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L 4RiBH o | B S EETREE & B NFILERER DNA, iR AR ERE
EEFSAH SEQ ID NO:3.6 F19 PR & E 54 e Bk X (CDR) 1.2 F1 3 K E
BER[ A X

2. i o (B FUBEEFRE S BRI NELEEER DNA, KPP AR RS
EEH A SEQ ID NO:12.14 F1 18 B @ B P F4H L) B AR ZZ X (CDR) 1.2 F1 3 K]
BRI ARX .

3. B E BRI ESK | Bk DNA BB

4. BRI K 2 ik DNA BI804A .

5. F SRR 1 Fiidk DNA HI78 =40

6. B &R E K 2 Frik DNA (115 E 40 L.

7. —MEFP o B IIREEPURSG S BTG EHM, HPhas .

RADPL a , B HUARSEPURLE & B AL ESEFIZE— DNA B3, Horh ik AR

GRABHL a , B GBI HURS & H B AR REHI 28 — DNA =51, Foh FiriR AR AL
BEEEEEE S5 H SEQ ID NO:12.14 F1 18 P~ &M F 5 i B 4k E X (CDR) 1.2
3 KRR AR X

8. AAFER 5 — 7 T — T HITE E40HL, F A Bridk 7 £ 40 M2 CHO 4E M.

9. RUAETER 5 — 7 AT T HITE E 40 ML, 2 Brik 1 25 40 /2 NSO 4 M.

10. —Fh A BB AVRAPL o |, B FUAREEPUR S & F BB 5k, Brid 7L B
FEF=APTIR A AT o, B SIS E PR &4 H BRI &4 T B IR Sk 7 ik
HITE E 40 .

11 ACRIZESR 10 (773, Fop AT iR TE =40 M & CHO 4H .

12. BURIEESKR 10 B 75, HoAr il 18 d5 4 2 NSO 44 j.
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gl oa, B ik

[0001] A EHIERBEH b 2003 4 3 A 13 B KHELFH A Y o, BJiE"HWPERHAE
F) B 1 No. 03808906. 8 4y & HH % , R EH B T Al — 5 & B No. 201210066438. 0 & H A,

2 AR SR

[0002] ZRREAH Ko TFAEWZETEL, B8 KL o, B JEEKRE BT,

[0003] KREAHEH .

[0004] HEEAR - IMHARKREMZAEBRIE, N FH M - A - 2PN, XL
EAFRWANERE BT MAR MG SR P AR EK OIS HIREME L RES. B
BEER A IG5 40 BB 2= - A FDB N 3¢, 5 B R 7E 40 M 2k R B IR L TE S, Th i #E  )
JEE 40 LISt o

[0005] HEBAERELHFNIERMEBRNTE— o 1 B AR IE _—RKEEO A, BE
EANSEAEREREE ISMAME a P —L5 8 MAR B BPH—LHGIER.
a B HMBEEARBESEMERE, BIFAERA . BERS BT B AT S EBER
ABIHL (LAP) , Bl —Fh 278 DR FEBR AU AR, HAE AHTIA TCGF- B AW — 40 & i Munger 55
A, Cell 96(3):319-328(1999)) . 4yt #E =, LAP /EH4 N IigAk A TGF- B B #E Lk
PITF B R1R 5 TCF- B HEFHMN &5 &, NTRFHBERRES . EEEWARES TCF-B K%
L B EEYREN. o B EBRE OB ERS S LAP W TS I RGD &7, SEULAP (1)
FETUFN TGF-B MG . T o, B 5 LAP I &XTT TCF- B A AW MHIRAR gEdEH E
B, R AN F G ST S8 o, B /) TOr- B HuE A FMHIFAE < I 4T di4b iR B 22 .
[o006] & EHMLIA

[0007] AKEARIETH o, B M AP RILFIRAE, S5 IX L PRI B A g2 X
(CDRs) RS IERRFRIL M S B 53 HT o ‘

[0008] A KEARFE—Fh B TTEDAE, KAl bl (a) RMLES o  Be ) % o B HH
Bk (40 LAP SFEE AR HERAFMARTE ) HE S, H IC,EKT 1005 § IC50 {8 (
R & H) BB AE A TT 04 WO 99/07405) 5 (c) BHET TGF- B HIBE () BHIRM o B &%
SR CDR AR R LR (UNE 7TA U 7B FiR ) 5 (e) FR R ML A B L E ;1 / BR
(f) 7EShREYL A FEFF, Un A WAL S 20 SR S e Qe PRSI @, B oo

[0008] BRI, 5 a,B4EHPUET LIS 2R A EYYESY EARREMIESK. —
KFi R BRFEWIEC A (I LAP) 5 o B SE&HIBE T (BAWIF ) . iXKPiAT] LLEIE—
Ay Sk 46 SR 85 T £ L BT 300160 S 4K S5 PR 2 T B BELBRT ) 2 TP 2K . — R K B BH B T B BELT R B R
FEM - HEER - KA (RCD) SKFEZ, i AS H 8 BH 25 1 FELER FUAS & RGD FF51. 53—
RPEERYE a, B LEEMEEN, F AR o B SEMAMNEEE (FEREETH) .

[oo10]  [Rith, ZEA R AR — LT K, ARFH—EHEE o B ML SRR
M BB, T Lo B AR N IE B F 5. REITERIBEE & Ca®  Mg” Fl Mn *',

[0011] FF— Ll HFEF, FiAEE 5 443 | 6. 1A8.6. 3G9.6. 8G6.6. 2B1.6. 2B10,
6. 2A1.6. 2B5.7. 1GLO.7. 7G5 BR 7. LC5 = AE MIHU A AH B 9 B BE A2 5% 2 IKFP 1) .

3
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[0012] ZE—EELHFER, HAEEE—FETHN/ S— &R ERNIIRER
(CDR) 1.2 1 3 4> BZEA (BRI T — (R FEAF R 2 4 ) B3 SEQ ID NOs: 1.4 F1 7 BIFFFI4H
B, % BER CDRs 1.2 1 3 2B AH SEQ ID NOs:10.13 F1 15 HIFFI4H Ao

[0013) FE—EsLE &P, Pk & — & EREM / N—&KBH, M CDRs 1.2 F1 3 7
FEA B SEQ ID NOs:3.5 F1 8 BIFFFIL A, iZ BRI CDRs 1.2 F1 3 43 A& 45 SEQ 1D
NOs:11.14 F0 17 BIEHA K.

[0014] FE—sbsEil AR, PIAEEE L BN/ K— &R, 8K CDRs 1.2 3 7
B A SEQ ID NOs:3.6 F19 BIFEFIL K, i8R CDRs 1.2 F1 3 43 AFEACH SEQ 1D
NOs:12.14 F1 18 HIF 54 A%

[0015]) ZE—4bsEili T =P, P& — KB / —4&RB5E, E5 M CDRs 1.2 f1 3 4
MEAH SEQ TD NOs:2.46 K 47 KIF 54k, %5885 CDRs 1.2 F0 3 43 HIEEAH SEQ 1D
NOs:48.13 0 16 BIFFH %o

[o016] FE— UL T B, PIAE S —&EHM / — KK, EHEA CDRs 1.2 3 77
WA H SEQ ID NOs:49.51 #1153 HIFFFIALRK, %5245 CDRs 1.2 F1 3 43 il A< | SEQ 1D
NOs:55.57 K1 59 B FE4 40 1% o

[0017] fE—SbesZFE A £, PR S —&EHMN / si—& B8, BB CDRs 1.2 f1 3 &
SIFEAH SEQ ID NOs:50.52 F 54 FF 5L Ak, i 42 8E M CDRs 1.2 F0 3 43 BZEASH SEQ 1D
NOs:56.58 F1 60 )54 4E Ao

[0018] FE—LLsuiiy =, PiihE & SEQ ID NOs:19-36 F161-62 AL — PRI EHET] A
BET.

[0019]  FE—LesTHEH R4, L B S T 5 EER R LT3

[0020]  (1)SEQ ID NOs:19 A1 37 ; ‘

[0021]  (2)SEQ ID NOs:20 5K 21,1 SEQ ID NO:38 ;

[0022]  (3)SEQ ID NOs:22 #0143 ;

[0023] (4)SEQ ID NOs:23 F0 44 ;

[0024] (5)SEQ ID NOs:24 F 45 ;

[0025]  (6)SEQ ID NOs:25 8K 26, F1 SEQ ID NOs:42 ;

[0026]  (7)SEQ ID NOs27.28 BY 29, I SEQ ID NOs:39 ;

[0027]  (8)SEQ ID NOs:34 8% 35,FH SEQ ID NOs:40 ;

[0028] (9)SEQ ID NOs:36 Fil 41 ;

[0029]  (10)SEQ ID NOs:61 f0 63 ;8%

[0030]  (11)SEQ ID NOs:62 Fl 64,

[0031] ZE—2esEii F R, PiA R ME S o, B, BEEAIME o, B 5 RAHKIK
(LAP) &5 & . B OFLEXFEMPARE S AEEIREARTI AP o B LFE, NILREH
HFieWi g, w~EHERPLTAEHE 6. 2A1 H 6. 2E5,

[0032] AKFAMAFEE]EEE S _LIREATHUALE BRI

[0033] AKRABEIESEARBEH—FEE M PR 20 82 M AEAEY. £
HIXPERIE S, FUR S QR MR (BRI 4l R AF7E DR/ BIThRERIY T ) IR
BN PE R R A B . X ERAH A Y PR AT LU KR PR & T iR . X ERH S MRS X

4
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HHRERAE R o, B NBHEHERONSR (B, A ) A, LOaTT (Flingg
R IR PR PR R VIEIR R AE ) IRIR . IX R OB TR, (BENR T (LT 41k (FlinhE
BE9i - G50 BT 4T A I A 4R R B AT 44k ) ARIB R e (Bt B s OB Bk T
B ORI ELES VE G EE ) SRR S EE B AR MR AT
B REE ARG ST RS AR AL . U LR R MBI ] A2 B T IEE AR
FEge A 3 7 3, 0 HE R N S AR S e, Wi H AR EEROR , W RE BR P L R 9 R R
e (BRI BT 2R B RYL) B 8RR CHESIETT , WIS a T .

[0034] A KHBIEEIERNK BB (FUAN) BALPRES o, BT %, BFEE
2 PR A S A & BA B P44, Gn 6. 2A1 0 6. 2E5.

[0035) S K BH AL FE ZL AT /A 6. 1A8.6. 2B10.6. 3G9.6. 8G6.6. 2B1.6. 2A1.6. 2E5.7. 1G10.
7.7G5 F1 7. 1C5 BI4N L ;05 4mA5 SEQ ID NOs:19-45 F1 61-64 AT —Fh 7 51 K0 573 B 19
1% B8 SEQ ID NOs:19-45 F1 61-64 A fF4T —Fh MR FL R 75U I 7 B 2 Ak .

[o036] AR BHEIHTA R TG SEHHUE, Blin, S H WA ERM A REODUE, 8iF BT
BHARTURS S A B Wi Fab A B .Fab” HELF(ab’ ) , BB F(v) FE&. &KHAKHLHE
AT LLR BRI FY, Bl g RSB APLE . KB BLA 1 r] LU ARSI  iR&
PR B TR . R FBPUAT LLRATAT R P B FI B, 40 TgA ( B0 IgAl F1 1gA2) .
IgG(#m I1gGl.1gG2.1gG3 F IgG4) JIgE. IgD.IegM, P ERE AR LR « BlEk A
[0037] FE—EH T RSP, AEHMPAT LIEERN— a2 (Hlin 2.3.4.5 B 6
) BEEAL SALS A REE (HlnEkk  BERIENIN) , FEZHUA RSN TR (B aniZ 5L
A4 Fe ZARBRMARR TR ) RAESES, MAZWMBLSHTURE &6 . £ —L
SEHE 7T SR, A K B IR TT UUIZEVE A BEZEALAL M B BB EL S A R, [F 15 RN
£7 AR IXFHHLAT RE B IR LA 2R BRI ThRE s A B B ThEE, ik
B PR G A EM . WA SR RAT e m H T T ERE (HlInE QK RIEMA
). EERS S R, ERUREER] fES TR S RN B RERN R

[0038)  JLFHEL-E #6 FIRLA #7 A58 FRYE A7 i I 4% 29 4R T8 O 70 3% [ B AU 15 SR WD ARk
sl (ATCC ;P. 0. Box 1549, Manassas, VA 20108, USA) « Z%A5/8 7% 6. 1A8.6. 2B10.6. 3G9.
6. 8G6 F1 6. 2B1 T 2001 5F 8 H 16 H {~j8L, friEk T 7372 ATCC PTA-3647.-3648,-3649.-3645
Fl 3646, ZUALRTEIE 6. 2A1.6. 2E5.7. 1G10.7. 7G5 F 7. 1C5 £E 2001 4F 12 B 5 HIR#, &
5% 5 4r R ATCC PTA-3896. —3897. —-3898. —3899 FIl -3900., JLTIFX 1.

[0039]  ARHAMPUSTEIHFEITHE o, B SECE (W1 LAP FISTEERA ) &6 T I
G PR b N5 B A R BB (AN AL PR ) « B TR EREA NSRS T, R SRA %S
5 BH B AR i i BR AR AR R, X S B A AT RE L LART BT AN B a |, B (HUIRSEH B

[0040] [ T A< %% B HOFTR4S B £ BRI S B va 7 iR 2 40, JEFRITRIE Bt aE s H T
W BB, 0 TR IR E L BRI E  (ELISA) L A B R A5

[0041]  JEIE T FVER Mt EEFIALRI sk 4, A% I3 B9 B R AE RN o 2 BT & LY .
foo42] [ Elfaj b

[0043] & 1A F 1B B BRI AE RN E SR LLE, ZRRLME LT o, BRI
BHi4E ( “mAb”) &4 B S5 YL FDC-P1 MMAIRE S (REELLRL AL AT HE ) .

5
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[0044] P& 2A B BN ELISA M2 25 R A, ZR e 2 E 2 PP ALl o« B “Bla 6758
TCERPFAEETEMEAN o ,B( “hsa B”) MIBE . XLy ot A B K RE
AN a B B /- /PMR&E. BERPHHTFRRTER. HENHTREZIRILE 2,
[0045] P& 2B & &R ELISA M5B &5 RAE, iZR I RN E L PP o (B “FlE 778
RREPASEEAIEEEH hsa B MR . XEEF BT B A4 NIH 3T3 40/ (&
E#7) R B/ /MRFTE.

(0046] P 3A-F RERZFIL o, BB TWEPIES hsa B &5 & KA BEE FAREE
K.

(0047] P& 4A F1 4B & BI/REBLA #6 FIELS #7 B IREHLIA S BIMEIAEMR -hsa , B 5 LAP
gE5mE.

[0048] 5A-E & /A R B B A~ 1 1 2R TE B BT ARHNH B 3% Y81 FDC-P1 4L 5 LAP &5
EHIE. E 5A il 5B BIRERE #6 Pk EE R . B 5C-E BoRElE #7 PSR .

[0049]  FE 6A Fll 6B 2 EIRFES #6 FBLE #7 ik BHIH] a |, B~ N B 1 TGF- B &K
B, AR A PAT-1 B 6 FR B IE 25 5 e B 0 TGF- B IS o

[0050] & 7A §i7R a B (A TIMEHIIA 6. 1A8.6. 8G6 ( W FEFE A F1 B) . 7. 765.6. 2B1.6. 3G9
6. 2B10 ( W55 B A FI1 B) .6. 2G2.6. 2A1.6. 4B4 ( T 5T K& AL B F1 C) . 7. 10H2.7. 9H5.7. 4A3 ( TE.
PR A FIB) 7. 1C5 (WL FEfE A 1 B) F1 7. 1610 M EH P B IMME LM F ). Hilk 6. 1A8.
6.8G6 F17.7G5 5 a B M54 & K i FH B F 1Y, i PL AR 6. 2B1.6. 2A1.6. 3G9.6. 2B10.
6. 4B4.7. 1C5 F1 7. 1610 M R AKX HIH B F 19 (LT 3) - S s RR AR AT
Ho CDRFEKHMER, i ¥ B AR EBRE/DE WK RS PUAERF TE S 25
[0051] B 7B B7R a B LATEEHIIE 6. 1A8.6. 8G6.6. 4B4.6. 2A1.7. 1C5.7. 1G10.6. 2B10.
7.7G5.6. 2B1 F1 6. 3G9 K EHER] AR ) E R T .

[o052] K 8 22— ik#mE, B R AFLIRBERABRBARY AP o, B MKIE. EFA
HR QA BERTT LR a, B ZRIEKF.

[0053] P& 9A 1 9B & K IR &, R PIMHL a |, B JHUME 6. 8G6 FlI 6. 3G9 43 Al X A 5 14
a, B HIERGE GRS, .

[0054] P& 10A 0 10B 2 PHIK 4T K, iF LA B B ST BL A 54 R ALY 6. 3G9 F144)
AL 6. 866 A FHHE LS o, B HIBE

foos5] P 11 B—3K&HE, BARTEABL o, B LATTREFLIIE T AL ZE /) UUO sh W) K 'S il
B, R VB & B 4G T 4L,

[o056] P 12 BI/RIBYE FACS 4 #7, B4R b o, B HIRE (EAMW ), LSBT EH
4 6. 3G9 1 6. 4B4 X fHE A L R 5 LAP BCAR S5 & o3 (EZM ) .

[0057] [ 13 2 —3K4&ME, IESEH o, B LA TEMEHLIK 6. 3G9.6. 8G6 Fll 6. 4B4 X =Pl i
A FR S LAP BoiA S5 & (Sl BB NG &S AR B BiFr B 45 (TB)
I 5 a0 BSA X A HER R 455 (NSB) AHELEL.

[0058] & 14A 11 14B S/R7F 33 REITFFEEN, 3T o, B LTI EHIIKR 6. 3G9 F 6. 4B4 43 Fll
St B2 FAEL Detroit 562 40 Mo =4 B iy 15 F

[0059] & 15A-C BIRFL a B (SRITTEH/AITIERE R FFHIITALELBIEHR. (A FH
6. 3G9 B 7T & B AR MIFL AR IR IT TR 58 0 R M FH 1SR &8 |k F 4k, B 30 2K ; (B) ¥ HH 6. 3G9

6
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BT ETUATUAIR T TR B RIGTT 15 KRG TS, M 30 K ; (C) fEH 6. 3G9.6. 8G6 Fil
6. 4B4 BT RE TR B VAT TR B R IGIT 16 RIGTTLG, I ZE KA 60 K. #EE] 154 F0
15B 1, M E & BRE v e BER /I, T4 MWK & B SRS HKAER /DR (FBHRsk
BE) ML, RREBRAEINE H%. £8 15C B, 2B ERSMTHZRERS &,
[0060]  AKEAPER '

[0061] AKRBHRIME TS THEER o, B TIPSR, £0—RKHitk (FHET
7)) BEMERHET o B 5 LAP HI45 & s B 1L TGF- B HIEUIE .

[0062] LATFHR T HI&AKHGOPAEMEZ R T IE. A FMERE L ERA A A
RE T ERAEERFMTEEN. #a0, Ak 91607t 848 B VR B 15 R /R JL i SCE 38
7€, W0 Smith, Science 228 :1315-7(1985) ; 3¢ E & #| 5, 565, 332.5, 733, 743.6, 291, 650
F1 6,303,313 Frik. XEHKBI—LFAREB N TH L B EERHES SIEMEX

[o063]  FE NFATIHPLIA

[0064] A& BH I 8 TR R LA BE UL T AT B S O ZR AT R T AR S B, B /- B4 ()
/B KRR B SR ) AN TR R e A Ed o | B s, FAGRAS o . B BUXPIFHHT
JEUA) cDNA MBS e R AT ML, 4R BV ROE o, B A4, 558 . W LIE N AL & B R 1
4 e _ERIE KB B R R A A Bk, 3 VB0 R DNA Biémis & B 5. B B R A BREK
JIK 975 B 2k A s 126 I e U R . AR SR TN S AR S A LTS R T o |, B (BUIRIITRAE . M
FHPE BRI BN P 43 B B 4 MU, FHIX 4L B 40 Mot & 252808 -

[0065]  fRIEZLATIE W BIBLAR, IXRBIBE THMEREE S o B (HIINEE B J% 44
M, AN S REGHIFEA M ) KRS, FEL & /T 75 28 B 1E, W05 & 21 CDR 3%
HFES, MR F E4IPL o, B (BiA 10D5 # 1C 5 fE M ( BRE XS TAEREWIF, A30H] ) LAP &
a, B4 &, BUFhdl TGF- B BUE .

[o066] i 14k S i mP R I Ay BH 1k f 4% A2 780 4l B T (5 40 M 1) 15 TR B N 43 b B ST FE LR ) &%
BT AEEFRIE IR PR, REW AT IR IER, g BER T & P,
B ok, B RHLAt ] LUB L R R s (BN R RS IS AT A R
Z R R8¢ it 7 B s P XA, AP, FR B RS K o RS BT LA v ST S A\ IR S TR Rt ARK
W EE P .

[0067]  EATTREHLMAEEMS I T A=A N BRI RER 4y B RAS B B cDNA, A b cDNA
HEYWE BB T8 E 4 (4540 CHO B NSO 4 M ) , B 555 Y ()78 = 40 A, M3 g7 2k op [Bld it
k. '

[o068]  Hx&HUA

[0069] x4 BRI K B8 T MEHL At BE U518 1T THEM AKX (cognate) FRATHE (440 bR KRR
A ) HoARE 4. Fhn, 7T CLUE T B4 DNA R SER A e, (8 EREFN / SR BRI
AR A / BIEE R & kA B sb—NF (B ) HHERFEN R . 18
¥, TFR LB R BT AR 5 5 AR S HUAR o BT A8 I AT R BR B A AR R . X R T AR AL BUIAR IR R b R
EPUR, 2YXTVE N BB R A/ BUE R SRIERA (BN ) B4 FH B, PR R T
Hiik. & BR-EHUARR 7T R A UK A H

[0070] AR HAAFEHESHATT RS — N ER A / S — MR AT AR, EER AR

7
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BEA 5 SEQ ID NOs:19-36 AR —ANAHE (SEAME ) KFEY), REAT RS SH S
SEQ ID NOs:37-45 F{EfA— N 4HRE (BEAHMR ) BIFEI.

(00711  PREMINIEZE R BFERIFET 1g61 F1 18G4 MEE X .

[0072] A APLE

[0073] AKEARBEFAE GRS ADIE. SR LLURASMafE (prime) B ARRZH
M4, 40 Boerner 25 A\, J. Immunol. 147:86-95(1991) Bk, sk P WE el 1A R P4k SO
H14%, WL E-EF) 6, 300, 064 Frid.

[0074] A& ATUAEHET S HEEBFESE KIESHRIE 1g 25 EH Btk
EHPMADNGESNREERN S 2EEENIEADIY. XEEREEZY LI a,B,
S, R JE HRIE T E110 B HHHI & 253508 XL VR T FISCIR PR, Bln X T &
BN 1g INEEE B R B Z B /N R £ 5 GenPharm/Medarex (Palo Alto, CA) AFF XA / &
F) (b, Lonberg 3£ EEH] 5, 789, 650) :3<+ XEMOMICE HJZ & Abgenix (Fremont, CA) 2
FreAs / &H (filan, Kucherlapati SEE €41 6, 075, 181.6, 150, 581 F 6, 162, 963 ;Green
% N, Nature Genetics 7:13-21(1994) ;%1 Mendez % A, 15(2) : 146-56 (1997) F13¢F
“transomic” /NRAIZ S Kirin( HA) AF XA/ EF] (4, EP 843 961, K1 Tomizuka
% A\ ,Nature Genetics 16:133-1443(1997))

[0078]  AUEALPLE

[0076] AR EAM B ITESL AL AFERE T XM NEWTE AR o, B Filk. A
WAL Hi AR BT T DNA AR Em Pk, X HPURSE AT EN N EBREQ REEEL
EHR A EER (Flane ARk A 1E e X FHELE X ) Bk BAHRIE AP 8
FOEHE AN EERR . W, 5 PR — P AR R ESE NS LI EF
(D) APUEREEK ;(2) R B AT R RS EIAE SR X F0 (3) >k B BPifsr) CDR. (W2
B, eS8 AMEZR X P ) — D ERE IR AR 24 BB AR N A7 BO R B, BAAR 3 AR AL 5T
EEPURMLE AR . IXP BT R R “ R B R, NFRATUETEAN G 5] R fik
KR A] BeTEE B K TS APiE, RoARrE S S 03ENSRS .

[0077] & NEALPUARRI TVETE R HI SOk 8 , #lin :Winter EP 239 400 ;Jones
& A ,Nature 321:522-525(1986) ;Riechmann %2 A ,Nature 332:323-327(1988) ;
Verhoeyen % A , Science 239:1534-1536(1988) ;Queen %8 A ,Proc.Nat. Acad. Sci.
USA 86:10029(1989) ; £ EH & #I 6, 180, 370 ; 1 Orlandi % A , Proc. Nat. Acad. Sci. USA
86:3833(1989) . R (EHEIEAN )CDR M AHLIE b B ARE # an F SEE . AT h 3 B
YD EBE RN 2 BE P 2B ) cDNA. WT 4RI, 403% CDR (Y DNA PR3 @t J0 /59 58 . 4mA% CDR Y
DNA it 8 S iF R H B B AT B SR AT AR B RS I AH R X . R GV IR EHIF
Py AE 2 X EER A B (Flnst+ CHER M v 1L, 3T CLEsm ). AFAEBIREEE
RIZErE FLah ) TE =40 B (940 CHO Y NSO 4 ffL ) ARk Rik, AR E M NEATLE. AT

R, B AT R RIEZH AR S EE I (Flanl e B4 4sE) (20,
Z [FHEF| 5, 827, 690) . ‘
[0078] FHY,CDR M AERKERHEE SEFREBRNIIAERIURSE &R XE2FN7E
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Fi . TEXFEMRT, b TR KPR &M, R SHARERX ANTIA [
BRA” (FEL) 2IRREH.

[0079]  FE EY[B] 8 58 A% (1) 8 vE FEA S P A 40, B0, Queen A (FIE), Co %%
A, Proc. Nat. Acad. Sci. USA 88:2869-2873(1991) F1 W0 90/07861 (Protein Design Labs
Inc.) R T —FMEEH AN KBS BE . &5k, Bt itENL o SAHK R V KHESR
BB O AT EEN, A VAEZER . RE, AEEVEMR vV KEEREH, g
7RET 6555 B CDR #H H VE FH (AE SR R FL BR TR F , 4R f 4 35k 4k R AR R R e Tk 8 n 3] R R ) AHE
M E,

[0080] St FiXFHEEAE RN A5, B LR AE A SR Wit AR LR B — PR
EE A 5 e A R R R 1 EVR 4 A S ER R A B S8 A0k, BE [E AR B
ZFAFUEHILEIER. B oAFRER, R A AR ERE BRI R E5E
Fe kbR N FEF) #2 f, AR P A SRR R T AN R 2R ER . 3B = DPRAERTE R 4R CDR B
S B AF A R AEREERBRE T AR BAERLE

[0081] 3 W] L4 F§ — F0 A~ [F 9 75 ¥, W0 Tempest, Biotechnology 9:266-271(1991) Jr

ABI NN, (8 %IV A — M B2 NEWM R RET W] 25 (X ) = 4 &5 A @ X 54k
GO, Bl CDR 5 v K AHEZR5E L i % 5 M8 A48 ELAE FH Re 8 5 &) MR T .

oos2] & _

[0083] 7<% BH i) 24 T LA T AL & F SR SUI A B ThREI e384y« i, iX 514k
ALLERES RS (FINEERASZHEMRSER) SBUHEZR (Bl M in 8%, A
FRAGHUAEE M K40 (S0, HlnskeEEF) 6, 307, 026) . XLeF AR UULEH S T 0B
R IR Sy (WA R T2 e84 I PE R 4y VL EEBR B B B IRARAE ) o XTI A]
G — e A M B HRR S 4, B R 2 —EF (PEG) &4 .

[0084] 3 T FRBh IR &Y

[0085] A KREIMIFATHT a,B I SHEBHIET, SFET . F, XEgaEid

&, Bets F SR VAT F il (I Er it . EME IR0 B 4T 4k BT ET 4L BUR B RS AL
FORE R ) » Z IR T SIMEAFE - (1) BT TCF- B KIS, AR TCF-B 5 H 24K S
2, (2) e REBINE) TGF- B8 (BIZE a B LA S ), A2 5, (3) #H « B,
SEARKSE S . BT AR UL, AR AR PSSR T a7 e BB R R (B
AR A AR 2R ), 4 B R b B . R A — A T 2 R R 40 M, B Sk BT . O L FLE
A BT P AR . T2 2 R L 455 SR SR P S . BRATERIHTH o, B 2R ST MEHUE AR FILSE
a BAEELF P RERERE, B EEMENITSG. XEFHRAHEERAT « B
FI e AR RN, ISR G

[0086] 7K % BH [ 78 JT X it BB L6 5 55 1 A\ TN S W)X B AR B AN K BHE H BT B9
BEVENEYSCA THE BB R BN E. FF ARl . 5 S S Bl E,
[0087] s & EHMIHLAREI R BE AT LU AN (S B 06 o Bl 4T 44k /D USR8 36 1R &
ZiHFEH (Pittet 2 A, J. Clin. Invest. 107 (12) :1537-1544 (2001) ;1 Munger 25 N, A
b)) FisshiE S RIE 44k (Franko %5 A, Rad. Res. 140:347-355(1994)) . ZEREBERL
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BN, o, B MIRIAEM E Mg, B2 B SR/ RZRRY, LEMY
RERIES IR 41k,

[o088] B & 4k 4k /) B A5 BY 6 #E COL4A3-/- /N R (& I, I tl Cosgrove % A , Amer.
J. Path. 157:1649-1659 (2000)) . B 7 [ % % i § H IR 15 #9 /b R (Wang % A, Kidney
International 58:1797-1804(2000) ;Deman % A, Nephrol Dial Transplant
16:147-150(2001)) . db/db /N, (Ziyadeh Z£ A, PNAS USA 97:8015-8020(2000)) F0Ea
PR PHZE /DR (Fogo 25 A, Lab Investigation 81:189A(2001)) . ZEFTA X LAE A,
IR R B RGN ET ek, BERE I BN 2298 . X F COL4A3—/— /N FR VP& 22 AL 32 1Y /) Bt
Free M4 R AE /MR, AL TN LT DNERMTATNERN ELEED o B L. G
FMERAAELF, o B ARIABTTREME IO,

[0080]  Hi REMS 7E 1 g bR v {d Py B R A R TN B R AR B A I e Sh AR Y P AR B0 BT a B o251
O R AN B A K R E R REE D . S0, 4N, Rockwell 2 A, J. Natl. Cancer
Inst. 19:735(1972) ;Guy % A ,Mol.Cell Biol. 12:951(1992) ;Wyckoff % A , Cancer
Res. 60:2504 (2000) ; 1 0ft 46 A, Curr.Biol.8:124(1998)., it P B E K a, B A
AT RE R 5B EH XK TGF-B ( 4R W Akhurst 28 A, Trends in Cell Biology
11:544-S51(2001)) £ EER R MBIEEA

[0090] A% BH VA IT B BE BT LA 2 Fha] LAZRAE 2 W 7 VR e, B4 8 31 & . M

YA R B A VR A R (IR RE A PRI E AR EEH ) MTTRVE
THEERT B B AR AL IR AR (MRI) 0 CT #3148,

[00911 AYHEY

[0092] ARBHAMAYWHEYEE —FhaiEMARPEIDUE, B FTEZATEY,
{3 H & AT — Fh 222 AT B 2 84k . kAL BT AR TE “86” BFE ST B2 /)
YEF R A

[0093]  ARIBA K BH, 25 LH AT Lo J0 B v 5 w0 30 5 7 =X, 48 A T B B R 2K Bl
W o 1ZARIR T CAAR 3G 2 45k 23 40 B 45 A R A& 24 149 3 5 W V1) 30 A0 s 70 S R 1 Rl o '
[0004] A KREHMZGWEESW T LUZFE DR DI FRKA KT EBEA VLA BEW .
KA BN BN B P BT P RPN e A, BCE R TE ORE BRI R AR K BB A R BT
. K ER YA AP T] DUE o B i 285 L R RN S8 80U B TR B IR 25 B it
=28

[0095] W] 7= A A B FI RN K AR B2 Fiid B B0 B R R T 2 MER, mATE
TRV MR R E A E T BN ERAM B AYA-amR EREAER AN £
0.001- £ 100mg/keg A E L, FlUny 0. 1- £ 50mg/ kg 4 B &K {936 M B4 0 & 90 B 57
BAKPRAHM. W, XRBETEGLL 1-14 REIMEIFE, L1470, 0lmg/kg 16 E / KRB
20mg/ kg AE / K, HII0L 0. Img/kg K E / KEIL 10mg/keg A E / RIKFIEEH. f£5—
AL R, PR RE B Y A N, LAY 0. 3-1mg/keg AEMIFIEHE. £S— DL
B, MPUETE KA A I, LLATE 5-12. Smg/kg RERIFME A £— DL RSP, 91
AR K =AET D Img/ml B M KPR AKT B EH .

[o096] 2 Wik

10
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[0007] AKRHMFARBEARISH S o, B KIAKFREE KNER. RAZRENA
LRARRAS, AN LA EIE R LAV AR AN BB R IR (G il v VEE RV ) » BT LU 8 A IR TR R R
FH AW 2 « ELISA. S 4R AL I 52 Sk A M. 3R B IEH MA K AR R AAE DX .

[0098]  BRIELR ShFe HH, A< & B f S i 18 P 40 U AR 4 2% AN MU 3R L S FAEWE S HAED
% EH DNA.E AL SR AEEEMREAR, XSHREF AT XEHREX
BREPHOR. B, Bl (5 F Rk LR EIEE), 2 AR (Sambrook 25 A% ), 1989 : (EEL
HESHY M J. Gait 45 ),1984 ;#F T Mullis % A 135 E % F| 4, 683, 195 ; (IZ R 22 35D
(B. D. Hames F1 S. J. Higgins) , 1984 : (F R FN#Hi%E) (B. D. Hames F1 S. J. Higgins) , 1984 : (7))
My4n B FEY (R. 1. Freshney 4% ) , 1987 ; €& £ KO M MLFNEEY, IRL Press, 1986 : {7 F FufE sk
FHF575) (B. Perbal) , 1984 ; (BE2E77EY, 25 1564 Fl 155 % (Wu 265 A4R ), Academic Press, 4
2 (T HAIA ML EEEL A (J.H Miller FIM. P. Calos 4% ) , 1987 ; (4R fRF0 4
TR R AL S T EY Mayer FU Walker % ), 1987 s (SEES S FA1), 28 I-1V &
(D. M. Weir F0 C. C. Blackwell 4 ), 1986 ; (/N UL HEHIEEED, 1986,

[0099]  B&IE S HhsE X, 28t R BT A B ARM R 2 R TE 5 AR BB SUR RN 7

SRR B RS 7T A% R B i S TR A o BUALSR B TR A TF SCA R E 255 SO EE b A
SCEIFE A S, AR SE, LAY, 5 8 X v Ak J7iERN Sk e ) R 2 U B
), MAEREMRE]. EZAULEAF P, 17 “ B8~ SR R EIRE B8 ik B iF s s
4, B R HFAHER L E R RS s A.

SEHEY

[0100)  FHYSEHEB S 7E UL BA A R BA K05 ik S AR ZE BTSSR W B IR, A PUREAR
N B AN, BTR 545 RS SIS A8 O SUR, ZEAR R P IR AR Z A .

[o101]  ZETFHYSLHEYI, B o/~ /R4 Huang % A, J. Cell Biol. 133:921(1996) Frigs™
., B A LAP I E R&D Systems (Minneapolis,MN) . $i{k 10D5 ¥ B Chemicon (Temecula,
CA) « L230 ZYAT R ) ATCC, 4M WA S il E L SE 0 28 141 A b SRR IR B 3R A b
BRI, BRI E R RS B ISOSTRIP iX#)& (Roche Diagnostics) MR¥FS w Ui
FHAT. B A5 SWAB0 MHML A YN Weinacker %A , J. Biol. Chem. 269:6940-6948 (1994)

Bk 4% .

[0102]  SEHEH 1+ B FeHel s SH LR 7 2

[0103] B JE4efy NIH 313 F1 FDC-P1 4t R4 FAEHEKR B6 cDNA R E R
FEVEATITIY DNA R A6 P B LB A ML 2R o AU 5 SR O 40 IR 0 T 93 - ZE& T G418 3R
SEP ARSI 14 K, DS BT S EIIE MM 2% (FACS) A B RE B A /AKSERIZRTE B A48
Bl . % Y (4 FDC~P 1 4 f.7E DMEM th 3% BLrh 3078 7 4mM L— S EEHIZ, S 0 &7 1. 5g/L %
ER S 4N . 4. 5g/L B ZIFEF 1. omM PIERER4M. 10 % FBS.2. 5% /MR IL-3 3{HFREMAAN 1. Smg/
ml FEME GA18. 46 NIH 3T3 MZE#h75 T 10% FBS.2mM L- A A HEE / HEER
1 1mg/ml {1 G418 F DMEM AR5 7%,

[0104]  SEHERY 2 :ATHEHEN o, B 44k

[0105] a B EAFEESN _EICH Weinacker FriRgifb. FF—MFEiX hsa | B CHO

11



~ CN 104805090 A W B P 10/35

1.230 5 CNBr #7E R Sepharose 4B(Sigma) LA 4. 8mg HiiKk /ml BEAGHILLBIAZER. o B¢ L
TEWLA 0. 5mg FL4A /ml # B i EL N3 L230 SEAFE L, FH 10 B4R T 2GR petE -
(1)50mM Tris-Cl,pH 7.5, IM NaCl, 1mM MgCl,; (2)50mM Tris—Cl, pH 7.5, 50mM NaCl, 1mM
MgCly; 1 (3) 10mM Na ,PO,, pH 7.0, hsa B 100mM H 288 , pH 2.5 BERLE] 1:10 (AFRHY
IM Na,P0,, pH 8.0 W . EARITBEERZEHE (PBS) M7, #HIE) S #H LK PBS, 247 F -20C.
fo106]  SKjfEfil 3 : B o~/— /DRI GHIE

[o107] B ~/-/NEIBIERER (IP) FHEEST A KAAET (CFA) HFLALE) 26 v g ATALEE
AN a,BeoE, ARG 1:1, B0 2000 1. B64k, B /- /DNERAMED IP FEH
4 X 10°B JFEYef) NIH 3T3 4B M A f, XA B BVF FANA T 1mg/ml CaCl JFH 1mg/ml
MgCl,/J 100 1 1 PBSH, [F]—/NR B EEAHSRFALvES 1000 1 CFAFFEE S 2 A4 E e, H
A B R TSR I 58 e % /N B, AN TR 2 4k 2 A A AN 584 36 IRAE IR CFA. /D RAE & 5 —
WRIN5E 7 R Ja R, iRYE E SAWELAN o, B85 B SARMNAMKIZE S, WTH B .
T FRHAMELAAN o, B LR /NR, F/DEMARE 3N A, 5 InmunEasy (Qiagen)
TRERIARE R IR s, 08 T ARG 73 B AL AT 3 2K, @i IP M Ak N as, A
12.5 0 g WALBIEA N o B EEHRE/NR. EBE SR, RILSHY, BUH PR, #1558 41
Mo B R4 HO Il o 55 AT 244 368 45 ) A PO e P 4038 A e v i A DI PR Y T BK o

[o108]  SEjEMH] 4 : 57T I8 B it 16

[0109] B By/- /DR EEFEHHAII . —HPihETHBEBAREEA

BErEE . B oa, B GBS BT % FE TR BT B T 40 M RN T 40 B Y 5 A T Th BE I B AT
PR ST IE K BRI R ET 54 hs a B A1 B JERAFIRMMIIEE CRIEGH
VR R ITIR ) o {FIEBER SO Y, R 40 M 3RS RPN KRB =Y S B JE S
FroREE Qe 4l R &5 -4 ( SERE) 5b, [E £ ) (B 1A 0 1B 7R R M St s, Horh 4B 7
mAb ZFRAIBTER “6. 78 “7. 7, BN B R A 6 FIfE 723 N TKR 2) . KEHEmE
i BRI, AL SRR R A RE S S, R RH — DRI R
B BIRIGFHE (B 1AF1B) . #H—PHIKERAE TR AEMENME hsa B B F%
R4S LAP 4541088 1. 1R FACS TV 78 S 3R £ 50 1%, TR A7 2148 FH AT .

[0110] ARIBE o B FEEMNRRMEMILRIETAE, XEETENSG S 8 A RHAM
A S REYHIEARMHAIEE D . BIBENAREESRIE o B,y a ,Bey aB v a,B B
a B WAMRE S, XL TEFIAE—PPIELA o B MARKE o BEEBIAR
KRB E A (A58 RCD ML A AR o BEES) HREREET. HParkia
YL YE M UL R SR #E YL Y JY . K562, SW480, NIH 3T3 F FDCP1 4L % .

[0111] B4/ ATCC R P —LHATE FHEER 1 FHH.

o112] 3R 1 {RIEHIZRITTE

[0113]

AR I8 7O R ATCC 2 1R 5% H

6. 1A8 PTA-3647 200158 A 16 H

12
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6. 2B10 PTA-3648 200148 B 16 H
6. 3G9 PTA-3649 20014E8 F 16 H
6. 8GB PTA-3645 20018 H 16 H
6. 2B1 PTA-3646 200L4E8 A 16 H
6. 2A1 PTA-3896 2001 %12 A 5 H
6. 2E5 PTA-3897 2001 %12 A5 H
7. 1G10 PTA-3898 200112 H5H
7. 7G5 PTA-3899 20015 12 A5 H
7. 1C5 PTA-3900 2001 FE 12 A 5 H

[0114])  SCHER] 5 A T IR FRAE /Y K58
[0115] a. a B ELISA

[o116]  —1k 96 FLIMFLIK (Corning COSTAR EASY-WASH) FH 501 1/ FL 50 1 g/ml hsa B
EACTRPIR. FRE B BhBERHL T A BER R (0. 1% TWEEN-20, % T PBS) Ji¥k 4
Wo BRIGMAN 1801 1/ FLEE T IBS {7 3% BSA, 7E 26°C R E 1 /M LLFRBTIERS LSS & .
SPAR I _b BTk B, IR (50w 1/ FL) AT EiE W (A TisER ) sketb i (A
FHRAL) EHH Img/ml BSA, ImM CaCl,F1 1mM MgCl 4 TBS IR B . SPARTE 26°CF
EE LA, BEE RS 5 50 u 1/ FLIE FALY R BR AT L 250/ B TeGHA+M HLlE (Cappel) ¥m
BN, 13,3 ,5,5 - TPIEBEEME (TMB) Ml g4 KBk, 45a A 450nm MR KR
JEERIR

[0117]  b. ARG

[0118] — 96 FL % FL #& A 50ul/ L 2 = #Hi 44 (9 Hi 4 R IgG(Jackson

FI 100 1 1/ FLUNE Byl (RPMI+2%6 BSA) HEUE S K, #8F5 F 100w 1/ FLINRE B PFIRAE 37°C
TdH 1 /B, X F FDC-P1 40 B0 B 5% 42 () FDC-PL 48 i, P4 Fi Hi/) B Ig (Jackson
ImmunoResearch ;20 u g/ml) £EZIR T EH 10 208, LR ZHUARIAER % Fe 24645
& (KT ANE) o 3 AR AT, 40 HaAE U 2 v i P LA 5 X 10°4R i /m] BIMRABEERE 2 u M
ey Yukl (45 ELEE —AM, Molecular Probes) FRitt. 40 M55 Gukl 7RI 2 SR P 7E 37°C K
WA IRRIR FIRE 15 24P, BOKE, ERE T MR E 5 X 10°4118 /ml. 7EH
P35 385 , Bt 4 #) AR IR M, BRI 25 u L/ FLE _EVE M ERAAL Bk, 1E
37°CTFIEH 16 408k, ZEMA 251 1/ FLFRIC A4 AR, ARAE 37°C TR E L /Nt SFHR A
e (1001 1/ FL) ¥E# 3-5 1K, 0 2R BiRA g R H o6, @i teiia)s—
A PSSR BTHI5 06 (DGR B M) SEkE st (BEEarai)  ME4E s
srtt.

13
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[0119]  c.FACS

[0120] A THREE GEE M 4L US40 B, A PBS ¥R V& — R, AR5 E R E T FACS & M
(1 XPBS, 2% FBS, 0. 1% NaN,, ImM CaCl,%l 1mM MgCl ) F. 0.2X 10°4H fi4R J5 #F FACS £%

MR AEVK BIRE 1| /A, B RS A0 s, SRR 100w L. WRE S, 41
FHUKYA ) FACS ZEpP iR Tk, BERAE T 1000 1 57F 51 g/ml 5/ IeG PE (Jackson
ImmunoResearch) [ FACS i, TEvK HIRE 30 2r%h. MUK G FH UKV ) FACS Sl
YERPI IR, BEIZ T 2001 1 FACS &by . ity =48 B4 57 4l PE AR A58 —HiARHY
gifo

(01211 d. &EWE -hsa B, 5 LAP I &

[0122] 96 FLE4FLAR (Cornin COSTAR EASY-WASH) FH7E PBS MM 0.3 u g/ml AN
LAP (R&D Systems, Cat. #246-LP) (50 u 1/ L) 7€ 4A'C FHEEE R . FEEEERSE, FHRH
1801 1/ FL 3% BSA/TBS #F 25°C F 3t bH 1 /Bt ZER4h—1h 96 FLIEAIE PR £,600 1/ L
29X AT (0. 51 g/ml (1. 25nM) AEME —a , B, 2mM CaCl,Fl 2mM MeCl ,, & T84 1mg/ml
BSA B TBS) 5 60n 1/ FLZAATM i (T it ) s ok (HETE&F mg/ml
BSA f#) TBS) B 2X BURIRE, JE7E 25°C TR E 1 /Mid. LAP S AR A B 3B ¥
B2 (0. 1% TWEEN-20, ¥ T PBS) BE¥#R 4 R, Z /54 100 1 1 Fiilk —a , B JBREWHEZ T
SEAR b, 7E 25°C FIRE 1 /M. SPAR W EATIRBEH, 5 50 1 1/ FL extravidin- BRIE &AL
YIESABELY) (Sigma) 7E TBS (Img/ml BSA) HHAJ 1:1000 FBETE 25°CFIRE 1 M. &&
(1 (5 TMB JEMAE I

[0123] . B ,FDC-P1 40} 5 LAP FIKLM

[0124] 96 FLILFLAR (Cornin COSTAR EASY-WASH) FH 50 u 1/ FL¥E 50mM BRERE. 84, pH 9. 2
FRIER 0.5 g/ml B A LAP(R&D Systems) 7F 4°C P A4 ITR . AR A PBS(1001 1/
L) BEWRPIR, FHE T PBS B 1% BSA(100 1 1/ FL) 7E 25°C & 1 Zphit. “EARAH 1001 1/
FLIW 2 22 ph i (TBS 52V tmM CaCl, A1 ImM MgCl ,) ¥EEPIIR. #R)E, IF AR A9 &1L
N 25 1 1 243098 ISV ( BREEALIKFTIR ) Fl 251 1 B ~FDC-P1 40 (65X 10°4H /L /m1,

IR A S 5 AMARID ) » SEARTE 25°C FIEE 1 /MK, 2R )5 AT @ 2 R (1001 1/
L) PR 4-6 K. CRIE AR BRI AOM IR B, BT RS E — DR IR AT
H7e 6 (RIS ) SHEFERZOL (AESrR ), MES &5 7 t.

[0125] f.TGF-8 “AMillE .

[0126]  HAbF A TCF- B A4 52 & Abe % A , Anal. Biochem. 216:276~284(1994) Ff
WK SBR - B4 i (MLEC) PAT-1 & Y6 BE I3 57 2 i — Fh AR 4k, Forp B AW LS
B MOILEE TR, LI a | B X TGF-B MBS (Munger, [f] L) o XAEXT TGF-8 AJ—F
ERAYNE, RET TR S STERBEINEIT -1 (PAI-1) REKEES . £zl
SEH, MLEC 40 filfH — PR IA M B A Fa e SE 4, Z M B A& A 57 K A R B IRIE X KRk
SIS PAI-1 B3 F. BP9 MLEC 41 il 5 357 TGF- B (0. 2 3 >30pM) $ fisk 5 B 48 fL
R P R BEVE A B e .

[0127]1 R T #E4T %M E, TMLC (K EBIT L 4B AR My 1 Lu) 40 PAL-1- 06 REEM 2
fhREEYy, QI RZE S L-Gln. Pen/Strep F1 200 1 g/ml G418 K DMEM+10% FBS /%
5. FABSEREEF B MIERIREEYL SWAB0 AL ( “ B ,~SW4B0” B “SW480B ;" 4l ) TEEH
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L~G1n Fl Pen/Strep [ DMEM+10% FBS R 5%, M &% PBS+5mM EDTA PRI = PEEX 40 AL, FH
PBS+0. 5% BSA ik, FH L 40 A 250 38 T 45, B T 06 FLAR = . SW4B0- B A BBAE YRR S i
UL AX 10D / FLEERD . B TR0 DMEM ( Foinis ) Mk, hn®l SwW480-8 AP, 7E
HRTIURE 20 204, ARFLL2X 1040 / FLAIA TMLC AT LAEFA 1000 1. TR
TEENE B & COMMMAETIRT 20 /AT FEFIRA _LIEWR, %% 100w 1 PBS+1ImM Ca ™
F1imM Mg®'. SRS L H40 B, B & 6B R Y Packard LUCLITE A5 & (#6016911)
FM1 TROPTX A FLAR S B v A i ot R B PR AP

[o128]  sCHEf 6 :FiiARIZEI4L

lo120]  I&HE 8 3R EIRLA #6 KRR (HATA“6. "RR) M 14 TR ERLE #7 #Y
ZeAR T (AT “7. 7 RoR ) B BORIFRIAE (R 2).

[0130]  #I)£& 45 M0 2930 B /N AR Z2 ) (150m1) , B Ol s BB . FIFE A A SRR ENT
MIZ L HIE R P AT X 16, FIM M Hith, B EiEWMMEIE B A Sepharose 4
Fast Flow(Amersham Pharmacia Biotech, AB, Uppsala, Hgilt ) b (Iml JTfREREF ). H
PBS ¥edE, 1eG 2k A 26mM 858 , 1L0OmM NaCl, pH 2. 8 ¥EARE 1:20 {AFf 0. 5M Na,PO,, pH
8.6 . XTI 1eG, B, £ LFFaTH iGN 4 1. 5M B & , 3M NaCl, pH 8.9, FEHLML
BTAY 25mM Na,P0,, 3M NaCl, pH 8.6 $bfE. FHIX el SR AT BhAh AT IR B 1R S AE 44k 2 R AE o
[0131] R 2 &AM T & ISR AE

[0132]

' TEEZRR |mES AR [
6. 1A8 2 IgG2a Y
6. 2B10 10 IgG2a Y
6. 3G9 25 IgGl Y
6. 4B4 30 TgGl N
6. 6B5 46 TgG1 N
6. 8B4 55 LgGl N
6. 8G6 56 IgGl Y
6. 281 185 TgGl Y
7.1C5 2 IgG2a Y
7.1G10 5 IgG2a Y
7. 2A1 6 IgG2a Y
7. 2F5 11 IgG2a Y
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7. 2H2 12 IgG2a Y
7. 4A3 17 TgG2a. Y
7. 7G5 32 TGl Y
7.8H12 |39 TgG2a Y
7.9D4 40 14624 N
7.9G8 41 IgG2a Y
7.9H5 43 IgG2a Y
7.10D7 |44 IgG2a Y
7.10H2 |46 IgG2a Y

[0133] *:PELMTFIAE & XA FEEW o B, 5 LAPE SR P, IRIBIR 4 544K
hsa B B5ERE B AL ETE.

[0134] B T ZEFH W BIAL ch A A, 22308 TU BRI K O 2L 85 FR 3, 4F Lifecell Culture
Bags—PL732 (Nexell, BHS R4R2113) a7 4 A, Bse@ain LETRBIER A RFEN,
Bti j5i8 T Q Sepharose (Amersham Pharmacia) b8 T3 e b B8, 41k 2538 8 7= £ P A .
FH 2M Tris WO & A EHT 5 RIRAERIPEIL RS 0 pH 8. 6, /KB 10 %, InEI A 10mM
Na,PO,, 25mM NaCl, pH 8.6 SE#if] Q Sepharose ¥£ I (20mg T A& /ml W8 ) . FH 5 fFAEE
R S 22 PRV BEAE, BB 25mM Na,PO,, 150mM NaCl,pH 7.2 MEHRE & MERAM. THEIE
(0. 45 um) BEMEHIER A, WAEF -T0CEHRIMEM .

[0135]  SZHEM 7 AL B PLIARRIRAE

[0136] XTLA T A EBERFAILHIPUE (F2, B L) “EMFEMLECIE ([ b)) & (1) &
S hsa,Bg, (2) G54 B JEYLH SWARO A1 FDC-P1 4, (3) IMHIZEME ~« B, SLAPES,
(4) M%) B AL 4L FDC-P1 40 i 5 LAP £5-4, F (5) FEMT « , B «— NS Y TCF- B HUEHIEE

FIEL B, TEH L LT, 580 o - Filk L230 AHELEB. b T RUEBLE #7 Pifk, @& #6 Hiik
6. 8G6 1 1E 4y BH P Xt AR o

[0137]  7E ImM Ca®Fl 1mM Mg 7E7E T BHT W — B W) O &5 -6 3558 (S ba, [E]E) R
KL IFIEE hsa, B &4 (K 20 F12B) . RMTESMAE, XFF 10D5 FFefE 7. 2F5
FN7.10D7 BB MER BN GEA . BEJE I —IRSE 4 AE, 10D5 (& 3E) (7. 2F5 F1 7. 10D7 HI& & R
B Ca /MR ES S F, (EHE oM MnCl ,E3R. fEIXESH S, H = (6. 1A8 (& 3A) .
7. 7G5 0 6. 866 (8 3C)) BRFTBE _MIHET, ER Ca”/Mg” 5 F Mn "~ G &R B WER
A

[0138] HRHWITTHEERAFE _MHEET, BIZE lomM EDTA FETRe% SHRES (K
3B.3D 1 3F) . FACS ZM¥7HT 5 B A& YL NIH 3T3 40 fnEk SW4A80 4i i &t & HIPi ik B R — R

16
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LA, R EZ Ab B EAS ST, 1005 7F Ca®' /Mg Fil Mn 2SI AE Rl M & . HRIEM a B,

GEMFEARARTSHARRTREN o«  B.LEEMFE, B HEAR %’J%&%Aﬁfﬁz

NANE

[0139]  IXebgh BIRR, IXMAFEH 3 MAFEKFIH B SANTHLAE. Fh—3K (10D5) A

X F Ca® /Mg” 5 Mn >, H—2K (BFE6. 1A8.7. 7G5 11 6. 8G6) FEEHE T, HETFEX

B Ca®" /Mg 5 Mn *, BjE—2 (BFEPL o Piik L230.6. 2B10.6. 369 ( &l 3B) F 6. 2B1(

3D) 7. 1C5 F1 7. 1610) FARHIFH B T HJ o

[0140]  REVEM 4P IEINE] o, B ~LAP AEE/EFMIBE S . 76 L SCHTIR By 3K A5 6d

(1 75 48 B 52 =P, 314K 6. 1A8.6. 2B1.6. 3G9 F1 6. 8G6 IR T 10D5 [ IC, M8 ( B 4A ;3R

3). 6.2B10 BIREEH [Chpr B RTRF= AT AINHE] (B 44) . 6. 4B4 K B/REB - 40%], T

6. 6B5 F1 6. 8B4 AN B ] (Bl 4A) o B FHE — 8 R4, idd 7. 1C5.7. 1G10.7. 2A1.7. 4A3,

7.7G5.7. 9G8.7. 9H5 F1 7. 10H2 R R{KTF 10D5 #) IC, & (B 4B ;3K 3) . Btk 7. 2F5.7. 2H2

F 7. 8H12 BRJLFAHHF BB B 1C 18, 7 O =4 se &3] (B 1B) .

(0141  7E L SCSEHER] Se AT IR B 40 KLl e b AL &% B AH LA a3, ]S /2 6. 1A8.6. 2B10

K1 7. 9D4, 'EA I 41 MR AL BEAR T X a4t 9 B B BB 3 BE (B BA-E ;3K 3) .

[0142] B2, XL REH, WINTDERINFE T A 4EFEIMFIAFIR o ,B5 LAPHE

e FHI B4 —Ebﬁﬁﬁﬁ?ﬁﬁsu%%%nﬁm & a B,(EWKD s =0.3nM, BIHKAM

AR sE ), I B JERMAMME LAP UGS, 1C 4= 0.05nM (8ng/mL) , 3 HEH1E a B IT

S8 TGF-B8 1 A&, 1C;= 0. 58nM (87ng/mL ) o

[0143)  H\J&, FIFH PAT-1/ FOLRESIEEFEW = (scd) 55, B L) W aiib s Hiia

Iélfﬁ B S TGF- B IEHIRE S7. 6. 3G9.6. 8G6.6. 2B1.7. 1G10 F1 7. 7G5 FIR REHE Pl
buE'fB’J TGF- B KI5, 1C 5 {E KT 10D5, Wi A6 % & P HRK M ALFHE UM RE

iﬁdt& (& 6A F1 6B ;3% 3). [E, FEET o, B 5 LAP 40 E /F FH /I B8 1 S7E 44 FD ] TGF-B

BURIBESIAER .

[0144] 3 3 FATIEE 5o B RALE

[0145]

17
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TS
2ak (@3 | ELSA | my | map | SOEKE:
- - Ecso (ng/ml) 1C50 (ng/ml) .Icrs,o i(;nglml) Icso (ng/mb)
[62B1 | 85 | 347 225 | 8 87
68Ge | s6 | 115 | 1 | 2 | 31z
e
G1AE | 2 | 37 | i1’ | 2520 | ‘~4ouoo _
6aB4 | 30 | 254 | 50,000 | >30,000 | ;>4.o_,_ooo'
6685 | 46 171 | 50,000 | >30,000 | >40,000
i@ | - | 2z | 25 | wt= | &t

iGio| 5 | 42 | 18 | % [ 2%
"7.9GS | 32 @e | 158 | st | 700
Fics | 2 | 25+ | s | 8 | =&t
72A1 | 6 | 5= | 300 11 | . at |
b5 | - | @ | 7| mt | zoo |
7a4A3 | 17 | 57 204 | 67 | 3,500
' 66 | 254 | - 63 3,500
B e
73 | 20 | 55 | 7,000

e it e It
I 460 | 1140 | 969 | 20000
5000 | 529 | 149 | >20,000
. 1697 a4 >5600 ﬁ 3000+ | 1120 |  nt

[0146] * %@E%HTI—JH’J%%
[0147] sk SRAG .

18
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[0148] xR 3 BEMATELRIAE 1nM Ca>F 1mM Mg T2 7E T AT .

[0149] sk ; L BEAK KRR HLA R EVE HoR P EOBLIA 10D5 F1 0230, LLRST o, B H%F
P & RN B 7 DL

[0150]  #RJ&E, FFH —Fh3h 7 2 HERRIRE (KinExA) JU5E 6. 3G9 F 6. 8G6 X RI#FPE o, B oY
WIREF . AJEMSBEEEN— R (1X10™°M 3 2. 4X107*M) 5 1 X 10"M Hitk
VB E 3 /B, SREAFF KinExA 1X 3¢ (Sapidynelnstruments, Inc., Boise, Idaho) , {#iX £&
RGBT B E OO NRE PRAERPERR. X T 6. 866, REF MM EZMRPEE
1mM CaCl,Fl 1mM MgCl . £5-& BRI B PR R & B A Cy5- FRid BB/ BEE —HuikillE
FH KinExA A 3T Z IR & Rl4, LIRSS ME R/ AR F R (Kd o FiZ77 &N E K
Kd' s £,6.3G9 Jy 15. 6pM, 6. 8G6 &y 22. 8pM ( & 9A F1 9B) . R, IXPIFPLIANT a, B A
R EHISEF T .

[0151]1  IRMNIB—H Y 7 0l HBI BB A B “BIE RSP o, B FisrIZml. a B,
R BEHIIEIRAS . 55— PR, BOE HEBL R B i O R BB R ERIR I,
ZEVEALBIPH B o 1mM MnCLA7EZE R, X FIX P sE AR R KL BoR SERRE LK
oy, WA BT E: 1mM Mn C1,H0 1mM MgCl , ( RIGHKAEF ) FHEESE
B, B FTR IR L o B Pk, BFE 6. 1A8 FlI 6. 6B5, 7F MnCl ,177E T B /R B3 IR K
g4a.

[0152] X F a,B I8 — AR, 0 L T IR IZ B E A RE B IS W AR TGR-B . #E
HRIZBEN a B —Fhg M AR (SW480(B 6-770T)) » 7E TMLC B SL R BB E (Munger
O\, FLE ) B, iR BE S A5 A LAP, (B RBEERIE TOF-8 . FlL, W 542K B 4F 4
(] SW480 4l B &5 & EE AR5 7707 #RE K YL 4l &5 & B, X T RIS BUE TGF-8 K
a,BJERENFH . ik 7. 8B3 A 7. 8C9 i B iX — PR

(0153]  SEHERI 8 ARWHLIA TP HIRLLIEE

[0154] A ELISA eI T 44k i A T HiiA 55 6. 8G6 FHF &G EWRML a, BHIRE
J1. EIZIE D, 6. 866 BT ELISA M L, A & ImM Ca™ I Mg " HIZE R IS T
Bk 54EMEN o, B MRS Y. 555 IR S extravidin-HRP BB T, HIYE =
P BRI 45 & OB ST AESY . BT 6. 2B10 ( —FHESREBRF ) LLAh, B L B BEL I 57
(R 2) #EIRELNE 5 6. 866 FEIFREMBES (K 4) . XEHERIEE, X L3t =] BE WA 45
4 5 6. 866 #H[F B E & IR AL

[0155] R 4 RIFPILATEFHIRAIER

[0156]
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ThE RAEEMN? | 565GEMES

6.4B4
6.6B5
6.8B4
7.9D4
10D5
L230
6.1A8
6.2B10
6.3G9
6.2B1
7.1C5
7.1G10
7.2A1
7.2F5
F.7G5
7.8H12
7.9G8
7.9H5
7.10D7
7.10H2

[0157] ) FH ELISA A L4b B 5 IR Bk S5 A ) 3= 4k 6. 309 BRAEY) AL 6. 8G6 TS 456
a,BHIBEST. LEIZMEF, RIRICH o BB T ELISAM I, A&HH & lmM Ca2 "Fl Mg
HIEE WP I S PR S £ ZATURNTREY . FIF neutravidin—-HRP BB HE I &5
ESHIEMEATE. BIERE, BEERAFEEPUA (Fdn 6. 2B1.7. 1C5 F1 7. 1G10) & 6. 3G9
FN6.866 BEHELS a B (K 4. 1, K 10AF 10B) . Hitk 6. 1A8 F1 7. 765 B RBARHI R
XA EE R BT EAI%T a, B HSEM HBK. EiZieEHP, e sdt o b L230
#HABRE 6.369 BX 6. 866 A EM355 ., XILLERRE, o, B SR HHEHMARIEEE

a B AHFRIE B R .

[0158] 3K 4. 1 {RIFPAFT S K R/EE

[0159] .

Szzzz

=

1 o R
N
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T BA MR B R
6.8G6 Hy £ '6.3G9 8% &

6.2B1

7.7G5
6.1A8

6.2E5
6.2G2
6.4B4
7.8B3
| 7.8C9
| 1230

63G9

6.2A1

222 R

H
T
-+
-+
—

-
=
i

-

.

-~

l0160]  SEHEH O :CDR FF

[0161]  #0 Coligan A (4RZE ) B CBUMRARIEZETFTILY , Wiley, Media, PA(2001) BTi&, F
FRARVERE AR 4 B9 350 7S e i 44 (1) 28 ST M TR 9 cDNA . #E T K S SE R 751 ZE K 7TA 0 7B AR

RN

[0t62] 4 NELEREGSERI 447 6. 8G6.6. 1A8.6. 2B1.6. 3G9 Al 6. 2A1 F1FEFEHF 6. 262
f 4% CDR MR BT (BT SRARED ) .

[0163]  CDRI
[0164]

[0165] CDR2

6.8G6
6.1A8
6.2Bl
6.3G9
6.2A1
6.2G2

GETFSRYV

SYTFTDYTMH
GFTFSRYVMS
s
GYDPNNDLIE

GYAPTNYLIE

21

(SEQ ID NO:1)
(SEQ ID NO:2)
(SEQ ID NO:3)
(SEQ ID NO:3)
(SEQ ID NO:49)
(SEQ ID NO:50)
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(0166]

[0167]
[0168]

[0169]
LI Q.
[0170]
(0171]
(0172]

[0173]
[0174]

6.8G6

6.1A8

6.2B1
6.3G69
6.2A1
6.2G2
CDR3

6.8G6
6.1A8
6.2B1
€.3G3
6.2A1
6.2G2

VISTYYGNTNYNQKFKG
VIDTYYGKTNYNQKFEG

SISSG-GSTYYPDSVKG
SISSG-GRMYYPDTVKG

VINDGSCRTNYNEKFKG

VISPGSGIINYNEKFKG

(SEQ ID NO:4)
(SEQ ID NO:46)
(SEQ ID NO:5)
(SEQ ID NO:6)
(SEQ ID NO:51)
(SEQ" ID NO:52)

GGFRRGDRPSLRYAMDS

IYYGPH-- ~~~SYAMDY

ID-¥SG~- - - - PYAVDD

(SEQ ID NO:7)
{SEQ ID NO:47)
(SEQ ID NO:8)
(SEQ ID NO:9)
(SEQ ID NO:53)
{SEQ ID NO:54)

#E SEQ ID NO:7 7, LLBARFRRA“R” (3 12 N ) BoRH BT &M, s -

B1F K 4 R FEA ) 45 & FIA AL 6. 262 BB SE CDR MBI BT S

CDR1

6.806
6.1A8
6.2B1
6.3G9
6.2A1
6.2G2
CDR2

RASQSVSTSS-YSYMY

RASQSVSIST-YSYIH
SASSSVSSS- - -~YLY
SANSSVSSS- -~ -YLY
KASLDVRTAVA
KASQAVNTAVA

22

{SEQ ID NO:10)
(SEQ JD NO:48)
(SEQ ID NO:11)
(SEQ ID NO:12)
{SEQ ID NO:55)
{SEQ ID NO:56)
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'YﬁSNBE8'{EEQ:ID”KO:131

6.8G6
c 18 YASNLES (SEQ ID NO:13)
6.2B1 STSNLAS (SEQ ID NO:14)
6.3G9 STSNLAS (SEQ ID NO:14)
6.2A1 SASYRYT (SEQ ID ND:57)
6.2G2 SASYQYT (SEQ ID NO:58)
[0175] CDR3
[0176]
€.86G6. OHNWEIPFT (SEQ ID NO:15)
6.1A8 QHSWEIPYT (SEQ ID NO:16)
6.2B1 HOWSSYPPT (SEQ ID NO:17)
6.3G9 HOWSTYPPT (SEQ ID NO:18)
6. 281 QOHYGIPWT (SEQ ID NO:59)
6.2G2 QHHYGVPWT (SEQ ID NO:60)

(01771  4n[& 7A F1 7B Fion, JB T K0 — A0 PR S 7 10 28 B i 22 SR R Ak (B4 6. 1A8 FH
6. 8G6) 7F CDR WALT-& % 35 H RN A EERF 5, M AKE M BH & FRIR ST A (4]

[0178] L a B A TE DU BB A F T B8 21/ 22 7 R R IR R R 48 . X F
6. 1A8 F0 6. 8G6, Al AP B FE R F ¥ AEH AL, ZE B A H 10 MEEBEER, Hp 34
RAFHL,ERMPEE 1L ANRERES . SRTIXLeFAE RSN E FH KL 100 FHITE
MES, BEMER T HUE S I AR, I sk ik FaT UL iR /B A, 8l 5 E—
RIS EE L R T FIEVE R, R PLA IR R, EEREP, T DRI BB TN
BERERIL o B ETEE o, B MEETREMEIEM.

[0179] FKRKEBBBREASSEOR (EE) PRI T —F RCD BF. XFMEFCELER
Wi MRS LS SRTN ST 5 BEREA MM EIER . BlA RCD 4 £ 7E#
BEESESEE RPN E R, ZRF IR G BERES - WEHEE/ERES
g oun Rk TS ER/ER. 7E 6. 1A8 1 6. 866 o, — AN IXHE i B FAL T E W MIAL A
101 &b, 7E CDR3 W . 1%L IR AL T RGD HEFEM R, 7T f57 THUBIRFIAL fikb, WS &
BB BETFRE S

[0180] 6. 1A8 1 6. 8G6 FJAH [ E 4% CDR P4 Y H & R R I B FEAL & 33 (CDRL) 472 52,
57 FA 65 (CDRZ) ;FAHL & 115 (CDR3) AbHIFEFE . EHEFHI RS — N ERA FHESE 1 KA 4
&b, SRR N 3, i R S R TN % I B EIA LA R CDR, A REFE o B A TPEE
EEM. 6. 1A8 5 6.8G6 Z [A] 4 3 NERAN A 20 (HELR 1) (44 (HEZE 2) F1 82 (HEHR
3) MHIRFEFR

[0181] KMIFH S FHFM AN EARRFIBREEFREN. SOBHE T RME .55

23
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4 RGD HIHLIA 6. 8G6 4+ (BP 6. 2B1.6. 3G9, 7. 10H2.7. 9H5.7. 1C5.7. 1G10 F0i 7. 4A3) ;!
52 Z40 (HD 6. 2A1.6. 2B10 1 6. 4B4) . 15 6. 8G6 A A — K AEEH M COR3 P EFH
FXY 557, MAERE N —RAE ., XMERER, FXY BFGTFNEE o, B JINRBHE
FHIGEEXREE., BN IXEEH FXY HPAETTRES o B FI—DMRAES, ZRALE
RCD &5 RES,BRE5ZAF. Ptk 6. 2B10 F 6. 4B4 IS FXY F/F, B EM o, B fH
Wi, TANRESLAS a, Bl BEEHSEE, TXTAS5H o, B HNUGEEHHII—DTK
fr. BEBH A, BIETUE 6. 241 B T AMKEIPE B 285, B2 5 H e A RKHH B T8
BB A —FE, AN A RGD FR71),

(0182] B TTIEHIIA 7. 7G5 JB TR M B T HIK 51l 4RTT, 7. 7G5 BIRBEF51 5 K -EH B

1A . {E2 L CDR2 0 CDR3 BB JSMLL TR MFH B8 F IS A1 X — R ILPE/R , FF & CDR {FHi ik BH
W Sk . 3T ESER CDR3 X RUE B ERK, XA G B H FHZH S R E BRI, 3
bR b, 3 AR R B TP R T 2 FRRT 9 B AR RS B T R BT AR R Y 7 PR S H B EE CDR3
BB, SR RETE o, B RFIFARREEIEH . AFTE R, 7. 765 AEH ETHE CDR2 HE= RGD

FeFE, (BR 5 XGD F/F. % XCD FFP ] fELAZEALT RGD 5 A2 1E 3+ HAE 7. 765 BH
LEEERT /R

[0183] IR FEFIME 2 FNPE SL A HENT b & H RS E S SR B T AR AR
JEHERAE T B

[o184]  SCiEMH| 10 2 WibilE

[0185]  BEMEHY I A A B ALY A BT AHLRA PR o, B RIEHPLARTLUHE RS

W . 1 a, 33 2 W T EL BE A P SRR T 4 R RE B AT 4R AL EE SGIE R A R YD e BRI

a,Beo

[0186] AT EFAANAHAIBALRFE o B MPiMA BMNE—KRKET —RIVFET
gES HPLC 4lifh i B T EREIH IR . TT 454120 Ak BT AR T RS IR B S ME kR AL, BRI TR 7E

A AR AR P H BRI RENE. (T S5IE o B La&id ([FL) FHFEH ELISA

R E SGAILE B ARG S, REIZAET PR EE i) B JERER, MAZ

a B JEE. FIHZFE ST KRERBE SN o B AAMALE B JEENRME

6 Pifk. M LICHHIE 5, HPEIETTIELIRIIATE “6. 7,

[o187] X 5 ] 5404k a B BRAMLE) B JEL S HIPLA

[0188]
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RE2AE SoebBE RGN
, . =2 :

1AL
1 TAS
{ 1A1L
| 1E1
1 1B6
1 2A1
2Al10
2B8
1 2B10
2C4
1.2€C7
285
1263
3A6
3B1
{382
3B11
13C2
|1 3Ds
1 3F1
3G3

3GS
13G9
{ 3H2
3H11
| 4a4
4B2

4B4
| 4B10
{4D2
{ 4E4
4G3
| 4G4
| 484
14H12
SA2
| 5B
D6

5D&

+ F ok ok s

do e

ER S SRR N |

L I A

TR I T R T R SR e R R AR - 4E I
4

[0189]
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KBB4

k73

1 5G10
I 513

681

- 6B5
 6D12
 6E6
_6E10
6G3

7ES
78

8B4

8G6

1985

9B7

1 9B9

9B10
9D11

| SE12
{ 9F5

9G1

{ 9HI11
{ 10A2

10A3
10A4

| 10A8
| 1OA9

10B10
10D3

] 10D11

{ 10B4

{ 10F12

| 10G1

1 10G2
 10H11 .

1A7
1D6

R I I e R R S E "

ok o

. o

¥

[0190]

Lipo

26
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| 1Fr6 +
 2B1 L+
2D9 +
' *

+

2G2

{ 3D9

3BS +
486

- 435

 SB3

'5B8

- 5B9

{ 5F7

| 6C10
6D8

6F4

6G9.
6H8
-6H9
FALL
{ 7B6

{ TH3
}9A3

9A4
9A9
' OD2
' 9D3

94
1 9F}

1 9F12 - -
1 9G11 - -
110BS + .
1087 + -
- 10B9 e .
' 10CS df .
: 10(:7 +f6: -
' 10D6 +-. : -
 10E12 /e -
10F7 e

1

I I S S e A A R S B S S
1 ++t 4+ 1 44

L]

[0191) 4N EFiR, —SehiAT SAi{L B WL &. ENEEM a B A HIT RN
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TGS B ., XFHRPIAETH R G AR EEIRN B J& ¥l SWA80 4 AR
HPRREARMN, BUEER 6 T ET.

(0192] AT REF IO OA RN, FRABEE A HABELET B RPERS £XRA
1% (de-paraffinized) : (1) ZF&,5 4%, Bk ;(2)100% L B2, 2 4380, IR : (3)95% &
B2, 2 0%, BIIK 5 (4)50% Z.B%, 2 73%h, — Ik H0 (5) ZBABK, 2 /3 dh, — k. BEERRBES
A 200ml FHEEFN 3ml 30% H,0,A0% M FIRE 15 4 %h, A WE L EHDEE. Bk A H
PBS SE¥ERIIR, BIK 2 oréh. REH B E AR (Zymed 00-3009) JFBEE B LHIAEYI A,
37°C 5 e, BIEA A PBS EPEBIR, BIR 2 b, RE, SCAMAEMERAREHEY
# (Vector SP-2001 ;Vector Laboratories,Burlingame, CA) #PAZIE A, BIRESET
10 238, R IRIBE Z M0 EFTR B MR A BB R AW, 2 JE mEE A LR InA
PBS/0. 1% BSA BRI SE — Btk (SRR LBW ), E4CTHELE.

l0193] R H, &I un EFFRFE PBS vk, RN, 0 FHIZMAEYRELD - EVWERES
) - BRI ALY EEE R (ABCIRF ) :1ml PBS 53k A Vector Kit PK-6102 i 20 1 1 ¥
A(1:50) A 20 1 W B(1:50) BRE IREYEAHITAESIETIRE 30 7r8h. ftbHinE,
HI A EEHE 150 1/nl EFMIEKR O Vector Kit B/ RAEWRERLDIE (1:200) £
ETIRE 30 4r%h. 4RSS FH PBS EEBEEHE F IR, IR 2 /%P, RSB M Ll m LR
ABCEFH, A IR TIRE 30 &b, H R EFTREBEEIK o MEI A LIRMEY (Vector
SK-4100)——1001 | DAB(3,3’ - “&(HE L), EEETIEE 5 4. DAB I FHi%&
5ml H,0 A 2 M EE I T2 iV, 80 1RE AR E NN 4 78 DAB I TR, T 1RE R
JEION 2 8 H0,85 %, FVREr . FITUKEEVEER I 2 b HR, W T IGsm 8 8 A 10
DAB {55 :H 0. 05M BRERE4M , pH 9. 6 EME A EEVI A 10 438P s ENZE I B K ZE P s N\ DAB
RS 15 #0 4R )G IR BRI EE Ve | PR I\ER M . B ARG E Mayer’ s TRARKE (—Fh
BB Y] ) P Y 1 SrEh. ATUKEBREIE A 1 204%h, SRJE7E PBS R 1 7 8h, (E IR ARKE
AR . B HBUKEEERIE N 1280 BoK, i N EE BT (DIS% LEEH 1 7780 1
W (2)100% ZFEH 1 438, BIIR F (3) ZH 2 2 08, BRIk, R 1# A permount MK,
whHEMEZER .

[0194] 4 B4R 7R, B & 6 PL K 1A1.2C4.3B2.3B11.5D6.5G9.5H3.6D12.7C7.,9B5.9B7,
9D11.9F5.10E4. 10H11.6H8.7A5.7G9.9A3.2A1.2E5.4E4.4H4 8B4, 2G2 F11 4E6, T 1|1 H #E 45
AL B JEE (R 5), KRR E A RIEN B S5 YYH) SWAB0 4l i, i AS 4
EREYRHIFARLM (R 6).

[0195] 3K 6 U] 5 A &AL SWA80 4 fugs & ik

[0196] '
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TREEA B SWASUP S & SWAS0 85E |

1A1
1A8
1Al1
1E1
1E6
2A1
2B10
2C4
2C7

2ES -

3B2
3B11
3G9
4B4
4G4
4H4
5B6
5D6
5G9
5G10
5H3
6B5
6D12
7C7
7F8
8B4
8G6
9B5
9B7
oD11
9E12
9F5
10A3
10E4
10H11
2B1
262
4B6

[0197] .
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D# ABLA 5 SW4S0/BeEA E ks
98 6C10 T
102 6HS ++ -
107 7G9 Gt .

[o198] ST 11 JERAEHTS W

[0199] o B FEfEER A AR B E LA LL A S K P ERAKFERIE. R, o B,
HI R IAEIRG A YEAL R E S LA (2L, #1270, Thomas & A . J. Invest. Dermatology
117:67-73(2001) ;Brunton % A ,Neoplasia 3:215-226(2001) ;Agrez % A, Int.
J. Cancer 81:90-97(1999) ;Breuss, J.Cell Science 108:2241-2251(1995)) . K., AT
LA YA BIERN o, B o AR E AR, TE PR S R AR AL BUOR R BE X FH 5 A
RN RIER o, B AFFMHEE S P o B HIKIE.

[0200] w0 LTIk, A & BH R R L HT R 454 HPLC 4t ) B (BRI B A A 048 i) 3F [E 2
] B FEY A, 7F RE Y te P i S Eehi A m] 5 s A B I AR H RS & . &
T, Bl an 8, AP SR ST PR 6. 241 F 3R B A 6 1 ) Lo RN bR ys AR X B . BRIt
XLEHHL AR LRSI T A .

[0201]  SEJEH] 12 31 a, B JSEW 5. 58 E HUALE Alport /B HIME

[0202] FJE 3 4A3(COL4A3) ESib% (Alport) /R W EEIL 0 — PR 41 4640 i 1k N A
7, FH SRAG I 25 3 HIF B 7 R (FlED o BAEE Alport /DR HLE: T mAb 6. 866 (K i
FHES A9 ) F0 6. 3G9 ( NKBBHES T 19 ) , K8 e e IR S HEIZE 7 R Alport /N P& L
HIETF 44k . 0 EFT7R, RINIEAYIN E X PR PUARRE S HIH] o B 55 LAP g &, FFEH
I TGF- B HIBUE . Pilk 186 1E N PEXTBE .

[0203] 3 JAI#& Alport /R —F 3 IRBEHE N VEST FAHiAZ — « (1) 6. 866, 4mg/kg (7 R /)
B ) 5 (2)6. 3G9, 4mg/kg (4 H/NE, ) KT (3) 1E6, img/kg (6 K/ ) o ZELEVES 4 . RER
B/ B BB R . '

[0204] G0 EATIRHI S AEEEK ERY A, R A, QNFEVB Ee— B4
A5 UL B RS R TAR B — b pRicd) . AT &AL, 5 1E6 4B /N ERAHLL, 78 mAb 6. 8G6
B, 6. 3G9 ALF ) Alport /N BRI B HL 18] SN & /NER X A, SEIE VB B O e B R/ .
[0205] P 11AFA 11B B7R Alport "B HE 'S NERFIE) R X g UV & B R ER S B .
ERAMEXTHE 1E6 ALZEI/NFUAHEL, 6. 866 Fl 6. 369 ALHAT Alport /) ER BB AEH-FHE ULULB)
HAHREBERD. ’

[0206]  SCHEM] 13 -3 a , B gmAb ZE TR S04 bR 7 RE 22 1% 5 09 "B BEAKE 7 THI 898 20tk
[0207]  FRAIIM# FH 55 b — PR 'S A 44k B /N B AL SR AR 30 6. 8G6 F 6. 3G9 BHLET 4EL K
it FEIXAN/N RUBEEL 0, B4 6 — (4 PR S B g5 3L, BRI PR PR R (UUO) « TE/D LA,
UUO S BUEAT M B BB GE T A S BUE 7S 308, B8 20 SR FE 2 i B IR Re S 4E e AHXT IE B B 'S
Ihig. PHEEMS AL Bl i /N ER A 4E 4k, T Sk FEL 28 Y 5 A T 22 7 3 R BB K
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[0208] ZWFFT B EAMEERIT o, B LLHES VU0 B ST AENLKEWE. [THK
B 25.510. 2g IANE R BPUREN 8-12 RS kEM: C57BL /M, (Jackson Laboratories, Bar
Harbor, ME) o ZEFFUEHFFTATAE N BOE Y 7 Ko TEIE S R0 S 36 #5 17) /> B 7T Bl R R AT FEAT BIAR
HREBRHLEE K. EPRHREBRE, EASWBRERIK—Sy. SR ER, FREILERRRE
V897N BRE T PR BB ST A P A EE 1 N4 10% . UUO /N LB S — RS E RV 21 9%, (B FISE
14 RBADHIBEZRBIIKE . EFAEERZBE X S7ET AR

[0209] AT HRE A4, CRILHET : FEHME (100: 10mg/kg T ) BRER T, @id LA
MBI AT E S EERRE . B &R EHIEZE 6-0 L2448 THRE LA T 85 IRBUE
% (lower pole) HIZKF, TEL LT VI MRE . IEEFE 4-0 Viceryl 4505, KARKA
4-0 B A& [FshEHE ERE, 78 0 RFAE 1 RE TS T 0.05mg/ke T M, 4
HPK. ZFEFRE Ma 2 A, Kidney Int.53(4) :937-944(1998) .

02101 REHK/INRTAFIIFFFA -

[0211]
P sem | HE n*
1 6.8G6 (M 1 & T 854 o, Be mAD) 4 9
2 6.3G9 (RARM A & T 4540 o fs mAb) 4 8
3 LEG (FAbE2tFE mAb) 4 10
4  PBS RAR (100 pl) 8

[0212]  * Ehi#

[0213] [& T %8 5 HZ SMTE S IERNF R AT — R IF 19 F PR ER .

[0214] MRIEELILEHIE 10 KA ZSALBEMEESIY), FEE %] . 7 U0 /DR, B J Ak
RS SR, VR TR TR B A LAY b . TEALTRAE 8], B AR AR BRI A R
JEEAR. 3 2 8R4 NHEXTBAMMIK—3, S0 EIIEKE . XS T 6
g WM KRA=02Z2—. - |

[0215] 4R, BUHBHII PR AN B RE (ZEMEEFL, B IR G ) , @it da o xRt
AT R — 2R B T 10% PSP /R SRR IAT B e HR e NSNS —+E
F 15% JEE, BJE BT 30 % MR, HEAT S 4L AL Yete |
[0216] 4FXTHLRRET M (SFBANBI RS ) —H 4K —Fbrid, RERER/RE
PR 52 (S AT R . FEARUEAL B 56 BB £ AeH FH RS AR HLBR 6 R BRI B R, IRIE T BRAGIE, IF
FRAE R B RVERS ME . AT RS0 3R B 35 B 22 B U (AR AR AR B i RS AT 2 B .
[0217)  SEWALENE AF RN E Ky S A AR E S8 AR T BRI
BV BT R R FNEE B ZH AR .

[0218] 2z, FH 6. 3G9 F0 6. 8G6 ALFRAY /R BIRET 4L B E vk

f0219]  SEMEW] 14 :HT o, B (PR BA 5T BTN 180k B 335 R 1 /) BRUI £F 4R AL o 28k
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[0220] RIERBRFE RN/ BN YL DB —Fh RN IS 4T LA 1Y, PSR IG 16 25 38
BIFEET R . FHRBRELAE - 15 REREBEEBE. 7 120 RZAONRS, HF4HE
BRWEA, TRk BERLAEEH 60 R, ZHEMBEBEESE 15 REAFRME|. i
SEHEBI A, MBS 0 RENES 156 RFFUE, LA 4mg/kg/ IR AT R xR B R A5 K MO I 41 44k /) B
JEE RS POV S SR ST FE B4R 6. 3G, B 3 K. TEZE 0 RiFRIFEF 4i4b, k2 <E N 5
BRERER, HE T 500 1 BB KT, IREN 0. 03 47 /kg. TE2E 30 RARTEENY), PO
B e 4EAbFERE . LAk 1E6 4E RN IHMEXT

[0221] WRES RIWEIF, W0 £ Munger % AFTIR, M R ERR S BEIMKIEES
TURRKITESL . i 15A FioR, 7628 0 RFF SR 6. 3G9 4b 3 B Z MR B R FE R
HE S BN, EEWE,6. 360 A E /LN kB EZ MG 15 RIFMER —FE 2 1
M BREA IR E LS.

[0222] AT AHEKIIERE R B KA SN ITE (FFL60 K) BT 6. 3G fkHiPHE
FH 6. 8G6 FIAEBH Wi PTIA 6. 1BA M E A2 I AT AL BVE A . Dk, BRATEE A kR E
FZE 15K (B 15 R) FAwEbiidabiE. REES 60 REUW, M2 ME B 2. W 15C
Fi7N, FH 6. 866 AbTE B EMFHIHEREBE RFROAHML (SERERZFEHAKEERSIPIELL,
RIEERS B 70% L E ). 6,369 4bTH th BRI IR, (B B ixse gl Bk B gt
¥ REME (B 150).

[0223] Bz, FETERETERAIER /N RP, KBFEE FHRARE S F 8T o, B REKT
B EPLAESR DA 4L B, B AEERNA AT B RAEF A A BB, X
TATRE 2 -

[0224]  SEHEH] 15  NBEHRGF o« B8 1

[0225] A THIE o« B EEEHREREX.MWET 5 LZBREREEMN 4 2I1EFEMEEIR
P FAER G R IER LR a B BiA. FIH mAb 6. 241 B LLE, RATKIN, SREREE
FIEHE SR AG B R IE & X AL, BB AP o B RA BERE. B, BEHRBAGP
a,B K LARREHTT o | B JIERZH AR T E X,

[0226]  SCiEfH] 16 7E B AHEBRR /D RAASFES o, B (89 A

(02271  GNRTATIR, o , B JREEHRIMGH K. FXBFR P, BFF T #8385 % 15145 1)
NRFIARFRES a, B HIRIE.

lo228] B EHEESZ I FERDROK ARG S W, # a0, George & A ,PNAS
96:12719-24 (1999) ;George Z& A, Am J Pathol 156:115-24(2000) ., 1/ mAb 6. 2G2,
IR o, B HIREAENEELEILEHIE 9.14.16 REZEF & .

(0220]  %fClbh, Bt FH mAb 6. 2G2 F S A ALAS I, AR AR IE s 1 A 38 B BT RE 1)
HFRR a,B FE B Bl ZERE 14 44 SHRMEEITINREMSEE 1 4 59 FHB
G RMBEEESHESE. 1222 SMBEAYUEHEERN 12 24 ZHgHEERES
MR EFIRTEARA P UERS] o, B SRIEER.

[0230] RZ,XLEHPL a B FiMEX FHEMRE HR2WRIET TE.

[(0231)  SZER 17 B Fh NKEEREP o, B (19 L1

[0232] HEERERH o, B JEERMNAE LR A @ 5 LAA] UL 2R B /KT B KSR IS, M
Piik 6. 2A1 FISL AR B V%, ¥4 T 28 AMEH LR o B Rk, ERERE/LMA
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LS o B EBREAMNREEE LR, KR, RBEAREER, o B AEZM LR
BB BiA% ERR REMRIL, ATH— SR EEFMMRS o, BHRIE, Detroit

F 6. 4B4 Gefo,, 38 1oy 240 MR 4y H7

[0233] 12 AN ERREMEANRER B o, B RIE, ARGBIEHM L (FACS)

6. 3G9 M A RF. LLOIEE 6. 369 KIS &, M LSRR E - BB a2y
BEE, B 12 EMNLEERRERBF =K 6. 369 5 6. 4B4 X MPE 40 L R 5 LAP BLiA
L& RImEl. 5 6. 369 AHEL, 6. 4B4 & a B o5 LAP &5 &K —Fh R BE B B AR A IIHIF (X
F Detroit 562, >10 1% ICq: Xt T SWA80B6, >30 1% IC &: X1 F SCC-14, >100 1% IC4) . X5
CART I 4h 45 SR — B, 290 6. 3G9 & —FhoRRE T 88 7o M HLIA, 6. 4B4 & —FF 53 BEIT 88 7e FEHT
1. ZEAE NS Detroit FRHRSAEELAY A5 6. AB4 KT L ARSI HITEME—2 (& 14B) . B
13— RREZMIL o B ATEIEXMEAMAE LAP -5 AEXN M. 6. 369 1

6. 8G6 fANAE MAIIMHITEME (SLIRTHATE SR —2) , M 6. 1B4 & a B 5 LAP &1 —
TRk e B2 BUR B FPHIF o

[0234]  SEHER 18 Hi o, B JFHWT R STREHLAE A ME F R A T h g /E AT

[0235] BT AMBRMBEYN RZEHREY (FWEBFSCID /MR ) CEE
A ME AR, SRR PUREFIME TR (S0, B, van Weerden 5§
A, Prostate 43(4) :263-71(2000) ;Bankert 28 A , Front Biosci 7:c44-62(2002)). &
I, BB 7E B R AR B R R N A B0 A R B B BRI a | B SR TR IR HL I ) P A K BE
J7. TEIZSERK P, RATEBAE T ATHE Detroit 562 MM ER ) FFh A AE 4 K IC M AR 0 M 47
FAPHEIS T —4887 a |, B FLAEH IR R BE DT,

[0236] 4Lk, Detroit 562 4Hf{ (ATCC) AEA L FIEFE (Eagle) PHIMEA, ZIFFF
FEAPEH omM L- BEEEF Barle’ s BSS, T & 1. 5g/L BREREEN.0. 1mM FELTHFEH
FFRFN 1. OmM TIERRENFD 10 % fR4F id, AEPFUAER. 295X 10°40M2 /0. 2ml FFREE (A

M) FTFHENEROAEM. 3-4 KEFFLE0E PR K/, 57 40 2 R IR 29 smm (K
FE) X 5mm (FEE ) oK/ BBENLAL, ZEES 1 R AR RS PO v S A0 iU e 1 Sl xod RV VR, Bl s B AR S
3 ¥R, 3L 33 Ko Kyl HLAR RN % PSR < (1) 6. 3G9, Img/kg, 10 KR 5 (2) 6. 3G9, 4mg/kg, 10
HU/NE ; (3)6. 3G9, 10mg/kg, 10 R /NG, 5 (4) 6. 4B4, Img/ke, 10 R/NER, ; (5) 6. 4B4, 4mg/kg, 10
HUNER, 5 (6) 6. 4B4, 10mg/kg, 10 F/NFR s F0 (7) AASTRE (PBS) ., 0. 2ml/ & R /M ER, 30 R/
o F4N, 5F 10 R N FiEST 2mg/ke UAAVE oAby 59 B ERVESTAESS 1 KRBT, )G
B 2 RIFEH—IR, B3k 6 IRIGIT - 7E 33 RE RS, M B A E TR R/, Bid S mHR
VT a B AIRIE, WEMERL a , B JKF.

[0237] B YE BoR, AR IR 4 E R N IRTIRIE o B iR EERIEE—
5AIEBH , BELIT 0 73 R PR 6. 3G9 TERIN (K BT = AR E R RSl fhE B4 (& 14A) - 4B
=, 59 BEBT i) 88 70 B Ak 6. 4B4 A& A (18] 14B)

[0238] B2, 7EALIEEY /B HR, RE DL A AR AR < 40-50%6 o #H S, S5PEBRBEIHT o . B¢
BrARASHEI b A

[0239] SE e 141 19 : a vB (fﬁ'ﬂﬁgﬂ/‘”ﬁ]{{

[0240] %% &0 AE P9 44 B BT PR 6 F 55 Ll PR RV AIE ( Z0 98 RE ) B L AL BBl D iX LT ik RE
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%5 BRSNS YR E EHUE FE B, AT R MR RN LK. &
SW480 8 4 ([R]_L) F1 SCC-14 =P FFR T Hi a , B Fuik#k WALAIRE

[0241]  H4HML 1:5 5FF, BFh T 4 BB £, FE37°CHI 5% co.ﬁ_ BU®. KH, R
BA TR HIAK 6. 8G6.6. 1A8.6. 3G9.7. 1C5.6. 4B4.10D5 Fll 8B3 ELRIKF K 201 g/mL. XLk
BT [ PR BB R A 3 SR N BE B FL A . WALRSETEI AN O /Bt B 48 /i . BLIERIET
2 0.5.10.30 73%h, 1 1.4.24.48 /NT . IOANZE ZPitA (HLER -Alexa 594) 1E A BAMEXTF .
B R E LA SRS REREAES NI S bR, IMAZREER -Alexa—488,
18°C 20 4y %h, AR e Pt MM 4 5. BEBFRM LIS, Ii N Cytofix/Cytoperm ¥,
18°C 20 /3%, B EFELMM . FIRVERAML, IMAZE AP/ R ~Alexa 594 (L EK
36),18°C 20 /3, ARICE BB NALII R o, B Fith. RIEVEELIM, AN 2% LK PR
B, AL A RMEK T, SRS Leitz Plan—Apochromatic 63x (1. 32 #{EFR, X
WE%E (ail immersion)) #14% (Leica) UL 2 EHUILZAINBEEG . M EEAR—DIE
VI, R BERE & TMEAOMMBE PR EZPREREDIGE.

[0242] X} FARHFE B T AU RIESLE (&% RCD KIBLIHIEL 1A ) , fn 6. 8G6 FN 6. 1A8, S %X
BRI, XA BH S 1 B0 S 5T B PUAA, W 6. 3G9, 7. 1C5 F 6. 4B4, RIUEEFIN AL

[0243]

 BRBEM | ®Ems  HHkmE

: 200[5;'-" 08 H 16 B PTA-3645 | Mouse hybridornd; violette mouse BH3 clone #56

Ty :violette Bl Bl#3 HEPE #56)

] rdoma violette mouse BI#3 clone #85
_ . _ Vi { B3 IEEHSS)

2001 &= 08 }=J 168 PTA-3647 ' Mouse hybndoma vxo]ene mouse BI#3 clone #2.

I ‘(fﬁiu‘t’fiﬂ wolene < 81#3‘%&#2)

) ,;zoon 08 H 16 H | PTA-3646

20014808 5 16 § | PTA-3648 |, S
: v _-;cwuma violetie B, BI#

2001 4£08 & 16 H | PTA:3649 | Moiise hybridom:
| | . (Fﬁ'/’:*:?)c’!ﬁ wolette B

{20012 12 A 05 H | PTA-3896

{20012 12 S 05 B | PTA-3897

20014E 125 05 B | PTA-3898 |1

[F001% (2 A0S B | PTA-3899

2001 E 12 B 05 B | PTA-3900 |

' (fﬂ@ﬁt#@ 7.1CS-1(#2))

[0244] AR EW KLU LMD X -

[0245] 1. —HPpTEBEYif, B @) FREE S o BHl (b) FHl « B SEARMHERIK
(LAP) HI&E6, L IC,{EHAKT 10D5 K IC oofH -

lo246] 2. sZili 73 1 BUPLAE, H P ZHLIA S B 594 30/% 6. 1A8 (ATCC IRJE S PTA-3647) 1
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A IHL AR B BRI 2 KT .

[0247] 3. SRS 1 BHLA, 3P R PS5 725508 6. 369 (ATCC {RiLS PTA-3649) 7=
E R B ES R RESIKTY).

[0248] 4. SEHEF R 1 BIHLA, B PiZP A& 5255/ 6. 866 (ATCC {RIE =5 PTA-3645) 7=
AP R B2 L KT .

[0249] 5. SEHEFE 1 BIFLA, F P iZPiA S 573558 6. 2B1 (ATCC f## 5 PTA-3646) 1
A PR AR R B E R R B £ K.

[0250] 6. SEMEZT SR | MIPFLAE, HP bk & a5 43508 7. 1610 (ATCC £RjR 5 PTA-3898)
FEAERTUVAE RN B REZIKFY).

[0251] 7. SEMET R 1 BOHLE, B PR Pi ik &7 5 22355 7. 765 (ATCC R85 PTA-3899) =
A BB AR AR B B BB R 8 £ BF A . _

[0252] 8. SEHiAR 1 HIFUIE, H P& 8 52430/ 7. 165 (ATCC ARk 5 PTA-3900) 7=
A AR AR B B B BEFN R BT BKES .

l0253] 9. SERES R | MFLE, HbpHihE o, B MESKBT MBEETF.

[0254]  10. SEitiJ7 X 9 HIPLHA, Hd M AR F 2 Ca® Mg® 8 Mn *'

[0255]  11. SEREA I | MIFUE, Hrpdifhs o, B MEEAIKET O HE T .

fo256] 12, —Fh#i o B Pk, HEHE T 4R E X (CDR) 1.2 F1 3 43 B HE A B SEQ ID
NOs: 1.4 FI 7 (5 51 4 Al FL42 5% CDR T ikt 73 B ZE 4 iy SEQ 1D NOs:10.13 1l 15 735140
%o

[0257] 13. —FhHL o B Fifk, HEH T 4k 2 X (CDR) 1.2 1 3 47 Al E 4~ H SEQ 1D
NOs:3.5 F1 8 I FE 51 4H i, FL 42 5% CDR /T3 b 4 5 F A< By SEQ ID NOs:11.14 F1 17 K734
o

[0258] 14. —FhHL o B Fitk, HEHF 4 EX (CDR) 1.2 F1 3 47 5 FE= A H SEQ 1D
NOs:3.6 F1 9 B 40 i, F42 8% CDOR ik 73 B2 A i SEQ 1D NOs:12.14 F1 18 HIFF3IZH
oo

[0259] 15, —Fh#i a B Hifhk, L EHF I 4wk 2 X (CDR) 1.2 F1 3 4r Al FE: 4 1 SEQ ID
NOs:2.46 F1 47 ()55 4%, Fo42 8% CDR ARk 7> B EE A SEQ ID NOs:48.13 F1 16 KI5
ZH %

[0260] 16. —FNHT o , B HiiA, HE M E 4 s 52 X (CDR) 1.2 1 3 4> i F: 4 H SEQ 1D
NOs:49.51 Fl 53 HIF 5L, B 1% %% CDR AE1E M 4> B A SEQ ID NOs:55.57 il 59 H/F
B 48 % ' ,
[0261] 17. —F#HL o, B Fiik, HEHE B ¥ gk X (CDR) 1.2 1 3 43 Al F 4 5 SEQ 1D
NOs:50.52 H1 54 [/E5) 4 R, B %% CDR /E1E b2y HI| 252t SEQ ID NOs:56.58 F1 60 HI/F
HI LR A% o

[0262] 18. —Fh¥i a B Pifh, HE7H SEQ ID NOs:19-36 F 61-62 /T4 — NI EHER]
BT .

[0263] 19. —FFHL a , B ik, H& 4 SEQ ID NO:19 FIEHER] A% 1 SEQ ID NO:37
FNERG AT A Y TN

[0264] 20. —HF¥y a B Fiik, 47 SEQ ID NO:20 B 21 A E %W 251741 SEQ 1D
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NO: 38 [R5 8ER] I 751 .

" [0265] 21, —FhH a |, B ik, B4 SEQ ID NO:22 BB FIAS S FFI SEQ ID NO:43
FIERHE R AR

[0266]  22. —FhHi a , B Fitk, FLE7E SEQ ID NO: 23 K ESET] A FE 51 SEQ ID NO:44
H R RE T R .

[0267]  23. —FhL o, B Pifk, B4 SEQ 1D NO:24 B ESE AT A5 1751 F0 SEQ ID NO:45
KR eE R B F ).

[0268]  24. —FhHL a B ik, &7 SEQ ID NO:25 B 26 RO EREA] 28 F %1 SEQ 1D
NO:42 HIaEn] RT3 .

[02691 25. —FhHi a B Fifhk, &4 SEQ ID NO:27.28 B 29 [ E 55 7] 2217 %)) F1 SEQ
ID NO:39 HR2BEm] AR IF 51

[0270]1  26. —FRbHi a B Fifk, H&% SEQ ID NO:34 BY 35 K% 0] A8 1 F 5 #1 SEQ 1D
NO:10 FIEEEET] A F 5.

[02711  27. —FHL a , B FifA, H4E SEQ ID NO:36 [ ERET] 251 F %) 1 SEQ ID NO:41
HI e AR IR Y .

[0272]  28. —HfHL a , B FuiAk, H57F SEQ ID NO:61 KA & F )1 SEQ ID NO:63
FIEEE ] RIS .

[0273]1  29. —FhHy o« , B Hilk, LA SEQ D NO:62 B EE T AR 1% 51)F1 SEQ 1D NO:64
R EE R I F Y .

[0274]  30. —FhEa SO0k, HEEHF R HE A o, B, ERAIME o, B LSRR
(LAP) I & o :

[0275]  31. SEHE/T 2 30 FIFLA, FoP i PiA&H 5343 6. 2A1 (ATCC 178 5 PTA-3896)
FEA PR K BRI E TS .

[0276]  32. SEHEJ7 = 30 MIFLME, AP E T 5243804 6. 2E5 (ATCC R 5 PTA-3897)
FEAE DA E K ERER RS AT .

02771  33. —FMH-E5Y), FH T IISET AT HE o, BN SHVEMRK, KEH LS
R 1-32 PRI — TP, R mT 2 A .

[0278]  34. s 33 BIAH Y, Hoh iR T 74 55 40 B RIS B

[0279]  35. SEHEF R 33 HIH-E4, Ho P iR B (s 2 K PR B F P

[0280] 36. —FpgvE, A TWITEA o B FHIRHEERAR o« B A FHIRMKELE
B OB 50 05 22, B0 35 o I 57 % B2 e P St 3K 32 BU 4 &40, AT R AR iz R BRAEIR FUR
€.

lo281]  37. SLjE/5 N 36 HY 7155, H PRI R Z A

[0282]  38. sLiE /73N 36 HUF VL, H PR B & A 41l .

[0283]  39. S5 3\ 38 MYy vk, Fo o B £ YE 4k 40 B2 0 L 45 e BT 4T 4 4b . B 4T 4L ER
i 6T 44k, ,

[0284]  40. LR 36 B, PR FR Z2EE R

[0285]  41. SEHEF R 36 BT, H A B R A B e

[0286]  42. SEiEJT N 41 Y5 ¥, b B i B 2 b B
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l0287]  43. SEHEJF R 41 MV, P PTREAE & DB AR FE 20 IR B L Mk il
N NN = =R 7 =) D N

fo288]  44. sLiEA R 36 M TE, B TR RN 2 BI/RERF RS 1E .

[0289]  45. —FFIMTE LB A LRRAE TR a |, B M TFT 1%, BB H AR A M LTS
= 1 5% 30 Hibisk.

[02900]  46. =L 5 3 45 I 5 %, P FTR Bk ik B 6. 2A1 (ATCC fr 7 5 PTA 3896) F
6. 2E5 (ATCC {R &5 PTA 3897) -

[0291]  47. FLATIE M 6. 1A8 (ATCC 1R 5 PTA-3647) »

[0292]  48. ZYATRIAHAE 6. 2B10 (ATCC {#HK S PTA-3648) .

[0293]  49. ZATHRI4HAE 6. 3G9 (ATCC {RIKS PTA-3649) .

[0294]  50. Z%ATJR AN 6. 8G6 (ATCC fRJX 5 PTA-3645) .

[0295] 51. Z¥ATEEAHME 6. 2B1 (ATCC 1R85 PTA-3646) .

[0206] 52. ZXAT/A M 6. 2A1 (ATCC {4785 PTA-3896) .

[0297]  53. ZASHE AR 6. 2E5 (ATCC 175K 5 PTA-3897) .

[0208] 54. Z¥AT/EAM 7. 1610 (ATCC ££5& 5 PTA-3898)

[0299]  55. ZLATRIHHMY 7. 7G5 (ATCC £ S PTA-3899) ,

[0300]  56. Z¥ATIEYHML 7. 1C5 (ATCC &2 PTA-3900) .

[0301]  57. —Fhr B HAZRER, Ho & 495 SEQ TD NOs: 19-45 F1 61-64 AR AR/ — AN F 41
[0302] 58. —F4rEEHIL K, B8 % SEQ ID NOs:19-45 Fll 61-64 F(ET — IR ZERF
¥,

[0303]  59. —FhEATTIERUIE, HEH 5443/ 6. 2B10 (ATCCIRFR 5 PTA-3648) =4 KiHilk
FH 7] ) B Fn 5255 2 IKF 3

Eﬂy
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[o001]

[0002]

PR

<1102 BIOGEN,

THE REGENTS OF THE UNIVERSITY OF CALIFORMIA

€20y W viB GHLpE

303 AL3GPGT

3 PCT/US03/08048
> D2003-03~13
60/364, 991

» 2002-03-13

03 60/426, 286

s 2002-11-13

30> 64

o1
211> 10

> PRT.

A (Hoio sépieng)

<4003 1
Ser Tyr Tht Phe Thi Asp Tyr Ala’Mgt'H%é
1 3 I

2102 2
211> 10
212w PRT

£213% A

<4002 2 o
Ser Tyr Thr Phe The Asp Tyr Thr Met His
1 5 10

<210 8
211> 19
<2123 PRT
<HIBy A

<4007 3

Gly Phe Thi Phe Ser Aig Tyt Val Met: Ser
1 3 10

ver The Tye Ty Gy Asn Thy st Ty Ast Gln Lys Phe Lys
5 Lo 14
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£40¢
Sex 1le
1

gy
2 Arg ob Gl

e , e e e

Gly Gly Leu Arg Awvg Gly Agp Arg Pre Sér Leu Xaa Tyr Ala Met Asp.
1 & 19 15

Tyr

<o

400> 8
Gly
1

Ala Lle Tyr Asp Gly Tyr Tyr Val Phe Ala Tyr
5 Lo

Gly Ser Ile Tyr Asp Gly Tyr Tyr Val Phe Pro Tyr
: 5 10

<400% 10
Arg Ala Ser Gln Ser Val Ser Thr Ser Ser Tyr Yer Tyr Met T
1 5 10

42105 11
LF> 12

<400> 11 ,
Ser Ala Ser Ser Ser Val Ser Ser Ser Tyr leu Tyr
1 5

5 10,

{o18> A
400> 12 . e
Ser Ala Asn Ser Ser Val Ser Ser Ser Tyr Leu Twr
1 B 16

[0003]
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o160 13
G137

212> PRT
€23 A

L4005 15
Tyw Ala Ser- Ken Leny Gl Ser
1 5

L200> 14
Q11> 7
212> PRT
QL3> .

<400> 14
Ser Thr Ser Asn Leu Ala Ser
1 5

2107 15
2L1> 9

212> BRT
<2133 A

400> 15

Gln His Asn Trp Glu Ile Pro Phe Thr
1 5

o3 ;G‘l"u‘, Ile Pro Tyr Thr
5

<400 17
Hig Gln Trp Ser Ser Tyr Pro Pro Thr
1 5

Z212% PRT
<2133 A,

<400 18 |
His Glo Trp Sef Ehr Tyr-Pro Pro Lhr

Gln Sen Gly Pre Glu Leu Val Arg Pro:Gly Val
: 10 15

Ser- Val Lys Lgtj Ser Cys Lys Gly Ser Ser Tyr Thr Phe Thr Asp Tyr
20 25 30

Thr Met His Tep Val Lys Leu Ser His Ala Lys Thr Leu Gli Trp Tle
35 Al 45.

‘[0004]
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[0005]

Cly

Mot Asp Leu A

Met. Asp Ser
il

<105 20
311> 126

Ser Val Lys

His
35

Iig

Ala Met
Val
50

Lys Gly
65

Met:

Lys

<4005 21
GIn Val Gln
1

Ser Val Lys

Ala Met His
35

Tle

Gly Val
50

Met. Glu Leu.

Alwm Arg Gly

Met Asp Tyr
115

Gla Leu.

Ley

Ile
20

Trp

Ser

KXla

Ala

GLy
100

e Tep

Letr

Tle
20

Trp

Ser

951

Ala

Gly
100

.G‘IU

Ala drg Giy Gly Phe

> Gly:

Ser

Val

Thy

Thr

Arg

B85

Leu.

Gly

Gin
5

Ser

Val
Thr
Thr
Arg
85

Leu

: Met:
7o
Leu,

Aig

Gin:

Gl T

Cys

Lys

Tyr

Met:
0

Leu

Ang

Glix

Glm:

Gys L

Lys

Tyr

Met:
70

Lew.

Arg

Trp Gly Glo

The

Arg

Gly

Ser

Lys

Leu

Tye

B
The-

Thr

Arg

GLy

Ser

Leu

Ty

Thz

“Thr

Arg

Gly

Val 1
Ser
T

Thr Ser V
T30

Gly

Gly:

Ser

40

Val

Ser

ly

Thiy

120

Gly

5. Gy
Ser
40
Gly A
Val Asp Lys
Serx:
Gly

Thi
128

Asp:

Glu. Asp Ser

Hig Ala

Glu. Ksp Ser

Lys The Asw Ty

vs Sey Sei”

e
Glu #sp Ser

. Thr

Pro. Gli Lew Vil

10
Ser: Ser Tyr- Thr
25.

Hig Ala Lys Ser

Asn: Thr Agn Tyr

80

Lys Ser Ser

sp Ala
90

Asp Arg Pro her

wr' Val The

Pro Glu Leu Val

Ser Tyr Th

25:

90
Asp Arg Pro Ser
108

Ser Val Thr Val

41

B0

Ata

Lys. Ser [

r Asn Tyr A

kst Gla Lys Phe

Ser

Vel

¢ P 'Sej:‘-

Arg
Phe
Leuy

45
Asn

Ser

Val.

Lew

Ser
125

Arg

Ehig

Ser Ser

- Val

Leuw

Ser

125

Thi

Tt

Pxo:

Tht

30

Gla

‘Gln,
Thry
Tyx-

Arg
116

Set

Pro.

Thir

30

- Gilu:

Thy

Tyr

Gln
110

Ser-

Ala

Ty
G5

Tye
86

Cys

Ly ALA

Gly:

&spr

Trp

Lys
Ala
Tyr

98

Tyr

Gly

15

Aspy

Trp

Gln Lys

95:
Tyx

Vil
Tyr
Ile
Phe

Tyr
80

Eys

Ala

Val

Tyt

Iler

Phe:

Tyt
80:

Cys

Ala
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{o006]

@13y A

400> 2%

Glw Val GIn
1

Ser Val Lys

Phe Met: Asn
35

Gly Arg Tle
50

Leag Gln

1le
20

Ser
Trp: Val

Lys Pro

.ys Ala Thr

Gln

Cys

Met,

Tyr

Leéu
70

‘Leén

e Gy

al :Ser:

yg Leu Val

Ala Ser Ile
50

&y
B5

Gln

Arg Phe
Met Sex

Nig

Gy Tox Lew ¥

¥ Léd Lys

@y Ala Tle

Leu:

5

Leu Sei

20
Val
Ser Ser

Thys Tlg
Ser Leu

‘8
Tyt

1, Thy

Leu Val

Ser.
20

GIy
Cys:
Ag:
Gly Gl

Ser A

70

Arg
ASp €

N@L &

Glu

Cys .

Ser
Lys:
GIn
Asn

“Thr.

Als

Thits:

Serr

Ser

Ala

Gl

et Glu

Ser

Gly Pro

Ser
25

Ala

Ser His

40
Gly
Val

Sex

Tyr Gly”

105

Gly Gly

Ala Ser

Thir
40

- AspoSer

Ty

108
- bl

150

Gly Gly

42

AsD:
Asp:

Glu,

Pro

Thr: T4

Asp

Glu
10

Gly

Asn

Lys

Asp
90

et

Gly

10
Giy

Gdu

Vil

G\l ¥
10

Lewy

Tyr

LYS Q.
Phe

Ser

75

Ser

Asp ‘TyF Trp L1y -Gln

Lew

Phe

Lys:
¢ Ty
7%

Ala.

Phi

Val

Ser

Lyx

Ser

Ala

Val
Thr

Arg:

Pro
60

Asn

Met

Lys

Phe

Leu

45

Asn

Ser

Val

Pro Gly Ala
15
Thr Gly Tyx
30
Glu Trp Ile
Glw Lys Phe

Thi Val His

Tyr Tyz Cys

Gly
110

Lys Poo GF

Phe

Lei. Gl
45,

Asp

Tle

Ty

Tyi:

Ser Avg Tye
5 g Ty

1p Vil
Ser Val Lys

Lev Ay 1

Tyt Cys Ala
95

T¥p Gly
110

Leu Val Lys Pro Gly Gly

15

a Kla Ser Gly Phe “Thr Phe Seuw Arg Tyt
2% 30
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[0007]

35
Mea Sex Ile -t
50

Gly frg
Gln Wer Set

Arg Gly Ser

Gly Thr Leu

115

<4007 25
Gln Val 6l

Ser Yal Lys

Trp et Asn
35

Gly Met The
50

Lys: Asp Lys:

b5

Met Gln Len
Ala Aryg Tyr

Glr: &ly Thr
115

£210% 26
<2113 121
1% PRT
<213y A

‘Her: ¥al Lys

Tep Mot Asn
35

Lys &sp Lys. 7
65

Met. Gln Leu

Ala Avg Tyr

Sei L

Ile

160

Val 1

Ley

Ly
20

Tep

His

Ala

Ser

Le
100

Ser

0. Ler

Leu

20

Trp Vi

Glin
Ser
Val
Pro

Thr

Ser:

85
Gly

Val

Ser
85

Gly

Atg

. Asp

Val

Gln

Cysi

Lys

Ser

Leu

0

Pro

Tyr

Thr

Gl

. Cyis

C Lys

v Lew.
74

Pro

Tor

Gy 6

Ser 6lu

Gly Tyr

Ser: Ala;

120

Pro Gly
Lys &la

Gl Arg

40

Ile Ser
B

Thy Val

Thr Ser

Tyt Thr

Val Ser

120

Fro Gy

Gln Arg

o Glu

The: Val

Thr Sex:

Tyr The

Asp.

Tyr

105

Aln

Seir

25

Pro:

Gl

Asp:

Glu

Ty
105

Ser

Ale

Ser-
25

Pro.

Glu

Tyr
105

43

Thr Ala

90
Val Phe

Glu Leu

10

Gly Ty
Gly €ln

The Arg

Thr Ser

75

Asp Ser
90

Tyy Gly

Glu Leu
10

Gly ‘Tyr

Gly Gln

45.:-,.w,_

g, Asn Tle 1
Met Ty~

Prg Tyr

Vgl Arg
e Phe
Gly Lew

Lew Asw

B0

Ser Ser

Ala Val

Ser Asp

val Gly

Ser Phe

Gly Teu

The Arg |

The Ser:

Asp Ser
90

Tyr Gly

Ser Ser

Ala Val

Leu Asp

Prio Asp -

The

Gy,

Pro

30

Pro

The"

Tyx

110

Pro.

Thr S

30

Glu. T

“Tyr 1

110

¢ Val.

. Tyr

%

.Gy

Gy

15

Ser
Trp

Lys:

Val

Lyr:

95

ys. Trp

Gly

15

Lys

Leu
80

Gln,

The
Ty
Ile
Phe

BO-
Cys:

Gly

Th:

- Tyr

Jle

s Phg

Ty

80:

. Cys

Gly
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[oo08]

Gln Gly Thr
115

£400% 27

Gln Vel Glm
1

Ser Val Lys
Trp Tle Asp

35
Gly Glu Asn

50
Gly Lys Ala
6.

Glri Leu Asn
Arg Gl Ala

Thir Ser Len.
115

C400 28
Gln ¥al 6ln
1

Ser Val Lys

Trp 116 Asp
35.

GLy Glu Asn
B0

GLy ﬁys,Ala

Gln Lew Asn.

Arg Gly Ala

Thi Ser Ley,
118

‘Ser

Leu

I}e

20

Trp

Leu

Thy

Ser

TLeu
106:

Thi

T.8u

Tle:

20

T

Lasu
Thr
Her:
Leyw
100
Thr

Let

Gln

¥al

Gln
Ser

Ile

Pro

Phe

Leu.

85
GlLy

Yal

Ser:

Tle

Pro

Phe

Leut.

85

Gly

Val

Giln

Thy V&l

Gln Ser
Cys Lys
Lys Gln
Gly Thr

B 75
Thr Ala

70

Thy Set:
Bly Asp

Ser Ser

Gla Ser
Gye Lys
Lyg Glw

Gly ‘Thi
55,

Thr Ala
70

Thr Ser

Her Ser
120

Gly Ala

Ala Thr
25

Arg Pro
40

Atg Asn

Asg Pro

Asp. Asp.

Tyr Gly
105

Bly &la

Ala Thr
25

Arg Pro
40

Arg Asi

Asp Pro: S

Asp Asp: &

Gly Ksp Tyr Val

Ser Sei

Gln Ser

Gly Ma

44

Vai

10
Gly.
Gly
Asn
Sexr
Sex

Belt)

Leu

Yal

10
Gly
GlLy

Asn

16

Lew

Tyr

His

Tyr

Ser

74

Ala

Asp

feu

Tyx

Hiss

Tyr

Ser
75

1 Ala

-en Asp-

Met,

Her

Gly
Asn

60
Asn

Val

Tyr

Met;

Ber

Gy Lu.

Asn
B0

Asn

Val

Tyr

Lys

Phe

Leu
45,

Thy

Ty

Trp

Lys

Phie

45

Glu.

Tht

Tyr

Tap 61

Pro

Thr
30

Glu

Alg

Tyx

Gly

- Gly
14
Asn

Trp

Tyx

95

110:

Pro.

Thi A

30

Glu

Asi

A la_

Tyr-

Tyr

Phe Lys

Gys:
Reicy

Ala

Tyr

Ile
. Phe; Liys

Asn,

Ile

80
Ala

Gly

Ala

5 Ilée

Ile
BO

Ala

Gl Gy

15

Val Leu Met Lys Pros Gly Ala
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fo009]

GIn Leu Asn

Arg Glu Ala.

Thr Ser: Lvu

115

Ser Val Avg

Tyr Tle His
35

6Ly Trp Ile

Lys Asp Lys
65

Mel Gl Leuw

Ala Avg His

The Leu Thr
115

<210% 31

<400 31
Gln ¥al Glo
1

Ser Val Arg:

Tyr Ile His
35

Gly Trp Tle
BY

.Lvy,s:: Asp Lys

Met Gin Lsa

s 1le Ser

20

oo Trp Tle

Ser Leu

Len Gly

100
Thir ¥al

Leu Gln
Ile Ser
20

Trp Val

Iyr Pre

Ala Thy

Ser Ser’

85
Val,
00
Val

Leu Gl

Itg Ser

20

Tep Vil

Tyr o

Ala Thr

Ser Ser

88

Leu.

Cys Ly

Glo
Cys
Lys.

Gy

Leu

FAY

Ly

Ser

Glo:

Cys

Lys

Gy

Lsu

70

Leu

la Asp Pre

Set
Lys-

Gin:

T Gy

ion: Ksn Ty A

v Asp Asp

y Tyr 6Ly
105

Gly Pro

Ala Ser

25

Arg. Pro

40

Bsry Val Asn

Ser

Lys

Gin

Asn

as.
Thr A

Thy Ser Glu As

- Ala Asp
- Ser Glu

'ASD Phe
L0%:

Gy Pro

Ala. Sex

25

Arg Pro

40

Val Asn.

45

. Gy

Sex

Ser
o0

Leu Asp

Glu

10
Gly
Gly
Tht:
Lys
Agp

90

Asp

Glu
10

Gly

Gly:

‘Let

Tyr

Gln

Lys

75

Seir

Tyt

Leu

Tyx

Gln:

The Ly

sp: Lys

Ser

75

, Ser

;;‘ {;Ly ..

a Val

Tyr

Val |

Fle

Gly

Tyr

B0:
Her

ALa

Trp

Yal
Tle
GLy-

CTyre
60

Ser

Thy
Tyr

Tep

Lys

Phe-

Lew

45

Asn

Ser,

Val

Gly

Lys

Phe

Leu
45

Asn

Sex

Ala Val

i Tep T

-Gl Ast

Ala

Tyt

Gly
110.

Preo

The
B0

Glu

Gy

Thr

“’[‘y T

Gln

110

Peoi
Thy
30
Gl
Blu

Thi

Ty

¢ Lys
Ty Tle
8

Cys Ala
95

Gln Gly

Gly #4la

15
Ser Tyr

Trp Tle

Lys Phe

Ala T

Phe Cys.

95

Gly The

Gly Ala

Ser Tyr

Ilg

Lys Phe

Ala: Ty
80

Phe Cys

o5
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[oo10]

Ala Arg His

‘Thr Leu Thr

118

val
100

Val

Gl - e

Ser Val ;A.l‘:g_

“Fyr Lea His:

Gly Trp Lle
B0

Lys Asp Lys
65

et Gin Leuw

HAla Arg His

Thr Leu Thr
115

£400% 33
i

Sur Val awg T

Gly Tr

Lys Asp Lys A

65

Met: Gln Lew S

Ala Arg His

<4003 B4

p 1lg T

Ile
20

Tep

Tyr

Al&

Ser

Val
100

Val

In. Leu

Val.
100

Val,

¥ Ser

‘Leu

Ser

Glo

5
Ser
Vil

Pro

Tht |

Ser
85

Leii Set

Ser §

B

< Prio

Thr

85,

Leu

Ser

Ser Gly Asn Phe Asp Tyr Trp Gly Gln Gly Thyr
105 110

Sexr

Gln S

;C«Yﬁ;

Lays: Gl

Gly 7

Leu
70

L. el

Ser

Ser

3 Set

s Lyy

Gl A

Asn
55

Thr

v Arg Pro

¢ Ala. Ser

25

Arg Pro Gly Glin

6y Asp

© SenGlu

Asn. Phe; A

105"

Arg Pro Gl

Ala Ser
265

Arg Pio.
40

Gly Asi

Sor. Asp

Thy Set

Gly A

46

- Asn

GIu Leun

146)

Gly Tyr

Thr Lys Tye Asd

Iys Ser

7%

Asp Ser
90

OLy Ty

Clydéiﬁ

Tht Lys

Lys Ser:

75
Asp Ser

Asp Tyr

-KIa~VaL‘Tyf-Ph€_C¥S
95

Val Lys Pro Gly Ala

15

Ile Phe Thr Ser Ty

30

Gy Lew 6lu Tep lle

45

Ser Ser Thy ATa Tye

80

Ala Val Tyr Phie Gps

95

¢ Trp Gly Gln Gly The
110

Led Val Lys

Ite Phie T

&ly Leii 61
v bel

Tyr Ser Glu Lys Phe

9t

Ser Ser Thr Ale Tyr
A6

Txp Gly Glo Gly Thr
10

Glu Lys Phe
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i Gler Glin Set 6ly Pro Glu Leu Val Lys Peo
160 15

Gly Ala $ev Led Arg Ile Ser Cys Lys Ala Ser Gly Tyr The Phe Lys
20 25 30

Fer- Tyr Tyr Lle s Trp Val Arg 6ln Arg Pro Gl Glo Gly Lev Glu
35 40 45
vy [le Ty Pro Gly Asn Lew Ash The Lys Tye Asn Gli
55 60:

Lys Phe Lys @ly Lys &la The Lei The Ala Asp Lys Ser :Ser Ser Thr
o5 76 Th 240]

Val Tyr Met Ser Ser Leu Thi Ser 6lu Asp Ser Ala Val Tyr Phe Cys
85 90 95

Az Arg His Glu Lew Asn Bly Asp Phe Asp Tyr Tep 6ly ‘§ln Gly The
100 105: 11

The: Lew Thr Val Ser Ser
Wiy

<210> 35
211> 118

2123 FRT

L2133 A

<400> 35 )
Gin Mal Gln Leu Gln Gln Ser Gly Pro Glu leu Val Lys Pro Gly Ala
1 5 10 15

Ser Leu Arg Tle Ser Cys Lys fla Ser Gly Tyr Thr Glu Lys Ser Tyr
20 25 30

Tyr Tle His Trp Val Arg Glw Arg Pro Gly Gin Gly Leu Glu Trp Ile
LI 40 4

Gly Trp Tle Tyr Pro Gly Asp Pro .Asn Thr Lys Tyr Asn Glu Lys Phe
50 55 B0

Lys Gly Lys Ala Thi Lea Thr Ala Asp Uys Ser Ser Ser The Val Ty
65 0 75 80

Met. Gln Teu Ser Ser Leu Thr Ser Glu Asp Sexr Abs Val Tyr Phe Cys
85 90 95

Ala Arg His Gliz Tew Asn Gly Asn Phe Asp Tyx Trp: Gly Gln Gly Thr
100 1085 11O

Thr Leu Thr Val Ser Ser
115

Gln Val Gln'Leu Gln Gln Sox ¢ly Pro Gig;LouﬂV&l Lys Pro Gl; Ala
5 1 15

Ser Val aArg Tle Ser Cys lys Ala Sgr Gly Tyx Thr Phe Thy Ser Tyt
20 25 30

Tyr Ile His Trp Val Lys Gln Arg Pro Gly Gln Gly Leu Glu ‘Trp Ile
35 40 45

Gly Trp Leu Tyr Pro Gly Lys Tle Asn Thr Avg Tyr Asn Glu Lys Phe
50 55 <10}

Lys Gly Lys Ala The Leu Ile Ala Asp Lys Ser Ser Sex Thr Ala Tyn
6%: 70 5. 80

[0011]

47
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Met: Gln Leu
Ala frg His.

Thr Len Thy

115

210> 37
211> 111
<212> PRT
R A
<H00> 37
Asp Tle Val
1
Gln Arg Aln

Thy Tyr
35

Lys Leu
50

Arg Phe

5.

Pro. ¥al. Glu

P

Glu Tle

val

Glo: Arg Ala

35

Lys Phe Teu
50

Arg. Phe.
65

Pro Val

Gl Ile Pro

Leu.

Set

Ser Ty Ser

Ser-

Val.
100
Va)

Leau
Thr
20

Ty¥

Ile

T
Ile

20
Tyr
Ile
Gly

.C,;-[u

Phe
100

8
751 Mot

ser
8%

Lew

Ser

Thi

Tle

Tle

Lys

by Sex

- Gl

85

¢ Thy

Thz

&
Tie

Met

Lys

Ser:

85

The

Asn

Sar

Gln

Ser

His
Tyx

Gly
70

Asp-.

Phe

Gln

Ser

Ty
Tyr
Gly

70

Asp

PH@

Leu Th Ser Glu Asp Ser Ala Val Tyr ng; Cys.

- Gly Asn Phe Asp Tyr Trp Gly Gln Gly Thr
105 110

Ser:
Cys
Trp
Ala

55
Ser

Thir

Gly

Ser
Tep
Ala

55
Ser

“Thr

n Thr

Pro

Ang

Phe
40

Ser-

Giy

Ala

Gly

Pro

Keg

Tyw

40

Ser

Gly

Ala

Gly

Pra

Al

Alg S

Ala §

25

Gln

Asn |

The

1le T

6Ly T

105,

Ala

B
25

GIn

Asn

Thr

“Thr

Gly

108

Arg

48

Seor
10
Ser

GlLvi

Leu

Asp

Tyt
90

Thr

Ser

16

- Tyr

Let

Leu

o Gn

Lys

Glu.

5 Phie:

7H

- Lys

Gln
Lys
6lu
Phe

75

Tys .

Lys

Leu

Ala

Ser

Pro

Ser

60

Thr

Cys

Val

Kla

Ser

Prs

Sex

&0

Thy
Cys:

leu

Pro

Val

Val

Gly

Gl Yy

Jeu #

Gln

Glit.
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Thr

Gln

Lew

Asp:
T

Ty

Ala

Gl

“Fhr-

Gin’

Ser rg Ser Gly Xla: As

65

Glu Asp Phe Ala Asp

85
The Phe 6Ly Gly Gly
100

Tyx-
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Trp

Trp
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Abstract

This invention relates to anti-a,f¢ antibodies. The monoclonal antibodies can bind
specifically to M.96. This invention also encompasses methods for treating mammals

having or at a risk of having a disease mediated by a,Bs or diagnosing a disease
mediated by a,s.



