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Fr B, HrPMAbES Bk B AR R B I H0-EGP—1 MAbEY I B o AEFH G ik, Hidk b & &
9 B8 B 66 2 D — R AT A R B 3 -EGP— L HUAR I 85— $1-EGP—1 MAbER H: fy Be A&

7



CN 101264325 B w Bg B 3/49 7

DA B BU-EGPHU AR LA 7K 58 —MAbBY H A B o 491 81 35— Ak B H 7 By ] DL 29— 4H
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(D) AAMELE T — A B A BA MECP-1EEHU 25 M A1 P i -5 & 4 sl — AP a2 4
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Fr B # DS AIBUR TS G ol BRI Rl Bk B Jua 224032, ek, AR
Y, AL A, AR T, AR AR 2 2 ) SO A O 2R R PR 25

[0019]  [EIREPLIERI G IT Hi% B B IT I, BANERTAY), b B a2 , WS JE RS , =%
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FBG A B P AR I B-EGP- 1 A 7 B IMAD B H: Fr BE I 55— $i-EGP-1
MAbERH: i BEATEE /D — AR SCAT A I i -EGP-1 MAbBR I A BX DA AN 55 —MAbIk H A BX i)
Puikml A& & O B B B 2 D R B AR SO I AR AT S AR 1 BT iAMAb B H B
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Je « OR S  fides 1 25 W , BGFR FH T 45 e RSk 30 , 10 -CSApHuide F - &5 W 1 B L9
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[0021]  ZARSCILHRAE TS W ANA T M IR 1 07V S W AR T I E B T LR (1)
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SR R K B R DU AR 25 A B 1 B AR ML s B s A0 (11D X Frd MR 4 T 6
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i J H R B BRI -EGP-1 Rl & B2 1 S H R B ] TR Y7 B MR R AR P-EGP-1hu 4k
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FEBR 7 o A I CDRIX F T RIZR 7R o IR IR AR IE B2 4 5  HdKabat  sTg 7 F 4 'S iE T
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Fon BINBLFE BILL BB 1 o HE K RCDRIX. o hRSTHIN-FIC— A Sk Ik (8 Rl Zkbr ) 2 B
Fi) staging B4 8 72 o DAL G , RST Y AH BLIF) R ik 2 A e -5 AT F R I EL 258 . 8 FKabat s
U5 ) B AE B) [ A5 B RRSTH S5 RE-TS3H [ A 25 A [A] () 5 22k o A 28 6 s 5IN LA
B LE XS8R 0 HER IR CDRIX o hRSTRIN-FIC— A g 4R 2 (CF I 2 b ) 35 15 BT 3 I
staging B 5E o Ak, RSTHAH B ) Kok AN Ge 5 A VHIE B R I LE AR .

[0027] K4 T (A) NIEALRSTVEAT (B) ANURALRST VHIFIDNARIZZER 751« B L L 5 7
(RIRALAA AN R RI2 359 26 78 FlKabat” sgw 5 7 2 FT i € [ CDR .

[0028] |55 R (A) NIEALRSTV ) 424 cDNAMI 2 B 12 1 71 A0 N IR ALRS T VHIY) HE 55 cDNAFH
AR T o 2 B2l r HII T RIZEE 73 o - T B RIS IR 91 o 7 RoR 2 1 BB RS+
[0029] &6 7R T mRST7, cRSTHMIhRSTFE 38 4t P &5 A A6 IV o 1 Dl 388 o AS R JE2 1) 5 4 P Ab
T 5 £ ARSTHUEH &0 Ag 4% 96— FLELT SARR 1) 45 & 5% 4 - hRST 2 7~ HH S5 RST AN
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cRSTHH 4 B BR ¥ % T

[0030] |78 R T ATEALRST V) 424 cDNA RN & IR 7 3] o B LR 7 B 1)1 RIZe b HH A 58
RN T W AT SRR T A %7 RN IR RS+ R R R A A1 FH T RIZ b

[0031]  KE8E. R T NYEALRST Vi) H5 5 cDNA R ZU L 1R 17 9] o R IR 1 B 1 RIZR b H 1140 3588
RN T W AT SRR T B %7 RN IR TR+ R IR R A A0 FH R RIZ b

[0032] K]9S T 43 743 IMP—R4 , IMP-R5FI IMP-RSI) 45 #4)

[0033] 1042 FH T80 AL T hRST ZEMDA-MB—468 i #5574 b 1) 351 B 1 2 VE TR R TR I
[0034] |1 L4t 1 3% BH B M e 5 v 97 L S PR AL D AE R SR H ) e A K ) B2
OEAEN I

[0035]  &] 1252 JSU PR S v I T AR AR R L R PR A S PR B MR A I

[0036] 1372 R B A X125 e A AR (MTV) P o

[0037]  fRiksLitTy R TR

[0038]  [&AE WA S, RiE Q7B “an” 15— ANEEZA .

[0039]  RS7THUAE (CLRTHEFRARST-3G11) A& HU N SR Mt S50 248 e e P REL o s o) & A i ™ A
[ BR 1gG1. 2 W.Stein%, Cancer Res.50:1330 (1990) , AL HIAANE NS RSTHUAL R HI
i A DS AT IR, L BT AR S0 I 1 7 A B BRMAD RST-3G1 1T 8 - Ste in S5 8 1 13
46-48kDafd & (A I RSTHUA , 5 E N 13.Stein%:, Int. J.Cancer Supp.8:98-102
(1994) . [FIFEZ ., Basus, Int. J.Cancerb2:472-479 (1995) o K 37 [ B Jiti & 0 42 W 2>
(TASLC) Bff s 0of Jivgeg A3 A4t S () 2 180, 5 3t 5w 44 ONEGP-1 (B EE A -1) o2 L,
i wWiDeLei j% , Int. J.Cancer Supp.,8:60-63 (1994) . [, WA 3L ik , RSTHIEGP-1 47 JF
HA M S EGP-1HUE R FEIA FOAR [ TROP2, {H A BB JZEGP-1 FITROP2 — 3 [ 2 2 £ o
[0040] =40 MO ASORT S 20 2340 27 G (A if 0 L 28 7 HHRST Mab R] A U 22 B iogg S |
(R, T HAN A TR b 5 158 AL S . (Steins, (1990) , 11 1) JRSTHUAK 5 ] 4 Bk A
TEALIIEGP— 1R 25 1 R B . EGP—1 = 2L H B i , B e, e bt , 7L , O B0 , 5 J AT
T 9 35 AT FH O PEAR TR SRRST Mab7E Zh s B4 v 1) 58 o7 FIIG T HF 98 O E B 7 i
Je B[] FVATT I RERE (SteinZE, (1990) , 1 F.Steins, (1991) , @1 F) .

[0041] B SISk B FL R RH AR B, 2L, B, GRS, 75, B AT 0 IR () Il gg o A7 A
RSTEE YL . 23 W, Stein%, Int. J. Cancerb5:938 (1993) , 14 H A S5 AME NS % 1 H. , %
53 o () e e A 975 191 S LR 4 e AR TR o [ BT o TR e 2 R S AR S8 R e £, R IRRSTHUKR A BE M
A N i H 2 2R 22 25 EIX 47

[0042] i1 [ Bk ,RST Mab#h PR 7646 52 ¥R 41 (Stein%F (1993) , W1 1) «RST MAbRI
TEAR I JE 55 B0 T & P Bl BRIE A ZE Ak Mab ) PN 7E A6 33 5 B 1], BT id g P A s iy
AN ELWEHT HTHREFadl & . Fur.cfF KEWRER B REFT AR AW AL
ST 3 PRIV R % DA ZB KT . (PASTANSS, Cell 47.641 (1986)) o 255 i 255 M W 7E Akt
O 24 RA b -sg ke v 1 BN & . (Yang®s ,Proc.Nat’ 1.Acad.Sci.USA 85:1189
(1988)) o LK1 , RSTHL 5 AT B A ixX U 75 BRI T 7RI N AEAL I S 8 vy 7 SR A 1) o B A7
[0043]  [A|th, FHRST MabRJHF 55 s 1 P Ads 3 B th 2 6 o B e o, AT L mT A il PR 2
W VA ST R 5% o PUONRSTHU R R AL 1 2 W AR T 1A PR EE AL, 575 22 3R1F IR RS
OB AL Mab . 17 H. , % & » AJRACHATARST AR 5 R A P 5 B BB fh J3 R B 0 52
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(ELISA) & R RRAS , B ) e 75 BEAE 8 I G4 o A ks DURS T4 Jit , A2 N SAd iy B2 A AR
PiNS

[0044] SR E 1, AR A T n] 45 A RSTHUE IR A] T2 Wi e 7 ik &, A1k
FNSUAE B B NIRALBUAR FISAR Fr B O I T 2 08 “Bi-CD20Fu AR AL Rl & 2 1 22
fETTE 1 ARG 5 18733 /107311 38 [ Il InF Fp i , 58 [ ilg I HR 5 '5:60/356 , 132, 32 [H
I H117560,/416 , 232 M4 L A 355 18733/1 1551 s hMN- 1437044, tn & [H #1555, 874,540
ANFFR RS, HOR TT IS Mt 5 e (Bu-CEASLE) sMu-9%iik, ansEE Fiig 5. 10/
116, 116 A 1 AL HuAk s AFPHUAA , i SE ] I i H1 15 60/399, 707 2 FF 1 HIS LS 4 44 s PAM4 47,
A, an 44 R B b BE AR c PAMA” 1 38 [ Il i H1 18 , ACHE AN 45518733/ 11024 FF (1) B LeHi 44
RSTHUMS, 13 [H I B H11560/360 , 229 /A B IR LLFi 44 s FICD2240 44 , an 3 £-H)5,789,554
16,187, 287 FIZE [H Hi509/741 ,843F109/988, 013 A FF I L34, ik A F SC 354 5C
FINAANE NS RSO ER R A P e — P E A&, A &S RIE T —FMy
) AR I 8 A Mk 145 SO PO ) B AR He 52 (X (CDR) [ AT AZ X, 11 14443 O 8L 52 X 0] Sk 5T
NP RN T B RS R, BRA BRI E E X ] R T ek N b & —FhE
HEEE , HArk sk B — P R0 SR 51 Qs U5 3040 B4R COR MG U5 ) 4 b A4 4 25 55 i ]
W 2 N EEE R ] X

[0045]  FE—AMRIERSLE T R, RSTHUA & NEALIY o R EHE- NS srog B HiiAn A
i EAERANIE S A mR A, i HE R e R ECE F RIS O R R, $OR RS T A AR
B i A% A 3 2 52 (W AN R e g3 B o 0T 28 T B 1) B S B o e, L0805 2 4B AN B/ Rk
(HAMA) N2 o A5 % B ) 55— 52 R & -EGF- 1 JuAk B He A B, HORAR T AR R K33
EGP-13i44 , iR B e R FT-EGP- 1414k (R TR H) , #k & Pt-EGP-13i4k , AFi-EGP-1H14,
FAVEALIT-EGP— 1 Hudd o ARk b , NYFALRSTHUAR T I Fr B R B IX Hp 1) S e A TR S 4 KR 11
FEAAA) B 4 o AL, R AR B AN AS RN S0 44 B AE 22 75 20 i T Vi IuAd 43+ B E 8 X
IS PNE R LN i

[0046] A2 BH Y — 3k ) S i 7 22 4 ARSTHUAR . N Bidh /23R O &4k “ TR b ab 387 DA
M 87 470 Jir A S T ) % S PR N PO I 6 B TR R B A o ARz vk rp 0 N B AR A TR
JR P 05 N VIR 1 S, 5 A 9050 L R o R R P S0 1 T 2 ) IR i T4 B R /R i R
0 S DR B BE A BRSNS A4 5 12/ SR AT T ) 4 3 Wb N PR 1 R A8 08
GreenZNature Genet.7:13(1994) ,LonbergZNature368:856 (1994) fliTaylorZE
Int. Immun.6:579 (1994) FIA | MEEFE DR B R 3RAF A PRI 7% 584 A PuAgae a] LA HH 2
DR B G A i i, DA R TR A 7R B2 R (phage display technology) #HATH %, i iX
Y7V 35 N AR AT L A o 45 2 WMeCaf fertyZs , Nature348:552-553 (1990) MK H K%
P (AL ) e % 3R R 1 P AR IXCBE IR R o TR AR il & Aol e H R B AT ik
A AR [X S [RIAE 22 PN b b 22 22 R TR AR 1) 2 2 BR B AR B 1 TR (R S 4 30 7 SRl T A4 7k
PR 1 ThRE PR F B o R A 22 R ARk A5 100k T A 35 IR 2L %) B0 BeDNASS DL, B 444 o)
REARPEMIE IO & FEOA B IE P gD R H X SR PR FUAR 0 ZE N 7 1% VAR, B AR
BT B L 1) S ek M o AT R 22 o 2 2SI it e B A2 o B0, %o L ) 2538 ] 2 L4 1 John son
FMChiswell,Current Opinion in Structural Biology 3:5564-571 (1993) .

[0047] A B B H A4 B P B ade IR0 ok 11 N JIE 2 S5 R 4 M i s P REL o B o] - 44 i 7

11
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A IRARIE , RSTHUAR Ko FL i BARTU R BN U550 248 Mo 2% 110 i 440 L ) i o] 8 A i 7 A o 3
1%, RSTHU R FH % CoLlo3 1640 it fit o FEAH I HH Ik P, RSTHUALR P FHRSTHJE 4% b 4 1 i 57)
MARTT B Fafff) AR A EASAERINIRA T 5k & A A ERE 75 S PE 40 Hu pl 5
(M otk Frd , AR “RSTHUAR A HE R A - A IRALRSTH A%

[0048] ik A, AURALFIARSTHUAR il &

[0049] R FHAR SIS AR 02 2 RN 7 VESRAFET AR S e S 1 B s B A o 49l 2 AL
KohlerfiIMilstein,Nature 256:495 (1975) , fiColigan®F (eds.) ,CURRENT PROTOCOLS IN
IMMUNOLOGY,Vo1.1,2.5.1-2.6.77 (John Wiley&Sons 1991) (/£ F XXH”Coligan”) .faj =
Z > RSTHUEMAD , GIRST (1) fill & 7 LAk A AL S RSTHU A 254033 5 /N B 08 3 B 775 446
U B PO A& I A7 AL, B ZR1S B—IBREE 41 B , Rl B— Ik B2 41 AR R 400 >R 1] % 22 9
SORE F AT IR, 1 FE T AR AT X RSTHU R I BT B B PR 5 B2 , 35 97 1% 7 AR B R RSTHU R (1 A 19
SERE , MM RS RS2 o SRS THLAR

[0050] 7Rt APt SR I SO AR U6 A B i » PR A 3R 47 0 7 9 B s P B 2 R AT il 4% o
SR LA AT AZR e B NIRRT A AR U AR N 53 P S8R0 ) o A1 00 /) bR LA E (X
T /N S BRE A R E AR ] ARG A R 2 AT AR X R SR e AR ALY B i B IX
SR PNy &5 Y NI NSRS NS 8 N 1 R NS E R N R A S B
TR EE X G S5 PR AH IS I A ] R

[0051]  ZBH () FH TR AJ5 4L« B4 B A RSTHUR LS VAT I A Ak, BT, AEGP-1 MAbEY
Hee AFUE, i -EGP-2,MUC1-4, CEA, CC49 , CSAp , PSMA, PSA, EGFR, A33ATHER2/neu MAb, 7]
SR R B IE S 103 WMendez %5 ,Nature Genetics,15:146-156 (1997) ; ZE[H
L H5,633,425, AL NIAME RS % AR KRB AT T AR ADUEIE AT ik H
Le (y) \Tn.Tag-72.AFP . HCG HCG-B. %k & 1 \PAP.EGP-2 & H 4l s A A E A .
CanAg '8 #2G250 \VGFR1 VGFR2BEIL 2 A 0 1t S5 S B o B9 I NS4 AT A5 A N i Bkl 1
AT o2 P 22 2 D] /0N B AR [T AT o 88 T 2R P 0 % BR R 1) e DRI S NN 38 3Rl 1) R o fg 1%
N 0% RGNV o N ey sk e (1 B R R R Rk B R E A TS X B, Hoa
ILTLT 5 ANFERIA 0. 2% B RFE R DR /INBR BB A% 77 AR R A 2 , W0 A0S KB o N L%
OB IR R 3 N /N BR R TR A & 3 S 43 0 VR S8 A, FROR EER B S A DA b R B B
NE#E BT B Sy BR 8 SR DR R B BE N T4k (YAC) o RN B3R AN R /N K40 2
IMb , Bk S YACTS 42 Sy BRET 1 JE DR R T 55 1y B I (R 90 FE 40 o & PR B YAC, — Fh &5 7 J
JR T — 35 A7 R R DR B, 8 FH 5 AT YAC-TREBEIR 28 55 /I BV i T4 e ) e 5170 - ) S N
ZINBR o SR 5 N IR I 200 R v A S 0 B R o R £ FH HL AR TR AL S YACIY) B T i
75 A5 B[ % A B TR SR 5 R L 5 BR oA il 28 BB 1 /D SR BEAT B - 5 R IR N I A TR
R, N A NEFEERER R 5 — A8 A NI DR B, 7 A e 187 6% i A i A A4 )
fRo

[0052] i S A Bk O Al AR X — T VAR T, W an0r landi % Proc.Nat’ 1
Acad.Sci USA 86-3833(1989) KI AN, A LI ANAE NS il % NIEAUMAD si )y
VEREIAR T, #HCarter® ,Proc.Nat’ 1 Acad.Sci USA 89:4285(1992) , flSingerZE
J.Immun.150:2844 (1992) ,MountainZBiotechnol.Genet.Eng.Rev.10:1(1992) , il
Coligan 10.19.1-10.19. 1107, I b A— B 5 NE NS,
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[0053] Y , RSTHUMAK Ve (] AR 2 55) FIVH (r] AF E4E) 7 nl it 2 R o s b ik,
RT-PCR, 5" ~RACEF1cDNA ST [ i 1% 45 o EL A& Hb , MAb RST (1) VATV K I PR I8 3o 2R 5 %22 98 41
[KIPCRY™ 3G 43 7| 1k RT-PCRAIS " ~RACE iy #E AT v F% , 71 FHDNAIU 7> 1 52 He 7 1) o ik S8 HLm] &
PE 45 7 [ 1 VLAV R /8 40 o 3% 35 M i AR NS Ab R 35, f0rlandi%s, (Proc.Nat’ 1
Acad.Sci USA,86:3833 (1989)) Frik , He 5| AMERNZZE MABVER 5771, SR f e vt A g A
PEALRSTHiAA , fLeungs Mol . Immunol . ,32:1413 (1995)) FFik , H 5| AME NS . 7] WATAT
EAE S — R i R R (Sambrook®s ,Molecular Cloning,A laboratory manual,
2DED (1989) ) il £ 5 Btk & RSTHUA 1) 242 J89 R B0 YL 4 ffd 22 70 1) 24 ¢ DNA o £E— /ML 1 522
i 77 Z AT FHRST 248 I8 &R o - T-mAb [ Vi 7 51 Al ] 5149 VK1BACKAIVKTFOR (Orlandi %,
1989) Bk fllLeung®s (BioTechniques, 15:286 (1993) , H 5| AMME NS %) FifliiA I g 5144
HEAT Y38, 110 Ve 51 A48 514 % VHIBACK/VHIFOR (Orlandi®s, 1989 above) ,B%-5Leung%
(Hybridoma,13:469 (1994) , % H 5| AMENZTH) Fritidk ()5 8 TeGH E X 1B K [F) 51 MiEAT
P38 KA A 100 ] 55— FECDNAF=A, 1011 10 X PCRZE M [500mM KC1,100mM Tris-HCI (pH
8.3) , 15mM MgCl2A110.01% (W/V) BZ] (PerkinElmer Cetus,Norwalk,CT) ,250uM#&DNTP,
200nM 5|9, P15 847 Taq DNAZE 4B (Perkin Elmer Cetus) [IPCRJX N VR A4 SEiE30PCR
TEIR o B PCRIG IR AL FEO4 CAEPE 1 0B, 50°CIB K 1. 5438, AIT2°CE A 1. 5595 418
[RIVAIVH Y BRI AE2 % BRIERE - 4li4k (BioRad, Richmond, CA) o AHABAHE , AT 38 It < FAZ IR 15
W& R AIPCRY 364 (MLeung®s (Mol. Immunol, 32: 1413 (1995) FriR) #4148 A JEAL VLA .
[0054] AP VKIPCR=M viFE B staging ik, WL T pBR327¥) staging#k /A& VkpBR, H
5 T a3+, 15 5 K2 B AIE T Ve PCRy™ ¥ ¥ HE B8 P 322 422 7 A (%) B i PR A7 sl o T VIR
PCR™ W0 v & 2 A s taging @44 , WAL T pBluescript I VHpBS « 40 #-PCR™ K] % v &
Al L 4 5l ANME NS E [ SangerProc. Natl. Acad. Sci.USA,74:5463 (1977) {5 1E3E4T I
7o

[0055] ST IR DNA 7 71 A4 HR i g 048 Bl A3 L SR A L R, SRASAR TR AR , To i A RIRMAF
TERIIE 215 310

[0056] AV AIVH, 1 jE 3+ F5E 5 K7 B 3R A8 & 4 7l A Ve pBRFIVHpBS BY 7] , 28 XU
HIPERF DT Hind TTT-BamHI B o 98 5 R VORI VHER 15 5 43 30l T 42 22 0 LK R 1A 344 , ipKh
FpGlgH (Leung%s, Hybridoma, 13:469 (1994) ) o A I8 BRI 44 e 22 38 B 19 4i e, 491
WIEBEIRE Sp2/0-Agl 4 (ATCC,VA) , i FEWI T RPLIENI R V% , AR G IELTSARS V2, F
TAG DU T VR R A AR B R ALRSTMAD I i1l 2% o B, PRE VORI VHER A S 4 25 22 0 R 1)
stagingZ &, VkpBR2AIVHpBS2H , 43 A BT Y1) N Xbal/BamHI F1Xho I /BamHI A B , 2R J& IV 7o b
FEEARILFAK, pdHL2,6111es% (JImmunol .Methods 125:191 (1989) ik Ak 7] 2 i
LosmanZ& , #EAE , 80 : 2660 (1997) ) M £ESP2/0-AGLAZH M Hh 21k o3& T A R 1) 5 — 344 2
GS#Ei4 , tBarnes®s, Cytotechnology 32:109-123 (2000) H1 TR , Fr ik AR 2 AENSOZH fiw
R ACHOAN e vh R 1A sWernerZE, Arzneim. -Forsch. /Drug Res.48(11) ,Nf.8,870-880
(1998) HHid 7 H el 5 I IR L RSt

[0057] SR 5 4% T 3k St L 4 A FHEL T SAKS U 43 b i dds () v B o AR 4B 4 51 AME NS H )
Co%%J Immunol.,148:1149 (1992) [¥##iik , Al ¥ £110ug VKpKh (BREEFR A #44) F1200g
VHpGIG (FE % Rk #4A) 8 1k v 27 FL i T 86 445 X 10°SP2 /08§68 41 e (BioRad,
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Richmond, CA) o ¥ 4t J , F] AE96—FLIME i € Bk b T 58 4sHSFM#% F53& (LifeTechnologies,
Inc.,Grand Island,NY) 1BL37°C,5% COo35 24 My . 7] 7E NN £ B2 500 547 /m] W1 55 22 ()
W R BT 53 (Calbiochem, SanDiego, CA) 2H J H UGB IR oIl A ZFfL )52
~3JEHI AR R =Y UL T — 2R .

[0058] 3 FH (1% 1 == 2 Mo G, 455 it A A 1) B0y 2L B 20 (00 1 = 4 o D06 1) 1 02 N At 3R
PER.C6 , H: Ryl &Mab i 4 2 , FIH B Rl &8 A - R, Ak B —AMILG i SE i 5 225 4
W 3-EGP-1 MAb.ZX-&4) . Fil & 8 1 B v BRI DNA Y Z1 ) 15 3= 41 M . PER . C6 411 e (WO97/
00326) A& JE it A & A 76 A B H I B BR (PGK) Ja 84 N Adserotype5 (Ad5)
EIANIELBZ# A5 751 (Ad5 nucleotides459-3510) ¥ FURLEL Yo J5 4 A IR A F0 I) JIE5 4 a1 7
A CEIAFIE LBy 5] 2 R 95 75 L HA L DR VE AL 22 1 L AR 1B o 2% 5 S AL & s 33 T AR Bk
A FIBERTAZ R , ] ol kB R AR R BT TR N B E AR E RIS FE LR R S
PER. Co45 3 F T-1E N E 20 8 1 il % 118 32, WIPER. Co2 4 s A w I A e R H KO &
KR T AR I s2 96 R . i H., PER. C6 AJ £E FC ML 75 B = AR AT A B sh ¥ kI8 1 8 (A 15
FrAE T DL BRI R A K B AR KIS SR, SRR B AN AR P B2, LRSS TR S 4
35/ o B, ELARIAF AR 2 B HIACOMVIE 5/ 5 3+ IAF% T (1) 2 R R IA ME L3I A2 7E B 1
7R Re ER T 2H R R R (1 ek SR T B 5 ¥ p B 3K R L AR — AN SEE T P Al iR
72 2 L R LN AT I 2 2~ 20045 1) T 40 2 1 R0/ B (A R

[0059]  FHELTSABMAAE %59 40 Wl Hr A BN VR B B 1) BH P 26 G v B TR 5 2 ok B
JUIR B IR 3 RS (Loonl) BA =4y A H 21— A (GAH) —1gG,F (ab”) 2 B %2 57
B4k (JacksonImmunoresearch,West Grove,PA) TRAEMEIELISAT =T SR b . TR EIE
T LN RS2 MR (757005 % 5 L AL EEBE - 20K PBS) Hetk =ik LARR 2 R45-A 1 &
5 o B SR o Atk W B (HRP) 28 A I GAH-1gG,Fe i BL-%F F P Fi4k (Jackson
ImmunoResearch,WestGrove, PA) TIAFLA , (10001 HUAEF BEAEF W X 10Y, B R A1k
A FRRAWRAEL.0g/ml) 5 & /N, 305 PR =K o BEFL IS SR (100w 115 A7 16 7ug 2l
2 - JlZ (OPD) (Sigma,St.Louis,M0) ,0.025% it &AL KIPBS] o 7E SIS of 4309 Bh o £E4F
FLHRINNG0u] 4M HCL¥E W £ 1k e M, 98 fi B B ALELTSATSH{X (Bio—Tekinstruments,
Winooski,VT) I 5E490nmAb WK Y6 5 o SR J5 AH AT T TE RBE iR & Pu ik brvfE (AT 3R H Scotgen,
Ltd. ,Edinburg,Scotland) & 45 & HIHR & PUiE .

[0060] i 4ds ] 44 T 3R 77 72 A A B 35 57 0k R 43 B9 B R IR B SRS T R LIS 5 57 2 . ol
AR AP, B FHHSFMAE 7 b i 40 Mo A2 K b00m 1 35 354 o WG 15 320 88 O 4l i 4 5
THRZ0 . 2umfi it 98 F L PEM RS FR 2 DA Im ]/ 4 B B I ABR 4 (1 X 3em) o SR S5 FHZI10
AMFEAEFAIPBSBEAE , FI % 10mM EDTARJO . IMH BRIV 22 1P (pH3.5) AT LEE R AL &
[Pk . fE10ul 3M Tris (pH8.6) [AFAE T , # A Im 1 ¥ M 4% 75, W 52 280/ 26 0nmAb WK 't 52 1
TEARIKRE B ET RS 5T, XPBSiEHT, F#Centricon 30 (Amicon,Beverly,MA)
Wi 5 A 5t ELTSAI B JUAR IR B , iR , FIPBSH HIk FE 1A 3 B 4 Img /m] AERE TP 25 T
IIAN0.01% (w/v) I Z B AAATE RRAE.

[0061]  F-T-Hill &RSTHUAER 51V AZ 1R 7 51 a0 3k SR 2 51 o £E — MRIE Y SL i 7
Zh ) NJRACRSTHUA TR BiAk B BY A HE RRST Mabff) TN HL 2 X (CDRS) FH A FL A4 4% 55 i i e
AR X B HEZL X (FR) A S A4 () 2 B AN B B 4E e X, For N URALRS TR #2585 7] 4% X [ CDRAL,
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F5 5 2 E R P FIKASQDVSTAVARKICDR1 5 25 A 28 £ 2 7 ZUSASYRY T CDR2 s 5 47 2 2 1R /7
FIQQHY ITPLTJCDR3 5 1] A Y ALRST MAbRY B 55 7] A% [X [ COREL & 7 A7 2 AL R J7 FIINYGMNTHY
CDR1; &4 S L 7 HIWINTY TGEPTY TDDFKG [ CDR2 £ 45 42 L 1% /7 #)GGFGSSYWYFDVIKI CDR3
[FRE L K, AR AL B A 4 R0 A B T A8 [X [ FRALEE 22 20— il SR RST Mab ) i AH BZFR
BRI

[0062]  A] R H 2 PPl R U5 3 1 716 N 2RSSR 1 F2 0 Hh o v AN AlARMAD o BT ik 53 5 7 1%
A0 45 5 FHASE 1 BTE W B e () S A2 AT, K/INHEREL JZ A AN 28 46 JZ3 8T o 1 2 M Co Ligan
2.7.1-2.7.1201f12.9.1-2.9. 30 i 7] Z 1L ,METHODS IN MOLECULAR BIOLOGY,VOL.10,
79-104 10 (The Humana Press,Inc.1992) FiBainesZE “Purification of Immunog
lobulin G(IgG)”,

[0063]  RS7 MAbTA] R FAIREL AN 572 A JE 1) 22 B 7 iR AT S iR o 451 a0 m] A5
AF B IE TR I, I A M £ 3 HrEWe s tern 3 B 45 AIRST MAbZE ARSTHUREKIRE 77
[0064]  RSTHUMA v B il %%

[0065] A B JeRSTRThRSTHiAk Fr B F & - R4 S R R A 1 i A BE T 2L 07
L Bk A BUR BUR I B ES 538, G0F (ab’) 2,Fab’ ,Fab,Fv, sFvaE g Hifk i BLA
F5 AHAR Tl ek 2 1 B &= A B A& HIE (ab) "2 v Be, AT IEAEF (ab) "o 1 B
T A Ji i ] A T Fab” B X T VAR T, i iGo ldenberg , 32 [ L H4,036 , 9451
4,331, 64THA T B 5 S5 Sk, 1 Frid LR A SCRI NN AME NS R R, 2 I
NisonoffZE,Arch Biochem.Biophys.89:230 (1960) ;Porter,Biochem. J73:119 (1959) ,
EdelmanZE ,METHODS IN ENZYMOLOGY Vol.1,422T1 (Academic Press1967) ,flColigan
2.8.1-2.8.10f12.10.-2.10. 47 . B & , A # i Fab’ Fik % (Huse%, 1989, Science , 246
1274-1281) Mty A] LA H.fai 5 10 25 ) B A By 75 4 e MR I R S Fab” v BL o AR B4R 31
PR AE B

[0066]  BAEEFvVAY T (scFV) AL 4EVLIX AIVHIX o VLAIVHIX B T R AT 45 & 67 A X AN X
T IR (L) TS AETE « seFV A3 AT 4R s N B VL-L-VHAT VLIX A& scFV 4 (1)
N-K 55 3543, B VH-L-VLAFVHIX A& scFV A HIN-R 3 584 o 1] 2 se PV A R Hd A Bk
TR ERGR T E L 4,704,692, EEH %) '54,946, 778 ,R . Raag M. Whitlow,”
Single Chain Fvs.”FASEB Vol9:73-80 (1995) fIR.E.BirdfIB.W.Walker,”Single
ChainAntibody Variable Regions,”TIBTECH,Vol 9:132-137 (1991) tft . ixX 232 4>
LHIANIAAE RS E

[0067] A jd it A KB B A /K AR B A5 A BEIDNAZE K IGATE (B col i) HHER 7 —
T 3 R SRR R A B B o TSR A 712 B S R BOAS TR 1 I Y A A K B A i
SRAF U R B W b i A B r ik B B O B R AR U T BR LR 7R A (ab”) 2115
B il 2% o 12 B ads ] FH S 22 s J5 1), R0 R AT e b E A B 1 2 A g 7 AR 1) 3 2 1 BEL BB
FIE— D 2LE, LAF= 423,58 Fab’ B4 F B 8GR , 3 RN 82 1 B 1 B PR3 ] B e Ak
PN B Fab Fr BEFIFC B o X B8 77V 3R T, il @Go 1 denberg , 2 [ £ H)4,036 ,945F14,
331,647, FIASCAFER S % 4, Brid TR 4S5 AME RS % I H , Z DNisonof f
2 Arch Biochem.Biophys.89:230 (1960) ;Porter,Biochem.J.73:119 (1959) ,EDELMANZE,
METHODS INENZYMOLOGY Vol.1,4227 (Academic Press 1967) ,fiColigan2.8.1-2.8. 107
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2.10.-2.10.471,

[0068]  Jriik v Be i 53— B 22 g 5 Bk JE X (CDR) 9 IR  CDRAE H44 (9 AT A2 X [ A
B, H PR A I RAAE SR B AN H B TR X H e o0 3 2L m] AR 14 o DR U, CDRAT I
e 5w A AR X o A] AR X A 4E =N CDR. A IE S A4 22 4 A BT 75 5470 44 () CDR ) & [A] T 3% 43 CDR
IR o 451 G T e R FH 22 SR TR S M M7 A AR 1) 200 L XD RNA 8 ] A2 X i & ok DR o 1) 2
Z lLarrick® ,Methods:A Companion to Methodsin Enzymology 2:106 (1991) ;
Courtenay-Luck, “GeneticManipulation of Mnonoclonal Antibodises”,
MONOCLONALANTIBODIES: RODUCTION ENGINEERING AND CLINICAL APPLICATIONtH,Ritter
2 (eds.) ,166-1797 (Cambridge University Pressl1995) ; fiWardZE, Genetic
Manipulation and Expression ofAntibodies,”MONOCLONAL ANTIBODIES:PRODUCTION,
ENGINEERINGAND CLINICAL APPLICATIONSH,BirchZ%, (eds.) ,137-185T1 (Wiley—Liss,
Inc.1995) .

[0069]  H &SR HUAR 77, i W E R DT R B - A B, B — D3
fife , BB, A 2 BB AL B 2 AT DU I, R 22 Be e 54 se B huR O [ P R 45

I
= o

[0070] kA& AJEALATARSTHU AR & 8 A 1 il &

[0071]  Hufkb & g5 S I B n s 2 Rl B 5 15 i 4%, Bk O BT AN B Re A T Y
I A L R SR A I R B R/ BB B AR I B B R, B B
B B B — N2 AN B BRI 9 i R A DR L SRR EUR S AN 45 A o T B A
I3 W DA AN 22 Bl FIDE R, a0 — SRR I, — S im wUER I, — R 2R R BE i) B8
W W Jie » - SR I IV Jrde 8 S 5 BT I 0 e T 5 o

[0072] il &k A NVRALFIARSTHUAARRL A 2 11 10 18 51 5 vk & g bk sl A BEAEA7AE I —
W ) S5 A T VR A AT TR R & B 1 o W06 A ISRl 4 5 [ m] i i 4] B S A A 3 ki
Fi&e T A AR OE o — R IR Bk — e n] TR I B I VR N AR s R R T P
Rl B B T & T Mab ) 45 A 45 S 0, OB A 8 VB FEES A RSTHUR I 2 /D P Rk
RISy o PR, F AR & 8 A RRRSTHUR 4 &8 A F TR r ik B

[0073]  {EASCH, Brikml &8 A AR 2 DA A ANTRAECARSTMAD, BUH f By, Hodp
%2 /D RIMADTE Bt 5 RSTHUR (K AN R FRAT 45 A BUBTRS T R AT A 5E A () B S 1 R A7 o 41
WOBURE R PERSTHUAAR A 8 A AT AR CEASUAA B H 7 BR AIRST MAbEGH: Fy B o Firad XUfr 7
RSTHUARE A8 (A 7] LA, B il i MMCEAZRASF (ab”) o i Bl iR 73 DA i % o F704AT (ab”) 2 A
BP0 B 1) T A e IO U R S TS L, T M DA {6 3 O i - TR 42 , T BliFab” —SH A
B BRI ke R O AR AL (1, 1 - (T FR 3 -4, 17 28 ) 0 St I i)
JIRST Mab’%745 AFab’ —SHIR J5 5iGALICEA Fab’ —SH A B [ B2 M T $R 49 XU S PERSTHiAK
BLAENA.

[0074]  Z24% S PERSTHUARL A& & A WD RST IR 45 A 55 2 N E XU MR A - A TR
B ARSTHUA R A2 3RS - 1 200U 7 PR P A k& B 1 7] 5 23 2 R s 2% A T3t S o T
SN—ATENH T AR PR A & A% 2 58 = ARSTHUREMAbT B (187 42 , Horp i
FH 3R X0 Sk B IV Jl v A4 7 32 o 3 28 FH T il 4 DA 2 A W I B AR e ARSI AR N B3 3N
(). 1 2 W 44,925,648, HA LB AERNSE
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[0075] XU S PR B AT JE Ik 2 Bl R VA A B AR A AR AN SE B T g GIR A
B RIEF (ab”) o B RG22 T — N RS e 7 £ B 2 T — Fike R BT
W) 2298, A I 3 A% TR » O 2l I 6 K AN Rl HA8E SR 2R B Fab” 7y B U 22 g
il 2 R S PR U AR Bl A B2 1 o FL T (K o R VA ST, S VR A RS RN T
I T P A TP PR AN [ 044 17 i 26 TR F (ab”) o 1 B B SR RAE AN T TR B Fab” 7 B RIR &40, 8 5
S T AR T A% AL RE S A R S PR A RN SR UB R AT I Fab” 35 4 1 XU S MR A
A& A MIF (ab’) o 7 BR AW - il & Uik B A 8 A 09— B 5 m] LT, B WiNi sonof
& ,Arch Biochem.Biophys.93:470 (1961) ,HammeringZs,J.Exp.Med.128:1461 (1968) , fll
FE LH4,331,647H AR AW KA G ED—FE—H-EGP-1 MAbBIL v B A% /b —Ff
R AR BRI HT-EGP-1 MADER I v Be i 85 —MAbBR I A B I budk it & 8 1 B0 H A B
[0076]  Ja et {57 FH i X Ly 2 42 1) a0 -5 of B MV fld 8 e 3% T 9 IV Jic B ] S vy A R PR i i
BEFISUAARB B B S SO AE PR B BT AR G SR e Z A A 5, Bl di i Fab A B R
AU RS B R BRGS0 7 #AE R EOR B e B HUAR I Traut I 1)) S 2. firid i
FEFA KT REAEAH Rl HiAs P S R B I $R 4L 1 IR e B 1

[0077] PRl A BRI B B R 45 A A SR 7 s R A am  HmE I, ik R
RN ARG, W B, B— ik E ARG MR sk 5 B 20—
W G B BRI 53— PR IR N o IX T B T A5 R (V%) B , HL I e T el s Jod ol A e , 91
TR AR SR, T B S 8 T AR SE o 6 T /N, B AL 5 s e M e A T 25 [
4,671,958, 1k KB A hL3e [ R4, 699, 784-FI AMEASFE .

[0078] B KEZ T12ANA L IRIR N IEEF (a0 15-B01 8- R &) (M ScFvEe ™
A [ T VHATVLIX [ () A8 FLAE A I8 5 T B Ak 3R Ak (RO AE) fib g s e 2
BYIIRS Y Kortt%s,Eur. J.Biochem. (1994) 221:151-157) 4R , A K& £ T54 8
DT BAN G IR IRTR L ) eI ScFv, B AE 7 [R1EE EVHAIVLIX 1) 93 P S, 2 AN A 4
VHAIVLIX BT o 3~ 12 MR LM iR F B B4 (Atwel 125 ,Protein Engineering
(1999) 12:597-604) - HO~2 M RIEWEREF, 2T iscFv =8 AR (FRoA =3uik) , VR4
(R VYFoAd) B0 s AR ER A s S8, AR SR I BLI RS A o s tH B T i e K DAVAhE
PRI ATV =X (1) 77 1] o 0 0 FHO AN iR S K& B2 1, - PP IR B BUAANC L0 scFv £ ZLE
A= AR VHEVL T ) 8l PY B4k (VLEVH ) (Dolezal % ,Protein Engineering (2000)
13:565-574) o %f T A1 -M12-3R L& 7 MNCLOM #E scFV, VHE VL5 1) 32 BIE il Ak
(Atwell%§,Protein Engineering (1999) 12:597-604) s A8 Hy, VL ZE VHJT [ JE R VU E 44, =
Bk, BT S TEZ FBERIREEY Dolezal 25 ,Protein Engineering (2000) 13:
565-574) o X T-HL-CD19FUARNDITLAVH~VL 7 [Al #4 i scFV, -3k B iE 7 H e ik = S Ak 1 -
WRAEETF RIE Y B AE (LeGall%%,FEBS Letters (1999) 453:164-168) .

[0079] AR EHRIRSTHuid B Ho A Bk o] F T il £ o i — e e P 00 A4, = oA fn by o da,
HEZ M EHER PR R AT EZ A scFv 3B HE LA BEA P T R DD BE P B4R, =
U AL PY AR o B S R AU AH A s cF v I [R) 24 — A4, o A seFvELHE Sk H 2 BT 3t
PR BIVHIX , BT iR 18 #5854 e i 50 4 i 5 AH R o as A « A2l R A A
SCFVIE B A R AK, P AEPANFv S A s o =K B = A seFvl = A =R B, 7™
A=A G AR SR 3 VYA scFys I PO PY 584K , 7= A2 DY AN 46 B A a0 T 28 Bty e P
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A S T A A S 2 e DR AR ) S AR BB A i A 1T P e 2 DR A AL Vi -
EEET-VuuZ WHol liger® ,Proc.Natl.Acad.Sci.USA 90:6444-6448 (1993) ;Atwel %5,
MolecularImmunology 33:1301-1302(1996) ;HolligerZs,NatureBiotechnology 15:632-
631 (1997) ;Helfrich®,Int.J.Cancer76:232-239 (1998) ;KipriyanovZ, Int.J.Cancer
77:763-772(1998) ;HoligerdsE,Cancer Research 59:2909-2916 (1999)) . #4 & scFVsi
JAFFTUS-4,946,778 (1990) FIUS-5, 132,405 (1992) 1 M scF VI i 4 2 4 , BpE 71k
A EAR AT TUS-5,837,242 (1998) ,US-5,844,094 (1998) FIW0-98/44001 (1998)
o AR R AR R S 7 B2 B — AN B2 A H A XWEGP- L BB 5 556 A1 AT i SR 45 5 b s
M—A B2 A B E IR 3 TR M AR LIRS G624, 255 e PR s
Bo

[0080]  J5E Frifd Lt &5k A 7y

[0081]  HH Itk 43 B HImRST , cRSTHThRS 7HU A4 (1 AH X &5 & 5% A1 7 AT il BB T80 S0 7% 12
5T RSTA] AP I E P T AU - TVA HEAT it (9112 MGreenwood 55, Biochem. J. ,89:123
(1963) , K5I ANMENZH) 0 04 0 EE VS 8 28 22 25 10uCi /ug . RERICHI AIFRIC K
Uik F I R RE TR GOSN 171 % S I3 A11001g /m1 JROK 25 21 [THSFM) 7 B 28 00 B g 0
HRZ R PRIC R ARRIC U — BN, EARF 10001 BUEEME 18048 il (A 30
SR FR) I E A0 MR T o B O 3 SRR R USCAR T I R 7 B e A — IR A, SR S AR IR
S 35 77 B R E B AR LI L0 A1 MY /m o BT S5 R IBI7E4 CHA 6 1F I SR o K5 100w 1 401 ffd A
TN LA o4 C Ve 25 A T SE T S S22/NF, H1 18] 78 HR 4R A ¥ e B2 DA A 4 i & I
N3 S, BEE NN 5m1 BEI G2 P (51 1 % BSAIKIPBS) o 15 0o 2 R 5 Fom 115 140 22 phmk 5 —
RPN AR UTIE Y - B0 J5 » 7E v 1188 Minaxi,PackardInstruments,Sterling,
Va.) Hvt 5k B 7R 40 M A TR A v 9 B8 T80T PR &

[0082]  FiL#Hik

[0083]  Rik# AL AETE E AN P R IE R LRI DNA S+l B R RIS B T
H RSB RT 5 5 A B, A3 e P R 9 T A AN 0 )RR YR oA ) R T R
BRIy “EBRAE PR RE T T Tt o JA Bl 72 513 45 AR DR B S IR DNA T 1) o 465 1 22K [ 2
5% A TERNA (mRNA) , Ji5 25 98 I B 06 T 8 22 IR RRAE MR 20 25 IR P B IR DNAFP 1) o LY 3l
JABN AL T HE R 7 X, I ALLT 25 4 225 DR R 5 s g i b sl o i R B Bl 02 — AN AT 53 e 3))
+, I ma N1 R e SR ZE G N AH R, I R B B TR — N B B M SRR A
52175 3 I VA4S o 3 9 % — PPDNATE 7 Jo A, HRT 3 e B SR AR AN 1Y 5 A T 5%
SR AR AL 5 ) PR B BT A 24T

[0084] 735 FIDNA 7)1~ e AR B B 28 AL )44 1) 22 (AT ZH DNAH B DNA B o 481 201 3 e O RS T4 JiR
2 IR A MR 7L 340 2 it 32 DR ZLDNA TR 3 5 (KT DNA F B o 90 B I DNA 93—~ 119 57 — S 91 & R 38
AR W44 1K) e DR 2 DNA HP [ 4K, 27 5 BCDNA 7Y o TLARDNA (cDNA) & 3 i il 107 54 5% il AmRNAFE
BRE I B BEDNA S - 8, S5 mRNARI S 73 TR 5140 T 8 3l s e 5% o RATUEEAR 17
AT AT “cDNA” K45 FH BT IR 5 BEDNA 73— A1 H: TR NDNABELH B I BUREDNA Sy F o

[0085] i o AK. AR A4S A& — PRDNAZY -, 201 SURE A PR TR BIOWR T4 , FL LA 781 40
5 2 I BE 77 o b B A AR AR A — S B SR R A DT RO A R AR IR
A7 55 AR THEDNA 20 B B AT 5E 1 7 sl AN A R BRI 2 AR EY DhRe i85 — M
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TOLE DAL, HCod FH T 45 ) R 325 3 FH ot e A 2850 A 2 e X 20 o v s R e 28 o 0, R R AL DU PR R
PUMEBCZ R PUAMRPU PRI BE DR o FZH 1 5 AT DA B A e B AL B B AR AR B A M AR AT JFUAZ B
AN o AZAE R i SOE 45 22 55 DR TR 1T 50 7 = 24 M ) G (A4 ik DR 2 v A 5 v e A
(1) Do i B AZ A MY o ARG A8 A2 T 2 (R P W AR )6 1l o A0 BN A 25 R B DR A O T, 3R
PY I 25 W) FE DR 8 S AmNAFImRNARH 36 N — e 2 A2 ik

[0086] A Y54k A AR S RSTHUALEIR T FIS I A (1) FH g

[0087] A BRIV Je— PSSO TT AN o R T IR 19 T V2 B AR MRS TR T A AR
FIAL S EGP—1 MAbERH: i BB Rl 5 81 B A BOHIVR Y T 88 A, L EGP-1 MAbERHL J
BB AR R & B A B A B S 2D — PR T RS A R S AR 255 ol A R TRE R
HORTIUH T R AT (B EGP-1 MAbER S H B3 5 -4 & 34 W Rl A A 2 A n] TR 9T
FKISEGP- L) A X B8 R 25 5 B FAR AT 7 (8 b 5 By T S, b7, T80T /B e 0%
BT, B S 2 MR PR TP B G o )ELIR B 22 — FIS BR 7 e (M 7 V%, B 5 4
BIEERMES FAE DB N E RGP LU R P 45 & 67 S A — P EL AN 2F 41 5
SEh G 2, 25 R IESUAEUL B S R KA RILHEM RS S E O K EAA
NIRRT S A% N a4 o K IR 3 Ol e P | 1 = B RE g 5% 7 R N B2 DA
AR F AR DL SEE T 2 il 2 e 2L Sk U L O SLE 1 B
15 It e B 42 e

[0088]  HJ-T-ffill & 5 v & B4R (MAD) B 2 AR D gelad 1 — i FH T il % B8 8 7 BR S
I A I 40 AR (R 7 V% o AT FRUS PR AR A0 IMAD ) Jied AR B AR O 22 4 FH T ik 22 piol
PE e o BB IR o AESE B BN AN S v, S0 44 AN H " m) A O T 4E 2 Pk is e IR
1) it e o e PR30 SR 40 TBUSR B 9% WU 5 5 DA K e o B 2 089, 45 Wi A FLJE < Goldenberg 5%,
Cancer Res.40:2984 (1980) ;Hwang%,CancerRes.45:4150 (1985) ;Zalcberg®s,J.Nat’
1.Cancer Inst.71:801(1983) ;Colcher®s,Cancer Res.43:736(1983) ; (LarsonZ,
J.Nucl.Med.24:123(1983) ;DeLand®,Cancer Res.40:3046 (1980) ;Epenetos®s,Lancet
2:999 (1982) .

[0089]  MAbAEARAMZ T H K] A& A2 AT A #01%) o 49 2012 W Car 1 sson®% , Bio/Technology 7
(6) :567 (1989) o B UIMAD R FH T4 ) A= A R it 2L 23 v Mg A DG 0 S5 ) 7 7E  MAD I R A 4
TS P A 8 IR 5 T EE S Y2 MR M3y A 2 ' % Iy Ry B A T P T D PRV A+
i R R AR PR K 2

[0090]  JivjEg —4E RIMADFIEE ZR A W] T IR BEVEAEAR A R A0 4 (Spalding,Bio/
Technology 9(8) :701 (1991) ;Goldenberg,Scientific American Science&Medicine 1
(1) :64(1994) ) - 1 =L 56 SR Hh (FIvE I7 I L B 2R SE 1 #5704l a3 i A R 1
HARKI - iE 1 . (Goldenberg®s,Cancer Res.41:4354 (1981) ,Cheung®,J.Nat’ 1
Cancer Inst.77:739(1986) , flSenekowitschZE,J.Nucl.Med.30:531(1989)) ,iLZ L
SteinZF,Antibody Immunoconj.Radiopharm.4:703 (1991) , 4 B AN/EASZ .M H., &
LHERTIRITIRE R, 28T, A0 LW T I 1) £ FH R 8 i Mabs 1 T RRYE Iyl 56 91
Z lDeNardo®, Int. J.Cancer Suppl.3:96 (1988) , fiGoldenberg®s, J.Clin.Oncol.9:548
(1991)

[0091] AWtk , Bx A A 5e 8 N fudhk e H R Bod - TH2W s MGy 7 i IR, 48 % B
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BFR 2 W R BT R, B Ak 2 ARAr U7 B () SR RET-EGP- L ik i 4
AP (1) XA TR EZRMELS T2 B BRI EUA R &Y. ik b, WA K Bk &
NN T8 5 N RRSTHUAR e H i BEH TR B e i 772

[0092]  ZARSCICHAR T EE AR AN R W A MBURIT R AW, HAS & A 7] Simdl s
A HT-EGP-1 MAbBRIL Fr BR B bR A& 8 1 B A Be bk oo, o e iy 5 20—
PRSI B R D — PRI A & Lk, i2W A W 2 D AR GTE AL TR 12 W R BOMR T 52
o EAL T HE , 2T 7S BE B N60~4, 000ke VI JBUF PEFRICH) o

[0093]  ATIRITIAGMA S 20— P MR B4 A B9 A IR Ik & BUARSTHUAE , Bl S
AR AR EHEE A AT kG NSRBI EHUERC S, BiS AR AT R H EHE
AT NP R A A TURIC A« A K IS BF51 45 A M B IR 5 A S5 3-EGP- 15 ik
SE AR TT 0 TR, BOSH R AR 45 24 o BTN A R BRAS [R) 1) 2R A7 BT I Bl 45
APUEIE T 5 —PhEk 2 PhAR K I UETRS .

[0094] [, A BH S B SB it P -BGP— L34 A L A B ME N BT AR B B A 1 B, BUAE
N2 TOIRYT B A DUt , g 2 AJEAL ik & BCE RS THUR B F B B I 2 Jeih
SRR T UL UE, Bl A O, BRI A A MR T 2 A H e huR i AT T -EGP-
LRI S 18T o B AJRAL , ik B B SE B ARSTHUA T 5 B — AR, iR ARSTE H &
itk S RN R DB MOT R AR B R B A A S A AR, B A RSTE
Hedu i ZBA B WA R U T R EUES & EGP- 1 BRRSTHUAR B i B A H e S A4k i
987 /98 FH 2% FR) 30 a3 -EGP—2, CEA, CSAp ,MUC1-4 ,EGFR ,HER2 /neu , PSA, CC49 (3i-Tag72%71
14) FIPSMAPUAR (1)t FH < Bl 5 Z A B JE VR YT o X L SEAR s Ak ] DLg e 50,
29 R VEE R R R B TR A o N A BUE B ARSTHUR IR 22 1K)
Rl & A BCR AT T AR B o Al 8 2 PSR TR A & BUE B AR BV 3 2 RN
507 B % PR A S 8 B AR SUR A &R T S5 BRI, a4
BRSBTS B A i o BT IR SR R A AR ] B A FIHE , AR s L i I SRR
PR 1] 2% o HEOXFE YR IT A Wi B FE U018 TT FH T X0 B—44H i 20 1 e %) 70 e 22 IR AN 5008 22 1A
FEMIR FRZ AR , U e S U R o B an i fillbe 1 -2 1 e Lo+, Hpi A T 6
5,734,033 Reed) , W HACHINERASF , KBRS T BUE PURRA8 A G TT 7IE 2
85 A R B AN DRARS THT AR — AL i FH

[0095] AL A fEIA I I TS Wi B0 97 IR 4 R MR 45 6 B Y LA SR M RST H M i
o B P PR A U I A A 4 Bas A0 S BB 3N, o B4 o
N 738G 0 A8 B /5 47 B W 22 21 B K 145 B TR) o iy HL, FE PR 45 A 10 4 1 ] B AR
TBRR TG I H AR R 2 A/ ME . 247 R4S G S A R ARE 5 2 R B0G I 7 7 e
S P AR TR S 1 RST [ 14 I8 o 235 700 F 25 A IR 1) 358 30 9t H 0B 2L Jig (HSG) 4577 - 48679
(TgG1,K) M B 5 FE ik P mog PR 588 = IR 2 HSG4S A& (Morel %8 ,Molecular
immunology,27,995-1000,1990) .679 MAbR] LAFIA] 454 HSGAIEE ST IR RThRST 45 5 1M T2 Bl
P A EO AP AR U X e S A S A G PR S8 E i 45 5 DA
A SRR AN T R A B B R A B R T HL AR PR S A R AR T AR P R
T g 1R 1 2 R R m M

[0096]  RSTHUAK S Fr B Al FH TR 7 W FL B0 W) 0E WUREAE o i R A4S , (H AN PR T i « 5L
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I JBE e | O B0 L B 21 e AN 45 R i

[0097]  #R¥E A & B S W R BGG T RS L 2 EAL T2 W BUR T B R R AL S A 12
BB AP -EGP-1HUA B i B R4S & EH 4 T A TR 2 AME 2WE 2R A E
AR A A E A PR,

[0098] A BH () Ak S e v BE A2 SR 7 70 it FH AT R s Ik P Bk N < PN DL
PR BB P B P 48 DX S T ) iy B L e 1 P S TR LB A S e
45 4 8 (AR, AT DAY S B Bk 22 PR R R o F TR YT, 20~800me/m™ i) 771 & 2 it
B, L35 100~500mg/m”, 1M [7] & AR 77 & A2 Wy BS HEFE K , 2010 . 5mg ~ 100mg/ 2B 3 . prid
) AT AN R I A2 AT, SRS T I PR 100 A 2 85 () T 52 R o

[0099]  Frpig AW RGP AR il R & AE 245 5% ] IR i b, DI IR R 92 vh A 2
£h7K (PBS) LA B pHAN M JE i i (i 25 N\ SR LB Wia 7 Az & - il R Dide =& R B 1
) A2 A SR = AE T NS o rad ik ) & (1) T A 1) 40 43 B KR RS e 58, G2 P, B ifl , T
SRR, LA S 9, F T 355875 R 22 10 58 Hu A A S v g 28 4, S

[0100]  BRILAEVEST

[0101]  JBIT AR ERN B S , NI 5E 8 ARSTHUMR , B A B, Al 7E 24552 1] R IR
FIHEC ] R B A AT 58 52 ARSTHUAAR I R B8 P I ik A X LERR PO AR AP 78— Pl B 2 P
ERPUE, —ME 2 Pk A, ARS8 ARSTHUE S nzgW), 5, B AT R R A&
KR+ i S R BUG T MRS TEZ = VR IT A A I R A, B — ME Z P
V) ERVRFEIET AR CERE BT RBORT R R RTAL E
RSTHUARER I 7 B[R] I Bk BORR 9 Ak 77 77 &2 07 28 0 FH A LA I i

[0102]  7E—AMRIEHI L TT R, A K AR BLES & IRSTHIUE 5 2 /b — i@ RE 2 M 1k
H o TR B AR IT Be b i1 2B 75 B 1 UK 25 W 77 = W R B o 461 2 I e Do x—RS7 A2P—-Dox -
RST 53 Jill %o i 2} 3% 5 CaLu3 , TP gL e 400 i 3%, MDA46 8 FI T4 7D I Co0fi - Calu3 T4 7DEH
J LA EGP— 1470 Ji B P 17 L A CEAZTL Ji [ 72 » TiMDA468 X EGP— 1 FCEATT Ji 34 A2 FH PR (¥ o &5

W 7RDox-RSTII TCsofB 420 . 04ug/ml 7] 2P-Dox—RST ) I CsofE /20 023ug /m1 o PRI I, 5 A & B 11
BN NGRS F-EGP-1 JiAR B B 5% 0E 29, 1 2P-Dox X5 AT 5 Bl i ik 2 Z454)
PbE AHPUAR S REE 9B E R, bk, AR AT R .

[0103]  RSTHIEZEW)

[0104] AU BHIE B S NYSAL , A ATARSTHuAAR A 5 7 B TR I I & ez va 7 i E
1) A8 0 S 38 05 4R B B MR SR U B R AR IR+ B L BB R B, [RI 2 R
FreH 230 2 i 2 B/ IMb . R R BHIRSTHU S 456 8 A v] FTYR 9T 2 P, i, LI, 154
e, R EL, 5, B AR Z R R

[0105] AR EH I AEATT B BT Rl & 88 A S H 7 BeAR BT LA — BB 2 PG 7 R BOS
FIEE A T, — PR IT FIBGS W F)5 B PR B AE i B4 Gk — PGy 7 R B0
AT 5 A B SR EIUER 7 B A WIRFe X AAFAE (B 024 B AR e % 805 A i 73 1)
P 2 PuE BN , AT RE 2B 4 SN KPR B BUR B B R B T AR X o 45 B 2 DL
LeungZE,R Immunol.154:5919 (1995) ;HansenZs, EEH L H)5,443,953 (1995) , Leung®%, &
[ % F6,254, 868, 44 SCHI N ILAME NS

[0106] T FEAkAbFER B BEER 43 A T4 510 yT B0 I 7 o 5 IR 28 B SO AR 38 9 i S P
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A A T TR R ARSI AR N B 02 ILShih%E, Int. J.Cancer 41:832
(1988) ;Shih%, Int. J.Cancer46: 1101 (1990) ; fiShih%s, 2 E & H5,057,313, H ¥4 5|
NICAME RS  — 55 AFH A A AR 5 PR R 5 5 2 /b —FhiiF B I B
(RT3 AR T A D R BLAR T N 22 PR o 1% S BT 1 Ay F Tk (I i) S, ] e 3k ot Jit e i
T L I 28 -A i Fa e o H, PR 348 5 8 A58 D TPA (Mx—DTPA) \DOTA TETABKNOTA

AR S
S 3 o

[0107] R EHRIHUAARR & & A RN 2 P B3 A B B G B A 88 1 19 B
FURB R BT 5 va T AIBOS W . Ak, —FhE 2 Pk Rl & A PR e Bl S
Z T — R A 1R TT RIBUS W BeAh, Y87 FITC A0 R i m A AS R B9 a 7 7, B nm]
Y 25 W RIS PR R A R S AR Bl A B A 45 A b, TeGrT LR AT TR PEFRE 10 5F
GEAEY B A 5 B1eCHI IR AR A 5 TG IR I e B FE BRI 250 16 7 FIAS
FIBE ] iR R L 4 A& M S e ss 5 .

[0108]  Z Rz AvA YT B n] 7 5 AR BRI Bk 45 & - Ak 51 IR I7 72 mT
T 5 IR PUR i A IR 50)  Ja 7 VB, Bk 8 57 29 i KR 1R AE T
WEPER, RRATFR, B, JUREY, el ), JrA 2, Cox—241HI 7, S 22 553
W, Bl A s R AR T2 5 e A R B 2R, B ERS, BRASIE, CPT-11, = BRI oK [ 1 2
M RPUR A SR E AT, BRATEY S LR B ASI], iE, WA R &
FoRES

[0109]  Hogrid AT il & )% A WA PR RL & & U AL 220 T B E 0T 25, BA
WERTAEND, e B AR B SE , W AH IR IS , = BUA S ER 2R , IR R A R Bk,
COX— 241 1l 7] , Wk 1 ALY , MR e 2 ALLAD , BT AT 245 5 40 » W8 o 5 TG TR Rl 00 At 7] 2 441 1
FGF—52 14 Tt S B AT , BCR - ABL T S0 MR I T3 VE G — 12 T 4 I SRt 25 1) R 6 33 FH AL 223
7 7 H53A T-REMINGTON’ S PHARMACEUTICAL SCIENCES,19TH Ed. (Mack Publishing
Co.1995) , ZEGOODMANFIGILMAN STHE PHARMACOLOGICAL BASIS OF THERAPEUTICS,7th Ed.
H (MacMillan Publishing Co.1985) " DL A ixX $6 H R WA T it o 2838 B AL 220097
I, WISLIG 2590, A AU AN B EF1 .

[0110] IEFHEFR, WMEEMEIIGRE S TEUE AR HFIRSTHORS THUER) 7% 4%
APIRIIRIT RS o e E T & TR 2 S s L e Rl A B A ) B R A B R R
A S S I IREY RNase) \DNase 1, W &I BRE W E -0, ZENFEHEPUR S E D
AR 2R L B B 2 R SR M TR A0 B AR R T N B 5 B 2 I Pas tanSECELL 47 :641
(1986) , flGoldenberg,CA—A Cancer JournalFor Clinicians 44:43 (1994) .

1111 & T AKIPE BT R ARGIRE AN & O I giiA T 32 H L H6,077,
499, Frid £ LR A SCHIAERASE .

[0112] SRR G U8 5 77, W4l B[R 7 &5 & T BUE A EGP-1, RST MRS T 4 35 4% & It iR
JFFIER S, BN 5AC K I ik A AL B RS T oAk ok e BE 45 & i e FH o fnAs SC AT A
(1), A G A AR R T A K R R E B R, W R ERFE R - (TNF) Al
i PR, A 4R A 2 (B A g %1 JL-1) JIL-2.1L-3.1L-6.1L-10.IL-12.1L-18
FITL-21) , SEV& R - (ol hr 41— 4 v 8 R 5 (G-CSF) AR 41 i 5 1k 241 i — 4R 7% T3
K (GM=CSF)) , T & Bl TR —a BRI v ) AR 40 A B 2 AR I /R AR A 2 Bk
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A o 38 L S Y 7B 3 I SE A R T2 TL-3. TL-6 . TL-10. TL-12.TL-18.TL-21, }%
HAEG , MTFME -y, INF-aZf B, A R] 4252 $REGP— L BURSTH A4 M1 58 e FH ) 400 B 4]
+, He ] 72 i FHRRRSTHUAK Z BT - [RI I B S BEAT it FH o a0 B BT Ik , RSTHARIE Al 55 G 8 1
GG AE TR LA S A 7] SARGURS G 1 — DB MU R G TS &
(01131 VRYT IS W 1) AT 0 B R ) TR L AE A R B A 1l 7 PR B0 DX e e o AR D — Fbize
6, & AR 5 XUE B8 ASH), WIN-BR A3 (2-HEnE £ AR L) IERES (SPDP) K iridk ik &
iz Yuss, Int. J. Cancer. ,56: 244 (1994) o T TR &5 G 1K — 7 1522 AR SUBAR T &
B o B 2 WWong , CHEMISTRY OF PROTEIN CONJUGATION ANDCROSS-LINKING (CRC Press
1991) ;Upeslacis®,”Modificationof Antibodies by Chemical Methods,”fE
MONOCLONALANTIBODIES:PRINCIPLES AND APPLICATIONS,BirchZ (eds.) 41,187-23071
(Wiley-Liss,Inc.1995) ;Price,”ProductionfliCharacterization of Synthetic
Peptide—Derived Antibodies,MONOCLONAL ANTIBODIES:PRODUCTION,ENGINEER-ING AND
CLINTCALAPPLICATIONH' ,RitterZE (eds.) $1,60-84 71 (CambridgeUniversity Press
1995) o B , W0 97 RIBGS I 7 AT 48 H HUARF ¢ X v B0E 8 70 AT 45 & o Bl R m] F T 38 n ik
B SRS 5 RO R IR N2, BB B AT T 455 AN R R

[0114] b4, U PEARIC TR, SZ 8851, BOE i BOr] B T2 B 2B e i v &
Bt ) Ao 2R B I HL R S 38 U P A 2R 4 I A RE M 25~4,000ke V , AL 4R 1T
123 1247 86y 620, 64y 61Go 685G, 99mpo 9ty 18p 110 13N 160 Topis fritnss 47y
LabelingTargeting Agents with Gallium—68” &K ANG.L.GriffithsFIW. J.McBridef
S LR E GEEIGR FiE560/342,104) , AT TR T HE B HI IEE 7R 54,
R, %Ga, "o, TR B4 ST NENSH AR, 28 M RA T MU PEAZ R M R =
H25-4,000keV o FL e IR B HEZ R AAEY, " In, 11, °H, %8, 11C, '%Re , '%Re , ¥ Re,
70,5700, P28, 2B, 2UA L, T80, 24Ac, 12T, 33T, TR, 1 Ry, 9TRu, %Ru, %Ry, O "Hg
| 203[g 9dnpo 12lnqo 122wy 12wy 1657 1677y 1687 Allge 197py 109pg 32p 33p 4Tg. 163G
177, 105y 142p,. 143p. 161y 166 1994 57 580 51y 89 58p T5gq 200p| 2254 T6p..
%y, 1%Yb, 16°Dy , “*Ph I Ra,

(01151 0% Cu, B T61. 5/ 2 BENAN 8 OB y BHERHO(RRL T e A Ay R4 58
BB T S B0 7 IR0 PR R A 2R, AT B RN IR 2 I 2 i - - DY & B i DY 21
(TETA) M 5RSTHUR A E AL G -Chase, W1 5L, KE B REBRLFRI90Y AT H WP 2, 5%
R (DTPA) HRSTHU RS A8 (A A8 k. i HL, AT B8 A DO AR IERST Mab)Jy
VEHEAR T SteinZE (1991) , W1 k-, flGovindanZE,W09911294A1 4 /”Stable Radioiodine
ConjugatesfiiMethodsfor Their Synthesis,”HE&H|, 4B NANME HE% .

[0116] A H-T b =34k v 7 R BB I — a8 i 844 () A & W RS THUAR BICH: 7y B
1 AFRABLER) 5 252 B T8 1 AR FH o SR, 76 SE T Hh 7~ BT S 1 B 2 VA E I S E 5
THERAG A 321 A8 SRSTHUAZS & R FUAARBE U IR TG R - 2 W32 [ L H)4, 624, 846 X4 1%
— M R R () FE A o 49 BB A i B E T SRS T AR £ BB e T R A EE BRI E
B[] 171 1l 2%, T A U T A SN ) o Bl B 5 A4, U e SRR ) T e m ] i VR AL A e
RIS BAR BR3P AR A W RAT RSz A SR 5P BRSTHUAL &
TES T RSTHUE G G W2 )5, B I8 2 o e RETE A i S A U 1k i, JL il o
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T 36 A8 AT 72 AR e B R, AR RIAE

1171 A, AR B AFEAEME S W iE 1 732 Al I i 2 W A & A2 5%
3 FH B FAEC 6 12 W A0 SR 5 RS D B iR BR A2 0 S 2 W o 48] 4 s S Pek AEE Tet
PR AT AR 12 W7 77 o & A TR PR 12 W 5ol T LR AR, T SR il B 2= 13
AR EGE P 3% B0 B R BGRVELEE , Ban AE RO T S8, e, BRNEL , 24 5 AR K I ik —
AT R, 5 852K FE-DTPA S H— F R AR L RN & i A FA A ME S
Z: )L 520014210 H10 HH2 52 3 [EH 17 '509/921, 290, KA RIAENZH

[0118]  [H ik, #5IR T 7E M S WU R MR 7512, 4 (1) A & #BT-EGP-1 MAbBH:
B EE AR LA R A B BRI LA 0k B AR RO A S S AR SN2 W o B RT-PCR AN
G SRS AR NS W T3 VA mT AR A 2 W/ 4 D0 7 32 B TR i 20 2R, T i R0 G e AR v
EGP—1 5 7] & [ A7 7E o S A 200 2% m] F TR W41 i 53040 2R EGP—1 I A7 AE AR I 3, 3E4T 12
b P S St IB A R RE o s e, S e e B i L W B e L ORI L S0 45 e B IO
[0119]  pb4b, sl RS IR Frid, W e T AR B E /], E S BB EZ R4 5
T 25 7 A0DTPA . DOTA  TETABKNOTABGE H I K o B Ve I 7 A 0 ) S e 485 W)l g AT DS
FIE G R S PR A SO 4 A A 2R CH W), Wi Jegekl, AL e a5, BUge kL,
XA DL BRI I R 2 20 00 0 0 ) 6 A A v P TR TR T IS AR
AR AR, L BTVAEEOE BN 739775 (Jori%E (eds.) ,PHOTODYNAMIC THERAPY OF
TUMORS AND OTHER DISEASES (Libreria Progetto 1985) ;van den Bergh,Chem.Britain
22:430 (1986) ) o Mk, 5 3a B U438 7T 50635 46 (19 GL B B DL SE T 6 IR 9T cMew 5,
J.Immunol.130:1473(1983) sidem.,Cancer Res.45:4380 (1985) ;0seroff&E,
Proc.Natl.Acad.Sci.USA 83:8744 (1986) ; idem. ,Photochem.Photobiol.46:83 (1987) ;
Hasan%&,Prog.Clin.Biolres.288:471(1989) ;Tatsuta®s,Lasers Surg.Med.9:422
(1989) ;Pelegrin®y,Cancer 67:2529 (1991) o R , 3% L& LI A 78 R A0 45 W Bl B2 7111
i, e AR oA A BEBOIE A B A FH o DR, AR R B R & s AR B Qe LK T i 2R A
¥R TT I .

[0120] AU BHIEFUHH 1 52 77 GOIMR T3 52 77) , Nt > (1 0568 75 34 58 77 o 49 4L 2 - B 8
RS F R ERT B RRIC Y, CTIE S, AR 75 & 558 A T A R BH o fE— MRk i s
JiE )5 ZE b, P B ) A AVRALRST TG Fr BYi g A o Al RE A e it , g B iA 4 <
(ST

01211 R 7T B K AR BHIRSTHulE L A BR LRI T A &= it T m A - i 3 P
it & B A A B S WIHUES RN EL Y87 A & AT i - i R —Fh 2y
FIRIATAE T ECZ AR ALY A3 2% E TR IR AR 40, N 257 A AR 2 R B E X
[0122]  {&4MS I

[0123] AW MRSTHUE , AFERSTHWRS 7444 S e 7y B, TR A0 A WA i I RS 7
PUTAFLE R &  AEFTIR G % e o, RSTHUE T FAEAE B S AR AR &5 6, i R iR o [F]
B, Stein (1993) , W1 I, fiStein®s, Cancer Res.49:32(1989) , 4> LA N{E NS
£

[0124] )5 A= WL St R TS B RS T S5 B AL I 77 V231 — A S 4812 TS S % e RTA) o 441
WIERTAR — MU g A EAFAE U PEAR LIRS T I R 18 60 T SRSTHUEIR & o 7E
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ZIT A WA P 5 45 A Mab AR IC RIRST 5 1 & il b I BB A0 ¢ T S bR 10 1
RSTHUJFE I & o B 0d FH IR I 7 V20 AU AR N 8 2 1M 22 W .

[0125] B, A] SLiti 40 & 5 B AH B AR 45 & BIRSTHL R 45 & B 1 BIAR SN 5E o 41 G m] K Mab
BT RAY), WA LR, MERMabi® 2 A G SR 2 R4 R 2k TP ARERE .
[0126]  HL&sd FH A A A0 WU 58 V28 AR ST e AN B2 S T 2 WL o P ARG I AR 18 O RS 7 1t
J5R 45 85 1 RIRSTHU R Y ELARIK B2, 595 6 s RIS 8], 2 48 e I e 2 A mT AR 4 A0, 5 e it
(RIRSTHL A BE 5 15 i () 14 J5 5 1) 22 ol DR 38 T 2048 o RSTHL R 485 5 B A () 45 A v PR T AR
P BN B 7 VERAT D058 o AR S AN SR A5 S R SE 560 RE A s FH T4 — D R 44
PN B A ) 25 A o

[0127] R4 S W B E PR BT 75 2, nl H e s, i, FR %, i uE SR I 28 BRI N g
5o

[0128] A A1 FHRFIEC S 2 W B U 58 v (ELISA) IS A4 i FRRSTHUR A7 AE o 7E LR T
PEELTSAH, 5 21 A e 20 1) 70 J5 il 770 5 5 T 76 VA SR U0 1) 4 T4 BB v A e £ [
AR SZFR YR FE TN — 5 S ) AT A I AR 10 ) ATV PR A DU s I A/ B505E & [ LR AAR
P IOE7RENEIF AR vy =S/ 8

[0129] Al “XUHE FELTSA, i VAU “PIAL RIELTSA” B =BG INEVE” , FE# b &
PR HAZ I 8 VA A 75 B0 R B9 R B Ak o DR, T 00 e R o b 0 R ) B R R R R
ELTSAM % Xk %€ FELISA. B @12 WL “the use of the double—determinant ELISA
forquantitation of the C-MYC oncoproten in biopsy specimens” ,Field%¥,0ncogene
4.-1463 (1989) ; SpandidosZE,AntiCancerRes. 9,821 (1989) ,

[0130]  FEXL ke 5E FELISAT , K& & M RS ICIIMADER LA Fr Br (R $UE™) 455 T 12
ARSCERY , F WA i S5 A7 SR B e, SR J5 TN — 5 S0 AT A DU R e i R VA MRS A (i
P BO DAME I/ B S5, SR, AR Uik L AT i) = o B a4 . btk 7 Boe
U4 WIF (ab”) o, F (ab) 2,Fab” , Fab% o fEAR U, Hidk i B SRSTHUR R AL 4551
RS7 Mab{JHB 7 o A1 Gk Fr B ICAAE AR & il i B0 A% TR AR AL FR A i 5 5 72 40 R
45 G TR A LSRR ) 7 SO A I & A - Bl an ik fr Bet 5 & R ik ml Ag
X, & BB EER AR X W) B B, P 2 588 2 K, e oh R A e ] AR X 48
RIERE A, 10 S B RS A R B B 0PI A AR b R PR A
R B 25 R A G, Kb £ /0P s i BESRSTHUSEANF R AL LS 5 o
RSTRLG & FIE A ARG S E 52 MR E0a T R &S  RIERSTHUR M FE AL,
ik E, AR A, Hobids b By, s e W) J . Bollididk sl & 82 8 A H v B

[0131]  SEJE Xk 5E FELTSARY Jy i BN o 9 12 WField%s, 1 b, Spandidos&s, 4l
F, #iMooreZE,” Twin—-Site ELISAs for fos andmyc Oncoproteins Using the AMPAK
System” ,METHOS IN MOLECULARBIOLOGY,Vol.10,273-2817 (The Humana Press,
Inc.1992) o il fnfE— i fi FIX g 8 FELTSAR MIRST I S5 B 772, ok B VS 2L 43 i 4
HABER TR GIES A 1 %nonidet—p40 (NP40) ,0. 601 /mI FIELEE, 0. 2mM 2R 32 B JL T 8% 40
0.1ug/ml 2= ikEF 25 ImM EDTAR 2L 22 0K (100mM NaCl,50mM Tris—HCI,pH7.4) §1LA10
~20mgZH 4R (BT /500u LV I JE H1 & Bl T UK B3 B 604 %f, S8 Ja 6 H#EAT 296K
1070 ) g 1) 75 P AL o T8 B 0o 2 AN VR TR I
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[0132]  wl m] ¥ P4 BV 0 N Tl &7 S AR V) 5 A WL I RS T HL R Mab VR A SR HLAR I £LH o
SR 5 I O 28 55 1 Bk e T A JEC 1) 28 —RSTHUREMAD R A7 3R RS THL G o 45 & I Bl Tk 1R
B &, S5 RSTHUE R B A5, AT SR B S 68 I A e fiE 2k ok S PR g DA B v & 1
ERATARLI

[0133] B, A] K FHBRAR I E AL RS2 i A T RSTHU R I XU 58 FELTSA o B i il £ FXL
P8 FELTSARY) H & AR A0 AT p ARSI AN SRR 8147 S2 30 gk AT 1500t

[0134]  FEXN P B FELTSAH , AT VA P BuAR B4 A B 200 5 R A7 3R B R ) R A A
[G] [KIRST A7 45 & o B ] VA PR UK ] L AZERST MAb, MR PR T] DL AEMR23 B 2, 7] VA
U AT LLZMR23, 73R uAA AT LLAZRST MAb.

[0135] ]S XU 8 FELTSAVUE i e RSTHU R A& T A7 AL T i VRS . B, AT SR
M DA 52 A7 A TR e PRAE S RS T30 L & o ATl i A FE s B 44 b I RS 747 JR
1M SE i = Ao T AR 7 20 RSTHUR I 77V

[0136] A EHIIRST MAb K H v B ads id FH T I 751 50 16 10500 o Bt il e 6 vl A 5 4 X
NEEEZN AR NE S TR, & F 08k, A Irid 5 248 TR 5 e
(1% otk

[0137]  Blaml A — A& A [E e A SCFF Y ERE3R bR s a8 TR, My — NS A%
WA AR IC R FUA R R A8 T H . 0 — 8 THA S RIIFBERSTIUE AR
HEVEVR - RSTHUE ) FR VR W AT T 7= AR A A i 28, FL A RS T4 i (1) 9 BE AR 22 T 1 AL b i A
For 15 50 T HAABR o B A RSTHUE I AE i 3R ATF 0) 45 B AT LA BT it Ze v DA o3 47 i 5 e
T 25 A AR A ft R RS T S A S o

[0138] AU BHERSTHUAA S Ho A Beads wI T Aar A S 7% 2H 240 2 5 o i & 1R 470 v HRRST
USRI AFAE o BT JE A7 Aar I m] B T 1 58 RSTHUR (R A7 A2 F T 1 B RSTHLEAE 32 i 41 23 1)
AR o JEA A I AT 38 oK PRS- AR A0 FIRS TR IR 45 A 285 (A T X YR R U A B i 2
Jiti o B FC AR ARRS TS AN BEAE A IS AL () ) 7 ORAE - Stein®E (1993) , f1 b o B A A M iy —
W A A A AT R RN BN . ) 2 W Ponder,”Cell Marking Techniques and
Their Application” ,MAMMALIANDEVELOPMENT:A PRACTICAL APPROACHH1113-38 Monk
(ed.) (IRLPress 1987) ,#1Coligan 5.8.1-5.8.8 W .i&A] & WLStein® (1989) , 41 |, A1l
Stein% (1993) , 11 |

[0139]  RSTHUAE S Ho v B T FATART & ' i e I 55040 o e o Pk (R 67 2= 5 B, 2l dm, AL 2%
RICHRIL , W) R CHR ORGSR 10 FEAT 7] A AR T2 o 1] £ RS U B 3 PR U b — A 12 1
RSTHUR LA A 7152 AR U E AR N S B, A6 D 25 H E R AR .

[0140]  ARiCWE6 4 PT LA @I AT v v 2088 B R v 228 BB B . 52 19 T =X A
B PR R 28 o AE— MR R ST B, W R A2 v KRS BR ST EBUER K
SEYEIR A 2R o A8 00 B A B R 1003 7 8 AR TGS 2 1 26 TS AR B S 4T bRl
W 43 B AR LR TEO VEIR A7 25 8l , AR 0, p 2 ROGHR I , R VR OCAR IC A IR AR i .
ARk B AR BT A FH Sl R BOR IT R S PR S A i e A2 me F T2l AIVG 97 B A
AR A A2 W BT IR LB AFE 258, B8R, BEA R BBk, KA, B & bR
LW 4y o S T AR B B R R 220, P, PS, M, AL 1 101 o e T A
%E@ifﬁﬂ%,Wtil]goY,lHInN,gngc,186Re,188Re,177Lu,67Cu,212Bi ,213]31 ’ﬂgDleAto/ﬁ\:Eﬁkﬁjﬂri
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%z ] VRS ARG T 7)o & FH IR 2 W PR R 1 1R A2 22 3 925 ~4,000ke V, 1t FH
a7 B PR 2R 8 J960~T00keV

[0141] A BHEIRSTHUAR S BO& n] IO S AT Fnid B I RSTHU A A R E
T e T 18 BRI T MG I AR 7 0 5 Dl SR W 7B DG BR AT BIMab A7 7E - PG AR e A &4
A FMEIRTOLER, D A EN BIEE N A EEE N, R R EENUR I . RO
PRICHIRSTHU R 45 6 25 1 Hponid TR xR iR

[0142]  BEF  WGRSTHUR 45 G 8 A 5 RO S YRIB T SRS THUAR S H F BodtAT Pl A
DU ER T o XA G 0 2 A0 2 SRR 7 A ) K01 SR T AL 27 R DA 1T I Mab R A7 AE AL 52 KO
PRC A S PI SE ) 48 G K, T2 B2 oK BRI, 55 A IR 0 B L KRR , Y WE P SR A SR I
[0143]  AHALM, A=W KA S ] T ARic 48 K B RS THiAR SO v B AE RO — 3K
FEAE) 2 G0 I ) RO 6H) , e AR B 38 04K 27 ' ISR IR 28R o 38 A I A '
KW AV AROCE A AL T PR A IO S MR LR, ORI AUK R
[0144]  BEFF, RSTHUMAR S L Fr Bl 1 K RS 740 A4 b5 b 2 2 1 4 P S I A B 3 o A RST A4 -
B2 S D AEAT A B DR IB 0 T 55 I Bl 0 0 15 ) S R WA T 7 A T A A ) A = 3
a3 BRI O BE TN L 5t T B 8 A I o AT T R AG S AR SE RS T A4 A I Y 52
5110, 455 3 SR T I S 5 0 0 IR T Ak PRl , O —V— SIS [ I S Aty , T B LB I S 5 o TR H
8 S, T TR TR S A, AR ok ST D T T T TR I 5 1) AC R Rl , T A LB, B
FUARE L , A% WAL IR , IR , 1k 5000 SR , 6Tl I A 0 00 IR I , ) 260 19 Ve o B R 2 T R ik
HEH .

[0145]  RSTHUAK, BlG 82, S H P Bk m] FORRE PR B8 hr i 9 T AR N2 i B B 45 7l
38 F T RE AR 8 134 22 57 FEGA WMn Dy B Fe B+ . RSTHUAA K H i BOA AT 5788 i 52571/
TR NG A o B W 75 1 R R 2 S NJRALRST TeGE L Fr B I Faddk . SE AL ik dh , i 7= i
SR AR IH AR ) i A

[0146]  EAHICHHIK T , BURF F PR PUAA F] 51 2048 & o 0 XURs e ek ml B 2 T —
T FH T 88 75 AR B SAAR 353 ) o 72— MBI SRt 7 S 385 )& R SR o I e b, Ji ot
ALHE S IR BUARSNZ TN 45 A 10 AN DTPA-JIK . BEARIZ M, IR A4 SR I 7S .

[0147]  ASUREL AN F04 AT Fnibg 1 e m MR 95 A8 5 B 52 A1 3l T RO PR - 10 BB 73 HRST
T4 ) 45 6 F] SR F AR ST R0 B0 A vt D7 1% SR T o 55 AT 90 UL 7 V238 T-Kennedy 4%,
Clin.Chim.Acta 70:1(1976) ,SchursZs,Clin.Chim.Acta 81:1(1977) ,Shih%E,Int’1
J.Cancer46:1101 (1990) ,Stein%s (1990) , 1 I, MSteinF (1993) , 41 b R EE, —HS L,
Coligan.,

[0148]  F 3 ARAN AN R AL AGH I 5 V2 m] FH T4 s B b A4 1R 12 i ML o3 305 o 4810 4 ik D5 92 el H
TR I FEIARS TR bR, A, LR, S IDE, B0 AR, 5, B IR 2 A e

[0149] &N 2l

[0150] A BHIE T 1 RSTHUAAAEAR A2 Wr v i HT@ o A8 AT PEFR C B Mab 4 12 W7 P A
B TTIERE AT T RN o FE G E N R A P, B an Al y RS PR AR ik F &
F oAy RO ALAS Uy BRI ) A2 2R A S AL A A o 1 412 W Srivastava (ed.) ,
RADIOLABELEDNONOCLONAL ANTIBODIES FOR IMAGINGAND THERAPY (Plenum Press1988),
Chase,”Medical Applications of Aadioisotopes”,fEREMINGTON’S PHARMACEUTICAL
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SCIENCES, 18TH Edition,Gennaro®s (eds.) H1,624-6527 (Mack Publishing Co.,1990),
FIBrown,”Clinical Use of Mnonoclonal Antibodies”,BIOTECHNOLOGYFIPHARMACY 227-
49,PezzutoZ (eds.) (Chapman&Hall 1993) .

[0151] N T2 Pk ple A% , Tt P [F) 47 3 n] S RSTHuAR B B B , B FHEEA B fe ] 7] 2 1k
Zih EHNENE R EREE AN B IR M W L5 = T LR . Bl I
Shih%E, 4 I, fI3E [ L H15,057,313.

[0152] 28 bl 20k P /N 12 568 0, A oA 1) e 2 B R B 7 1o 000 AR 688 00 5 1 () 57 2 1) A I
= A I R AL 2 R 1 25 835 1 A o ) S AR R AT BR AR K o JBUH T R A7 2 AT 5
RSTHUM L A 3738 B -T2 B 4 1 s2 ) R TCAT I,

[0153]  Zyj2 [ id& IR 71

[0154]  m]ff FHAA 2 2 T3 VA HIRSTHUAR AE IR 57 B A (1) 4 R 18] o 8 ik A58 FH 2R 54
K E A BUIRUCRSTHUAE AT il sl da B 7 B A B MR A M BFE R (IR LR - R O IF
Big) B S AN JE R SR 2E R I T T AL T . Sherwood %5, Bio/Technology 10:
1446 (1992) .Sherwood®s ,Biol Technology 10:1446 (1992) «RSTHLAE M AT FE 57 op BE i 1)
TR P T-RSTHUR N 4 F 5 52 A RSTHUAAR 1 5 143 B0 Jkz 1 K7 o Sal tzman %%,
Biophys.J.55:163 (1989) ;Sherwood %, 1 | . H: & & 44 71 &Y #538& F REMINGTON’
SPHARMACEUTICAL SCIENCES,18TH ed. (1990) H#.

[0155] g i isfs ot 45 M I AR AL , #5045 FIARSTHUAR AT AL SrmAb , S -5, Pk Bl &
A B A RE 2 P s BIE IR R, — RhEk 22 PR a4y, BUX SE I B2 o
[0156] A EHI T iZ A1) BR ik RS S8 R Ben] #2 A B T il ez o b
HHAEY), H IS E 8 & B a2y 5 Bl BRI IR G h A6 IR 51
B MG T SR 7K 24 2 i PR 7000 — A SE 491 o e i FH B IR 77 AR SRR AR N 52 Ak
FIT JE 01 o 451 022 W.Anse 1 S PHARMACEUTICAL DOSAGE FORMSHIZ44DELIVERYSYSTEMS, 5TH
Edition (Lea&Febiger 1990) , MIGENNARO (ed.) ,REMINGTON’S PHARMACEUTICAL SCIENCES,
18TH Edition MackPublishing Company 1990) F1HAZIT .

[0157]  ZJRBH 1) Ho 5 25 5 W) BRI A T A48 TG At Rl 15 B, 490 4 38 AL e S B33 8 e 1) e ik
P 2524 o T T3 59 B C 75 T DA S A7 0 B, ) e b B 22 R E s 28, BRI R A 551 o
H A W] SR F B o 550 28 G 6 ek PR B PR A R R S, YA TRERCEL YR T ST EC T A e R
A R/ B R - B A FHET , v PR R PT BA AR T 50& B 3, B e # R
KT K B A R

[0158] Wi FHANYI I 222 5 k4 R TT B2 W M4 A B B AR K 7B R RS 18] o Ji e A5
MGk 2 A BRI S A VBB AR ] i 2B 1) 6 an AR WA AR TR R S M aFE R
(CIF—ILR - TR O lis) B A I IR — SR A 28 IR SR I AL IR M) 2L i . Sherwood 5,
Bio/Technology 10:1446 (1992) o %1% Z%-A- MBI A4 M i ad 5 5 A B I 1) skt 22 ok T 9 0%
BEMEITUAR 2 LN RIE R EY, PURR M 58U SRR K/ . Sal tzman S,
Biophys.J.55:163(1989) ;Sherwoods, o1 b o Ho& [ 44 7 438 FAnsel %,
PHARMACEUTICAL DOSAGE FORMS ANDZG#DELIVERY SYSTEMS,5THEdition (Lea&Febiger
1990) MGennaro (ed.) ,REMI NGTON’ SPHARMACEUTICAL SCIENCES,18TH Edition (Mack
Publishing Company1990) FIHAZIT i .
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[0159] Gy ZA W, PUikRL A EE , BRI S H R BOS v R AU B 2 2 H e B 4t
AR i T LB o £ — DML SL 7 S, B -ECP- 15U BUH i Bt A 10~2000
5 B /ARSI R AT e o 1 EL, AT R EOE S, B IR B 2 IR PRERE EAT T H
W GRS AW, BhA B O BURR BT A A 70 S AR A R AR e AR L B Tk
i) FBEIZR 2R 0 N B A 1% 2 S S DR 3R T A o LA M, 5 7R B R B A Pk
fil & 8 [ BUR LA DL R E 2 1mg / kg~ 20mg / kg » SR Tk P JarvE e ik 45 52 3%, (H A A] AR 4E
P55 B0 P AR B = I R & o 1200 & ] 4% 75 31 e a0 — JE — IR R4~ 10 J& ,
e — B — IR PR 8 A, AR, — B — IR R4 A  HR AT A AR R 4 T, il A — Ik
B H RS0 HZ M B INeRyS T, ISR AT EE R .,

[0160] A B [FIRSTHUAMA AT 4% L RN 5 VAT il i 245 5% - FH AL -S4 , B ERSTHU AR F 2 2
& HRE FAEIR A P A o an B2 A W i R 4 e 52 ¥R T I SR T A2, Tk Fh
A EBERRN “Hy 2 L nT IR o T T Tl B 2% b R /K S 252 3@ PR AR I — A K
il o el R R R R R A AR R N B A B R AT . 1 i 2 ILREMINGTON
SPHARMACEUTICAL SCIENCES,18TH Ed. (1990) .

[0161] A TIRITIIE K, B ESAY) Rl a & A BT LR TT B = F T 730
W) o AR R B T 6T (1038 B A — A N 28, (ELE A SR IK B A AR A2 mT TR SR it
()RR AR 2 LI, BRI FR A L YR 97 A AR 3T - SR — R 25 55 47
TEFECZ AR LAY A3 2% Erl R IR AR A, 2555 o AR 2R 2 R B 51 .

[0162] X AGTIHE AN Tk U, AT A AR B BSR4 2 Bg i Aol 28 22 o i
5y WLH o IR, B 2 38 MR A R B2 T BT B A e AR , IR B Y4 78 BT B BUR R AL 24
TERBIIEFZ A

[0163] b i fir 51 I B A AR, o FIURT & R FRAE S LA A B SI N A E NS5, Hoa
SCHINHIFRSE 520 S 5 NAE RS 50 (R AT

[0164] Ik SE i A51] & o A R BH S it 77 22 1A U B 5 i S AE AR AR T 2B FH T PR A ASUR 25k
(1) JEH o

[0165]  sjiafsi1 . M iR A RSTHUAE

[0166]  RSTVKFIVHELE (1) 4> F il

[0167] M= AERST [ 2422 968 4 ffa v ] £ 2 20 S ST RNAFImRNA o SR FHRT-PCRA5 ” RACE b [ 4
Ve FIVHSF F1) (1) 225 (R 98 Jis FHDNAU 73208 58 157 51) o o 22 A S 0 e DA VR 3% FH PCRR R 3 U
A BBRZE ST A M BN AFAE AN Vi (#1 F1#23) FT—ANVH (RSTVH) 4 52 B A S AE R VK
5VH, &SN A ANEZ X [k A Ab (cAb) , 88 fE il i #4 e ld HAESp2 /021 i v 3Rk o i ik
FHELTSAG 18 5 G it 2 o 5. [ P 20 i 15 57 4B 75 VDA 17 268 7 72 AE c AR 58 B8 o 1 K B P T B
SR JE Mt =) BTG 44k cAb . Ag—45 & BI5E W 7n cAbHH Vi 23 FIVHZE B, cAb—- V#2345 &
7EFME 180, A= 41 (ATCC,Rockville,MD) HIHKH il fiE 3 4 G4 AL | (B 1) o cAbBR A
Vit MIVH, cAb—Ve# 1 R R th S5Ag— BN & -

[0168] R, H% e S SLFKT cAb (5 VK 23) iy 24 9 cRST o REAE APCRI™ 4 ) bt b 1Y) B3 VHAT
IHEE VK (#23) F2 B 7= 44 Sl iy 4 RS TV (B 2A) FRSTVH (F2B) o

[0169]1  RS7TAbZE &3 M I

[0170] 4554 PEELTSALE A& I 5E TN TREMEALER (K cRSTHI G A6 R . TR 5 2 e
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EHEMEARRSTE 2L (0.01~100ug/ml) A AD (RSTELCRST) VR &, SR G N &
Ag—BLAE I TAL , AR TG AE IR T & /NN o BE 3k )5, IIANHRPER A B B AN R EL ARG
SRIGIEET NI E LN o AE TN &7 AmM AR — % — R Eh 10 . 04 %6 Ha02 1] Je$ P 75 WL i 1
1 2 B ODago 11 ¥ 78 tHHRP-48 & () BE B I A M = R 1 5Ag- 45 A A R AURSTEE A 1 & 18
1% 2K 5 FrPEAg—45 AR I, SR H cRST RN R RS T AE M & Ak SR RST 5 0 SR A AL I 45 4 1)
Se g se A AR, RIGIESE | B sRAF B VCRIVHF 21 1 AT 5P (1) o

[0171]  SEJ#f512 . hRSTHUAA I AL 2 77 12

[0172]  hRS7 VIEKK 75 ¥ it

[0173]  J@id B 5 Kaba t F 45 FE vh AV AIVHT 31, KIURST Ve MIVHIFRs 4 A I H 5 A
SA-1A"cl VHIRF-TS3 VHE B 1K) A [E — P o — A4 A RSTVHFRS , He 7R Y S5 NEWM VH
¥t (e O (A — P o DAL N SA-1A cIHEZE /72 51 FIAERE FERST Vi (K CDRIK S B2 (B 3A) , I RF-
TS3FINEWMHE ZR 7 F A F T-RS7Ve (4) o 4 S5 4 A PR HEBRLL 3R, 78 RN EECDR X A1
HATAE K & 1 R FE R 2 AF o 51 FR A T 22 78 76 CDR ) T L8 S L PR i L AR B8 /23 T HHQu, Z.
LLosman,M.J.,Eliassen,K.C.,Hansen,H.J.,Goldenberg,D.M.,flLeung,S.0. (1999)
Humanzization of mmu3l,alpha-fetoprotein—-specificantibody.Clin.Cancer Res.b,
30955-3100s£E 5 37 [ 46 5 1 B 2 [hRST Fvrp X #64% BL 2 S20,D60, V85, FIRSTVK FITK38
[KJAL00, RSTVHIKIK46 , AT8FIFIL (] 3AFI3B) .

[0174]  hRS7 VT )4

[0175]  LeungZflLeung,S.0.,Shevitz,J.,Pellegrini,M.C.,Dion,A.S.,Shih,L.B.,
Goldenberg,D.M., fiHansen,H.J. (1994) Chimerization of LL2 a rapidly
internalizing antibodyspecific for Bcell lymphoma.Hybridoma,13:469-476) AF 1
— PE A, SR W AT s B K SEAZ T R A OFIPCR , 5 1% SR W T 44 4 WhRST Fr ik it
[RIVLAIVHEE R o 4 T 9 EERRST VHIX , PR SERZ 1R, hRSTVHA (176-MER) HThRS7VHB (168-
MER) 7£ H Z14LDNAE i (Applied Biosystem) &K

[0176]  hRS7TVHA{XZhRSTVHIX [123~198nt

[0177] 5 —GGTCTGAGTT GAAGAAGCCT GGGGCCTCAG TGAAGGTTTC

[0178]  CTGCAAGGCT TCTGGATACA CCTTCACAAA CTATGGAATG AACTGGGTGA

[0179]  AGCAGGCCCC TGGACAAGGG CTTAAATGGA TGGGCTGGAT AAACACCTAC

[0180]  ACTGGAGAGC CAACATATAC TGATGACTTC AAGGGA-3

[0181]  hRSTVHBAYHE 5174~ 340nt . FMKhRSTVHIX ¥ 171 8% o

[0182] 5 —ACCCTTGGCC CCAGACATCG AAGTACCAGT AGCTACTACC

[0183]  GAACCCCCCT CTTGCACAGA AATACACGGC AGTGTCGTCA GCCTTTAGGC

[0184]  TGCTGATCTG GAGATATGCC GTGCTGACAG AGGTGTCCAA GGAGAAGGCA

[0185]  AACCGTCCCT TGAAGTCATC AGTATATG-3’

[0186]  hRSTVHARIBII 3 A ¥ 71 (23nthk k) 18 1k H b o 72 T iR PCRZ& A4 , hRSTVHAFI
B3 =2 I 3 K 1T T ol EH K T3 A TR 1) 81 2 30 4 e A48 4] 5 RUREDNA o BN IR K IR A v ) 1R
N EREEDNARL S5 1 51, 45 A3 B0 S hRSTVHIK 23~ 340n t Y XUEEDNA o iXDNATEAFAE I > 5
BT R, hRSTVHBACK FThRS7VHFOR i3 — B4 38 DL T 4 K hRSTVH,

[0187]  hRS7VHBACK 5 —-GTGGTGCTGC AGCAATCTGG GTCTGAGTTG

30



CON 101264325 B w Bg B 26,/49 T

[0188]  AAGAAGCC-3’

[0189]  hRSTVHFOR 5 —TGAGGAGACG GTGACCAGGG ACCCTTGGCC

[0190]  CCAGACAT-3’

[01911  BL10nl 10X PCRZE ¥k (500mM KC1,100mM Tris.HCLZE ¥ ,pHS. 3, 15mM
MgCl2) ,2umol hLL1 VHBACKFThLL1 VHFOR, fl12.58.47Taq DNAZE &M (Perkin Elmer
Cetus,Norwalk,Ct) # #hRSTVHAFIBI f /N & (30 HE ) o N5 2 RTR A P EAT 3 MG FA
[FIPCR N : 94 CAEVEL 438, 45 CIB K 1938, MT2°C R A L. 5908, SR G AT 27T MR I PCR
R : 94 CAZ 14381, 55 CIR K 14348f, AIT2° CER A 1 Bh o B 2 AL hRSTVHF) AUEEPCR—4 3
(¥ 7=4), FPst1FIBstET T PR il P B 19K 5 vifE 2 H B staging B4, VHpBS2 (1) FLAMPst1/
BstETT447 &io

[0192] by AN JEAL Ve B Y 4 KDNA, 11 3R & BhRSTVKA (156-mer) FThRS7VKB (155-
mer) oI IR 5T B ERhRSTVKBACK FIhRS7VKFORY HhRS7VKAFIB

[0193]  hRS7TVKAfLFhHRSTVK[X [120~175nt .

[0194] 5 —CTCCATCCTC CCTGTCTGCA TCTGTAGGAG ACAGAGTCAG CATCACCTGC

[0195]  AAGGCCAGTC AGGATGTGAG TATTGCTGTA GCCTGGTATC AGCAGAAACC

[0196]  AGGGAAAGCC CCTAAGCTCC TGATCTACTC GGCATCCTAC CGGTACACTG

[0197]  GAGTCC-3

[0198]  hRS7TVKBALFK 5155~320nt H¥MEIThRST Vi [X [ 171 %

[0199] 5 —CCTTGGTCCC AGCACCGAAC GTGAGCOGGAG TAATATAATG

[0200]  TTGCTGACAG TAATAAACTG CAAAATCTTC AGGTTGCAGA CTGCTGATGG

[0201]  TGAGAGTGAA ATCTGTCCCA GATCCACTGC CACTGAACCT ATCAGGGACT

[0202]  CCAGTGTACC GGTAG-3

[0203]  hRSTVKBACK 5 —GACATTCAGC TGACCCAGTC TCCATCCTCC

[0204]  CTGTCTG-3

[0205]  hRS7VKFOR 5 —ACGTTAGATC TCCACCTTGG TCCCAGCACC G-3°

[0206]  HEFZAEALhRS TV [ AUEEPCR-4 34 59 7= 44y, FIPvu T TAIBGLT T TR il e B 19 i v
Z R stagingZR A4, VKpBR2[¥IPvul /Be T T B M 5 o 3l 1L B HRS7VicFIVHIF XBAT-BAMHT Al
Xhol/BamHT } Bt 4% B 7R 57V ve ke 28 pd HL240 b3k 171 44 8 it 2 1 SR AR A o

[0207]  hRSTHUA) 5L L IR IL

[0208] ¥ Z)130ught F-T-hRSTH) FIA T AAELL Sal TRFIIVEAL M 2R PEALSR J5 FHE 22 4L (450V
FH25PF) % 4L 42 SP2/0-AGLAZH Ml o 45 5 Je B A M Al T- 96— LR 2 H SR fe il i I AMTX 2 289K
N0 025uMIMT IEFE 2P -

[0209]  MTX-PuiEAEEAE2-3 P BT LA - FHELTSAMR 4G Ik B 4736 T H Tk A
ADAS AR IR B TERE ) FIE T 3 2 5 100u] FIERES I FIGAH-1gG ,F (ab”) o B~ 5
PEADFIEL A I EL T SAT &0 e AR b, SRS 0% & 1/INEF o AR Pl (570,05 % 11 BLEE TS 20
[KIPBS) WetR =1k LARR 25 R 454 1 B 1 5 B HRP—45 & UGAH-1gG , Fe Fr BX—r S EAD In A AL -
[0210]  {EWF & LhfG, Yeis AR - FE NN & 75 4mM OPDFN0 . 04 % HoO2 ) JE VA WL 18 L 52 B
AsgoTf] it 7~ 45 T HRP—45 6 o 7 FRe BH 1 411 M0 S P2 S8 i ek ATl (A A2 B N AH B 35 290 3
H2ALhRST 186G AJSARSTHUAIR &5 A E Tk
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[0211]  {sf FIME 1802 fie fi £/ BV A0 4 V- MRS EL T SA S8 4 11 45 5 TN 5E T IPAThRST 1) # %
[ PEIFTIA (SteinZE, Int. J.Cancer 55:938-946 (1993)) oME 1804 A fi i 43 i 3 75 437
B0l £ o 0k B 0o FHHEL il JEE 42 B B0 4 96 AL ST ISPV CAR SR 5 FHO . 1 % [ — S [ 52 o 54E
B4R RST 52 BEImRST , cRSTERhRSTIR A, R fa A A% (K AL , SR JG 72 =
T E LN Bk, INANHRP-Z A BB AEM R E N R GAEZR T E L/ o/
TN B AmMAR R i — R B £ 10 . 04 %6 HaO02 14 JES 409 ¥ J 30 3 152 B Ao 1 S 78 5 S 45 51
AV FEAMRST S A HRP-Z8 A M BE B U AE M R BB & Wi 6 1 1 55 5+ 1% 53 A Fr s, hRST7
[gGRILH SmRSTHICRSTHI M (1) 45 Al P , IESE TRSTHIES Aok M A AE NJEAL R A3 LR AT
[0212] s 3. 13 A% BE PEAR 1C PR A JRALRST A s S P s i

[0213] %R EE P& 7 (IMP-R4, IMP-R5EL IMP-RS) HEAT JEUH MEUAR 1T, 7 5 BRI S5 I
hRS7 # 5) &b B ik 77148 Bk (Govindan SV, %% .Bioeonjugate Chem.1999;10:231-240) .2 I
B9 o 75 5% B8 PETSUS PERbR 10, {3 AT, il 1 T-IMP-Rx—-hRS7TH i x =4, 55(8) , 4 5l 4 F
IMP-R4 , IMP-R5 A IMP-R8%R 45 & 7 Z2 MIEL 75 M (RGN A 1187.1% (3.38mCi/mg) ,34.3%
(0.97mCi/mg) , M76.6% (2.93mCi/mg) - 7E KB ThRiCH i A" T-TMP-RAMA , 3R15 b
GES 20, 4mCi P'1,35. 7nmol IMP-R4AMI3.22mg DTT-i4 5 KIRST , 384360 % 4o 2
(3.80 mCi/mg) fFH30.3 mCi 1, IMP-R4MIE JFHAThRST B — 1 AEE 369.7% = %
(3.88mCi/mg) -

[0214]  13.97mCi “UIE = REAEARITL.8%BEE (4.42mC1 /mg) - FH13.6mCi PHIAN
A M AR hLL2ARTE P - IMP-RAFZ $164. 4% 77 % (3.6TmCi/mg)

[0215]  SLja g4 . FLom BN YA i il R R 5L 538

[0216] 7y Bl R A S2 56, i i R iESTZ12. 3 X 1078 FRMDA-MB-46 84 il 75~ 8 J
Ut e AR B PP IR L 7E LA HUR S 24 R INA B ~0. 15 ~0. 2em’ I B - /N R
kSt ~10uCi " 1- [IMP-Rx] —~hRS7H rhx=4.58(8, f120-25uCi *'1-Mab (CTV%) . A,
FEANSEIG AT F T/ TR AR E B SE 56 o 7F BT i 7], 9052 22 B 3 B R0 I 30+ 10 A 9 9
A5 IR IGRIN N % ISR &/ g AETAE T A AL E P TR BN P TEH &

(02171 SANBITHIRGL, W FC 2 R 2T 1 P AR AR DA S i e T o Ao AR K B i
T71% o S gt e AR K 28— BT I T B 1A S 36 1) T7 V2 A2 s AR I 5 9130-50 %6 1 Sh ) mT MR 4R fik
Je B KA 5T A P o R VR T WE T, o A R ) Bh e Ik B A R I 24 R P T - TMPR 4~
hRS7, 35 EH RO HEBUL P 5 T-hRSTHEAT EL 3L

[0218] o 3o 28 A o 5 45 ARG W0 10 7 60 R J e A B L 52 o 24 TR TR B Sem i AR B B4 - AR
P TACUC-HEAER J5 VA SE T T A B S 56

[0219]  Z¥ptk iy A5 A

[0220]  7ENIH Swiss#RE KA K 1 i 48 A XA g ihRS 7 77) (P2 1-IMP-Rx—hRS7H;
ix=4.588, B MRAF 5 E AR e Y T-hRSTIR &) SEMEIX 265256 . L 1A, 1B CHEA T A4k
(92 9 93 A 2o A SR BE AR E B A AR U I R I B 4020 T-TMP-TMP-R4-RST7 , "*°T~
IMP-R5-hRS7FI'*°T-TMP-R8-hRS7LE 557 H ¥ % v 5 77 & /45 v I8 43 5 J&41.6 £3.0%,
32.2+11.6% M124.7+8.5% , 1fi %F T ELEERRIC A T-HRST7E 5 X~ 1e (1 5 56 Hh A [ s 1]
FNG.910.9%,6.22. 1% F16.722.3% o £EAH [F 8] 5, Biloig—Eb —=JF g 1 bl 2 52 1201 -
IMP-R4-hRS71.7~7.64%, " 1-IMP-R5-hRS7 1.7~6.0f%F1'*I-IMP-R8-hRS72.0~4.8f% &
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FPU-hRST Gl R EoR)

[0221] 1. '™ I-IMP-R (R4BLRSELRS) A1 T-hRST (CTIZ) X —kric i NEALRSTAERR A
MDA-MB-468Ji81 S FIEZ AR HINTH SwissER R 1A 73 Ah

[0222] £ 1A: ' T-IMP-R4-hRSTX* T-hRST (CT)

[0223]
4R Frivdh % ID/g +SD', n=5
24 /ot 72 it 168 B, n=4 336 )N
MDA- "*I-IMP-R4 32, 8+6. 3 46. 8+11. 0 41, 63, 0 25.1%3. 8
MB-468 | "'I (CT) 8. 61.5 8. 6+2. 3 5.9+0.9 4. 4£0. 8
FPAE wt. (0.19+0.06) | (0.19+0.08) | (0.13+0.07) | (0.18+0.04)
i "1-IMP-R4 5,740, 7 4. 7£1. 5 2. 80. 4 1. 3£0. 2
"'L(CT) 4.1%0. 3 2. 0£0. 1 1. 50, 2 0. 7£0. 1
jii-A " I-IMP-R4 3. 620. 6 3. 3£0. 6 2.6%0. 8 1. 9£0. 2
"' (CT) 2.620. 5 1. 7£0. 4 1. 10, 4 0. 6£0. 1
e "W - IMP-R4 7. 840, 7 6. 8+0. 4 5.6%0. 8 3. 0£0. 5
“'T(CT) 3. 50, 3 2. 10, 3 1.4%0. 3 0. 7£0. 1
M "~ IMP-R4 4.5%1. 0 3. 2+0. 6 2,2+0. 7 0. 8+0, 2
PT(CT) 3,120, 8 2. 240, 4 1. 6%0. 6 0. 6%0. 2
fo i "I~ 1MP-R4 15.1%1. 4 9, 50, 7 6. 0+1. 5 1. 90. 6
T (CT) 10. 8+1, 0 7, 3%0. 6 5. 31,2 2.2+0. 6
g "I-IMP-R4 1. 3%0, 2 0. 60. 1 0. 4£0. 1 0. 20, 1
PL(CT) 1. 6%0. 5 0. 7+0. 1 0. 4%0. 1 0.2+0. 1
Sm. Int. | '""I-IMP-R4 1. 5%0. 2 0, 90, 1 0. 60, 2 0. 20, 1
"L (CT) 1. 0£0. 1 0. 6£0. 1 0. 40. 1 0. 2%0. 04
Lg. Int. | "“I-IMP-R4 1. 3£0. 3 1, 0£0, 1 0. 80, 1 0. 30, 1
'L (CT) 0. 8%0. 2 0. 5+0. 1 0.5%0. 1 0. 2%0. 03
AL "*I-IMP-R4 1. 20,2 0.7%0. 1 0. 5£0. 1 0. 30, 2
"' (CT) 0. 9£0. 1 0. 5+0. 05 0. 3£0. 1 0.2+0. 1
& " 1-IMP-R4 2. 30. 3 2,10, 3 2.4%0. 6 2. 3%1, 2
P(CT) 1. 4%0. 1 0. 8£0. 1 0.5%0. 1 0. 3£0. 1

[0224]  F1B:'®I-IMP-R5-hRS7X!* T-hRS7 (CT{Z)
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[0225]
a4 Ao % ID/gxSD', n=5
24 )8t 72458 168 ) B 336 B, n=4
MDA~ "I-IMP-RS 29.1¢4. 6 39. 642. 7 32.2%11. 6 17. 8%7. 0
MB-468 T (CT) 9.2+1. 0 9.1%0. 6 6.2%2. 1 4,.9%2. 0
RP A wt. (0.14%0.02) | (0.20£0.05) | (0.11%0.03) | (0.13%0.06)
ke "I-IMP-R5 4.8+1.4 2.5+0. 1 1. 8+0. 3 0. 8£0. 3
"L (CT) 5.1%1. 5 2.4%0, 2 1. 70, 2 0.8%0, 3
;14 " T-IMP-R5 4.1£1. 0 2. 00. 4 1. 9£0. 4 0. 8%0. 4
T (CT) 3. 81, 2 1.740. 5 1. 3£0. 3 0. 7£0. 4
B "1 IMP-RS 10. 0%1. 4 6.3£0.5 5. 0+0. 5 1. 1£0. 3
"1 (CT) 3,740, 5 1.90. 3 1. 7£0. 3 0. 80, 2
A " T-IMP-R5 5.4%1.8 3.2%0. 8 2. 3£0.2 0. 9+0. 4
"L (CT) 3.9+1.2 2,50, 7 2. 0+0. 3 0.9%0. 5
ofn 3% " I-IMP-RS 16. 5+4. 0 8. 80. 6 6. 5£1. 0 2.741.4
1 (CT) 12.243. 0 7,840, 5 6. 3+0. 8 3.1%1, 4
5 " I-IMP-R5 0. 9%0. 2 0. 5+0. 1 0. 40, 1 0.2+0. 1
"1 (CT) 1.1%0. 1 0. 6%0. 1 0. 5+0. 1 0. 2+0. 1
Sm. Int. | '°I-IMP-RS 1. 5+0. 3 0. 8+0. 04 0. 6£0. 1 0. 2%0. 1
1 (CT) 1. 10, 2 0. 6£0. 02 0. 5%0. 1 0. 3+0. 1
Lg. Int. | "I-IMP-R5 1. 4%0. 2 0. 9£0. 1 0. 6+0. 1 0. 2£0. 04
1 (CT) 0. 740. 1 1.4%0, 03 0. 4%0. 1 0. 2%0. 04
M " I-IMP-R5 1. 3%0. 3 0. 7£0. 2 0. 5+0. 1 0.2£0.1
T (CT) 0. 90, 2 0. 6£0, 2 0. 4£0. 1 0.2+0. 1
7 " I-IMP-RS5 2. 2%0. 6 1. 30, 2 1.2%0. 5 1. 0£0. 6
T (CT) 1. 90. 7 0.9+0. 1 0. 6%0. 2 0. 3+0. 2
[0226]  F1C:"* T-IMP-R8—hRS7X[*' T-hRS7 (CTi)
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[0227]
40 48, i) % ID/g £SD', n=5
24 ) B} 72 B 168 (8B 336 /)NB
MDA- *1-1MP-R8 24,145, 4 26. 9£3, 9 24, 748, 5 11, 046. 4
MB-468 PT(CT) 8. 81, 6 8. 8+1, 0 6. 7%2. 3 2.4%1. 3
FF % wt. (0.17£0.04) | (0.12+0.05) | (0.10+0.04) | (0.15%0.05)
in "’I-IMP-R8 4. 6£0, 7 3. 30, 4 1. 840, 2 0. 7%0. 2
"T(CeT) 4.1£0. 6 3. 3£0. 4 1. 8+0. 2 0. 8%0. 2
- "*I-IMP-R8 2, 620, 7 2. 30, 2 1. 9+0. 2 1. 0%0. 1
TT(CT) 2.4%0. 8 2.240. 3 2. 0+0. 3 0. 70. 1
B " 1-1MP-R8 7.2+0, 8 4, 6+0. 8 2. 6£1. 0 1.8+0. 1
"To(CT) 2.5+0. 3 3. 00, 7 1.8%0.5 0. 8+0. 3
it "*1-IMP-R8 3. 0%0. 7 4. 740, 5 2.3%0. 6 1. 0£0. 4
“T(CT) 2,440, 4 4.4+0. 5 2.1%0, 5 1. 0+0. 4
fo "1-IMP-R8 10. 8+1. 2 9. 60. 9 6.31. 4 2.2%0. 6
" (CT) 9,21, 6 9. 50, 8 6. 4%1. 4 2. 6%0. 6
g "T-IMP-R8 0. 9+0. 2 0. 7%0. 2 0.3%0.1 0. 2%0. 1
PTT(CT) 1. 1£0. 2 0. 9+0. 3 0. 4£0. 1 0. 30, 1
Sm. Int. | '”I1-IMP-RS 1. 00, 1 0. 8+0, 2 0.5+0. 1 0.2%0. 1
T (CT) 0.8+0. 1 0. 80. 1 0. 5+0. 1 0. 20, 1
Lg. Int. | "I-IMP-RS 1. 040, 1 0. 930, 1 0. 50, 1 0. 3%0, 1
P (CT) 0. 620, 1 0. 6%0. 1 0. 4%0. 1 0.2%0. 1
L "*I-IMP-R8 0. 80, 1 0. 6+0. 1 0. 4%0. 1 0. 2£0, 1
“1(CT) 0. 6x0. 04 0. 60, 1 0. 4%0. 1 0.2+0. 1
5 " 1-IMP-R8 1. 40, 2 1.240. 3 1. 40, 2 0. 8+0, 2
T(CT) 1. 1£0. 2 0. 90, 2 0. 740. 1 0.3+0. 1
[0228]  JfCht & W vF 5 ARAE A A A AT T, A Siegel , JARIStabin, MG

(Journal of Nuclear Medicine 1994;35:152-156) [ 5 S5 0 . 2 —2b0 5% 1 AR B8 T Ay
B PEmbR AT, 115 B 10 A T S o & I0 I A W B 1 2 7 L s 336 4 i yeg 751 AR firk
Je— Lt I g L A 9 7 SR IR 5 55 J8 B s IS A 2 7= A R [R) 24 575 T 3R A5 R Ll v
M T~ IMP-RA-HRST7 - T-V8 97 5256

[0229]  £R2: /EMDA-MB—468JIEg A 28 b | T84 JEC PR L BT hRST i v B Y R 4 SR =
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[0230]
RE AR *F fo R AR A 1500 cGy 4 cCy
14a [T 11148
IMP-R4 CT IMP-RS CT IMP-R8 CT
g (Trap 6995 1613 5187 1506 4000 1206
0.50)

M Exp 674 456 398 149 497 505

% Exp 535 315 336 313 384 356

B Exp 1063 402 867 361 761 394

W Exp 450 392 450 422 506 473

e Exp 1500 1500 1500 1500 1500 1500
(org)

" Exp 104 144 84 118 101 128
Sm. Int. Exp 148 124 131 119 130 121
Lg. Int. Exp 163 108 136 86 140 97

M Exp 112 99 105 100 97 93

& Exp 486 151 244 149 245 151
xt 2% 1500 cGy #mCi | 0,231 0. 285 0.213 0.239 0.248 0.255

[0231]  #f5 FIMDA-MB-468 \ FLiE AR M VAT

[0232]  F KT 52552 (MTD) « A7 & Hf e Bdls (R-2, 141) w, P T~ IMP-R4A-hRS7 A1 1~
hRSTHImCi & , % MLy = A a5 351 215006y (v IMTD) 433 TH 540 . 23 1mCi F10 . 285mCi
FESwi s sHR R H R FH 38 N R A4 28 770 0 771 2 S M TDFY) SE 36 1 5 o 6 T T-IMP-RA-HRST , 45
T EN 200, 225,250,275, 300F13251C1 ; 250uCi (K 71 & 2015 R 3 1 RAE44 H G 3E
T2, 1 300uCi [ 7S 2 4 R B 193 RAE2 Ji ~4 J& R FE T . BR AR 275813 25uC i {57 &= 41 R
(IS AE 555 SR A TE S RRL B, T AT IUS 45 T 231nCi (TSR & B T L) 250
nCiZA 245 7 B AR EMTD S F 12 T-HRST GEF “CT” (U PR LbR 1T 5 FI250, 280,310,340,
3T0F1400uCi VRS EYAL s 2 JH ~3 0] , 340uCi FIELLK6 R ige R, 370uCi FIELL6
Ry i3 1, F1400uCi FIE 4 R 4 RBFET iR X £, EMTD 1 280 ~3101
Ciso

[0233]  VARyTFF-1

[0234]  %f T iZH T4 - IMP-RA-hRST(H &L B 5 1-hRST (CTVE) [ Rk BEAHLL BB —R
7S5, AR 70 Al ] H i K 52 578K ~ 70 % o B ) 1 750C 1 A% B PR ) o A RE
151 T-200uC R B PRI o 7E B RE AR VAT R Sk Ie R 108 L R34, 4
T =2 SR B AL 53 2H DA AT FL AT 46 T /SR 3 AL 2R YT RT (BE2H) = ARG 3 s
EFH0.31240.181,0.3080. 203F10.303+£0.212,
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[0235]  FEiZsEIGH, 5549 H B IE S Bon TERI-1UTN -1 By B 7404
Hh 35 Bl ) R AR AR (OV®) , i R 7 KT SR T RIS 200 73 R4 R R vR 7 4R B T
= RN 5 B8 PEbr 10 4E 1) el oRg A K s 1 22 B 25 U T AR o b i R IB T AL, ot~ 35 iR
AR (MTV) BL A 49 H Y 22 T AR (AUC) B s tudent—tA& 56 B U2 19 o 7E49 H , B T I T
IMP-R4-hRSTIEYT , MTVIJAUCH BRI & 2 PR 22 5% (ofiD) , ¥ 9NN 25 HR I T AT (B2 H) 25 e 14
FAZE Sl , 1R o TR I67:0.05 (0.78) 3 5 F 1 T-hRS7 (CT) :0.03 (0.98) ; %FF*' 1-hRS7
(CT) X ARIEIT:0.14(0.81) AEA9H , P35 BrlvRg A AR AE 5 ML A5 B M s S PR AL () S DR e
BB, G — L S B S B AR . 7E VR YT SR 8-, 6 T T-IMP-RA-hRS BT 4L 11 R
AN B R SE AT AR MTV AR ARE 20 % o VAT AT T-hRST—VA 57 1K /N SR AE S B FIMTV 43
RIA S RLAB A 280 % F1163% , I T-hRSTZHH 11 R /B P 1 H 58 222

[0236]  YHITHE K 4T 52 o IMP-RAZLYE 552 H I (1) PSR EE 21 .93 £2. 03T 7E 5549 H i)
H23.68E1.81; % T “CT” 4, E¥MAEAEE2H F49 H 4R H21 . 7712, 21F123.90+2.64.
T R R, s R 4n TR e I, Bon TR 129 R 2 T -
IMP-RA-HRST , £EJita FHZ 7)1 J J 6 T-WBC , 9k T 20 i AT e P 1) 40 o280, 28 21043 Sl DR oxof K
PI34% , 7% 61 % [ s ARE - £ 555 J L X 2843 731 P 2 B REK P 74 % , 58 %6 F1192% , FF
E 5549 FR AR 76 3 BE K 45 % , 36 % 151 % 5 1 0 T2 I-hRST (CT) « 78 j FI 25 77 1 J& Ji %o
TWBC, IR 40 B AT o 2 1 0 e 0, 38 31 43 79 Rk BB 1941 % 5 13 % FH67 %6 1 B AIRAEL o £F
5 JH 3% L 4 R B R R KSE (985 % ,67 % FI103% , H7E 5549 H 7 357 70 %] B K S 1
42% ,32% Fl149% .

[0237]  JRITFHFF -2

[0238]  ZEMDA-MB-468 g A 78 rh i F™! - IMP-R4-hRSTIRIRAT T 45 S 1tk

[0239] "' T-IMP-RA-hRST [ 2 A8 5 AR 4 5 2k A T-IMP-RABR T 6 B IR AL A
hLL2 (375-CD-22 MAb) fI XL REHEAT b A2 o A5 1% SE 56 5 it FH 1 750C1 [ 843871 o X AR R T-TVP-
RA-hRST & Kt 52 7 & 1 ~T70% o AEAZAHE AR VA TT BRI s2 38 v, AR 4L 7T ~8 R 3,
WIAYT SEI 1 S MR LG IR AR R A i RE AL 7328 . B 13, BoR 7 = AN A7 35 Bl A AR
MTV) (JRITRIMTV: 100) , o~ th AR F PR AR KR8

[0240] S5 . FHY-90 A JEALRSTmAD FI#E A JEALRSTmADYE T S 3

[0241]  H4z,56 % , A FLIRIE 52 50, SRIN N BH bR EL 45 A0 2 MU A i B2 1) 2% BB 3 AR AT
MR IRIT e E R NIR AZ B B a2 T WG T M ST (RIS 2 ) Y-90-48 & 1 A kAL
RS7 mAbi.v., BR IR ATAEE 5 E100mgH 20mCi Y-90. 7497 5 VY J& , 1% 3 1 g
J RN /N BB AR T 250 % A AEIR ST IR AR o 5367 T 12 A1 5 Jiosg 202, TH AL
b7 2 45 ARG 0 ) fe R b B 5 BB R PR ARG 30 % o I i 5 1% R B 52 T AUk — R IR M B (BRR
RT3 /M) 4 R G 57 B RR A VRALRST , B 7 e g 8 (1) 4 EL AN TR, 8 A R I v v 40k
MR P A ATATTAS B AR o R KSR (R U S 400mg /m” o K 298 8 Ji5 » & R T HALIBTZ
TEFZ 1) T8 43 28 S s HAAE AT A D) 5038 Hh I A MR AR T 24920 % o AEBE DA I3 AN H S 5 1%
BEPRRIFEE O, %A RILH s A K .

[0242] }?»ﬁljﬂé

[0243]  <110>IMMUNOMEDICS. INC.

[0244]  <120>RSTHiiA
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[0245]  <130>018733/1164

[0246]  <140>PCT/GB02/00885

[0247]  <141>2003-03-03

[0248]  <150>60/360,229

[0249]  <151>2002-03-01

[0250]  <160>28

[0251]  <170>PatentIn Ver.2.1

[0252] <210>1

[0253] <211>324

[0254]  <212>DNA

[0255]  <213>Mus sp.

[0256]  <220>

[0257]  <221>CDS

[0258]  <222> (1) .. (324)

[0259]  <400>1

[0260] gac att cag ctg acc cag tct cac aaa ttc atg tcc aca tca gta gga 48
[0261] Asp Ile Gln Leu Thr Gln Ser His Lys Phe Met Ser Thr Ser Val Gly
[0262] 1 5 10 15

[0263] gac agg gtc agc atc acc tge aag gcc agt cag gat gtg agt att get 96
[0264] Asp Arg Val Ser Ile Thr Cys Lys Ala Ser Gln Asp Val Ser Ile Ala
[0265] 20 25 30

[0266] gta gcc tgg tat caa cag aaa cca gga caa tct cct aaa eta ctg att 144
[0267]  Val Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ser Pro Lys Leu Leu Ile
[0268] 35 40 45

[0269] tac tcg gca tcc tac cgg tac act gga gtc cct gat cge ttc act gge 192
[0270]  Tyr Ser Ala Ser Tyr Arg Tyr Thr Gly Val Pro Asp Arg Phe Thr Gly
[0271] 50 hh 60

[0272] agt gga tct ggg acg gat ttc act ttc acc atc age agt gtg cag get 240
[0273]  Ser Gly Ser Gly Thr Asp Phe Thr Phe Thr Tle Ser Ser Val Gln Ala
[0274] 65 70 7h 80

[0275] gaa gac ctg gca gtt tat tac tgt cag caa cat tat att act ccg ctc 288
[0276] Glu Asp Leu Ala Val Tyr Tyr Cys Gln Gln His Tyr Ile Thr Pro Leu
[0277] 85 90 95

[0278] acg ttc ggt gct ggg acc aag ctg gag ctg aaa cgg 324
[0279]  Thr Phe Gly Ala Gly Thr Lys Leu Glu Leu Lys Arg

[0280] 100 105

[0281]  <210>2

[0282] <211>108

[0283]  <212>PRT
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[0284]  <213>Mus sp.
[0285]  <400>2
[0286] Asp Ile Gln Leu Thr Gln Ser His Lys Phe Met Ser Thr Ser Val Gly

[0287] 1 5 10 15

[0288] Asp Arg Val Ser Ile Thr Cys Lys Ala Ser Gln Asp Val Ser Ile Ala
[0289] 20 25 30

[0290] Val Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ser Pro Lys Leu Leu Ile
[0291] 35 40 45

[0292] Tyr Ser Ala Ser Tyr Arg Tyr Thr Gly Val Pro Asp Arg Phe Thr Gly
[0293] 50 5h 60

[0294]  Ser Gly Ser Gly Thr Asp Phe Thr Phe Thr Tle Ser Ser Val Gln Ala
[0295] 65 70 75 80
[0296] Glu Asp Leu Ala Val Tyr Tyr Cys Gln Gln His Tyr Ile Thr Pro Leu
[0297] 856 90 95

[0298] Thr Phe Gly Ala Gly Thr Lys Leu Glu Leu Lys Arg

[0299] 100 105

[0300] <210>3

[0301]  <211>360

[0302] <212>DNA

[0303]  <213>Mus sp.

[0304]  <220>

[0305]  <221>CDS

[0306]  <222> (1) .. (360)

[0307]  <400>3

[0308] gtg aag ctg cag gag tca gga cct gag ctg aag aag cct gga gag aca 48
[0309] Val Lys Leu Gln Glu Ser Gly Pro Glu Leu Lys Lys Pro Gly Glu Thr
[0310] 1 5 10 15

[0311] gtc aag atc tcc tgc aag gct tct gga tat acc ttec aca aac tat gga 96
[0312] Val Lys Ile Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asn Tyr Gly
[0313] 20 25 30

[0314] atg aac tgg gtg aag cag gct cca gga aag ggt tta aag tgg atg ggc 144
[0315] Met Asn Trp Val Lys Gln Ala Pro Gly Lys Gly Leu Lys Trp Met Gly
[0316] 35 40 45

[0317] tgg ata aac acc tac act gga gag cca aca tat act gat gac ttc aag 192
[0318] Trp Ile Asn Thr Tyr Thr Gly Glu Pro Thr Tyr Thr Asp Asp Phe Lys
[0319] 50 bb 60

[0320] gga cgg ttt gcc ttc tct ttg gaa acc tet gec ace act gee tat ttg 240
[0321] Gly Arg Phe Ala Phe Ser Leu Glu Thr Ser Ala Thr Thr Ala Tyr Leu
[0322] 65 70 75 80
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[0323] cag atc aac aac ctc aaa agt gag gac atg gct aca tat ttc tgt gca 288
[0324] GIn Ile Asn Asn Leu Lys Ser Glu Asp Met Ala Thr Tyr Phe Cys Ala
[0325] 85 90 95

[0326] aga ggg ggg tte ggt agt age tac tgg tac ttc gat gtc tgg gge caa 336
[0327]  Arg Gly Gly Phe Gly Ser Ser Tyr Trp Tyr Phe Asp Val Trp Gly Gln
[0328] 100 105 110

[0329] ggg acc acg gtc acc gtc tce tca 360
[0330] Gly Thr Thr Val Thr Val Ser Ser

[0331] 115 120

[0332] <210>4

[0333] <211>120

[0334]  <212>PRT

[0335]  <213>Mus sp.

[0336]  <400>4

[0337] Val Lys Leu Gln Glu Ser Gly Pro Glu Leu Lys Lys Pro Gly Glu Thr
[0338] 1 5 10 15

[0339] Val Lys Ile Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asn Tyr Gly
[0340] 20 25 30

[0341] Met Asn Trp Val Lys Gln Ala Pro Gly Lys Gly Leu Lys Trp Met Gly
[0342] 35 40 45

[0343] Trp Ile Asn Thr Tyr Thr Gly Glu Pro Thr Tyr Thr Asp Asp Phe Lys
[0344] 50 55 60

[0345]  Gly Arg Phe Ala Phe Ser Leu Glu Thr Ser Ala Thr Thr Ala Tyr Leu
[0346] 65 70 75 80

[0347]  GIn Ile Ash Asn Leu Lys Ser Glu Asp Met Ala Thr Tyr Phe Cys Ala
[0348] 85 90 95

[0349] Arg Gly Gly Phe Gly Ser Ser Tyr Trp Tyr Phe Asp Val Trp Gly Gln
[0350] 100 105 110

[0351]  Gly Thr Thr Val Thr Val Ser Ser

[0352] 115 120

[0353]  <210>5

[0354]  <211>106

[0355]  <212>PRT

[0356]  <213> A&

[0357]  <400>5

[0358] Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
[0359] 1 5 10 15

[0360] Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Ser Ile Ser Ser Tyr
[0361] 20 25 30
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[0362] Leu Asn Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile
[0363] 35 40 45
[0364] Tyr Ala Ala Ser Ser Leu Gln Ser Gly Val Pro Ser Arg Phe Ser Gly
[0365] 50 55 60
[0366] Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
[0367] 65 70 75 80
[0368] Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Ser Tyr Ser Thr Pro Leu
[0369] 85 90 95
[0370] Thr Phe Gly Gly Gly Thr Lys Val Glu Ile
[0371] 100 105
[0372] <210>6
[0373] <211>119
[0374]  <212>PRT
[0375]  <213> Ak
[0376]  <400>6
[0377]  Val Gln Leu Val Gln Ser Gly Ser Glu Leu Lys Lys Pro Gly Ala Ser
[0378] 1 5 10 15
[0379] Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Ser Tyr Ala
[0380] 20 25 30
[0381] Met Asn Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met Gly
[0382] 35 40 45
[0383] Trp Ile Asn Thr Asn Thr Gly Asn Pro Thr Tyr Ala Gln Gly Phe Thr
[0384] 50 55 60
[0385] Gly Arg Phe Val Phe Ser Leu Asp Thr Ser Val Ser Thr Ala Tyr Leu
[0386] 65 70 75 80
[0387] GIn Ile Ser Ser Leu Lys Ala Asp Asp Thr Ala Val Tyr Tyr Cys Ala
[0388] 85 90 95
[0389] Arg Glu Asp Ser Asn Gly Tyr Lys Ile Phe Asp Tyr Trp Gly Gln Gly
[0390] 100 105 110
[0391]  Ser Leu Val Thr Val Ser Ser
[0392] 115
[0393]  <210>7
[0394] <211>324
[0395]  <212>DNA
[0396]  <213> A\ T.J¥%

[0397]  <220>

[0398] <2235 N L J3 3Ky ik : NJRALhRSTVERFEF]
[0399]  <220>

[0400]  <221>CDS
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[0401]  <222>(1) .. (324)

[0402]  <400>7

[0403] gac atc cag ctg acc cag tct cca tcc tecc ctg tct gea tct gta gga 48
[0404] Asp Ile Gln Leu Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
[0405] 1 5 10 15

[0406] gac aga gtc agc atc acc tgc aag gcc agt cag gat gtg agt att get 96
[0407]  Asp Arg Val Ser Ile Thr Cys Lys Ala Ser Gln Asp Val Ser Ile Ala
[0408] 20 25 30

[0409] gta gcc tgg tat cag cag aaa cca ggg aaa gec cct aag cte ctg ate 144
[0410] Val Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile
[0411] 35 40 45

[0412] tac tcg gca tcc tac cgg tac act gga gtc cct gat agg ttc agt gge 192
[0413]  Tyr Ser Ala Ser Tyr Arg Tyr Thr Gly Val Pro Asp Arg Phe Ser Gly
[0414] 50 bh 60

[0415] agt gga tct ggg aca gat ttc act ctc acc atc age agt ctg caa cct 240
[0416]  Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
[0417] 65 70 7h 80

[0418] gaa gat ttt gca gtt tat tac tgt cag caa cat tat att act ccg ctc 288
[0419]  Glu Asp Phe Ala Val Tyr Tyr Cys Gln Gln His Tyr Ile Thr Pro Leu
[0420] 85 90 95

[0421] acg ttc ggt gct ggg acc aag gtg gag atc aaa cgt 324
[0422]  Thr Phe Gly Ala Gly Thr Lys Val Glu Ile Lys Arg

[0423] 100 105

[0424]  <210>8

[0425]  <211>108

[0426]  <212>PRT

[0427]  <213> N TJ¥%

[0428]  <220>

[0429] <2235 N LF@Bi) #4034 : NJRALhRSTVKE L IR 75

[0430]  <400>8

[0431] Asp Ile Gln Leu Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
[0432] 1 5 10 15

[0433] Asp Arg Val Ser Ile Thr Cys Lys Ala Ser Gln Asp Val Ser Ile Ala
[0434] 20 25 30

[0435] Val Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile
[0436] 35 40 45

[0437]  Tyr Ser Ala Ser Tyr Arg Tyr Thr Gly Val Pro Asp Arg Phe Ser Gly
[0438] 50 bb 60

[0439]  Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
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[0440]
[0441]
[0442]
[0443]
[0444]
[0445]
[0446]
[0447]
[0448]
[0449]
[0450]
[0451]
[0452]
[0453]
[0454]
[0455]
[0456]
[0457]
[0458]
[0459]
[0460]
[0461]
[0462]
[0463]
[0464]
[0465]
[0466]
[0467]
[0468]
[0469]
[0470]
[0471]
[0472]
[0473]
[0474]
[0475]
[0476]
[0477]
[0478]

65

Glu Asp Phe Ala Val

85

Thr Phe Gly Ala Gly

<210>9

<211>363

<212>DNA

213> NP
£220>

223> N L H I H ik -

<220>
<221>CDS
<222> (1) .. (363)
<400>9

cag
Gln
1

tca

Ser

gga
Gly

g8cC
Gly

aag
Lys
65

cte

Leu

gca

Ala

caa
Gln

gtc
Val

gtg
Val

atg
Met

tgg
Trp
50

gga
Gly

cag
Gln

aga

Arg

288
Gly

caa
Gln

aag

Lys

aac
Asn
35

ata
Ile

Cgg
Arg

atc
Ile

888
Gly

tce
Ser
115

100

ctg

Leu

gtt
Val
20

tgg
Trp

aac

Asn

ttt
Phe

agce

Ser

888
Gly
100
ctg

Leu

cag
Gln

tece

Ser

gtg
Val

acc
Thr

gce

Ala

age
Ser
85

tte
Phe

gtc
Val

70

75

80

Tyr Tyr Cys Gln Gln His Tyr Ile Thr Pro Leu

90

Thr Lys Val Glu Ile Lys Arg

AN JEALhRSTVHF- 5]

caa
Gln

tgc
Cys

aag

Lys

tac

Tyr

tte
Phe
70

cta

Leu

ggt
Gly

acc
Thr

tet

Ser

aag

Lys

cag
Gln

act
Thr
bb

tce

Ser

aag

Lys

agt

Ser

gtc
Val

888
Gly

Ala

gce
Ala
40

gga
Gly

ttg

Leu

gct
Ala

agc

Ser
tce
Ser

120

43

105

tet

Ser

tet
Ser
25

cct

Pro

gag
Glu

gac

Asp

gac

Asp

tac
Tyr
105
tca

Ser

gag
Glu
10

gga
Gly

gga
Gly

cca

Pro

acc
Thr

gac
Asp
90

tgg
Trp

ttg

Leu

tac

Tyr

caa
Gln

aca
Thr

tct
Ser
75

act
Thr

tac

Tyr

aag

Lys

acc
Thr

888
Gly

tat
Tyr
60

gtc
Val

gce

Ala

ttc
Phe

aag

Lys

ttc
Phe

ctt
Leu
45

act
Thr

agce

Ser

gtg
Val

gat
Asp

cct

Pro

aca
Thr
30

aaa

Lys

gat
Asp

acg
Thr

tat
Tyr

gtc
Val
110

95

g88
Gly
15

aac

Asn

tgg
Trp

gac

Asp

gca

Ala

ttc
Phe
95

tgg
Trp

gce

Ala

tat
Tyr

atg
Met

ttc
Phe

tat
Tyr
80

tgt
Cys

g8C
Gly

48

96

144

192

240

288

336

363
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[0479]  <210>10

[0480] <211>121

[0481]  <212>PRT

[0482]  <213> N L7%1

[0483]  <220>

[0484]  <223> N T 3H #4034 : NJRALhRSTVHE L IR 75

[0485]  <400>10

[0486] GIn Val Gln Leu Gln Gln Ser Gly Ser Glu Leu Lys Lys Pro Gly Ala
[0487] 1 5 10 15
[0488] Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asn Tyr
[0489] 20 25 30

[0490] Gly Met Asn Trp Val Lys Gln Ala Pro Gly Gln Gly Leu Lys Trp Met
[0491] 35 40 45

[0492] Gly Trp Ile Asn Thr Tyr Thr Gly Glu Pro Thr Tyr Thr Asp Asp Phe
[0493] 50 hh 60

[0494] 1ys Gly Arg Phe Ala Phe Ser Leu Asp Thr Ser Val Ser Thr Ala Tyr
[0495] 65 70 75 80
[0496] TLeu Gln Ile Ser Ser Leu Lys Ala Asp Asp Thr Ala Val Tyr Phe Cys
[0497] 85 90 95
[0498] Ala Arg Gly Gly Phe Gly Ser Ser Tyr Trp Tyr Phe Asp Val Trp Gly
[0499] 100 105 110

[0500] GIn Gly Ser Leu Val Thr Val Ser Ser

[0501] 115 120

[0502] <210>11

[0503] <211>702

[0504]  <212>DNA

[0505]  <213> N T 771

[0506]  <220>

[0507]  <223> N L3RI 3k : NJSALhRSTKF5

[0508]  <220>

[0509]  <221>CDS

[0510]  <222> (1) .. (699)

[0511]  <400>11

[0512] atg gga tgg agc tgt atc atc cte ttc ttg gta gca aca get aca ggt 48
[0513] Met Gly Trp Ser Cys Ile Ile Leu Phe Leu Val Ala Thr Ala Thr Gly
[0514] 1 5 10 15
[0515] gtc cac tcc gac atc cag ctg acc cag tct cca tcc tce ctg tet geca 96
[0516] Val His Ser Asp Ile Gln Leu Thr Gln Ser Pro Ser Ser Leu Ser Ala
[0517] 20 25 30
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[0518] tct gta gga gac aga gtc agc atc acc tge aag gec agt cag gat gtg 144
[0519]  Ser Val Gly Asp Arg Val Ser Ile Thr Cys Lys Ala Ser Gln Asp Val
[0520] 35 40 45

[0521] agt att gct gta gecec tgg tat cag cag aaa cca ggg aaa gecc cct aag 192
[0522] Ser Ile Ala Val Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys
[0523] 50 55 60

[0524] ctc ctg atc tac tcg gea tce tac cgg tac act gga gtc cct gat agg 240
[0525] leu Leu Ile Tyr Ser Ala Ser Tyr Arg Tyr Thr Gly Val Pro Asp Arg
[0526] 65 70 75 80

[0527] ttc agt ggc agt gga tct ggg aca gat ttc act ctc acc atc age agt 288
[0528]  Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser
[0529] 85 90 95

[0530] ctg caa cct gaa gat ttt gca gtt tat tac tgt cag caa cat tat att 336
[0531] Leu Gln Pro Glu Asp Phe Ala Val Tyr Tyr Cys Gln Gln His Tyr Ile
[0532] 100 105 110

[0533] act ccg ctc acg ttc ggt gect ggg acc aag gtg gag atc aaa cgt act 384
[0534]  Thr Pro Leu Thr Phe Gly Ala Gly Thr Lys Val Glu Ile Lys Arg Thr
[0535] 115 120 125

[0536] gtg gct gca cca tet gte tte ate ttc ceg cca tct gat gag cag ttg 432
[0537] Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu
[0538] 130 135 140

[0539] aaa tct gga act gece tct gtt gtg tge ctg ctg aat aac ttc tat ccc 480
[0540] Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro
[0541] 145 150 155 160
[0542] aga gag gcc aaa gta cag tgg aag gtg gat aac gece ctc caa tcg ggt 528
[0543] Arg Glu Ala Lys Val GIn Trp Lys Val Asp Asn Ala Leu Gln Ser Gly
[0544] 165 170 175

[0545] aac tcc cag gag agt gtc aca gag cag gac agc aag gac agc acc tac 5H76
[0546]  Asn Ser Gln Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr
[0547] 180 185 190

[0548] agc ctc age agc acc ctg acg ctg agec aaa gca gac tac gag aaa cac 624
[0549] Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His
[0550] 195 200 205

[0551] aaa gtc tac gcc tge gaa gtc acc cat cag gge ctg age tcg cce gte 672
[0552] Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro Val
[0553] 210 215 220

[0554] aca aag agc ttc aac agg gga gag tgt tag 702
[0555]  Thr Lys Ser Phe Asn Arg Gly Glu Cys

[0556] 225 230
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[0857]  <210>12

[0558]  <211>233

[0559]  <212>PRT

[0560]  <213> A TJ¥%|

[0561]  <220>

[0562]  <223> N T 3Ii ##3k : NPSALhRSTRE LML Fr 7

[0563]  <400>12

[0564] Met Gly Trp Ser Cys Ile Ile Leu Phe Leu Val Ala Thr Ala Thr Gly
[0565] 1 5 10 15
[0566] Val His Ser Asp Ile Gln Leu Thr Gln Ser Pro Ser Ser Leu Ser Ala
[0567] 20 25 30

[0568] Ser Val Gly Asp Arg Val Ser Ile Thr Cys Lys Ala Ser Gln Asp Val
[0569] 35 40 45

[0570] Ser Ile Ala Val Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys
[0571] 50 hh 60

[0572] leu Leu Ile Tyr Ser Ala Ser Tyr Arg Tyr Thr Gly Val Pro Asp Arg
[0573] 65 70 75 80
[0574]  Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser
[0575] 85 90 95
[0576] Leu Gln Pro Glu Asp Phe Ala Val Tyr Tyr Cys Gln Gln His Tyr Ile
[0577] 100 105 110

[0578] Thr Pro Leu Thr Phe Gly Ala Gly Thr Lys Val Glu Ile Lys Arg Thr
[0579] 115 120 125

[0580] Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu
[0581] 130 135 140

[0582] Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro
[0583] 145 150 155 160
[0584] Arg Glu Ala Lys Val GIn Trp Lys Val Asp Asn Ala Leu Gln Ser Gly
[0585] 165 170 175
[0586] Asn Ser Gln Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr
[0587] 180 185 190

[0588] Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His
[0589] 195 200 205

[0590] Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro Val
[0591] 210 2156 220

[0592] Thr Lys Ser Phe Asn Arg Gly Glu Cys

[0593] 225 230

[0594]  <210>13

[0595]  <211>1410
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[0596]  <212>DNA

[0597]  <213> A T 771

[0598]  <220>

(05991 <223> N L33 iftiid : NPRALhRSTHY 1]

[0600]  <220>

[0601]  <221>CDS

[0602]  <222> (1) .. (1407)

[0603]  <400>13

[0604] atg gga tgg agc tgt atc atc ctec ttc ttg gta geca aca get aca ggt 48
[0605] Met Gly Trp Ser Cys Ile Ile Leu Phe Leu Val Ala Thr Ala Thr Gly
[0606] 1 5 10 15

[0607] gtc cac tcc gtc caa ctg cag caa tct ggg tct gag ttg aag aag cct 96
[0608] Val His Ser Val Gln Leu Gln Gln Ser Gly Ser Glu Leu Lys Lys Pro
[0609] 20 25 30

[0610] ggg gcc tca gtg aag gtt tce tge aag get tet gga tac ace ttc aca 144
[0611] Gly Ala Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr
[0612] 35 40 45

[0613] aac tat gga atg aac tgg gtg aag cag gecc cct gga caa ggg ctt aaa 192
[0614]  Asn Tyr Gly Met Asn Trp Val Lys Gln Ala Pro Gly Gln Gly Leu Lys
[0615] 50 bb 60

[0616] tgg atg ggc tgg ata aac acc tac act gga gag cca acatat act gat 240
[0617]  Trp Met Gly Trp Ile Asn Thr Tyr Thr Gly Glu Pro Thr Tyr Thr Asp
[0618] 65 70 75 80

[0619] gac ttc aag gga cgg ttt gcc tte tec ttg gac ace tet gtc age acg 288
[0620] Asp Phe Lys Gly Arg Phe Ala Phe Ser Leu Asp Thr Ser Val Ser Thr
[0621] 85 90 95

[0622] gca tat ctc cag atc agc age cta aag gect gac gac act gec gtg tat 336
[0623] Ala Tyr Leu Gln Ile Ser Ser Leu Lys Ala Asp Asp Thr Ala Val Tyr
[0624] 100 105 110

[0625] ttc tgt gca aga ggg ggg ttc ggt agt age tac tgg tac ttc gat gtc 384
[0626] Phe Cys Ala Arg Gly Gly Phe Gly Ser Ser Tyr Trp Tyr Phe Asp Val
[0627] 115 120 125

[0628] tgg ggc caa ggg tcc ctg gtc acc gtc tec tca gee tece ace aag gge 432
[0629] Trp Gly Gln Gly Ser Leu Val Thr Val Ser Ser Ala Ser Thr Lys Gly
[0630] 130 135 140

[0631] cca tcg gtc ttc ccc ctg geca cce tee tec aag age ace tet ggg gge 480
[0632] Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly
[0633] 145 150 165 160
[0634] aca gcg gce ctg gge tge ctg gtc aag gac tac ttc ccc gaa ceg gtg 528
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[0635] Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val

[0636] 165 170 175

[0637] acg gtg tcg tgg aac tca ggc gcc ctg acc age gge gtg cac acc ttc 576
[0638]  Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe

[0639] 180 185 190

[0640] ccg gct gtc cta cag tce tca gga ctc tac tcc ctc age age gtg gtg 624
[0641]  Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val

[0642] 195 200 205

[0643] acc gtg ccc tcc age age ttg gge acc cag acc tac atc tge aac gtg 672
[0644]  Thr Val Pro Ser Ser Ser Leu Gly Thr Gln Thr Tyr Ile Cys Asn Val

[0645] 210 215 220

[0646] aat cac aag ccc agc aac acc aag gtg gac aag aga gtt gag ccc aaa 720
[0647]  Asn His Lys Pro Ser Asn Thr Lys Val Asp Lys Arg Val Glu Pro Lys

[0648] 225 230 23H 240

[0649] tct tgt gac aaa act cac aca tgc cca ccg tge cca geca cct gaa cte 768
[0650] Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu

[0651] 245 250 2bbH

[0652] ctg ggg gga ccg tca gtc tte cte tte cce cca aaa ccc aag gac acc 816
[0653] Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr

[0654] 260 265 270

[0655] ctc atg atc tcc cgg acc cct gag gtc aca tge gtg gtg gtg gac gtg 864
[0656] Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val

[0657] 275 280 285

[0658] agc cac gaa gac cct gag gtc aag ttc aac tgg tac gtg gac gge gtg 912
[0659] Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val

[0660] 290 295 300

[0661] gag gtg cat aat gcc aag aca aag ccg cgg gag gag cag tac aac age 960
[0662] Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser

[0663] 305 310 315 320

[0664] acg tac cgt gtg gtc age gte cte acc gtc ctg cac cag gac tgg ctg 1008
[0665] Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu

[0666] 325 330 33H

[0667] aat ggc aag gag tac aag tgc aag gtc tcc aac aaa gce ctc cca gee 1056
[0668] Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala

[0669] 340 345 350

[0670] ccc atc gag aaa acc atc tcc aaa gcc aaa ggg cag ccc cga gaa cca 1104
[0671]  Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro

[0672] 3bbH 360 365

[0673] cag gtg tac acc ctg ccc cca tce cgg gag gag atg acc aag aac cag 1152
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[0674]  GIn Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln

[0675] 370 375 380

[0676] gtc agc ctg acc tgc ctg gtc aaa gge ttc tat ccc age gac atc gee 1200
[0677]  Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala

[0678] 385 390 395 400

[0679] gtg gag tgg gag agc aat ggg cag ccg gag aac aac tac aag acc acg 1248
[0680] Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr

[0681] 405 410 415

[0682] cct cce gtg ctg gac tcc gac gge tce tte tte cte tat age aag cte 1296
[0683]  Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu

[0684] 420 425 430

[0685] acc gtg gac aag agc agg tgg cag cag ggg aac gtc ttc teca tge tece 1344
[0686] Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser

[0687] 435 440 445

[0688] gtg atg cat gag gct ctg cac aac cac tac acg cag aag agc ctc tcc 1392
[0689] Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser

[0690] 450 455 460

[0691] ctg tct ccg ggt aaa tga 1410
[0692] Leu Ser Pro Gly Lys

[0693] 465

[0694]  <210>14

[0695]  <211>469

[0696]  <212>PRT

[0697]  <213> N L%

[0698]  <220>

[0699] <2235 N T3 83k : NJRALhRSTHE LK Fr 71

[0700]  <400>14

[0701] Met Gly Trp Ser Cys Ile Ile Leu Phe Leu Val Ala Thr Ala Thr Gly

[0702] 1 5 10 15

[0703] Val His Ser Val Gln Leu Gln Gln Ser Gly Ser Glu Leu Lys Lys Pro

[0704] 20 25 30

[0705] Gly Ala Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr

[0706] 35 40 45

[0707]  Asn Tyr Gly Met Asn Trp Val Lys Gln Ala Pro Gly Gln Gly Leu Lys

[0708] 50 bb 60

[0709] Trp Met Gly Trp Ile Asn Thr Tyr Thr Gly Glu Pro Thr Tyr Thr Asp

[0710] 65 70 75 80

[0711]  Asp Phe Lys Gly Arg Phe Ala Phe Ser Leu Asp Thr Ser Val Ser Thr

[0712] 85 90 95

49



CN 101264325 B i’% HH ':I:; 45/49 71
[0713] Ala Tyr Leu Gln Ile Ser Ser Leu Lys Ala Asp Asp Thr Ala Val Tyr
[0714] 100 105 110

[0715]  Phe Cys Ala Arg Gly Gly Phe Gly Ser Ser Tyr Trp Tyr Phe Asp Val
[0716] 115 120 125

[0717]  Trp Gly Gln Gly Ser Leu Val Thr Val Ser Ser Ala Ser Thr Lys Gly
[0718] 130 135 140

[0719]  Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly
[0720] 145 150 155 160
[0721]  Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val
[0722] 165 170 175
[0723]  Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe
[0724] 180 185 190

[0725]  Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val
[0726] 195 200 205

[0727]  Thr Val Pro Ser Ser Ser Leu Gly Thr Gln Thr Tyr Ile Cys Asn Val
[0728] 210 2156 220

[0729] Asn His Lys Pro Ser Asn Thr Lys Val Asp Lys Arg Val Glu Pro Lys
[0730] 225 230 235 240
[0731]  Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu
[0732] 245 250 255
[0733] Leu Gly Gly Pro Ser ValPhe Leu Phe Pro Pro Lys Pro Lys Asp Thr
[0734] 260 265 270

[0735]  Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val
[0736] 275 280 285

[0737]  Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val
[0738] 290 295 300

[0739] Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser
[0740] 305 310 315 320
[0741]  Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu
[0742] 325 330 335
[0743]  Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala
[0744] 340 345 350

[0745]  Pro Ile Glu Lys Thr ITle Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro
[0746] 355 360 365

[0747]  GIn Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln
[0748] 370 375 380

[0749]  Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala
[0750] 385 390 395 400
[0751]  Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr
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[0752] 405 410 415
[0753]  Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu
[0754] 420 425 430

[0755]  Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser
[0756] 435 440 445

[0757]  Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser
[0758] 450 455 460

[0759] Leu Ser Pro Gly Lys

[0760] 465

[0761]  <210>15

[0762] <211>11

[0763]  <212>PRT

[0764]  <213> N T.J¥%

[0765]  <220>

[0766]  <223> N TR R34 - A Ak

[0767]  <400>15

[0768] Lys Ala Ser Gln Asp Val Ser Ile Ala Val Ala
[0769] 1 5 10
[0770] <210>16

[0771]  <211>7

[0772]  <212>PRT

[0773]  <213> N T 7%

[0774]  <220>

[0775]  <223> N TP Bk : A Bk

[0776]  <400>16

[0777]  Ser Ala Ser Tyr Arg Tyr Thr

[0778] 1 5

[0779]  <210>17

[0780] <211>9

[0781]  <212>PRT

[0782]  <213> A T.J¥%

[0783]  <220>

[0784]  <223> N TRt - A Rk

[0785]  <400>17

[0786] GIn Gln His Tyr Ile Thr Pro Leu Thr
[0787] 1 5

[0788]  <210>18

[0789]  <211>5

[0790]  <212>PRT
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[0791]
[0792]
[0793]
[0794]
[0795]
[0796]
[0797]
[0798]
[0799]
[0800]
[0801]
[0802]
[0803]
[0804]
[0805]
[0806]
[0807]
[0808]
[0809]
[0810]
[0811]
[0812]
[0813]
[0814]
[0815]
[0816]
[0817]
[0818]
[0819]
[0820]
[0821]
[0822]
[0823]
[0824]
[0825]
[0826]
[0827]
[0828]
[0829]

LI NTFF

<220>

223> N TP B HEA « A Ik
<400>18

Asn Tyr Gly Met Asn

1 5

<210>19

<211>17

<212>PRT

CID>NTLFF

<220>

223> N TP B HEAE « A Ik
<400>19

Trp Ile Asn Thr Tyr Thr Gly Glu Pro Thr Tyr Thr Asp Asp Phe Lys

1 5 10 15
Gly

<210>20

<211>12

<212>PRT

CIDNTLFF

<220>

223> N TP B i A « A Ik

<400>20

Gly Gly Phe Gly Ser Ser Tyr Trp Tyr Phe Asp Val
1 5 10

<210>21

<211>176

<212>DNA

CID>NTLFF

<220>

223 N TP B R : A AL T

<400>21

ggtctgagtt gaagaagcct ggggectcag tgaaggtttc ctgecaagget tctggataca 60

ccttcacaaa ctatggaatg aactgggtga agcaggecce tggacaaggg cttaaatgga 120

tgggctggat aaacacctac actggagagc caacatatac tgatgacttc aaggga

<210>22
<211>168
<212>DNA
213> NP3

52
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[0830]
[0831]
[0832]
[0833]
[0834]
[0835]
[0836]
[0837]
[0838]
[0839]
[0840]
[0841]
[0842]
[0843]
[0844]
[0845]
[0846]
[0847]
[0848]
[0849]
[0850]
[0851]
[0852]
[0853]
[0854]
[0855]
[0856]
[0857]
[0858]
[0859]
[0860]
[0861]
[0862]
[0863]
[0864]
[0865]
[0866]
[0867]
[0868]

220>

223> NP A8 « G IS Z IR
<400>22

acccttggee ccagacatcg aagtaccagt
aatacacggc agtgtcgtca gcctttagge
aggtgtccaa ggagaaggca aaccgtcccet
<210>23

<211>38

<212>DNA

Q213> N L5

220>

223> N TP AR E - A RS T IR
<400>23

gtggtgctge agcaatctgg gtctgagttg
<210>24

<211>38

<212>DNA

CARYY NN

220>

223> NP A8 « GG ZH IR
<400>24

tgaggagacg gtgaccaggg acccttggcece
<210>25

<211>156

<212>DNA

ARYY NN

220>

223> N TP A8 - A RS T IR
<400>25

ctccatccte cctgtcectgea tctgtaggag
aggatgtgag tattgctgta gcctggtate
tgatctactc ggcatcctac cggtacactg
<210>26

<211>155

<212>DNA

RPN

220>

223> NP A8 « GG LH IR
<400>26

53

agctactacc gaacccccet cttgecacaga 60
tgctgatctg gagatatgee gtgetgacag 120
tgaagtcatc agtatatg 168

aagaagcc 38

ccagacat 38

acagagtcag catcacctge aaggccagtce 60
agcagaaacc agggaaagcc cctaagetcee 120

gagtce 156
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[0869]
[0870]
[0871]
[0872]
[0873]
[0874]
[0875]
[0876]
[0877]
[0878]
[0879]
[0880]
[0881]
[0882]
[0883]
[0884]
[0885]
[0886]
[0887]
[0888]
[0889]

ccttggtcee agcaccgaac gtgageggag
caaaatcttc aggttgcaga ctgctgatgg
cactgaacct atcagggact ccagtgtacc
<210>27

C211>37

<212>DNA

ARYY NN

<220>

223> N TP AR E - A RS H IR
<400>27

gacattcagce tgacccagtc tccatcctee
<210>28

<211>31

<21 2>DNA

213> NI FPF

220>

223> NP A8 « A RS L T IR
<400>28

acgttagatc tccaccttgg tcccagcaccg
1

15

54

taatataatg ttgctgacag taataaactg 60

tgagagtgaa atctgtccca gatccactge 120

ggtag

ctgtctg

155

37

31
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