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1. RABRAZQEARRR, LBAFERTREAINTANA
SEQ ID NO:1 = SEQ ID NO:2, R &EALEARAEEZS C 4 EGF #
FTHIFTHRAMEALHEEZOKER K.

2. BAZRI1GRARERE, #—F 4R IR ER/RD
W )

3. RAER 1R 2 HRKREL R B F AR Fuk b AR,

4. BAZRIGRARLAKR, LT RAEERBASTEHRAE
A FREEFERRY TR,

5. BAEZRIHRARRELRE, A VMRALMFERRSILA:
RAEDEZEAORAUAR. ATHEEONBHLREFREAHEK
A .

6. BANBRAWARELAR RV HEBHEFZETURSLA:
HE. BAE. ®RBATFRA THBERARNBEARINETRLCES
R

7. RAER IR 2HRAALRBRORED.

8. MANBRTHESY, A FPAVFRAEFZTHRS,ELE
Bk sk R R &

9. BAERSHELY, LPHARAAMFEHRSLAA TR
UEEOFBHEEFRENAEKRE T, XAMEHEFERISL
BEE. BAR. @R TIRA THBRANBETRAGETLEE
k. RABHS. KHAHRLE.

10. RAEX 1-9 EF—AGRARREAFBIAREHOEHEN
wEY.

11. FARAER | HRANHEIBEER, REHARTEY
BHLE A 2002 % 1 A 29 BARAT Advanced Biotechnology Center,
% &5 A PD02003.

12. HERAER 1 HRAGFT &, QREBRARANEZRLR N HEX
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78 Fo 5~ B BT K Uik,

13. RAIBR 1-9 F—FAARKAL R BAREEHIRAER
10 9AEMEFRTADA THERNRRARAZTONARNTE L
R IR,

14, RAER13MAR, LTHEARING.

15. RAER 14 A&, LV ArdMmEL A ER%B . JURA
f&. MR, HENBRSREEE.

16. BAABK 13- 15FE—RG A&, L F A2 LR T EA THRA
BHEFEKE,

17. RAIEK 1-9 F—RARAKIEL L BRE S IR EK
10 YA ERNTAENE THELTALRETONARRNEHWE R

18. RAIZR 17T A&, AFAERRANE.

19. RAZBR 189k, LTPATAMBL A EMBEIVE. E
K. JUIRAPHE. M. HENBRERMEE.

20, RAIZR17T-19F—FAARE, LF AR HHAZETRE=
ﬁﬁﬁaﬁﬁf}%éﬁi&%l/"éﬁﬁ/’ X

21. B HFRAANE, B sADmRAR, £5F —MNIEREARAE
'km%i%%%wi% BN BRERAREMETRE; FZANDHR

A ENRGES; FUMNBREALTREAYE, FANDAEK
AR UG ENEREDEITEY.

22. BAIER 21 WG ARNE, PRI RETFTAREH.

m.%&ﬂﬂ%*li3&4%ﬁ%iﬁﬁ&%nw&

24. AHBHFER 23 #9 DNA # 84k,

25. AABRAER 24 B RN BELEIE.

26. RAER 1-9 F—FRARKRILA BRAE AU EF A
EZROHFRAREZREAETHRSATHERNZHIRAEES
%%%%%ﬁmbﬁmﬁ

B AN E, OB A ER 1-9F—RARKIL FEALR
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a4 .
8. AR, #ROEIABRE, AARAEZR 10 A EMLFIK
SERE, ER TV REQH ERETEANET HRF RFEFA.

29. RAER 28 AR, EOSHA4AT A-D F R LR
4 E G 4FFHIK,

30. A ZK 28 AR, iF QA FIRE I A HIIK,

31. MAER 1R 2HHMAREE HRAZ O FRIAIRAAKRSES
A F 4] &/ Z 906 ELISA ARSN4 07 2 42 A 69 X0 69 A i, 14
i AR RAZANE —HRAMALE S, HEKRS
ELISA £ ¥R A TR EH e RA TS KT,

32, B4 sd, AABFER 1-9 F—RGREF/RELAEK
FIREAY, BEV—FHFETHSHRY N F/RBARRRE,
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HABE TG $ LK

AKPTBERAMEE G % AETAR, ATRAECMGT EFH
#, BriR BARE R G5B A T 5w Feis 5T AE ARG 6 IR 69950
TRARHP AR, ERTEFHRY LEATRFARGHH.

AAHX

BRATORFRERRARECTARAGBRF TR, ¥ L, X
BRBMNGERERGE LT HEEKRM T HEAREEGLE
R¥E.

HFHOERE TR ML E T OEFRELREXK, £ AERER
ATHAREANBOERF X, FLES5RAHETO/LHETH
RGBAN, WAMARA HFeikd b 6815 fo b A IR AL X 78 T
2.

EFOR—FRIEXTEEG, LBFHEAREREEANE QLA
Rt A X, HEAEYG RSB E LN TERALL F AR
BEREOHRLEFEAR., REFALEEEBRALRTHRE, RESH
TR ER T AL, ALK (Burdon FA, Cancer Res.
43:2796-2805, 1983 ), $LA& ( Chiquet-Ehrismann ¥ A, 1986), AF#

( Natali £ A, Intl. J. Cancer 54:56-68, 1989 ), f 4 A & fo$k K &g
# (Ramos D. M.%¥ A, Int.J. Cancer 75:680-687, 1998 ). A& a L
FHBRARBY, REEERHEARTREAR. A RMELZAQITH,
T AN, WO 92/04464, Wistar Fo48 % ¢ K& LK. |

X F EP 0496 074 4§ #%%, G Paganelli FAF LT —#HATLE
e A By 3R RS A B B 49 = Fi¥e® & 3 ( Cremonesi M.¥ A, Eur.
J. Nucl. Med. 26(2):110-120, 1999; Paganelli G.¥% A, Eur. J. Nucl. Med.
26(4): 348 - 357, 1999; Paganelli G¥ A, Cancer Biother. &
Radiopharm. 16(3):227-235, 2001).
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AREZFTHEAF EQIERFT KA WO 94/04702 F» US
5,578,287.

ZVHeR b A REATHMAAREALHERARETOQER
Bk, STREMESR Y et E, FNEKRTRLAHES
Ny tFie A MEZ B AR EmEAREDERORLHELE TS,
oL AR AR 4% oM AR, Paganelli 8 = Fl¥ed) 5 ik 6k 0 A M T2
ARRAEFEGLLRIK, SO BERARAL, ARIER
AABAREHABEBARAEERHYR, KmK7—F 7RIS T
EoE: K8 Ko

ZH G L R GL A Efon H O B R RE B RE QMR
JAERP AT, M ELIEAE Paganelli WAFR ¥4 48 & BBUR KR

(GBM) % EHMMBBA mEAE (AA) EXRBHEBERFHALR
ERFM, RINETRASEG—BIHKEAY (XTHELRARE
WEEQRLER), HAEMFTEARTHEARS., RFRL, BETERE
2AA, B5UHEERTHEMNRBERED (TL2EE (B R 1>50
%) =6%); WHSEL (BPRABEN<S0%) =11%; &R (AR
J<25% ) =8%), S2% M EHERER, CARRARRE 7T7T%. X
pEEPH—E, LAFRESIT AR, AEREETRARE—
44 L (Paganelli ¥, 1999).

£ E AR E T G RV R R S R A B R SR AR
AN SHEHREDEEAR C-Y-AHERR.

FRt A F G AT F#l3e Duke University &9 US 5,624,659,
Rikagaku #5 JP 2219590 F= L @ & A 45 WO 92/04464.

—F Sk A E G A FF A Siri A%, Nucl. Acid Res. 19(3):525-531,
1991; Balza E.%¥, FEBS 332:39-43, 1993, XA Ti647 B 49 A ks
F £ L &R AL Cremonesi M3, Eur. J. Nucl. Med. 26(2):110-120,
1999; Paganelli G. %, Eur. J. Nucl. Med. 26(4):348-357, 1999;
Paganelli G.%, Cancer Biother. & Radiopharm. 16(3):227-235, 2001.
Cdn e AARR Y A T A AP R A AE T G R LIER BC4.




03804634. 2 o E3/28mW

APHEABCI ARFEFILFLAAREAY, BHXL LR
shehdksh b pdnst (RTRARR T FRATMA ), XRAKEAEFN
A B RS FH A, Nt PR MARTAR $51L,

R AL

REER, —FRAREZTO R AETAAMRT LRFM, BT
WA —Fr g 2 dEShRb i bk fUA K % KK,

B, HHAARKLANEH, KAWL E HERRAMEIAK
ik, RABTTPHER, HIURFEATAHARELTREALYS
AENE R BE D,

RO E

AREPRET RAEAFREN K, LETEH BINFERB BN,
Q4K B HAFFAR BRGESY,; AR EMYT b as
4; CANELTFFBHTHER &S HAIER RO T k.

AL PEFRBATALF R KK DNA. 24 DNA 84K, &F
VARG B L. %4 SEQID NO:1 #= 2 &G & DNA &A% 4;
RALE G Fa i Bt DNA; 4 7M CDRF@ 4324 CDR %4,

BERLY, HERKE-NERFTERIRAELTREREHRT
¥ KA 545 % SEQ ID NO:1 #= SEQ ID NO:2., ¥ %45 R+ TH
10 % 11. HT W%, AZXAHRERARER L H ST2146. REAK
o S P F ST2146 A AL A6 — AT H, RFRBEARA R HARE],
—aBFREBPEUAFARLE, TAELERE R HAET ST2146 &
FR A BARX B RBREGREFE, FERKXRAERIARAE
A1, Kt AR TR T AAFBBARAA R B EH T RE KA.

AKX P E A THFREARET G YRR RAEF BT
Bk (Hlde R - ARSK) RERREGLT. RAARKET R
HEFAL B ARSI LEREGS T, £ €8 ST2146 TR
124 CDR #2/% ST2146 TEX ¥4 CDR M EV X —., AZXAH A
RS BARAERS R EREG ST TUARHRAK Fv AR .Fab
KB, F@ab), H B, AR EE S RIAK. RELAHREIRKR
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B R RARRASRRLAREE ST TAE IgM. IgD. IgG. IgA X IgE
5.
ARXARBT AKX BARARSERELERTEG 5T,
XG4 SEQIDNO:1. 2. 9, 11, 13. 15. 1T R 19 FPHE VX —,
RAERALEBTHBAS, AEGERLPHHRERAF], 4 SEQ
IDNO:1. 2. 9. 11, 13, 15. 17 R 19945 . AL AEAREETH
AL PHRARAKRN BRATB RS AR L REREEG S T4 DNA
A 5. X# DNA #7%) @34  SEQ ID NO:3. 4. 10. 21. 14. 16.
18 X 20 84 £ —# DNA FFI X L5 7.
F—AREFRETEBEELAGREKITAR BRARESK
BEAREOLTF YN ERSTF. RBEALAHEERES
PR T TIAERA EARRNE. #ldo, T EEFRS
BAABREEFRF R ERE - RBRABETRIE, XRARL
PHREREEG T, TRERST, —B4R, TAKIHBE
R, BBREAARAE. B, Ak, FHE. AEAaHK. TI
RBFLARARTZLob., BAEATURZAERK. ARXABKFPRE
4 % 7T A B B 4 Stratagene (La Jolla, Calif) ¥4%.
AEPHA—ANAERFTESTROSRLAGERY M. @R
A RS, HhFEROHY, FLATRABESRAE SR
B e XM ETAHLRA (43 Stratagent, La Jolla, Calif) M %X,
RKEPE B —AREFTEIRAEAKLANAR. FLERE. K&k
SRR AREG FHATRANRS ARG EGAE, QFRT
T HRALEXEWBEAREHLAARENETAK. FKRH K.
FAERE., FARRSRELAREG T EREATHAL B RILHK
W&t TARRAR, VAR B R AT H AR 6T AR,
AEPWYH—AREFTETRRLAGRMKR., LB, AR
ARBLBRREOQFNAEFELPNBERATHELTALREEG
HRARBANRBOBEWNARE, BERREAFTEA LY., &AL
#l4e Old, L. J. Immunotherapy for Cancer, Scientific American,
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September 1996.
FAANKEFTRTROESFILPHRIKR. RAL K. RkfoKk
RRBHREG UGG EEW., ARXAHREREY EHTARE
THREFMR, RABAE. AERROEELERREG EHUAREF LT
BEHBRESIAEN GEO W B KRB, ELFES W TR Fi6
ARSI AG AR, FFRABBEARLAHRMA. RAEL K.
HREBEARLEREFG FHHEAARERA T ELSY.
BEREETHNGRAEY, RLPHHEA, REL L, g
HERBREO FH TR —FENAH L, S8TEit 0
RBELRERM, Flde, TR, REBER. RAERSERILARE
OFEHTAL R, L P AR R T EA AT REN o EFobt
P& & e T vA & e de M N . X B AT A 69 KB tm e A0 H) 238 37 41
R Bk T B Fo/ R G| R AR W . ERE S A BN HER
EE (Flr LY, Pr). fitifedkmnl. A8, HYXHPRE
HBEEMEERA AR, FREMNTURLAN. LANLZAFL
TREGRAY., RAMNGEHCETEE. ELEE. 5-RAF
. FRE (“Ara-C”). HAEBLE:. EH%. G4, cytoxin. ¥
B, RTHS, M4, Dakx, k&, AL, KRitEKR. £
FEmA, ALK C. ALEBR., kA, KABRE. F4. £
RiAK. REFE. FuFE. RESSD, AEHE. 285 %,
esperamicin ( £JL U.S. Pat. No. 4,675,187). £ UB L TARE
Ak, MRFHRMNTARMEETF. KiE@BREFEN G- aEk
HBERNGED BREANRERA TS Nt B G R egEAR, X m
REFHEFARKRCET. $ERFREANSIRE. Glsimik
BT FOIRLERMERALKREE. N-FTRAABRAL kK EfRF4 K
ME; FTREMKE;, FTREE; REE;, RETLER;, Lk, AR
TR BEQEE LI aHSME (FSH). THREHMHE (TSH)
AR RALERE (LH); HAKEF; AA4@mBLKET; HIE,
FeBRILE; MARAET; AR, | RATHRE R AR X K,
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WHE; FRE, aFTARLLKR T, EBREG; o) RERE(TPO);
HEZAEKE T4 NGF;, ) RAKEF; #4EKEF (TGF); M
HEMAKE T F-I; Rao@mpeLi® (EPO); FHFETF; T
KE e FHE-a, Bhoy; FEMNMEF (CSF);, it - ER@mM
CSF( GM-CSF ); =4 8 .-CSF( G-CSF ); & /~% (IL )4 IL-1, IL-1q,
IL-2, IL-3, IL-4, IL-5, IL-6, IL-7, IL-8, IL-9, IL-11, IL-12; A 3R 56K
T, FXEEKREAFEHE LIF FikH £8K (KL). XEZHAHRIE
ERETOERARARRBEIR G ELEGRERGEGUARRRA T
WMEETFHAEMFEFTRTEAY.

AT #ATHE, TR RKEAHIAR. A&, RERSER
LREREOFHEIIFLLE, wEITRAGLSHAEL DL, £
HBERBEBRS I AEIAR, FTRAFILTA L Z A TR (Hdik
HHiE B ALK ARIT R R AAFIT ), XA EBATTIHAL T, TIAEARTR
R RSB S EASMARERLE,

AEAERIAEBRFT AT CDR G REAR, HiL XX CDR A7)
PH—AXEANARER. CHEETRIZMATF CDR P 8L —REBA
BTEAAZEAMN, ARARCRAZELATREXLLEREYF
B FEfebHinsy 10 4%, XHFBEiLRE CDR ® M H ERKAK TR
M FERANEEIR (XLH 4 Paul, W. E., Fundamental
Immunology, Raven Press, NY, N.Y. 1993, % 23 %), B, stRZE
B9 CDR #REBHFH. Stk Kl o R 1K 25 6 F Fa b S A5
HELERLATHRZT .

AEPH—FBRRBA THTEARBGNKRGHH, ATk
PEIG ke LA . BB SUMRBRE. M. HERARBRS
Kempo sk, QEAERTH B XMBIE (ol ARETGGHE)
AR BHRRLAAREGESRAEAZTOGERLAANTK., fAEAH
B, ARG AILARES T, 2B TERTABLHRIKTRE
B B P o K.

AERENMFTAFRERNRBY T %, L0 HANERAKX

10
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BHEREREE (Flfl) RERENE (FlokEREZTOGN
BEREELERHAEANBHELEAN RGBEYHAEHA SR
B, REEEAN ARG KEGRTBR o KL AGTREK. Ha
AE., ARG ERILEREG FW (FlrdsoMEAZTONTIK), £
stHT R R G mE A AN ER, ERXLAY—ANAREFTETF,
BHTRBEIHABHAREDREF @ LA,

AEPHF—ANBHRITBRBAAERGEOKRBAE, XE5ARET
A CHEGFHREIZITHARABAAES, AXRLAHELAY,
KB EERATARALEEAMAZTS CH EGFRHELITHRARK
AALsEAH R E.

AXERNHF —AEHEFTEY, TRRERLFBRTH—F A
FOL AR EF/ RS W N . PTRARE /RS BT R 2T T REA A5 AR
BUOBAAR 7T 2R,

BRERLA—ARLEYERTE, FRRKIAXZAKBRAER
£ ERY.

AEBPGF—NBHREIB@MBER, AN cST2146, H*
A PR AR,

Brid 22 X JG taf % CARE A AWM AL 09 M A T 2002 F 1 A 29
H 4 #.F Advanced Biotechnology Center, L.go Rosanna Benzi, 10
16132 GENOVA- Italy, 8% ¢%R#& 5% N°PD02003.

AL PEQIERAFFRAMRELH B DNA. # 74 CDRFE
A3 4% CDR 4% &G . &4 Fiid DNA # B AEFe R T B E L
i)

AERHH—ANBGRMRAAKGELITAY. LART, Rk
WHEESTE MR LY R e KA B3 FF %3k 45 AR 2 ( Ferrer C.5,
J. Biotechnol. 52:51-60, 1996 ) K} ¥ & &% K4 4 & B4 A H#k
AR, FTRAAWERRSRAEWEZTAREAN AR (Manuel L.
%, J. Immunol., 163:4421-4426, 1999 ), 7 F %] ¥ 5 & M/ ¢ &K ¥
HREHeE ¥ BF (4 G-CSF,GM-CSF), & F X+ Rz RBHE

11



03804634. 2 oo ZE8/28m|

FEMBOSNBRGRE, FAKRBFERR I i L. BRA. &
OB T A T B R4 SR G4 R € & 4 (Di Massimo A.M.
%, British J. Cancer 75(6):822-828, 1997; Parente D.%, Anticancer
Research 17(6A):4073-4074, 1997 ),

AT R T LRAT 4 By 84 7 ik AR 48

AXRAEH —ANB HRITRBARGREITAEDY.

Rhms, RAHBRSTEWRA T LPEH NS BLERS %
RBIRBBGRE, LHERFTORGIRALEH TR KR
AR, ATHEEZOMBOLRFEEHYAEKEF (I G-CSF,
GM-CSF), $iBFER X, BRAK. R B TIATHER
FRAETBRAKEFMRCEOR, REBHY, AMERALE,

MERLYA, FARAAREZTQHRAILR BGETUITEH K
BoWELRTH DT LW,

BERAER—AREFNKLENGERFTEP, BT ikl BT,
ETEHE R EHENY,

AEPAHX—NEHR A L ARG RIBaRR. FF
REXHOURERABMFLHEGRELE 2002 £ 1 A 29 BFKAT
Advanced Biotechnology Center, #i# 5  PD02003.

ARLAG A —ABE, RET A THEMRELEREGF
, FMIEFRQEERALETBMRE Fo o B ATRIK,

FEXANF —ANENRTREBAME RO L LETAARR THES
THRAREZ O NGERAREHNERB G H A K,

AEMAEZOGERBGERT TR ELHHBIRAAE. LK
Pesg. Rk, SN MAgRmEHE.

AEPHX—FT AR THBUBMNELRETGES, L#EATF
ERAAMAZTONMRBGTR, HOLMREARAAIILTEK
MAEENTEY. ERANRAETRY, FEAEALBRAAILTOXK
BhBETLEHRLEHEY, EERNREGEKETRY, FTRH
HETERERAET, HARATREZTHebFik, PAFEK

12
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PR RGiE A, #lde EP 0 496 074, European Journal of Nuclear
Medicine Vol.26, No 4; April 1999; 348-357 #= US 5,968,405, £iX 5 —
ZE, ZAXPGTHHEARREGH X, FFEXNEd 5 A HRER,
ER—ANDEEREDERAERRR N EASTEY,; FoADRER
RAEDEREY, FEANANMBEALHENLOEG; FONMREAR
ERAEDE; FANPMREABRMARZHLEDEREHETEY.
X —FF K &4 X H £/ European Journal of Nuclear Medicine Vol.26,
No 4; April 1999; 348-357 $ 4%, RAEME TG OLEREDEEG.
HEREDHE. PEG-READEZOX PEG-HEREBE. — - K%
- RADEERQRFE - -RF -AERADE. AMNMARRGESE
SHBHUEE, o0& EP 0 496 074 ¥ A4, Kk Y. £HEHT
A AT FHl4e WO 02/066075. i —FF K 44X M &£ 2 F European
Journal of Nuclear Medicine Vol.26, No 4; April 1999; 348-357. 4Lk
Frif MEE T AR A

REARBGTEMAENARKL RS Y LT EA A T I A%
. REXAKPHRKRABRERNE., TEUFRRSHEEA TR
RAEZQHXMNE, HHANRBLLBEET, BMHLBAETRARLNY

AL EABIANABIAKX N BGRAEEE, RAHETEH
RN, RALXANS—AB M.

EXEPHZ—AERFTEY, ELARNEF, 2HhELHK
Bttt AD AEANEACREATOHABIGBES, X4, 49
EFRRAARG R CHBRFEARABES. AXFREFRGEMNEG—
R ¥ &£ EP 0496 074, European Journal of Nuclear Medicine Vol.26,
No 4; April 1999; 348-357 #= US 5,968,405 F 4%,

EmE, AEPECE—HER, AEhQFESIRE, X+
CAEWENMREILRBRISNEY . BARPEATF=FReqF
0 9T KA & F 65K

FEPHH—AB HGERITRR A ETAARRKL F B XTI LB K

13



03804634. 2 oM P E10/28m

BHOMBAR LB ERTEDA THESH LEGAR, ALK IE
AFRANAAMEETOGER, HHNLATHRBGEKAZRKR,

EEAER—ANARERAEFTET, FFREAERERRI S BERME
HER _FHREZORAUNAERBRESAT=Z=NERNEY, ATHES
WX E, AREMFRMEZBAHAKRE, ZHERZRZH o—H
ELISA &SR, REMHAMRE _HAKEREZTOHE LR
MEALEEAS, FFiR4KIN ELISA R 2R TR ZWFMA TG 69 KFE,

QTR R A BRTEMGBWESE T EAMNELLL B
X—H#&.

AE P EE GFk T B oA A TR P RiB i LA K E
&) F N#AT T BT,

W B R i

A1ETTAREEZEG-C. MAYGTLEILAMER BFEN. AR
A F AR BC-4 #FAR Kokt B,

B2 RFrT R ERBRENILRIK, 3t ST2146 EL4TE M
2 Eellc ¥ k3

B 3 77 ST2146 485+ T BC4 &5 & 4R M.

B4R7T5 BC4 R RHEAALARL, ST2146 £4AMELA
AW EARPE (REDZEH ),

M5B F7E£4MHELISA, £¥ ST2146 5 BC4 ZA XS H5AM
A BEGES, T ST2077 B STES. ST2077 ALK
ST2146 #3RE FRAGMEZ G FH LA ERK. ST2077 7t
KL ST2146 HHFH (ARAZAYH EGFHELR ) R4 0R
Jo e R AT AR 2-F 3 BC4/ST2146 &AL,

BHe6eRFTEH BC4HTALEMFARLL, & ELISA # % 4 ST2146
8 % B B R M,

B 7277 ST2146 YL MG HFRGFT L.

M 8 B7 7T ST2146 #9 £ 4 45#, 5 BC4 A8tk ( biot=2% 408,
IR=%EEAMK, £F7HFE ELISA PEHE 1.0 0.D.89H4&F).

14
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B9 RF7T ST2146 H9 M M/AEAF R L, & BC4 ABLL,

10 277 ST2146 TE &4 (VL) 845 (SEQID NO:1 (£
KAAH), 3 (HAELMY DNA), 9 (CDRI1 #24# K XR), 10

(CDRI1 #4%4£ DNA), 11 (CDR2 ¥y 24& K X% ), 12 (CDR2 ¥ &
4 DNA), 13 (CDR3 #j&24 R X 8 ), 14 (CDR3 #&4 DNA) #
21 (£%K DNA)).

11 277 ST2146 TEX ¥4 (VH) #9475 (SEQID NO:2 (£
kREMK) 4 (HBELMHN DNA), 15 (CDR1 ¥ EHEXH), 16
(CDR1 #4 ¥4 DNA), 17 (CDR2 #y E& KX 8 ), 18 (CDR2 ¥ &
4 DNA), 19 (CDR3 ¢ E4 R X8 ), # 20 (CDR3 &y ¥4 DNA)
AR 22 (2K DNA)).

KA #R

ST2146 3K A8 B &) 7 X a0 5L M ¢ST2146, £ AT L34 F 3%
L

HALAKILFTERE, ARAFHRAAEE TREFNAED
A M BB W RN E, Ede KB R EE AT GARAE,

W AW AE R T AERY, HFThHARARBERAREXTFLA
KRG BWELS IO ESERL AT RAGRE LR T LS,
REHEATHHENE. FRREQGRA T IHEBHMNLRET X
F &, i L& R A Paganelli ¥ 6936 X F2 EP 0 496 074 F AT 271 ¢4,

G4 PR FAR Ao/ R F K B/ R EATE DT/ BB HEE) —
HUHFELETHEZHBRYH A/ ABARBRSGEHBELWOHEERL
RegEEZA,

AT REFBR—FTHTELA.

%34 1

ATEREA BC4 AR EREAREHEEBRGHTETR
A0 A M, A pTn28 X AT & -4 4<% 1 * % % & Balb/c /> &.pTn28
RAgtll FHEE, RBARETOYH EGFHEELY—AMRE, 4
B 7t a4 BCY £43 (Balza E. %, 1993). AMAEZAH-C. AKX

15
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FURRENL BAdH . UABRAFALER BC4 HAKHRRGBMRAE
1P, it ARAF R pTn28 A ¥ MM S Sp2/0Agld 4
J© (non producing) ‘K # 7§ % & & 4~ ( Cianfriglia M.¥ , Methods
Enzymol. 121:193210, 1986), 3 i#iit ELISA 3t SK-MEL-28 ( A %%
Bt ) siibREZORARTBHEAK. REAZTOHAELIAE
WHESFCSHRFE 2K) PAEGHRRAE (3R) (s iTE
41484 3% 3k % HyClone, HyQ" Perbio) ¥ A FR#M B m Lk, K&k #H
cST2146/D3d/F6e T %M, =4 cST2146 Master Cell Bank ( MCB)
#2 Working Cell Bank ( WCB).

ST2146 SR AHHH6G & & R BT cST2146 & XEMMA 2L £
BEBYRARTAY, HiBiL FACS o fB it A RHFBIEL
¢ST2146 Post Production Cell Bank ( PPCB) #94& & M.

ST2146 £ IgG2b/k A #H M4y AR KK G

JE K ST2146 H) B E R AR R4, dwiLRH SDS-PAGE 947 Ff
BT, XERTHFLGEAHRLEAGR AN, X—AELERE LT
A 1gG2b R AR AT &G O- 469X AL TR M —& (Kim H.¥,
J. Biol. Chem, 269(16):12345-12350, 1994). /3K A4 FCS %3 %
RAEZORFEGEATEBRATREE ST2146 FLEFHX 09—
oM., sf ST2146 F&& T 2 M 44 MR 69 3E 35 Rl it ) vl o BB DY
Ak, A HiTrap BL#iE ( Amersham-Pharmacia) #f ST2146 # 47
B %X ES 150 mM NaCl. pH 6.4 &) 10 mM BEBR 4B F %, #
Mab 4 centricons 100,000 MWCO ( Millipore ) _E3& %% £ X % 1mg/ml
BG4RRE, A 1.5 U/ml 2% 88 (Sigma) T 37°C 4L 24 H XK.
BHALE R EANBERBIK LR, RERREETLDE
B#47. RBENRE, IHLFEESSTERFTENR (F2),
ST2146 4 64K R LT LKL & H#EE, L B7 ST2146 9%
—if, AT BC4 FTOLERE 6 3 A% (B 3, A F55F BC4, 74
ohfExt B T 3),

ST2146 85 A AMAE T A ¥ A1E 5 BC4 R AP 40 % (3w

16
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RAZAMA ), wEaQFpiE (B 4) F$HELISA (HS) R
. ZB5F, £ K44 BC 5H AR E L BC4. ST2077 K ST2146
(HHFEEHN) Be, HALECHMEZTAHN TR E, A HRP-
GERADERBEGRERDERTELES. ST2077 £iRH A EGF
HEIXTHMATARANOTAR, EAMLE BC4 AadatF.

if it ELISA ##4 ST2146 ¥ £ L K A H, 5 BC4 8 £ 27 Wi %
3) ek, B 6 BrARAERERE ELISA F#4% 1.0 OD 4 ST2146
¥ (B A) tb BC4 TR W% 3 64 F K% 304, 1 BC4
X 1004, X—£FEWEBTRABRMGEHTREST X, XF
AR ST2146 SFFHF 69 R BB AL M,

ST2146 &4 F At @i BlAcore 4. AT#F4) ST2146 # KD %
1.4x107° (Ka 3.0x10% kd 4.1x107%). 3& ST2146 FH K 44E 5 BC4
bdk, BC4 BF#H KD % 4.9x10°° (Ka 1.9x10% kd 9.3x107%),

BEWENERMLEREMRER THIEE 6 E L EFRKY—
AR KB, B TR AHEL ST2146 84474, BFR T KR 6 Huk:
A FIb, 48 3E ELISA R 2 4 A M KRR L EBE A KL BCY
F= ST1897 tb#k, BHA R ERUBIKNMET G MR MELERAK,
A1 PHERERT, KEBENR (2-3 LHE/BER) BMYHE LR
FANEREEAMN, BAFAMALX, ERHNEHEL, HE 2049
*IBR, 5RRBEBEHTRABL, RAEAHEMAK, X—THAR.

1
2t ST2146 ¥ £ B ELAR

% R, B BB B

. R Ry
Mab | ¥F4 (nM) 2-3 3.5-5 7-10 15-20
ST1897 10 84.8+/-1.3 | 62.3+/-12.4 | 26.65+/-13.8 | 9.45+/-9.26
BC4 4.9 82.4+/-11.5 | 74.4+/-9.3 | 67.2+/-12.3 12.6
ST2146 1.4 100 89.6+/-4.39 | 77.63+/-8.59 | 52.37+/-3.95

% % REBHE 2 -3 R T KB B E+/-FRRE.

17
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A HEAL ST2146 49 F Fbbif it BlAcore R, HF B AR &I
EHENEE HITERERK.

st RE AR (SLRR. W BFR. &) & B auar R F7 BCY
Fo ST2146 E 4G54,

R AEMEAL ST2146 KRB FATHAH LR ZALB| ARG AL
B, WEBTPHFER, ESHEAME TG GARREGRE T HAT
L 5L 89 ST2146 = BC4 £ XA B WG EHSHHL. PRAAT
BFE 0.1ml A EHER P 4x10°HT29 AEHH MM, 15 K6, LM
BEES 100mg &, F4 5 ROAHEXKRE#RKRAZES PLARiLe
BC4. ST2146 ZE¥ /R LAKEE (nMIg), HEHAE 0.1ml L H
PBS F6 10, 2. 0.5 & 0.1pg/ . AR RIS EHELY (7-
10 A% E/BKR), ST2146 # BC4 L ¥4 Mab ¥ R 7= %) 80% &
SR BEM., FRAHWHFELATELH CPM:

Uik 3

BC4

ST2146

NMIg

10 pg

632.000

570.000

577.000

2 ug

555.000

639.000

624.000

0.5 pg

310.000

401.000

382.000

0.1 pg

186.000

211.000

174.000

B8 Past REF, BC4 Fo ST2146 HHFH A MR, &
FrRAALENBIFAGE(RTH % ENNE/ALELR ) ZH FRBMEY,
APR ST2146 REE£FH. ME, 5§ BC4AaLL, ST2146 B 7 £ 476 i
B /AERPRE L, o 9 PR,

4= M. Sassano %, Nucl. Ac. Res. (1994) 22, 1768-1769 F7i&, 1& Al
BEXEHRAEEREG—235]4% (5-TGTCAAGAGCTTCAACAGGA)
(SEQ ID NO:5), 5-AAGATGGATACAGTTGGTGC ( SEQ ID
NO:6)), MIRIL cDNA FHcREATER,

4= M. Sassano %, Nucl. Ac. Res. (1994) 22, 1768-1769 F7i&, 1& A
B XERKAKREEZERMN T S 51 %: % 4 & y2bCHI
GTCACTGACTCAGGGAAGTAGCC (SEQ ID NO:7); E 4 &y2b

18
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CH3 GCAACGTGAGACACGAGGGTCTG (SEQ ID NO:8), M4t
¢cDNA FHyEHTER,

1% F VA T &4 34T PCR: 94°C 1 474F, 60°C 1.5 4~4¥, 72°C1 4
&, 30 MER.

HyHey R EALB LS Smal W &EE pUCIS F. 4«
) 2N ARy ERTRER G 4 ML R,

#| A £ MWG Biotech, Germany % & . *#&&B#irRAF. &
HERARM R EZAL.

A 10 B ST2146 TX 84 (VL) 8547,

A 11 7 ST2146 TE ¥4 (VH) & 7).

ST2146 5 BC4 # E4kst b A AER 7, ST2146 BA F 5l44E:

- AR FHT T, £ BCIHELERAL,

- e BAMET, RRMY;

-REHABEXLRT, RRAY;

~-HEEREMME, £F BC4, X T BC4 /A HAFTEI;

-HEFRMBE, LT BC4 434,

~ B2 AP ENLERFLRREEERE, £F BC4;

-t FARKLALF TN, £MUTF BCY;

- BGRET, KT BC4.
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F 5l %
<110> DE SANTIS, RITA
ANASTASI, ANNA MARIA
<120> P A B4 A R R EHUE
<130> 2818-141
<140>
<141>
<150> 60/359,299
<151> 2002-02-26
<160> 22
<170> PatentIn Ver. 2.1
<210> 1
<211> 142
<212> PRT
<213> AT %)
<220>
<223> A\ TRFIOHR: &R ST2146 RETTRX & A HFF
<400> 1
Met Arg Cys Leu Ala Glu Phe Leu Gly Leu Leu Val Leu Trp Ile Pro
1 5 10 15
Gly Ala Ile Gly Asp Ile Val Met Thr Gln Ala Ala Pro Ser Val Pro
20 25 30
Val Thr Pro Gly Glu Ser Val Ser Ile Ser Cys Arg Ser Ser Lys Ser
35 40 45
Leu Leu His Ser Asn Gly Asn Thr Tyr Leu Tyr Trp Phe Leu Gln Arg
50 55 60
Pro Gly Gln Ser Pro Gln Leu Leu Ile Tyr Arg Met Ser Asn Leu Ala
65 70 75 80
Ser Gly Val Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Ala Phe
85 90 95
Thr Leu Arg Ile Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr
100 105 110
Cys Met Gln His Leu Glu Tyr Pro Leu Thr Phe Gly Ala Gly Thr Lys
115 120 125
Leu Glu Leu Lys Arg Ala Asp Ala Ala Pro Thr Val Ser Ile
130 135 140
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<210> 2
<211> 120
<212> PRT
<213> ATH7%
<220>
<223> ALFFIMHR: & Bl ST2146 B R X & 5 751
<400> 2
Lys Val Lys Leu Gln Gln Ser Gly Pro Glu Leu Val Lys Pro Gly Ala
1 5 10 15
Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Ala Phe Thr Ser Tyr
20 25 30
Asn Met Tyr Trp Val Lys Gln Ser His Gly Lys Ser Leu Glu Trp Ile
35 40 45
Gly Tyr Ile Asp Pro Tyr Asn Gly Val Thr Ser Tyr Asn Gln Lys Phe
50 55 60
Lys Gly Lys Ala Thr Leu Thr Val Asp Lys Ser Ser Ser Thr Ala Tyx
65 70 75 80
Met His Leu Asn Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Tyr Cys
85 90 95
Ala Arg Gly Gly Gly Ser Ile Tyr Tyr Ala Met Asp Tyr Trp Gly Gln
100 105 110
Gly Thr Thr vVal Thr Val Ser Ser
115 120
<210> 3
<211> 426
<212> DNA
<213> AT RFI
<220>
<223> ATHFFIRHR: & B ST2146 B # 03X cDNA F%)
<220>
<221> CDS

<222> (1)..(426)

<400> 3
atg agg tgc cta gct
Met Arg Cys Leu Ala

1

5

gga gcc att ggg gat
Gly Ala Ile Gly Asp

20

gag ttc ctg ggg ctg ctt gtg ctc tgg atc cct
Glu Phe Leu Gly Leu Leu Val Leu Trp Ile

10

15

att gtg atg act cag gct gca ccc tct gta
Ile val Met Thr Gln Ala Ala Pro Ser Val

25

24

30

Pro

cct
Pro

48

96
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gtc act cct gga gag tca gta tcc atc tcc tge agg tct agt aag agt 144
val Thr Pro Gly Glu Ser Val Ser Ile Ser Cys Arg Ser Ser Lys Ser
35 40 45

ctc ctg cat agt aat ggc aac act tac ttg tat tgg ttc cta cag agg 192
Leu Leu His Ser Asn Gly Asn Thr Tyr Leu Tyr Trp Phe Leu Gln Arg
50 55 60

cca ggc cag tct cct cag ctc ctg ata tat cgg atg tcc aac ctt gee 240
Pro Gly Gln Ser Pro Gln Leu Leu Ile Tyr Arg Met Ser Asn Leu Ala
65 70 75 80

tca gga gtc cca gac agg ttc agt ggc agt ggg tca gga act gct tte 288
Ser Gly Val Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Ala Phe
85 90 95

aca ctg aga atc agt aga gtg gag gct gag gat gtg ggt gtt tat tac 336
Thr Leu Arg Ile Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr
100 105 110

tgt atg caa cat cta gaa tat ccg ctc acg ttc ggt gct ggg acc aag 384
Cys Met Gln His Leu Glu Tyr Pro Leu Thr Phe Gly Ala Gly Thr Lys
115 120 125

ctg gag ctg aaa cgg gct gat gct gca cca act gta tcc atc 426
Leu Glu Leu Lys Arg Ala Asp Ala Ala Pro Thr Val Ser Ile
130 135 140

<210> 4
<211> 360
<212> DNA

<213> AI)??‘J

<220>

<223> A\ TREHMHIR: &5 ST2146 BT EX cDNA 55

<220>
<221> Chs
<222> (1)..(360)

<400> 4
aag gtg aaa ctg cag cag tct gga cct gag ctg gtg aag cct ggg gct 48
Lys Val Lys leu Gln Gln Ser Gly Pro Glu Leu Val Lys Pro Gly Ala

1 5 10 15

tca gtg aag gta tcc tgc aag gct tct ggt tat gca ttc act agc tac 96
Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Ala Phe Thr Ser Tyr
20 25 30

aac atg tac tgg gtg aag cag agc cat gga aag agc ctt gag tgg att 144
Asn Met Tyr Trp Val Lys Gln Ser His Gly Lys Ser Leu Glu Trp Ile
.35 40 45

gga tat att gat cct tac aat ggt gtt act agc tac aac cag aag ttc 192
Gly Tyr Ile Asp Pro Tyr Asn Gly Val Thr Ser Tyr Asn Gln Lys Phe
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50 55 60

aag ggc aag gcc aca ttg act gtt gac aag tcc tce age aca gec tac 240

Lys Gly Lys Ala Thr Leu Thr Val Asp Lys Ser Ser Ser Thr Ala Tyr
65 70 75 80

atg cat ctc aac agc ctg aca tct gag gac tct gca gtc tat tac tgt 288
Met His Leu Asn Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Tyr Cys
85 90 95

gca aga ggg ggc ggt agt atc tac tat gct atg gac tac tgg ggc caa 336
Ala Arg Gly Gly Gly Ser Ile Tyr Tyr Ala Met Asp Tyr Trp Gly Gln
100 105 110

ggg acc acg gtc acc gtc tcc teca 360
Gly Thr Thr Vval Thr Val Ser Ser
115 120

<210> 5
<211> 20
<212> DNA

<213> AT/

<220>
<223> NILEFIR#ER: 319

<400> 5
tgtcaagagc ttcaacagga 20

<210> 6
<211> 20
<212> DNA

<213> A T3l

<220>
<223> ATFFINH#R: 39

<400> 6
aagatggata cagttggtgc 20

<210> 7
<211> 23
<212> DNA

<213> A TR

<220>
<223> A THFIMHR: 519

<400> 7
gtcactgact cagggaagta gcc 23

<210> 8
<211> 23
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<212> DNA
<213> A TFFFI

<220>
<223> ATHFIMHR: 319

<400> 8
gcaacgtgag acacgagggt ctg 23

<210> 9
<211> 16
<212> PRT
<213> A TF5I

<220>
<223> A THFIMH#ER: &M ST2146 R A& X CDR1 f /751

<400> 9
Arg Ser Ser Lys Ser Leu Leu His Ser Asn Gly Asn Thr Tyr Leu Tyr

1 5 10 15

<210> 10
<211> 48
<212> DNA

<213> ATHF»

<220>
<223> A T PR 4 RN ST2146 %8 X CDR1 BT 5

<220>
<221> CDS
<222> (1)..(48)

<400> 10
agg tct agt aag agt ctc ctg cat agt aat ggc aac act tac ttg tat 48
Arg Ser Ser Lys Ser Leu Leu His Ser Asn Gly Asn Thr Tyr Leu Tyr

1 5 10 15

<210> 11
<211> 7

<212> PRT
213> AT 5

<220>
<223> A TRFIMHER: &R ST2146 28 T4 X CDR2 K51

<400> 11
Arg Met Ser Asn Leu Ala Ser
1 5
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<210> 12
<211> 21
<212> DNA

<213> ATH 3

<220>
<223> A TFFIHEE: &I ST2146 B8 TR K CDR2 X HRFSY

<220>
<221> CDS
222> (1)..(21)

<400> 12
cgg atg tcc aac ctt gcc tca 21
Arg Met Ser Asn Leu Ala Ser

1 5

<210> 13
<211> ¢
<212> PRT

<213> AT

<220>

<223> AR &8I ST2146 BT & X CDR3 fKF5!

<400> 13
Met Gln His Leu Glu Tyr Pro Leu Thr
1 ]

<210> 14
<211> 27
<212> DNA
<213> AT /5

220>
<223> A TRFIER: 4RI ST2146 AT X CDR3 B H RT3

<220>
<221> CDS
<222> (1)..(27)

<400> 14
atg caa cat cta gaa tat ccg ctc acg 27
Met Gln His Leu Glu Tyr Pro Leu Thr

1 5

<210> 15
<211> 5
<212> PRT

<213> \ L7
<220>
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<223> AT FFIMAR: & B ST2146 ER AT E X CDR1 fkFF 51

<400> 15
Ser Tyr Asn Met Tyr
1 5

<210> 16
<211> 15
<212> DNA
<213> A T F%

<220>
<223> A TSR : &R ST2146 BT KX CDR1 BLH BT

<220>
<221> CDs
<222> (1)..({15)

<400> 16

agc tac aac atg tac

Ser Tyr Asn Met Tyr
1 5

15

<210> 17
<211> 17
<212> PRT
<213> ATFH

220
2235 ATRFIRHIR: &R ST2146 EEAER CDR2 HFF !

<400> 17
Tyr Ile Asp Pro Tyr Asn Gly Val Thr Ser Tyr Asn Gln Lys Phe Lys
1 5 10 15

Gly

<210> 18
<211> 51
<212> DNA
<213> ATJ¥5

<220
2230 ATRFIMMR: & RE ST2146 BT AKX CDRZ B RT S

<220>
<221> CDS
<222> (1)..(51)

<400> 18
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tat att gat cct tac aat ggt gtt act agc tac aac cag aag ttc aag 48
Tyr Ile Asp Pro Tyr Asn Gly Val Thr Ser Tyr Asn Gln Lys Phe Lys
1 5 10 15

ggc 51
Gly

<210> 19
<211> 11
<212> PRT

<213> AT

S TSI &R ST2146 BT 4K CDRS IS

<400> 19
Gly Gly Gly Ser Ile Tyr Tyr Ala Met Asp Tyxr
1 5 10

<210> 20
<211> 33
<212> DNA

<213> A\ TR

<220>
<223> A TR &K ST2146 EST A X CDR3 B HERF5)

<220>
<221> CDsS
<222> (1)..(33)

<400> 20
ggg ggc ggt agt atc tac tat gct atg gac tac 33
Gly Gly Gly Ser Ile Tyr Tyr Ala Met Asp Tyr

1 5 10

<210> 21
<211> 773
<212> DNA

<213> AT %
<220>
<223> A TRFFIMR: &M ST2146 BET XX BRI

<220>
<221> CDS
<222> (292)..(717)

<400> 21
cgaggatccc ctgtcaagag cttcaacagg aatgagtgtt agagacaaag gtcctgagac 60

30
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gccaccacca gctccccage tccatcctat ctteccttet aaggtettgg aggettecee 120
acaagcgacc taccactgtt gcggtgctcc aaacctcecte cccacctect tctectccte 180
ctececctttee ttggectttta tcatgctaat atttgcagaa aatattcaat aaagtgagtc 240
tctgcaaaaa aaaaaaaaaa daaataaccc cttgataagg aagttctcag a atg agg 297

Met Arg
tgc cta gct gag ttc ctg ggg ctg ctt gtg ctc tgg atc cct gga gcc 345
Cys Leu Ala Glu Phe Leu Gly Leu Leu Val Leu Trp Ile Pro Gly Ala
5 10 15
att ggg gat att gtg atg act cag gct gca ccc tct gta cct gtc act 393
Ile Gly Asp Ile Val Met Thr Gln Ala Ala Pro Ser Val Pro Val Thr
20 25 30
cct gga gag tca gta tcc atc tcc tgc agg tct agt aag agt ctc ctg 441
Pro Gly Glu Ser Val Ser Ile Ser Cys Arg Ser Ser Lys Ser Leu Leu
35 40 45 50
cat agt aat ggc aac act tac ttg tat tgg ttc cta cag agg cca ggc 489
His Ser Asn Gly Asn Thr Tyr Leu Tyr Trp Phe Leu Gln Arg Pro Gly
55 60 65
cag tct cct cag ctc ctg ata tat cgg atg tcc aac ctt gocec tca gga 537
Gln Ser Pro Gln Leu Leu Ile Tyr Arg Met Ser Asn Leu Ala Ser Gly
70 75 80
gtc cca gac agg ttc agt ggc agt ggg tca gga act gct ttc aca ctg 585
Val Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Ala Phe Thr Leu
85 90 85
aga atc agt aga gtg gag gct gag gat gtg ggt gtt tat tac tgt atg 633
Arg Ile Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Met
100 105 110
caa cat cta gaa tat ccg ctc acg ttc ggt gct ggg acc aag ctg gag 681
Gln His Leu Glu Tyr Pro Leu Thr Phe Gly Ala Gly Thr Lys Leu Glu
115 120 125 130
ctg aaa cgg gct gat gect gca cca act gta tcc atc ttgggtaccg 727
Leu Lys Arg Ala Asp Ala Ala Pro Thr Val Ser Ile
135 140
agctcgaatt cgtaatcatg tcatagctgt ttcctgtgtg aaattg 773

<210> 22
<211> 360
<212> DNA

<213> A\ TRH%

<220>

<223> N TRFIMHER: & ST2146 ERETEX BHRFS|
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<220>
<221> CDS

<222> (1)..(360)

<400> 22

aag
Lys
1

tca
Ser

aac
Asn

gga
Gly

aag
Lys
65

atg
Met

gca
Ala

999
Gly

gtg
val

gty
val

atg
Met

tat
Tyr
50

ggc
Gly

cat
His

aga
Arg

acc
Thr

aaa
Lys

aag
Lys

tac
Tyr
35

att
Ile

aag
Lys

ctc
Leu

999
Gly

acg
Thr
115

ctg
Leu

gta
val
20

tgg
Trp

gat
Asp

gcc
Ala

aac
Asn

ggc
Gly
100

gtc
val

cag
Gln

tcc
Ser

gtg
Val

cct
Pro

aca
Thr

agc
Ser
85

ggt
Gly

acc
Thr

cag
Gln

tgc
Cys

aag
Lys

tac
Tyr

ttg
Leu
70

ctg
Leu

agt
Ser

gtc
Val

tct
Ser

aag
Lys

cag
Gln

aat
Asn
55

act
Thr

aca
Thr

atc
Ile

tce
Ser

gga
Gly

gct
Ala

agc
Ser
40

ggt
Gly

gtt
Val

tct
Ser

tac
Tyr

tca
Ser
120

cct
Pro

tct
Ser
25

cat
His

gtt
Val

gac
Asp

gag
Glu

tat
Tyr
105

gag
Glu
10

ggt
Gly

gga
Gly

act
Thr

aag
Lys

gac
Asp
90

gct
Ala

ctg
Leu

tat
Tyr

aag
Lys

agc
Ser

tece
Ser
75

tct
Ser

atg
Met

32

gtg
Val

gca
Ala

agc
Ser

tac
Tyr
60

tcc

Ser

gca
Ala

gac
Asp

aag
Lys

ttec
Phe

ctt
Leu
45

aac
Asn

agc
Ser

gtc
Val

tac
Tyr

cct
Pro

act
Thr
30

gag
Glu

cag
Gln

aca

Thr

tat
Tyr

tgg
Trp
110

ggg
Gly
15

agc
Ser

tgg
Trp

aag
Lys

gce
Ala

tac
Tyxr
95

ggc
Gly

gct
Ala

tac
Tyr

att
Ile

ttc
Phe

tac
Tyr
80

tgt
Cys

caa
Gln

48

144

192

240

288

336

360



ESVARY

M

iA

i

03804634. 2

HTHELFUBEFTHH VYT Y

¥ G BRYERSL T m

HOO7 (o

<-38 b-78
e |
av }
Nm%%n Ni NM
HADH 2 ¥y

SE B YUY T BB EFFHY

16

33



H2/110

I R

B

03804634. 2

HFER¥XTFPFEIFANYE LayR

THWHRW KL ERT T Y 4 Bt yrd R O.Le 4 (BWSTS) 39 W WS
TB/0S T B 46 W3 L8 T0/3WT 6z X F 8T (T0d T 1 1R) 0DAN 000 001
SU0OIIIULD QB "W K H W WAONTOT (51 "9 HA ‘DN KUOSTEF
WE R B TIVIILS b (P1OBWIRY-WRYSIOWY) T ¥ MydRIf 1] i

L e

oy BE

Go 7 R
R R¥

FHREEFWTIPTIILSH B 715

34



H3/11m

I R

i

03804634. 2

CHEFNGIBHBPEIY W WRBEFFBFIITUY

¢d (4| 1d

PN NN

D 133 0t ST oc 12|

WIZLS od
WP VY ETH BN G E T W SIPTTLS2¢)d ¢ @

35



F4/11700

I R

i

BETW

- HQ

Yo BRYINLA D
Hya-'v:g
YA Y

191! |

36

03804634. 2

v D a 4

HETLYBERYREETHY b &



H5/11 701

I R

i

03804634. 2

"k FLdeTF

IS ¥FR WY B YR FT W LT EHIOA M FLLOTLS
OHREMAGYIER

KSR TYER-AVYY " THLREETWREBHHF
‘SRS Y K IVTIISELLOTLS “vII 3 W W he Srv0d N LR T

| 40215 —+— 9¥izLS—— vo8 —n—|

pas/Brf
000'01 000't (10 0] 0100 1000
0
o1
L 0z
- .AIru”..ll [ Y ERE R BB I I I — - Ot
/#A —]
\ oy
N, DN ®
3 06 o
IJF. Il\*\\ﬁhl{ /
Y me < 0L
’y S N
] o8
001
VYSITAH -5 FEIP1CLS

S ¥

37



H6/11051

I R

i

03804634. 2

—— e 1245 - m*vg
L4 ¥0R-~ prals~  gdeee T4 yoa-+- I \a.wuo;.r £ yoa -
—E
artA ot 1 1'c 100 1000 1000°0
[1)4 1o 10'0 100°Cc  1000'C - ‘U ﬂlr 000°0
o 0000 i 0050
' > 008’0 |4 Y .
, \ 000°1
00t o ) . w
009’1 m 00481 m
8°.N \ §~N
v 005°2 005°2
ﬁ 000°¢ - aoo’c
LR N-0 =7 | il B F AW
a Vv
HE W HY BrIaFIPITLS

38



CHVARE

I R

i

03804634. 2

9
R - o o i v

A A
i i

B Br 194570 ‘T 01

PU I L6301 HIAN
%08 Ul 6°91014 04 Sy %5
%08 W1 9°L 1019 9PTTLS Y 6Z1H
b2 ~Tszr

FLUo Y LT R b BTG TN E % FhOaak9p TTLS L

39



SH8/11m

I R

i

03804634. 2

[ 93TE & T WIS~ ¥08—~] |

1o g0 ¥ T /6,

T//“ W 8.~.

1 s

I F T~ H1215~+ poE~| | [[ 0318 [ § ¥ — o¥ieiS~ poa—~]
1’0 $'0 ) N o1 10 50 ¥ ,Swa ot
: . . 00’0 : " . 00’0
e
N 08 5 % ‘ o't 5
g §
D '
. ! S-Oﬂ % )
/ + 00’s
s.m.n 8.*
¥ H
_ 0318 [ & 37 — 9¥121E = voa~] |[[9378 T 5T~ 9pTZIS = 108 =
o1 ‘o go X143 o1 T
’ t'o g'o 2 ot
000 * . 00’0
. X . 00’0
00't “ -ﬂll‘/ w0z 002y
/ o'y <5 00'y}
. NN

H

00°9*
/AVA 009
+ 00°0%

Ll T

0021

Y8 O b9 o W e G0 SO T T QO S F 0 H 9P TTLS

8

40



/111

I R

i

03804634. 2

o/ W

[ofre g — opieLs - e+ [ 9BI'E I~ 9i21s —m- yog—— |
) B d r?\g -“ '—..\g
io G0 2 ot 1’0 50 2 o
00°0 }
000
b 00's )
/ e = - 002
el 002 /’\\“’
/ 00°¢ \\ OO.V
/II\\'M 00's '\ 8.0
00°'§ po's
3/ B H/ ¥
B [981 .mww...m.nw,h.l T otuse | A ] oS T =< IYIZLS ~u- voa—e— |
d NG \g ‘ ¢?\ﬂ.-.-
o c'0 2 ot 0 . g0 -4 ot
00°0
00’0 R
— 00's [T ——— = 0s'0
crusslll). o0‘'t
& e .
002 \\I\ gt
- 00°€ \l\ .
— 00’y I\ oa'z
00'¢
O0'E

o B

O B M Ak / B 5 o R by BT G T QRN ¥ O FvOaK 9V TTLS

6 ¥

41



H10/1105¢

LI VA

i

03804634. 2

0 ST X 294-PE-9YTTIS

€44 9L4¥YVDLDL01304119100VIVIIDIVILVYLDILIVYIILIDVIIIVLIDD
81004

3] J8G DA J| 0J4d Bfy Dy dsy ofy by AT nat nig nen eA) Ayt A9 oIy A ey TS

0zL E&:&B&S 9139V99129¥Y3Iv¥99913919991 G«upuauﬁﬁéu&ﬁﬁﬁu
e T ]

§AJ JAL JAL IoA A9 oA dey nia Oy nig oA Buy Jeg afi By ne L sud DY L A19 J8g- Aj3 Jeg AIg g By Buy dey oy
0e9 1913VI1V111919991 91VI9VOLITIVIOLOVOVLOYILVVOVIL IVIVILLLIDLIVVOSYILIDS 1Y 39915V IL 19OV IVOVID

fon A9 S neNa] UY 04 Jag Uy A1g oug by ujg e eygdig "L\
OhS JLIVOTVILINDLLIIVYIILTLVIILYIVLIYILIILIOVILII1I19VIITOVII0OVOVIVLIINLLD9] <5tuft<u_zoau
o .

usy Jo5 SH Ne N G 847 185 5 BuylsA) e 9| Jeg jop I8 MY Ajg Oug WL fOp O4d OA 85 OJg OfY Ofy Ul Ay 1o
0sh} LVYLOVIVIDLIJLILOYIVYIOVLIILDY 0133401vI21VIOVI19VOVIDLID1IVILOLIVIOLILI3IVIOLIDOVILIVOLY
™™g

1oa ol dsyfAl9 9] oy A oud @) di) neY jox nen e Aig hen stig hp Dly ne BAJ Buy you

09 O1911ViVIPADLLVIOIDVIDLIII1VIDLIL39491139129909403119VIL3IVLEII0I99VILIVFOVILILLOVYIOVYIVOLLD

WEs

ot JJIVVLVVYYVVYVYYVYVVYYYYVYYIDLILI1OVILOVYYLYYILLY LYVYY VIDLLLVIVVIOOLYILYL11199911221112221)

e e 5 08 S i St e e s St P o .o B e e 5 e B e it e e e A

08t J133133431433133V 33331 3I4IIVVYII 1391993911 943¥IIVLIIVIIIVYIVIIIILIIOOVISLLILIOOVYLD11IDILLD

1A
08 k(hu0h<UUhuwduuuwhucquu<uu<uuwu<u<0huuw@o<<<u<u<v<khuku<uh QVYIVYILLIDIVYIVVILD uuuh<wumuu
b g wg ¥ :

(W RWFEH Bk s HNOF L BWHIPIILS

01 &

42



/115

LI VA

i

03804634. 2

VI S F W3 AIITLS

Jag Jag DA YL DA JUL WML A9 U9 Al dit DJy Dy SAJ JAL 24} JOA Ofy S5
sse [VI130191993VI199IVIIVIIIYYII9999 ﬁuéa:h_E<.G<.G»<5<5888 9YVI9491IVLLIVLIILOVIOLD

I0J IHA O31[O ©ad

dsy njg Jog ) Ne 38«53 SIH 18 JAL Ofy L Jeg Jeg Jeg 8A) dsy DA JyL nenj JuL OfY SATHAI9 8AT euyd 847 ujg

oz 1JVDRVS 121VIVILID9VIVY I LILYIDLVIVIIZOVIVIOVII1IILOVY IVILLDLIVILIVIVIIDOVVPIDD VVILLIVVIV IV

24 Jeg ML (DA A9 usy JAL oxgdsy ojf JALJA1D ojf duj g neJes 8K Ajp siH Jag Ui 84 (oA duL[IAL el sy A Jeg
081 [VIVLIOY 1OVL1 91991 VVIVL 1IJ1VDLIVIVINOD 11VDD19VOL L1329V OVVVIDLVIIDVIVIDYVOLDI9IPYLDIVIVYIVLID

7am wa

Ay eyd Dy JAL A9 Jeg DIy SA] SA) Jeg [OA §47 JOA JOG Dy Al9 04d SA] |DA na N9 0ud A19 Jog g Ul na SAY (DA SA]

WILLYIDIVLLID91311299VYYI0LIILY 199YYDLISVI 11099991329vVVYO199139VD1II V991 LIVIOVIILIVVVIL DY
¥o8q [HA 03170

B TE BRI HVNOFE LFHEIVITLS

ITH

43



THMBW(EF)

PRI E (R FIR)A(F)
R (TR AGE)
HAT R E (TR AGE)

FRIRBAA

RHA

IPCH &

CPCH¥S

LR
H AT SOk
S\EREERE

BEX)

REBRERT —FHRAREEZEHST2146 8 R ERE | HERFEX
ARPENSEMENSMHEIREME, cST21461: R BESRERFEML
TREFSLEFRE , HETFITUHFEETFST2146M97= M. ST2146%

FAREEASEEG
CN1317303C
CN03804634.2
FROREHBTUAT
FRDEHBTUAT
BT EHE T LA

REEZLEH
AM T HTE

R-EX4EH
A-M- 22 44 H $5 5

patsnap

AIHUN-1= 2007-05-23

RiEHR 2003-02-20

C07K16/18 A61K47/48 C12N5/20 A61K39/395 GO1N33/574 GO1N33/53 A61K38/00 A61K39/00
A61K49/00 A61P35/00 CO7K16/00 C07K16/30 CO7K16/46 C12N1/15 C12N1/19 C12N1/21 C12N5/10

C12N15/09 C12P21/08

Y10S435/81 CO7K2317/31 CO7K16/18 Y10S435/975 C07K2317/565 A61K2039/505 GO1N33/574

C07K16/30 GO1N2333/78

60/359299 2002-02-26 US

CN1639192A

Espacenet  SIPO

LA ST M2 M R A B AT R R R B 4k



https://share-analytics.zhihuiya.com/view/c7e535eb-6490-48b4-b80f-68f933993869
https://worldwide.espacenet.com/patent/search/family/027766061/publication/CN1317303C?q=CN1317303C
http://epub.sipo.gov.cn/tdcdesc.action?strWhere=CN1317303C

