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Lo —Ff N URPUE A KE 25 R g BB IR B, SLRRAEAE T, 8 N IR PR, &Pk n] 242
DX LA HE BN LR DR B 1E E X, PR B A Th A A A R R ) bR R R ]
AR X AN B R AR X S IR 7 41 A1 3 HP SEQID NO <2 FlT 4 iR

2. MRABRBRNESK 1 PTik 9 ANJE B A I EE 28 B e B HUR B, HRREAE T, Tl B i 1)
T2 DX AU e e BR R [ SR SR RE 0 P e X A (R AT — Rl s e rp BT FE B E X 2 AR
TG+ TgM. TgA TgF 5k TgD [¥E 72 X s FTd AR HEE 52 X 2 ARG BRER 1R BE « 50 A 1)
TEE X

3. YRR EE SR 1 TR () N IR HURE A B 25 B S R B AR B IR AT AR X IR 2 R 7 41 R %
B4, HARFIEAE T, SR H0 a7 )38 i) SEQ ID NO 6 1 8 s

A — PP TBUOREE SR IR I N IR BT AR 25 5 s B B4 B (1) 4% 7 v, HRFEAE T,
SCALHER FH S R 20 AR 5 VR Bk 2 B T 128 il 28 R AR 7= iR oAk s b, R 2
PRI T 20 52 A1) 7 Ve il 4% B0 4 AL BUR S R S B 5 7 41 40 A 5B BUIRES R R AR B AR 1
s CE— DM EEMRABUE P, BPUAIERRIE D KEH TP PR EE T+
BN RIS PRI B alitl F 3R ISP & MR E B 0T o

5. MR ELSK 4 Frik I8 NYRBTRE AT A EG 25 BRSO R AR B (1 i) 45 5 7%, SLRREAE T, P
TR BT AAR T PR 1) 008 B A A TR 28 1 sl T3 28R L Bl ) P S TR P 23 AR i 3 3 FH A B BTk
PUARSE R R IE A N — DN EER R G 8 Erh iR IE, HhAE i R4 s a3
VI SAE ) B AN D 40 AR 41 R BRI BE s iZ sl R SR B ) .

6. ARAR BRI EE K 4 Frik BN IRHUI AT A EE 25 58 e B HLAR B (145 75 v, SLRFIEAE T, 38
BRI BT & O S LR R IR Y741

7. AUCRESK 1 Tk ) NSO ARG 2= R e B DL A4 B A il £ TR A AU B I g 24
IR

8. AR 1 Pl (8 N YRPUA A ARG 22 5 e B P A B 71 i) 2% A A% DA 4H B I L 1R 12 T o
IR A .
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N IREUK 5 X\ 55 25 B2 ve B A RO 45 0 b A

— F AR s
[0001] A& BHE K —Fh NI B Pemidn e 52 R s PRl & AN 2 HiEH N
2003 4F 12 H 30 H, THHiE 5 4 2003101221874 1143 & H118

—EHEEA

[0002] AR A XA — i E A AR BT S % P 5 LA I T ELAE T 38R iy (1) 50 o B
P AT BT A7 A0 T 338, KR, BRAB S5 A, IR 75 5 BB B, dn— eIt oM » i Lo A 22
JUIS Ry G4 56 S I e N A o 2 AR AT R IR e 2 i, T8 LR 224G BRI DR, B 7E N
RN KB BT IR 25 A AT 25 0 o B IR A A o 28 40 g o) A i B 4 3 . At
ToHREIE 0% L L, BR—HEA R g b, 2RISR B ZL A 200K, 5 AR A
BRI DS o 2 ANBEIRIS R BB AT B i bR T BRI 1R Y O R Sl e N 35, A
B 2 CoRA S IR0 N A, ME—A 38067 T 15 e A U B 2= P ik . B
5 B 2 BTG 5 55 22 AT A RS R I A 5 38 0, W Bk e BRAR RSN A A A% AT BASE
AT RS DR AR o AH H T P2 v B A R 28N e U T 5 S50 A IR T e 4% )
DUAAR R W35 3

[0003]  H a7 FE A Filfa R PLak 06 a8 2 PR sy ( 3220 5 Pt
WEEFEPUMIGE ) o sIRBUIIEE 0 AR R PR, 25 S5 R AR B v, 7 E it
B A DB R 20% —30% o BE AT [, MURHE I Wm S 2l R 5 T i
RN, I IE ARG 00— B R e 5 5 b, R R AR o BRI A ™ i me £ 7
IR T EE IR R 20 e Al A 1) I8 0 55 55 2005 Gt AR B R 28 IR 20 4 A 45 A JE Y
OB AR 22 B8 e B PR R 2 A AR R IR B, DRI I MURR A _ v IR 7 3 IR A e 1t vis 1 7™
O N TR PRI LR AT B 1) 9 B9 Gt B fe 2

[0004] 7 FH £ 2 1 48 Jf fil 5 4 A 4R I8 P A 3R IR X, R A 5 I 2% A8 98 B R T
N = NAAS IR A v TG EE RS o H i BT — 75 T A BR1 h AN B B AR R S i 10 A e
0, A A - AZASR IR AT 2, F AR BT B AR I . 55— J5 i A R4 e
AR 22 4 P R B0 9 5, — LR U X e B mT LA EE B BT S, AN I AR
PTG R AT R AN A o W SRR BIARAR 2D IR, 43 2 300X ST A 1) K 40 M AL 3R AR
70Ny IR A BETY R S A AT 1 U o BT A AR = B R A AR 2D — 8 73, B RAR ™, dX 4
PR 22 38 15 B8 FH 24 AT 98 B2 A BB TR IR 48 R AR HE ST

[0005] S Ah—RPHIEDLIARR i AR ZE R TR R . R TREPUR XK EA DA, &
SEAETE PN RBUIR 16 FER 454 5 ThBE R FERE b, B DNA S4B RAEFE K SE XA
Iy FRMT O AU buik . 5 TREBURER R T RARPUA IR S PERI AR s 1, 3
Al DA DAL A = H AR IE B T PR 2 i 7= o, BT 2 N M .

[0006]  ¥ZA-{H G b Ol sh i i 22 Pl IR R TREDUAK, B0 38 LRI BE AR A, B A B & BT
& (chimeric antibody, BIEF N TgG X 5 8 BT P A8 X AHEE £, i 72 Rl —Pi ik 7+
HE A A FERERIE AR B ), U BLE (reshapingantibody) ZRFR A A JEAL LA
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(humanized antibody, RN A idE— 5k /b Gl -G Hi ik YRR S 1B 1 Sz N, # fil G P g
Hh R AT AR X gE R — 0 0o ) s AJEPUIR (human antibody, B AR H G P24 KBIA) 25,
Horp NJEDUA T2 100% 2k B ARZER, AN S AT HMRIE , PRI 25 AR H AN 2xig
BN, il & TR N o

[0007]  HrfAR AR X Ho i KA H 2 17 41 A B w22 DX IR R 456 e A, 1 o i
NRALRITINABA YRS GFRE. PUATI R X EH N 43 I E 22X (framework region,
FR) FlH #p 7B X (complementary determining region, CDR, HHEEIERR 4 E 24-34,
50-56,89-97, EHEEH 31-37,50-65,95-102) » HiF H CR K 54 4. HAR 3
SER, 1% 7 AR R P A SR AT IR A Bk 5 IR A PUR M S G RE . RPERX — A
AN - B & DLk ek CDR BAE D114 (CDR-grafted Ab) o iZH A ALK WIFEHLIA K] CDR
JE 5 B A AR N IEPUARFH NI CDR J741), HH I OE H i S 2 R 741 K &
A ARASIHOR 5 A B AR BRI ZhBg .

[o008] I FHFEER TREEEAR A N k& HLR A AN IS HLIA (humanizedantibody) f$E
AR B, =i Ol 124 T IR B 22 8 SR T 5 v B Hi A, (HHmT BT A 5 1 &2 )R A
SN S PR T e AR IR G N o ) ZE DR R A8 R AR = 5E A N JRBLAR (JRRI A5
MNFER) ST E— IO AR M FAR SRR T Wil 3543 e IA B IR BE ) 2%
KA B B AT IRTS e R IA PR ICEE 1 BE PR BASE 6 —Ff 7 piZ e AP I o A2 7 P e
LRI B bk EL40 BBk Ik R, AR B AR WNPLiR 7% (phage antibody library) . i%i%&%
NI 440 255 R P 1) 4 e A 2 R e P TR it pT 1R 40 7 e L 2R PR ) B, (iR R B S
A1 e Rl 7[R I 2 TR 7 6 oA PR FIORE V) 2 1T o PRI, 3R R A [ s AL B i, it mT LA
AP AAR FE Hh i 22E H SR T A R R BT A B S s B R T o (HL vk B R I R a2 L I
IR PR ISR AN &, B3N IR IR E A K. IR R M IR 4 B i i A 2%
PRI JE 2t HE R Pe AR B AT AR R P Ad, R 220 SR #iom 5| & LR 58728, 53R 456 5%
G5 BARTIE VIR I RE . o) — FRA NI DU TE R i BUR 7 572 20 /D U 2R AL, A
IR DU 3EH N NS I 4005 2R E bR il BT RTR &, AR A2 = B )
AR MBI R, N RSB SER

[0009] Ptk THEMHEAEHKZENEERRGD, FIMNEER M RE ., ©aREiNE
FEERI IR v 8, B 5%, B8, N T, RRIE W o B A S 7 o FEPR TR SRR R 4em] LUy
NIREAMEZRIERG . SeBPURE A BRI & B 5L, A BRI RAIITRIE.
HIRIERGATEWERE, 1Y), B2 R4, PRSI RAR KRG modi &
WP RIS, B IZ RELRER L W& AR 5 AR 562 — 8 X S HUAR T IE
PRI AR 25 22, DR AN IE BB 2540 IO DR B 2 — S A R AR Th e ( anfMARBTS 7R 2
M), FET G O U N B, — Se T R RS H 6 5 Ay B BRE i P B R A A AT
LB RS . I SR IR IE BRI AT AR X R4y, ) 7] FH % R 4e, LL andll gk ik .
[0010] I N FLEN W R Ge R IETT CALE 40 MO /K P24 T, Lo an AN (08 B8 8 40 e, 7R ] JE ik
I BT oSS E K BUARIE R NS O 40 i, 45 5o I3 B A sl Rk v
BEIPLR, HE MDY a s i K sk i ok o 1238 B T KBRS R 40 e ) Tk Ak
Bgt, BAIR K ATl 5.

[oo11]  dEAFRBhS: O JLIR A <& A& NIRPUAE G AT 3 5 s BRI HoE . HIX
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LR A I B RE SN RS, EAR TP AR RIS AT b AR s,
B AR IRl 2 AR FAE R B ML IT A (R I N IR DTS i 32 B B A . g
FBTFREDEAT KA = 1) =y RO AR A W g 5 AR AR v BT R4S 7 AATTIBSR 7 1
DU P RTER 22 ROy, R R A (K . AT RO seh s = b4 A
W R IE. DU PR R N RE ) AR AL A G JUE IR o TR 2 224 AATIE
B AR SR AT IR T HUR R o DR i 2R RS it AR SR A2 L3 i AN e SRR L
R, FLE AR AT HULEY .

[0012]  RRLHURIITIEA BT BE S 2R KA R R IR H RTRIE L 1 pr A s sl ds
WGEE DU 5 80 I BEIREUAE = DU I 40 M (0 b — 8 7, B 22—/ Al o3, DAL i i a2k
R DA O LIRS o 2B B IF (5, DLERAS Al i A= BUAR B 2 48 g, Mt
B v B 22 L R R DU S IR LR

= RBEARAE

[0013] AR BH) T2 H KR T e IRIRA 7 S AR R E il sl g, 1 S 45— Rl N UR IIPe 45
0 R 27 NS B T VA SR = o S B e B S D PR S D S 707 N O B e R )= 7
W PLNE (FEB RSP ERZIUE ) , MBS E AN NMER R PUR
2 o 5 AR N, B8 R P IR, R £ s s R A I AR S T AR IR K,
AT T3 A 72 i R AR VR 1T AR P 20 AL ) T 7 S5 2R TS Y BTSRRI C

[0014] AR BAM H B/ H LA N EOR 7 E 5

[0015] AR BH A URPUAT KB 25 B e BBk B, JRpAEAE 1, HO8 AJRPUIA, s HuiAw]
5 DX AR BT FE BN AR DUAR R 1E E X, i PR B R R A B 2L IR D, b Piig
AR X AR A2 1 R IERRT A 2 F 4 Fros

[0016] A/ BHGm AL BRI EL R 1 Pl (NSRBI E 25 B g BE DU IR B I m] AR [X [ 2 S 1R
FEHIRL RT3, FORFEAE T, AR 7 F w7416 1 )74 6 F 8 ik

[0017]  FIARM AR TS 2 B e BBk B, FLRFIELE T, Hrikn] 48 X = 25 1R 7 1) 4
15 ik ) 8027 91 ) R R P SAEAY) s Fe IR R P A PR n] A2 X R 2 ZE R e 1) L[] & 1
LB PR Z FE R 7511 80 %6 B LA b, I el A8 i =4 75 1H R B8 wh R4 5 22 1R B
[0018]  FIIARMI NVRPUMA: K 2 B e FE Bk B, FLRFIEAE T, BTk R R FE AR08 £ 4
XSPZPUARER A PRI A B R, R A PR E O A e S R EE D, &1
DLIA BIHS 5067 B RN 32 = 7 AR A R AR e PR SO 1R Y a TSR e

[0019] R A JRBAEAT A EE 22 B se BB AA B, SLRRAEAE 55 BTk 18 2 25 8 7 A1 AT 2
7R R R BN I — AN B LA ZUIE R, 5 PR B A R A R GEE R (R R

[0020] AR AYRPUAEAS KBS 2 B s FEHLAR B, HRFEAE T, PR B o i e X2 A U5 e
P BR A 1 Bl R R 18 2 DX A AT AR — P 5 S 1 X AR TGl TgM. TgA. TgE 5%
TgD My X, sk ALFEA 2 X 1 25 B 18 e X sl 3 18 e X P AT 1 B s T iR e e 1
X BE AR BR S R RE « BN IEEX.

[0021] AR B N URBUILASG A EE 22 58 g FEDUAR B 10625 5 1%, HURRIELE +, AL R H 2
] T 20 B AR 5 R B4 2 B g ik sl g R AR s Hodp, ) R JE IR EE LB R B v R A
2, ALHE AHUREE R U % 5 0 00T 5B IR R R IR R i 2 C EE— M EIEN &
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grats A, PR R L DR E R IR PR R IA G B B RAK PR s B4l
b B RIEPUAR R MR =T

[0022]  HIR N PRUIEAG I EE 22 BB og BEBUAR B (25 5 v, FURRIELE T, i Bk A
(1% 2 18 A 2 TR B PR B0 BB | B e L DR AR R B 18 Ak s iR B R R ik
HAN—MEENRASE Eh UK, K &1 N R AEUE L6387 40 i,
SN MR 4N B B B i3 R R R R B

[0023]  FIAR N IRGUILAG A EE 22 B og FEHUIR B (6025 77 1%, FLRRELE T+, 10 B R84S T Bt
A A B R LR I P41 o

[0024] A B N YRBUILA IAEE 22 B0 58 BE B AR B 78 i) 2 TR 4 45 A4 B Je % 2 5 v ) B
FH VLR AE il 28 A A% AR BT J % 112 W i 500 1 R

[0025] AR HIIRHECAR N AALFE LT 710 -

[0026] A% BH AYRBUA A% A EE 22 5 s B P i, HURRAEAE T, HOW NJRBuAk, s diian 4z
DX, PR BN AR DU R B E X, PR B R A A EE = I RE T, U AT AR XK
FEF R A BUF AN UF AR 1 iR

[0027]  HFR BN IEPUAE AT A TE 3R R o B B A, JLRFIEAE T, BT St 74 n] 42 X I 2 R R 2R
FTUT A 403K 1 s IR ZBUENY) s FRW A B mT 2 X & A e 50 R R
EF) FRFEHIE 60 %8 LL FL70% 8 L F .80 % BR LA | A& MM A X N IR PR A SR
AR R 7 40 368 o AR 35 I sl R 0 A T OB 1 = U3 IR AR B N IR P LA R A PR s A B
HFIR A A B 2R IR R

[0028]  FF 1 N IR DA AT A TE 25 B e R B, SLRRIETE T, T Il [R) R A0S A A ik £ 4
XFHUA T TR SR A R B, AE R IR BBtk B B R A R EE R I BE ), LA
B BRIG YT BB RN $2 = AE PR M AR E BN 7R N BT TR RO HKAEI BE

[0020]  FFR B N JEPUA AN AT 2 R Se R B, SRR IELE T, TR B 7R i 1 5 X2 IR o
REERER [ T SRR O 1E 5 X P AT AT — B 5 i R 2 X 2 AR 1gG, TgM, TgA, TgE, IgD
R E X, AR AFEA 8K (hinge region) HIE4EIE 2 X 8L BB 1E & X P HATAT B
FT i e X BOR AR S SRR R « B A BITEE X

[0030] A% B N JEPUAK A% A EE 25 B S [ B AR 1) i) 4 5 v, R AEAE T, SLA ) 2R
FAF AR T ERL 25 A B 7 B & A7 Horp, R 2R R B AR B R 1 O ke il 4%
ALHE AVDUREE R e [ 57 5 0 87 B LA R R IR B A AR CTE— N A EN RS
BE E BRI R AL DR E I R AT MBI IATE 32 BV X SRIK I PUA S B Al
F ORI BRI 8 PR 52 5 BT o

[0031] [k () N JEPUA A% A TE 38 BRSO B P A 1) 1 &5 7538, FRpIEAE T, PR Be AR 55 BRI 1
IR TFORE AR I3 BRI L B4 2 TR P i Ak 3 3 P 2804

[0032] [ (NI PUAE AT AT 25 BRSO B B AR 1) 1 46 7512, JLRRIEAE T, Bk A28 ER 4%
RATEE N — AN GBI R G srE £ P LR IE, 18 A 3R K 7R A5 3 AR 4 (¥ 40 e, 40
PR 4l e B B 5 iZ s n] LU R34

[0033]  FF A9 AN RPLAK A REE 25 R SRR HUARIK 7532, LR AEAE T, I A0 46 (AVK I BTk 2
BB RIAZ R ()7 41) 5 BRI HT AR TR i B8 3400 4 PR 59 () A 4 R B 2= B A il L 55
1T RE.
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[0034] A< B I ALK AT RUEE 22 5 b I8 B A ) 2% TS0 6 4 DA B J 4% 24 o v ) .
Ho

[0035] A</ BH I AU HLAR AT RGBS 32 5 S I8 P A ) 4 A0 DA B U 4% 1T 2 W o) 5] P 1)
I H .

[0036] AR HHIKA AR A2

[0037] A BHERAL T LA T (A 2 (R S AL R H3E H 0 N IR B A IR R o v B Bt
A, SRR R (A U 21 S5 A TR IE A AR R, BT R B e s BA IR s i F ik 4 A5
RGeS o 1/ B BOIREE ], BRI T R SR A AR R Bt . AN, Pk
TEAZ5) 5 H WA I PUA LR e R LR A -

[0038] 1A W BB MY < H AT AT A2 B TS Pk, 75 215 & Bl i
SN o T T AR FH BE DR S A R AR IE R NIRPUR (B 202 B ANEEERD) , IR e E
WA & B U M.

[0039] 2 AR EIIAUY Xty A g bt KiE s 2 P s RN . HAA
SR AR I BH A S BH R B AR AT 56 A DR/ RARAEN B0 2= P A 0 RGRg R I it o

[0040]  3.W]LAJCRR EHIA "

[0041] 4 KAk MR PN 4ERFA RN 290 &

[0042] 5.0 LUHCEI ™ S TP 5505 4% < shPUaR i 2B P~ ek #EnT DUR A 5 & se ik e
ILY75 40 M 855 72 B AR A 7=, JLAR = URE b ] CUR BN AT T s A il 371 BRI 7 ik 5 1 )
WIS R B RV St o R TR0 , SARS S5 3N A% Y Itk s B3t JE RO % tHE 5 4% M g
L, AFAATE RS 2, AF F sh i) 035 1 A2 S8 B RS Gele i, T8 2 0™ 5 b
N g B, T AR i A2 7 T 2 A

[0043] DU B} & R B 2 i3 B

[0044] 3K 1| R AR B L 7 WUl A RGBSR SR PR IR N ISR 40 IR )35 e 45

[0045] 3 2 M AR BAML ™ FRiC BTG R EE ZPUAR IR G Bk 1 TeGL AER T AN
(275 1

[0046] 3K 3 AR IAFER EAPU G AT RZIUAN S A N R IR 45 R

[0047] & 1 AR B e B4y T NPT R EE = HUAA T AZ X cDNA v BE e vk
[0048] || 2 My A BHAA I AR BT M R PR R MR R ik B K .

[0049]  [&] 3 AR BHAA I NS B B R PR ERE R R i B K .

[0050] || 4 Ay Ak AL R B 20 NS HUR A A B SR LA B RER 52 cDNA Jy Bt A vk B
[0051]  [&] 5 2 CHO 4H i b3 rp i 3028 73 Wl 1) 225 ER) T 2E e £ RGBS S b AR il s SE B 45 2R o
[0052] & 6 My A K B — SIRGHUART s Rdr E I

B BEELEA N

[0053] AR K LB (0 NIRHTA A E: 32 5 s B LA, A0 4 X 2B 7R (1 56 AR
AP AW DI RE I E T5 1% A IS IR A HUAR R T5 i BLRM AT IX S TR A 1R ST
93 DT R IS PR 25 AN Y - 1) 26 12 Wi AR 1 TR 1) i 591 o

[0054] A W] rh B HT I — L HITR R A D) X -

[0055] L Hilst - RES | EC BN W) 1A P ARy 7 Ao e S R (KT I o
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[0056] 2  NUEHUIA ARG R I BTIR . ANIRPTAILI O TeG, TgA, 1M, TgD, TgE5 KK,
Horr TgG X3k 1gG1, 162, 163, TG4 V2K, A TR L HEARAH R 3 Ay 44 4 TeG1, 162, 1gG3,
IgGdo BEBEMIAT x 80 A PIDAL, S ARASRIRAL PRI A S A 5P A2 AN R (FF
W)

[0057] B HUIRIEEAE A - () VUAKBESEHY A SRPUIR IREAS E R DU A IR BE IR X AR
Gk, AR T AAHR B RE A AR AR B . PSR EE R L IR) RN SRR B T S SRR
REI, 73 4G i sE e . U B ESE M 400 AR A M. RIS EREHUR A F ]
R L0 2 5 2, N4 EIPUR 2 IR A TeMs 1gG, 1gD, 1A, TgE. HUIRHIEEHESSA 200
ZAREER, AT K S A A, () fEE XA AR - AEDT A BERT B B IR B 1) N g
(AT KL 107-130 DNREEMR AL ) AU AT AZIX, 73 FFK Ry IR n] A2 DX AR B ) ] A2
Do AN DR 2B B HE A NG BT AR S AN [F) o A7 24k, SOPR ] A2 DX (B YV (X)) o £E
2RI C i, JXAN X 2 2 R A S AT HE AP S 8 L AR, MR TEE X (I C X)) o Jr
LU, ARG AA R 7 DX 47 R 5 AL A 2 ) DO AN K, AELEC T 2 XY P B AN 5 4 DX AR K
UK A AZ R PUE BURR R R AL . (=) HURRSREX. AR E R — 0] 3)
(X4 (B hinge X35k )

[0058] 5. [FIYRHLIA I T [7—Fh @ sh PR, B i A T NI d iR s & e A7
ERIHUARTR A FIIEHTAR o N RIVEHTARA A B B S b o B R T AR A
[ e s AL I WAR O AN IR SR IR DR o AN RIRR IR 3 07 AL i B AR e Bt S AR
ANARIFD, PRl A S35 T A 27 A2 B S [ S e S o

[0050] 6 HLIRMIRF A E BT S L ATE Ao AL BT 2 TR 5C FRA an RE 55 B ) 5
B AT ELEEX Y, 7 60

[0060] 7. HLIARSHLRL GHIZEA ) R S HUADUR SR Z ISR & ) IR AP
ST X TR S5 5 1 SRR, SR G IR R 85 5 B

[0061] S HUAHIR AN AER 2% ) FRORT S . < B AR 28 O AS R AR AL A m] 5 = A DAk . R
AT B LEE X3 22 R Ik o B A AR AR, Al O % L (0 45 5 i v B (JRED
A ) FFRIIRE. A R RE AT & B 1R 2T R PR SR .. Prl it
b BBV R R DU PR SR R B TH R R s i G I RS, R HHt
REAL A E R R o

[0062] O HEANMY IR U2 B B B A ML, BEZE = Im il iR REAS S A ML L BE A= R —
FHURIHTIA

[0063] 10 Al 415 25 2%« B 405 g e Bl AT BT & 35, 2 — M TR
150, 000Da K /IR ER 15, HLA BEAR A2 0K N A o 2 40 i v 0 36 e 1600 25

[0064] 11 ERFARMA R PSRN ER FUBRIEE AR WAHEE 3%, HRE 2 — & i A
7] £ BB I 2 1) LA TR AR ZE 422 1) R 2 11 TR

[0065] 12t ¥ I L SR AN AR A H S A R sh A IR AR, 28 8 sl oA
RS e o, HE 22 P EOZ ALV B SRS .

[o066] A IS T JLAH (K N IR BLALAS a5 28 B g R DLAA, JLRFIEAE T, IX e iAo
100 %6 HINIEHTAR, EATI AT AZ B IR 5L RN B 5P 512 8T I, A A S ST AR iy ml A2 X
(EFEERAEIEEEX ), ZPUEBA A AR R RIRE ), Horp, n AR X Y HE R A 2
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JFUFFAIEH)R 1 LLEJFAER 1R RS 2 ak, Hop e e KR AN PR e Bk
BBV R I DX A T —

[0067] A% BHIAHR AL T SREL LR H 43 A5 7= P /R B 40 M B3 IR 0 7732, AT B2 0 28 HE o=
R BRI L, 1% 7 VI REAE 2 ) FH 2 40 W 5 T 52 AR TR AT 40 3 3R

[0068] AN/ BHIAHR AL T il o A AL P ik JLAP NSRBI B 3 e se Pk i) 5 v, Horb A
R 25 IR T 2 B AR A 7 il 9 v o R P B DR A A AR A 7 3 1 v T R AR
(1) PR TE S FH 08T 5 (2) PURERREEANEE. 3) E—NEEN RS
16 PR R IE s (4) KET HRETURRITE E RS ; (6) MRIAPPUAST B AL -
(6) A IKPUIR R E PRI E =T o

[0069] I3 ) FH ik PRI B 20 B A 1 7 v ke il 4 R0 A 7 NV BB A% A B 32 B8 v B B AR (1) O
12 FLR BT RS DT 1 2 B A mT ) JSORE AR B R B P B, TR B
SEERI A

[0070] b3 ) FH ik DAL 20 B A 1R 7 v ke il 4 R A 7 NV BB A% A B 32 B8 v B B AR 1) O
%, P PR R B AT AN — DN EE N RGP INLARIE, KA iE & Rk 7k R 63
FREA (0 200 L 40 AR sl e BF L A 1, RO AR Rt m] DU B SE R 304

[0071] AR BHERAE T 0F Bl AVRPUAE G AEE 25 58 e BE BT IR 77 2ok, L R I BT A 2
T EEE RUAZ R 175 5 2[RI BRI Be AR 7E B 1 o9 R A A 25 A R4 PE A

[0072] AR EHARHE T b aRIX e A JEPTAL G AT 2 B S R BUAE )45 T VR T A A4
R 1 25 0 S AZ e A T B 4 T 0 R e R G 254, R oA ] A R pd
5B B — R & S R B 258, B I 29— B A BUR S 2 BOR AR IR .
[0073] AR EH4RHE T b oRIX e A PPN AT 2 B S I B AR TE i 45 12 Wi LA e Uk
LRI R

[0074] AR ARTT RIIRIR AR H TR BB ARSI « (1) ks AW
REAZ ™ 73 WO AR iy DL DB SR PR BSR4 5 (2) MIX L 40 o 58 B H i P AR 1y mT
BJEH) 5 (3) FMEDUATERIE IR IBEAE 5 (4) KU ARSE R BT RE A R g slirnE 3
PR R, Rk AR e RIA PRI IR 5 (5) AR IR Atk Bk 5 (6) TR AR SN R4 Py SL 56
D 1 S LE e R KRR R B e R 5 (7) KRB B R IAHURITE 3 5 (8)
A AP 5 (9) B AR H BIBT AR % F 13897 B AR B I 44 1R 2 R 37 5 (10)
U H TR P E B S SR T A s = AR EH

[0075] A AR IRl Ut B

[0076] AR EHERAL T LA NIRHUAAE AEE 2 3 s FE B ik, HORFAEAE T X S ok 2 NSt
A, LG5 R B0 BT R AT AR DXCRAPE 3 X, AT AR X 2 PRURH a1 57 1) 5 A 0 1) ANAH
[, iZ 5 B R KGR R e

[0077]  El (9 JLAMBT 9 AN JRBUAE AT AT 25 58 s b A, SLhpAm] 48 X IR 8 R RN 2 | 0
FE AR 1 LU P AR 1R R RS s R R Fabuikn] 2 X 8 E 74, H
Al R PEIE B Bk 7 41011 60 % 8k PL_E 70 % 5L _E .80 % g A b s A& A416 4 Fi 1K ol 1 A 435 XoF
JPAE 1 R ERRECE AL IR 7 51 18k A, 38 0 s s n LA SCR , B8R 1 =4 5 1H
TR EZPUIAR R =B E, RIRIA PR EE B B oA B = 1 Re ) . A, R R RS
HRA AL FE B LE X PR 7 51 O RIS R 1 H (52 4 T I8 BIBGE SR 7 B RN s 802 R T 4%
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7 A AE RSN AR E R B R Y ER R AR RE ) 5 SO B BB AR R TR B SR S S BT
MBI, X AR AT A tH ) 7= ) R B OR B A AR R PR 1 R A, L B SRk i i
A EA PR AR RS ), N B AR B .

[0078]  ElR (9 JLAMHT ) AN IR TR AN A5 25 B se BB 0, S5 M B REHTAR i ] A2 X B4
[ 1E S X, I HeT AR T] AR X 2R R T A1) TR 1 BLRJEAIER 1 IR R AiE
TRA AL RS, T X T P ()18 e DX AT DA AR fe i Bk o 1 o Bl e i ) e DX A A — e,
RA] A% XA B ] 5 A R A AR S e Bk B A BB IE o X ol AR B e 2 X gl A o IX L B E 5
X TR A AVE 16, IgM, TgA, IgE, IgD ;iXH A K] TgG A4E TgG1, 1862, 1863, 1G4 ;H
FRREIE 2 X BUATE AR Bk B ARRENT « 50 A [EE X . X BLEREE 2 X ATiR N
AT ALK (hinge region) Ll CHL, CH2 I CH3 X B alH A (AR B .

[0079] X AN B N YR HLA A% A EE 25 B0 5o B AR IR e AR MU 8, 21 R85 Ao e A R .
MR EA K HZ N

[0080]  FLA b, Rt L IRPUAA R AR MUE 1 A2 A T 1A BB 50 6 7 s P 20 o2
h T RS ARSI E T (AR B TR R RE ) ) s BON AR BN YR P A X
R S BRI AR 1 TULE B S B RS BT OB, 40 25 R AL BB R AL 1 73 FHIX 28R 4E,
FTAE =) B B A A N VRPN A BT 25 R S SR B I 3 R AE , JR R SRR i Bk i
A B AR AR 2R e T, BER MRS AE AR B2 P

[0081]  IXFPMEAMALFERT A K B NG AT 2 B ow BRI &2 R e e R 7
A1) T8 S B, 15 I sk R ke I DA SRR, 8 0 5 AT 1H AR B AR R BN IR B A I 25
SO REBUA Y 32 BRRAE, LU A S SRR T 4 e 2 IR B B AR, B P S R R ) (B
IR 2 8], PR IR IR 2 0], MM 2 FE IR 2 (R s AE AR ME =SSR 2 [R], 75 Fr R 2 R R 2 /] )
LA EC . — B, RESCR G )5 A R BRI SRR )7 4, U R AR X
FEBA 80 % B LA FARE, RIS HA A R A EE = 1 Re 0, stV 8 T AR S 2 1 o
[0082]  54b, AR B NS HUM AN A5 28 B s B DL AR 8 B BB e AN % R 7 41) I ml A ]
FEAL AR AT B B IS A A i IR B AR % B N IR PO A AR 25 B8 S R BRI R AE ,
HhEL, IR I T BRI 2, Widl 60, i 125, B 35 2545, S U e, BB MR IR T
FER G AL, WIEE 2 B, DAB IR R 40 B A 1 o X e 8 ik i P 1) R BE A B U8
PO A B 2 R SRR LR T BREE B T

[0083] A% BH I bk NURBUAE A R B 1) I SRR A2 e AT R BATE f p H RRR A R
B, XA RO A UEE 25 K RE o e R TE e S 2, LR AE ARy AR A sl
HOFIR AT A EE 25 o AR B SRR 08 T R MR Ee 45 R A/ A R IR IE R, Bk n]
RIS A R By, ARG R an S R AS [m] iR A48 A, S
FHORIRR AT AT 32 1R 5 2 LG SR MU P — Rtk o ik — 20 B Bsb 167 R B R .

[0084] A% B NYRPUHAG A E B PTMAE E ot F il LA B R AP RSZIL < (1) ik
H IR AR = o0 W B A B R BRI 2R 4 Y 5 (2) M S84l . 56 B0 B i m] A8 X 7
F1) 5 (3) AEEPUAARTE RIE Y I 3R E A 5 (4) TP st R 3 MA BI3E 2 190 5 Y 3Rk HE kS
I ik AR e RIEPUARNI 7a b 5 (5) TB T RSN Py 52 36 33— 20 0 1 HH B8 56 iy R F0 A
NEZEMPUAERE. (6) e XL AR IR e 741 .

[0085] B4, A B I SR 7 AR I /- WA U AT AR 25 1 B IRk B 2R AN 2 Tl R iR R

10
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JHE M SEBLRT < 8 Se Bl HI RS 05 e v S e (BRI E ARAS AP Rl Il . 2 B I 5
73 1 A I 1 T2 B AR A R, B BB TR . TR R AR T
R HIAT 2 LR AT R 150 ) 5 328 B 1 R 57 5 (19 5 ¥ PRI 2E 3R 40 i 70 3 oK
bE i 4n Mo 2 i iy A AL R 532 A& CXCR3. AT 55 CXCR3 5 7 45 & HUBC A4 TP-10 L 40 g
B PRSI AR A B o R R A MR T 96 FLAR (SPEBRESL 1-2 i)
XA AN B3R o IR AN TR I R TR BN — 2R AR AR IR 1, B AR (R 3 A 46
M I 1K) BL-4-B5 400 AF 0 & 7 e, Wh S 3 TL-2 55, i ORI %, WS 4 e i
EiEW RN (e IR S BT ) s A e B AR R RS R A A BT
A, i ik HH — LR RE 7 WADURE U A Eg = DU RO G T 98 o AR e WA P A0 o e A o 1 2
PRIREU™ £ DU Al ML ) 7 VA AR B 25 88 8 1 P A 5 s BT DL A, R, #Eie
A T AT AE AT SRAT LT o 00 AL P BT R S AR M, D T A B 2 H R e B i e
GEFR LR RS 5 i AR i, B i 240 M Bl 5328 AR BE BRI = e A i R 40 e g B
By, B /N s T LI T YA G 2 R R DA S B LR R e

[0086] i HLAATT JX\F: 28 T A 1 255 DR MK 28352 4 v o 52 ) R ] AR T 22 b AN T £ 77
o P ASEREZEG] | AR 7535, BOLE RN T35, e LI 0 1 H 10 55 40 i i 15 4
RNA $ B H R, 2010 SR A A S IR 4 F A5 8 RNA 632 B cDNA A BV HIRIRe R 5 14 (e
S 2 Frids ) A2 AN FEAS A T 4R 1) S B B B IR W] AR X 8RB PCR i (BT R S
PCR) 7375 Fe 6 HH R o 48R, R ] s A BT AR (10 A BT S, I BB 358 ] 42 DRI X ) A
B DAL R B ok, U vk R R 41

[0087] A BRAE T fnnfiy i) f bk NIRHTA WE: = HTIR I M, AR 2 & TR
SN A ik Horb, ALSE G O iR T U R ST R B 1 R e AR J LA A B Bl 8EAT 6 A
R, PP A AT 5 R I 2 BOM RS R . F AP 8 00 B m] DUR] [ AR S AR 5
P BRI 2, KPR B AR T 05— 5 H R BORTHEARTR, FE A A
M EE R A B A )38 R AR 75 7% R BB (1) JTiREE IR A BRI R
@) £ D EENARESE T, IR RIRIE 5 (3) XRERGBUE T MY 1
(4) XTRIETUARIILEAL 73 B 5 (B5) X RIEDUAR E MR E BT .

[0088] A% MMM LR HURAT a3 3 PUIR Ik R R B B A BRI L N IR 5 PS5 I
EOCIEFE S RENETUANREEAR i THUA RS E 5, B R IE 3R Y
e LEBLAIE 1Y, LE QR FLBh R B B A MR R R RIE AR HR G0l . RIEDURDI B3
DUMRSE A B R ] FTOREB AR, WSl 3 B s DA BBE hCg 1 R A ML IR e BE hCK 2
AR AT VAT A FL N D A W AR TE IR R AR, 73 95 IR NIRDUAR B RE RO RIS BE A TEE X o B
R R RN, Y RIB B, W R RA B B e A A A, sl S N 3 T R 2
Ko BARHRAA S AR R R B B R sh 7 (i oMV B3 ) , Mg 5 (40 EU K5k
T) A O T IR T R, B w] A XA R ER K BT D, At dt Neomycin Al
Ji Puromycin FIZFEMAL. BdAH LR INA S RZE R B, HEX SR N Prs 2 H e f
KA NIRBUA AR5 28 B Se DL R DA IR AR 0K, FRNL IR T AR MR VE g o R SelE I
PR B GEAT R B IR ] A2 DX BE AR 7 1) PR AR A DT RE D)1 5 IR S AT R B I m] A2 X BE A
TP AR R IL AR, HHURRIIEE XA BOE . R e R A HUR R A B (B
5] AR DR 52 D RTHEAN R AR BE ), IPRE X AN HE Ay B oe e 21— NI M i R IE 3k
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[0089] AR BHIGIRAL T AL FRBUM AL NS ZPUARER T L R R %8s £ B
U RIS RIS o iR A NG S T RIS SRR LR A
J, W P R LR IA R G AT RIE . e, WAL R ARG R IE & NIEDLIARIR
15 U Z R G ARIER IA I 8 E B 2840 5 N 58 a2 —30 . ol b 2 R 50 () BF &R
% (%R RSB UATIR LB RE AL ) R GG TRIE . RIS R G KL L
TEAN AP EAT, L4 A ¥78 CHO 41 i, HEK293 41, COS 41 ffd, NS/0 8¢ HELA 40 g, i m]
S B LA M, 01 REQ 40 i, B R REAE L, DU R 2 B PR 0E I REIEAT W L 30 AH [R] 1 b
FACRIEERE SRS . N vl I R R ST o Ja B PUREE R E NS 0P 40 e, A8 SO lE
H B RE H b 1A ve B U, B e i b oK S o W SR . TR R
TR FE 40 B A Db AR, AR K A5 5. HL o AR R B S 4 7 >R A ) CHO
M MAE AR IE LIRPUA AR R THNE . B2 R CHo Rix4: =
B AL B AT A b s SR [ I R T A AR = T8 Cs# sCHO 4 i ] 4
oM yE 85 TR A AR K ARAR o IR ATAT A A = R T 75 A8 AT 30420 350, A J8E 4 T o 75
V4% s H CHO i i Ak = B s T2 AR BN B A W] o 450 A D7 v 427 H i e e iR
SEARRIGIR GRS PRUE. 1 H BERS 2 R IA /M WAL, 1T HLIZ LEPT pR B A A A% A5 2 (1 7E
Sl IS w Ui A [ 1ipv.y = Bt e AT G DU il = RENHETINES b k7 S P N B =iy ol R
IIBE ) o BARTT VAT, 28] 4 AR R BH S T 52481 4.

[0090] A% B4R AL T Wi Ak (B 0 A i E B R DLy i i T AR = R IA 1Y
Ji 1%, e AE 8 B R R 2 S R o 0 b 58 S 41, A0 0K B 7= 4 o3 v B 5 = 4l e LA AR i 1
BB ESTIEE ARSI . TAIR LS T S AN .
SRR B R B )k 20K, W R B v ¥ Bk Lo ik i B 07 2 0 W B s i HE 47
mAITH.

[0091] A BHIEE— D424 T Aol A2 = i A JRPTAL 5 A EE PR 77 7%, B HE T DAL A
HI, KA A FBUE B NE 2= B PR k. o7kl PR
SIS0 b, B A A IRBUR A EE =PRI 7, iR I FLah 4 ik 1A R Gl
CHO 41 Ja , o B R Bk R 1A R 4, &R ] 2l ik K R R 55 7 3k se s Rk B & A =Pk i H
(170 bb 75 ) I LBl M 4t ke A2 = oA, mT DUR) R ) s 7, BT 4 s, 8ok
Pz i QR I s R A . BRI AR R B T8, B BT = i o ), HAR BT 3 4%
SR T 2 — M 72, AR — DUl B o AR 7 280 A e B St 22 491 6
[0092] AR BHIAHRHE T Wi mbu ik e i k. BT S TR A R B4 w2 R R
EACERI 7 28T < an A e B S s vh A% 9% Dhfr (dihydrofolate reductase)
FE R N =40 B, B 42 75 Dhfr B RS MTX (methotrexate) [RI70y2 0k H v 28 1A 40 i
P, MIEAE P2 A o AR R BH A28 (1) S A9 S 7 A 7= 43 i HE (R A = BT ik 3 =2 d /107 40 i
FERPWEN 1 TR R B3 Bt Pk n i Bt £,

[0093] A% BH (1T A5 DR 3 W] iok 2 6 IR B R R I Bk 3R A = o B BE R B T LAk
FR R R B, A= AN

[0094] A& BRE— DRI T 4 er s A2 7= 2 b 0 N IR DU A% A EE 3R PR S B BUAAR T 4 4
At 1 751, HAORIE L FR 1R SEIR R VT 2 M5 iR A A L B Ak . bl s
%7 TR BEE BN B 5. G BN R SRR R 5 R ISPUARE R 45 1Y)
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Jo, B s 7 A A TR 5 A, R R IE RN AR Y) B AT A S SR
A, BB B s B B TR AR A G e — 2B S PR 5 4 A 0 R A T
B SR G RN B TR G RN 0 B e F e Mo i ] R 7y B i ikr= i, b
UIRETE JRNT B SE S, R A IR , HART5 0] 2547 KBk

[0095] A WA FR A T e NI A Ao 32 5 e [ T 1R 1) 28 5 R A U7 v, T L AR 41
AN P Si B0 08— 20 i HH AR LR B mh RRR ) AR 3%, I RELE 1A P R Al g 32 DR 1 TG
IR B ILRIENE Tl o SIMBA WA NI 7RI st W SR ] iR Hob 2
SRR A A D) D BEARF AR FH 25 MO IR AT 255 o BU T BRSO (BLISA) 5 ARAL
AR CPURTE S S A (RIA) ] DA ISR A B AL SRk . R 5 s e 35 i
AN BN (PSRBT R SONE ) 288, O S A 1 e 32 R B A DR S 56 25 25 g ¥ m] A
R PUAR B D RERFAE, LSRRI R 2B T IR/ o ARSI, 5 52 A\ DT Ak R R IA B A
DRIV S st T B i BUB e WA RSl R A i ek e P Y P S g5 B A S R VeI
Ko PRIk RS LEBENS I3 WA BT, 1T HLAZHT AR AT LA AR A7 X35 R I 4R . X L840 U PRIR
AR E BATEE FIME o XU 352 Ty 3538 m] R AL P (LR BB A 2 AT R g . ik
VFZ J5i%, QU BLISA, RTA, FUISFUPR R s 2SI 56 #8J2 H ML PR S50 7 8%, AEBETE 2N E AR
HARAGAE ] S5 0 Yo e 2 J7 R A R 2R S sliA R W I S 4] 4 A 90 B AEE = 3 1
N DR S 06 BAR T IEZS B A AR e B TR ST 451 9.

[0096] AR BT NIRHTA A B3 S PUAR I i NIRPTAE AEE = DU T RES 2k
H BB DA 38, ] N T AR IR T BB AT BT IR 1R 8 SR 25 RN 2 L 50 LLURH
2 A2 W A AU BT B 25 i )37 sl ol r) 20 5, R AR DL St 9 pridse FLb AT Tl 4%
TR BT KT T I R A5 2R 25 RN G ) A W N IR O A s DA, H TR
i vk R A X 35, AT R Rl 2% 20N 290 20 5 )R ¥R T 7 BB AR B IR JIT 288 114
Bt BRI NA K ISP 90 AR IIALHE iR NIRHTaAs Was = pu i ml 461
F AN FEI T 25000 2, b e R . bedn (EANBR 1) AR 4 24 R A n] LU
VRS 2, TRy dh SR AR 25 (B0 38 EL 4 24, B0 55 2 24 1) 570 25 2 £ 0 5 5 i 0 G Mg
5 ) WA AR, Ly SEatisefl O AR A4 2501 1o AR IIE S BRI
PRHUBAT N a PR e 5 e Ay sy i S R R B R By (EA
bR ) AR SR A] 5 a7 A 25 W) — i A, IR BIASDEm A e 3%, IR AR
IRGIR IR R o

[0097] A% W NIRHUR 1 B = DUARAE D 29 IR 2 L4, JLrp gt <10 Tk
FE NIRDUIA, A 5HE I RN 524 B T BUARLE RN 1A AR I, BB IR I M 4
FF 25 A RO BE 53 H T H HAT AR v 10 P ABECA RGEG: 3R IO RE 0, IR T 82D, v AOR 8
4] DUERE R HIE S IR 5 Bt A T2, N K RS 235 Jead s fie 3 . UL
D0 AR R iy 1 A% W R N R AB O A 32 AT DAy 2500 1 s P S Ao

[0098] AT W IR AU ST AR U PARE BT A R] - il 95 12 W B4 DRURT: T SRk e 1) 25 o ol 51) =
HFA Y. BT (EARRT) Kotk RIAL Zbmic Ja A T80 WURT B i A (K2 . A9
AL B 0 NPRHTAE A AR R DA P sl 5 e 250, 50 s iR A (I
Wl S A

[0099] S 1 RAGANGH 1L 7 75 73 WAL 3 X a3 DR IR AU 40 L o

13
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[0100]  M\—3ri FH A A% AU 1 e 2 1) 20 27 55 Tk AR AR 1M 35 545 100 227+ 1941 A I 145
I35 TEAT TS P98 52, SR B TEAT AR RE R, 15 R BT HE S A0 AR 1 e, B b if S0 AE
o2 B — 4 R R ST R B . B E A 2 EDTA AL P, 58t Ficoll f%8 FERR AT/
INFES L, 3000 %5 / 438 #4 Ficoll Bl ZWH, INTIHAT MV 40 0. K 1 40 B2 P2 U
BN ML TN T 37 FELRIR L /NI, DUBR 2o B0 B2 1 9 FRAZ 40 i Kt CD19 Bk ek
(WK (Dynabeads) S5¥EVERL ARG B0 40 HRIR A (20 ANREER /1X10° 4l / =7t ) IR
A CLERERL#3 TP RIR 30 708l R BE: D1 RERR 7Y 55 o B RERR L1 B IR E 41 g 4% B8 Dynal
7= e PR RS BN R B TR I B 41 L B TF B 300 TS FRE ., INF transwel 1 AR
(Bacton & Dicson) M _EfLH . ZFLEER T i B IE -, b 1P-10. £8083E 3 /MUl
S BB T AL A0 M I8 21 1 2% At A R I k31 96 FLAR (PRI ERRAL 1-2 4
) ARy TR . i 10 RIRESE, WEEAN M) EIE W 18k BEER 0% T A
W E3EAH LW T REERm PR B e )l WA R T it s E (o
FAEYE T ) A BB R AR b 5 A FLE AR RARIE DR £ T AERE R
Git. ZJa. B BRI ARG R ISR BRI R VAR E SER R 2 /N TE YRS
BEbr —H0 CHRBLA TG ifk ) FRORIEL 2 /NI o T YRR 2 R0 B 0 —Hi, AR &5 &
FIEEbR — P . BEbr B g R R BISFEAPHU A R PUARR S = R v
6 SRR AP A IR R PUAR B R 40 f ve B B 5 0k 1. A 200 A s bt R B 23 A4
AN ML Wb A M B = Puik . b A sl - A B A S8 R 45 A R Rl = (R
SGEE I EIRAR)

[0101]  SEjfs] 2 « o B N URBUAE A IE S PUAAR ] AR X BE R B

[0102] & St SIETtifg] 1 0 HE 40 40 B v I8 P 40 B FH 254 NP—40, RNA B0 il 551 (1) v v
1E A'CHR 10-30 70 Bh o gl MOVl 5 & A W SRR I 22 PR & I 3 A
IR AR b [ 1Y) mRNA J3 5l 3% 722 1 cDNA o2 o BAR IR <1005 3% R VIR 4544 65°C 3 738, 2%
B R A 22°C, fRiR 3 73 8P . IABTIE I & A W SR BB I 22 P . 38°CRIR 100 7380, 2
J&i 65 C ORI MAE IS 5% e N 2% 11

[0103]  Wit—4 51 T PR, LAeBEDUAR R REMERE. VH 51Y)aH -

[0104] GGG AAT TCC CAT GGA CTG GAC CTGGA

[0105] GGG AATTCA TGG ACA TAC TTT GIT CCA C

[0106] CCA AGC TTG CTC YTG GAG SAG GGY GCC AGG GGG AA

[0107] VK fE & X 5|45 -

[0108] TTA GGA TCC ATG GTG TTG CAG ACC CAG GTC

[0109] TCC AGC TTC ATC AGA TGG CGG GAA GAT

[o110] V5| H0dE -

[0111]  ATG GCCTGG GTC TCC TTC TAC CTA

[0112]  ATG GCCTGG ATG ATGCTTCTCCTC

[0118]  GAG TCA TTC TCG ACT GCT AGC CAC AGT ACG TAG GAC GGT SAS CTT GGT CC
[o114] R IR 51 4H0 ANTP RGP0 & FE i B ) S8 U B A1 A =7 41) B2
Ko 57— AKum M 37 - Rim B LRI N VIBEDI s . PCR 444F4n7F :94°C 1 438, 50°C 2
YRR, T2°C 2 438h, 3L 5 AMIEH, 25 T2°C 4 S Bh B Rk 94°C 1 4 Bh,55°C 1 4 Bh, 72°C 2

14
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I3, 35 MR, fJa 72°C 4 438

[0115] R E 7 — 4519 m] ARG AR R E R AR X e ok B 1 BoR 2
ol TS AR BT AT AT TR T AR XA DNA B (PCR 724 ) RUBERS IR . &
il H ) B R BE I ] AR X K /INAT A 440bpe Sl HE I B LA B RE AR BE K/ NZI 24 1400bp.
[0116]  KEi fA iE HERI A2 HE 19 55 8 43 82 31 pCR2. 1 TR & (INVITROGEN)DNA . 7]
FBURE Ampicillin ik B OB eI BRE . 4 12 R BRI ORI AR AR o I 52 2 50k 3544
TR LR 74

[0117] 543K | Bon i EREHUA B FIFTIR D EHE AR X 75 FERRE ] A2 X P51

[o118]  SEjtfsl] 3 AN IRPU AL A R PUAR R RIS AL

[o119] & 2 A 3 Pk E R4 hCel ML HEE A hCK R BBl fERXPIA kT
RAVIERELL CMV 24 JH 3+, LLEU R T 2R BIR/INA A T000bp, TEIXPRANZEAA T, $i
& 1gG EHEMMEE X 186G, 1 FIEEBERITEE X k ¥ cDNA T3 RNk OV 4 B sl 7R
Wit o 5 RSt 1T 5 B HH 4 AE pCR2. 1 TR 2 AR ¥ 0 A T Bl R A e 1 ] A X B PRy B
FHRE 2 BRI DIBED) T, FF 0 B atifh . e 5 B RN AR BE 1) n] A48 X JE R 43 73 42 B S A [F]
[RBEAA JRBE I ] AR X B PR R BN PUA R BEA A hCK 5 HA A I NS TR R RERY k
E 2 R IER F BL 5 R umAHE s ERE I W] 48 X IR R B RN PrAR EBE A A hCgl H, S5 HAFA
[ NIEHUIREREN TG, 1 fHE X IER B 5 SmAHIE . AN R A0 40 B ve e H 1 T4 2 51
4 4 QA CRIEREE A) A1 ZA CEUERE A) QB AT 7B ;QD A1 7D, 252, K 4 SRR R =]
() NIE DR RGBS R DU ERER R0 cDNA BB vk e

[0120]  SEjtifhl] 4 « NIEHUM A EE 2P AR JE R /E FLAZ 40 i CHO B kil

[0121]1  BAR VAT S0 BN IRBU A TS 22 P 0 3 55 DR 2 A R B A e e R 4
A, B an# vk QD FNEAK 7D 1) cDNA 2R thAb f5, A M e v A\ CHO 4 e . | TRk,
& hCgl A P Gentamycin [JFEER], FrLAH Gentamycin (G418) SRIFIEPLIAE RN FRIL s H
THURRREE A hCK 478 i Puromycin (2L, B LU Puromycin SR E SRR RERFRIL 5
2t 6418 (1 Z 58 / ZJt ), Ml Purimycin (2. 5 T8 / Z£F+ ) 3—4 J& (IR, 0 iz (] R %
Puromycin & Gentamycin #ANERUR R4 BB, ¥ R BORE . 1240 BRRR DA As s 318 40 i v %
X CHN My TR A R BE AR P SERE I B N BA K — s, I T B RE— DA, a0 S 2 5
[0122]  SEZjfff] 5 - % 2 LR F AL R 1A WA P AA E HH EEBE AR B 4 ) e B PTAR
[0123] K¢ FIR40 bk B R0 D 358 M T, 0 AR & B 40 fess 7% B35 . J@id ELISA U5
TR e FEL A0 MR A A I il oAk . ARGk, S B2 (85 9% B3 W ol 48 1 1) IR
N TGl FUARTIEGTAN v 1- SEHEDTAN BRI S M AR 46 . ] 5 o sa e D AT B i
FEDR AN CHO 4t i (G BRL4H A ) JEERIF e DR IE , & Pt R 28 B O Wb BI85 8,
PRI A A S5 TeG Pifh BB S G 7T 7oh, lid e Ik AT SDS-page X%
UESE, 3 WAPLIR I 43 F BAEAIE IR 444 y T5kDa, 1EIE JR 1 4 1F T Son i 4671, Har -+
5> A 50kDa Fl 23kDa ( &5 54 B7R ), BB T /- P A2 BA B BRI S RE Y Se 314
[0124] S5 6 <) FH JC 035 355 9 il 4 A 7= 25 DR S 4 0 AR Uil AE: 2= b iAe

[0125] O T 35455 7= 40 bk, FoAT 6 Dhfr 56 R84 S 338 X Bk 1K) CHO 40 . ) $2 v
B IR MTX [ IM207 it Hh s i 4 ok . % CHO 4l Jf e[ D A1 B AE 5 5% /N IILTE Y
RPMT 1640 B3 783 5 77 3R H—IREEFRI . (ELLE R B W RPMT 1640 K575 H
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INVITROGEN [ JG IfiL 75 355 7R AR, FF8 /N I Rk B e 1-2% . I6J5 1% CHO 40 g 5e
W DRI B AE 2 THA 1R B 28 A JE M5 B 2 AE 37°Cor Bl K B RE 9% o LRI 3 43 5 e
BT, T VR B A AR K2 0. 5-1X10°/ ZFF. W% Bis v, H/E sk 4, R
Ja A CHERAE 8ol A G TR, T 20 C KR .

[0126] St 7 : 73 B AliAb R IE AP (W A JRHTAAG B Pk

[0127]  ¥Sciif] 6 FPlc 8% CHO BRI CHO D 4 is 75 sk s G (g 1
K/ 10, 000Da) o EFZHTARGERIE T 5 AR A & RSERAE Z WO B T4k . &G
¥ CL-4B-Protein A(Pharmacia) 2184t E 4T, JFHH PHT. O FUBERER (Tris) 2 P4 .
KB DU IR AR TR MR N2 2 AR BL, SR N R 10 0 Bh USR5 2 4540 F pH3. 0
0. M HER (Glycine) ZEM B PLALEll Nk (PRBLIAE 100-150 FK / /N ) o 25T
FH pH2. 0 1) 0. IMGlycine &M PrikidE—20Peli. ik Hi Ak TG 1) ELTSA J7 74052,
M 300 Z T EiE 53] 100 2258 NIEHUA . 2 B Ak E, CHO B A CHO D 40 A= 7= 43 ik
U 8o BE 1X10° 41 BRBER 43 W 20 8 o IR A % 5 B 40 B Xt Puromycin Fl Neomycin
FRAGHURR, Y W 23 R A SRR R B it A B (I 4L S B AA

[0128] St 8 HUB AL AT EBURLESI A P I 25483h )1 5256

[0129] 50 T 50 b 4k JF H 8 "> bR 30 00 B0 A0 R0 75 25 10 T 4k, BN B I Bk R A
1gG1 (Sigma) HIZEH K AT NAEE 2 A5 RN . BERG | /NI SR 7 K045 LR ik
U5 ZZTF I e BB R, O RERE 12 KA G B R o Tk 0 5 [R) A7 25 460 afn.
WA NI B R A RS & . 0 N 2 Frn, T bric P X 2 Pk & A Al
NIBHIRIEER R A TeG 1l (IR F I, #OKL0 110 /M. T E A TR Bk & A 161
FE AR ZE 8000 21 K, A & B HUR 5 A3 R PR A AR A 2R N 5 A
PR PEERER (9 TGl ARAL, I H AT IR AT 0 S P g (e R R 2 1% .

[0130] SRR 9 : NIRHURLE XA ZHUAKT B IR V8 R

[0131] M5 &R (5 A A2 HT 20 B4 AL BT A& B AN D RLH & W5t sh kA7 34 F 3K
B, 355 AU AR 1 FE A 24 S U A R I 37 SRR A AT b e 28BN T SRR A
JAEEZRRBT ( H BT AL FH 24 5 B POl R 2 10 5 s #0570 ) 4. 510/ml ( AL A4
B TR E ) R R E (ERBUCERISE AT ) 2 BIVE TR 22l . BURE /N A R
FA, B L 5 A B REAM I _E IR D W I _EIETRA TR T 5T K
IAFEMRE (0. Img/kg—10mg/kg, S i / AR ) & A NIRHUIE M KB 22 B AR I 40 e B A
Do b35S mI A N RIR S AR AN, ¥ 0. 5T0/ml AL B =P D 5 R
i A R EE R G IR AGWAE 3T°CE & L /M 2 ), 2 25 /N LA 5 (0. 4ml/
H)o R EA, PSS I3/ ST 0. 4% (£ 3) Box, HullK
A5 FH 1 24 B POAR A% AES: 22 1 5 iy 570 (A IVEE Bhm bt ) YA IT 41AE 69 /NI 2 S5 i)
AERIET . 1T LAA K B I N IR BT A B BUARIA T R sh e IR T 2N 0. Amg/kg AR
g L BB AR, AR . AN B AR K R BT E 4> 2 B LR 3 W B AL
T A R EE R BT . BRI BIAE R 45 3. wIob sLiit R i R Hrik B A1 D
EAVEST, AR ORI [ A B B A T 2 B T R L SR A bR B R B2 3-10 17,
ER SIS RIAE R 25 R

[0132]  HJ2B S Id 7w, A S B (10 35 R 22 2 (1) A VR P mi A0 A 75 S PU AR IR 28 A 24 v 52
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65 AR R PUACK R it R AR AN S AL ©AH A T 31, 00010/ 3 82 F BRI 54 . A
0 DL AT & A/ S B IR 2B 14, OF R e 82 B il 46 0 b S 1 KK ARS
BAREEREA . AT R R NIRHUA AR = DU R S h IR R A 31, 0001U/ S
BOF TG B ARG KR

[0133] R 1§ ik 73 WL Wag S DUIR I N IR IR A M B 8 0 5 &5

[0134]

SLEATR HyikESERNGER | SR ERTUR  EEIEREA ST
R R 1) e b

1A3 + + +

1C8 + + +

1H5 + — -

2B3 + + +

2D6 + +

2E3 + - -

2Gb +

[0135] 322 ™ bRAC ATt BRSBTS S e IR R ) 1861 TE 5 T 1A A A - A 4]
[0136]

TSR AL R RS S CANG D)
NEFUB N ZRUE (110

NS BR B H TGl 110

NIEEE A 7 8 5 0.25

[0137] 3K 3 JEPEAFUMAR AT BB B 18 N R A58 45 3
[0138] M40 bR HL 4. 51U/ =T, AL 5t A=Yl dks & i

[0130]  MAJ A FE 3R :2001 4F 6 1, sCBUAED Hl s IF o T i

[o140]  AEFNY) AT/ RL 16 38/ R

[o141]  (IREe—) KW SFET GO - - 1EH

[0142] +++ : KRREEHBRER RN +, ++, +++, ++++ BT
[0143] s .yE4] Jo IR [H]

[0144]
FUARTEST |21 /NEE s |27 /NIF s (45 /NEF s |51 /NIF s 89 /NI s (75 7N
FIE
0. Img/kg |— — OXOROR
Img/kg |- — — — - —
bmg/kg | — — — — I
10mg/kg |— — — — — —
LZEA)! - — - — +H++ PDODD
0. 5mg/kg A+

(OR

[o145] (k50— ) K HIET- G

[0146] —:IE%

[0147]  ++++ RFEE R BIERIR N +, ++, +++, ++++

[0148] @ LT

(01491 # LS I

[0150]
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PURIESS |21 ANEE % |27 AN %45 AN (51 NI {89 NI (75 AN
Gillkess
0.2mg/kg |— — PDPDD
0.4mg/kg | — - B — —
0.6mg/kg | — — — — —
0.8mg/kg |— — — — — —
P — — - - -+ (ORORORO)

0. 5mg/kg +++ -+
4

[0151] &1 Ak B e B I T N IR B AL A TR T AR X cDNA iy Bt H vk I
TR IR vl R A NIEDUE A A TE R BT AL X K] DNA B (PCR 74 ) IR
VKB S SRR R (Y ] AR XK /NAY Dy 440bp. TR FE ST SR BT FRAL B N ZE B M
HEEBET]AZ X QA, QB, Qc, AT AF[X ZB,
[0152] & 2 A WA ) N IR DL A B = PR e e I R IR B R B . Bl MV 4
Ja8) ¥, EU IG5 BRI K/NA 2 T000bp. VK A FEEE IR AR X, CK 4 Fe 8k i fE E X,
Nhe I Fl xho T Fibrz &b iZ R &M DIEERI D) &, Ampicillin Fil Puromycin A iZHi# %
PHPTEE A .
[0153] 3 A IR I NIRPUE A A R PR ERE R ISR B E . B oV 2y
AT, BU MR . &R K/ NN 7000bp. VH A EBEIAI AR X, CH b EREMIE E X,
Nhe T Flxho T Frkrz 4k AiZ PR 0 P DIBERIY) 55, Ampicillin 1 Neomycin A iZPipd 2 FH
PrIERA
[0154] & 4 A BH IR PR B 40 ) N YR B A A B SR DUk EEAE N2 BE cDNA | BRI B v
KB RIS IR BU A KRB R DU R RER R BE cDNA Jr Bt (PCR 7)) 15t
WG LUK o 1 R AR A K/ 43 1 1. Akb AT 0. Tkbo B R TR M ZE B4 AR G
(1) 100bp 43 FAriES), (2)B HUAREHRE cDNA Jr B, (3)D HifkERE cDNA Jy B, (4)B difkitst
cDNA J7Bt, (5)D Pk aE cDNA [ B, (6) Jukiziff.
[0155]  [&] 5 S A% B} CHOB FH CHOD 41 g ki o B 3R s 73 Wb i 2 R EE 2 Home 4 B B Pk
R S 5 5L, KR IR 4 L CHOB 1T CHOD X555 B35 M BB ) AR b, 5 & 11
RPN 161 PUAEL G RE . bR B O g KRR BERAT NEIUERR S &, BoRK
SEEGUA D (R ) M B( =MIE) FEFH FH CHO 40/ (R4l ) FriEm AMEDLE
HE ORI IR, AT BLSHT AR 16 Piih BB 456 55
[0156]  [&] 6 A LA — iR s R E Bl 25 R4/ (B4 2 32) WLIVESS [F]
FESUEH B A AT 31, BBUE 70 25/ U IS Bk D (125ng/ ) 8iAS [R50 ) 4L
D FREY (1:1 ERE) . B BRI REE R 3IASIE I PRI .
[0157] DL BTk, SR AR & B A St g 1 5 FFAEXS AR R BHPEAEAT T 2 B R BR il FL
SEMCHE AR R BH R B SEBONT A b S A A A AT i S84 2 S5 R4k S A, 208 T
AR EATT B A .
[0158] AN 1 AR B NS B A I EE: B B REA R B 0] A2 X I RZ IR M 2 1R
4|
[0159]  <110> 2%/
[o160]  <120> ANJEPHLaktn e 2= B oaEdiik
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[0161]
[0162]
[0163]
[0164]
[0165]
[0166]
[0167]
[0168]
[0169]
QD)

[0170]
[0171]
[0172]
[0173]
[0174]
[0175]
[0176]
[0177]
[0178]
[0179]
[0180]
[0181]
[0182]
[0183]
[0184]
[0185]
[0186]
[0187]
[0188]
[0189]
[0190]
[0191]
[0192]
[0193]
[0194]
[0195]
[0196]
QB)

[0197]

<160>8
<210>1

<211>143

<212>PRT
<213> A (human)

220>

<221>V-region

222>

<223> NIEHUHA AT 2R B o DR D FRRE ] 48 X 8 B FUR = 3R 741 (PS.

<400>1
Met Asp
1

Leu Arg

Leu Ser

Gln Ile

50
Ala Pro
65

Pro Pro

Ile Ser

Ser Tyr

Ile Lys

130

<210>1

<211>142

Arg
Gly
Ala
35

Ile
Lys
Arg
Ser
Ser

115
Arg

{212>PRT
<213> A (human)

<2205

Gly
Ala
20

Ser
Gly
Leu
Phe
Leu
100

Gly

Thr

<221>V-region

222>

Ala

Arg

Val

Ser

Leu

Ser

85

Gln

Leu

Val

Leu

Cys

Gly

Tyr

Ile

70

Gly

Arg

Arg

Ala

Ala

Asp

Asp

Leu

55

His

Ser

Glu

Trp

Ala
135

His
Ile
Arg
40

Asn
Thr
Gly
Asp
Thr

120

Pro

Leu Leu

10

Gln Met
25

Val Thr

Trp Tyr

Ala Ser

Ser Gly
90
Ile Ala
105
Phe Gly

Ser Val

Gly

Thr

Tle

Gln

Ser

75

Thr

Thr

Gln

Phe

Leu

Gln

Thr

Gln

60

Leu

Asp

Tyr

Gly

Ile
140

Leu Leu

Ser Pro
30

Cys Arg

45

lys Pro

Gln Ser

Phe Thr

Tyr Cys

110

Thr Lys
125

Phe Pro

Leu
15
Ser
Ala
Gly
Gly
Leu
95
Gln

Leu

Pro
143

Trp

Ser

Ser

Lys

Val

80

Thr

Gln

Glu

<223> NIEHUIA AT 2= P oo DUk B 1 ERE R 48 X & B FUR 2 LR 741 (PS.

<400>2

19
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[0198] Met Asp Met Glu Phe Leu Val Gln Leu Leu Phe Val Leu Leu Leu Trp

[0199] 1 5 10 15
[0200] Leu Pro Asp Ile Thr Gly Glu Ile Val Met Thr Gln Ser Pro Ala Thr
[0201] 20 25 30

[0202] Leu Ser Val Ser Pro Gly Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser
[0203] 35 40 45

[0204] Gln Ser Tle Ser Ser Asn Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln
[0205] 50 55 60

[0206] Thr Pro Arg Leu Leu Ile Phe Gly Ala Ser Thr Arg Ala Asn Gly Ile
[0207] 65 70 75 80
[0208] Pro Ala Arg Phe Ser Gly Ser Gly Tyr Gly Thr Glu Phe Thr Leu Thr
[0209] 85 90 95
[0210] Ile Ser Ser Leu Gln Ser Glu Asp Phe Ala Val Tyr Tyr Cys Gln Gln
[0211] 100 105 110

[0212]  Tyr Asn Asn Gly Ser Gly Ala Phe Gly Gln Gly Thr Ser Trp Arg Ser
[0213] 115 120 125

[0214] Asn Glu Leu Trp Leu Hi s His Leu Ser Ser Ser Ser Arg His

[0215] 130 135 140 142

[0216] <210>3

[0217] <211>147

[0218]  <212>PRT

[0219]  <213> A (human)

[0220] <220>

[0221] <221>V-region

[0222] 222>

[0223]  <223> NJSHUAA AT 22 B sw B PR D BB A2 X R B B 2 ZE 1R 741 (PS.
ZD)

[0224]  <400>3

[0225] Met Glu Leu Gly Leu Ser Trp Val Phe Arg Ala Ala Leu Leu Arg Gly

[0226] 1 5 10 15
[0227] Val Gln Cys Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln
[0228] 20 25 30

[0229] Pro Gly Arg Ser Leu Arg Leu Ser Cys Val Gly Ser Gly Phe Thr Phe
[0230] 35 40 45

[0231] Ser Arg Tyr Ala Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu
[0232] 50 55 60

[0233] Glu Trp Val Ala Ser Thr Ser Tyr Asp Gly Gly Asn Lys Tyr Tyr Ala
[0234] 65 70 75 80

[0235] Asp Ser Val Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn

20
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[0236] 85 90 95
[0237] Thr Leu Phe Val Gln Met Ser Ser Leu Arg Ala Glu Asp Thr Ala Val
[0238] 100 105 110

[0239] Tyr Tyr Cys Ala Arg Asp Gly Ser Met Val Arg Gly Asp Gly Arg Asp
[0240] 115 120 125

[0241]  Asp Phe Trp Gly Gln Gly Thr Met Val Thr Val Ser Ser Ala Ser Thr
[0242] 130 135 140

[0243] Lys Gly Pro

[0244] 147

[0245]  <210>4

[0246] <211>148

[0247]  <212>PRT

[0248] <213> A (human)

[0249]  <220>

[0250] <221>V-region

[0251] <2225

[0252]  <223> NJSHUMEA A 22 B so B PR B i BE WAL X iR 1 B 2 55 1R 741 (PS.
7B)

[0253]  <400>4

[0254] Met Asp Trp Thr Trp Arg Val Phe Phe Val Val Ala Ala Ala Thr Gly

[0255] 1 5 10 15
[0256] Val Gln Ser Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys
[0257] 20 25 30

[0258] Pro Gly Ser Ser Val Lys Val Ser Cys Asn Leu Ser Gly Gly Thr Phe
[0259] 35 40 45

[0260] Asn Ile Tyr Ala Tle Ser Asp Val Arg Gln Ala Pro Gly Gln Gly Leu
[0261] 50 55 60

[0262] Glu Trp Met Gly Gly Val Ile Pro Ile His Gly Ala Val His Tyr Ala
[0263] 65 70 75 80
[0264] GIn Lys Phe Gln Asp Arg Val Thr Ile Thr Ala Asp Glu Ser Thr Ser
[0265] 85 90 95

[0266] Thr Ala Tyr Met Glu Leu Ser Ser Leu Arg Ser Asp Asp Thr Ala Met
[0267] 100 105 110

[0268] Tyr Tyr Cys Gly Leu Leu Thr Thr Lys Asn Tyr Tyr Tyr Tyr Tyr Thr
[0269] 115 120 125

[0270] Met Asp Val Trp Gly Gln Gly Thr Met Val Thr Val Ser Ser Ala Ser
[0271] 130 135 140

[0272] Thr Lys Gly Pro

[0273] 148
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[0274]
[0275]
[0276]
[0277]
[0278]
[0279]
[0280]
[0281]
[0282]
[0283]
[0284]
[0285]
[0286]
[0287]
[0288]
[0289]
[0290]
[0291]
[0292]
[0293]
[0294]
[0295]
[0296]
[0297]
[0298]
[0299]
[0300]
[0301]
[0302]
[0303]
[0304]
[0305]
[0306]
[0307]
[0308]
[0309]
[0310]
[0311]
[0312]

<210>5
<211>430
<212>CDS
<213> A (human)
<2202
<221>V-region
<222>

223> NIFHUBAT W ET 22 B o0 FEDUIR D IR B ] AR XL IR 1) (NS. QD)

<400>5

Atggacaggg gggeeectgge geaccttetg gegtetecetge tactctgget cecgaggtgece

agatgtgaca tccagatgac ccagtctcca tcctcecetgt
gtcaccatca cttgccggge aagtcagatc attggecagtt
aaaccaggga aagcccctaa getcectgatce cataccgceat
ccaccaaggt tcagtggcag tggatctggg acagatttca
caacgtgaag atattgcaac ttactactgt caacagagtt
ttcggecaag ggaccaaget ggagatcaaa cgaactgtgg
ttcecgecat ———

<210>3

<211>426

<212>CDS

<213> A (human)

220>

<221>V-region

222>

ctgcatctgt aggagacaga

atttaaattg gtatcagcag

ccagtttgca aagtggggtce

ctcttaccat cagcagtctg

acagtggcct caggtggacg

ctgcaccatc tgtcttcatce

223> NIEHUBAT W Eg 22 B Id FEDUIR B IR B AR XL IR 41 (NS. QB)

<400>6

Atggacatgg agttcctggt gcagettcte ttegtectge
actggagaga tagtgatgac gcagtctcca gccaccctgt
gccaccctet cctgecaggge cagtcagagt attagcagea
aagcctggee agactcccag getcectecate tttggtgeat
ccagccaggt tcagtggcag tgggtatggg acagagttca
cagtctgaag attttgcagt ttattactgt cagcaatata
ggccaaggga ccagctggag atcaaacgaa ctgtggetge
cgececat

<2107

<211>442

<212>CDS

<213> A (human)

220>

22

tactctgget
ctgtgtctce
acttagcctg
ccaccagggce
cgctcaccat
ataatgggtc

accatctgte

cccagatatc
aggggaaaga
gtatcagcag
caatggcatc
tagcagcctg
cggggegtte
ttcatcttce

60
120
180
240
300
360
420
430

60

120
180
240
300
360
420
426
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[0313]
[0314]
[0315]
[0316]
[0317]
[0318]
[0319]
[0320]
[0321]
[0322]
[0323]
[0324]
[0325]
[0326]
[0327]
[0328]
[0329]
[0330]
[0331]
[0332]
[0333]
[0334]
[0335]
[0336]
[0337]
[0338]
[0339]
[0340]
[0341]
[0342]

<221>V-region

222>

223> NIEHUA W EG 22 B e FE DR D BB AL X LR P41 (NS. ZD)

<400>7

Atggagcttg ggctgagetg ggtttttege getgetettt taagaggtgt ccagtgtcag 60
gtgcagctgg tggagtctgg gggaggtgte gtccagectg ggaggtcecect gagactctcee 120
tgtgttggct ctggattcac cttcagtcgt tatgctatge attgggtccg ccaggetecg 180
ggcaaggggce tggagtgggt ggcatcaaca tcatatgatg gaggcaataa atactacgca 240
gactccgtga agggccgatt caccatttcc agagacaatt ccaagaacac cttatttgtg 300
caaatgagca gcctgagage agaggacacg getgtttatt actgtgegag agatgggagt 360
atggttcgcg gagacggaag ggatgacttc tggggccagg gaaccatggt caccgtcetee 420
tcagctageca ccaagggece a t 442

———cg gtc ttc ccc ctg geca ccc tece tee gea age ttt ata aag gge gaa ttce
<210>8

<211>445

<212>CDS

<213> A (human)

220>

<221>V-region

222>

223> NIEHUA W ET 2= B e FEDUAR B BB AL X LR P41 (NS. ZB)

<400>8

Atggactgga cctggagggt cttettegtg gtggecagegg ctacaggtgt ccagtcccag 60

gtacagctgg tgcagtcagg ggccgaggtg aagaagectg ggtcecteggt gaaggtcetcece 120
tgcaaccttt ctggaggcac cttcaacatc tatgctatca getgggtgeg acaggececct 180
ggacaagggc ttgagtggat gggaggggtc atcccgatcc atggtgecagt gcecactacgece 240
cagaagttcc aggatagagt caccattacc gecggacgagt ccacgagcac agcctacatg 300
gagctgagceca gcecctgagatce tgacgacacg gecatgtatt attgtggect tctgactacg 360
aagaattact actactacta caccatggac gtctggggec aagggaccat ggtcaccgte 420
tcctcageta gecaccaaggg cccat 445
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A 1

470 bp cDNA
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CMYV  promoter J L VK

xho 1

#HAx hCK

Ampicillin

K 2
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A B M E

3

CN 101220096 B

CMV Promoter

Ampicillin

#H{KhCg1

Neomycin

4] 3

Xhol
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~— 07k
~— 1.4Kb
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4
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i
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S B
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120 1

100 1

80 r

60 1

HifsHE (ng)

40

20 r

FUED FUAD + FUEC
1% F (R B AR 2 R
Kl 6
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patsnap

EREW(OF) ABRRBIRNER R R ERER I RNA
NSNS CN101220096B NFF(RE)R 2010-09-29
BiES CN200610144981.2 RiEH 2003-12-30
FRI& B A #EI
L8]
RAAN #EBI
eyl
IPCHES GO01N33/53 C12N15/13 C07K16/18 C12P21/08 GO1N33/577 A61P31/00 A61K39/395
REA(F) AR
HER(F) oK
H A 23 TF 3Rk CN101220096A
S\EBEEE Espacenet  SIPO
BEGF)

Nhe |
AERPRE—FARABARNERERERE , HA ARG, 2R
HAEX , ZRASEITSERENEEX , ZRAEEEHHRHEX

_lL VK
‘ﬂﬁg’i‘"; &% CK
XM  ARTERNERNEARFNNFIRIFTR  HEEFR G *\\ - xhol
LFRPENIBRN , ERBHBNEEN , mREIVEESL EU N\
WUTREMER | KRR RETHEYIEE, NESZ, £r5E
[

CMV  promoter

FERERA.

#H 4k hCK

Ampicillin /
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https://worldwide.espacenet.com/patent/search/family/039630196/publication/CN101220096B?q=CN101220096B
http://epub.sipo.gov.cn/tdcdesc.action?strWhere=CN101220096B

