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Lo — P e BRSO BOZ A I DR TR v B, Horp, Brid 58 v B Ak 2 thde AR5 5 N
FERM BP-11214 [ 2% 2298 KMA137 {55 & FERM BP-11215 f) %2598 KM4140 FI{RGER 5 A
FERM BP-11216 [¥J 442598 KM4144 [ —Fh 4 2898 A2 7= 1) v B foAd , LA S Bl fidd i) Dh ek
FrB% H Fab.Fab’ \F(ab” )« BEFUA (scFv) UM HUAER SRR V X (dsFv) .

2. — Fh Z 5298, Hoak B {£ 5 5 > FERM BP-11214 (1) 2% 52 %84 KM4137 . A 5% 5 ¥ FERM
BP-11215 2= 498 KM4140 FI{RFE ‘5>~ FERM BP-11216 [ 42898 KM4144.

3. — P DNA, H AR ER 1 BTk KR BOZ SR ) D Re 1 v B o

4. —PhE HBAE, A ABRIEER 3 Brid 1) DNA.

5. — Pl AR, HOB I BOR Bk 4 Bk () B 2 ik 3 N fE R 4i i 43 2

6. —PhHUIABOZ IR R Dy §8 14 Be i il 7%, T HBE BRI 2R 1 ik Bk 8%
BRI DhEe e i B, HARAEAE T, B BURI B R 2 BTk () 2 28 988 BOBURI 23R 5 BTl il 6 Ak ik
FEREFR AL R AT EE 55, AR RS =W A Bt BRI ER 1 il B BOZ IR I Dh RE 14 A
B IS = PSR SR BOZ SR ) D RE 1 v B

7. — Pl TgAl BRI, Bk TeAl B8 REG G FIRR 0 B AR ECRE X,
i A PR ) v, A FHACRIEE SR 1 BTk Ide AR BOZ AR R D Re 1 v BL o

8. —Fh TgAl AHISBIR KIS, Pk TeAl B & RESAEAMIK 0 A1
BEEIX, pra 2 Wif) b, S RCRI 22K 1 Brid SR BGZIUE I Dhge PE i B, o pirid B i
N TgA B o

9. BURIEE R 1 Bk (PR BOZ PR IO Th RS 1 Fr BOAE il 3 FH T TeA B9 B2 W7 771 PR G S
H o
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1 1gA1 Ff

BB

[0001] A WIS Je— A B s B LA BOZ A4 B, JLARr S PEIR T 45 15l S e Bk e 11 Al
Py R R 20 5 11 22 JR RO BSCBE X, P ach B0 IX A0 35 R 465 A LR 0 22 IR 5 R PR A T
B I b S AEAZ A IR 28 S0 RS U4 1Y) DNAL 547 1% DNA (R 38UAA  AHZ 3R #EAT B
AT A5 2 (¥ 54 A A4 A T2 2% SR B AL AR I AR B2 A e B i3 U ik 18 A Z D4R
BRI BURZ B0 LA RS AT SR BT BUE AT 808 (K36 777 o

HREREAR

[0002]  JEAESR, fRIE T AT SEB < fEFEE S MR R AR AR I KR BOINAE 5% 50
ARG A A M P Rk M S 1 BT BB RE S M R A A8k &2, BRI 2 1E
I 80% H AN FARSE M ST ME BIRIE N AR Ny 03B (L2 AT AR ) MsETR L
—# Tn $ilsl (WA (Thomsen) HLJi CD175 )5t ) FIAE1Z Tn H0 5 b BHINA HE FR 19 2
1k Tn HLJE (CD175s $HUJF ) BIRIE (AELRISCHR 2) o CANX LOREREDU R AE 5 40 J1L-F
MEEABIRIL, 3T HAEAEHAT I AR e e M F T ik i o A TR RO R (E
BRI SCHR 1) o 3K g 57 5 AR B 0 Do (1) 3 08 et AR A Ak oA A7 7 (D) R B 2 PR B AR )6
AR REAC R A R B R AT A . MRy Horp—4], Canan Mol e A, 4%
W2 SRR A& s i & B i B I R I8 T R A, 45 51, R BE A& k1t
FEHP IR PR W s 55 T FUERAME 9 IR 5 M b 1K) O TR AU RE I A= 400 picads 12 1 b 18] 7= 42 i
CAn, HEA AEEA PRI PP P RIR E 22K (Ser) HRAEBIF AR (Thr) AL
BEhAEAE AL B AT o BEEN- LB (GalNAe) HI45H (GalNAc a —Ser/Thr)
FIFAZ A 1B 3 MR (corel B 3Gal-T, T-& i BF) WIEPEALZ Tn HUIR A IEE JFR
A BRI — 4R LR, F AT TF SR (AR - 9B L8 H 50 (Thomsen—Friedenreich)
U CD176 U5 ) SRR A O FER UM RE A& . NTE Z PP 40 R rh, A0 N 1)
%0 1B 3 IR G TEREAS, 4558, FEREI A6 OB B BA T, MITTRIE Tn $1R
BURERRAY Tn FUR . SEAMLAAZ O 1 B 3 ~EIU NS R B VS ME RIS RO ML AR %, B3I B R
WA FTEFTERE AL, AE N HNLH 2 —, HEI A AL bz 1B 3 PILIE LRI
(R T 2 I8 BT 75 R 8 A1 S ) (Cosme) HIREDIR A T RAZ, 45 58, 40 194% 0 1B 3
- FURE R B v ORI P (AEL RISk 6) » B TAEZ AN E P AL R M 22 3] Tn
USRI, DR A 9 A N BB B AR M s A PSR A28 v 1) e i a2 A BRI AE 1%
S P R I K AN R 2 1 o b R 46 A AR AL (R AR A i 2 22 R A

[0003] LA BESS 14 A2 5 95 1 1 A R B T AH S ARGR PE R O J e . B4, B T
e LAAL, R Dy O BE 45 40 1 AR A0 550 1 O R RE B DA S I 0% » LN TeA "B TgA
B e MEN R BREE A L — R 3k 82 A A (TgA) BURLIRUTARAE B /NBR A ZR 5 X 22
BT WONERE M PR B/ NER'E 5, T 1968 4F H Berger B IRIRIE (FELFISCHR 2) o %70 A2
FE H AT AP P B NERE R R b 2) SR BRI S % o S FRZI VY e 127 TgA
B R AERE S 20 SF DA R RS SR R v, DR T AN ANBEAT N LB BUE B A . Htk
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AL, BAR Teh B 95 E i A5 s TR A R AOZA , (B IR PR T i R LA 2 PEAS BAE
HIaTT J3ik. fE Tgh BRETEE RN, RPN TgA FIAIEL (TgAl F1 1gA2) HHE 22 TeAl
DT B Bedh, ARSI IR A 2 —, R HRIE N TeAl o e e PR AR R B
INTEHEX [ O R ARG (1 45 A4 I AR B T U SR BRBERR AL Tn S (HE& A SCHR 3
AELHMCHR 4) o CAEH], MINT TeAl SEEX 1 O A MBE SR I FUME I AZ AR Tn 715
BRHERRAL Tn HUR I, TeAl 2051 B BB RE 0, S5 A PR IR i PR RSk 2 TeAl 1O
SRS MRS EE A, F B, BB AR B S AR TeAL 75T 1 H ()
TP LB TS bR ALGI T IIAE 'S RIEX (FELHFISCHR 5) o BEMIRIE 7 AEM TeA B &
F B A TeA FIAHRE, B Cosme (RIA R AT FEAZ-O 1 B 3 FA PR RHE I
FEAR (CAEEAISCHER 6) o B, £ TeA B9 B A VI AE TeA (AR P, BEEEAE ) & g 2 A
AR R, 45 R, ANREP AR BT IR RUBERE R TeA L, B AR, P AR BESRIE T TeAl. 1
N Tgh BRI ARG —, J2 1A S LG A S iR RS A TeAl B SWITIRUE S
NER B, SR TR B AL BN RE -

[0004] /RIS, TeA HMLVR M ERALZAN ) B 4B B 4 AL BRI R 4~ 4. B
FZ A N2 B AR AL B 2B B A TR Gt L 2L 23, 4 B AR LA 2y i 2 v O 7
FERERIDUE, 772 TeA BN E Z 0 A TR, 55— J7 e A, AL R 241
GIRA R Py, IR moR AT TE TeA Huddr™ £ B8 /700 B 400 se b A T2 B 40 o B 41
L, IF Al T4 B AR AR B M KR AR AR SR (BRI RS TeA BRI A AT
RITPEEESRIE T TeA (UL AL B 240 7 AL e AR B B mh ™= 22 DA S AR R BE SR TeA (1
B 24 i B A B o A T AR A AT R 4L 44

[0005]  CLANZYFHLR) TgA 'Bim 8 AL TeA B M (AELAISCER )« i B2k, /BN
£ TgA 'Bom B8 T L AL 4 B RO B G, 78 AR ML BRI S (A L KB /N BR ol 21— e £
RN IEEA B FIREBESR AR TeAL (AELRISCHR 8) o W LTIk, IZREBESR G T TeAl BIF
FURESRR TeAl RARHE Teh Bm KRG A M 2, (HITAFE R E W], £ Teh B LLAMK
JURR A 61 an ' i BPEZ I IR B PRS0 (Henoch—Schonlein purpura) fENH 5
GBI B R G VE L PR IE BAE N AEAE A TeAl RU-E 858 1 — A 20 R v 120 e sl o 78
Al [ HH DAL B L B BB S B0 DI RERIBEAR (AR AR 8) » 2T B 57, Mgk
B2 TeAl AR L TeA "B 9o A ARR I RR 72 KNSRI B AE VAR S 61 aniz Wi A W b 25 ) 93
TR S B RN 75 A s S LSBT AT AR

[0006] A TgAl RIERBEXARMELL TgAl HLEEZ BRIV SR 5 5 B 2R M4 E o —
B FR R AR TeAl 4 FIE R L Ik A7 T CHL 5385 CH2 S5 2 I I X8 70 %
RN TeAl 2 FIREEZ IR (FF15 2) d, 248 N Kim 5 223 L7 K2Rt
GHE S 240 ML L2 EIRBCGR 241 ALIFIE IR ML X XA TeAl BLEEIX #%
DKo AEIEAS NI 7R, B3 e HHZIX I P BInAT O B BB 10 R A IR 2t , R
55 225 AR RIR W 5 228 LI TR EIR 5 230 A7 228 W 5 232 P2 &R 5 236 71
SRR TAL . FAh, BRI N BT A SRR XA A, -5 R TeAl 707 B HE 2 Ik
H58 263 AL A RA BN 459 L7 R &AW L4 5

[0007]  fENILATH TeA BREACIAR BIGHE (AR A ) &% 83 H R A LR
T ] R IR BRURS: DA R A B AR P AR I 22 BF AR I 5 . B B AR LE, S#t 78 1 LA

4
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DAL A DA B S e 2 TgAL FFHT 24 R B I SE38 7730 (IR 455 Tn BUREEEEL
HERRAL Tn UM BE IR AE I KR BB B E (Vicia villosa) RIFEMEHER . KRLEL
(Vatairea macrocarpa) IR HTEE 25 KGRI HEEE 2 BURIR A (Helix aspersa) 3K
PRI AR 2K B 45 JL (Caragana arborescens) RKURMIEEEE 2 561 ELISA VB 1 %)%
PSR )% 2 D7 15 6 By 72— (AR R RISCHR 9) , H H T I Be it 4 2 BAT A IR A
BRI 5 HIF S PR, D, A7 B 5 A ORIF SRR M R S5 A 1 TgAl BIAREA 0
AR O RS A2 AME CLTHIAD S ) BARIE BT S A . 540,
15 FH Tn B0 B HUARA 20 MLS128.22-1-1 HBTnl BY Briclll 25/ ELISA BY 9035 5 (1 Bk
IR SRR R G IR — A8 S AR R AR A R MR A A (FE%
FISCHR 10) o 55— 75 T » H5 1) F SR8 P05 B30 B 5 45 A M SRR AR S5 i v Al AL AR
(1) TgAl AT &b 2 1 45 21 R0 R RE RO JUR 140 VRS 25 ) ok 25 o et BV e A PR P 1285 0 BB TRAT T (1)
JRTEAC (MALDI-TOF MS) ZFiEAT 43 B B 75 16 HL A e S A I R S A s A s (AR R
SCHR 11D o {HAE, ZHEEFEEA A AL BT 5B b L, DR e DURR L A e
Sy, M HAFAE g S EZE R R Ik m] WL, 0 AR IR0 Re i s S Mt | 11 55 HL e = 1 M s I B
I NSV B RE SR RE T & A ORI BEBEG TeAL 51k, B4, BARIA N ik A pi ek b iy
T TgAl IR 40 M AE L2 e Py BN 3R T R B0 & RO RE B A 2 TeA L, (H MR IR A BB S 5 57
P HL 187 2 MRS U P 4 1 57

[0008]  LhAREE ARITTIE (LRISCHR 1) w1, 1556, 7R e A HNE R IR Y 0 48 ik
1) TF PR (AR - 9 8 & e (Thomsen—Friedenreich) HUJE.CD176 $ii )5 ) KM YEESE
TR B B R ELISA AR 3R IE S Y TgAL, f{E ELISA MR . #55 , A AR IR Y iR
Al TgAl, B H A R Shr0 5 I 2% ELISA AR b, B 5 P Se il R AER B 1 1E 5%
T TgAl [ S BEAE IS A R ARSI A TeAl 45 GBI b & VER W BHE T 2 B2,
AR A, AR B TeAl BU8E X MR RESR FE AR S B By BRAR MR 1 588 2 1) A DR 1, T
HASBEHERR bR 10 5[ B3 SRR TgALl IR PR BHAE PR R U2 . A4k, H TR EM
BEE P2k th TgAL, (R, S AS UL AE 7L 18] 2 14 07 T A7 AE I /R Y 7325

[0009] A HIZE AR (CERISCHR 2) T/t kIR TgAl AT 240404 55, IRt 2 b
FIRIPVERE R 5 e SN RO E (IR A BEBRE RYR Y 1gA Z5 A JIK SAP 1
ELTSA B, AR b i 3 SRR i RE, At TeA H3RBIR b 485, B isin N- 2.5
KF I YA E R (KRBHBIE B4 B R VL) (AT, B A 0 A B Bl
IgAl. {HA, WL R T 52% M/ HEAR L o TN N- ZEREIERS & DA, B 5 N &
B P S B AR AR R R i b B I N- 2B A IR A A, I, iZ R A
NEITTIEAR R R AT I TgAl BHEIX 1) O FER RURSE (&5 AL 771 ThAs% AT 5
— 7% CBERISCHR 3) RN S 7732 A3 R SRR R LIS R E 78 A A B B R BB 2T
FE I 43 5 TgAL, SRJEHG 1% TeAL [A] 58 7F ELISA R b, #5545 , [A)1% ELISA AR L Asinet %t
HA TeA BEEX R TH WA RUK (PVPSTPPTPSPSTPPTPSPS) (1) fe K 2 w2 ik,
e, EHARC IR TeG FUREATRE I . 2072 0t 8 SRR I I &6 1 e Bk
BUREIX IR O ZUREREMT TeAL HEATHL I A 75 V25, WA S X BC8E XA Tn U0 B4 1A A B e s 71
TgAl BHATHr SPER IR 7 . S4h, BT TgAl FZEAL 8 FHAE N TF $ R ks e AR = 110
KRB B R, I, 3835 M5 & A R RS Fa 2 TgAl M YA e 4.

5
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[0010]  EARAS S ELEEAG INHEBEBRRE Y 1AL (730, (BT 7 23R BLISA ¥E 2 # i
TRYR AR RIS TgA B 9. HAR LRI 4197393 5 Hic sk W 7715 N N 772 -
HIE [ e A B Al BUEIX LI F 7 & BUik (PVPSTPPTPSPSTPPTPSPSC) 54+ 1t
T 1 e ] PR 2R BT S ELTSA R, JF 111 ELTSA AR s 0 g R ke o %07
Er ER S TgAl BEEXEF R AT A S (1g6 &) HIRBIR FIHsa i mat A
16 LR RIARICHY, BeBE R INZ 2 B uik. (&, ZiEd, BRI A S EBEIX A Tn 2
WL TeAl 454 M5 58 A B A 80RE X 1 0 URMEE () TgAl 45410 16 AU FHidk.

[0011]  FENEEFMEIR TgAL (M5 e BEPUAA, #1081l /N BREAT A TeAl EEE S A
G5 1145 21 19 B3506B4 HAAR TR 0 % /N B3 AT A BEFL R IR TgAl S mifs 211 3C10 $t
W (HAELRISCHR 12)

[0012]  B3506B4 HLAEEL 3C10 Huint IEH HEEEA TgAl WWHEAEMM:. 2 HAT ML, MARIR
SIS SRR I S R G A UG O ERE AR 1Al D FIOBUA.

[0013] 3k 0 A0 X A e AR N Al an /I SR o Ads S i, LA R e im 4 14U 5 BRI AE
MNEWNTE T H U RIUERASUE (APUNRPUAE, Human Anti Mouse Antibody sHAMA) .
CLHN HAMA 5 Pt FH 59/ SR e Sim 5 RIVER (FE R RISCHR 13~16) , U, TN/ At
WAEAR NI R (AELRISCHR 17~19) , BAR/AN RPUAEIIRIT 2R (FEEFISCHE 20, 21) .
[0014] Ay T fif ¥ bk i 81, 1F A S350 FH 2 DR o A R R A AU A N ik S AR A
Pk

[0015]  AVEALIUAR S /N PR SEIE N BUARAE LG, A2 00 AT il A 19 07 T B A 2 ML .
Bian, PadRiE , 2 AR EAT R SE08 b, S5/ BRPTAARAE LL, I G005 JE P A, 1 e s e K
CHERRISCHR 22 4R L RISCHR 23) o BI, NI BUR S 9E N DU b, XA =R R EIER 2D,
FERT AR HR T RUR KRR

[0016]  554b, BT AVRAL SRR A 2 (R B 2 4 A SR A, (R, 8868 il /5 R 2 PR X1 4>
o B AT v 1SRN ATV ESE (DA Id HEE) fHEX (BUFiEh C X)) CF
HEE C X1d M CH) B, Bei il fEBuis M4 e s va e ( BAN 1028 ADCC V&M ) RN Th&E
B AR CHERRISCHR 24) , 3F B, v RUARR L 2 52 B b /N R BT RE K (HEE A
SCHK 25) o FEA IR AR FRIA Tn HURSL TgAl (9774 Tn HUEAY TgAL 40 A A
B B TT R, Jy T I I S0 A AT A5 S 4 e B AR S A o 4D BT 2 T o 2R 4 g AT AR e
A, BUART Fe B (PR BEREBCRE X DA I IXI8) M-SR MERKE PEgn i #9EPE (PR
108 CDC Y& ) B ADCC VS M4 il 5 9E PE R IR 2L . FEANIIAYT 1, N T RIE AN BT
PR, ARIRAT A AR A B N BUR BN S (AEERISCHR 26.27) .

[0017] 1 H., BTk & A 5 LR 36 D TR A BE 5, A VR AL 40 44t 7] DL B B Fab.
Fab’, F(ab” ) 2. BEEHUMAE ( LARIEA scPv) (FELRISCHR 28) . &1k vV X B (BLRIE
RAN TR (Diabody)) (HELRISCHE 29) —iRsgfe i vV X 4B (BURiE R dsPv) (B
FISCHk 30) L2 COR MK (AELRISCHR 31) S+ B PUIH B, KBk Fr B S 52 8
3RS AE L, SRS AT R R (AR L RISCHR 32)

[0018]  ILAELASCHR

[0019] &I SCHk

[0020]  HHISCHR 1« HARKFHF 9-311132 5 A#H

6
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[0021]
[0022]
[0023]
[0024]
[0025]
[0026]
[0027]
[0028]
[0029]
[0030]
[0031]
[0032]
[0033]
[0034]
[0035]
[0036]
[0037]
[0038]
[0039]
[0040]
[0041]
[0042]
[0043]
[0044]
[0045]
[0046]
[0047]
[0048]
[0049]
[0050]
[0051]
[0052]
[0053]
[0054]
[0055]

REARE

[0056]
[0057]

LRISCHR 2 : H
LRSCHR 3 < H
Ak LRI SCHk

AL RISCHR 1 -
AL RISCHR 2
AR LRI SCHR 3
AL RISCHR 4
AL RISCHR 5 -
A LRI SCHR 6 -
AL RISCHR 7 -
AL RISCHR 8 -
AL RISCHR 9 -
AL RISk 10
AL RISk 11
A LRIk 12
A LRI STk 13
AL FISCHR 14
Ak LRI SCHR 15
Ak L RISCHR 16
AL RISk 17
Ak LRI STk 18
AL R SCHR 19
AL RISk 20
Ak LRI SCHR 21
Ak LR STk 22
A LRI STk 23
AL HISCHR 24
A LRI STk 25
AL RISk 26
A LRI STk 27
A LRI Sk 28
A LRI STk 29
A LRI STk 30
AL RISk 31
Ak LRIk 32

ARAEFHF 200724661 ‘5 AR
AT 10-111290 524K
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TgA1 [ 5 ba B UAR BRI B0 S B S 44 (1) 48 FH 7325

[0058]  FHERFFIERA LA O ERE G IR 0 ERAPERER TgAl 1B R Hulg
B R v B A ()43 FH 7 v

[0059]  FH T ok i /850 1) F B

[0060]  AKW KT (1)~(32) I,

[0061] (1) —FiEE sl HURBOZIUE I B He R R R 45 At ) BREE ) AL [ B
FENEIEBHIZIE (LURFRON TgAl EHE) FIREEX, Ard et X A8 RE A FA N L 2R
/ BRI NEEE (LANRRY O BN RE ) .

[0062]  (2) —FPre e HUREGZ A A B ARG A H 0 S AMEREN H TeAl HEE
B g hs 1 2 K R BCRE X P A S A R FURE ) O B2 BB RE R TeAl HBEMERENX, 1] 17
SIS RE SN 0 EEAEREN TgAl EREMEEEX

[0063]  (3) 4 (1) BX (2) PRk v HUATOZ IR A B o, REG A LI 0 &8
RUEEEAIE H o -N- BRI - 250 / 772 R (LAIFRA Tn fifi ) BUEER L Tn 31
SR 2 —Fh 0 B AR .

[0064]  (4) 41 (3) BTl (W e BEPUABOR U F B, Hod, R AL FMERY 0 AL 5
9 Tn Fili

[0065]  (5) 41 (1)~(4) FE—TUHrdR B v R FUAR BOZIUIE By, o, SR S B B s
FHRBFE GOSN | RN EAERITHIR 1gAl EEEMEEE X KIduik.

[0066]  (6) 41 (1)~(4) FE—IUHrdR i v R SR BUZIUIE i B, b, B s B B e
SN HE G TS | RRMEIEER TN 1gAl HEERBEEX 2 IR Hiis, 7 H.,
BT 8 X 22 IR A& AE 3% ) MZ 22 IR ) 2 B AR o 25 3 A7 (TR 2R 5 6 AL 25 R 55 8 £
(122 28018 V55 10 A7 I 22218 50 14 Ar IR IR ) 2 /b — AN B Rk B4 G A AR
FUHE ) N— ZLBE Y- FLWH e AR I o

[0067]  (7) f0 (1)~(4) HAE—TUFTR B s EPUABOZ IR B B, Hod, B v FE U & 0t
A5 REEAFIRER O FER RV EE (0 HMA C1 FIHIA A B A8 SR ) B 7 B A
[0068]  (8) w1 (1)~(4) " 4T — T Bir ik 1) BR. S B P Ak SOz Al Jr B, b, B B i id 2
FEMAL & ARG A2 AU O EE I AU AR TeA]l EEERBENX 45 o 5% B iR ik
KM4137. KM4140 KM4144 H {1 23 2 — i 55 v B e A4 R AR 549 S S 1) B T R A

[00691  (9) 41 (1)~(4) Tk 3 s U BOZ A By, Horp, SRl R fidg ot 5
% BRSO BE AR KMA137, KM4140, KM4144 H [ 2 /b —Fhi g RS T4 & 1 A AE T A5
REEAF AR 0 HERAUMRER) TgAl TEAEMECRE X IR AT BT 45 5 11 5 v B 444

[0070]  (10) & (1) ~ (9) HE—TB IR (1) 5 FE P BB B AG Fr B, o, R SRR fidd /2
T [ 2425988 KM4137 (FERM BP-11214) . KM4140 (FERMBP-11215) . KM4144 (FERM BP-11216)
(1) 22 /b — ot A2 90 A 77 I B S R AR

[00711  (11) @ (1) ~ (9) HAE—TFTR (1 5 e PR SR BOZIuiE F B, Ho, SR re R fuig
D A A

[0072]  (12) @1 (11) Bk (2 R J 40 AR Bz ik A B, v, IR B 4l Budd izt 9 A ik
Ak NTEALTUARFT A Bk (A

[0073]  (13) f1 (1) ~ (12) HAF—TFTR Buis i By, Horb, Hidk v BOAE B Fab, Fab’

8




CN 102712923 B Ww B B 7/42

F(ab” ),  BREEPUAE (scFv) ZRARM VX (R FuE ) ZRSERER VX (dsFv) A4
CDR [Py A (444 Fr B

[0074]  (14) —FhZchd, HAE= (1) ~ (9) T —TUFTR (1 B s B B A

[0075]  (15) —Ff DNA, Hogmhs (1) ~ (13) FE—TFTA KPR EGZ A B

[0076]  (16) —FpE A, LEH (15) Frikr) DNA,

[0077]  (17) —PhEEAbak, JIEDR (16) Brid I E A Bk S NG E40 i mig 2.

[0078]  (18) —FPfuiRBIZIUMA B il v, ATl (1) ~ (13) FE—TprA it
WBZUAR R B, HARHEAE T, 8 (14) iR 228 R B (17) Frid 3G (LR AE 5 37 2 b 3H 4T
B g%, AERE R A ORE R (1) ~(13) AT —T TR FU R BOZ A B B IR I IZ 37
U BUR BGZ A A B

[00791  (19) —Ff T1gAl M2k MBI 52 J5 7%, FTid TgAl B A S RS LA 0
R BE I BEED, Frid ik A (1) ~(13) Y E— TR M s0Z i A B .
[0080]  (20) —Mf TgALl (KA IR, BTk TeAl BABERE G IR 0 BRI EE N
BREIX, BTk iAss e, A (D) ~(13) T —IURT R PR BOE TR F B .

[0081]  (21) —Fh LAl AR AL EIA, Frid LAl BAM G RE A LM 0 &4
PEBERIRCBE, B i Wi, A (1D ~13) FE— Ik M3t B0Z i A B

[0082]  (22) f (21) PR, Ho, 5 B G M5 RE G LA 0 G A M4
BEX () TgAL A ICRIZI N B B Sl o o

[0083]  (23) 1 (21) PR, Ho, 5 B G0 5 RE G LM 0 GRS 14
EX I TgAl AHIRIIBIR A 1A B o

[0084]  (24) —Fh TgAl AHICHI R HIEIT I, Frid TeAl HAM G RE G LN 0 &84
PEEE B BUEE X, Fridias T e, & (D) ~(13) FHE—TRTR B fu g B s i B/ E A ROk
75

[0085]  (25) 1 (24) Pk ipvay7 57, Hor, 5 HA M E R LG LI 0 B A MEFE 4L
XY TgAL AHIRIB A B B Sl 5 -

[0086]  (26) f1 (24) Bk HIVAITH, H, 5 EAMERE G LA 0 E AR
EX I TgAL AHIRIITRIF AN 1A B

[0087]  (27) —Hh TgAl MHISHIR IS Wi I7 i, Bk TeAl BA A& ARG A2 LIMM 0 &
UM REIOBSBEIX, Frid S W i ds A (D ~13) T E—Ti A bk s ik A B,
XTHARE KRGS AR 0 AU FE R BHEIX I TeAL BEAT A I ELIN E o

[o088]  (28) 1 (27) PRzl ik, H, 5 EHAERE G LI 0 B AR
BUREX I TgAl AHIRIIBE N B & Fa )% 50 o

[0089]  (29) f (27) Pk iiZWiii%, Hd, 5 EHAERE G LI 0 A HE R
BCREIX Y TgAl AHIRHITIR N 1gA B o

[0090]  (30) (1)~ (13) HAT—THTIAMIHUR B Z I 1A A BEEfIE TeAl A OSBRI IR 77
IR, BT TgAl B8 RE A LAMEN 0 B RE R REIX .

[0091]  (31) @1 (30) Frid itk sazIiis i BRI, o, 5 B A A& REA LI
O BB RE MEIBEIX 10 TeAL AHSC IO N B B I 0%

[0092]  (32) @1 (30) FridmIbuikBOZITiE i BRI R, Horp, S B A& RE A LIAEM

9



CN 102712923 B Ww B B 8/42 7

O R RE M BCREIX 1Y TgAl FHIR IR N Teh B o

[0093] R EHAR

[0094]  HRAEAK H, GBS FEL—Fh g s BEHUAR, R R IR R 45 A HAE BREE E AL 1Y
FFE LR i AD 1K 2 BR I BCRE X, TR B BE XA & R 45 A UM O e UMERE . 740, i
AR, R IL AR AR O R RMRER L H R ERE (A AL [0 E B R 4
B %) 2 JOR (R BE R [XRH 2 1 25 P s VR 97 I B2 W 7

Bf$ &35 R

[0095]  [&] 1 /23R IR Bk pCR2BSPVH (4 E i FE (Y 1] o

[0096]  [&] 2 2K R BRL pCRIgA HIAAEE TR 1 1] o

[0097]  [&] 3 &K/ BRL pCRmIgA (R4 IR AR I

[0098] & 4 JEFRIRJFRL pCR2BSPmIgA A &R 1K

[0099]1 K& 5 JEFRIRJFRL pKAN932BSPVHmT gA (144 s i Fe I

[0100] & 6 /&Ko~ mIgAl-Fe ) SDS 5P i Bt i v vk () 181

[0101] & 7 j&iBid BLISA ¥E5%F mIgAl-Fc [ O ZE4% R0 BE 45 M T i 2 2 . 9
HHRINFE PR 415nm, S P 490nm N RFIE G 5RE (0D415-0D490) , ML FI{E %
TN E (ng/ml) .

[0102] &l 8 Zjdit ELISA V20 7 (1) 55 v B P Ak 1 46 B e e e gE AT A 15 20 . 4
B8 ELTSA FWROBHE , R LA R tH B85 T e AL B R 256 1

[0103]  [&] 9 &I 5% 4 ELTSA VAR £ V7 (1) B S B FUAR 0 45 & 05 S R g AT 43 #r i 45 21 19
Bl B, Tn HUE BN TgAL TR, T B, NLRKRIET TegAl A5 i. Ik
RS, MR R 5 R S (v g/ml)

[0104]  [&] 10 2 38 b 3t x40 M AR 6 22 7 1 3 B oA 1) 25 5 5 S 1 R AT 40 B T 453 21 (1)
K, BN SR IE mIgAl 1) DG44 A bR 4 A B L, T~ BONIA S R IA mIgAL [¥) Lec8 4
MIRREE A IO . IR N0 BB, RE R R R IR

[0105]  [&] 11 SR IH L {8 FH 42 37 (1) 565 v B e A4 v A [ 900 ELTSA VAN R REBRFE Y TgAl
BATERMARNES R PHRRZBOLE, MR RAPUEARE (Lg/ml).

[0106] & 12 Ry R4 AR (FCM) JU5E KM4137 ( A ) \KM4140 ( @) F1KM4144( @)
XAV RGP INA Tn ST 9 mIgA 8255 K 5 vl B P4k KM4137 (a) « KM4140 (b) B
KM4144 (c) 5 Tn HUJE BN [gAl 4 A B MmliE T m AR L R . RN
K 4150m Z K 490nm T FSFI 965 E (0D415-0D490) , MR R F RS (ng/
ml) o

B h N

[0107] AW Je— P sa B DU, e PEIRUR T 45 & s S sk BE 1 AL B SR B A
G X 2 BRBCHE DX, Pk 8B XA 25 R &S B2 IR 0 B BE . MM SRR A AL
BB DY, R 2GR g A G BR A 1 AL A R A B DA W38 T, AR DA — 8], AT BABI 28 A0 5 G
A i G e Bk E AL R E X R RIR TP (7855 2) BB P (F51%5 3) |1
B S3oh, AT A% AT T 5 REFES 3 Rom AL P 1) DNA 2820 0F H4whd HAT TeAl

10
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HEE N Re 1) 2 IR ) BE R S AR AE A R B Y TgAl ERERL R A

[0108]  7E™ #5564 T 22 3¢ 1 DNA s2 15 LR 7315 3 7R B L7 51 () DNA 9 HR%E!,
TE ARV 24 01 W T B 24 2074« DNA EVIZR 24 2274 . DNA Jf B 97 25 i 15 31 (K BE 5 24 22 [1) DNA,
BARI S, AT LAZ 28 I8 3k a0 F 75 753047 45 58 1) DNA <3 FH [ 2 A7 >RJ5 T 2% 52 (1 B2 7 BO0R 1
BEM DNA B3 B Z P 5K PCR P~ Bk 55 % DNA IR JE#e sk Bk F, 75 0. 7~1. 0 BE/R / FF
[ EAINAFAE T AE 65°C FREATZRAS, S85, T 0. 1~2 F5IRJEIY SSCIETR (1 FFIRJEIT SSC
VAR AR FE 150 ZZBE/R / FHRISEALEN. 15 ZZBE /R / FHIOFTEEIRAN ) , 7E 65 CRIZAE R
TBUELt JE A BRI A, LT B . AP BMKHE [Molecular Cloning, A Laboratory
Manual (4 F5al&SLiGTR 1 ) , 38— fin (B R ik s256 = H fluft, 1989) (Current Protocols in
Molecular Biology (BB 4 FAEM2ASLEG Tk ) (Lymior R F R A #), 1987-1997) .DNA
Cloning 1:CoreTechniques, A Practical Approach (DNA Til& 1 A% ORI ARSI TE),
AR (AR, 1995) ] S HPin s 7 vER AT o BN RRIE 22 2C 11 DNA, 7] DA% 28 5 1771
5 3 RN BB P F LA B0 60% DA [RIVE R F DNA, Pk 5 57 715 3 RN B 7 71 &
A 80% LA FIVETER) DNA, BARIE S JP3%5 3 RARMIBEEE 771 B 95% LA RIJE R
DNA,

[0109] Al B AZ A 0 & (5 1 22 IR RO e 27 i s mT AR B TR 1) 2 A5 1 AR R W
HAE ) TgAl FE B DR 1 B, R AL 7 271 R 22k DR 1 22 265 P i A A R A8 (1) 2 AT o

[0110]  fEN TgAl HEE, A LAF%E A5 2 RN AER T 2 0K 85 7E 75
5 2 RORME LR 751 o s g BB I — AN DL R S R R T s = R R Y v R
IgAl HEEMIIBRII Z K s A B & 5775 2 RO 771 B A 60% PA | fLidk 80% LA
VR 90% A b Eefik 95% DA B R IRIVR VR Z IR T ) HL B AT TgAl BHEE DIREN £
RS

01111  HAAEFIS 2 RORMAIERR T 5 sk BURBUAS IN— A BA 1 1 20 5L B2 1 ik
(MR 73 () 2 K AT LA i 759445 8 «ffF A (Molecular Cloning, A Laboratory
Manual, 55 — ft (& R ¥ 52 56 = H fie #1,1989) . Current Protocols in Molecular
Biology ( 418 mi 7 2T H A ], 1987-1997) Nucleic Acids Research, 10, 6487 (1982)
Proc.Natl. Acad. Sci. USA, 79, 6409 (1982) . Gene, 34, 315(1985) . Nucleic Acids
Research, 13, 4431 (1985) \Proc. Natl. Acad. Sci. USA, 82, 488 (1985) ] &=rhid # 1) 5E &K 48
% RS B P55 2 ORI B IR 7 F1 1) 22 IR () DNA 3 N8 R . Bk UK
BN B2 PR A A R A IR, i N — AN 1~20 DRI REEER, EALE N
—AERA B 1~ DR FEE .

[0112]  7EB AR A UL 1915 B0, A R BH Hp ic 380 1 (R M 59 20 (8 mT DA {3 A 4
RN T3 Jn i [RIVR PR RS 28 A2 5 1m0 vF 5 L 1 BEL, X TR 7 A i, AT BAI AT A
BLASTL[J. Mol. Biol., 215,403 (1990) ] * BRIA B9 Z H0i oF 5 0 50U(E &, X T & AR )T
B &, 7] LA A & . ff B BLAST2[Nucleic AcidsRes., 25, 3389 (1997) ;Genome Res., 7,
649 (1997) ;http://www. ncbi. nlm. nih. gov/Education/BLASTinfo/information3. html]
HERA S Em T R EUE S

[0113]  fENBRIARIZSEL, 6 (IO, Cost to open gap) FEBMIEE T H HITE LT A
5, LRI TGO 11 s—E (AL 4, Cost to extend gap) FERREESTFI K]

11
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BT 2, R P FIRIE OL T A 1 —q R RERTEC T 70, Penalty for nucleotide
mismatch) A -3 ;—r( ZHEEILAE 5%, reward for nucleotide match) N1 ;—e( HiEE
{E, expect value) ¥ 10 ;=W FK KN, word size) FEBMIEFFIHIEHL T A 11 o,
FERARR P N EIE LT N 3 kAL s—y (AR A9 T B (¥ BIEL, Dropoff (X) for blast
extensions in bits) 7E blastn 124 20, 7E blastn PAAMIFEFH RN 7 X (AL EEA R
FE{E, X dropoff value for gapped alignment in bits) AN 15 ;-7 ( &2 ELXHHY
FNF&{E, final X dropoff value for gapped alignment in bits) fE blastn K 50, 7F
blastn PLAF I FE PN 25 (http://www. nchi. nlm. nih. gov/blast/html/blastcgihelp.
html) .

[0114]  AEFIT 2 RNV TP 5 7 5 I 2 KA DL i AR GUREE AR N 7 &
HIR 712k BIAE, B, T DU 9w b5 7 515 2 SRR B2 R 7 51 1 DNA 11— 884 B 2k 3F
X FEANAAL FIR DNA B RE B R AR 3 AT R 72 kb E . ok, T X AREdIAE R 2 Ik
B¢ DNA, I8 5 BRI 72, 7] MR B R A R3S 2 FoR I RT3 HIE 5 7 51
iR BAREA I — > DA b X U B Tk P 2 L PR 7 P IR 22 1

[0115] A&, B &R A LI O EEAERER . H TeAl HEF A REM 2L, R
BERAGRE SN O EEAEEEN 1gAl EREW AT, BAKT S, 7l AP)%s A5 R
B ARER O TR B85 3 RONITEL 7 5 gnbd ¥ 1gAl EEELZ K.

[0116] 1k Jy TgAl B9 8¢ 8 X, H A& 1 5, 7 BL %) %% . 5§ ST Wk [Biochemical and
Biophysical Research Communication] F1/vHH] TgAl FEEEZ KA EE 223~240 £ AH 4 K
XIEE . AR, B REG AR 0 BN H TeAl HAFEE gD 1 2 Ik
BEEIX, RERAUS ARG G- LILFEN 0 HEH M BEI oAl H4HE 2 IR A 8CRE X I35 m], HoAk
S, A LAFIZS AR5 R G IR O AU E 1 HH T 21 5 3 KR IBRIE 7 51 b (1)
TgAl EEEZ IR P AL FES A HTF S 1| RN EIER T .

[0117] O EHAERE SR E A LR (Ser) B ZIR (Thr) ZAZERRREHED
R HE PR BE v & 16 —OH JE 1 45 A B R RE IS5 M . 78 O 1B BE P, I 2 Ik 1Y Ser BX
Thr S LR MEER —OH & E456A N- LBEEAREZ (GalNAc) 1 0 AR RERR ARG 8
RUBESE. VB O EREAUREE 00 BAg 9], v LAB 2% T Pl (TF 5t ) BEERAL T $ /5 Tn $i
BUHERRAL Tn FLJESE (R Do

[o118] [ %% 1]

[0119]

WS R A2 R WS4 R

Tn HiJH GalNAcl a — Ser/Thr

FEFR 1L Tn P NeuNAc a 2 — 6GalNAcl a — Ser/Thr

A Gal B 1 — 3GalNAcl a — Ser/Thr

HEERAL T TR NeuNAc a 2 — 3Gal B 1 — 3GalNAcla — Ser/Thr

[0120]  (NeuNAc :N- Z.EE L2 8 )

[0121] AR, REELIMER 0 AR S /2 B B A BT Ser B( Thr (12
FEHR L[] —OH JE 45 5 10 N- Z B L ILRE G (GalNAc) FRZEFEAM (Gal) (190 YRR EE,
HAKTT Z, AT LAF2E B3R () Tn HUEMPERRAL Tn 05 o REESFILMEN 0 BRI 1E 5
O P RO 1A RS 72 b i v (A, 00 A8 12 55 40 B R 2 11 B R L ASAEAE , AR SR T

12
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TS 9 S5 L LU 58 AT ThOL SR B A

[0122] PR, AR, AR S E AR 0 ERA R v WsE BE S
SRR E AU BBk R AL B A, A S R RE Y TeAL i D9 B mh i A
TgAl.

[0123]  fEJy O RN EE T 455 1 22 IR P B 2 AR IR TR, AT LA TeAl EEREZ JIRIEL
X EIER PP L AR (Ser) BUREIR (Thr) FIRILERERIE.

[0124] 55 Ak, X T 0 3% 42 BB 8E B 45 A 10 2 0K o 10 20k 1R Ak ik, AT DL aE i A A
NetOGlyc3. 1 Server (http://www. cbs. dtu. dk/services/Net0Glyc/) 25 7 ¥ ¥ & B A =k
NG & O FER AU RE (LG P 1 o B, A DU B 0 A BE IO B AT
i (MS) Bk 2 FAR IR BE LS 5 60 i

[0125] AR, {EHN TgAl EHEZIE L1 O TR EE AT s & 0 BHE X 2 ik I &L IR
BRAE, 7 TgAl HE 2 IR HOBCRE X 2 L IR P 91 TP AT B — A Ser B Thr 75 EIAIDAGE & 0 1
PRI RE, LI DI 28 Gk AN TeAl HBEZ IR IR T 71 4 225 A7 752 R 55 228
BrRF 2R 5 230 A7 22 IR 56 232 A 22208 55 236 A 7 AR H 1 & b — A2 5k
PR BRI BE 45 B B o

[0126] fEATE—7+ TgAl EHEEZ IR EREREX L4551 0 AL, RE /b
—A Ser BRIEEL Thr btk B45AH 0 BRAUREFERITT, 0 R MR B A TR 2 -

[0127] TR NZREGRIA AR B H A5 RES S IR H O SR B RERY TeAL (LA T A pESE
BREARL TgAL) AL T2, Al LUEE R JriEfi e s B e B [ 2 TeAL HU4HME AF 0 3%
RS O R, FIAE 2 K B/ Ser/Thr F&G ) N- ZBEEFLRERZ (GalNAc) B
Gal B 5 iZEG SR E AR B IR 57 - AP (UDP- 30 ) iia
FH IR B 15T 45 ) M PR AR B i 2 (R 4 bk b 3 N TgA L B DNA FHZwhY TgAl F24E
(%) DNA, FH i/ E R R BE SR L TeAL IZNAE . 55 A1, R mT DA ik o 0 il AR > L5 Y Tl S A
FEIRIR X R B A5 IR 0 BUBERENT TeAL B MRS AE F R BIE RIS KA RS IR
O FEFERUPESEN TeAL HI4H L.

[0128]  fEARF ZHE LK Ser B¢ Thr 455 1) GalNAc BN Gal FOBER B 44K, 7T LTI 25
B 1, 3- AN ILEEFLEE [The Journal of Biological Chemistry, 277, 178-186(2002) ]
o TN AEASHZ K R Ser B Thr 255 (1% GalNAc EFRIN Gal FrOMmE AE PEAH C 1
B E B, L2 5z E R H B S R B - 4R Cosme[Procedings of the National
Academy of Sciences of the UnitedStates of America, 99, 16613-16618(2002)] %%,
[0129]  TgA "B J S & SRV I TgAl RIEHM M, H T 9= 2 Ik B Ser/Thr B 454 1)
GalNAc EFftinGal KR -5 1B VS PEAH O I 82 1 BB UDP- - SLBE I 4% e A o0 1 22 1 i
SR DNA B RAE TS 0 Sk 2R SCHRU A A58 T S8 e ) v P P AR e sk %, DRI I, AT DA g R A Wl
BREEM TeAl HI4H KA o

[0130]  fE 5 UDP- 3L 0 1 %% iz AH OC 1 82 A 5T, 7] LA 31 2% UDP- - FL M % i R 1
o A v UDP- F FLBE B da &5 O B0 T R IK BB 2% 1 4 i &R, BT DL 1) 2% Lec8 41 iU
[Glycobiology., 1, 307-14(1991) ] %%,

[0131] AR, fE N FR B AL TeAl FI4BM, AT LABI2E 76 A AK i P P AE A2 1)
A FE AAZRS PR A ) 0 7 ) 4 R B I B DR A RS B Al A . Pl

13
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FI2E BN ERTAR O BRI RE G B R 2 0K B Ser/Thr E456 1 GalNAe EFft
Tn Gal (K 5 iZ B RS AR DS 8 (A R B UDP- 23U (1K 84 3 A1 2% 10 B A 5 45 TS TR g
fIREER 2k (X 40 e 3% A A (R 1 o 0 HLAE A AR b AU P A7 A R 2 e 55

[0132] B NAE A AR o PRI PR A7 AE (1) 40 i, LI 75 O 3% 42 B BR  5 pladt F2 b i) 2 K B (1)
Ser/Thr 254 1) GalNAc BN Gal AR . 5 1285 (135 A 22 10 2 (A i Ek S UDP- 2L RE 1)
B s M R I B 1 0 A S PR PR BB R 4l i 3R, BART 5, 7T LABIZRAE 1A ‘B i 5 44
PN BRI A AR P R AR TgAL FE 22 JIK () 4t e, 48] 2, W DA 280 Tk vl A 3K 2 S 49 21 1 4
P2 AH IS 4 U B M8 A 3R IA TeA L FEHE 22 JIR B9 40 e

[0133]  fEAyidack 2 DA 40 HoRAS B 4 g, AT DAZ 28 1 S 40 e < iAE 3 o 4 AU pE St &
RO FE A I 2 K E1 Ser/Thr F4547 19 GalNAc BN Gal (. 5% BERE HEAE S & A
JRES UDP— - ZL 0 ) % i AH 2% 19 88 o 55 137 PR PR B 2R 19 1 32 40 e, 0 5 9w E
FRZ BRI cDNA FZRIEEAE S NG EAIM R, H LRI FEBESE A TeAl.

[0134] 1B A1E 40, BART 5, 7T PAB RS UDP- A M EE 1z 2 1 36 TE B A LecS 4
Mo, B, R OB 1, 3— PFL R L AR I B R A DS Comse £HAR 88 1 [ 7 5 1 A7 i 1)
T T PR BB 1 TgA "B B3 SRUR 1K) TgAl FRISANMISE

[0135]  BhAbh, fENGIVEREREGRIG Y TgAl SRRV, T DABIZE A A IR R 1gA1 Rak4H
Mk IS BEREBR AT TeAl & A BT AL I 5 5.

[0136]  fENIREUHEREERRARL TgAl B8 K55, Wl LA DA TgAl B2 5 HAm Y (k&
B AR RGATRIE MR IREL . /E A5 TeAl QRS RIYIR, 7] LIBI2E FiiflE E X
FUAk Fe B GST A2 A bnss (N His 525 ) B Myc bRa8&E £ ik, Z o & H
A DA S AV R e MU A SR A Z A R s Ak

[0137] A BH ) B0 o B P AR B Ak A Bt B 7531 08 B B 6 72 ToA 1 201 fit Tomse e Sk
fa TgAl B AWM.

[0138]  AKRARIUEBOZIUE A BLS FERERLGE A TgAl AL G Hlann] bLE s AN 77
TERAIN AT 2 1 S 2 DN T 0 S e 2 ' 40 T e £ 325 S SR i W\ SRR R 5 B R ) 40
s IR PRI A R T B Ak, AT DA 511 S 224 0 7512 [Monoclonal
Antibodies—Principles and practice ( HLoEFEHUA ) RN 552 ), 88 =ik, EEFZARHE
fickt (1996) ;Antibodies—A Laboratory Manual ( HAASZIGTE R ), ¥ SR HESLIR % (1988) ;
Boo-rviEER~ =27 v (BRuETEKIRIEN ) Bkt 1 2>y 74 74 S
(1987) ] A A kAT A -

[0139]  fENAKR BB e BESUAA, Al LAFIZS « A48 A 7= i id s LR BRI A & fodk
HE R AR BAR BEAT e AT 453 2 (1) 5 b A 1 R R B A s

[0140]  Z&AZy@ ) m] DLE L R 5 vA 6 4 il Rk IR sE e TeAl MO iR SR
NPUR, M EETUR % 5 Kah s 5 th B SRR R o A = gn i, #1851
A P N B R A MR S o I N2 AR AT HEAT B 3R B N BN i FH 12 24 5 Y 4 e i
fEZ B A9 PR K X3S FR M BB K AT 40 18 L 4lifk, 7T DRI B RE B i 4 TeAl
EIN L

[0141]  FENBHATIUE 5% B3040, R B RR0E il /E 2 5 98 Ul 35 ] DU A , AR 3248 A /1N BR K
BB B S AN, BRI R I 2 A0 98 AR P R AR S B R AR A R B AR N IR
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SRR AT FUAR T A B8 77 (AL, A5 A S0 02 40 M S e S0 %, SR S B B R A1 B Rl A
M R R AR

[0142] B3 R 044 A2 F8 B — i B PO P04 7 A 0 B BT 4 M RO B AR i PO SR ] — AN R Aor
(WA RNTURPOERE ) IF HAY B e R UK I B e 51 (— &5 ) —30.

[0143]  RALT] DAFIZS « 5 5 B0 BT R0 I 45 & I SR — U IR 7 1) FH U L 1R A il
(R SLAR 25 4 45 6 B EE IO RS B8 7 91 DA R 45 6 A W ) R R I DR S P ST A 25 4
o AENARR BB vE FE SR RIRAL, AT AFI 2B B EEER A Y TeAl SR A B AREE 14

[0144]  ENAR KR B 1 B0 v B S AR, R OB S UM IR 45 A BE SRR 2 TeAl (M EREEBEIX 1K
B RS, W AT DU AT — Pk, B4R S, 7] LABI4S < 5 50 B S 4k KM4137, KM4138,
KM4139. KM4140 F1 KM4144 %5,

[0145] T EAKT &, AT LB % « FH 2% A0 08 KMA 137 A2 77 ) B0 7 B A& KM4137 ., 5 B 5 [ 31
1 KM4137 5 G b S RE SR RE Y TgAl B EEREECBE X 45 A 1Y 3 70 B A DA K 5 B 5 B 4
KMA137 Fr & & IAFAE T BE B AL TeAl B BEEHRE X I RALHEAT 45 & 1K B ve B iAo
[0146]  {E A K BH ) B8 5 B BT A&, 3E AT L2 2% < HH 2% A8 98 KM4 138 A2 7™ [ 5 v B2 $i 44
KM4138., 5 B i BE fufd KMA138 Fa G SR EE Sk (G4 TeAl B EREECEE X 454 1 e bR sk
PA I 5 v B B KMA 138 B4 & UAZAE TR R R B Y TeAl BB BEX R HHATE 510
Hoyn A

[0147] BN AR BH 1) B8 5 B U, 3& AT RA 2 2% & PH 2% A8 98 KM 139 A2 7™ (1) 55 v B2 $i 44
KM4139., 5 B i BE fufs KMA139 5o i SR BESh (Y TeAl B BB ECEE X 425G 1 e B A
DA K K B vt R B KMA 139 P & (AFAE TR BRI 2 1gAl EBEECEE X R HATE A1
Hoyn A

[0148] 540, AR NAR A B 0 B va B HAA, 3 m] LAFZS < 2R A 08T KMA 140 A 7= 1 B o B 3t
A KM4140 55 5 3 BE SR KM4140 52 et 5 BEREGR A ToAl B RERCHE X 454 1 B s fE bt
VLS5 B e BE S A KMA140 By 456 AR AE T HEREBRRA AL ToAl HBEECHE X IR AT 45
A ) A

[0149]  BbAb, VENAR K B 1 B0 v B HUAA, 38 m] AFZS & B 222080 KMA 144 A 7= 1) B v 2 47t
& KM4144. 5 Bog ik KM4144 554 i SR REER G AL TeAl M EEECEE X 4565 I Hod bt
VLS5 B e B SR KM4144 BT 456 AFAE T REREBR A Y TeAl SEEECREIX IR AT 45 &
(1) 5 e B A 5

[0150]  YENE A BH B 5 e B ol R A8 5 4 IROBE () B st R s, ARG &, mT DAZIIES -4
P e R PR S B PR AT AEAE TR R B Y TeAl I B BE X I RAL LA 5 ML
Hoyn BEUE .

[0151] S yiEGuR kKA w2, LS A R BH 5 5 vl B Jro A4 A [ 330650 2 A R i 2=
B NBUE I 52 R 4 A P

[0152]  534h B NS AR K B e SR BT 45 G R A AT 45 & 1 2 e B udk, BAgmT
PAFNZE 0 F Rk 5 & Bh B v BEBUAR B iR 0 R AFAE TR RESR R A TeAl EREECEEIX FIRAL
e EIUA.

[0153] 2474098 KM4137 . KM4140.KM4144 T 2009 4 12 H 18 HAK HE A 2 i i 2 L4558 T H
AISIATBOUE N AR A5 B & R AV R O (305-856, H ARRIREL B T 4R 1
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TH 1M 1 s e) , (R dR 5 9 7 AN FERM BP-11214.FERM BP-11215.FERM BP-11216.,
[0154]  fE N EAPuE, 5 AN A TR AR TR N SUREOZUE A B S it
DA] E AH AR il 3 oA o FEDRT Al pudds b, A PR 485G S M R PR B~ 5 e K
fi%) 25 D) B AR AR R VR T 77

[0155] NGkt &dE ATuiE R EEERT A2 X (BUR N VH) AR AZ X (AR
WA VL) S APUEBEREE X (PR idh CH) Msife e X (AN Idh CL) BIdiik.
[0156] AR NBRADUAER] AR 34T . BY, BH AR R B I e Pk R el e e o 28
TgAl F 5 X B REECRE X 256 I R Sl BE SR BRE ™ AR e e R IR R RE SR P 2 TeAL R 5% E
FEERE X 45 6 11 B 7 B BUAR I 22 A8 TR R U hs VH A1 VL 1) cDNA, K e A1 148 A B B A gwbd A
FUAA ) CH AN CL 125 A K B 0 20 i IR AR v, A N IR B AR SR UA, 16 2 2 N Bh )
S0 B H U BEAT RIS, ITTRIVE N B A s

[0157]1  fEANBRAPUER CH, RERE T AEskER (BN IS h1g) WA LA, i
1% h1gG 51 CH, 1 HLAT IS I JE T h1gG 25 h1gG1l.h1gG2.h1gG3.h1gG4 F K =
—Fie SHN AN NG PUAR CL, AT LA 8 T hIg BAEE—Fh CL, ATLUME AT « 8 A 3K
) CL

[0158]  AJRALIUAER A F505 4B AU ET VH AT VL /) CDR F 34 1 Fr B A2 AR 2 A\ ik i vl
AT VL (R3&E 4 07 B AT 2504k, WA A CDR B AETUE . AP (reshaped antibody)
[0159] AR BHEI AIEAHUAR AT LLAn T filid <A gm b AR mT A2 X [ cDNA, Frik fidg m] Az
XA B ™ AR AR B RS S PR IR N R BE SR Y TgAl SR A S R ERE X 456 1 B v B
P ) 2= 2898 7= A I HE N BUIR I VH AT VL 1) CDR L IR 7 5 RS A BT B A PR 1Y VH
VL IHEZE (AR AN FR) i i HiAsnl 22 X (A8 A VX ) 5 5 B3k cDNA 4 A 2|
BAT Jmhish NAiA4 (1) CH AN CL 125 (R i sh A 4 i F I8 28k b, A 8 A DA S s st , I
W H SR, B AT FeAk, A i AR AR

[0160]  AHuAA ¥y VH AT VL [ FR 28518 17 51 )R S50 AFUARSIRIE I VH R VL (%) FR 2 2
B P, WA el A AL . T DA R - S 8 5 (Protein Data Bank) G544 e rh 80
) ANFUAR R VH A VL 19 FR (2 LR 751 8L # Sequences of Proteins of Immunological
Interest, US Dept.Health and Human Services (1991) Z&Hi2 31 AFUAAR) VH A1 VL 11
FR §45 2R LA 2 LR P 514

[0161] RN NIRRT CH, R Z2JE T hIg WX LAEA, Piidk h1gG 281%) CH, 1 H 7] LA
fEHJE T h1gG 35 h1gGl. h1gG2. h1gG3. hl1gG4 W R P IR . Fiob, fEN ALk
PR CL, REJET hig WA LI AER—Fh, ATUMEA] « 3880 M 81 CL.

[0162]  AFuAg SR A 48 A AR b NI PR A7 AE B4R, 000 35 AR A il () R DR R 4 e
THE VR E TR G R I N B Ad 05 B8 4 SC 78 R0 7 A N 3044 16 2 26 DR ) i 45 21 1)
PR

[0163] A& I MEAF AR I TUAR B an ] UG 3R43 758 H N R L bk 2 40 i, 5 L gk
YL BB 9 B 55 110 /K AR AL, FFEAT 58 B, BRI ] PARS 57 7 AR BUAR IR bR B2 40 e, 5 ] A S 57
i A iz .

[0164] A B4 IS B A4 SC % A& I 1K BN B 40 A i 8% 10 e A 22 IR 4 N 280 W T A 22 PR i
i Fab. scFv SEHuif Fr BOAEWR B AR SR 10 HEAT AR AR B SCE . AT BABASUAE B BOS ] 58
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ORI B 45 A 76 PR 4R R, Az e Hh [N AE 2 i et B 88 B4 R 4 A v TR R 3t
W BRI AA o 2044 i B AT DAE— 0 i B R TR VR A 5 PR 2% 52 B 1 H
AL BERI N IR T

[0165] = AE ANBiAk Bk A sh e fa g i o A A AR R sl . Bk =, 4,
[A]/INBR ES 4 SN AN PUAR SRR, 1% ES 2R AR /N SR R R IR o, SRR R B
FH AT AR 7™ A2 N SR B R ZE R /N R o B AR N A4 1) 2 DR sh W 1 e N B4 19 T v
Hh TS AE N DA B0 Hh S P 2% S8 988 A D VR ERET AR N SR () A A8 R,
ITHEFE, UL, AT DAPERE 3% BIE TR A F R E RN BUE

[0166]  FEAN R FIRTUARBGUAE v Be I 2 IR 7 71 i 2 L B BB N — AN DL R
AT HAA S AR GRS A Fr BOM RV PE ) U B SR B Be i A AE AR K
IR AR AR B AR B

[0167]  BRAHURHEAMN / BRI 2 R B — UL b, KRB E R AR A R, 7 LA
Je M 7 v FE S AR - 72 SR B SE IS = Rk (1989) « el 0 T AW 7 SR I8 T (A
BT AT A ) (1981-1997) . NucleicAcids Research, 10,6487 (1982) . Proc. Natl.
Acad. Sci., USA, 79,6409 (1982) . Gene, 34,315(1985) . Nucleic Acids Research,13,
4431 (1985)  Proc. Natl. Acad. Sci USA,82,488 (1985) S #1152 S IA S AR I
REEHE R BB IR E S & . ah— D284, LN 1~ 20 A, BBk N
1~ 104, #3t—2ik N 1~ 514

[0168]  fE FIAJiid i)z IR 5 71 b ik 2k AR 4l A B I — A PA B B 2 R IR e A R
WIS o B, EIREER— P e E H NN A ER T, A DB
FEPRARFE R SRS B RN/ BN T34k, BRAFAE RIS A AR k2R BAR AT/ BRI
TR AR 15 A7 AE AR B 48 N B T ) 2 I B Ak g R R AN A R SR T o (AT — i Y
1L AN RIR G ELIR R, 7] AT :L- TNZEPR  L- RA&BEI . L- RAZER . L- AW
e L- HERHER. L- HER. L- Rrd R, - 2Ed R L- BER. - HER. L- =R
M2 \L- KA AR L- 2R L- 22K L- 73R L- (VR L- Bz L S el L- 2
DR -

[0169]  DATR 7 H AT AH BB ) 2 B B B i e 491 o [R)— 2 Hp i () 2 B R B 22 ] LAAH
HHUR.

[0170] A4 SRAR. FRER. I ERA R GAR. EHAR. NAR.2- 22 TR EZ
B2\ 0- L2208 BT 2 H 2R BT N A AN 2R

[0171] B4 RAAR BAR. A RELAR . A ER.2- AEC R.2- A Fr %
[0172]  C 4 RABIK A= B

[0173] D4 JiEIR K EIR . SRR 2, 4~ &I TR, 2, 3- “HEHR

[0174]  E A JHZEER . 3- MR 4- AR

[0175]  F 4 2250 Iy &R R 2 AR

[0176] G4 KNZEIR . TRER

[0177]  AERARPUAR BN IE 14, BT BAF 28 :ADCC i M CDC 3 1 o A4 0 3t 7 W 33t 12k
(antibody dependent cellular phagocytosis, ADCP) . i{HEAE %%, o] DAIE L & Fh oy i3k
AT

Xt
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[0178]  {ENVHRRANLIE PR 515, AT LAFIZE 456 TP Fe BB RE AT IR0 7
TETHUARR) Fe BE SR IR AT R R TR B I 7 V256

[0179]  fE N X 45 & T $i 46 19 Fe B I 08 BE #E 47 U8 3= 0 5 v, mT DL 26 il i
W 1gG HU A& B 58 297 £ B9 BE BE BR 2 1M B K ADCC. CDC ¥& YE 19 77 ¥ [Molecular
Immunology, 32, 1311, (1995) , W02008/030564] i FL K 5 HiAK 1) Fe Bt 25 -4 /b i [
ik CDC ¥ TR 77555

[0180]  J4b, fENXT LA T Bk ) Fo B RIRERE AT R4 007732, T RABI 28 R U732 <4
FEAE 16 FUERM Fe BUIER 297 AR A B RG L4561 N SRR s b a S 7E s s &
[FIZE 0 0 N- B FEE (GleNAe) bR 45 6 7 v Wil (W R RE O B AR I 532 (UST, 214, 775,
USe, 946, 292) ;A= A& 4550 28 (bisecting) GleNAc WIMESE I HTAAR 7775 [Nature
Biotechnology, 17,176, (1999) ] s4E/= BA 4 &0 S54RI JE K im & & 097 (Gal) (14
BRI R )7 [Hum, Antibod. Hybridomas, 5, 143-151, (1994) ] ;%%

[0181]1  FE X BN Fo B 12 24 B vk 2 3h AT 2 R e A8 (9 77 v, ] BAB 28 ) 5 v
T AT HUR I Fe B0 HE 1R OO0 Sk VA 45 M2 v 11 7 v (0. B. C., 277, 2673326740,
2002.,US6, 737, 056, US7, 297, 775.US2007,/0020260.W02005/070963) 3 LA K 83 #EAT Hi 44 (1)
Fe BERIA5 0 28 2 1) 1) 45 A A8 ke 1 45 2 Sy PR 718 (W02007/011041) 25,

[0182]  YENA KB PUIE A B, AT BABI %5 Fab, F(ab” ) ,. Fab’ | scFv. XU fufk. dsFv Al
£ 7 CDR RS,

[0183]  Fab &4 1gG Hl & A 4 R A TN I B AT b BRI 15 201 Fr Be b (FE HEEY 25 224
Pr R R TR AL LTI ) N R ImM 29— 21 H 3 554 L8 IE s a2+ &
218 5 TR A PUR S AT bR A B

[0184] A H) Fab A LI IR A A B FR) e e MR VR0 B BE B FA AL TeAL B2 0 HL 5 i H B
BOREIX 256 1 B v BE Pk H 8 1 3 R R IV ER B B AT b B A5 21 B3, ] DL g
B iZ 44 () Fab (1) DNA 48 A R % A4 TR IS B B Z A W) FH R 848 I 2 8k 3 N
JE A% A VB AZ A ) AT AT R I ke i

[0185]  F(ab’ ), &4 TgG MECEE X I —hRsE i N FH B & 0 2 i 43 201 A4
Fab X FEECEE S 45 A A B =298 10 TR EAPURSS AVETER A B

[0186] AR F(ab” ), A DU AR & B 4 S 1 R R RE sl P 2 1Al B2 5%
R XS AR VA & A0 R B R AR T A AR . B, 7T RLE I E
Tk Fab” DUATRERGE LS A B DL IR B Aok IR .

[0187]  Fab’ &4 LIk F(ab” ) HIEEEX M s I S 2K 2 FEL 85 AR
PSS AIETER BT B

[0188] AR HHK) Fab’ W] LA 4% & B 1 4Rs e M RO B BE SR B 2 TeAl B H 5% 5
BEEX A F(ab” ) AR SR 0 A B g AT A B A5 2 . 303, n] DLE S g bD i bt
Y1) Fab” Fr BX ¥ DNA 48 A i % AR W) SRB B R B B AZ AE W) RIS B P IR sk N
JE A A VB A A AT AT R IA SR i

[0189]  scFv & A& Mk sk (BLFIE A P) ¥ — 45 VH H — 4% VL & 8211 B B i
VH-P-VL B¢ VL-P-VH Z ik, 3f H & HA PR S S35 K PuiE v B

[0190] AR scFv Al RLd I 1N 77321 - 3R ER G b 4 & B 0 45 e PR TR 0 B B
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M TgAl B2 1 H 5% B BE B X 456 0 5 50 B B4 11 VH AT VL [#) cDNA, A4 #2465 scFv 1)
DNA, #41% DNA 4 N\ J5Z W) R AR B B A2 A M R IS A T, IRz R R BiE 2R
ZAEY B A, R AT R

[0191] XU ik scFv ZRAR A3 2 biid v B, IF B A bR 4 508 T
PuiE A B e PR S-S TSR] DAAE [, 19 ] DU A — 38 B AN A P R 45 A s e
[0192] AR B BRI B AR AT DUE I 0 7 v« SREUAN A BH e 7 P 1R ) A e e o 22
IgAl FE 1 H 5 ZE R RBEIX 45 5 S sl FEDUE, DL P IR T AN 8 MREE LT
77 s Y scFv ¥ DNA, ¥ 1%  DNA 3 N 5% A W) R IS SR BUE A% AR M Rk Ak
FRZRIEBAE FNEZEMBCEZ A, I ATRIA .

[0193]  dsFv @481 VHAI VL o & — P2 IR IR AN - Bt S BR iR 2L 1) 2 IR A Bl bt
ARSI 2 (A IR s 45 A AR BBk i BE o SRR MR B R 2 1 2 R e ik 2 T DA
P& Reiter 2 A NI )72 [Protein Engineering, 7,697 (1994) 1 F-TFHUAE ) AR 25 1) i
M HATIRFE

[0194] AR dsFv a] DLE S0 R 5 VA6 - 3R RS A 2 I (405 5 1 TR )0 B e
M TgAl B2 H 52 E B EHE X 456 09 5 v B HLAA I VHE T VL [¥) cDNA, A4 #2465 dsFv 1)
DNA, #41% DNA 4 N J5Z AW R IR AR B 2 A M R S8, TRz R B 8iE = R
ZAEVBE AT, HILHEATRIE

[0195] 5% CDR ¥k ] DAAS 5 VH 8% VL [ CDR H ) 2 20— A X BL B ple. 75 24~
CDR WA A B AT 45 G B E A IR Bk T4 6 -

[0196] A& BHIF)A0 2 CDR WK AT DAL a0 77 i lis <48 B 2 65 AR BH (A5 S PR R 1) A
FEERFE A TeAl B2 0 H-5 2 EREREE X 456 10 5 SO B2 HiA4 1Y VHAT VL [ CDR [ DNA, ¥4 1% DNA
AR 2 A RIS B BCE A RIEBE T, PRz Rl 8k N 2 A VB R %
AR, kT RIS

[0197] A4k, & CDR WLt AT DB Fmoc v ( 25 R FETS: )« tBoc v (FUT S HikdE
%) A Bk .

[0198] AN B Hh AL 8 < ) FH Ak 2% B DR TR 77 VA 70 R O B 1) 4R S P 08 1) e e o 2
TgAl S H H 5 ZEH RS X 455 1w ESUREIUE  Br G250, & a i U (A
A ANECEANORSER NS e/

[0199] A& MG EWEL RN TE [ IR AP (FUETENTD) , &6,
M T (1994) 1 454 B B e e PR IR B RE s a2 TgAl R H 5 2 EEE R IX 4561
oy FE SR B IR B HBEER L R N R w5 C Rl udd s H Ak A B ()&
1R B BT B DA A AR O B g B b B RE 55 455 24050 A e Ui PR Rl R
SR A

[0200] 34k, tm] DAsd I DR TR 7 v ke ilid , B, S 2 i A i BH (1405 S 1k R0 5 o 0
M TgAl BB H5 12 B8 X 45 6 1 5wl FE PR B BuAR i Bof) DNA 5 9mbd 224551 &
BT DNA 3 5 3 AR IAFE 1, FRRZ RIS BE 3 N FAZ VB EAZ W) 1) 18 340
H,

[0201]  FENZGH, AT LABIAS ALST 7R BUARZG 5 S JIBGR) . = 255055

[0202] fENEER, AT LAGIZS A0+ 8 VE N+ B R A 5.
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[0203] U4k, SHifkBORTUE v B A S IMZ AR O RT A e AR T2 2 45
R AFAE T e TR 858 vp 10l S5 R AT A0 S A 0 i 2 A Sy B 457 e 4 B R0/ FH 94 o (9 245
o

[0204]  FESNALTT I, ELHEHE AR EAEJE IR A EHS DR Pojs e A R VE YR IR I AR
PO H5 1 e A0 T 1) 700 R T VR R R A PR 5 AR R R L PORE S 4 R
AL A WIAT D) MO 7] SOl 0 1 7 S AT AR AT R A AT R, TTRAFZS (faK
FEIT CEBEYT) isa AR EEE (DTIC) (AT R, “EFRE o (557) HERER A
Wi e PR G RS m) YT (BONU) 9% SEw]YT (CONU) 2 F b B (FIE ) (BT ERIR
ik (22 ) RELEHFMb & (@8 FaFER . FLAFLRE AL (DaunoXome) A
R E R 22 248 2 DR AR AR FTIA L B NS 5 R MR NE L FUR I KR KB
TR E R VERE R S ER MRV BV (R5) . 2HEEE (ZHhE) (B
A2 R A B RERE S 1Y 2 R BRI SSaR 40 s B VR L S CPT-11.10- 5%
e —T- 2 - SR (SN38) 65— U E R AP R R AR e AL 2L 32
AR HOL B RN (/£ 7 7 > ) ORFERERFEm B . A AR B 2R L 3205
O B NERS R ER R R I B ARG BRI T IRTVR G IR R A
55~ KAEHAR SR ER AR A I B JE W 2 N R IR SIS L ZERR L SR w)YT KR
TR IR T R BT VAT FIRA IR e i e AR R e A e KRR SE B BRI T R/ S|l T . R
AR B 28 B UFTV RV R HHEE B (S ) RS E 8 (STI571) (L
JE F1t3 i 7] M8 N B2 A KR 52 44 (VEGFR) 15611571 ol 41 440 At A K BRI 1- 52 44 (FGFR)
55 R e AR 524 (BGFR) #1177 ( Zp¥mib R ELSE ) IR AR R 17— TR
B -17- AR KRR R VTN R T IE 4 e Qe F R L VDR T oo J0S et mae | v2% i
Mg St e A PG SR ERACSE R IR 4 D 5 B G AT DU R AH L DR PRI A KIS 2 PR R
AR ST A AEED T (BEEET ) A SEE IR SR B 3R 2K MR 25 B
e (Hig g ) SRR 22 | B ] TR P W 5 37 | ZE Ok AT B M L 5 8l TR SR R
&G G R PR AR IR SRR S YT VAR IR SR T A B A K WA i 7 %
FPU B RBE L 131 FOE S A B R VT MK e R B R R ] 4 S PR I B
FRWE S B K b B RS R SE Y (Maytansinoid) M HATHEMSE .

[0205]  FENAEALIT FI S PuAR L & 1515, vl LLAIES i 5 BB A7 715 Budd il =
Z R &5 6 W T7 3 Tl KV T e — I e [ AT I = R S DR R R A A TR S .

[0206]  EAPUAEZG S, AT LAFIZS Shf it SR 25615 2 T P 5 e B9 S T i
FHIR B P S B 5 % D Re (I PUR 599 A8 FAL IR LS 8 A AH o0 I S5 B A B PR R S
[0207] fE M@ AR S A F 2 TR IUE, 7T LA 28 54 5i i (Cluster of
differentiation, LA RiT2A CD) 19, CD20. CD21. CD22. CD23. D24, CD37. CD53. CD72. CD73.
CD74.CDw75.CDw76.,CD77.CDw78.CD79a.CD79b. CD0 (B7. 1) .CD81.CD82.CD83. CDw84. CD85.
CD86 (B7. 2) - NS4 )5 (HLA) IT 25, EGFR %,

[0208] 1B 55 Ilvied (19995 25 TR B AH D IR 40 S B0 15 4% Dh BB (W 5L, 7] BAFIZS <CD4. CD40,
CD40 BCA& . B7 ZKJ 4+ (CDSO. CD86. CD274. B7-DC. B7-H2. B7-H3. B7-H4) . BT K4 FHI
it & (CD28. CTLA—4. ICOS.PD-1.BTLA) . 0X—-40. 0X—40 E4& . CD137. R IRFE A+ (TNF) 3%
RZF 4 (DR4. DR5. TNFR1. TNFR2) « TNF AHIC I 12175 S RCAR 5244 (TRATL) KR4+

20



CON 102712923 B w B P 19/42 Tt

TRATL KA F B2 AR 5% (TRATL-R1.TRATL-R2. TRAIL-R3. TRATL-R4) . #Z[H+ x B SZ443E
LR FECE (RANK) - RANK BCAA ., CD25. MHIR324K 4 4B+ [ B4 2 -1 a (LU RA
HMA 20N TL) L IL-1 B TL—4. IL-5. IL-6. IL-10. IL-13. %4k KK+ (TGF) B . TNFa
s ] FIRYH M R 1 5244 Bk R 7 (SLCL ELC. 1-309. TARC, MDC. CTACK &5 ) . Fiki#afk A
T

[0209]  f Sy 4 fill Jps A2 8 A7 () ML B A B BUAR I B s, BT RAB 2% i N R AR KR
(VEGF) « I8 A Bl R « AT 440 ff 4 K K F (FGF)  EGF. i/ IR A KX 7 (PDGF) - i
ZRAEKRF (GF) AT AR (BPO) JTGF B L 1L-8.Ephilin.SDF-1 & A K eI 1) 5%
14

[0210] B RIEGH, 7T LARAE R G 8 50 O RN AR, 18 v BARG, i G )% T i
ZFAPABZS « B -1, 3- R (B2 M PR ) « a - LAFERLBERZ (KRN7000) | B4
MR (VEEEE - BCO) \H R (= Z28) .

[0211]  fEN® S F25, " UFIZS R 2 B (BURIEN PEG) A& A A HEHEET R IA
LT IR LR BRI AL T T LA M e LI L SR L e TR i TR TR A B &5 . i A
KL = AR S PURB IR B B A, T UHARE R I R 2R - (1) R PE 138
PESC A RS F R R IR T 5 (2) BB -2 14 5 (3) 0] e Ji 14 7 Ok
PURF=E s [N A A 3>y ay - MERSES, T ARE (1993) 1. 6, {5 R1F PEG Stk
A1, FTRAB RS PEG (AR T RN TGS [ N4 A a vy oy - RS
s )RS (1993) 1. 1A PEG B MGG, AT LA IR ¢« — 2R Heimm (H
AFFFFHA 61-178926) « KA BRI 2R IR AL B ) ( H AR 56-23587) K 2 R
IR BT ( HAREFHF 2-117920) 45,

[0212] 1 o2 o DA~ BSCIG BE IR, RSB S0 NK 2 o 5 Wk 4 Y W o oo 2 oL 5 24 e e
I 240 o DS B B DA 38 AT, R RA B A s TR (BA R iR IFN) —a | INF-B |
INF-y  IL-2. IL-12. IL-15. IL-18. TL-21. TL-23 k4 i S 9% il 4 A7 (G—CSF) L4 i =
W 11 O B 7 B R 7 (GM=CSF) « Bl 41 o B 75 sl IR+ (M—CSF) %5,

[0213]  fENERERE, AT LAFISS (BT 25 CIMEEE 2 . ONTAK 25, i G5 A 18 5 5 PR i 1) 22
B GIARZEMFREATR.

[0214] B NTHEHPE R A7 25, AT A% 2% :1311,1251.90Y.64Cu. 199Tc.77Lu. 21 1At Rel86.
Rel88. Inll1l %, A PEFEIAI R T LLE T & T EEHBES uk#H TS & Ah, wnl b
TEPUR S & H T B AU TE RO R . B REE R, nT DA 28 B L R — 0 2,0 = i
T (MX-DTPA) %,

[0215] AR, AT LA R BT ik 5 —Fh DL B HARZGHIA SRR , 503
WA LS T & B ST H A RN HARZG R, FTABI %S « BRI 7 7). B 24 o | S s
7] M DR B B R 5

[0216] RN S RS, B04E X B4k, v BHES6 (HRGE ) B IR IR
R SRR AR

[0217] RN A F B 77 %, AT LS AR B b s FH R e A4 [ ek it FH 5 5503+ mT DA 7E T
AR B A U R T

[0218] AR BHRRE N5 v5 . B & 515 R R s E R BUS Rl mT DL 280 e e

21



CON 102712923 B w B P 20/42 7

bR iC AR ic BIA R RIS FRAE R R 7% AR bR, vl DAFI 55 8 B’J%E%i‘"uﬂ

BN 52 5 i AE AR, AT LB %6 (B T R I L ok AUk Wil D R T IE Y
B RIS R OCHIR s RREIR RO R (FITC0) =B FFH] (RITC) 259 eHfR 5%

[0219]  DATR, A AR & BH BI04 (4 1 3 g v 04T AR UL B

[0220] 1. B3 BEHUAAR Il Ty vk

[0221] (1) FER &

[0222]  JEIL FIAFICEAI TS, BAS RIS K2 K TgAl HEEM cDNA RIS
' FNAE O AR SE A ud B 1l 2 1K B Ser/Thr E456 1) GalNAc BN Gal ()i
5 Z R (S A O 10 B (R B UDP— = LR 1) 5% e AH 20 1) 88 11 0 S5 (998 M PR A sl 2 1)
B BE B Al e B4l a5 b, B, BERE 1S BIPE N PR M FEBEBR A TgAl & (BRI
BEBRBETY TeAL FI4HAL. 40, tHn] DU ARt A FE AN AR b B 37 oK R R IA R BE B
T TgAl IRl ASRIR G BT SR e - N 255 rp Sk R RE SRR Y TeAl SR & BRI,
B il % HA BERESI AT TeAL (3L I PG A Bk R E N PU R A . bt mT DU 7R
B P A AN B BB BN Be 1 R AT B S FUZ A AT R 8 A AF 21 TgAL
T b nbE e kA B R R A Y TgAL,

[0223] 46, FIREHERAE, M HA IEH K 0 E AU & Rl FE TR B R 5
PSS EAR T SN A SIS KB KT TgAl FEEEM cDNA IRIBHAE, H kAT LA
PAFRIEAG EF 0 EBRREREN 1gA1 FHRERIANM, 57T LA iZ4H i i 2l 4k B A 1E% 0
TR AIEEER 1eAl EHEEA.

[0224] W1 A3 FIRRE SRR Y TgAl 1 BA IEW O EBAMIHEN 1Al B AT eI
FARANM AT LA T B ARPUAR 10 075 3% BT 3R AS I B A oot B J ) s 2

[0225] AENA KB H 8 A B £ Ik, 7] PLIE {8 A Molecular Cloning, A Laboratory
Manual, 5 — fit, ¥ R #2086 = W ik 4t (1989) B Current Protocols INMolecular
Biology, L1 r. A F AR A ) (1987-1997) & vhic 8 1 7 5%, Bl an k) i LA R 1 7 1%,
18 25 1% 22 B 1) DNA 7575 3= 40 it b HEAT 2638 Sk il it .

[0226] 1550, KRt A K22 KA cDNA 4 N\ 24 (1 B34 1K i 207 10 R 3%, B D /R 3
AR, MR E A T EE, AT DL T4 K cDNA SR 61488 9 hD 2 Bk (130 4 10 3E 24 K B 1
DNA Ji B, H48 1% DNA i Bl A8 iR 4K cDNA. 323, M iZ E A B S NE S TiZER
BARKI TG R 4UM R, B AT DS B4 7 2 IR A Ak

[0227]  fEN%E T4 M, R EE Rt B IRk, B AR A0 L sh A7) 40 i 55 LA B om0 T4 2
WHEE R BE 77 9F FLRENS R0E B LR 18 408, M m] LU A .

[0228]  fENFRIAHAM, 8 F BEWSAE P (07 = 4 e b 34T B R BB Re e 5 A B 4L
oAb 3 HAE BEWS IE S 40 22 IR 1K) DNA BB S A8 4R E 3h FRIRIAEIA.

[02291 7213 A KR AT B 25 IR A% AR e T R4l BRI 000 T » &8 gdis Ak I Hh 3 T 11 %2
JRI¥7 DNA 1 #4) B 1) B 2 B AR5 N AE SR AZ AR TP Be 8 1EAT B 2R A HAE G 37 %
PR G5 B AR R B e A 16 DNA R SRR PR B I3 iA . % B Ak ] Ltk — b & i
¥ )0 s F IR

[0230] RN RILHAE, 7] LAF 2546 41 :pBTrp2. pBTacl. pBTac2 (344 % K12 ¥ 2 w) il
i ) \pKK233-2 (Pharmacia 23 )il i ) .pSE280 (Invitrogen 24 & #illi ) pGEMEX-1 (Promega
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2w il i ). pQE-8 (QTAGEN » W] ] & ). pKYPLO( H A& #%f J& W4 58-110600)
pKYP200[Agricultural Biological Chemistry, 48, 669(1984) 1. pLSAl1[Agric.
Biol. Chem., 53,277 (1989) 1. pGEL1[Proc. Natl. Acad. Sci. USA, 82, 4306 (1985) ],
pBlue scriptIl SK(-) (Stratagene 2 # il i ). pTrs30l H K % #F JM109/
pTrS30 (FERMBP-5407) il 4 1. pTrs32[ H KM E JM109/pTrS32 (FERM BP-5408) fil £ 1.
pGHA2 [ FH K % AT T8 TGHA2 (FERMBP-400) il %, H 447 I IHH 60-221091] pGKA2[ HH K i #F
B IGKA2 (FERM BP-6798) il %, H % % FF 4 60-221091] ., pTerm2 (US4686191, US4939094
,US5160735) « pSupex. pUBL10. pTP5. pC194. pEG400[J. Bacteriol., 172, 2392 (1990) ],
pGEX (Pharmacia A& filli ) . pET 54t (Novagen A ) fillid ) . pME18SFL3 2§,

[0231]  fENJEZNF, R E R0 Fr il A 07 40 b R FE Dh e nd a2 M35y ] ff A
AL RABZEG I s trp J5 30 (Ptrp) « lac B3I+ PL B30+ PR J381F. 17 B3+ kIE T
KW M T B B A S 1 3 Bl 5o b, AT DA RS Pep A KT R 5 K S 3+ tac A
BIF. lac T7 @s)F. let | BaFEEE N AR CE miE 215375,

[0232] 54, fE N Bk A B4k, LI AR v iiie & & PP E I - KR e
(Shine-Dalgarno) J3* %I 52 4f &AL 1 () BE 6 7 20E SR B (1 6~18 ANkE ) i1 2
(TR o AR & B A FH 1 22 S 1) DINA (9GS 3 B o, ] DI AT B, DA il o
THEME N R E M, Rk, fe i m B2 R4 =2, thah, bk #2034k b i 2
[FIRIEA— 5 T7 B Sk 2 b Fp 7)), AHAR IR A2 AR A5 A L PR () T Vi B B sk & P 1)
[0233]  fENfE 40, AT LB 28 e T34 IR Je 55 B0 AR, mT LB 28460 a0 - K At B
XL1-Blue. KA1 XL2-Blue KHATE DHL . KHAT B MC1000 . KT KY3276 KHAAT
W1485 KM #t 1 JML09 KM # 18 HBLO1 KM H I No. 49 KM #F1E W3110 KMz 1E NY49,
KWAF G DHS @ 55,

[0234]  FENEEHBARM T TTIE, RS2 W LR TE 40 5 N DNA (197775 | 35 A] BA
i I, W1 RLF 28 49 - AF 45 2 F 189 5 75 [Proc. Natl. Acad. Sci. USA, 69, 2110 (1972) ],
Gene, 17, 107 (1982) BY Molecular&General Genetics, 168, 111(1979) Hhit #7155,
[0235]  7E i FH 2 % 40 B /E b fa £ 018 &0 T, AR v 3R Ak # 4k, mT BL B 25 4l
Wi :pcDNAT. pcDM8( HH 7 + 2 ¥ & @& & % ). pAGEI07TL H A& %¢ H °F 3-22979 ;
Cytotechnology, 3,133, (1990)]. pAS3-3( H & % H F 2-227075).
pCDM8 [Nature, 329, 840, (1987) ], pcDNAI/Amp (Invitrogen 2 & #l & ).
pcDNA3. 1 (Invitrogen 2~ 7@ #H] i& ). pREP4 (Invitrogen & 7w ] i& ). pAGE103[].
Biochemistry, 101, 1307 (1987) 1. pAGE210. pME18SFL3. pKANTEX93 [W097/10354] £,

[0236]  fENJEZNF, R L2 GRS A2 BN 40 M b & 4% D RE 1 3 3 W32 AT LS A, BT LS
2 BN i EE (OMV) 5 TECBRZIH ) R A 305 Sv40 511 5 30+ 100 4% 5%
WENRITF - ERMEA BT IR B3 SRa 8317 3% Je /N R F I 7 5
(moloney murine leukemia virus) JEaIFMIR2E, F4b, Ba] LA CMV [#] 1E J&
3R ~5 B s+ —[FAE A .

[0237]  fENTE E40M, R EEAERERE G s E A 2 K B8 Ser/Thr E45A I N- 2Bk
FUBERZ (GalNAc) LFfHin Gal Wl 5B S TEAH S B A B S IR 1 57— e IR - S0
(UDP-2F-FLHH ) %51 M DS 8 A 25 v PEBR (R B A 4l it 2, D38 m] DA A o B A
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5, AT LABI2E AR UDP- P FUME ez B 1 Bl 2k i b O R B S 4 . (CHO 401 ) 1) Lec8 R
A4 [ACSSymp. Ser. 128, 214 (1980) ] .

[0238]  hAh, AT LAE A7 -5 00 B A R0 5 A0 QI il 4% iz 8 I3 PR R R 2k 1 4 e
i UDP- P AME Rz 5 A (4 :UDP- PR S AL 88 1, UGALT) BRE %0 1 A BFEIHE &
F -N- B RG 3- B - UMM (CIGALTL, M4 A% 1-B -3-gal-t, t &)
3¢ CIGALT1- FF B8 A 1 (clgaltlcl, A4 %0 1 B -3- LML - Fr 72 F1F
f& (COSMC) , CIGALT2) 5. ¥ iz & A I D) RE PRI B AR I 4T &R

[0239]  fE NS HERE G IS A OC B 5% 12 82 (1 09 M R B2k 1K 40 g, mT A 284
AL FL (Namalwa) & i 1 A 46 40 J () COS & ffa 1 Ay v [ 6 B, R Y05 1 &8 i 1) CHO 248 i
HBT5637 ( H AR IE 63-299) %5,

[0240] 1B N FRARIE R DY eI J7 75, W BA B 25 ¢ ¢ ik i W7 [Proc. Natl. Acad. Sci.
U.S.A., 96, 1886 (1999) 1. [FJ§ & 0% [Manipulating the Mouse Embryo A Laboratory
Manual (/N ERRIEHERAESEISTR RS ) » 55 AR, ¥ SR HESL I = tH it (1994) (Gene Targeting, A
Practical Approach ( J&[EF8 SZEARTT ) , - K22 R AL IE N 19 TRL HE AR AL (1993) 1.
RNA-DNA 3£ ¥ 17 2 (RDO) . RNA -4t (RNAQ) 7% [Nature, 391, 806, (1998) . Proc. Nat].
Acad. Sci.USA 95, 15502, (1998) . Nature, 395, 854, (1998) . Proc. Natl. Acad. Sci.
USA), 96, 5049, (1999) . Cell, 95, 1017, (1998) . Proc. Natl. Acad. Sci. USA, 96, 1451, (1999)
roc. Natl. Acad. Sci. USA, 95, 13959, (1998) .Nature Cell Biol., 2, 70, (2000) ] . {# FH i %%
SR R I T S 8L FE T 732 [Nature Genetics, 25, 35, (2000)] %,

[0241]  FENEAE I ST, RESE Rsh 4 i - 5 O\ DNA 19773535 ] BLE A, A A
FzEfan Wz fLI% [Cytotechnology, 3, 133 (1990) 1 BEIRES 2 ( HARK:HF 2-227075) |
JE B4 Yei: [Proc. Natl. Acad. Sci. USA, 84, 7413 (1987)] %,

[0242]  fENFER B FRIE T, B 7 iR IE LLAL, LA L8 Molecular Cloning, A
Laboratory Manual, &% ki, ¥ RASSLEG % R AL (1989) HRC sk I 5 VAR BHAT U A 72
BhG 8 RS 7E L AZ A IR (A M rp AT RIS G D0 T, AT LAAS 20 B D05 0 BOps B
IS/

[0243] a0 BAR B AR AE RS 2L Th AT B 37, AERE TR P AE R BB Z IR, FEM
EIEFE AT IS, HIE AT DA 2 K. i (AR e 3 a7 2 vh g AT 85 2 I T E T DR
P B FR AT (08 1 R 3T

[0244] SRS 5 2 MR R 3h 1 8 A 3+ I B 40 BUR 3 AT A IS B AR P i AT 85 57
ISf, AT AR 75 22 1 By 32 vh s il S . i an, R A A lac 83+ 1) E A B AE AT 5
A S R W) AT 5 3R N, AT DA 35 5 58 R AN S PR 2 — B —D— T AL g e LB 7 5, R
AR trp 8 8)F W H BAR AT 5 A0 5 (I ICE W AT 55 3= I, AT LA a1 57 2 vp B n s
PURIR S o

[0245]  fE N F T 8% 3% UL 3h ¥ 40 M o 1 3500 15 2 19 5% 10 4k 19 35 55 &, n] DL AT
H 3 & f#F A /9 RPMI 1640 ¥% 3£ J&E [The Journal of the American Medical
Association, 199,519 (1967) ] X /R (Bagle) [ MEM 35355 [Science, 122,501 (1952) ],
KR LR 2 B OMEM ¥ 3% 52 [Virology, 8, 396 (1959) 1,199 ¥ 3% 3 [Proc. Soc. Exp. Biol.
Med. , 73, 1(1950) ] BY 3 [l iX Lo i 32 B vp s 0 FCS S5 M43 2 (0 1y 95 2L 58 . 53708 1
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pHE~8.30~40C \5%COAFAE T SF kA T HEAT 1~7 Ko Siobh, fER IR, Al LIRS F5 E m) 55 55
HPRNERER  BFERASER.

[0246] G BJTIR A0 2 AT G A A I T S A AR 22 IR DNA 1) B2 ZH 28044 () SRV T4k
AW BN S ) AR IR AR IR B ROV AT R R R UOF BN 2R, IR
Wi ATURCEE , H 6T DA 3 AR & B AT A I 22 1K

[02471 fE RN MR IE 7% BT B #K & AN, & A B 4 Molecular
Cloning, Alaboratory Manual, 55 R, /2 JRAESEIN = H et (1989) HHic# 0 Jv 25 3k4T
W B A EARIEE.

[0248]  fENZRRRIAEF= 0L, B W 5k AETE AN AR 7= 1 V2 o W B 1 S 4 e Ak
(1) 7592 A e 18 LA B A AR 7= 16 v, Il Ik o 4 A 19 1 4 sl B r= 10 2 Bk
Z5M, Al AR RS Y

[0249]  7E 75 £ 40 0 N B 15 40 B A0 R B AR 7 2 IR A R, I8 1 A B R AR 2
A B 7 % [J.Biol. Chem. , 264, 17619 (1989) 1. & %= A [ 77 ¥ [Proc. Natl. Acad.
Sci., USA, 86, 8227 (1989) . Genes Develop. , 4, 1288(1990) ] B H A4 HF 05-336963.
W094/23021 SEHiC I 725, AT LM ZEE K 4 4 i 2 1 40 i ok o

[0250] B4k, A LUHRHE H A4EHF 2-227075 FPIR #7732, R B8 A0 R 5 G
SRS R IG R gk &=

[0251]  Z2Jik AT DA DA G in F Bk (1) 77 SR AT 43 s A 4tidk

[0252] 2 JRAEZNML P DAVE RS AT RIS RS 00 R, 3552 45 0 8 1 B 0 4 3 ok IRl U
1, 2 Pk T K T G2 R R TR S R FH R 7R 3 B AL v 2 A2 . MANTON-GULIN &) J 28
Bib D B AL S50 4 RO TR, AT 453 21 S 40 MO FR U . 5 i C Al M AR B 4T B 0 0
M FIT A I 1 37 R P 8 B I 4 S kAR AS B a4k A S B, S e A A YA
F4E B A P 0 I e S5 ) SR M v I vk R B MLE R Pl vk T = & 2 22
(DEAE) — B JlE## . DIATON HPA-75 ( =385 3wl il it ) S5m0 91 58+ 28 4 = i A H
S—-SepharoselFF (Pharmacia 2 &) il 1% ) SE# A I BH B 28 0 JE vk AT H T SR 2 il L 2R 0k
B T W A5 W T ) B 7K 2 BTV AT P 1 0 R B e ek v L SR A T R R JE TR SR
HL Uk S FLIKVE S T V5

[0253] 3 4b, 2 BRAE4H ML P T BB IR A4 T 3EAT Rk (A G0 T 5 [RIRE R 4 e (=10 5 34T
TR, FEREAT B0 4 15, FH I, DAUTIE 404 BT 20 i 2 IR B ikidds . R 25 3 A8 PR R
[T 2 22 TR S AR T VA AL o T A P A AT FOREBUE T, X 2 KRR 2R
[RISTARZER, S8 5, T 5 FR [FRE I 75 B A4 T iR 21 22 IR I 2040 1] 4 i

[0254] YA 4b, A B A ARG 22 ikt ] BB TS Fmoc ¥ (27 R RIETE )  tBoc v (RUT 4R
IR ) AR ARG . Bk, ] LRI Advanced ChemTech A#] . /83— > « T
)V~ —/~a] Pharmacia /4 A) Protein Technology Instrument /a#).Synthecell-Vega 24
A]\ PerSeptive 2] By EEGIE TS IR G BACHEAT AL 55 B

[0255]  (2) BhHIR) G R0 A4 7 AL 4 B P i 4%

[0256] X} 3 ~ 20 J&EE 1)/ B K B BCE SREAT a0 il 48 RO 0 i 190 S 88, WCER 3 1 B
RS R L P AR T R i . SaAb, A S IR AR RN AE_EaR sh P R s 3 78
IR RN T B RS IR B AH T TeAl RiBRBIINE ok )% sh Wi 7%
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[0257] 4%l 18 Bo 5o ()0 4 (9 422 ) [ 4, 5€ 45 9B IR 442 57 (CompleteFreund” s
Adjuvant) BUEAMERERA E HZ B 55 ] — R A 230 [ R R S H bk Py BUIE
WRFAT o FETUFE TR BERISE LR, 5 BSAC AR IE A & E ) B KLH(AHFL s & A,
Keyhole Limpet Hemocyanin) ZE#id s (A il s &40, 1 HAE iz IR AT .

[0258]  SCTHiJal (it , 7R85 — kit 2 i, BB 1~2 JE i Y 5~10 IR o BRI FH 5 56 3~7
T MR JEE 5 ik MASRE L, ) FH B e s I 52 74 [Antibodies—A Laboratory Manual, ¥R #ES2is
%, 1988] SEH R MIE S PRI RN o 5 H ML X G BT FH B4 2 7R 78 0 IR oA &%
MBI B K BRI R 40 B 0 £ 250 o

[0259] 7 f3tT Bk &0 B -5 i 5 3 40 i 1 e B, E B0 L4 R 0 R T P iR 5 3~7 R
G I% Ja I /5 B K SRR B 4 S B DE, JSC S R A e o BV AE MEM B5 3R ( H K2
NV EE ) P angr bR, 8RR IR0 (1200rpm. 5 4358 ), SR A, FE 4 BiG, H
Tris— @AM (pHT. 65) AbIE 1~2 438 DARR 25 2041 MY, I A MEM 3532 25004k 3 1K, M
£ A - FH A A 40 A

[0260]  (3) “EriiEsed 40 B I i 2%

[0261] 1y & B 78 40 Mo, 5 F Bl /N BRAS 30 B0 0 2 40 i &R m DAE A 6 4 o8- 4
& 5 s B PE /N B (BALB/c ok R ) B BE JH 41 ML R P3-X63Ag8-U1 (P3-U1) [Current
Topicsin Microbiology and Immunology, 18, 1(1978)]. P3-NS1/1-Ag41 (NS-1)
[European J. Immunology, 6,511 (1976)]. SP2/0-Ag 14 (SP-2) [Nature, 276, 269 (1978) ],
P3-X63-Ag8653(653) [J. Immunology, 123, 1548 (1979) 1. P3-X63-Ag8 (X63)
[Nature, 256,495 (1975) ] &5, XU RAE 8- %A% SNEMHEFR AL [ [A1/E RPMI-1640 557
BRI IA A B (1. 5mM) \2- A4 (5X 10 °M) R KFEFR (10 v g/mL) FIRA- LG
(FCS) MykssRdE (DU TFRONIEFEIGFREL ) hr—Biin 8- A& SIEns (15 ug/mL) Mifs 2
(Ris 5L ] A%, FEANAE 5 11 3~4 R Z AR B  Br 3228w, DA {RA A 9 KA
F 2X 10" Ph BRI 4m ey

[0262]  (4) 4HffmlE

[0263]  H% bR frodd ;™ A 4 M R0 il eg 40 o FH MEM 3557 5 B PBS (BEER . 8N 1. 83g IR
A 0. 21g AL 7. 658 ZRIHIK | FELpHT. 2) A4k, DUE N MR AR B SR AR 41 A
RN =5~ 10 : | {7 EATIRE, B0 (1200rpm.5 250 ) 5,75 LG,
DLVE 20 MR 75 BB , ZE P I RIS ZE 37°C R BL 0.2 ~ 1mL/ O™ HuAK ™ A= 2 o (1) &
N 2g 87, —F% -1000 (PEG-1000) - 2mL. MEM 1 0. 7mL. — FF PR IR A VA, FEERE 1 ~ 2
AN 1~ 2mL (¥ MEM $538 0%, SR HURE, TN MEM 3557 22 0 & 1A %) 50mL. 5507 55
(900rpm.5 7380 ) J, 75 B, B U A0 O 8 2 IR A TR R, R
Y4297 T 100mL HAT £5383E [ /R IE R R PN R ER (10 “BE/R / F+) i i
BENEAZTFE (15X 10 "BE/R / FH) FIEZLMERS (4X10 "BE/R / F+) B3R ] . BizBiF
L 100 1w L/ FLATER] 96 FLEFFRIR T, 76 5% COfE5 3248 HAE ST CREFF 7 ~ 14 K.
[0264]  }iRJE, BU—H 8555 IG5 R 45 & b S8k 5 A8 A kB w1
2 IR BT EUR AR S RLTT AN -5 AN B 22 JIR IR AL i R A s I P 48 o

[0265]  SRJG, P A BRAMBEE Z AT R R bE [ 55— IR A HT #5570 (A HAT 355504
i 25 SRS A3 B ARG 08 ), 85 AT B R A 1, i tH AR E W8 B A4 2%
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W B 20 BAE 9= A B S B A I 2R A8 R AR

[0266]  (5) B e FEPUARMIH]

[0267] Xt e b2 [ RS A 0. 6mL (1) 2, 6,10, 14— DY Filwbe (Leiihs ) , 1
22 A 1 AR 8 ~ 10 JAR HI/NRBOEE B A 2X 10°~ 5X 10 "4iiff / &G liESt (4)
HAF BN AR BT TgAL SRR BRI A SR ANML . 7 10 ~ 21 KN Z 28R 7= A J PR IR K . A
Z/N PR IR, B0 3 (3000rpm. 5 3Bl ) BR s AR R4 5, B 40 ~ 50 % fAH R 8
BEAT SR AT, SR 5 R S BRUTVE L . DEAE- B A L 22 1) A FEB It A E AT 21k, UACER
1gG B TgM 2457, ME A i B v B bk

[0268]  Prud V24 i s A FH V28 4 B0 i W o e 2ok AT . SRR R E i
1ot 55 By 280nm T RO SR THEL.

[0269]  (6) Z5& 9 HT

[0270]  fEAPUE, A GERE AT (1) 85 V08 8 5 g A kB A A TgAl
ZHEHY cDNA [ RIEFAR TN KRG AT 18 FE R B AL A i 25 R A3 21 L L SN
YN E 2] A BE AR BRI 2tk 2 IR 3 k. AEPUE AR A RIS T, 5
BSA (4G A& ) B KLH(EHFLEBIM W 25 1, Keyhole Limpet Hemocyanin) ZE#iiA &1
HIRE G, RS EY.

[0271] K Bl 4 v B 96 FLAR H H AT L E AR A, 285, 54 S s W i L 7 A&
By R B 1) 2R A0 IR I 3 7R TR BAAL BB E R S —Puak, R H R AR IR M. FH PBS B
PBS-0. 05 % I35 78 73 ek i » 701 AR 25 I A0 2 R 6 R BOBU 24 & P bRie I Bt
T BRE A PUATE NS —Pidk, IR R B, A PBS- B 78 ik fa, AT 55 4
A4 IR TC A 50T R 1) S B o

[0272]  HRFAE RS IR 0 EHAMEREN 1gAl H 5 Z EREREX &A1 R
B P Ads ™= A 5 S (R P AA, AT DUIE I (A BB 45 5 43 A 3 G0 8 0 52l B A A O R R 3R
3o B, Gt tHAE I SZ B AR I B 5 B AR (1) 45 5 52 BRI B, HH 1G] DASRASAE [A) bl
BEBRIAAL TgAl I EREECREX 454 I 5 3R15 10 50 e B P ™ A s G I R s R B A

[0273] Y4, H5iRBIMBEB G T TgAl H 5% B BERCHE X 45 A 10 8 50 B A BT iR 5 1 %
PrEEA B, AT DB W R i3RI R LIRSS A T RGP SRS I B R AL AT
Y5, HIAE BT % 5 W IR SR R 20 W R 45 A IR B AR DL SR A O ST AR 5 M () M B 45 B IR 55,
AT %

[0274] 2. JEPAEE H AR HifE

[0275]  {ENEDRIEE A FUAE I HIPES], LT 7~ NG SR NI IS 1 RIE 7715
[0276] (1) PR EE AH Hifd ik A s Al

[0277] 2[R ZH Ho A R FH B4 2 Fa B 20 A g A\ B4R CH A CL ¥ DNA BIZI4 41 i H
FIEHAR, 7] DUEE A g% A FUAR RS CH AT CL fY DNA 43551 5 [ 31 5h M 40 B 1] 28 ik oh ke
BATIE .

[0278]  ABudk iy C X A LA FAE & B9 AN Bk 9 CH A CL. m] DAF 2848 4« A A4 (1)
Y1 KM CHAL « 2809 CL %5, 1E A4S Atk iy CH AN CL 1) DNA, m] Af# A A 5 4k
BF RN BT B gL 244 DNA, t1 7] BLAE I cDNA, D36 18 B cDNA. & A Shi 4 i %15 %
e, B BB 8 HE 4 R AL GRS N PUAA 1 C X 2 DR 1 38 A ) 35 T AR A . AT DA 2%
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5 0 :pAGE107 [Cytotechnol. |, 3, 133(1990) ] pAGE103[J. Biochem., 101, 1307 (1987) 1.
pHSG274 [Gene, 27, 223 (1984) 1. pKCR[Proc. Natl. Acad. Sci. USA, 78, 1527 (1981) ]. pS
Glbd2-4[Cytotechnol., 4, 173(1990) ], pSE1UK1Sed1-3[Cytotechnol., 13, 79(1993) )
o AE NS AN M R AR B AR TR AR R B A sE -, mTRAB 28 SV40 (1) RS B
[J. Biochem. , 101, 1307 (1987) ] Z£ & J& /N B, [ L9 9% B () LTR[Biochem. Biophys. Res.
Commun. , 149, 960 (1987) 1. % %% Bk & 1 H 85 (% )5 ) + [Cell, 41, 479 (1985) ] M1 1 58 ¥
[Cell, 33, 717(1983)] 2&,

[0279] DR & 40 Hih R IA F BT DA oAk H 85 R L 84770 T A R 3UA L 2R 5y
FATAE T Rl — 8k L pg2 8 (RS ) (T = —Fh, MR B 40 ok R I8 S AR i 14 22 119
BRE L RSMA T SN SIE. Tk 1S L S5 Pan i i 3R 0K 2 10y 25
SENL R R, P B AR R ] EE A AR RIS A A [J. Tmmuno 1. Methods, 167, 271 (1994) 1.
fE v o B AN 2L R & A Bt ik R I8 B B4k, T DL B 28 pKANTEX93[W097/10354] .
pEE18[Hybridoma, 17, 559 (1998) ] &,

[0280]  (2) Zwhd A LASMWIBIIRIRRIHTAAR) V X[ cDNA [FZRAGFI IR T 51 1993 B
[0281] AR NS4 VH AT VL ¥ cDNA AJ LG0T 3745

[0282] A AEFE ANBLAR K] F 28 S 40 i 2 HL mRNA, 5 % cDNA. H5-5 BG T cDNA b o 2|
Wk AR BT R S B A S fAE cDNA SCPE . 3 A5 /N R BRI C IXER 4B V X H 41 DNA
VEAREY s MAZ ST A 933 43 25 W B AT 9 VH B VL 1 DNA [ 35 40 W iR AR B R Al sk . 4
i) ife o B ZEL W TR A B A SR 1 B AN BRPUAR I VH B VL B A KB 7 31, L 7 )
A3 BIHED S VH B VL 94 KE LR 75 .

[0283]  fEN A BAAMZNYD, R EEREME Sl E /N BR KB O B B S5 1 2% 22 980 40 i ) 35 T LA
fEH.

[0284]  fE 4y FH 2% 2 983 411 fu ] & & RNA |19 77325, AT BA 2 2% S5 I s BRI = 3R & IR 4 V2
[Methods in Enzymol., 154, 3(1987) ] &&, %1 4k, 1€ N &, 7] LA %) 2 RNAeasy R 77 &
(QTAGEN 2 ) il 3% ) Z5 . Ay H sk RNA 11 4% mRNA (97323, 7] LABI 28 [ SE A 3058 (dT) RIAF4E %
¥k [Molecular Cloning, A Laboratory Manual, 26 ik (¥ Rukscid = st |, 1989) ]
S5, A AR R & T BAFI 2% 011 goTM-dT30<Super >mRNA 44k i 71| & (Takara 2 ] ffil
) S VBN 25 R AN L il 4% mRNA [0 7 &, 7T BAF %8 :FastTrack mRNA 43 BSiA 71 &
(Invitrogen 2w #li& ) . QuickPrepm RNA Zi4b k57 & (Pharmacia A HliE ) 2.

[0285] >y cDNA ¥ & A cDNA SCEE [ il 4 J7 1%, AT LA 2% 7 & Molecular
Cloning, A Laboratory Manual, 26 " fix (¥R U250 = HAkft, 1989) ; Current Protocols
in Molecular Biology, BT 1-34] BG4 A & ol &4 20 FH T cDNA A oA BRE v (1)
SuperScript™Fiki £24: (Invitrogen 2w HiE ) BE ZAP-cDNA & AR5 £ (Stratagene 2
mliE ) A

[0286] 7L {E cDNA SCPERT, AT B8 2H DL EH 4% 22 J89 41 Mo 52 B HA (1) mRNA SAAEAR 1fi & 5 11
cDNA )% i R 222 Rets T 20 1% cDNA B384 35 m] DU A o ] LA A4« ZAPExpress[Str
ategies, 5, 58(1992) ] .pBluescript IISK(+) [Nucleic Acids Research, 17,9494 (1989) ].
A ZAPTI (Stratagene 2 @ | & ). Agtl0. AgtlI[DNA Cloning:A Practical
Approach, T,49(1985) . A BlueMid (Clontech Al filli& )« M ExCell.pT7T318U (Pharmacia
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AT ) peD2[Mol. Cell. Biol., 3, 280 (1983) 1 Al pUC18 [Gene, 33, 103 (1985)] %%,
[0287]  fE Oy F T 3 A\ BH Wk A 44 B Jon RL 480 44 A8 8 B DNA ST FE B K i AT B, R
& BE g T N R AL MR 7 1% cDNA ST 8 19 K W #8000 25 m] RS A . mT A A 80
XL1-Blue MRF’ [Strategies, 5,81(1992)]. C600[Genetics, 39, 440 (1954) ], Y1088,
Y1090 [Science, 222, 778 (1983) ], NM522[J. Mo1. Biol., 166, 1 (1983) ], K802[J. Mo1.
Biol., 16, 118(1966) ] I JM105 [Gene, 38, 275 (1985) ] .

[0288] 1y A\ cDNA 3L Hh i 16 4 A% 4E N Bo 44 () VH B VL ¥ cDNA Sl (¥ 75 2%, A LAid
TEAE FH R 28 B TG AR 18 B IR B 1 v B 4% 28 12 B T B 2% A2 v%: [Molecular Cloning, A
Laboratory Manual, 5 —hi (¥ SR HESEE0 = HAlcH: , 1989) ] SKRBHATIRI% « 3 4h, t 7] DA &
514, ¥ F1 mRNA & B HK) cDNA B cDNA SCPEAE MEAR , JE 1 3R A Big s S B2 [ A9 PCR 2
Molecular Cloning, A Laboratory Manual, 38 /2 REES2IS = st (1989) ; Current
Protocolsin Molecular Biology, &I 1-34] #4485 VH 8% VL [ cDNA.

[0289] & id ik b T3 v 9 e HH 1Y cDNA ) A 3d Y i B i) M I S 2R AT U1 I S, vl R 2
pBluescript SK(-) (Stratagene 2w filiE ) 55U, BEAT I8 5 A A RBE = 51 73 W 5
Bt Z4% (Sanger, F.) 2 AU 4% [Proc. Natl. Acad. Sci. USA, 74, 5463 (1977) ] 251
SN, 35T FBE 30 E 520 Fr 2 B 40 AL L. F. DNA 4% (Pharmacia 24 &) #ili ) Z53H4T
A3, I, AT BARA 28 % cDNA [T 7 71

[0290]  EHAfE W AOBRE 2 51 4 S HED VHAD VL f4s KR LR P51, 5 E AR i Vil
VL B4 K@ FE ] [Sequences of Proteins of Immunological Interest,US Dept.
Health and Human Services(1991)] 34T Eb#E, Bk, v LA A6 FT 151 cDNA A& 75 2
P AL 3 WAME T e U ) VEAT VL [ 58 82U 1R e 7 o 0 T8 8 20 U5 5 R 21 I A
(K3 VHATVL (¥ 52 B =R I e 1), Tl 5 CLn AR i VHAT VL () 2 KRR IR 91 [Sequences
of Proteins of Immunological Interest, US Dept.Health and Human Services (1991) ]
BEAT LU, AT DAHENN B 43 WAE 5 7 20 (R4 BE A N R s 28 1R 7 31, 3 1 vl AR A eAT 1 BT @
RIESE. T34k, VH AT VL (4% CDR HIZ LR Fr A1 il 15 AR B i VH AT VL (R85 R
7% [Sequences of Proteins of Immunological Interest,US Dept.Health and Human
Services (1991) ] BT BRI T .

[0291] iy, {8 A VHAT VL [ 58 B 2L 12 3 51, M AT AT R A9 4dis 126 491 s - SWISS—PROT
B PTR- 25 (1% ] BLAST ¥ [J. Mol. Biol. , 215, 403 (1990) 1 54T 551 [F YR PERE R, M 1T
A AT AT I 2 R R P 91 15 e B R 2 B TR P 81

[0292]  (3) NikA TiiARISHARRIH 2

[0293]  KrgwbdaE A UK VH 5L VL ) cDNA 735l SE B B AT 2 1 (1) rhid s L s 4l
AR IE B 1K g A5 AN S04 () CH BY CL (1925 2R PR B i, AT AT AR 2 A iR S Pk R IA
Bk, B, AT EgRASEE AT AR VH B VL %) cDNA 1 3° A sl 5 A& CH BY CL ¥
57 A MR, HVE LA R 205K VH AT VL [ cDNA <3422 35 2 I Bl 7 5] 2 B o 24 11
RAERRIT H O AR BR G PEBE IR A 51 o K P il AR VH AT VL (8 cDNA 23 7)) e [ B A< T 2
(1) (1) Fric s AJE AR R AL AR I g b N 3044 1 CH B CL 19 & 2L R 1Y B g, DA
ATRLE 2 I AT R AE , AT AT DAY A S AR SR Bk . S 4, o] DU A 72 P v A
A I A 1 PR P I8 T TR B B R DNA, SIS PCR V206 4l A 47044 VH B VL 1) ¢DNA 43
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AT 38, A5 e BRI AT 2 (1) (1) Hrics i) R B A ik R s 8.
[0294]  (4) Zwhs AVEACTTARIT V X [ cDNA 4 4

[0295]  #mhd NYSALHTAARY VH B VL 1Y cDNA ] LA R & . 1 50, o Al P T EAE A
PUARA VH B VL ) CDR (218 PP B I AU G VH B VL RIAEZR X ( BUR 2N FR) &2k
BE 73 o AENIERER FR BZEER 771, R B8 NSk i 2 L 5 7 20 3wl B . 7]
PLFI 200 88 8 2 (Protein Data Bank) S5%0d 2 810 9 AN PUIER I FR B R AL IR T
Bl NPUAEE FR 8- 2R 3G AL 751 [Sequences of Proteins of Immunological
Interest, US Dept.Health and Human Services(1991)] &5, A T ¥l Pk 145 & 05
[PIBEAR , 1A FE5 R BB R VH BE VL 1Y FR LR 75 A R = SRR (20 60%
PLE) B9 FR FIRIERIT A . 5, mIASRIF I AN PR ) VH B VL 1 FR B2 5L 7 51 75
AR A R U ) CDR W LR 7 21, AT 3 ) vk i N R AL B 1) VH B VL (SRR 7
B % RRAE TR IE R TS P 2 p B B 2 8S FI fF F AE [Sequences of Proteins of
Immunological Interest, US Dept.Health and Human Services(1991)], ¥ & iHIFHIaE AL
R 751 5 78 5 DNA J7 51, AT 4 3 vt H w4 B 1) VH B VL B2 2412 7 51 1) DNA
P3N HT- T DNA J7 51, & 2 205 20 100 MRS I FE Y A Bl DNA, fif I IX 255
J DNA BEAT PCRVZE . X AIE LT » A PCR H I s B 028 FH BB A% B 1K) DNA K5 18, Pk
XFF H 8 L BB 6 555 DNA.

[0296] 34, 3 I AE A7 T P v & Bl DNA [ 57 R 5t A& 4 1 FR il PR Bl IR0 e 2], T
DL MUl g A JRAL AR ) VH B VL [ cDNA 3e [ 2I AR T 2 1) (1) thay g i AR idd
RiLHBAE Y. PCR AL )G, K47 37 M) 70 79 7efE £ pBluescript SK(-) (Stratagene 4]
ilid ) SEFURIH, TR AT 2 (1) (2) Hic i 7 V2R A B B T A1), T ERAE 2 g bd SR
RN TEACATUAA ) VH B VL ()28 B2 e 51 () DNA J7 51 B JoT R o

[02971  (5) AJSALIUARNT V X PV 7 51 1) e A%

[0298] V&0 ACKAE A ST VH AT VL 1 CDR BAE B AFUARRT VH AT VL B9 FR H R, AJ8
AR [ B S5 4540 TR -5 S5 Y AR N B A4 AH L FEAIS [BIO/TECHNOLOGY, 9, 266 (1991) 1o 1A
RHJFERAET, BRI EHE AT VH AT VL o, A CDR 5 H1 i 45 A vE PEAE O, 11 H FR Y
(1) 28 A PR ) 4 B ) 4 b 5 B0 SR 45 5T P A 50, R b, o NV AR N BT R FR 1
FIEMRIRFZE A NDUER) FR PRI BRIR IR, U &5 A E PE PR . R T i deaz 1l i, 71
ANJEAL AR, 55 N BT RS VH AT VL B9 FR R LR Fr 51 b B4 5 50RO 45 B A9
QAL R H: 5 CDR [ 28 FE IR ke A AH T AR FH (1) Sl 2k PR e i LA B 448 5 B A 1) 7 Ak 25 ) 3 1)
P 5 30 )5 B 45 A A ¢ B U R IR B L 5 i 3K 10 G R IR ok i UG M J R [ AR N B () U R 1R
A, HH AT FEAR B 30 )5 45 & & 1 F+ =1 [BIO/TECHNOLOGY, 9, 266 (1991) 1. AWRALHTAEH)
HAE A, AT UL BE S A AU S i HH X e S B i 4 A TR AE DRI FR B = R IR R 2L 1
I /5, F FH X 5 26 i i 73 8 [J. Mol. Biol., 112,535 (1977) ] Biit BEAUE M 7 4 [Protein
Engineering, 7, 1501 (1994) | SE AT HUR I SIAR S M A RN M. IR TR AR S 1)
115 B NIEAL B B /R RIR 20 s G B, 1 o —J7 1, M AR Re & T r
AR BN IEAL B B 1R 7325, SRR &, 75 B3 AT 51 X & A Sk il 1 2 Fh o ik 4
F NS PR L A PR AH ST R P22l

[0299]  AHUAAR VH AT VL f) FR [ Bk A PT DL I e 82 Y & Bl DNA #EAT AT 2
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[K) (4) TaTE PCR sk BHAT O3S . X T PCR JG 9 3871, il A0 2 (1 (2) Hid s
JNERETAE P51, TR IA S8 | B ARt .

[0300]  (6) AVsALITIARAL BRI &2

[0301] Wy Ae) 2 47 1) 4 A 3k DR B 4L 370440 1 VH B VL (1) cDNA 2393 e [ B AR I3 2 19 (1) Hhid
78 14 25 D] L A A Rk FH B B S N BRI CH B0 CL R - B R 0, AT AT BARG 2 A
TP AR A

[0302]  fil4, dd Ik Al AR T 2 1 (4) K0 (5) HAe R AN URAL B4 1) VH B3 VL AT A 6 5 DNA
W AT P (A s DNA 1) 57 2R o 5 N 3824 (59 R il PR A R 3 2 31, T DLRE A4 2 4T 1 VH B
VL [#) cDNA 4373 SEBE BIAT 2 117 (1) Hic 3 A IR 20 B BRI gmhs A4 (1) CH 3%
CL By5 2 R B3, DU B AT BAE 4 19 IE AT 3Rk

[0303]  (7) LK EE A Juik (1) B Rk

[0304] Ry T A RH PO A 1 2 Bl NS AT AR 30 R 45 63 11, AT DU R AR T 2 1 (3)
AT (6) HHC R 3 DR AL AR R ik R o xR AR AT B0 S (R R IA A, BEAT R
HATUEMBEN KL FE VT RAREEAAR G E400, R 22 RE R E AT
A BT A0 B AT DA B AT AT 40 B, M ERIA = i W A R, — e AdE A COS—T7 4H i (ATCC
CRL1651) [Methods in Nucleic Acids Res., CRC press, 283(1991) 1. fENEBFRILAFH LS
AN COS—7 A K] J71%, AT LAFIZE :DEAE- £ @ HEETV% [Methods in Nucleic Acids Res., CRC
press, 283 (1991) 1. J8 B4 4ey% [Proc. Natl. Acad. Sci. USA, 84, 7413 (1987) ] .

[0305] T ARIAEAR T, F 77 b iE w1 2 DR 20 S0k 1 R0k = AN IR 45 A TR AT BA
T8 2 P B S W B v [ BLR 12 N ELISA ¥ sMonoclonal Antibodies—Principles and
practice, 58 =k, £ E#AR A (1996) . Antibodies—A Laboratory Manual, ¥ SRHESE
Ihe (1988) i o - v Hilk Eliv 2 7V G A Yy 74 74y 2 (1987)] &
e .

[0306]  (8) HLPAEHE AHPuikiyfa e KL

[0307]  JEILKGEATN 2 15 (3) A1 (6) R FR I LN A Fi AR RIEFAR TN E M 1018 40
Hh, ] DAAS B AR S R J D8 AH AR ) B AR

[0308] fE NG REBARE T NG MM T, ol Loz g ALk [ H AR5
2-257891. Cytotechnology, 3, 133(1990) ] %,

[0309] fEAH T R AR E AU A RIS AR 1E E4 M, R 2R A R HE A fufk
(1)1 = 4 ) m] DT AT 40 . ] DB 2548 0 </ BR SP2/0-Ag14 41l (ATCC CRL1581) .
/N P3X63-Ag8. 653 Ziffd (ATCC CRL1580) - 3+ [F G 5R B S 40 e CHO/dhfr— 4l g (ATCC
CRL9096) A1 CHO/DG44 #Hjifd [Somatic Cell and Molecular Genetics, 12, 555(1986)].3%
BT EEZTIMER Lecl3 4ilife [Somatic Cell and Molecular genetics, 12,55 (1986) ],
a1, 6- A A 5% B g DAk 2K 1 CHO 41 Jie (W005/35586, W002/31140) « K B YB2/3HL.
P2.G11. 16Ag. 20 48/l (ATCC CRL1662) %%,

[0310] B 1 bk fg =4 LAAE, i wT DA A 5 440 i 9 B A% EF R GDP— & S 0 1) & JAH %
(PIRGS5 8 A S0 N- R S A B B 1040 D R o 1) N— 2L I W e 119 6 Ao b o
PEI L AZBEAT o FERERREEEAZ 0 AH 2C 1 I 55 21 1 5T 505 40 i Y BB A% 1 R GDP— & S8 i 1)
fa /R AR (1) e 3 AH D¢ 1 B 1 o A K9 T B A B 2K 1) 4 3 4 e, e 5 W005,/35586
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W002/31140 ZEH itk K] a 1, 6- 5B AL AL R B A (1) CHO 4H s .

[0311] P AGRIREAL f5 , iR H AR 1 2-257891 h AFF I J5iE, /5 G418 BRl 2k
(BAMIC A G418, STGMA A w]filid ) 257 sh )40 Mok 5% F B o B vh g AT 35 5%, ] LA
i G e g A H DR R A HUAR B B APk . AR ush W an s or R 97 4%, w] DL A :RPMI1640
HigrdE  (Invitrogen AwJHliE ) GIT BigrH: ( HAHIZ) ARG )  EX-CELL301 ¥ 7k
(JRH 22 m] filli% ) - IMDM #5372 (Invitrogen A3 ) J2 288 —SFM 5774 (Invitrogen
Aw) g ) B AEIR SRR I INA G AR LTS (LA RN FCS) S8 Mpis A i ¥ 75 24
. IR TS B R AARAE R R R T AT 3R, Al DAE RS IR LIS TR R A I B BN E A
Pk, Higr LG IR R E A SR R IA BRI R 45 A Vs e AT PLE TS ELTSA vE5 R E .
FiAb, AT LARHE H AR 1 2-257891 H A F I 777%, FIF] DHFR 4738 R4 56, {5 A pk 1
R HE A PUE R L EF = -

[0312] B EAHHUAE T DL &E A A ZHT N AR R 57 BiE aEAT 4l i
[Monoclonal Antibodies—Principles and practice, 5 =, & H %A H ik (1996)
Antibodies—ALaboratory Manual, ¥ RH5SEI6 = (1988) 1. HAb, BRILLIAL, Al UAE & A
A Ak AT 2EA T . lan, W RLKG SRR R L B A8 B E T ALE IR SR A A R AT
aif. i e R A SR HBE . L EEUEAN YU S 10 0 & 7] DUE R I B
B IR [ BAR T4 SDS-PAGE ;Nature, 227,680 (1970) ] BY 2 [ 4% E13289% [Monoclonal
Antibodies—Principles and practice, 58 =fix, FEHE % AR B (1996) ;Antibodies—A
Laboratory Manual, ¥ RHESEEG = (1988) ] 253k 5E -

[0313] 3. AR AMPURE LR Fr BRSSPV

[0314]  Afifk 5 A K B I FUAR B B B ) s SERE S P P A0 #EAT PR -

[0315] N4 3RIAIEH AU RE R A0 U AAE O s B EE & i FE a2 1K B/ Ser/Thr |
A1 GalNAc B BN Gal (WAl 5 Z G E A R B F B S IR 57 — TR - L b
(UDP- 3L 0E ) 1% ia AH 5 1) g 1 oL S5 Vs PR PG BO i 2k I 40 e 3 A S 7 3=, mT A4 il o
YERIAYnhY TgAl EREMIBIE 5] (JPF%5 3) [ TgAl FRIAMNM . IXAE, 7] LAHIME tH RIS R
HIET OEFERIBERER) TgAL RN  SRAXFERE R A TgAl BI4HAE, JHiEak ELTSA VAR
ARk [Cancer Immunol. Immunother. , 36,373 (1993) ] Z5ll5E R 1A% 1gAl K4 &R 54l
TR I S BT -

[0316]  J34b, bR A TgAl FI4H M 4h 45 M 38 ARG 1 A S8 nl I 9 T 4wl AE ik
T E 40 M B AT RIS FRAEIE a4 T AT Allfk, P LA SRR SR T AR S A ) R A A
IgAl EEH. fENRGEE, ATLAFIZE AT TgAl A SHUEEE X (BN Fe) « GST FR%5 .
M B hr2r (WHA His br%F ) B Myc FR28SE oA Z IR G MR 2N E . Z#EGEA
Al DLE AT S AR R e MR PR AR S A E M A kAT s gl Al . ] Dl R A
LB TAEILAR (SPR) ) BIAcore™. ELTSA VB S i v iE 1425 Sk I 52 X B 4l Ak, () ] vA 7Y
TegAM FEA S AR e P [Monoclonal Antibodies—Principles and practice, 26—
R, SEE 2 AR et (1996) sAntibodies—A Laboratory Manual, ¥ REESEIG = (1988) .
[0317] 4. AFFRr e O A R B OB RE B G Y TgAl H 5 Z B S X 45 6 B e R 3T
IRBCH A UA v B R 12 W T v

[0318]  JHAL A AR & I IR AR BZ A4 A BO B RE SR A Y TeAl BUARIA . B FZ 2 IR
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AN T RN BOE &, 7T IS Wi RESR A Y TgA1 AHICHR .

[0319] TER S HEBEBE R 1gAl B A BRI BEB G TeAl A4 MM D% 1, K2
SELEAEDE N RIS FREELIE A TgAl 2 KM & 1 B R FERESR IR Y TgAl Z K4
J (R 0 WU ) R AE N o 0% 55 (R A LU SR RE B e Y TgAl BRI B ERIAHE BE BB
B TgAl B4 MOAH OS5 (1) JE 3 1% 2 IR R = 1 5 . BRI 5, rTLADIZ8 3 &
T IE R BUEIE . RN B B 5B, 7T LAFIZE DL TgA B A RIS /NRE & R
VELLBEIRIE L B SR S . S o, AEREE , W DA 28 SRR T S 4t e e o , B &, ]
PABIZE 2E AR . TgA U 080 L 4 Mo abh B0 08 L 13 PR EX 40 o v (3 Ts /N abk 2 40 e v -
M AR (/3 = 2 b ) WRESSR L DEVE PR UM C 0 L RG FEEAH DS bk LR A0 2 L8 | oRve R4
L bk LR R 2 R 5

[0320] AR, MERFEREGR AT TgAl 2 IR ORI B0 2 % G B9 AP aeE , R BLEH AN
A MV L L TS RV PRV ZE 0 L A B R V] B S iz 2 IR R
R PR -

[0321]  SRERESRFERY [gAl AHORAUZIR T, 01, TgA B iZ Wi DAl R 4T .

[0322] T M 2 4418 JE A B4 I WSCER I AR Wi, 1 A R B I AR BOZ i v LB
EATRIRT A, P T AR B S5 50705, AT R RE SRR A TgAl 22 R Aer DU Sl 5 , AA T
INMERREA AP Z 2 IR A & 332 AR A 5252 2 Bk R IA
B, B HFRIAESEFEANRLEHTHE. £2EN1Z2 KRS ES MR A
RGBT, T LAWY TeA BB 1ok & TeA BRI m etk &

[0323]  SAEEEBRIAAL TgAl FHIC BB, B e hE A2 B m] DA T 12547 .

[0324]  XFT M2 24 8 RN B AR D AA PO USCEE B AR A, A0 FH A R BH ) AR B 4 v B
BE CATIRTEY), R IR 0 5o 52077, AT R P 2 TeAl 2 K AR TSI 52 , A
AR AR T 2 2 IR R R & o 3230 I AE R R 52 1% 2 iK1
KiLkg, BHERIEEE5M@EANRE TR . £2EFERZ2R0RLEES5HEEAM
SN LR, T LA W i A B Pk

[0325] & AR HIMBUASLZ U F BEBCE B A RIAT A2 W54, R Y8 B ARIi2 W
J71%, AT VLS B T IEAT SUR SO OB i R EIAS I AR . AT AT R
Pod S SRR, AT AR SR b )L #h 5 o AR U AR, P BB 28 SR s b B
BE BT AR B R EATRIAT A BIFR LR R U AR e 0 R A S8 1 e
9% 2R W B 5 7 2 A A FE A

[0326] 1 g7 2 WY v ) i ) 5 R e R 2R TA L TR IR v, AT ABU AT R A R T
o B, AT LAZ 28 G A I B 58 7V A

[0327] s S WU BRI 5 77 v 22 48 3 P St 1o A 1 A e B B A R U B0 v A
=EPUE E N T AR R I BN 5B T 5, A BB ES RO S e v (RTA) |
Al G 9% I 58 % (ETA B ELISA) | %6 S & N 5E v (FTA) L &G 4% W %8 ¥ (luminescent
immunoassay) 8% [ 9t )% Bl E AR 22 575 (TTAL LAPTAL PCIA) %%,

[0328] 1 JTUS G il 58 V2 (RIA) , B0 AT LAB2S 3R v o8 AR K B I oA B iz b A
F BCS U B R B 5 A M S R 3 T A St T TR B b A R B S BRER 1 LA B
A R BOEAT OB, SR R IR BT I 52
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[0329]  fE Nl Szl g i (ETA B ELISA) , Bl m] LAF 2 Nk T AT AR B Pk 8%
Ui A B 5 Pt )R B AR U 0 40 L 5 Sz, T A S8 e A 1 I B S % 3R B L PR ERES &
JrBOHAT OB, SR 5, RO BE v RN E A gk s mT LS R ke O ELTSA VE5% . fE
T G 5 DN 5 v AR AT AR E A, AT DA R B BT IR AT B R A CRON R IR S S, B e
FEME VL, BB ) BIBEARIC . 7T ME At Bt i ER R b i i S B bRt RO R
[ TRNE LY/ e TR

[0330] Y&ty ELISA VAW T J5id M HUAR & A A [ AE L5, 48 H 4 SR R U 3300 52 i 3t
5, IS PR SRR IR U SN o 1% ELISA ¥2eh, v 5 P A UR 50 A6 0 e ) 52 1) 7 R
7 =17 Y = = 71 A 1 i v N [ /67 e S M s R B K eI R = L
1,96 LR ) b, 5 58 —HuR BT B B FITC SR e il S VB I . AE M R ST
SeIAThRIC . FEWR A EaR ST R b, [ A4 N 43 B8 5 40 B B L AR R R 2H 2R B L
TRV A 3% 5% BV LTS S B 7K IR K IRV S 1EAT IROBE, SR i ATAR 10 5 1 BR S B A B
Uil BUR L, F 04T SR04 B A R R I S B o 75 FH A2 T R e SR L B
JE A P R 50, AT LA FR R IR S R0 B L R A 86 PR A B T i A R el 2 o 58 HH 32 e
i PRI B o A 90 ELTSA VE R I HuAE, 7] LMEH 2 v B duA | B e B S b )
A, WA BUEA Fab, Fab’ | F(ab” ) ,SEHUAE Fr BLo AF 90 BLISA i AT R A
TURI AL S, 7] DL TR AS [RI ZAr (1) B vl B AR B AR v Be LA, AT LR A 2 w4
15 B BEIUABEUE v LA .

[0331]  ENZIGHIZENMETE (FIA) , 7] LA ZE SCiHR [Monoclonal Antibodies—Principles
and practice, 5 =R, FEFEAR R (1996) ;87 o - Y HiEEE v = 2 7 v GHER
YA Ty TA T4y (1987) ] it BB 1% . 1B ARG Sy e i+ 8 F B bR e 4,
AT RME A a0 BRI A5 IR, 5O6iigik, v 7 b4 = v ZA47]) K306
bRic. M, AT RME A FITC ARiT. RITC FRif %,

[0332] 1B N & 6 % 9% M 52 ¥ (luminescent immunoassay), 1] PAf# HJ [Monoclonal
Antibodies—Principles and practice, 26 =j, EE AT 4 (1996) s 7 o - v ik
EKEi~v a7 Rt A =7 A 74y 2 (1987) ] FEc i ik #aT. fENK
I G % W e VA R AR IR, AT BABN s ERTR A S AR [ 53— R, AR
AR, 7N SIGPREE 7 42 (1998) 1 R etk bric. #ilt, Al LA Y iE  $§ERFR
10 V& B AR AR 1055

[0333] £ % BIERVZ NN T 51 SR HLR BOR A B (4 He S ) SDS— 58 T s 1k e vk
fiH K [Antibodies—A Laboratory Manual (V& R#ESEIG %, 1988) ] M2k 5B )5, #1x%4E
2 EIZE 3 PVDF JEBUAHBRAF 4E 2= B b, AT R B 5 I B AR B A i B 2B BEAT IOz, 31
fFsghtiid FITC St i i Ak VR S i Ar i AR M B R ic S P/ B TG PR ER S &
B AT RO, SR 5, AARIC AT LA, FH SR EAT B IA « LA 7 8 S BRIV ) —
[0334] fEFRIXEA TG 2 KRR T H K2 Ik 2 B H 05 i, /£ 38 R 564
fERENKGERIEBEN 0.1 ~ 30 u g, 8L SDS-PAGE LT UK. FF UK E I E B EN S
PVDF I I, E4 4 1% BSA (1) PBS ( LA RiE K BSA-PBS) H7E S8 N IS 30 43f, 4T3t 141
Bl AEIL, A B () 5 e FE B TR EAT OB, FH&°F 0. 05 % Bt —20 [ PBS ( LA R iE K
I8 -PBS) AT BEES, I AR bR B (L 5/ B TeG AR 2R T M 2 /M. At
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1 -PBS ¥k, 11 ECLTM &5 [ fe % Bl A7) (Amersham 24 @) fillis ) SEXT456A 5 &
FUR RIS BEAT RN, B, m] DUk tH B P81 5 2 o R P A 2 k. 1ENEE
G5 B R B DN A AT oA, BT DT B8 8 5 RAR R R AR ) STAR S /IR 2 IR 45 A 1)
EIN L

[0335]  WpEEAkAE 7 vk HART 5 AT DL T R AT AT AR B AR BOZ bR B B R A
FUR LA ALREER 1 0 ZURERER TeAl 5ARK M BURBOZIUE I BUS &, HH TR Rkt
AR, AR ERARBEAT R . BRILVASN, VR AW BRAL 22 T7 %, T LB S RS — 4
P BOE A LS BRI S )% U R S [ lm RS 2024 2L, 4 5 Hh AR, 499 (1998) 1.
[0336] M, FLH G g% bbb, A A B TR B R REAR 29 0. 1 um ~25 1 um 5ROR
LR FLI R BAR , I F A R ) e S5 BB 51 RS S P S RIS, S B2 (RGN, &
SPGB AR A LAUR S B BORR 43 BR R T SRR AT R, FH Ot m] DA 5 52 30 )
PRI

[0337]  HH T A KM IIEEOZ IR A BLRe e S5 RE BRI Y TeAl 2 IR B ECHE [X 45
A, BRI, AT DUIE A FH TR I 2R 2 1 22 IR 1 2

[0338]  7EERIA 1% 2 IR (R 40 B () Rar 0w, AT DAATE FH 2 S0 ) 48 2k I 7 32, AL ade AT ) S %
DUIEVE B A G (o S s H 2R e vk 5. 5 4h, T AR A A3 ] FMAT8100HTS R 48
(7774 KA F v A7 LAAIE) MZOGTUE G AR,

[0339]  SRJBUTiEiZ NI T 7% AT RIEZ 2 IR 40 M S5 5 48 R B I B e B AR B A
BURNL S IR 8 ) G- BRHIE AR &5 S Bk O B A 15 e MR 45 6 B 0 I3 o S 30 5 P A
BEWUINE. B, 0 n] DUEE a7k di 7.

[0340] i bR A & B I BLAR BCZ B4k A B AH AL T ELTSA A 96 fLAR I, 28 f5, B A
BSA-PBS @47 3 1. 7E Uik Ay R 2l A R A a8 a8 Jm 5 77 R S R Al RS R, 8
P/ SR A BR AR A BOK R )% BREE A BUER [ A B G S5 TG [ AH 46 T ELTSA H 96 LAk [,
F BSA-PBS ] &, 7 E A% S B o LR MR AT 45 . 3725 BSA-PBS, Hl PBS 780 It
B, TRISBA T Y5 2 RN EIRIT 5 I 2 K I 240 i B 2R IS AT O .
SDS-PAGE FJR it VB 78 73 e i i AR bR B S B e ), el bk 8 9 4 3 BV IRV
AT

[0341]  GyZ 4 i e v Al o i dH 2R ety R 4R N e bR etk (e R ) -
VG IR PG I A M B ZH 2SR MR B 75 2 P 3 10 v T ) B P B S AT AR, DASE A i d i
P, SR AT A R B B SR JEAT S B2, @R 1, A8 SR I FITC S8 28 hric i S AV i S5 B A%
AV EFRLE P RERRE QPR EES & B AT OB, S8 05, A i br i o] DLAL FF I
AR AT RO 5%, B AT A0 M 5 SO R In I uAds e B3R R R A AT A A . A6
1, ] AM# A SCiEk [Monoclonal Antibodies—Principles and practice, 58 =fit, EH %A
HiA (1996) 58 7o - Y HiEERE v =2 7 v GERtE A 2> 74 74 7 (1987) ]
SEHIREIN TTERHAT . FealaE, T AR K PR EGZIUE B Re % 5 R EE SRR A TeAl
EFEREEX 4G, R, 7T DAARIE A T X A bR R IR NAR S/ R 1A 1 CD27 3
AT R U Rl B A T 23 #r

[0342] 54k, AT AR e e udk Je ta vk IR 3 ) FMATS100HTS R4t ( 777 4 N3 A
F v A7 Lanlfilig), i MEAN B TUE - R E eSS 55 - R E AW
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T R 18 DUAR BB AT 0 B AR 00 T DN E DR BB UiR &

[0343] 5. fHHIFF R PERAIIFEE G A K BRI BESRIG Y TeAl 2 IR A 5 50 B SUR B IUA
B ZRIRIRTT 7%

[0344] AR R S PE IR R B REGRIF ZY 1Al 20K B 5 2 B BEECRE X 454 1 5 S B Sk
B BORT LR TR T SRS TeAl 22 BRAH SR -

[0345] Ry SHERESRIG MY TgAl 22 JRAHSCROZ , R EE AR WA W R AR IE % 2 IR 1Y
20 M 0 U AT DA AEATT 09 > A BABUZE 1 4 TeA B9 BIORE AE 45 o

[0346] b4, A9 Bds, B T LAFI2E A TeA '8 95 I R B9 455 HE 508 SR IR 3
95 R o

(03471 fEJfE, A] DAF 2RI ML 25 B EIR MR (HAKVILBE ) B L BOBIR K SCAATE .
[0348]  VEOMILBE, BAAM &, Al AFIZE - 3 M R (R A ik R AR AT bk 2
) 2 R EERRE S . (ENRARNARE & Stk R, A LAFAS 2 4 bk E2 8 A8 PRI L2
FRE 1 90 /0 o B P 1 L9 A R I E R I PRI R R A b 2 4L 2
IS e ) O e I et (DR

[0349]  VEJysidfe, Bk 5, al AFI2E FLUIE 7508 KIie . B 00 SUE e
T B TR 18 5508 /N T < 90 Hohes B fR e 55

[0350]  fENA K BRI 7, Bl AF 28 DAA K B I AR BGZ U4 BUE AT 20 (e
Bl HA ADCC i PEER CDC i PR ROSLIE P AR Va7 7R B A R T A K e
I 7R S AR A I BRI T A

[0351] AR WA TR BAZ U P BUREWE VR AE 40 B b R0 RO MERE BRI B TeAl 2 K,
I, BEME TR AP0 A7 AE IR IE R BEBRIE Y TgAl 2 IRAVAIL. [HI, J& T A B I3
TR BZ A B L AT ROREE PR SR BGZ U B RS £ 44 N MR S 2% 0 3 B
BT TgAl ZRRIIAIML. 538k, LA BN SUA BUZ A F BERE S 315 AR AR N IO RAL
BEGRFET TgAL 22 IR A4 I A8 Feimk b, BRI, AT AR D6 7 5 s sl A7 Rt A A

[0352] A AR WIS BUZ U v BesE EAI AT ARG 77 0 AT DA A 1A
U WNZARBUZ T B EATTRAT A4, i DLk DL S 2 B e B m VR 10— F A
PRy A [R5 I Je8 3t 791 2 A3 AR AT 2 e ) A T 9 1 2 ok 14 1% 243 1 770 ) 7
AR FE M

[0353] it A1 ik A L3 A5 VR I I e A3 R i 4%, ] RAAI 2% - 22 Tl AT B T s A AU
W BN BT UL AN bk A A AE 22 CURERT, A2 ST BRI R 00 R T BALE 51 2%
Rk o AR I 2K, T RABIZE (5550 B 70 Py 771 ROURE 1) R 5 771 LR A
TES ) R S T S

[0354] {1 J3d T4 Lt FH (R Ml 570, P RABI 268 L5 SRR S ) A )RR S 7
o FLFRIRE J SR AE BV i1 2 0 m] BAE R0 R e VR DA IR IR 3 7K S FEERRE S 1l 3
B RME SRR, R 2 IR R A S, R RO K S SR S, R R A
PR BR S B S 1), T A Rl VG SR RS o OS] A ) TBOR S RO S5 ) A QR ple
PEONERINFRR BAE - FURE T &0 W8 R S e I S WM, e T MR BN 558 1 A 71 » B i R
B ST ), R OB FR T R AT YRR L RS ORG 45 70 Mg 1y 19 T 5 2 o v P )

SIS A
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[0355]  fE i T-ARZR L1t R 7], AT DA 2893 568 701 A 0 8 35 00 588 o s o i P A
SRV ) BT VB TR TR B I B SR ok i £ o R RIS RT RT IR AL I BOR
e SRR & . Jidt, WSS R BUAR B AE A BUAR B DL R AS e 52 3 1) 1 IR AT
ERIR IF HA DU BCBUE F B BION T AR 110 25 20 RS AR S ke il 46 o A3,
BART] D~ an FURE B S o MRAE DU BOhUAR Fr BRI I BB I 1 5, BT DO AA
2 TR 050 S A, T DLl e AR 22 1150 o s 08 28 11570 Hh 1 s n 750 1 451 s 1
a5

[0356] it & Bt FH IR BURYE B ARV ST 280 I FH 7512 IR T7 I 8] L5 168 A 32 450 A [,
WH AR A 10 v g/ke~8mg/kg.

[0357]  DATTS, ek St f51) 5 H A bb of A O BH 1EAT 1 M, AHCAR I B AN B2 T 3 S it 491 ) PR 5 o
[0358]  SEjafsl 1

[0359]  7EZMMiE [ MR IS HEEEBRIE Y TgAl 1) CHO 40 BuAk B HiI1E

[0360] (1) MM IgA KIAFTKL pKANI32BS8PVHMIgA 144

[0361] & HE DL R W 7 i AR T A5 40 Mo i E o3R8 iR G g Bk B A 1 B
pKAN932BSPVHMI gA. 7 5k /& 108 7E H F) W003,/085107 F1 ik [ CD20 Hi44 2BSP )
FHE Fab T4 -5 R G 3R 8 1 11 58 DX T2 1T P 2 10 9 1790 o br 344

[0362] 1. pCR2BSPVH [l {E

[0363] DAL W003/085107 H it 2 1) i ki B 44 pKANTEX932B8P AR , itk LA N Fr s i)
PCR & REXJ A, 75 Bt CD20 fufd 2B8P [ H B ] AF X YR 7 Btk AT 3. 7B 0.2 22
IR/ Ft dNTPs 1 Z2BE/R / FHEABE R N AT A Ing ) pKANTEX932B8P. 1 T BE /R / F+
RitNotNheIfw (/5715 4) 1 /R / F+ RitNotNhelrv ( FE31'5 5) F 2. 5 HAL) KOD K&
B (REEGTAFIGNE ), W R BT 50 w L, BT PCR L. N ZAHF R DL 98°CF 15 b
65°C R 2 #.74°CR 30 B0 A 1 IRTEFR, #E4T 25 IRTEFF . H91% SOSVRA) F 2% ()55 g Rt e
HLVKIEAT 7080, S/ 5, fT ] Zero Blunt PCREFERAME (A v & b o v x> AnlfliE ), K
HELBE T 10458 FH 1 B 15K £ 450bp [ PCR 72405\ pCR-Blunt Bk, MiiR1G HA 7715
6 Fr7~ [ DNA J7 51 1) pCR2BSPVH ( & 1) o

[0364] 2. pCRIgA [¥IHIfE

[0365]  $%75, LAYE 9 N VB cDNA Sof& FLJ46724 &0 AEFE K (Genebank) H A5 kL ( H
NEDO A & cDNA 3l /57 5 B 4385 ) ABEAR, £ A BAF Bros 59 PCR AP & e yE 3k A A [11H
SE X I DNA Fr BL AT 9 3. 7E 5 0.2 ZEE/R / F dNTPs. 1 22 BE/R / FH &AL BE 1 = B2
W AT R Ing £7 FLJ46724 ) Bk 1 fUEE /R / F+ Tg—a—Nhel (JTF15 7)1 TUEE/R / F+
Ig—b—BamHI (J7%1] 5 8) 1 2. 5 AL KOD BE& 1 (ZRyFEYT Anlfilid ), T 28t 50 n L, 3t
4T PCR o REZAT N s BL98°C T 15 #2.68°C K 30 #by 1 IRAGH, #H4T 25 RAGHF . 5%
SRONERFFH 1% B T AR R F vk - AT 8, S8 5, B Zero Blunt PCR SEREGRI& (1 >
b b oy v Anllig ), W B S 3 A5 £ 1000bp [#) PCR 4% A\ pCR-Blunt
AR T, NTTERAFHA TS 9 Frosii) DNA 311 pCRIgA (& 2) .

[0366] 3. pCRmlgA HIHIE

[0367] 5, fE S 0.2 ZZEE/R / FF dNTPs. 1 ZZE/R / FFEAEE I S SO A8 A 0. 02
THEEIR / FHIR) AMD-A ( 715 10) ,0. 02 i BE/R / F+ ) AMD-B ( J# 315 11) 1 fEE/R / T+
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AMDBamHI fw ( JFEF 'S 12) .1 THEE/R / FFiI AMDSpelrv ( JE55 13) F1 2. 5 FAL7 [ KOD B84 1l
(HREEG AT G ), T E ST 50 n L, #4T PCR M. BN :BLIS'C R 15 #2.65C
T2 T4CTH 30 MY 1 IRAGEN, BEAT 25 RAGEN o Rz SOBLIBM FH 2% 1B 0 D6k 2 FELUK
AT, ARG AT Zero Blunt PCR WREIAFIE (A v & b oy v ARfE ), KR
i IS FH U6 B 34 25 450bp [ PCR 7743 N pCR-Blunt #ifE 1, W3R HA P55 14 fir
7~ DNA J7 1) pCRmIgA ( ¥ 3) o

[0368]  4.pCR 2BSP mIgA [IiIfE

[0369] I 3k 1 T il 1) pCR2BSPVH I PR il 14l Not T A PR il 14§ Nhe I Y4k 17143 21|
(112 450bp ¥ DNA J7 Be At bk 2 T il R pCRIgA FH FR il 14 Nhe T 1 FR il 14 BamHI
AR R 2 1000bp [ DNA Jr Be 5% Bk 3 T il £ 1) pCRmIgA FH BR il 14 8 Not T A1 PR
H LR BamHT JH AL M3 22 3. 5Kbp Y FURE DNA 242, B, #Z ZRA% BT CD20 Hi4A 2BSP
1) AT AR [X 5 R A fo 2 Bk 8 A 1) B B e X1 G DNA [R5 pCR 2B8P mIgA (]
4) o WA TR TS A TeAl FEB) ( EEE) R TEHS 15,

[0370] 5. pKAN932BSPVHmI gA f{IH4) %2

[0371] iR oA 4 Tirh il pCR 2B8P mIgA FH BRI T Not T AR il PEAG Spel Y4k M
221 1580bp ) DNA v Bt ATl KANTEX932B8P FH B i M EcoRT A1 R il B NotT yH AL
221 2845bp [ DNA Bt 5 [FIFEHS pKANTEX932B8P A FR fill 4 EcoRT A1 PR ill Y£R8 SpeT ¥H
TS 2 92 13. 5Kbp ¥ DNA F BEEHE, I, filfERIAHT CD20 Fifk 2B8P [(4HE & X i Al
T IR & A 18 I FURL pKAN932B8PVH I gA (] 5) o FAT FH iR IS BAK L AL I R T 13
FApE] 100mL (1) LB ¥5gpdtdr, 3Rk n, RIS A4, fF A Qiafilter FUR - & 24005
& (Qiafilter Plasmid midi kit) (& 7% > 2w HlE ), 4 BEBRHE B9 RURE XS ok 34T 20
tho Sifb)E, 1 30 u g B BRI AR BR ] ML AatTT BEATVEAL, BHILHHT R AL . ZRPEfL 2
Ji» BEAT 2Ry / S AR S BEDTVE , VAR T 1/10 WREERY TE 220 (ImM TrisHCI, 0. 1mM
EDTA) Ji, M W B, FRAE TR 3N

[0372]  (2) MRAL S BREE ) A 3L FURL pKAN932BSPVHmIgA (3

[0373] ¥4 pKANO32B8PVHmI gA £ [Kl 5 N AE Ry 3= BLFRIA Tn BUMEEE (1) 548 CHO 41 2 Lec8 41
JLAT 3 R AK TR RURE B 1) CHO/DG44 4B, | b, 2N RIS S e BRET 1 A () Lec8 4]
MOFN DGA4 At AL S BR R 1 A 34K Uk pKAN932B8PVHI gA ] CHO/DG44 4iiffd ( AR id
9 DG44) BY Lec8 AR i 2 AR MRIEHLFEALE L4 b7 2 /oy - 3,133(1990) ] #%
HEDLU R U7 34T o B0, AR A RS 35228 [ E 10% G 2R &G (f v e b -v Ty
NFE)BOng/mLIRKER (FH 547 A 274 MIXATHRMF (f e tr-vTy
NE S ) BIPEE R E B R IR 34 (Iscove’s Modified Dulbecco’s Medium)
(4> bo-vxyial)] PAEMRT DG 4R ETFT K-PBS 22l [137 ZEE/R / F+
KC1.2.7 ZFE/R / FF NaCl.8. | ZFE/R / FF Na,lIPO,. 1. 5 ZZFE/R / F+ KILPO,. 4. 0 ZJE/R / F+
MgCl,] o, [ HIAEI 8 X 10°4™ /mL, Hl %4 HUEF . 45 200 n L (1. 8X 10 °A4>) il & 4FHo4H
MBS 10 ng B (1) Aol 4 B2 Ak Bk pKAN932BSPVHMIgA VR Ao {HJZ, Lec8 4H
ML FARAER AN 1 XHT AN AR 772, (DU HT- #5395 08 ) JibiT. Bzl
DNA VR G4 2 | Gene Pulser MMM ( AR Z B IER 0y 2mm) (BIO-RAD A ] ) o, 58
J&i A LR 5 N2 E Gene Pulser (BIO-RAD 2AF] ), 78 Bk Hi Kl 0. 35KV, FAZR A 250 uF
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4 T TR SN B ZA 2R A 2 30mL [ HT- K535 [ 3 InA 10% fG4H&
il (4> e bo -y Aa6EE) Ms0neg/mLRRKER (F 47547 AZAH)
(AR I B R DURHE 3, (A > e bo -2 ARElEE)] d, B 100 L/ fLE
FRE) 3 He 96 FLIR bo 2R 2 KJa, B4 &4 500 ug/mL G418 RAEAC ¥ FREL, Bi 57 10
Ko 10 RJF, BHAEH 50nM MTX (Sigma aldrich A6l ) i) HI- B85, 37459 MTX #1
PEFR . 1§ Lec8 RIS B B2 G0 )% BR 8 1 SRR v 44 2 mIgA/Lec8, 53— 77 I, % DG44 4y
KRR G BREE (1 A RIS A 444 mIgA/DG44

[0374]  SLJiEfs] 2

[0375]  WEEEBLKGEAL 1gAl-Fc R4 8 A %

[0376]  H T 3RAF ATV mIgAl S, Wit 71 mIgAL A4t X i 735 A TgG4Fc 4z
R Fe Bl &8 A mlighl-Fe. HAKME, A PCRIEHIVESE mlgAl 4BANX I—3 45 A
1gGAFc 4 B L IR B, 0 oA N St 9] 1 453 21 ) pKAN932B8PVHmI gA H, BH I, il &
Fc B4 mIgAl FikH4& pKANTEX-mIgAl-Fe. iR A8 A4S N CHO/DGA4 41 fu bk AT LecS8
S bk b, S FR A TR N 500 1 og/mL [ G418, FH I A7 106 PR S N A0 I . B 1) R
NANNAE T ML 7B 5 57 5 Excel1-302 (SAFC A 7] ) W= — R, 153155 H mlghl Fe (1353 L
iG. [ Mabselect (GE Healthcare ] ) A5, KR UL T AZ 1 F RIS BB
BAT AL, 3R1F%5 3 297 bmg (1) DG44 K mIgA1-Fe Hl Lec8 K mIgAl-Fe. ¥ Frfq 21 £
mlgAl-Fc fitT SDS-PAGE 7341, BE o E=MAifL i (K 6) . RHoh, N Tl diftEnnE
UAHESE, ST LA RS Fo 2 k. 7] 96 LI ETA FIAR (Greiner A @] ) "FLA50 w L/ FL5
VE 1 v g/mL 1) DG44 K5 mIgAl-Fe BY Lec8 K11 mIgAl-Fc B3 A 1gG4 (SIGMA 2 7] ),
76 AC T B R AT . B S5, BL 100 w L/ FLIIN 1%BSA-PBS, 7E = I8 T . 1
NI TR AR (R P I (A 4T B o 75 1%BSA-PBS, L 50 w L/ FL4M73 FH PBS #BE (1) /N Bt
A TgAl 353 FEPi4A B3506B4 (Beckman Coulter 2v#] ) B/ 3T Tn F R Fiid 22-1-1 (MBL
ANT)) AR IRGUE, B RN 2 /NEsF . 0. 05% REJE -PBS Heis i, BA 50 u L/ FLIN AR
JE L E AL B bR BN SR AR BREE 1 (DAKO A F) ) VBN IR IUA, £ I8 N XN 1 /N,
Fi1 0. 05% 35 —PBS ¥eis )G, i ABTS[2. 2- #ERIE (3- ZFEIRIFHEME —6- fifii ) %% 1 i<
Y [1 Z£EJR / F+ ABTS.0. 1 BEIR / FHFTARBR 2% 1Tl (pH4. 2) 0. 1%H,0,] AT &, ff
BEbR1 (MULTISKAN SPECTRUM, Thermo /A7) ) YUl 5K MK 415nm. S LK 490nm T (1
JGHE (0D415-0D490) « 521, BN BIHT TgAL Fidk 5 DGA4 KI5 1 mIgA1l-Fe Fl Lec8 R
mlgAl-Fc 254, i 73— 5 T, #IA BIPT Tn HUEIUEINE Lec8 KIE migAl-Fe 44 (K 7).
FH EA AN, Lec8 SRURMT mIgAl-Fc BA Tn A O A SE

[0377]  SZjEfl 3

[0378] 7T Tn HUER B INZAL TgA 1 FRIEEE X 1) 5 v B Hr 44 14 A

[03791 (1) M Hsi B (R IR (1) il 2%

[0380] fFH A& R (EEERIERT ), AW NI (Tn BEINZY TgAl BEIK, 7715
16) :fEN IgAl (IgAl) BCBEIX S LML 771 ( WE R Im 58 223 7 255 240 A1 (& 5L )
(155 230 A7 FNEE 232 AL 22512 (Ser) DAKER 225 fir . 5 228 A AIEE 236 A7 75 2R (Thr)
il o HEEMING N- ZBREFERE (GalNAc) , HETT N T 5 HER S A 45 A i A8 R i
BHINAE EBEEER (Cys) o AT S SR R, @i PR B VEHI1E S KLHCRR 225 2 &) )

39



CON 102712923 B w B P 38/42 T

&G AN R o BD, 4% KLH IS MET PBS 1 JF i35 % 10mg/mL, 00 1/10 4 F1 (K] 25mg/
mL ] MBS [N— 5 SR 15 P e 208 B IR R AR WG HE 1 (o 4 5 4 7 A 7 A7) ), Bk 30 738 fif
H R FAFSGH PBS FHLI £ 7 7 7Y 7 A G-25 FE SR EERT iEFERR 257 25 1 MBS,
¥ 2. 5mg P43 2 KLH-MBS S5VA#EAE 0. IM BERRENZZ Ml (pHT. 0) Y Img RVR A, 78 =0
THEEE 3 AN RN . RONLE ) PBS BT I AR B A A R g A

[0381]  (2) BhWIF) G5 R A4 ™ A 4 B 1 il 2%

[0382] % 100 gt (1) FromfI il 41 Tn FURHINE 1gAl BCBEAK —KLH 4551
[ 2mg FEERC AN 1 X LA H & (B fE i 7 B il 3 ) — it F 45 4 A i
PIMEME SD KB (HAZ 2 vy - A8 ), I 2 A Ja GRS —R 100 u g N4 EY),
vt 4 e WS KR AL, 383 BA Bz (118 S D g V225 866 RV T A LR 1) Tn $ )5
BN TgAl B SREVE, 7E AR IR S8 3 K G MR IR 78 7 BB R B9 K SRR B B o H B A
MEM £555 08 ( HKGIZ AR ) hE4uanie, eIt 5028 (1200rpm, 5 438 ) J&5, 7¢
& b3, H Tris— @B SR (pHT. 65) AbHE 1~2 435 DLER 2 20 40 i, 1] MEM 85553 05
3 FFAE 5.

[0383]  (3) Ml Hy% il i V25

[0384]  ffi AN ML RIS TgAL (BIOPUR ) ) 1 43 F IR B P BB 5, A A T 705 28
A TeAl YENBATEXTRBHUR . Tn FUJRAY N TeAl @I R L3 AT 50/mL B B — FFL 0
1l (ProZyme ~w), GKX-5013) . 1U/mL PR IREE ( + 7 2 A AW],24229-61) /£ 37°C
TNE AR 1gAl VERIE R, B B HE R o8 Tn Suie 540, N 7 HEBR AR Tn 3T
JREI3AE, 5 TegAl [FIREHUN A MR RIER CL M &Ern ZLB X - Y > 7 , fm4~N Y
F = b ) BEATEFALFR, B ARG Tn R CL 404 oA A BA P HE LIRS . 1) 96 4L
W EIA MR (7 24 + —2a] ) LA 50 wL/ fLo3 il 40iE 2.5 v g/mL [&HUE, 78 4°CTF K
B RAE I BEATIR o Bedska, BA 100 w L/ FLANA 1%BSA-PBS, 75 2 i T F H B2 1 /N,
WA TS TESE FAT B A 3725 1%BSA-PBS, BL 50 1 L/ FL21E 28 A0 P88 185 5% b7 oot i
KRIMLIEVE R — R uE, N 2 /N A 0. 05% ik —PBS #eisk i, BA 50 w L/ LA
P I P A B AR e L K R B3R D (X a2 A7) 1B R Rk, fE =l %
1 /NSF, 0. 05% I35 —PBS ¥k, 18 ABTS[2. 2— ¥ XL (3— Z L ek —6— Ttk
Bg ) % 1 W [ 2 BE/R / FE ABTS.0. 1 BE/R / FHATER IR iR (pH4. 2) . 0. 1%H,0,] 4T
B, FHEEFRMY Emax sMolecular Devices 2% ) MIEAE K 415nm. Z L K 490nm
THIRGEE (0D415-0D490) .

[0385]  (4) /I~ B B 4 i 1 il 4%

[0386]  #% 8- A SUEMHLIE/ N RE B AN R P3-UL fEIEH Rt ATH %, R
MR A R R 2X 10" A Banie, fE e AT 20 Ia &

[0387]  (5) Z&ACIRIIHIAE

[0388] H% (2) AR K RBLINE (4 P2 e ALl 10: 1 KEBRATIR S,
B0 E (1200rpms b 381 ) i, 352 3 W UL (AT 78 2 B SR, 7E 8 HE 0 (R I
75 37°C R LU 10/ BB AR M 0. 5mL =N 1g 58 2 % ~1000 (PEG-1000) « ImL. MEM
B RN 0. 35mL — VARV SV, T BERE 1~2 238 i & oI ImLMEM 15 57 5,
HEBIRG, TN MEM $535 3 22 0 8153 50mL. 25045 (900rpm.5 43441 ) &, 3 B,
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PR AN U 18 2 B R RN T IR, B AR U AN i R T 100mL HAT B 37 5%
[ZEAINA 10% AG 24 M35 1 RPMT B 3738 Hoin N HAT B335 354807 (Invitrogen AR ) 15
BIf¥EFRAE ] o BZEIERLL 200 w L/ FLA R 96 FLIEFR AR, £E 5%C0, 1 7248
15 37°C 5 10~14 Ko 8 (3) Fic B RG S M e b A iz 77 HiG T B8, kit 5
Tn HUERN TeAL Hr 5P B ()L, T8 v B PR, AT EE A 7 30 Tn Fi S5 BRI mIgA BUEE
Uk B A AR (1) 2 A2 R Ak KMA 137, 4138, 41394140, 4144 , 3 148 B WP 85 PR 0 — Ik ik
()t S 25 0 S V0 A S AT % 52, 1 5E KM4 137 . KM4138.KM4139 . KM4144 K B, 1gG2a,
KM4140 KB 1gG2bo "EMTITURIERIR T£ 2 .

[0389] [ 2]

[0390]
KM No. SIS PR
KM4137 KR IgG2a
KM4138 KR IgG2a
KM4139 KR TgG2a
KM4140 KR IgG2b
KM4144 KR IgG2a

[0391] TR EEULEHINI, IS 1 20X 6 Balb/c 7N SRR BxSB JRJE/IN R A% (1) T il 4%

(KIARE ik —KLH Bl A2 (A 0 S5, (H EIEAR ) Tn PURTUES BEXCHS MR s e pE ik . Y 4h,

KT 7 HRo SD K BT Balb/c /N B Sy SETfA] | ST AE SR IEE b3k T HUJR

T TgA1 [ CHO 4 fafk (mIgA/Lec8) [ISEEE, (HIETATF B Tn 370 iR 2 480 HE X 4r 7 14 1 B v B Bt

o BET, L SETE T Ho SD K BT Balb/ ¢ /I bR S5 SRt 2 o g 37 1) Tn HUJR A TgAl-Fe

BlA B (M SE56, (H VR B Tn P 5 BB BE X 5 S PR 1) 58 v B A o

[0392]  (6) HFCREFUIARIZE4L

[0393] ¥4 (5) HEBIHIZATIRERES A LA 5~20 X 10°40 i / R () 80ttt ke Ab 32 5 11 8 &

WEHEVERE B (Balb/c) BEATHENE NVEST. 10~21 KJa, 0= m ik . IWARAEA IEK

/BB IR (1~8mL/ R ), B0 B8 (3000rpm. 5 734 ) B2 AR R 43, S8 5 » B =7

FRYTIEYE (Antibodies—A Laboratory manual, ¥R HES2I& 2, 1988) AT 44k, | B2tk 1K

Boyn FEpUE .

[0394]  sLjiEfsl 4

[0395]  $7% Tn $0 R BRI mT gA S%% Ik B 7 J 444 14 e e ke

[0396] (1) 454 ELISA

[0397]  JEESEHEA] 3 [ (3) Hic B IIEE S I g v, X AT B I B v R AR () OB AR

PEHEATHF A . KM4137~4140 FT KM4144 ¥J%F Tn FRTN TgAl BoR R PR SN PE, X A

TgAL A1 Tn $JE AL C1 #IHIMA L (B 8) o

[0398]  (2) a4k fo )%l E V5

[0399] I 6 EENLIR) B v BE AR I 245 5 e e PR AT VPAT S SEE DA T 1) 38 A PRI S % N iE

%o 14 96 FLHJ ETA F{ AR (Greiner 27 ) HEL 50 wL/ L 70¥E 2.5 1 g/mL H SEJEH 3 1Y

(3) Hifil &1 Tn PUR BN TgAL, 7F 4°C NI E S R B . ¥edkia, BA 100 w L/ fLINA

1%BSA-PBS, 7E = T SBL 1 /NS, X Ax 3 Tk I #EAT 3 1 . 3725 1%BSA-PBS, BA 25 n L/

FUATE Tn JUEAYN TeAl B A ML RIGI TgAl 1B Nsa Wi, #Em, Ve R— Ik, Bse

TG 3 v g ST RS AR A TR S 7R LIS A R 1w g/mL PRI EE, B 25 u L/ fLArvE R
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B, A S B 2 /NEE . 0. 05% rhE —PBS ik i, A 50 w L/ FLIN N Fe B S5 i Ak
B AR PR B A EEREE 1 (DAKO A H) ) /R IRBUE, 752 iR FEH R 1 /e, A 0. 05%
I8 —-PBS Wik fa . A ABTS[2. 2- #EIRIER (3— LB JFIEME —6- TR ) % ] VK [1
ZEBEIR / FE ABTS.0. 1 BEI/R / FHAT IR 2 pP i (pHA. 2) 0. 1%H,0,] AT o €, 158 FH B b A%
(MULTISKAN SPECTRUM, Thermo 24w ) Wl %& #£ i K 415nm, 25 L K 490nm T (1R
(0D415-0D490) o 15 FF K B A70RA 45 T8 2 HiAA KML762 7E 9 B P BB, A A K B TgA B
TERETUAR LO-HA-9 (P AL R. 1. S A H) ) VE N PEXTRE o 45 S mT 40, fEF ] Tn HURTY A TgAl 1E
NFEF R EIEGUT , G R T RE P AR R AR T 5 A A A B T A, iy ELAE B A
FI NI SV TgAL VE 34 M R4 100 £5% ~ 25 1000 £5 55558 YRk E T AWk (&
9) . HHLL B, TS TE R SR Tn JUR AL TeAl B s & k.

[0400]  (3) 5 Tn HUJEAY AN TgAl BN ML RYE TeAl WS A T R 52

[0401] R R M EE FELIREHITE AW MENE. DA 09 /E 454 H Biacore
T-100 (Biacore A7) ) KT, WRABBIEE IR AEEREATUE (€7 2 7 A7)
[EAH LT CMb RIS i (Biacore AH] ) b, fFHUARIK E TN R & 2R A 3G 35 LIS /E8
Fwiad, DRSSk . S8 {E R A HBS-EP+ 2Pl (Biacore A ] ) M 2 1 g/mL HEH AN
ANEE BT R G Tn JUERYN 1Al BN ML RIE TgAl DL 30 u L/ 38 Bl e A 1
WA, AT AR B AT A, B S i (L1 S8R0 TR SRS Tn
PUFRLN TeAL K455 18 B2 BN B9 e 5 4. Biacore—T100 [ PN #IELE & € 4 25°C, 1
FRRPUE RIS A A pHL. 5 IH AR M Biacore AR ) WG AT HAE. 43, o
A I SRR FUARISN Tn BURZYA TgAl Wom HHAESE 5020 10 °*IM] HIsERIME, 5 Al X,
RME R 5 AN ML RIF TeAl BHATE S (£ 3). HPA LR, @ 70 B5mBEIUAL X Tn 31
JRTN 1gAl HA R AR AR,

[0402] [ 3% 3]

[0403]
K,[1/Ms] K,[1/s] K, [M]
KM4137 4. 07X 10" 7.13X10* 1.75X10°
KM4138 3. 83X 10° 7.65X10* 2.00X10 "
KM4139 4.21X10* 6.21X10* 1.47X10°
KM4140 1. 68X 10* 1.24X10° 7.40X10°
KM4144 4.36% 10" 8.87X10* 2.03%X10°

[0404]  (4) 5 mIgAl FRIKHL JeAR I s L VAN

[0405]  HEsEiEf] (1) " EESLIKFRIA mlgh [ DG44 4 Uk NI mIgAl Y Lec8 4 oAk 1)
5 X 10°AN4H B AE BV (1 35 24 A0 R (85 97 178 50 w L B iF, /8 4°C M R 1 /M. &

NG A7 0. 05%NaN,[¥] PBS BI040 B 3 YR ITHEAT BeHs, S8 )5, ¥ n 50 u LK Alexad88

Fric il 250 K TG (H+L) ik (Invitrogen A 7] ) B Alexad88 fRic L ZEHT/N R 1gG (H+L)
itk (Invitrogen A#]) A 1%BSA-PBS #BE 300 1M 45 2 (WL, =IZ G 1E 4C T IRRBL 1 /)
o SR, [ & 0. 05%NaN, ¥ PBS BI040 & 3 IR M AT e, 285, BIF T 500 L &%

H 0. 05%NaN, (1] PBS 1, fd I 77 =040 fef% FACS Calibur (BD Biosciences %] ) HEAT4 .

{5 FH /IS BR AT ND28 B S B 444 KMB 11 ( H AHFHF 08-165300 5 ) BOK BR 70 4 B 2 5 vel F&
FUAEKM1762 (Clin Cancer Res., 2005Mayl;11(9) :3494-502) K91 T HEHLAE, 45 FH /)N B
Pt Tn PU5 R FEHUAE 22-1-1 MBL A7) ) BUKRAITA TgA H i fEHifE LO-HA-9 (P.A.R. 1. S
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AT AENBHMEER IR . 25 RN, AL R U RESUA A 5 R mIgAl 1) D644 AL &
5R1E mlgAl (1) Lec8 AU R 454 (B 10) o HT3R1A mIgAl Y Lec8 4l IA Tn f )5
T mIgAl, DK BB 7, 257 1 PR e BE AR RE S IR S AZAE TR 1 _E A Tn $0)5 2 mIgAl,
[0406]  (5) AILIGH I Tn PLJE AL TgAl B &

[0407] Ry T M A MLIE TP R FEBLIG TgAL BOR I R4S, ST LA T B BG % I SE . 1E
NEZRW R, 3R Tn F0R 2N TgAl B ML R IE Y TgAl AN ILIE (SIGMA 2] ) #
BEGARBIMAW . L 50 w L/ AL skt 3 s alifh i KM4137, KM4140. KM4144 BUCK BT
N TgA HL3gFEHUA LO-HA-9 (P AL R 1. S A7) ), 78 4°C B AT AT . Pk,
PL 100 w L/ FLANA 1% BSA-PBS, 7E %8 T B 1 /NEF, A i 09 3E PR F AT B . F¢
%1% BSA-PBS, LA 50 w L/ L4373 H PBS #f B¢ (19 52 504 o, {8 H OB 1 /hisf . A1 0. 05 %
k3 -PBS ¥k 5, DA 50 w L/ FLINNFRRE 5 1 i S A P B A/ SRATA TgAl i vi BE A
B3506B4 (BeckmanCoulter A w] ) {EN IR HUAA, /£ =i N FH KM 1 ZNEF, AT 0. 05 % it
16 -PBS Wik G, 1 ABTS[2. 2- R A (3- L HEIR MM —6- TR ) 2 ] IR [1 2
FEIR / F+ ABTS.0. 1 FER / FHAT R R 2% vl (pH4. 2) 0. 1% H,0,] BEAT &, 151 FH B AR X
(MULTISKAN SPECTRUM, Thermo 2] ) 5 £ i+ 415nm, Z LL ¥4 490nm T 1RO B2
(0D415-0D490) o Z55, FEM A HLA LgA By FEFUA IR [, Tn SR AN 1gA1 BRA ML K
U5 TgAl ¥4k [RIRE IR H 1 59— 7 10, 7E MR B 222 S 1 KM4 137 KM4140 KM4144 FIHR |, 1%
DA T~ Ik 5 1 77 =R U 3281 Tn R BN TgAL (P 11) o R DA 3R 8, i Af A KM4137,
KM4140 KM4144 [ Sz g 2, Seis O BEBEBRA RN TeAl #HAT 47 R A I 2 & .
[0408]  SEJE 5

[0409] SN T XFEESL IO Tn S0 N mTgA BEBEIR 5 50 FEHUAAR KMA 137, KM4140 FT KM4144
) A 3 TS PEBEAT VR4, SEHE AR 1 7 4 PE RS & W 5238 7] 96 LI nunc maxisorp AR
(NUNC A7) ) " BL 50 L/ FL4¥E 25 v g/mL [SEHEH] 3 (1) (3) Hill &1 Tn RN TgAl,
P 4°C T IRCE R AE AT IR o eI S BA 200 w L/ LI 1% BSA-PBS, 7£ 5 i N &M 1
NI, o BR AR O PSS AT BB . 3925 1% BSA-PBS, A 25 w L/ L4 vESLtf] 3 Hhalifhr
B Tn OB IN mTgA B854 Ik 26 75 B HAk KMA 137 KMA140 B8 KM4 144 15 R4+ , 3Eim , /6
N IRPUE, B S ] 3 W24k 4T Tn B BN mIgA BCREIE 5 v FE SR T R R bRl
A3 S A4 B 2 0 og/mLL0. 16 1 g/mL 1 10 1w g/mL (AW ZFRID KMAL37 B EFRIT KMA140
MY ZbRIC KM4144, 43 7 VA 25 w L/ LHEAT 4338, TR 1 /NGB A 0. 05 % 3 —PBS
ek Ja s UL 50 w L/ FLINARGRE JG L A A BAr e B S F R (Sigma-Aldrich A7) ) BN
TRBUE, AR B R AEH R 1 /NS, A 0. 05 % i -PBS Bk, A ABTS[2. 2- 3%
M (3— LEIR I EmE —6- Tea g ) % ] IR [L Z£E/K / F+ ABTS.0. 1 BE/R / FHTH IR 5%
MR (pH4. 2) 0. 1% H,0,] BT %0, A FR{C (MULTISKAN SPECTRUM, Thermo 2w ) il
SEFE K 415nm, Z K 490nm T IR OEE (0D415-0D490) o 3 A1 K B bl 4E 18 2= 41
A KML762 15 R I PEXT R Srids . 45 SRR BH, 2 L O Tn PR N mIgA 48%E Ik 5 50 P 444
KM4137, KM4140 11 KM4144 X% Tn HUJE BN mIgA BEE X AAAEM Bw g (K 12) 6

[0410] 7=k F g m] A A P

[0411]  HRAE AR, BegFe It —Ph o R Bk BOZ PUE v B, HoRr R RN IR 455 H
FEEREE 1 AL IO EEBEBE DR A 1 22 IR RO BCRE X, T IR BCBE X B3 R4 A P ILRE I 2 B 7
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AR SE It H e SR I S Bl i BUR S W B0 & A i bk B g
B E A U BB 75

[0412]  {RjE%N 5

[0413]  IPOD FERM BP-11214

[0414]  IPOD FERM BP-11215

[0415]  IPOD FERM BP-11216

[0416]  JFHIRHHICAE

[0417]  F3)'5 1- A 1gAl BBEIX &L 77

[0418]  F%5 2- A 1gAl HEEEILRT T

[0419]1  #%5 3— A IgAl E#E DNA FE5

[0420]  J¥%)*5 4- N LJFHIRIIE % :RitNotNhe  fw
[0421] %5 5- N LFEFHICE, :RitNotNhelry
[0422]  J¥%)*5 6— N LJFFIH1E %, :pCR2BSPVH
[0423]  J¥F)5 7- N LFFIRIICE :1g-a-Nhel
[0424]  J¥%)5 8- N LFFFIHIICE : [g-b-BamHI
[0425] 35 9- N T FFHICE :pCRIgA

[0426]  JEH)5 10— N TJEFIHICE :AMD-A

[0427]1 &5 11- A TFHIHI0% :AMD-B

[0428]  FPBI'5 12— N LFHAIICE :AMDBamHI fw
[0429] %15 13- N LFFIHIIE% :AMDSpelry
[0430]  JER5 14— A LFHHICE :pCRmIgA

[0431]  JF31'5 16— N LJPHIHI0E JEAL 1gAl [ 71
[0432] 731" 16-Tn BANZY TgAl EHEMK LR 751
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[0001]

10y PPRURIEG R A4 (Kyowa Hakko Kirin Co,, Lid.)
<120 48 Ledl $dE (nti-l1gAl antibody)
Z130>  1000F12120

Z1R0>  JP 2009206706
181> 2009-12-28

160> 16

170> Patentln version 3.3
210> 1

“211> 18

4212 PRT

£213%  Homo sapichs

L0 L

Pro Ser Thy Pro Pro Thy Pro Ser Pro Ser Thr Pro Pro Thr Pro Ser

1 5 10 5

pask:

Pro-Ser

2ty 2
<2H1y 472
«212> PRT

213> Hemo saplens
<A0gr 2

Glu Ber Gly Pro 6lv Len Val Lyvs Ssr Ser Glu Thr Leu Ser Leu Thy
i 5 10 ig

Cys Thr Val Ser Gly Gly Ser lle Ser Ser Ser Ser Tyr Tyr Trp Gly
20 2h 30
[0002]
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[0003]

Tep

Thy

85

Tyr

Thr

Pra

Cys
145

Her

Asp

Ala

ile

Tyr §

50

Ile s

Ber

Leu ¥

Leu
130

Lewu

Glua

Ala

Thy

35

ThHe A

Arg

Sexr

Val

Der

Gln
195

Gln

Gly

- Val

Ber

168

Thr ¥

Leu

Gln

Gly

r Gly

180

Cvs

Pro-

fle

Asp

g
v A lE

85

Glv

Cys

Gly

Glo

165

Asp

Leu

Pro

Thy

Thy

i

Asp

Arg

Ser

Phe

150

Gly

Len

Ala

Gly

Tyr
55

Ber

The

Thy

Thr

135

Phe

Yal

T v

Gly

Lvs
44

Tyr

Glv

Al#

120

Gln

Pro

Thr

Thr

Lvs
200

Gly Leu Glu Tip

Asn Pro §

5 Ash Gln

v Val Tye

b

Ala 1le

Ser Pro

Pro Asp

Gl Glu

Ala Arg

1

Thr Ser
185

Ser Nal

46

Loy
5

Phie

Asp

Thr S

Gly

Pro

155

Asn

Thr

- Leu

60

Sexr

Cys

Tvr

Asn
140

Lieu

Phe

e G

Cys

Ile

45

Lys

Leu

Ala

Trp

Pro
125

Yal

Pro

Loy

His
505

Ala |

Sey

Arg

Gly
110

Lys

v Val

Pro

The
1906

Yal

Arg

AT
Co¥ar

Gin

o
foord
ki

Val

Arg

80

Gly

Gly

Val Phe

Ile

Bt O
=} B

o]

Leu

Lys

Ala

160

Gln

Pro

Ris
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[0004]

T}}’I

Thr
285

Leu

Asp

Ala ¥
290

Ser

305

Phe

The L

Pro

Thr

210

Pro

Leu

Ala

Sexr

Thr

Pro P

Asn

Pro

Pro

Thr

His Pre

Gly

Ser

i

 Gln

Val

Cys

1 Der

uAla

Ser
260

Gly

Leu

Thr

Tys

340

Arg

Ser

Pro

Arg

Gl

Val

Pro

Pra

Ala

325

Ser

e Gl

Gly

Gln

Ser
230

Thy

Pro

Gly

310

Ala

Gly

Glu

Phe

Asp
215

Pro

Ber

L Asn

Phes

Cys

Tyr

Asn

Lea

Ser

37h

Vil The

Ser ‘Thr

bew His

LeuThe

265

Thr Tep
280

Arg Asp

Ala Glu

Progly §

Thr Phe

345

Ala Len
360

Pra Lys

47

Vil

Pro

Avg

250

s

Thr

Leu

Pro

Arg

Asn

Pro

Pra

The

Pro

Cys

Trp !

318

v Lyvs

Pro

Gl

¥al

Cvs
220

i Thy |

Als

Leu

Ser

Gly

368

Th

Glu

Len

Len
380

Pro

Pro

Leu

The

Sex

285

s

His

Pro

Yal

Val

Yal

e
Val

Sey

Glu

Gly

270

Gly

Pro

Pro

Asp

asE

fists}

Leu

Lys

Tyr Ser

Gly

Leu

Hig 4

350

The

Arg

Lys

4
: o

&g
Chl.
on R

Leu

Trp

Ser

Sey

240

Leu

Arg

Ser

Val

Thr

Leu
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[0005]

Gin
385

Gln

Ley

Arg

Met Val

Sap (;Iﬂ

Glu

Gly

Glu

Leu Pro

380

Pro

Ala Ala

420

His Glu

435

1 Arg
450

o
2
et

Glu

DNA

Leg

Val

1503

Haomo

Ala Gly

b Gly

G Gy

AMa Leu

Lys Pro

The Cys

Gl Asp Tip

440

455

Ty

476

saplong

sy aaatgaagra

gtectetece

ctgtecotes

tggateegee

atecacctact

aaccactiot

gegaggraty

agotgeaget

cetgeactat

ageceoeagy

acaacoeato

ceetgagget

gotatageayg

goaggagteg

ctetgglgge

Arg Glw Lys

Thr Thr

Pro Leu

Thy His

gaagpgacty

coeteaagagt

gagetetgtg

gtegeggega

Ty

395

Thr P
410

Lys 6

Ala

Fhe

Yal

Asn

tteetectga

SECOCATEAC

tecateagea

pagtogatis

SECR gt Tuteral

dcegccernag

sctggennga

48

o
+ Ala Val

Thr

i TT p

v Phe 5

Ala Ser

400

Ser 1le
415

43D

Thy Gln

N
=
UORS

Val Ser Val
460

tgatggeggr

tegtgaagte

gltagtagtia

caaatacela

tatocstagn

acacgeetegl

tipactaciy

Thr Ile

Val Met

teoeagatey

tieggagace

ctactgggee

ttatagtges

cacgliotang
o g

gtatitetet

ggrecaggie

120

180

300

360

420
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[0006]

accetggica

SLACOE

CCACCCARCT

gocacacagt

actoeasota

cltegagraec

cegtotocte

agoee:

 tedgigteae

aggatgcete

gectagregy

tg toasiatges

cereatotec

tgotettagy

oogtgtencett

gageeatyga

gegetagces

cegeegeegt

gpeticagee

gagaagtace

gtgagcagea

atggtgggee

gptanaceea

1Ra

10s 4
24
DNA

<2113
g12%
213>

ceaceetete ¢

cggaggaget

ceadggacpt

tgactigege

tactgogegt

aegaggeeet

cecatgtoaa

ggeateeteg

gaacgtgete

ctggagogaa

cgpggacety

coagtoegty

etgoctagtt

ctoatgeten

ttoagaageg

capetrgacy

tggetoetas

gacctteact

gelggttoge

atecegenag

pgeageegag

ppcgebggee

tetetetptt

aecageesen

atcgeetgec

ageggacagy

facaccacga

acarg

coacg

cecteaacte

caectneEa

Aacctoacgt

cuctesagtg

agegtotoeny

chgeactgoty

& aacacatien

gagotggtaa i

tgaetgeage

gagcecagee

pactgunags

: tEcacacagn

gteatgoogg

49

goages

aggieticec

tgaticcagge

et ghccse

traggeacta ¢

cacctaceen

actgra

tgte

seacactgae

“pangsgase

gtgtootgee

cethececgs

grecogaget

cgetgacgly

agupeacsac

aggpggaanac

agaceatoga

agetgaacgs

getgagcete

eitottocee

cagaaactic

gacaotgoeg

scgaaticne

atoetecctoa

CCDgALegERe

cpgeotgnra

tetteasgra

gigetgieoe

glocaagase

cracetgetlg

cetpgrange

getgocecge

gacotieget

eltotoctge

ccEnitggey

cagctentae

660

720

780

£/40

900

980

1628

1680

1140

1200

1260

1320

1380

1440

1500

1503
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[0007]

2205
2935

408> 4

gogeggeage gaconctcas catg

210> &
¥R
DNA

<220
223:

400> 5

Arti

ficial

Synthetis DNA

geotagotge agagacgely acegtgpt

210 6
<211y 444
<212 DNA

218>

<220
223>

400> 6

CEReegegas
acgegtgten

goeoteagtea

beggta

gotgatactt

teoagoacag

betgeaagst

acpgtvacceg

Artificial

Synthetic DNA

aoeteaccat

tateooagat

agatgtecty

Tae agacacetag

estae&atca

cotacatana

cpacttacta

tetctgenge

rgettggage

acanelgoag

paagpettet

tegeggentyg

gaagticaas

cotcagoage

fggeggtoac

tage

etcatetige

CagretEges

ggctacaeat

gaatgeatts

ggeaaggoes

cteacatots

tgetactien

50

tethentist

clinagotget

tieccagita

gagetatiia

eattgactge

agpacteige
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