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1. —FEE ANRPUER T, Rz Z2aREHmRER. i
FI5/E R M RFIRRE, BE8F TITE:
5 (a) ) F 1% 32 44 1 2% 40 B 1 SR AT B0 A 0 3% RS2 AE 8 Ui 4B )
90 LS R B
bR izERABRE— T #BARRRREMLEE, IERNESE
RZEDEF— T HBhA MR R EAL;
(OFlE—BEAZBEE R REERTIINREIR;
10 (d) A% S R HEAT A SR BN 289k £ 48 i
()& R FHImEF= E M PR XM PRI AR E A, R
(OB &R % PiiE.
2. WINFIESR 1 FridiAeE, HAREAE T, Hd 5ixgksgacts
FERZMEI A BREERF5AEES SEQ ID Nos: 2 £ 7Z2D 15%ME
15 FEBRFFI—HE.
3. WALRIE K 1 Brid 7%, BARAEE T, Kz 448 A2K CD152.
4. WRFIER 1 TR, HEEAET, HAoix T #HB4RinE
REMBEE 7T SEQIDNO: 1 RERFF.
5. WRRIER 1 i, HESEET, HPizS2 kg4 i
20  PLERIAEEWEERFEABUKE. BB E ] §8
6. —MESETHEEFBENIUE, EPZBerRAS — THBDAR
PR R SE IBAL AR T 22 A & 4 R SR AL ) ERR A BR
7. —FERIE A Z AR BHRS/EUR RSS2
HINRM T, BEF TITR:
25 QEMHE—ARMKEAR. —oREHA . Bk RIEFE T2 RE
1
(b)¥F % 73 BB R BL B BRIEAL A I A R A28 FF B AR E, B
B—IR &Y
COREE— I REHFANE—BHALFE, 55 —ZERANE
30 FIRE ZEHIAREFE,
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(D ARMEARITEF T ZE—BHAREFE. ZH B HER
B R ZEHAN SRS S RRBFTEED P,
(e)RE TR R Z R EW T ANRMEM R AT 5/REHE
WHIEE; bR
5 OFHZESYEAFREENOEF R T 5/ R ESE R E R E
FeAAE RS BZ AR RO
8. WIRAER 7 FridiTris, HAFMEAT, HFZARMKEMM N
el R
9. WIMFER 7 FTRr A%, HAFMEET, HPizogr#nsise
10 FRIEWFIAEDMRER. FIIEMREER A. EMBERSSUEHEF. 12-
T BRI AR-13- LR L BB PR, LARBMEIE & R FEH .
10. —Fil& NRHAER A E, ZPUETHRAERE FSH, a8
B TIILR:
()RR B TR EAKIBME W B4 5,
15 b)Y AL R N E R RV & RBTUR, 7E RS 5HiZ ik B 40 f 4T
S ] DY 5
(c)INA Epstein-Barr 7 8 T 1% S B 4k B2 40 L ;
(d)5%£ %] EB 7 2R e Z M M B 7= A mT RS2 AR B4R, DU R
()R B(A) = A PUE R F ThEe .
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FERTEMZERRN. o5/
J 16 13 [R50 B9 N SR A4 5 ¥

BRI,
ARPRRT —MEIE T NRFUENTTE, EERTZZEN
PRI FEPUS/ER P R S R

—BE, AYLABEENAREEZEME, TUSHDSF
ER . 24952 EAEHEGS & 14 R AT se &5 40 32 7 BURE I 32 4,
k2595 1%, — AP BBEC R B A R SRR Bl A B A AR A
hEF(agonist). R, ¥—AHYWIIBME R THEAY AR, N
F% % 5 H177 (antagonist. 11 24 — B4t T B —Z W 4E A R T R
B, BECAR 8RR b = el B[R] 57 (inverse agonist).

ANEHE B R RIHAE A &R ERIR T 29, AR RES
J% B (respiratory syncytial virus, RSV)ERESBRLHERF. BARIRKLE
WARSTEMH, BEERNEEREER T OHEREFAHY) 1 E=EERH
&, W WO000/32231. EEEFIZE 5,811,097 5. EEEF|H 5,855,887 5
5XEERE 6,051,227 587 T H/MR CDIS2CRF T MEHKB1IR-4,
CTLA-4)H RIFERIUE, B—¥/DR CD152 5 A% [gGl MEEEAHRE
K. BT CDI52 £ETHAN CD28 H i (costimulation) % 1448 5K ik B 4
HRERE, BEEARBENTRARERAERNIER, o8t
TP BEATEREN ARG, SRRESTEMERE RN, #
T30 kR A K (Leach 5 N, Science 271: 1734, 1996). W “CTLA-4(Hi
)BEWT” FIRESR BT CD152 M M ThEe R puisFENT, Bty n{E
AEHN, BT EEH EMEE PSR R .

WA SHEBHAR CD152 AREBKRFUSNATIER FEHTRETR, Tk
RN EEHRBS. AKBEAFX CDI52 ZEEFARLEE KR EER
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REIHIAERIED FERTE, R &R MRSMAR T X T AHK
PERIFIEILR T RT3, URTET . TR R M S &M A .

R\AE

AR A BT W B R EZ AR e AL RIS N RiE, BFHE
FHRTARAEFEDAT/MREBRNERER; AKkARNRHE—
a5 BRI E, T XRE A CDI52 ZEFIER R EHF
B E bR, HEBRNBLEHTXFFENTA AL, HHHR
2 CDI152 HIZELS=MAMETRKX; dsh, REBEFRME—F T, LI
WATE A Z AR SMA F ] FEHRS5/80R M B F e ik H 20 3 22 T
M AR IR A — A DL fiog 3% TR B A K T B JR R s BB AL BB R A
7, LB SPERMN.

AR EABIFE—MERENZEREIMNIFER . HHFS/ER E )
FIPEBEINN TR, BE5E TS R:

(QREEARMKEAME ., 23BN BB RELA;

(b)Ks 7 RARHE T BB ARIF W FUINAA BB 88 HF B INEARIREE, TE AL
—BEY;

CORBE—EFREXAFNE —BHARERE, 55 -ZBRKHRA
FIRIEE i A B IR A

(A ARMEg RS R T RS —EHAEERRE, 2 ZBRAERR
ERZEN S S REHFRED T

OREZEFERTREVFT ALK EHRATS5/HSUHEE:
P&

OF FH1ZE & DECAR ERMMREFEARETAT)S/80 g
FE e BeAR X 2RI RA .

o, ARB\HE—SRE—FEEANRTER T, HARTHR
Z2HZMAERIAE CDI52 HURAE. FHit, Pl—HiR % e+
AR CD152 PUERIFERZ BRI EAME, B REIHRAE L5
BN TR2ANRTE. EAMATHAEE L EKTEAE =GR A
AR, W: 2H EB RENEFRERTHEARMS UK =ThEH
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(trioma)Zi i, (FHA[KATFIEFFRRER = APk, BUE AT N A & Fh & F
BHTE, FHRAETHAE. BEESMILRARF £,

F, RERARNRET —FHZ IR EZ AN e ANRTE
g, RPBEES:

()FH—TF B BRI IR RB) A KB & 1 B4

(b) LA HR N B ) A B R T B IR AT AR A S B bk R 4

(c)IA EB R#E T izt E4 M,

(d)#iIA EB JREE G40 LB P= AR R HHR R R Bk LR

(OIFIE SR F=EPER G EEIIRE.

EFEEF T HROZAMA—TE(al), HMREARFBR CDS
K CD56"#4iffl. CD8" & CD56" 4 fl I8 KR Al AR AR/ LM A 51HER,
WA A AR E R CD8 & CD56 HARBERXRAM. £— L+, X
SEHATRLERE THER. R, XFTERTERWA)E RN E—HPEK(e),
ER—=trEEARNENEARERELD UREEEMAR BT
1. HAPZHRPUERT R A AR AT EH#ITHIE.

AR F, PLEPHRFURB AN EE Kd EH4 100nM B E /). 4] 30nM
BE/N. 45 10nM BE/N, 20 3nM BE /D, B4y InM BE/DRIPLR; BT
4 1gG Iifk, BAERN IgGl & IgG4.

BRI R R AR e R SRS B pRvEAL R, FlnET]
SIMEREEEE A(concanvalin A, ConA). &7 2 R {E 37 (Pokeweed
mitogen, PWM). 12-— DU % Ag-13- Z BR £k (phorbol 12-myriState 13-
acetate, PMA)REBHRINEHEREMEFE ASEA), DBRIATEHT
F 8 4 I % & (phycohemagglutinin, PHA)ES . A& AR EAE—AE
TR AMARY), ErEE2% a2 sk siiril.
it P 15 B

Bl 1A Rx T ARRE L CDIS2 R4EMFE_RAEEQAREHNE=
MR GEEKEH CDR XEAENALE

Bl 1B 2% T cDNAZERFES 5 L15006, NCBI & H fi% 5 P16410)
MIAZK CD152 RERFII. ES B, REXRBEAXKES.
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CDR1. CDR2 5 CDR3 KUK LA HTHEER .

& 2A. 2B 5 2C 4 5i#5iA A2 CD152 1 CDR1 S X KB K H
LM EREATRetE. B 2D, 2E 5 2F 45k CDR2 S5HEX K
K. FER M S R R

B 2G. 2H 5 21 4 5I#id CDR3 SHEXKHAME. #ETstE5%R
EATRetE. FEYX$e CDR RBIX, HEERTIERSRT T H. #ikinmn
H BT TR R ER A R I B 45 4

3 £7~8 PHA RIBEHIAZ PBMC 44005 AT (MK R NS
. B 3A. 3B. 3C. 3D 5 3E 4354 PHA BHMURIE(1.25+ 5 & 20 1 /ml).
1.25 1 g/ml PHA ££BEAZ B CD80(0.2+ 1 & 5 1n g/ml). Hi-CDR1. $i-CDR2
K Hi-CDR3 Huf8(0.1. 1 & 100 g/mD)FFBHILER.

EARSEitT 3\

BrAERFIRY, KRBT R KR E R X

ARG EER 0 THRLED, PlunZhER;

A RIEE MM SR RN AN N E H

TENRFUBRTE— BN T E ARFI;

B B (naive) NSRBI RIERBE THAGURKIA,  H MR AT 1E A %
BB FARYE, B R B IR A B PUR MBI GULE, ALK
HRAKBREE HEEEFEKNBMA, H HY JiAMR AN U
TR BRI ARSI R E T IURRIBIE, ARz
] MEM 7 ATk, R EGREE YAk B SURED AT,

RS 5 A S R AR RSN B4 RS AR, LB AR E B A B
KIgUE RN, KIESRKFRESRESVAEE, KEF T 45 B
BT IR R E AL AR, RIS AR S R B LS i A

1697 BUECE B BB T R O 22 8 18 /D BH BR R B s 22 L RUIEAR,
BRI/ BE T IR BL A ERE

TR B B EE SRR R B FR R U — A BRI B SR B 2, K
T, BRJERWE R K RRUE B REIR/E SR, BEE R/ B R GLAL £
R,
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AMERE —AFNEL XA, UPERGIT RS E—
KRS, —8RERIEE URRRE0H BB R BSR4
hE;

MR Z—EERT 55— RRKEK A 4R SR R B A
BRARBL R & R

PR — B R ERZ R 1F H BRI — B [R50

R R TE— A, HP AR R T U EF AT & AR
IS4

ZTHE R IEM A A EE NG & 2R E R R A £ R
FIRKBM LR R PEEERER TR LR

AR R MEBRFOARE D, —HEERIK,
BY. WL R MWK EMAR. RS ERIEL,

EYIHARIEHEVEZNE WS Y EYIBIEY P SE 2 B
Z

AR\ BEHDARY, BEEREERG I — ST HE,
FEEHAF L ERBFBRER . EREARKAARDTE, FEERDT/
PREE SEFRSG . MEFRBSRUSAEE, AT H R .
MR EEEHERES.

Py EAEZNER RN, TOAEE. FEREREM
KL R AE SR S BAABEN . B, AERI A RO
TRTERTENER) A AL BR. &R, DR RE. B
B FR. R, SER(EARBAELENS). SHEW 0% EER/ D
HPUERE .. REERRRE. F L TEERNREFLN,

BEREMKNFELEG BN, FEE. B, LB, HER.
TR BT AA RS, BEERSS . BB EE. RERM. R, RS, MR
YR RLBWELE . FHER. TEK. R, FEFEER. FAN
AEETE: EEFGIME AR, BIRRELEY W RER,; FAHRK
BEN; PIRFIMPE-SRERERE; Hwr: URIERA. £&H
LRI B B D9 SN B R PO . RREER B BOLE M R
HARMAMBARFHR .
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AR AFTAERRBAATETEE AL D IREES 4625, B KEB(5
a0 PBS). @HIAWREER . KEBUHERE, REWEMAR, HEFW
TR EKRM. X, M. BFFm. SEEm, UUERFRSE
Pz rtEE. ARPANECERR, FALTFERAXKE
(Remington’s Pharmaceutical Science).

THTER R 2 RN A K RIEHE, JEMCHRMBAKRBETEB ., #lw,
R FTIREE X H e CD28 ZAREE K ik A A K&t CD28 7 &!(CD28i).
AHERKFEBMERICOS). B 5 T MEARERMERBTLA)KFEF4
FET-EA-1(PD-1). F#EH, FANATHERGRER, SFESTEE.
G-EHEEXE. REREMEEZEEERZHETFE.

i%“ :
ZRAMBBEERTS
FERK KERTF SEQ ID NO
TT N'-QYIKANSKFIGITEL-C' 1
CDRI(ext) N-EYASPGKATEVRVTV-C' 2
CDR2(ext) N'-AATYMMGNELTFLDD-C' 3
CDR3(ext) N-KVELMYPPPYYLGIG-C' 4
TT-CDRI(ext) N’-QYIKANSKFIGITELEYASPGK 5
ATEVRVTV-C'
TT-CDR2.(ext) N'-QYIKANSKFIGITELAATYMM 6
GNELTFLDD-C'
TT-CDR3(ext) N'-QYIKANSKFIGITELKVELMY 7

PPPYYLGIG-C'

SEHEG—. FERKPUR B &

A CDI152 ZEHBAEEWELTE 1A, FF&T A CDI5S2 HEE
BRFZIFFE 1B. HESRIZEABH %N, CDR3 XE5XRA CD8o
K CD86 Fithz A EEXRBEEFETNEY . HIIEE SR, 7T CDRI
X BAEREFFE CD80/CD86 1FMMIAE. MM, CDR2 KPR
S5 HLHI 2 440 W AR SE BT

MESIRAIGEZARCEONDE, ITHEENBRLMEER
IIE MR HO%e . Bk, CDRI. CDR2 5 CDR3 XM=& RFFI%ER T
RLLRIEE R REIR. b, KB CDR MIAE S UM &I itR
REFMERX . FA-FRRER, HHREREHFERbuE, Wtk
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BERK DA I 1 & H ) 5 #1X (accessible region). AR GMX ARET S
HISMU ML, BT XX RS KRR A, WA% T, T
JEMNTER GeneWork®3K £4£(IntelliGenetics) 7 375 7K 11 45 & LA v 1€ FEC T
. s ERE AT BEME IR GeneWork®THE, T CDR Fif X s 0
BRI RS H(E 2).

ZIEEFEBMES CDR KA TEEHGXER “HB” P,
HEERMAE N 830-844(SEQID NO: 1),

LR . i CD152 ARHUEKFA

&R MEIEE 2 HIV-1/2. HTLV-VII. HCV. HbsAg i AT,
FEEEEENARBRESBALDNME, KETHRMBRESES SGMEH
(68, ). A SE 4 REBMC)LLZ & 5.0 (400xg) /7 257
BT Ficoll-Paque(Amersham Biosiences); #iipE /5 LA PBS ¥ElRMIRIF LA
100xg B /LUER

Fr18 PBMC E5ELL CD45RO MACS M EE(Miltenyi Biotec)i#t 4T #itn
5, BELL VarioMACS(Miltenyi Biotec)#1T 485 . FERINRE /5, 1540 @
A BER, HETFBAKANE L. BREEKERT"ERNET.
B EARSEETEEAFFEEARFEAR. EEREGERE, o
RHM. IR CD4SROTMMLL 100xg B.OEUBIFLBIER . K
CD45RO'T-A i o5 T AL F M+, HEEN 2x10° 4 f/mL RPMI-
1640(HyQ™, HyClone), F#M7 1x JELFHER(Life Technologies). 10
% ANKIME. 50 0 m/ml K KEE/F M FEE (China Chemical &
Pharmaceutical). 50 u M 2-ZFZBEE K& 10 1 g/ml € ¥ /& il 7 RAC 257
(PWM, Sigma). 3% 24 /NS, HLL 400xg BOHBH. BE, &
& _EEW L& CD45ROT- %E@Eﬁﬁ[ﬂ? LA 0.45mm B JEHT-20
CHRIGIET -

¥ PBMC VARG =Mk rirss, ks Sk
R, BAREBHIEMERE S ER2KI/NR CD8 541 CD56 Hiik(Miltenyi
Biotech)H VAR & o 20 BB M40 B 2 B 1 PBMC TR — S B 5
EHATREER: VISR ER, REBARERT S 10nM BRTTURE
Bi# 2k 6 K, JFEN TT-CDRI gy» TT-CDR2,5 TT-CDR3 oy T4 50 1 M2-

10
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LHETEE. 10% M EFEWARMIE. 0.05ng/mirIL2(Calbiochem) & 25 %
(v/v)CD4SRO'T g B AR F, ZE 5 7 RUWER 9] 2% 5 % 40 B 7+ LA 40 % Ficoll-
Paque B0y SR FRBERN, ¥ 3X100 MMESERGURRES TS
S5l 51 g/ml #) CD40L(CD154, Vinci-Biochem)[® ERR&R KM, B
BH 5% AEKME. 50uM 2-ZEGEER 10 nM KPR B HRERF
2P 3-5 K.

A IE I PR S5 UL BB SR B R B 107 MBI TF 37C 5
FF 2 /PEY, DL 1ml 5 EB R R EIEWORAT B&F, th EEWIE 8774 EB
¥ 25 B R 4 R Bk B95-8(ATCC CRL 1612). BRI LL 105/FLA0 %
EMT 96 FLEHIMALNEE (Kyowa Hakko Kogyo)Zb ¥ ] PBMC LL{E
R IR (10YFL). ‘

ikt —1H ELISA FI3H/T, HATZEER TLL 1u g/ml BHK 4RI
FIEE 40 A\ 2K CD152(CTLA-4)-mulg & 2 H(Ancell Corporation). 11 g/ml
B R IgG2a(Ancell). 101 g/FLHI4 s F & F(BSA, Sigma)Zk Bl
A5 FH(ADImmune Corporation)fF WG E THEWER. KiEFEM LE
WL 0.5 M A4 & 0.1% Tween-20 ) 10mM BEESHA 29K, pH 8.0 %%
BEFKRE. RENREEURBRNEFRE LEBRSETESR, BERE
PLIT EALEE b7 2 B WL EHAEFER A ZE 1gG(Zymed Laboratories), FF A 100
p 1 B JEE RS- Z(OPD, Sigma)Ef 15 min; 30in FIIA 1M iR
ZIFR R, F 490nm WRIL(E FHIELE R,

PL_EREZA ELISA il EB 7 8B4 199k 40 B BT R o] BB ) $t-
CD152 Hitk. BITEMCARN T —HRBERENRS, LTS
FREHEAT: (a)E4H A CDI152-mulg BiAEAR OD HE/DHHEEXTE
41 OD ERIHRE; MLEROG)RMERER)>2, HA RI=[ODcpisym— OD
segezsmian cpis2-mulg) [OD g2 15620~ OD e s w2 1g62a] 0

EHEARNALET LRI 2R, WKER EER, HL
ELISA &8 RFrualh LLE—FS 3 %T. CDR X B BI#AA 2 FH A 5
BRI#4T ELISA £HF RN, XEFFIALURERBIEREF R HRT.

SEHBI = BPL CD152 HuiEfIEe 7 LUFs R 48 IR 1= R 40 f oAk 3F
HRAR A R

11
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AFEPL-CD152 AERTAEGE SN ER A Z2H S B ERAEAN T —%
e AT A R T 4 ZE(Rapp Polymere GmbH). & — P& AR Hi-
CD152 Hiik5RAAEMRAKRIFEF CDSO MZGHEZEMA, BT A AL
B sMEY MR RBE A REK K PBMC B5F. MEMS, #

5 & PIRK 96 FLMERERFMA S0u 1 1L MEZER10°N4IR). 601l
4 PHA BFECEFRMBKAZKEN 1250 g/ml, Amersham Biosciences
AB). 40ul BEM#HF K 501 RPMI-1640 ¥3ER, HEH-CDIS2 Hifk
SEAAR A CD80-mulg flAE H(Ancel WREIERIH 02 £ 5u g/ml,
£ CD80 R M, A Sugml th2EH /MR IgGa(Southern

10 Biotechnology Assocetes)ARMERZEXEXM NS . FFHRM AN 200 v
l. 85T 37CH) 5%CO, BB EFIX 96h. FEWLERRT 204 /Y, FRAL
I 50u1 & 051 Ci BISRACHRRRERE )35 55 2£(TRA 306, Amersham,
FrE g 2 Ci/mol). NIKIEAT4IERE & ¥ H3) % EWE S (PHD,
Cambridge Technology Inc. )& EFr4:. 4SS -& [*H]- M IR M BE 1Y PR € 2

15 L LKB ¥RAKKRSRE BT IH 8. R L3 sr T, AR R (Trypan
blue) R FIFHITHMFAEERNE. #HITHRN=ZEEHER, HU=ZFK
HEME#ITIEE

PHMEABRIAT- T ot ML 200xg BL, BEEFTIKAR 80
BRI HRIZNESREHIRAFEE 1x10%ml. HHAMEEHRT 4CED

20 30min. PHE[E E MRS E.0HF T | ml BYLTABEPL, Sigma)ZF)(PBS
0.15M pH7.4. 0.1% Triton X-100. 0.1mM EDTA —#%%k. 50 u g/m]l RNase A
K 501 g/ml P HITHBEF. BFATER T ERREER ST, HT 24
/NEF AT . ARZ A E DNA B LIBUE AR 4L & FACScan 4 fE{XEC
4 Lysis H software(Becton Dicknson)#R €. HAT-40 A v = F R A

25 FLCII BRUL R IE 8 5 BIRXNE DNA B4 tt.

RA—FH-CD152 PARPUE, DIREXEEAE PHA FHILTX
ANETHREMINA, R £ T EA RS S AMRAT(E 3A). 2B K CD8O
Frifs R4 BRI T H R MR E1E HEH K 10(B 3B). K, & CDR3
AR S B SR BT i R UL TR 5| R BRI RSB T T R 4L, IO A A

30 T HHAFNEMSE(E 3E). CDRI1 R RIARG AR RIEIEA R ERERK, BE

12
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5242 PHA 3K E) K40 BB T-(& 3C). 24 PHA &1L PBMC #4 5 CDR2
BRARGEREFN, IRZISEHEBRERNMESHER, B PHA
ER A RIE T e 22 FR(E 3D). H$i-CDR2 % & I 40 B s AL B i
CD152 KRB E R LT sng/ml IL-2 BB, HiEARIET-40 il
s AREWIMEHEERED, HAREWRERNLS ARATERZIEB/NE).
FREREGINRAN T T EHBATMEFIME, 4K 8T £ KB
B 5L RiEERTRE TR A, TIEMNRT LR SEmEs) .

13
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<110>

<120>

<130>

<160>

<170>

<210>
211>
212>
213>

<220>
221>
<222>

<300>
<301>

<302>
<306>
307>
<313>

<400>

Fo3l X

Chin, Li-Te
Hsu, Shu—Ching

BAEHREM. FIER [ P E AR A SE 77 %

P7226/0600

PatentIn version 3.3

1

15

PRT
BlREE

PERK
(1).. (15)

Stephane Demotz, Antonio Lanzavecchia, Ulrich Eisel, Heiner
Niemann, Christian Widmann, and Giampietro Corradin

R 2 F DR-PRHIHI T 4 M PR ¥R e B AL

394-402

1989-01-15

(1).. (15

1

Gln Tyr Ile Lys Ala Asn Ser Lys Phe Ile Gly Ile Thr Glu Leu

1

<210>
211>
212>
213>

<220>

5 10 15

2

15

PRT
FRA

14
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<221> PR
222> (1)..(19)

<400> 2

Glu Tyr Ala Ser Pro Gly Lys Ala Thr Glu Val Arg Val Thr Val
1 5 10 15

<210> 3
211> 15
<212> PRT
213> HAA

<2205
221> AL
<222> (1)..(15)

<400> 3

Ala Ala Thr Tyr Met Met Gly Asn Glu Leu Thr Phe Leu Asp Asp
1 5 10 15

<210> 4
<211> 15
<212> PRT

213> HAA

<220>
221> PRk

<222> (1)..(15)
<400> 4
Lys Val Glu Leu Met Tyr Pro Pro Pro Tyr Tyr Leu Gly Ile Gly

1 5 10 15

<210> 5
<211> 30
<212> PRT

15
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213> ALEK

<220>
<223> &AL CDR BERKIF A T4 & A0 & PUR 8 BRALLUE#R B B MR “TT” 751,

<220>

221> MR
222> (1).. (30)

<400> 5
Gln Tyr Ile Lys Ala Asn Ser Lys Phe Ile Gly Ile Thr Glu Leu Glu

1 5 10 15

Tyr Ala Ser Pro Gly Lys Ala Thr Glu Val Arg Val Thr Val
20 25 30

<210> 6

211> 30

<212> PRT
213> AITER

<220>

<223> &R CDR BERKFF F il &40 & MHUR o B0 UERIR B AT KRS “TT” 731,

<220>

<221> R

<222> (1).. (30)

<400> 6

Gln Tyr Ile Lys Ala Asn Ser Lys Phe Ile Gly Ile Thr Glu Leu Ala
1 5 10 15

Ala Thr Tyr Met Met Gly Asn Glu Leu Thr Phe Leu Asp Asp
20 25 30

210> 7
<211> 30
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<212> PRT
213> ATIER

<220>
<223> &R CDR RERKFF T 1 & A8 & RIPUR GRE R AL LUE IR BB RIRE “TT” JF51,

<220>

221>  RERK
<222> (1).. (30)

<400> 7

Gln Tyr Ile Lys Ala Asn Ser Lys Phe Ile Gly Ile Thr Glu Leu Lys
1 5 10 15

Val Glu Leu Met Tyr Pro Pro Pro Tyr Tyr Leu Gly Ile Gly
20 25 30

<210> 8
211> 223
<212> PRT

213> BARRA

<2205

221>  JERK
<222> (1)..(223)

<300>

<308> P16410

<309> 2004-03-15

<313> (1)..(223)

<400> 8

Met Ala Cys Leu Gly Phe Gln Arg His Lys Ala Gln Leu Asn Leu Ala
1 5 10 15

Thr Arg Thr Trp Pro Cys Thr Leu Leu Phe Phe Leu Leu Phe Ile Pro
20 25 30
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o H15/161

Val Phe

Ser Ser
50

Lys Ala
65

Val Thr

Phe Leu

Asn Leu

Cys Lys

130

Asn Gly

145

Asp Phe

Tyr Ser

Arg Ser

Cys

35

Arg

Thr

Glu

Asp

Thr

115

Val

Thr

Leu

Phe

Pro
195

Lys

Gly

Glu

Val

Asp

100

Ile

Glu

Gln

Leu

Leu

180

Leu

Ala

Ile

Val

Cys

85

Ser

Gln

Leu

Ile

Trp

165

Leu

Thr

Met

Ala

Arg

70

Ala

Ile

Gly

Met

Tyr

150

Ile

Thr

Thr

His

Ser

55

Val

Ala

Cys

Leu

Tyr

135

Val

Leu

Ala

Gly

Val

40

Phe

Thr

Thr

Thr

Arg

120

Pro

Ile

Ala

Val

Val
200

Ala Gln

Val Cys

Val Leu

Tyr Met
90

Gly Thr
105

Ala Met

Pro Pro

Asp Pro

Ala Val
170

Ser Leu
185

Tyr Val

Pro Ala Val

Glu

Arg

75

Met

Ser

Asp

Tyr

Glu

155

Ser

Ser

Lys

18

Tyr

60

Gln

Gly

Ser

Thr

Tyr

140

Pro

Ser

Lys

Met

45

Ala

Ala

Asn

Gly

Gly

125

Leu

Cys

Gly

Met

Pro
205

Val

Ser

Asp

Glu

Asn

110

Leu

Gly

Pro

Leu

Leu

180

Pro

Leu

Pro

Ser

Leu

95

Gln

Tyr

Ile

Asp

Phe

175

Lys

Thr

Ala

Gly

Gln

80

Thr

Val

Ile

Gly

Ser

160

Phe

Lys

Glu
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Pro Glu Cys Glu Lys Gln Phe Gln Pro Tyr Phe Ile Pro Ile Asn
210 215 220

19



200410079889. 3 e B FH M

F1/4m

CDR1

CDR2\>
cm\

AR5 ER 5

00000000000 00000:00000000000

Ikl |
UKL
K 0000000000000

000000000004 9000
YRR R A
25
RAERS

COOH

[E 1A

20



$2/4m1

I R

i

200410079889. 3

a1 Bl

£77 N1d IdAdDL0MI0 IdILAdWMIAA 0z

00z ADLLIASHEMM TANMSTSAVLT 14SA44TOSS AVVIIMT14d SAdOd3dAIA 4y
* *

06, AIDLONDIDT AAdddANTIA MOIATOLANY HTODLLINAD NOSSLOLIIS 1oy

00, QAN4LT1INOW WALVYVYOAILIA OSAVOHTIALA HAILVYAOLSY AJOALSVIOY g

06 SSYIAAVADV AHWVYMOHAd] 4714477L0d MLYLVINTOV MHAO4OTOVIN 4

21



200410079889. 3 L L H3/4

- D D
| CDR1 | ' CDR3 |
QFVCEYASPGKATEVRVTVLRQ QVTEVCAATYMMGNELTFLDDSICTGTS LchKVEL“VPPPYYLGlGNGTQl(V
50 IIAN NN NI EEEEEEN) 15 1P tityed)getignegetidiyiptl 150 LLLbb ettt ittty Lyl
10 A 100 " -
° L
501 A 50|
A
-5
\/J' 0 0
-10 A - D -50
50 500 500
40 ’—//-\\1 400 NV 400
30 300 300
20 200 200] -
10 100 100} | H
oum........m.&l_u_ 0“L““”“”““““E;l“ 0 ||L!UUJH|HH||||11L111

-100 IJ

I\] \ 1504 -150 Av/

oo 1 A VA e W

-200 -200 -200

22



200410079889. 3

W B W Ha/4m

’\A
£
wE
@
=%
g
I N
— >
S .
M BE (gl
Eg
CE 4

1200
10000
8000
6000,
4000
2000
0-

101
201
301
401

501 B

= .

60

2000
18000
16000
14000
12000
10000
8000
6000
4000
2000
01

10
201
30
401

501 D

=5

60

® 3

1200
10000
8000
6000
4000;
2000;

101
201
301
401
501

g

1200
100004
8000

6000; -

4000
2000
0-

10
20

401
50

60

1200
10000
8000;
6000,
4000

20007

O'-
10
201
30
40
501

60

23




patsnap

FRBHORF) HEEFEWZEBEFR. FRHS/EREHEFHARRESZE
DN (E)S CN1752106A N (E)H 2006-03-29
HiES CN200410079889.3 HiEH 2004-09-24

FRIRBE(EFR)AGE) =UE

RE
R (ERR)AGE) EE
RE
LA REFERAAGE) £IE
FRE
[FR1& B A EE
FRE
EBA &uE
RE
IPCH K& C07K16/18 A61K39/395 A61P11/00 A61P31/12 C12N5/08 GO1N33/53
REAGR) A
H {3 FF 30k CN100491398C
SNEBEEE Espacenet  SIPO
ESEE) CDRA1

HAERT ARMBAREE ; 2RABEAHZENAKCDIS2 , 35

=D B 5| RPAESMEN BRI, REHER SHEFACDR1, CDR2
5CDR3X#, ; ARATFDIE —MEIATENZENEADEF. BEHH
S/ R ahER A EZ R 5.

HRRashER S

ARARXT U BEENENERZERRBEH NS ZENZ 4L CDR?N
HEF., FRAERAMREANGE ; ReMERRITEREEER , T CDRS%


https://share-analytics.zhihuiya.com/view/aaaa943f-75eb-4774-b8cf-705d6b6506ad
https://worldwide.espacenet.com/patent/search/family/036679118/publication/CN1752106A?q=CN1752106A
http://epub.sipo.gov.cn/tdcdesc.action?strWhere=CN1752106

