 41 sk ) s

[0155] [ T LAY/ SR A FE Pl 2 Ab, 3B AT AT A BE T 4% 3¢ (camelids) BRWER B A4 & 7 1 3L
EYUATIE TS B RARHESZ AR & Wi PR M Pk . Ak BRI 73 KT 107°M e
(e

[0156]  SEfF] 2. 71 &y K

[0157] S U0 BH 204 11 PAVEAl B 36 77 1 52 998 470 CCL2 34 B9 RGR) = VE I /77 =
R NEIFF o

[0158] fH3E&EZ (bleomycin) 5T HAH M ps/N AR T A SLfl . 8%, Wi k&
2 RVERR - KN ETRA / B LPS 5 ST V5 218 0 52 Ik RAE /N R i 4R 4EAL
B, B A W N 10-110 1 g BAK IE 200 v g (T SEE 2 K 300 1 g Y LPS K
FER 100 v g (R MR BREL PBS BABESR (T R) K THEAE 10 R B6 MRAF . f£1X
—/INERASEAY A, R Ik A ) 2 20 3 25 AR AL U AL, T AR B S A mT LI 2H 2 FE A AR AL
A AZ A AR R DL A TGF- B ARl F3R08 2 G AR EAE T B 5 8 B A& 4L
J A 2 A R TR ) L R AR Ak /N RO TR R B AR AL 2R 5

[0159] IR RIHT CCL2 HUiR s B BTk 7 & 48 B IR P v S 3 5 BN R .
[0160]  s&44 3. $i CCL2 Hudk B4R Dk

[0161] S5 B 22 Y 1 LASPAl A 40 CCL2 HuAk va T ook - 18 B2 95 A T3 25 2K/ B R 7Y
H (1) 98 i AN ZE AL AR F I 92

[0162]  {f PBS BB 10-110 1w g PLAAIA 200 v g 13RI PBS [ 7 B 28 KiZi&
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R NAEAEI B6 /R BEPKR, /)N BRAE 22 HH IR P R 5 FH A SE 451 2 v il 5 1)
AR IZ I3 CCL2 B sl FH X RE SR AL 2

[0163]  FE 7K (£ 7 RBBEEMIHENT ) B 28 K (££ 28 RBEEMIEN T ) Z )5, Hik
B R RNt 20 20 T S AL 402 43 My o I BLTSA Y & 20 LR A G CCL2 B 7K o %
TEE R A, B2 JRZH 2342 B RNA, HL A5 FH i J8 450 mh ol i 8 80 BB NS 73 B 1) RNA 1#E47 4
S R IE B 10 SR -PCR. {3 F T TR ) 51 40 ( TagMan®) (B 702 (TagMan) ) JU & TGF B
FERFILACEFE KRR (BHE (HABRT )PATL.COMP.COL1al.F4/80.1L-6 F1 TNF a )
[RIZE R RAE AT o X T AL 0r, it B s A& A ANERFEL (hematoxylin and
eosin, H&E) YLt [f2 400 b ko By B R AR At . (8 HEE S e i 82 2 S 4542 BT J8 Ak
HAET RN o G A0 2 T e s T R 2 A BT J8 A P 2 B AR B A
TP FA/80 FUARIN B Y] Fr ok 5 & %R .

[0164]  FRHHHH BT CCL2 PUAAR YA TT 45 98020 B A% 40 W R0 Wk 400 RVt Vi 2 ¢ PR TR R 04
(40 TL-6.TINF a ) , BB FEAIK TGE B 75 T AR IR S RIFRIA « FlHHIX 2= 5] R A 4 A 1L ddw [
fiKo

[0165]  SZf] 4. RyT M EEAE

[0166]  Z S5 15 B 2% A 4H SR 2 TR CCL2 7= AR FI 2 [FAR Y DL TN 0 470 B Ak .
[0167]  CCL2 JBHEFIR AL = A FF b BN I p o 78 £ BN, B2 Bk (1) CCL2 A ik
EARBASTIARL I o CCL2 A B 2 AE 52 5200 52 5 1) 57 JEK T 38 () ik S IR S i3 im , 51
HMLiF CCL2 K3, MLiF CCL2 /KR AE 2% B ¥ o — A3 in. 8RB MAR 1317 CCL2
KL T2 100pg/ml . BAFTE I KIS (Raynaud’ s phenomenon) HJMAER
IMLIE CCL2 7K-FBE A8 n o i S AR AL I &3 1R~ 25 ILIF CCL2 7K1 % 2 24 250pg/ml . ffE
B SR PRV R M4 By MR ARORE 9 S 3 P8 LY CCL2 7K 1B &4 250pg/ml . H AR ORIZ 4
B IR A By P B ALE 1) AR 3 P38 LTS COL2 KT /2 4 380pg/ml o i A=) FRE R k4= &
PEAEALRE (1) 22 1)~ 3 I CCL2 7KF 18 & 2 250pg/ml .

[0168]  CCL2 [¥) 4+ & /&2 8. 6kDa, H izt /N T %) 50kDa [ B /N ek 98 BIE, 52 Bk 'S
I B o CCL2 i3 v P 3246 S I AL T P4k CCL2 &5 A H 32 44 CCR2 1Y L7 kd A& %
60pM—2nM, CCR2 = A7 7E T bk Y5 40 R bk 20 P 57 L o TSR Al Rz 9 70 o 3 0 5]
A E VRSN, X FUVF CCL2 FTAMTIG T MU AR AE (8] 5T 5 L3S 2 i) By s s Ve ~F . (R,
CCL2 F I35 - 22 HA AL TR B /N BRAH R B4R 2 2 10 438f . iU CCL2 MLy - 5 A AE A
FERU . FHXTABE RS R VF CCL2 AL B s (BInfEL) 2 /NP ) TR B
W1 (CEBRME ) » E—S8IHNN, MF CCL2 K PAE B R R M AB T2 B ¥ S il m]
REIAF 1000pg/ml (£) 75pM) o JEIRNILIEAIZHEY CCL2 P45 ) B bRIFAE Bh 28 B R AE I 2 v,
T Al 3nM 4023 CCL2 I 5 Hsw F S AR Fr B M Piia ir & &. Pl A B AR &
CCL2 7KF Bk iy 2 I

[0169]  E Hij AT RS FH AR Rk P 3 559 1) 5 v B oA 20 8 I AN AT 280, TR HAE L BIAK o 4
Ui G MK R CCL2 R E A . S WK 3. @it R4 R 7719t CCL2, AT
POt P CCL2 Fifk R4 G414 (1) CCL2 FF LA 60pM SE M 77504+ CCR2,

[0170] =24 5. fmIR T

[0171]  FETBWIaIT RS, AR RE AR AT B AT A [FI B B bl fz o5 (A& i vh E R 2-6

27



CN 104487091 A w Bf B 25/29 T

H PRI 4T CCL2 HUAA ) T-TTT #5577 &35 BRI 570 S8 70, VP Bt CCL2 J7 VA 22 A Pk
i 52V TR 2590 5l 135 o

[0172] AR 1 H5E— BAs AR 0E 08 B MA T3 5 140 CCL2 HURI 4 Bt
BRIt 5 EAVERE PG /BB ME 5 3T CCL2 SRR 4 P AFFIE K
FRIZE) 115 . X —IRRIRIS RN 77 RN BIRTER 2 .

[0173] £ 2 . AZBIGARIREE 1

[0174]

HH 13

e g s 1

BETE B EREE

TRI VLRI A B, s
B et
H. PK

SR EHHE 4 =4
BEZH n=4
St 16 M2 E

WIS ] (FPIE] LPV) | 0.54F
76 JE %Y
#515 Bk PK

TERE B 1 HH AL

[0175]  AZEImIRAEE 2 58— B /B 46 6 e 76 B 68 5w 5 R IR AME 5 5 it
CCL2 FUME [ 4 P S PE. 88 EAnEHE (1) 5878 H A 00 5 9 3R i A
RS I3 CCL2 JLAk i 4 FhARIFI &K R 254030 715 5 (2) it o i 82 5 s
(1% J5 PR 34 Sk I s LA 4 Rz - SRR IR R AN AR X B CCL2 A& 1) 4 FhAS [F] 55 2 7K1 1 24 2%
2 (PD) RBE s BA K (3) I LA Al R s B IRE IR B AN Xt OCL2 FiAk ) 4 R A I E K
SR PR S L, e 2848 2 2 R B2 K B (mRSS) M & o X — Il RIS B R4 77 %K
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