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[0084] PERY, | FERRN |1, R\, PR RN
R RN JFa0
b-v) + + - - +
[0085] ANk HH I & i — 77 THD A2 A8 FH e 72 0 5 R 0 A5 ot P A7 AE SR AR S 2 M AR 1 7 1
Hrp ik 7R PR
[0086] a) $RAiL
[0087]  a—i) FZRAWIPUE, NS EME A1 rid 25k,
[0088]  a—ii) /RERZGWIHUIE, HON SRR AR ICH SR G I ik 25 diik,
[0089] b)) fF R IRZG W diddk 7 )5 5142 i
[0090]  b—1i) Pk AL M,

[0091]  b-ii) BN T AT 84K 2K ik 29 IUAR 1 P ie A i

10
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[0092]  b-iii) C&mEH AN T AT 52 5R I I Frid 290448 B BT ad i i

[0093]  b-iv) C&EH AN T4 T AR N EBRE A G FTIARE M,

[0094]  b-v) & HAFIMA T TERERPANGZEEKRE D G BFIFTRRE M,

[0095] ) i#id b=i) A b—ii) Al b—iv) s RRHPE S B I E AT b—iii) AT b—v) v [ B 1% 4
9% 58 SRt 58 BT A i R I 2 B Ads 2 Bp AR T 2K

[0096]  FEAR K B J7 T Y — A Lt 77 S8 7, ik B % I 52 A2 AT JEUA 18 G % Il 5, LA 4
TR PR RUR BRI PuAE o AR B T7 T 8 3 — AN SE 77 282 Frik 29 iiAs & 1 TR T
RUETIRIPUE . E—SEHETT S, Brid B TIRIT 2 M 5m b is 2 B TR T X 1
KA RBCE KW RIPUE . 75— AT S, Ik T8 97 RIEZR PR 231 1L-6
AR, BUHL TIGF-1 3244, B IL-13 324K 1 a Byduik. AR BHT7 T —AN Skt 77 22648 rid
RE PR iR 233U iE R A, AR 2 /D I IEA RSURSL SAL S Bk [ A A
TRk, HoRERZ9 btk 2 Frid 25 ia g &4, AR 2 /DM EA R SUE L
Ab 5 Bk ATk I AR IC A I TR B . S — A2 77 R ik Wbk 5 H A TAE
R A 2B 2 HAMPUAR 2RI EHER N im il / B e — 228 G, AR 1R
(1) e — Gk, AL -, B -, B - A/ By B AR AL, N/ BREGW AR IR S5 A A B [
RIS B R B AT o AEAN R W7 I — N SEE 77 =, iR PR IR & M EBUR BR 25 Yt
IR EMBERFAHZES ENNRASTMAER SN AMIENEHBEW S eI E S
BCARAR S A PR . A8 5 — ALt 77 S, WiZR 2 W diag 5 [ A 0 48 6 il i 4 30 Wk
B, BREE AR e R4S B R IEAT o FEARK I — D SERETT S, Fridfe R4S 60 B — 1k
5/ B HEBENAEM R EABRIUEMRED /AR, BdutE / UE (S0,
54, Hermanson, G. T., %%, Bioconjugate Techniques EMZEH AR, Academic Press
CEAR AR, 1996) , BUBHERE R / 208, BEKEIRE / KL A ED , BURER / BE2iE,
Bl /R, B 1eG/ A AN/ BLG. E— DL R WRAMIESEMER S H
SEAH A L HEDER R EY R E A BB R ED#T AARKA TR — A
SEE T S, IR ITVEAE AP IR b)) AR S AP AR ba) B AE D IR b) o B RE ik )
Frid i SR AW 5K 5 BT IR 7~ 7 25 W) Ak 2 A RS 00 v 3 m 4G I (I 124 » 762 8 B 77 T 1)
T AL B, ORER A BUR & R P g A S TR I AR I AR . AE— SR
TES, rid REEZAMPE S FERE FE RS HS bR o dE e & bt g
BEH MNPV RHAT . ARATTER 57— LT R RHR AR SRR A PTE R th 2
N 1:10 ~50:1 (WEERIUES FH, MAZRE AN 572, ZE5WH o FE7 LA
[

[0097] AR BHE 55— 77 T A& FH T 058 F8 f p AT 0 25 B AR i S 259 Hi A ) ikoh) &,
4 -

[0098] &) EHEIMAEMREACHENMEREIR,

[0099]  b) H TEZiMHiie 5= &G 1,

[0100] o> H TR M biik 5 i o 51 406 1R,

[0101]  d) HHuyet s s HHia% & r B S i,

[0102] ) I T HRAMIA 2G5k i 71,

[0103] ) b T BRI AN FIZBKEE G, F

11
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[0104] &) AT HERIEXPANRIZIKREH Go

[0105] AR B o) — 77 T & A F A dE 4 3R 25 M AR AR B8 29 M) AR (0 XUB SR e i 4 9%
58 A T8 A i R AFAE T X 25 AR Ak Grrza s iR BL 772, ot ik 7714
AFELLT DR -

[0106]  a) #21it

[0107]  a—i) FridMiIRZ WAk, HoOM S EAHE G B FTid 25430k,

[0108]  a-ii) FTIA/RERZGMPuAA, HoAE nl R IR ARIC R & (R BT iR 25 b Ak,

[0109] b)) AR E Y HUAR 53905 T 51 4% it

[0110]  b—1i) FrikAE M,

[0111]  b-ii) C&mHAMA T 4T AR Bk 2Bk i B B

[0112]  b-iii) C&mEH AN T AT Z R M ik 25k 0 b i i,

[0113]  b-iv) & mHAMA 74T BRI A RIZERE E 6 TR FE M,

[0114]  b-v) B&FEHFIMA TR THERERPANRIEIRED G KR,

[0115]  ¢) J@#IT b—1) Al b—iv) Al b—v) YRl e A1 b—ii) F b-iii) RIS
P2 W 58 SR A 5E P IR A it TR AR AE PR 22 1 e e AR S 2 b dd, B

[0116]  #EIT b—i) Ml b=ii) Al b—iv) Fl b—v) 1K) BH I G2 0 @ A b—11i) o (K BH T f s
I8 SR 58 BT e it TP AR AE P 2 e e M R IR B Ak, B

[0117] 3T b—i) FT b=ii) Al b—iv) i FH PGy 52 A0 b—iii) A b—v) (1 BH 1 e
58 KA 8 P e i P AEAE PR 2 AR R e PR R R BT 16 $iddk, BL

[0118] 3T b—i) Al b—ii) Fl b—iii) Fl b—iv) Fl b-v) 1 { FH Mk G 32 I 2 Sk b 58 ik e
i RAELE AR e e A, B

[0119]  J@IT b—1) oA FH I Gy I 2 A b—i1) A1 b—iii) Al b—iv) F1 b—v) d1 (R by
I 32 A1 58 BT IR S PR AE PR R AR R P 0 SRR BTN TG $idds

[0120] KHTEA

[0121] 2 B R 5 1) A A 55 4l 3R 25 9 47042 0 7 IR 2 040 A B 9% 000 5 R 8 58 8 P T
XA BAR BRI 7, ot Bk i aFE DR D% -

[0122] a) 421k

[0123]  a-i) FrdHiZR AWtk , Hon 5 EAEE & 1 Bk 2593014,

[0124]  a-ii) Frid7RERZGMduAE, HoA S nI R AR IC R & I ik 25 i,

[0125] b)) ARV HUAR 5305 T F1 i

[0126]  b—i) FTIREEM,

[0127]  b-ii) C&mHEAMA T4 T A PR 25k i ik e,

[0128]  b-iii) C&EH AN T AT F R I Pk 253k K b i i,

[0129]  c)ilid b—1) A FHVE S I 52 BA K b=11) Fl b=i11) A A BH 1 5 % 0 52 SRl 2
IR it R 0 Ik 2P AR A

[0130]  #ZHRAK B IARTE “E9MHiik” Ronpe it H T Mk LAMB 1S5 45 2 Ja MR 5E Firik A
W BIRE A S IR 29 PUR R ik . 7R3 HEAR R IR IEAT B — RPN sE o, 29 PAR Vi 3R ZY
WIHAR MR R 25 AR 48 “ HH R JiAd 70—, 491 40 FHAH [R] i 2 78 i = A1 = A T &5 A
AR 7 P PR S+ 3Pl GRIT B s BB 17z F TR YT 2 P v au i s
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PP CHA) Qa0 L 50 0 T2 i g AR S A S e g, B0 4 lE — B i e VLR VRS i L)
BRI . IXEERI PR, I 30, Levene, A. P., 2%, Journal of the Royal Society of
Medicine (B EF 244 £)98 (2005) 145-152; Groner, B., %5, Curr. Mol. Meth. CYH[4>
F 7715 4(2004) 539-547; Ml Harris, M., Lancet Oncol. 5(2004) 292-302 R & . iUtk
AR E , 110, 1 CD20, CD22, HLA-DR, CD33, CD52, EGER, G250, GD3, HER2, PSMA, CD56, VEGF, VE
GF2, CEA, Levis Y #LJi, IL-6 324& , IGF-1 324% , B IL-13 3244 1 a Mydifk. 76— STy
Z, FriR 25 iR A B TI697 28 TR im oAk, BDHT & Biddk, wi i 10-6 SZAR$iik ,
BUHL IGP-1 243k, BT 1L-13 24k 1 a $idk.

[0131]  — Pl s (A3 B v ) A S2 40 TL-6 24K AU34E (mAb TL-6R) . IXFERIHAA,
% f1, P Mihara, %, Clin. Immunol. Ol IR ft J& %%) 98(2001) 319-326;Nishimoto, N. ,
%, Blood (LYK 106 (2005) 2627-2632, 71l AR ik % NCT00046774 1, BYAE W02004/096274
SRR

[0132]  —Fpsf] (ORI B v ) iR 2 1 IGF-1 AR BHiAE (mAb IGF-1R) » IXFERIHTA,
%40, 75 W02004/087756 HHELLE W02005/005635 H1H i

[0133]  — Ffr s 45 (A8 3%k #0308 B Bk & Ht 1L-13 3248 o By Hi4k (BL R 1 3R 78 4 mAb
IL-13Ral B{mAb TL-13R). $t IL-13Ral FIHTHE M, f51lT0, W096,/29417, W097 /15663, WO03,/080
675, Graber, P., %, Eur. J. Immunol. (BRI Ge% 7 2% )28 (1998) 4286-4298 ; Poudrier, J. ,
s 7. ITmmunol. (BAYE2E 20163 (1999) 1153-1161; Poudrier, J., 2, Eur. J. Immunol. (FX
W2 2k ) 30 (2000) 3157-3164 ; Aikawa, M. , 2, Cytokine (4R 13(2001) 75-84
0, Hrl w8, #ltn, SEE ) R'D R4 A7) (R&D Systems Inc. USA). HiAth /R Ju Mt
IL-13Ral #UE7E W02006,/072564 F1R % .

[0134]  ARIE“HLZAMTUL” FIT A HIE IS RO ZRE R AL, HAEF 0 IE45-6 23 Bk 3
JRIX o ZPUR X ] DL 29RO AT AR X, CDR, 1H 5E X, BRBEZE# o 76— e Seiti r &,
FriR St 25 P du At 3 Bk 234 A 1) COR X Bk 250 P AR 72 45 N 41 Y., 185 2 CHO 4 .|
HEK 0. Sp2/0 41 B BHK 41 o A (1) 5 28 7= A= 16 Brid 290 AR 1) —fgifi . — ik, 32
MBI X 25 AR BT R X, B A T i 29 BAR B e R iR . Bkt
TR R 2 PUER . B AMPUR R R R TR PR X . B8, BEEA
H AT 250 PR AE S T N R BT IEAT A JRAL , AT S/ MU ET X 25 W) Bk (1) S 0% J L )
P R IE RN RO AL T I BUAR IR, B iz N IR 2k 1 EAE N8 2, 18
B0 A A8 X ) HAMJE X (3 WBIR Pan, Y., 25, FASEB J. 9(1995) 43-49),

[0135]  RiE “Hr A 1gG Huik” RIOREF X Uik 6 2 NBAIEAL TR AT AT B0 R X 19 A $t
o XFERIPUA TeG HUiE 2 “HERr I AMPUE” BSEH] . RiE “AErr Rk
FEA G RN G & AP A 456 7 2 HAhPUE, v i IR TE ATUE 44k, X
TAYE YRR 7 R S AL FSUR A S R4 A

[0136]  $udk, fEAE AR, BFEVTF 2 R 7, v, 6, 28t GlE iR, o - 2580,
IRl A (ML R, I R, MR AR, R (RAARE, AR ) Mg - BEk, Xi
AL TR RS & E AR AE, iR M. & E . 2 R4 GF a0 0 PEG. 44k RBUR K 406D I
B 2 454 0 (S W Aslam M., FH Dent, A. , Bioconjuation MacMillan Ref. Ltd.
(1999) 50-100).
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[0137]  EAMWET WML — R ER AR TR ¢« - k. @5, JLEIai
S FEE AR BRI ST pi8. 0 KIsEZ il (pK,=9. 18) , HF 5
Z PR 5 I 5 A ORL A Rl AR e )5 o A i 1 5 — i L S RS 2 R H 5 i A 2
PRIV 8 S b S = B R (eysteine) (BREMEER) KIBREE RIL. AR O S H
FH ()t A i , G P e B oA HOl e B i P A B R S PE ) B e Al o BB I 5 7E P P pH R
BA R MM, HPRRT DAEARAERZ B 26 T IR BRI A . T B ISR S A
RSP [, B A 3K e A (1) i 1 3 DAL A S i B RS AE . BRI R A
R IR AL, — Lot i B R IR AL, HACIR s th B 5 i SCHRIR S 75 TImEE £k
RWARANE W Traut W57 (- WRIEMM LR L (2-iminothiolane)), BEIAME L (4
M BEARAR ) LBRES (SATA), BRI RBRIAME Y L E 63— (2- mbmedd ) Wl ] ©
FRlE (AL -LC-SPDP) H THeftd it R MM LTI AN 2 MR A SRR . RN
B, R A N=- 2 SE BRI ME T f% (NHS) [, se & ik B 0 i 2 — o 7R KRR P
N1 B A pH /& pHS. 0-9. 0. FimEREh (Bl ) &M% - iR 5 &R E. &
AR (B AL T pHI. 0-9. X S5 AKX N . WA REKPE A T 5 RE TR A 55 &
TR JHE AN it 5 52/ BT e P )44 (Schi £ 36D . Schi £ Ban] LASE FH o B Bl i 1 575 G
W E AN B S AL D R eI, DG 2R R i e se . Ca R Tz r H
fil AR IR E . i, W OB =G T AR ET (DTPA) X Re G, HAEEWIN L - &
MR R, HATPLE&EAR N ml e - JeHt BIE Bt iese . BFIAFT A, DUE GRS 5
MEEMTREREEEGNZNERELE.

[0138]  HUAERF ) — A IR BRI ( RAAR , RAR) . EAERLABRNE
AR C umhr BALMMEE R S AR A N 78S, R 0 A A Tk = i %
W R REPERE, 5 5 A% 00 G i IR BRI SR o A 25 e B a0 B 12 S RUE 16, AT
FEAZER AR HAd I ) 2541 N S AR BRUGE R It I L. 85 1 AT DAAE pH 21
T 8.0 B R4,

[0139] M ERAN FT LA FH T 1 W 5 44 30 40 HhoBE B0 0 e A i o T NIRRT DA e I A
B RN, G TR FTAR Y. BT HELE MR 27T PR P 458 v B (Fe) X, Fr
PAZR A ] DL I 38 25 470 i 465 A 6 s IR 1) 8 A R 5E o

[0140] BRSSP A RO Z AR G & 11 b OB B 2, A\ T TR R R AR B = 4 g B . 3K
6 X771 0 WS TR 4 1) R P pH T I B DR AT RAPEAFAE G I 26 A IR Bt I R o i AR
BT, B 2B, T B SR 2 ] T IR BRI a0 . R, RNR A
TEP IR PR AL B4k, Frid P I 2 R 2 A% By A7 AE I B BUAR AN [F) A7 B AR I 2 R — Ak ie
JEIRAFI o HoAthA T A2 B R i o 5 SR MV i -5 B B e S A Tk R ) e 1825 1 2 P fr
BRI o Fy R AE B R VE R TR PR pH s S R

[0141] & BB AR it 2 B R R IR e B MR AR OO BB i Vs Joe B Jlg ) o i BB J R I T LA
FEFRHE H KV T — I JGis A IS AR BR 2 8 A R IR o A0 75 I 1R 0 202 S5 PR 1), DA
3 HAE MR IR B S SRR e — JRBIAFAE T Sk IR & A PR RO, PATE il s
SE B RREE . B S5 REEM R, TR Schiff B ()44, Fr ik s 2 m] DA il i 26 2 AL
itk B EPRAE AESUAE B 77 A2, Frid Schi£f B o [R) 44w DAZe B AT A SRR =
Al (R HaRFRME ) BOBNEAREN () ZKVE P S5 73 T 12 A 1) A 1 4 e Ji R e g o

14
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[0142]  ARiIE “FES 7 F T ARG P RRR, AEA R T, ok B A A G R E LT A A 4 )
YMARTEEYR .. Frid A £ aPisaRs, HAMNR T, AR R KR ARz .
ik 4 5 045, AB AR T, oK B AN ) 4 1L 075 B UL 2, e I AR 5 R e o R ot 1) B
J A SRR

[0143]  ARIE“[EAE” T A il iy R on 4B AR o, B AR A ERE 54, &8 O
P P T B R R )« 39 TR e 2 it] I ks - CELRETRICKE BB 5 5% e 470 Jo s e L =
MEAEER B, KT LR AW . &8 B3 f / ol &bl al ;i A Al At 2 L4
T s HaAR T E AR s [EAR&H sANAE B B A A v A A o W E Y [ A A 5 i
D58 AT DA i) P [ R AN ], RO “ [ AH” AE 3R T BB & 20— D B S RAY
U AE AR B S5 H3 7o [EAE T DA A 8 (R, 1 08 267 B BUM R e AR, BRT
DL EE 8 58 Bl 4, v HER Nk o Aok 7t m DARAE AR I 2 T2 SRR A . T DM 2
PhVE A UM AR T AEILO B O B R . Brid kiR R Ak 1, R
IROIFAE (FEFGHRFED &R, W 0 gkhiF Mk AR 1, i, 3%
B4 BESNYR T . 2 W Martin, C. R., 25, Analytical Chemistry—News&Features
o Hr AL — B & 454D (1998) 322A-327A, JEit S 15 I N A, HI T B AR IR
Fo 3% M5E FIE AR SZFF ) Z il R EAR (S0, B0, Butler, J. E., Methods (J7929)
22 (2000) 4-23) 1,

[0144]  REAE CGRICBUR CHE FIRGLRD (i - NMR- 38 M5t 304 JE R 405, 1 i
B, 2 PR IR T A SEB] o PRSI bR 1 P ] DA I T 1 A TS [, 49 B 4
HB azirine . AT DA A RO K 45 8 2SS 0 R TR M 15 5 R S L A
TRIEET 2G4, Bl nET (ke is ) B A . Al R Rt B FC IR AE, %140, EP05809
79, W090,/005301, W090,/11511, H1 W092/14138 1,

[0145] R Ho A PR RO RE MBS LB S it Pk . DRI, A Re i fo it 4
92 W 58 B0 5 V2 3 BB PR e W 5 RV A AN B BT R e IR . O T AT BT A
D5E 5 IXRE IR FH P G 9% 0 i 00 200 B B 22 2D 92D 22 W] DA 52 16 &, 90 GG T 4 3400 BH M 4%
52/ 5%

[0146]  TRAE OB AR I fRd it A T8 2 B 0 29 B Bk GRZidde, ADAD 177
R A3 AT (R ot 1 BH P % 0 5 PT DA S S A5 43 AT AR B I 25 B AR R B R e PR LA I
T 08 X T IR BB INAE S ) T VR I 45 3R o

[0147]  ARIE“EBIN” HT 2 FRiE Fr iy 38 7R 145 29 A BRRE st R s I3+ M) 5, 138 4P e ]
DU B A DAAS BT IARE S R DA AFAE . BTl W ()38 4 R A X R B 28R, RIBT IR 453 DA
FER T R A i R 1T 1R R BT 2 D PR VR B IR A AE T i e e AE— AN SE 7 &
o, BTk AN R B, 7R NS T 2, R TR 29k B Fe B4 e Rt Puas,
WP 1eG Bk,

[0148] A& “Piik” H T A 3T I8k 55 P44 45 1 1 2 P X, A 45 52 8 Bk Al ik
FBe fE— AL T e, # BRI 77 ik 2 ok 2 N ik, AR BTk, B
A YUk, BUT 40 B R B 2K (depleted) i 44 (S WL 4] 40 W098/33523, W098/52976, B,
W000/34317). HUAERIEAL TRt Morrison, S. L., %%, Proc. Natl. Acad. Sci. USA (&
KB B 42 4R 81(1984) 6851-6855: USH, 202, 238 il US5, 204, 244 ; Riechmann, L. ,
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2 Nature (H %K) 332(1988)323-327;Neuberger, M. S., Z ,Nature (H %R)
314 (1985) 268-270; Lonberg, N. , Nat. Biotechnol. (EARAEMF A 23(2005) 1117-1125
A,

[0149]  “Fifhk v Bt” Fon se BGUR I v B Inid Fr BOARFF 45 6 5 e B HUAR 45 5 0 B J5AH ]
(IPTIR I BE ST “ e BEBUAR” & P 2% 2 IR BN 2% 2 IR L B2 Rl R i, Serp 2k 2 1K
AR X AIEE X . “PUER SV "Fanbiis S 2 KN E S SRS S A
HHADZ RIS Gl . “Pus A B AR KPR R — 4, ik H T AR g My if e 2 0
HBUR G Puik ) B L2 8t buik 5+ (scFv), Fab, F(ab) v B 55, 26 F 2
MR PRI 4 S 851E . ScFv $iu44, #1140, 7E Huston, J. S., Methods in Enzymol. (B§2¢77
15 203 (1991) 46-88 14l %5« Huston iR 55 T H T4 K B 1 2 IR T AR R0 77 7%
[0150]  $HUAER) “Fe #im” AHES S5 GIUR, HRIH 2 v v ohge. MR ERE
E X S BRIT A, ik (iZ 3k D 73 AL IS < TgA, TgD, IgE, TgG, Ml IgM, X£L3E
R i) — e 33— 5 4 A R (R R AD, B TgG 434 1gG1, 1gG2, 1963, Ml 1gG4, B IgA 4
N TgAl H TgA2. HRIEHUAE BT & B S yE Bk 8 1 284, S% 3R A B 4 2 X 73 Rk
a (Tgh), & (IgD), € (Igk), v (IgG), Ml u (TgW) o $FZHEA K BRI FILFRIZbEE T —
MRT 16 FMBISEMETT 2 “HUER Fe 77 RN Z A FEAE B2 T HiE AR
B BRI E o

[0151]  RiE “Huds” HIT A SCH I 8 HH— Pl a2 PR AR B P dd L DR 9 05 1) 22 IR 2E R 1Y) 2
Ho HRFUE AR 2 PR HE SN Z IR RN 2 IRE . H Pk & R FEA
[ (4R X R DA R T AR m] A X (R o fuAdsm] LA DA 2 P 047 A8, G 46, 0, Bak
BEFIELEE, Fv, Fab, fll F(ab) 2 DA B8E (scFv) (#1140 Huston, J. S., %28, Proc. Natl. Acad.
Sci. USA85 (1988) 5879-5883:Bird, R. E., 2 ,Science (Bl %) 242(1988)423-426: — %
H# , Hood, L., &, Immunology (%% 2%), Benjamin N. Y., 58 2 filx (1984) ;Hunkapiller, T.,
H Hood, L. , Nature (FH%8) 323(1986)15-16) .

[0152] ikl EHE 2 22 IRERER 2 4 2 PREERE . ok 2 IR E B £ KRR 5 n] A8
X (2 IRBER 2 B om0 43, Ik Al A2 XA 5e g S0 5 BAEH 4 G4 Wik, A2k
HEEM 2 RS E 8 X (2 IREE AR B im0 BRI E XAk D5 Fey
AR (Fey R) BI40M, WA di i, 80 i1) S48/ 84 Fe 324K (FcRn) (1BFRKA Brambel 1
AR ARG . PUERFEEE RN n] R LI EREA R X B, B4 MAZEX (FR)
A3 A EAZX (CDR) o

[0153]  HEA (Bltms i) Hrii) “ AJik” T ROe B R 3 35N Bus AR B A STk
o e e . T RZEE 7, ANEARTURTE B A Bk G2iaiie, Hrok B mA2 X 1)
FREEMCR B AE AR (AR B, /N B KBRS e BAE A R K3 B B e =+
PEASER RS, (0820 Morrison, S. L., 28, Proc. Natl. Acad. Sci. USA (ZE[H
M 5 R 27 B 2 40D 81 (1984) 6851-6855; US5, 202, 238 US5, 204, 244) . £ — L szfifrh, A4
IR ZRIX (FR) BRI AH R A HE AR L & e BeAh, NIRRT DLELHE HAdAZ IR , 451 2o
SZARSUAR B AR B AR o R R I A R LR R AL . IXRE BUAZ 1 5 BT A2 AR B AR B 1)
AR, H 5 AH R RRAA T B RIVEAEAAE R 3 — D T X LB I DA B PR R . —
e, NIFEALHUAR N % ARG AR A 22 /D — A, BB R P S m] AR 25 745, iR A B AR
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Z I R AR A S AR A DT R A LA XN, H A A B A 48 FR 2 A SZAR SR IR L
NIEAHUAR AT BLZ B FE PR R E X I 2D — 85, A Ak 20— . AT
NBAAEANTUE R THA D LR A BR . fdedh, AJRALTUEEAT HAEARIZGIA
HAP ) — IR DN AR, . IXEEAR NG TR R RO BN Bkt , i ok 5
“HN” AIABEERIE . NRAGTT DL AR 2 B Winter M HLRI SR 00 77 il i A2 X 7 31 B4R
AENTUR BB FHEAT o BRI, BTid “ AJRAL” BUiR X R I, o B AN T2 BN
R AR ZERE B R 1 AR AR A R 21 B A SRR b, AVSAL ST s & A fidd, Horp—
R A2 X BRHEANR] B S8 R ZRIX AR B4 R 1 G AT s 0 BAE N RAS B A4 (¥ AL o
B

[0154]  AR¥E “HyCBEHUA” T A SCPI, #5838 AR LR SUERTA R DLA, BIZL A%
FITIRFEAR 10 55 PR m] BE R ARATAE N B R A LA R o B3 BEUAA A2 v L 57t
PR, B0 A FURNL fo BEAN, S EXA R TURAL & GRERBCRAD AN FSUE 1)
% SuRE U & V0AE e, B RO SE B UMK B X 0 A B U R A . BREAIRIHF R RS,
ByE B Bk BT e AT BL R AR SR s Gt & B AR A A B “ B ORI
W3R B AR L 5 SRR R AL, (BN RLIZ AR R Oy 75 2808 AT Rr R T VA AL AT
.

[0155]  ARIE “AbTF HARIE A AGHUER " FI T A HATG iR, SRR i Se i A 5 4 R R 57 1k 10
HAhduid S I BERN 4G . B0, 5T IGF-1R Sk T T R, R e A 5E 4
IGF-IR JUALS & o IXAHEER IR SUA AT LS HABSUATE 10 B g TL-6R HTid L sARI LA

1 A
Gt

[0156]  RiBE“ATFERIEARBITUE” F T A G Fr i, R b 44 50 [F) 4 S 1 i He A
FUE DI BEARIEN S & A DL TT R, AT FEERIL I HIAR” 50 R4 2 1 1
— A EZN HAB A > PN S A . BT, 31 IGF-IR ik T HE R R, R L 5E /D5
“ht IGF-1R Bk 4 4.

[0157]  RiB“AMHFEREFIE” T AR JE Py, RO bk g A0 RS+, B R .
XAHEBEPAAN RS S TR PR A FRAL, £ DSEET R, B S5 ELTEREERK
FuiE T RS SRR RS S MHARERNM . £5 AR, ik TEEERK
PO A A4 2 A [ 1) 55 v B P A4

[0158] AR B I 55— 77 1 2 I A A 4 SR 25 M P A AR BR 29 WD oA 1) G 9% I o SR 4 8
FE R 2 AR AR B T v, R BTIA T iA AR LU B8R

[0159]  a) $24jt

[0160]  a—i) FriAiIREMTAE, HoON S EAAHE G R FTid 253k,

[0161]  a—ii) I /RERZAWPUE, Hou 5 nl R bR iC 84 1 Pk 25 i4k,

[0162] b)) ARV BUE 7505 T F1 i

[0163]  b-i) FriREEM,

[0164]  b—ii) 7E%JE I E AT C& M AN T 4T 5488 X0 Brd 259 4k (1) BT iR+

FII:EI’
[0165]  b-iii) LGN Al C 28 M A 1 AT 52 B8 SR FIrid 25 V0444 1) i ib A%
F%]:I’
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[0166]  c) it b—1) A FHVE S I 52 PA K b=11) Fl b—=i11) A A BH 1 G % 0 5 KAl 2
TRAE it TR 6 BT 25 AR T A

[0167] GO SRAFE S AL & B A H R S 29 M Bk LA A BB, Bivid 44 m] A4 T4 U B ik
FUZ PR (1) G2 WU 5 HL DR b5 350 BH M G W 5 , WO T VR R A AR . AE— AN SR T
i, AR B TTEA R T8 T 3067 M ZA5E R i 2 diig . RE“H THiR
1BIT 2R T AR W FR N, R TR 23 B AR e R 5 RE [ A M SR TS24 X
(K322 Bt TL-6 3244 , Bk IGF-1 324k , Bk IL-13a 324K 1. R a8k 8 HiZm A 29
oA A H (1) 52 3 BORE S, WA Z0URA 52 , 1% 7 V22 10 B 1 45 SR 2 2 T AR S I B 2 W Bk I 2
BRILZMBUR AN TR . BT A T 59— A SEE sk B B B B S5 id i RIe e 152
W BEER, H Ik B B 23 R B & BB R« RIg R 17, RiE“RIEHE 1" T
ARG R, ROREE A A TG BAEIIHISS & A 16 B Fe Mk, £ K2HE I+, X
i CRUEHE T RIKERES & 0T

[0168] R, VAR R IR TN 16 HUARITFHE 0T LLdIE X R o i i B ik T 44
B ST A8 e [ PUAg, FEAT (8 F BT iR 5 M R S i e L b AR 19 75 vk i e, B
ST AN [FUARE S BEAT (0 7 V2 100 485 R SR 2 12% 8 DN 5 A 75 M BH 2 o

[0169] AR BHAY 73— 77 T 2 A A FE R 3R 29 M PUAE IR BR 25 WD P Ad B UL B 7R o f 0%
T 52 SR A 58 B S P AFAE U R LA BUR IS SE BU N TG Fidak, BIAEE S, A7 78 I B 2 4
SIS IC AR R LA PR R 775, Hep iR 7 AR DU T AP IR

[0170] &) $21it

[0171]  a—i) FridiIRAW B, HOA S EAEZ G R TR 253k,

[0172]  a-ii) Frid/RERZIPuAE, Hoou 5 nl R bR iC A 1 Pk 2544,

[0173] b)) fF AR IRA W BUAE 5395 T 51 i

[0174]  b-i) FridFE S,

[0175]  b-ii) 7 G % I /T V4 [ Ao N T &b T SpA4 1 3K 0 il 25 Wb A 11 i 38 A5

i
[0176]  b-iii) fE G ME AT C 2 M N 1 4T 52 JE A Pirid 254744 1) i ib A
FII:EI’

[0177]  b—iv) FTIAEES, 75 4 sE 0 5E BT C& 1A Ao 7 4T sk e RN 1eG,

[0178]  b-v) FriAE N, 72 )il E il & H Pin AN T AT EREERTIA 16,

[0179] o) J@IE b—i) Al b—iv) Fl b—v) F R H il BA A b—11) Fl b—1ii) HEGFIME
G % 58 A 8 PR i R AZAE BB & B2 ik, B

[0180]  #IT b—i) Al b—ii) Al b—iv) S A FH G M 8 A b—iii) A b—v) BT S
58 SR 8 T AL i P ARAE PR BTN TG $ifd

[0181] 7B HIIE A A A2 8 H O AIE “ BH 14 G g2 0 2 A0 BH PR ) I 5 45 7, RoRAEA
FHFTI AR IGHMEE S HEAT 1 G % 00 58 (R T8 o, A3 FH P R 38 A ot 30 AT 10 Sy 0 5 7 A A
gy fm TR e B FOKFRIE S A DT =T, Ikl Soker it g ok 5
T BT IR % 0 52 o R e FH BT ik 250 5 AR AN R AN B9 VF 2 68 5 3R13 1913948 5 N1
{EAREARZE B =A%, BD 95% EF X (0] [FREM, 78R F i op m] A2 8 A B9 ARGE “ BH M fe sz I
5B MBI Sz e 45 17, RANERTIA SZ e 5K EE S, BIERTIA % i
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ANME AR AT A B R AR 5 5 B AR IR 22 () = A5 BA

[0182]  FEAS i A A A8 A A B A TE: “ BH 1k Sy I s R0 B P e g% e &5 2R 7, RORAE
A58 FH B s 14 AL ot R AT ) S D 5 FH T A5 FR RS T A0, A58 P P ads 38 I X R i 30 4T 1) 4
P2 D T AE— AN SE i 77 58 7 7 A BT A6 A FH RS A MR S 3E AT ) G2 DU 195 T K15 5 1 50%
DA E B E S AR S — A2l 7 2 7R AR 65% LA RAEX S S, A8 AN S T R e
A 80% LA B BIAHAME 5o ARE “BIPEGIZ I e 7, FoRAEAT H i 38 40 B RE g AT Sy e
T A B BE T H, f8 BT iR 38 %M L i AT 10 S0 03 DN 58 7E — AN SE 77 R = A /N TAE
A58 FH B ARG M 3R AT 1) S0 0% DU S A T A ) B A5 5 1 50%, 78 55— N SE i T E /T
FridA5 5 1) 65%, 7E 5 — ALt 77 2 F /T Bk A5 5 19 80% HIFHAHME 5 o

[0183]  FZMEA & B (1) oy I s B0 46 Ak T DA 7 1 R 51D 3R

[0184]  a) {1 5 [EIAHE & W R A PiE 5 BT ik KRB INsids In i i it e 2l

[0185] b)) fHFTIA &5 EE AHEAL T 5 A4 & M IR 2Pk SR ER A bk Al 2
fih,

[0186] ¢ WKL IS BTk 7= BR 2P AR 2R A B T R AR 10470, R 7R BR 2 P bdk
[0187]  ATikh, 2P3 a) Al b), BN b) Al o) Z (B m] LB FEILER P .

[0188]  “BHM: Ay g ” A “BH M Sy e &5 37 7

[0189] &) #EM A AU IEE HIRAMPUE S B AL 5,

[0190]  b) /REREMIPUAL G ) ME A, M

[0191] ) BB HAR S G ECARAR IO 7 BT 40 I 7S B 2 M A4 0 m Aas A 12 4

[0192]  W}3RAE,

[0193]  7F “ B PR Gy il 5 ” A1 “ B Sy 8 45 7 s e, A I8 38— e AP |
FiH AR

[0194] AR B EE =77 T A& FH T AERE i A o NVRAL 3 28 iR I s 2 ik 5
P 16 U IX 3 FF, B Rt B 2 P 5 AR5 R Su 2 PR A X 43 1 7732, Horp
Frik 745 DL P IR

[0195]  a) #24it

[0196]  a-i) IR, HONE IS A Bk 219 bk,

[0197]  a-ii) /RERZGMPUAE, HOA S RIR IR IC R A BT id 25 YA,

[0198] b)) ARV HUAE 53905 T F1 itk

[0199]  b-i) FriREE M,

[0200]  b—ii) 7E 4 E AT T4 M AN T 4T 54488 5 Brd 239 e Ad (1) BT ik #

FII:EI’
[0201]  b-iii) AEGEME AT C 2 M A 1 AT 52 508 sA Firid 29 W44 1) i ib A
FII:EI’

[0202]  b-iv) FriREE S, ZE GZ M E BT O M H A in N 7 &b T s T R A G E 3k &
G7

[0203]  b—v)FTIRAE N, FEEIER O 2R T IAN T A TFERE LR ABEEREA G,
[0204]  ¢) JHIT b—i) A1 b—iv) Al b—v) FIBHPE Gy I LA A b=ii) Al b-iii) FBHME
G )% I T8 R B NJFAL TR 25 AR I 25 puAk, B

19



CN 103399145 B w BB B 14/23 0

[0205] i b—i) Al b=ii) Al b—iv) A FH PG 58 A0 b—iii) A b—v) [ BH 1 e
I 72 A1 58 BT IR S P AEAE PR SE TN 1eG Hidd

[0206] AR EBHIEA 1 55— J7 2 T 808 FE 5 R R 2 i g AR e 08 R 5 R
e, A FriA A AR LN AP IR

[0207]  a) 24t

[0208]  a—i) FHIRZGMIHUME, HOA S A A S A B ik 2543044

[0209]  a—ii) ARERZIWIBUMA, HOR SRR RGO A TR 23 bk,

[0210] b)) TR IR AR 73 )5 N Tl firh

[0211]  b—1i) Bk ke,

[0212]  b-ii) 7E % I /T 248 ) H hoin N T &b SR S5 BT IR 28 b Ak 19 i b A

FII:EI’
[0213]  b-iii) fE SN AT O 2 M AN 1 AT 52 B8 A Prid 290444 1) i ib A
FII:EI’

[0214]  b-iv) iR kES,, Bl Bl T i Hetpin N 7 &b T sk i 2 A S 3R A
G,

[0215]  b-v)RTIREES, fE A E N ERT AR A mA T4 TERIERM A EREA G,
[0216] ¢ it b—i) BA S b=ii) Al b—iv) FRRHME Sy Il e LA & b=iii) A1 b-v) (IR
P S 2 I 58 SR 58 BT A vt P P 25 A 2 SRR T 3K < B

[0217] 3T b—i) Ml b-iii) Ml b—v) A FH P Sy AN o BL & b-11) M1 b—iv) HEFTE
G JZ M 5E A TE Pk A i P L 2 ik 2 R TE K

[0218] A EHH) 3 — 7 %& T 1 R it AT AE S R W BUAR I 7%, Horp ik 7712
AFELL N PR -

[0219]  a) #24it

[0220]  a—i) FHIRZGMIUME, HOASE A A B ik 254304k,

[0221]  a-ii) /RERZGMPUAER, HOA S RTR I AR IC R A I BT iR 25 b Ak,

[0222] b)) M FTIARIRE Y BUAER 53905 T F1 4 i

[0223]  b—i) Pk AL,

[0224]  b—ii) 7E 4% E AT C4 M AN T &b T 544 8 35 Brid 259 o 4d (1) BT ik 5

FII:EI’
[0225]  b-iii) fE G AT O 2 M NN 1 AT 552 J 08 SR Firid 250444 1) i ib A
FII:EI’

[0226]  b-iv) FriRkES,, 7E il Bl T 1a Herpim N 7 4b T sk i 2 A S 3R A
G,

[0227]  b-v)FTIREES, fEAE T ERT AR A MmA T4 TERIERM A EREA G,
[0228]  ¢) J@#IT b—i) Fl b—iii) Al b—v) FHFH P G sZ e A b—i1) Al b—iv) F B 4 %
P2 I 58 SR A S8 FE i P IR 2 R TE

[0229] A BN 3 — 7 & F T 18 R i P AFAE AR B AR 0 7 1%, Horp ik 772
AFELLT IR -

[0230] &) $2Aft
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[0231]  a-i) RGP, HOME RIS A BBk 295k,

[0232]  a-ii) ZRERZGMduAA, HOM S RTR N B ARIC R & 1 ik 253k,

[0233] b)) ARGV HAR 730 5 T F1 i

[0234]  b-i) FriREEM,

[0235]  b—ii) %I I E AT C4 M AN T b T 544 1 35 Brid 25 ¥ B 44 (1) BT ik

[m]

HE »

[0236]  b-iii) £E S E T 22 A F N 1 ab T 3 500 I Bk 25 Wi A4 1) B ik
M

[0237]  b-iv) Bk kESh, 7E il i L a Hetpin N 7 &b F Bk i 2 A B 3R A
G,

[0238]  b-v)RTIAEEN, fEAEIERT AR MA T TERERMALEREA G,
[0239] ¢ it b—i) Al b—11) Al b—iv) F ¥ FHPEAIZIE M b—111) Al b—v) F ) F P A
92 W58 R A 58 i A i R B 25 ) BiAd =& s AR T 2.

[0240]  IWAEC &R AMHURIN 7 AEAT AL T B A4 AT b T 5 S0 SN BT ik 254 Ak LA S AT
FAET S AR R AL T R KA TeG BG4 PR #8126 A1 T, ] DA EH H3RAF 0 /2 45 R A
I AT AT 45 R 8, Ot fE L T TR -

ek, | FERE, 3E | ARRRERME, | ARRRRE,
A2 s Y. KRN HR RN LR Y
FEAY, b-) + + + +
[0241] | p-if) ; + + ;
b-iii) - - ; ]
b-1v) + + + -
b-v) + + - -

[0242] DRk, f3F 3 REAC R B 77 3%, AT DA iR o PR AR S 4 DA S S A AR 5 58 4 9%
5E J BB AT

[0243] PR, A& BAAE R 5% — T3 B 46 ) A B4 SR 29 M5 AR AR BR 29 Wb A 1) 4 9%
SE SR T H 1 45 BB T7 1, FITIA BH M 45 R 0 25 B AR IO B AR I s O BE R 45 R, e
ik 774 DA AP IR

[0244] &) $24it

[0245]  a-i) FIRAWHulE, HONERBIFHEA B Bk 259k,

[0246]  a-ii) /RERZGYITUAER, HOA S RIR I RIAR G A BTk 253k,

[0247] b)) ARV HUAE 7305 T F1 i

[0248]  b—i) FriREEM,

[0249]  b-ii) 7E S E 7 &8 m H ih i 1 4b T B4k I 38 Brad 25 W) 444 (1) B i A
mu]

[0250]  b-iii) fE G Al O 28 M i 1 AT 552 B8 SR BIrid 25 W44 1) i id A%
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HH»

[0251]  b-iv) FridkESh, 7E Sl 2 i L i P oim N 7 4b T sk 20 A S 3R A
G,

[0252]  b-v)RTIAKES, fEAEIERT A m A A T4 THERIERM A EREA G,
[0253] ¢ Jfid b—1) Al b=iii) Al b—v) FRIBHPE A2 W E A b—11) Ml b—iv) B 14 4
92 W) 58 S A 58 B o BT T 250 B B AdR 1A PR BH 12k 45 2R

[0254] AR BHIZTT T B — AN SK it 77 2842 Frid % i e 2 1 4 SR A PR AR BR 254
ORI R o 3 0 5 o AR BHAZ 5 TH 1 55— N SE e 75 S A2 BT iR 29 budk & TR T
RMETIR TR . 7E— AT R, Brd TR 9T & s il & H TR 7 e M
K RECE KW RIPUE . 75— DL =, ik T8 I7 RIYEBR NP &30 1L-6
oA, BT IGF-1 3244, B IL-13 324K L a Byduik. AR E — A S8t 77 SRAaFEpTiA
FIRZ PR TR 9Bk fTR &9, HAARE 2 DT R PR Sk 5 B i [E A6 4%
AR TR BUE, BoRERZIPUE 2 ik 29 IR R &4, HoAadE 2 /D PR fE A R fiigfr
A5 BT nT ARG AR IC A ZR A I T IR BT . S — AN T R R TR AR S HE AT
AR ZE A e T 48 2P B 2 R T RE ) N AT/ B e — 28 G , AN R R
(1) e — G, AL -, B -, B -/ By B AR A1, N/ BREGW AR IR S5 A A B [
AL B R BEAT o AEANR W7 T B SE 77 = 9, iR PR IR S M EBUR BR 25 P ig TR
GV aFEAE HaE BB AN 5 R STREER S Ak, £ —SEiTEd,
IR B S [ AH (2% 5 0 B0 W B, B R e e &5 B 0 AT o FEAR R IR I — N s
TR, ik g o Bl / & ) REERAEY R EASTREMREN
JAEME, AR / R (0L, B0, Hermanson, G. T., %%, Bioconjugate Techniques
CEMZBATA) , Academic Press CEARHREL , 1996) , BUAEE R / 20, BEKFHREE / K
BEFLS A E I, BURER /R, Bl /&Y, B1gG/ A AN/ B G, fE—NSEjETT
R S AR B S H SRS A H B E NI AE R B S S E
Wi E AT FERRHTTHER S — AL 7T 29, N A PUE L R g G X 5]
R bRIC B G 2K 9, ik mERdimiiis S e mH 45 H-S5mial
(AR IC I E A e s B R PR AT . FEAR R BZ 7T ) 5 — N SELie 77 =, il
R SR YFARII 2N 1:10 ~ 50: 1L (BB ITUEA S FLHE, MAE EZE Y
M2, BREMK 5 FE7 IAFED.

[0255] A BH 5 — 75 T A& F T 1 0] iite FH I 2B A, e sl A2 ¥6 97 ME BRI Sz &
Guma NS (K77 B HZ TV, T LA R T s 2 ik 2 5 2 LR & iz — -

[0256] i) $FiE . AR AL, B

[0257] i) $F Rt ERIMAW UL, 5L

[0258]  iii) JEfFRthE FERIUA 166 Filk, BL

[0259]  iv) ARG AR 166 Ptk 5L

[0260]  v) AEREF PRI

[0261] DX, AR 2 B AL HE A3 FH A48 4 3R 25 W) B AR AR B8 2540 HAR (R X000 R M 3 S % T 78
KA 58 B i P AEAE R X 2P BUAR IR FLAR gt didds IS8R 7732, Hodh Frid 775 46 DA
7 ¥
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[0262]  a) #2fit

[0263]  a-i) FridkHfiZR AWtk , Hoh 5 BAHE & 1 Bk 2594014,

[0264]  a-ii) FriA7RERZGMduAs, HoM S nIRD AR IC R & 1 ik 25 ik,

[0265] b)) A Frik i SR 2 B4k 7 30 5 71 2 % fi

[0266]  b-i) FTiREE N,

[0267]  b—ii) 7E %W E AT C48 M AN T 4b T 544 1 35 Bk 25 ¥ 344 (1) BT ik

it
[0268]  b-iii) fE G NE AT O 2 N 1 4T 552 JE A Prid 254744 1) i ib A
FII:EI’

[0269]  b—iv) FriREE S, 76 Sl E T & | Hdoin N 7 AT 8k I RN S E BR & A
G,

[0270]  b—v)FTIAAEEN, FE R E BRI DA F AT A TFEREE RPN REREA G,
[0271] ¢ J#IE b—i) Fl b—iv) Fl b—v) F R BH S I 5 BL A b—11) Fl b-1ii) FEFIPE
G55 W) 5 S 78 IR T P AR AE AR R 0 e 1 Y SRAR B 2 A, BR

[0272] 3@ b—i) Al b—ii) Al b—iv) Al b—v) FHi B PE G i s A b—iii) Fr B I %
T 5 A 5 BT 8 it R AEAE BB 2 e R PR E R Ak, 51

[0273] 3T b—i) F b=ii) Al b—iv) i FH PG M 58 A0 b—iii) A b—v) (1 BH 1 e
D72 e 52 BT IR S P AR AE PR R AR R B B R BT 166 Piddk, B

[0274] 3T b—1) Ml b—ii) Al b—iii) Al b—iv) Fl b—v) F (K] BH Ik s I 58 Sk i 58 Bk At
i RAELE AR e e A4, B

[0275]  @EIT b—i) FHIBHME G e PA AL b=1i) Al b—iii) Al b—iv) Al b—v) i B 14 4
9% W 58 SR A 58 B i P AR AE IR SR AR R BTN TG Pudsk.

[0276]  HRAL LA SEHE 2578 SCih AT B PR Bl B B i A R B AR R B ) L TV B EH S P
ORISR IR E o« B4 R AR AE AR 25 A K B SE BT ) 468 5 AT LAZE TR B e AT 284k

Bf$ &35 R

[0277] K& 1. TR A Bk a2

[0278] AWM BEMAKADREGEEE BD SHEBEREV R EACLHENHMEN SR
(SA-MTP) 45 & s A BB E R R AW Pilk (338 -BL;BI= AW HEALN ) HiFEH g
H - LR ER AP TR (ORERF -DIG; DIG= ¥ i E H 4t (digoxigenylated)) Mri& [l
EARIE EY) 8T 2 R B o B R A A4 (DIG-pAb-POD) Kl ;2 5C
B P2 aiAk (rpAb) FTERRAERE.

SCJitE 451

[0279]  sEjitafsl 1

[0280]  FH D- AW EEE (biotinoyl)— & C R —N- ¥ BEIANE W L Es £ R AL PiAA mADb
IL-6R

[0281]  EFXTZE i (100mM T ERARZE il ( AR R8N K-PO,) , pH8. 5) & HT T #1 IL-6 3%
PR (mAb TL-6R) o Bl )5, B Z AU 5 B8 A UK N 10mg/ml . ¥ D- AEW) 2B - &5t
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CR —N- BB IH 0 f BR VA Af 72 DMSO IR LA 1:6 BB /RELINA Bzt ik & . 60 7>
PR I L- R IR 1L OB o S bR i kP i 3 AR 7 150mM NaCl ) 25mM
K-P0,, pH7. 5 & Hr55.

[0282]  SEjifs) 2

[0283]  7ERI#T BEBRITALFE f5 F D- A& Bt - 25 O -N- BRI It W R A V) = AL
mAb TL-6R

[0284]  %F%F 100mM K-PO,, pHS. 4 &K T mAb TL-6R. B JolriZvay i 15 818 A FUk g N
20mg/ml . JGFT BEBRET VA ARAE DMSO F 3£ LA 1:5 (R BE /R LN N BNZHUE VA T . 120 4051 )5,
MEITAE T 100mM K-PO,, pHS. 4 T4 ) Sephadex® 25 #i k2 Hr ok & 1k [ I o K AR A A

TR E WL AL dng/ml o K D- A FRBE - R O -N- ISR HIEE % BE VA fif /E DMSO
FIERA 125 B /R EE NN BIFUARTE T o IR RLAE 60 23 8h )5, L_TjJD)\L FEAN 5 2 S
L R AR E R I X6 200mM 2 BRENZEITIR , pH5. 0 FE AT 2Bk . J@iT/E Sephadex® 625

¥ _EENT, B HUAE B 23N 7 150mM NaCl %) 25mM K-PO,, pHT7. 2 1,

[0285]  SEEMH 3

[0286]  FHAYIZ B A Z A mAb TL-6R

[0287] %t XF 100mM ZERENGZ TR , pHA. 5 & HT T mAb TL-6R. B Jo g i ya W ifi 17 21 &
TR N 20mg/ml o % I ER AN VA MR AT 100mM 2L BRENZE PR , pHB. 5 T IR NN BIFU AR 1A W
H DLR B B 2R 10mMe 1% RBEAE 30 408, ddat 7EH 100mM 2 BRENGR IR , pH5. 5 P4
[t} Sephadex® 625 1 I JZHrok 21k PR E R 7 2 8 IR E Y Smg/ml. K AED)

F A AR DMSO FR IR RA 1:5 (AR R B M AN BIFUARIE R 1 o 1Z IR BLAE 120 43815, JEdin
NINE A AL B B Lk Y 15mM SR 1b . 30 234f i, S B0 34k 7 150mM NaCl ff) 25mM
K-PO,, pH7. 2 SRIFETHUARTE B -

[0288]  SKjifs] 4

[0289]  FHVEMMEEFEH 3-0- FALFRIE — e — H AL O -N- FR LR HA M W i BES mAb TL-6R
ESy R e

[0290]  EfxfvFEE T HALZ MR (100mM K-PO,, pH8. 5) & T T mAb IL-6R. Fl )5, # %
O B A FUREN 10mg/ml o KBS B 3-0- R B — ¢ - E L OIR -N- R AEBE
B IV i i 5 A /6 DMSO w1 DA 1:5 BUBE R B IR BIBUAR VAW o 60 238 5, Sl N L- it
AR N o TR AR IC IR L6 4N T 150mM NaCl f 25mM K-PO,, pH7. 5 i%& #r2=
B

[0291]  SEjafsl] 5

[0292]  7EFHAT BEER T AL 3E 5, FHERb T 35 3-0- H IR L — ¢ - WA OR -N- BRA IR
B FETENS mAb TL-6R VEHL B FEH 4L

[0293]  #t5%f 100mM K-PO,, pH8. 4 & 7 mAb IL-6R. B JEH 1AM 9 B & H Bk BN
20mg,/m1 o ¥ ¥y BE B BT fif AE DMSO 3 DA 1:5 B BE /R LU BIBUARVE W« 1R RLAE 120 43

B, ST AEH] 100mM K-PO,, pHS. 4 “F47f Sephadex® 625 #: 2k &1k . B HikiEm
P B E AW E MY dng/ml » B BT 3-0- AL HRAL — ¢ — FIEOER —N- F PRI
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VB g AE DMSO H 3 BA 125 (R BE IR LU AN BIFURIE TR T o 1 RLAE 60 73 8f A, I
L- Bz Bk 2 1k o (AR I IR RDE L B 0T 200mM 2 BRANZE MR, pHB. 0 FE T R, It

7r Sephadex® G625 #i [ J2HT, K HUA R B4 T 150mM NaCl [ 25mM K-PO,, pHT. 2

.

[0294]  SEJEfH] 6

[0295]  FHVEHMIEERH —X— BEAEKG mAb TL-6R V¥R B EEH 4L

[0296] %X 100mM ZPRAAZZ MR , pHb. 5 % HT T mAb TL-6R. [ ot i 3a v R 75 21 & A i
WP 20mg/ml o g E R AN VA AR AE 100mM ZLBRANZE W , pHb. 5 I N B34 VA W
PUIA B B 29K E 10mMoe % RLAE 30 4380 i, I 7E A 100mM Z FRENZZ PP, pHb. 5 - 11)
Sephadex® 625 F: - ZHroR & 1k PR E AT B8 K IENY) Smg/ml o WG EEHL T

H —X— B A AR DMSO F1FF LA 1:50 BIEE/R A BIPUAE R+ . ZRMAE 120 7380 )5
ST N SN A B 2K 15mM Sl 2k ab . 30 B, JE A AN T 150mM NaCl fY)
25mM K-PO,, pH7. 2 RIBHTZHUERIER .

[0297]  sEjafs] 7

[0298] &) AL T HER AN AW L

[0299]  EZHZGYIHUIE (16, HIROHL IL-6R Hiik , BT IGF-1R Fiudk , BT IL-13R Hifdk, &
XTHGHM T 100mM NaCl [ 150mM Bl B2 #1221 , pHS. 4 i& 4T, JRFE Ja 45 PR A VO 46 B Bk
W SZ 2 55mg/ml .

[0300] %3¢ PR BRIV I ER (DSS) IEAEAE DMSO FRIF LA 1:7 (1gG:DSS) HIEE/RELINA
BIFTATUAER . FIZIBAYIAE 25° CHpHS. 4 THEFHR E , I H o Hrdt et ug )2 Hrid:
(1 A A TSK4000 &)éﬁﬁi‘z&& RA WAL 60 280 5, W NN B IA B 2K K
LomM R 21k fE 25° Cilk & 45 780 5 , KA B2k B 8 (9 s A Sephacry 1
S400 #5) 5, B 2K F &= 5

[0301] b)) AL THEREAMA TG

[0302]  Hidid B A2 H E i A MLIE A4 i A TeG &HX & 100mM NaCl () 150mM
TR 2 I , pHS. 4 JEHT, I 8 VAR AR B S R E A Tomg/ml W4 3F R —BEHEE
TR G (DSS) ¥ fif 75 DMSO H 1 BA 1:5(1gG:DSS) [EE /R ELIMABI BT IR TR IE R . 1R
HWAE 25° C M pHS. 4 THFHE E , H H /it ot AT (9l 4 A TSK4000 4 3 iz
N, TEAIEE AL 60 A8 E, BT IR E R IA B LR 1omM k£ k. 7F 25° CILE 45 &
B, FRN TG il BT U8 (B i ] Sephacry1S400 F£) 4355, LSR8+ 2957
[0303]  sEjafsl 8

[0304] 2 2R

[0305]  ELISA FIHEEBF AN R E M ER EMR (SA-MTP) LA [E 2 i 25 bk G
IR B ARSI AW HUAE (ADAD FIRER . HH 3R ADA Jd I VR T8 5 E 4k I AW 344k
ORERF -DIGOHI . ADA FIZRERF -DIG 45 & Gt EALIBEE A 1) 2 e FEHT DIG
PuiE 5 R ABTS (2, 2" - 500 - = (38— L AETRIFMEMEmbk —6- TR ) ) S S ANBE i % 5
THEEECRKE I . 6% (0D) 78 405nm AL & (BL 490nm /E RS F KD . N T i e bt il
2, B IR LA DR TR AR B BE S o B by T EL4808 31 OD H. 1. 8-2. 2AU,
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[0306]  FEEE— D, I PA 1:20 FORRRE A DN B A 58 R i 128 I A 6 i, DA B T T
29 HiAR (ADA) BIPH PR e e s 2 / & 5). FTE / BITE S 5t s &R e
[y 95% BAF X 18], RISk B 2% E HLERE O ) 22 3 533 B9 6% B2 (0D) SR E

[0307]  FESE 20, BT AT BH PR AE b Ji sk A A 22 DO A 53 A0 X 9 20 SR A I, AT 26
fIE SN (B G 254 S 1D

[0308] i) RBINMIEE NS

[0309]  ii) AAEMIBIN | ug/ml 4bT BEARTE N 23 ik

[0310]  iii) XAESBIN 1 vg/ml AT HEERRMWAW A

[0311]  iv) AAERIBIN 1 v g/ml &b T HARTE N 186

[0312]  v) XFEMBIN 1w g/ml AT HERIEKXHIA Te6

[0313]  7E L3R X 4588, b (i de I 52D Bk B 03EAT BLISA, {E2 AR S E R A T =
T E AR AT B 0 EFTRREE 1 D-vOEE  LSEBLATR T X 20 3. B iS4
IR Bl SE AL AR (B30 ADAD o ARABINFRE S (100 52 {5 5 DA 2075 U 52 1 30 77 22
B AL, 75 UL A — DR R A i . IR AR R Rt AT A AT X D 3. i i
TAEAEB BT D —v)) FEIE RN T 20%, TIZRE I 25 S DA R 2 “ B
PHVESIZ T E D)o 0 MR B B8/ A2 20% DB, TUAZ A6 U 45 SR A A A “THPE” (B A
ST e #E Z, WG TR KT 80%, MIZA I 45 S A A2 “ BRI (BH 1 5% 31 58D,
H a5 5 WG /N T 80%, MZAT I 45 R ) 2 “BIPE” (B PESziie).

[0314]  SLJEf5 9

[0315]  FH-THG I IL-6R- Hii& HI 4 H) ELISA

[0316]  iZINE # BESEHEH 8 HEAT . BIANE (iZFE N GBI BRI F Ak 264 -D1G
TR E 1/ SRERAETRL F.

[0317] K 1 A& BT IL-6R- HUARRI AR ELTSA B4R

[0318]
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2P| bk | APk | A btk | AWHiik | i btk
SRS R T I U T R L R T R [
RN | RN FERIRN | PR | AN | RN
KB IEIFE
+ + + + + +
e
& IR &
TR BRI [%] [%] [%] [% ] [%] [%]
%
i) 4T ,
96.5 95.1 93.2 279 2.88 63.3
(G E
+ + + - - -
IL-6R Fithk
i) b1 5
41.1 92.0 12.2 15.3 BLQ 12.1
FeAWHt .
TL-6R Hi 1k ) )
AYbitk | Bk | btk | AWbik | Wbtk | bk
e, | AR vk | AR, | R S R | R S M | ARRE
HRRN | RN SRRN | BN | RN | AR
iv) AbTH
91.9 103.9 88.9 90.8 107.0 73.0
LA A
4 + + + + -
IeG ik
v) AT 5
41.9 98.3 14.9 93.7 100.0 22.5
ERAMA
- + + + -
IeG Piih
[0319]  BLQ= KT Sk yulH
[0320]  SEJEH 10
[0321]1  F-TA:IFT IGF-1R HiA& BTk ELISA
[0322]  iZINSE LRSS 1T, SRERETER 2 .

[0323]
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ER7/RNE = s %%ﬁf ﬁ %%Wd‘(%
b Sk, R R, Uk
RV(IgM) B (1gG)
KRB DI + + +
B INIREan h e
e [%] [%] [%]
[0324] i) 4T AR A 91.4 89.5 0.90
H1$t IGF-1R $i4k + + -
i) A TR 82.7 62.4 0.32
41 IGF-1R Hifk + - -
iv) 4b T RAKTE 109.1 94 4 95.2
N 1gG Pk + + +
v) AT EERIEA 111.2 96.1 97 .4
N 1gG ik + + +

[0325]  sEjfafil 11

[0326]  FH-TAxdlldt IL-13R- HLAEHIFuAA R ELISA

[0327] il e F HR SE S 8 HEAT o 412 32 HE — A2 ROGAE A I 77 V2 I 5
XA QB 5 B A 2 AR A S AR 28 A T DIG Fudd, AT AT AR I I 254
FUARVE N REER -DIG. 4550 B R T 3 1,

[0328] 3 3 A THxdllFT IL-13R- HiikHIPiidn) ELISA 25 3
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2L/ kIR S Pk 7/ Eri | 2 Pk VRGN
EdF AR, Py, Bk PR, B4k
BERMN N R B
AR5 0BT + + +
5 T IKE [ %] [ %] [ %]
b-ii) &b T HARIE A 3.96 10.87 0.08
(03291l 4t IL-13Ral Hifk - - -
b-iii) &b FERIE A BLQ BLQ 0.20
(147 IL-13Ral Hifk - - -
b-iv) AbT B IE A BLQ 0.61 90.84
I 1gG Piik - +
b-v) AT HRIEA BLQ BLQ 85.35
it 1gG Ptk - . +
[0330] BLQ= KT EALIEM .
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SA-MTP  #3k -Ab-BI 5255k (ADA) FREBS-Ab-DIG pAb-3i DIG-POD
(rpAb BELE AL )

K1
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