[19] HEARLEMERRDNR=NGE [51] Int. CL
CI2N 5/22 (2006.01 )

. N . CO7K 16/18 (006.01 )
*; [12] Zv: HH :5 *lj lﬁ' HH :H GOIN 33/534 (006.01 )
x»* LHS ZL 200410080352.9 jzz;j;;;; % z;j

AG6IP 35/00 (2006.01 )

[45] I¥WMAEHH 2007 45 H2 H [11] WA ES CN 1313603C

[22] eaigH 2004.9.30
[21] &aig= 200410080352.9
[73] £RIA JERKZEARER
etk 100044 36T VE I X VU H 1B K
11 &
[72] XA & # &AE E B Rz
KR R M FOFNP
o 1B B4
[56] &%k
WO09316181A1  1993.8.19
HER W T

BOHIZSRAS 1 30 BERAH5 7 3T PR 1 3

[54] &MA&HR

U OF S0 B FE DA R RS A R B

SLFEBUAR RN
[57] A=

KRBT AEDER KA TR BE—
Tl B v P AR 23T T8 41 0 R I R N T VR R T B AL
MMAR, HIBE AR A DA 5N S5 4 SR Al
HAEHERER, %% BALB/c MR, BHRTHE
HBARZEA. k. REEN, R GETRE 5 W
PNV AP 2SR AR . %A H
YN Z Ay 4 BUPH:OVCAMab, A [E 4440
PR B RS @AY 0 (CGMCC) £/, £+
54 CGMCC No. 1225, A KA TF T %4
J 2 ] £ B S BE B4k OVCAMab K HifA 32 26 77 .
ZPURLE G B A5 v N - 50 L A 2 W
WAL BRI BB RINE,




200410080352. 9 *R *Ij %‘ ;k :ﬁv

F1/1m

1. —FPHA G S W SRR MBS, RRIETE T TR 4 i 2 A Ok
24 CGMCC No.1225,

2. BRIER | FriR R m Rk, Fridbiidh 1gGl T2k,

3. HT oMo SR MU R BN E, AT, rRTEasm
BB R 2 Frid i B v B Ak

4. WRCRIER 3 FrRmARE, P EeameBESH, MER. KLl
KA F U Gk BB MBS R

5. WARIER 4 TRRRNE, HPE&REENAR ~ L8 - H LR 2-
LIZ = 17 N

6. WARIE R 4 FrRMRRRE, HhBEEREN P Te. M1 n,

7. WBGRIE R 2 ik it 8 v R AR 7E & SR B P va T A R R A



200410080352. 9 ijﬁ HH :ﬁv EAVAR

MABRNBEEREMBRAIBARARRH R EREIRA

PR T

FRABTEYERR AR ITRIIR, B R WHINPRRE B TEIEH
TRARER, RESWHBATREGE, URFTARZEIIEINE, THLEE
TR S R HIRA

HREA

ABRREERE S OMBEMER=A, RTRNREEL. ATH
ERBE, Mo REY, NERTRAZEEBEERER. BHCH. X
BT RERAKKEERRL, BFEENHHITHIL, AHBFBEHIX
BEE. BRBRAOTEHAN - IMRERRAKHE, REREERME, T
R RHANTUR, BRITETEENESE, EERBHEZRE. BR. W7
HYRP AR, EHBENIACHRSFABTHIATEREN. ATRERRH
HEEMZHMRERERCEERR, RBIWERNIKTKE, XENEEN
s, tAREENRERNBO)TRAERTEIAKTIE, FREBT —EH
AR

1969 % Levi MM % (Antigenicity of a papillary cystadenocarcinoma tissue

homogenate and its fractions. Am J Obstet Gynecol 1969, 105:856) ¥ 5cHiE T 58
£ FEHREERREE, SERMEXRUSET AMMER. 1982 4 Bast
(Lancet, 1982, 3£ 8 %% 141, £ 999 W) B&HI&H THEB AN 0CI125,
OC125 KA HERY, NARS Z, ZNATILEFRRR. XE FDA T 1992
FEHMELTHIATHNRERRBEEMIZAESR "In-B72.3, Labetuzu-mab (CEA-
Cide) IEEMTH A B&R I HIKIKRR, WHE - LRHREERLETHARNE.
Hr MIn-OC,, IRBR L, HBUBMEN 86%-89%, RN 75% ~ 89%. H
AILERKFEFEERAT CEA BHUATTIHAEBE N A BENMR, AR
R, EAHNERERREERAGE.
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ZBAE

ARAKBEERBE - URNERETRIANFTHATHARER,
ZAMRMZ AN BUPH.OVCAMab, ELHTEREVEMHRHEEBZRASY
BEHEYTL (CGMCC) R, R#SH CGMCC No.1225.

AERBAMAF —BRERBELRARARSWHHINELEL R EI S
OVCAMab F: 3Bt /Bt OVCAMabF(ab’),, FTi® OVCAMab % IgGl ¥, X}
HR R DR A BR AR AN A Rk

KRB F—BRRRE ERFIE R AFBROBH AERRAFE, K
Fidbia R A BA P ®"Te. "In#xidfE, WA TIREBNES 2RER,
XTI ERBHAITARAT S MEEMARNER. FREAFGEPETUESERE
B, BIanmER. R,

WEFE—BK, BIRITEEA LIPS R B IR B R A R F bR
AR IS R AT B AR 1R R S B LRI S 8 CGMCC No.1225 K435 4
FE. HIFEHR: REKEN BALB/c KRR M-S /S BB B4 AR T
IR BTN, B 93 FROMK, BRAEMIMNIEKMIBESN: REBES
WS INEBHXTURSE G WG, SRNRTHE oGRS, FFHIURE. #*
EHukE ARBERARE. LERE. RERE. KBRS, BREE. B
HIL%E 8 FiRIEWEER R 22208 40 MU i Be € 4 i B I DA T i
le

M\EE_EHK, ALRAEABZINEBATES A OVCAMab, HA
FE—FTER D RBKER SIS EB R TREH A OVCAMab, HE§UIHI&AH
RiEEL] Bt OVCAMabF(ab’),, OVCAMab % IgGl T2, it 2x10°, HIXF
FEHH 1.9010.53x10°, £ 33%MHBREREHAIR X B B FR B RAEH R
H, BUFB Fab), BHRE. B-FFEIEIEnFERFERE
OVCAMab, #3F EERAEMM 1x10°, £ rProtein A KB BT #HAF R AT 1
RE . 28V)% &N B OVCAMab F(ab’),, VEPERHE.

WIEE =B, A ¥E RN LR OVCAMab EE§T) A Bt OVCAMab F(ab’),
5&REENEGE, EdRERCERBENFERE * Tc. 'L "h $&k
HEBHHER, SRR, EFEEEN, A AERREAAE. i
REREASFWURK ZZE =/ LMK 2- WMWY 8 h .
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4 B 1% BR
&l 1 4 BUPH:OVCAMab 223541 R A R B A,

REAELEAN
—. SCHEB 1 -B I HRE
1. PURHI&

FAELHHBONEEBMALCRERBZFHAL L, BREALHE
HokiEYE, ZBRmMEY, RE 225, WE, BT 50 ml TEPEEEL0EF, i
A 30ml TEAEEK, 20CHE. KEHB3 KRG, 5K 1,000 52/548,
TFK 1 BEEE (A20) 10454 4°C 10,000 g, B0 60 480 BULEE,
—20°CIHAF. LTI E R PRI N OVCA HLE .. ZHUE 54T CEA $ifk ELISA
RNAEACREYE R AT AFE), S aFP HiEEKEEDHIRHARMN %
X BUR R 1
2. HiE%%E

6~8 & BALB/c /MER (ERIBRHT) HR, SRETESH LR ovca
PUR 200 pg NS SRERER, STER%E. 3 AE, MAES LR OVCA Hi
73 pg, HITE_KGEE. ZF2RE S K, HHlEEES LR OVCA HilR
730 pg, HITHE=. NKEHK.

3. FRATHAMEHIE
1) SR M HI&

Pl BALB/c ZMRAEERAMIEERAM. £RER 1 X, BALB/c Zif
RALFALIE, TSREREHRE, BRER, TEBRIET A8 ITEIBE I,
BB, FESHREEEAN RPMI 1640 W 6~8ml, REH¥E, Bl
VeI, 1,000 ¥5/43, BOr 5 4r4h, BUTE, A& 20% /- i BLiE 4 L 7% i) RPMI
1640 SEFFWER, WEAMIKE 1x10°/~/ml, A 96 FAK, 100 pV/Fl, 37C,
5% CO, FEFFILH
2) Sofs BRan &

PRERREREZR, EXEEFTRLEE, EFFLF, RPMI 1640
BIFRBYE 1 X, HESIBRECEHEBE, SABNHEN, fIRARBRE TS, K
1.8x10°4, RPMI 1640 HEFRidER: 2 Ik, FITHREE.

3) BHEAR
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NRE RGN Sp2/0(NS-1) (ERIBEERIFT) £ 8- SIRRIMIEE, &
FEMHAEKR, 1,000 #/4048, OS5 24, FEE, B RPMI 1640 350
ERANSTTE, W 1.8x107 1 (E4M>95%), F RPMI 1640 HEIFFMivtEk 2
K, ATFHREE.

4) MMRE K HAT iR

¥ B B 0 i 5 S B IR 4R B 1:10 ELBVR A, 7E 50 mi 2864 55008 P3 A RPMIT
1640 BEFRMYE 1 IR, 1,200 /2088, B.O 8 8. 3 L, AREFRHRER
%, BRERAHRLOER, FARITEENRS). £ZRT, 30 BRNATRK
1 ml & S _HETER K 50 YEZ -8 (Merck, 4+ TE 4000), Wnihht
B, 1EFH 90 #, 88 2 24P 1ml. 2ml. 3ml. 4ml. 5ml F1 10ml A RPMI
1640 55, ZIERZ _BAEH.

1,000 /9344, B0 6 43443 £, S5 5 ml & 20% /D4 ML H§ £ RPMI 1640
BFFBRERER, 4NE 30 ml. WMASHEFAKE 96 FLIK, 100 uVFl, 37
C. 5%CO, . LM 2 8k NBRR O, MR 6 L Sp2/0(NS-1)4 fuxt
i

24 /RYJE, DL HAT iEFEEIRM 12 B, 48 P EEEHM, 8 2~3 K
Bl 1 K, et 2 B)E, U HT 3R, B4REsR 2 B, 3UH RPMI 1640
B
4. TR

TRIEE 15 REFRTHMAM SEILR 1/3 TR, BNFFEA ELISA R
RREDUE, 82 ~ 3RAW—K. 4C, IHBHE OVCAHIRE 1 pg/ml, B
X QB AR R AR R IE SR A R T PR 1 pg/ml. X B in#EsF L7 100
pl, 37°C, 1/pE, MERTEADEEIREHERR g6 Hifk (1: 300), 37C,
1/NEE, BRINAERT PBS ¥R 3 IR, B, i 4,,,1H.

553 KKE NRK O #RArHIMFH 2 FLA0 5 FUBRIETL, 3 A, EI9FE 0.4
PAl, BEY KEEFRd 96 FURBZE 24 LR, KIHEHEBEEFRT.

5. FRATHE T REULFIRE
1) REAGRAERERE

THREAN—REEHEFAR FEREIR), BRKE 1x10°4Mml, A
96 LB, 100 uV/FL, 37°C, 5% CO,HEFFLH.

SREAG TR : BN EILARAARIKRE S 1x10°/ml, B 0.1 ml 5
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9.9 ml RPMI 1640 R iRS, MAFAFFHAMIL, 100 pl/Fl, 37C, 5% CO, 5
Fro 4~5 Kja, EHEBHE LT REVMOARE, FMNEEFREE 200 pl/il.
% 8~9 Rif, WERW RAMEEE, RETHTHARN. FESL#HAT 3 KT,
R Ao (H7E 0.4 UL LRI SR TTRETL, 3= KILMHH 6 FL, A0 (EIIFE 1.118~1.257.
2) FATIE KRR A

WA FER: 50%/MEMiE + 40%RPMI 1640 337 + 10% — WA

WREFEHE: 1x1°MRET 1| ml 5§ 20%/MFIiE B RPMI 1640 1%
FRP, MASBRAREER, BEBANGEE, AMRBELEB—80CIEK
i, KEEANREY. F-KOELEHITHRERY KEFEHFL 6 XE
AR BERREAEGR 10 X; WEE 12 FEA—KHFHITHERE
BT, MR RAETER ELISA SRMIPLAKRM, i A &KLY
RIEFEHIFF 10 IEAMTFHM. HEFHEE 10 RIATT KEFBIED
AR EIFR. HRTOHATIREN 10 RIK, SBIE WP I8 S R T REH1E
OVCAMab.
6. XA IR 4N I R E

S EAYEGRENRE, SRR RE, FTRATHE H L HH
. FHIHE. HKEARKSEARBEZHRE. (IERE. RERE. RIER
#. RWRFE. ROOLFARESSHEERE. ZHABRAMEHN
BUPH:OVCAMab, E&HFEMEVEMRBRERESR RS EEHREY S L
(CGMCC) 1#5#, R#=XN CGMCC No.1225. B 1 B7R T Frid ZAc 4
MR, HAE 93 &REH.

. KRR 2— RS RE REE
1. XR/DMRBKEEP R RHUE

BALB/c /P RS MHEE 0.5 ml, 2 BB ES 2~3x10° LR ZA5H
M, FUNRHYMBRERASEAKESR, 7~10 R RBEASE, FBEK
RUTGEZ T /PR TRTE, L5, T5%EREEBRTEK, VIFEK,
BEHEE, FRALETEEY 0.5cm, ALTERTHBEARE, SEBHE 30
80, 1,000 /4y, B 104048, WELE. —& 1 RARTIR 2~5 ml K.
2. KA LML SRR P B R A
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WIEE 10%BA 4 MLIE ) RPMI 1640 FHFFHFREE KR OVCAMab 2358
2 R B 2 2% 3T 8 40 L T 1o ¥ 135 55 3 (H-SFM, Invitrogen) 1, R E 1~10x10°
AN ml, 3~ 4ARER—K (BLBRB) ZgRBEEK. HARBREEMNS H-
SFM () 1 F+ Supper-spinner fFHEH, EHFEE 1x10° 4/ ml, 37°C, 5% CO,
Bgk, SEMSBE lvvm, PEEEE 10 #/4. 4 ~7 KUK L7 500 ~ 800 ml.
EnsEIRE, KEFFEFRIK.
3. BRRESGNEE
D) BERARRERSE

ERARKAWETI R, RAERGCRARLERCEFRITRERE, —
P ERPEAERBK AR, ZHAERR 156, BMERTELYEERICHR
PAP H5Y (LHEAMHIFIFFE) » DABES, HETME, ELE 43
Bl 31 BIFHE, FRYESR 75.6%, SR RIEHF4) 8 Bl 1 BIFAYE, FRYERK 12.5%
IEHEORE 10 BB .
2) BATTREBUARRAN R & AR SRR S llse

UAR) 4 ELISA S, BUKHUARM 2x10°, MM EE 1.90+0.53x10°%,
T LT EHERAS 1x10%
3) RN e RETEKEE

BUvk4E 25 RSB AME M EESF LIE, 5EHR 161, 1g62a , Ig62
B . IgG3. IgM PLMFEWRHG (PEEEMEREMBIFTH) TRENTH,
ESE X B SRR 1861 K.
4. HTTEHERRSL

OB/K¥ER| % OVCAMab £ 33%MMBMREAR & E TR RERAe, &
HRE, HNEF)H B OVCAMab F(ab’), ISR .

@S T 1 1% 1% 1514 OVCAMab £ Streamline rProtein A EFIEHT#AT
YLK, Q-Sepharose Fast Flow ¥4HZifk, WR4EZE 8 mg/ml, iEMEIRE, N
1] Bt OVCAMab F(ab’), iEHE{RH .

=, Ll 3—BARENARS AEREAR
1. I $RiCOVCAMabi#1T B H R EH&

KSR ERE T %% OVCAMab #4T 1 #4518, i Sephadex G50, W#E#r
RhikE. KERENERAERIFOE, AREE TR CETA
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Wk

JERE#25: ' - OVCAMab 2 mg 3T 500 ml AL F Eh/K+, 2BESET 20
SHRRAEE. THEA)E 24, 48, 72 X 96 /META v IRABV R REEE B B4R
B A tEIERICRESEENR. SRMNREMRFALHBNRE, BT
HEMESEMBEAS B EEN LMY (TNT) . A ™1 B a8 B &EHxt
BB EEER, BEHARREBUBY 94.7%, FRt 87.9%.

2. *Tc -~ OVCAMab FIER BB R EBR,

KA E AL EXT OVCAMab 3HT *™Tc 4xid. WHPERREME
EH 0.15 mg ®™Tc - OVCAMab, 18 /p)E, v BAHNMTER. FNHITE
PR ICREEERSE. AEMREMNRFERGBESEE, HTHHE T/NT,
2 RF AR B EEIEN, NE 05 om WM/AVRILEITRE, BHRNESHK
AL B REF
3. T ER

VIR = H 28 (cyclic diethylenetriamine pentaacetic acid ,
cDTPA) %5 57 & B HLOVCAMab #t 17 B 8K, Sephadex 4> B4k . WM BEY
cDTPA-OVCAMab2 M e id A A SR SR B ARRE 4R, 8/pKE, £
BEENLR?Tc, 6 PHERKR. BRE, FISMFEFRRBERILAEFRAR
BUR RS, THET/NT. &RMEASTURALMT/NMEH 193112,
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