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L —FoRCRs TRk R gs & R B, s
(a) SB—PU & G sk P 256 B, Ik 28— P 85 G 0 5 5 — s A 28
— ik, BTk 58 — RPN TR 58— PR S B 5B PGS G R 455
SE s H
(b) 88 PR G5 A T sk R 56 B ik 28 P 85 530 B 5 88 R B EE

T, BTk 5B RPN TR SR PR S B YU SR A5G
SER;

Frik 28 3 CD3HT 5

FTil 28 25 G S5 R0 58— HECDR Y «

FHEILIRFFHISEQ 1D NO: 7AW A8 — $245CDR1 ;

FHELIRFFHISEQ 1D NO: 8H Ak 2R — F245CDR2;

HI5ERR T AISEQ 1D NO: 21 Mgk 1) 55— 5445 CDR3;

FITil 28 25 S S5 R 55— FEEECDR Y «

FHE AR 7 HISEQ 1D NO: 26441 1) 28— HiHECDR1

FHE AR 7 HISEQ 1D NO: 27Ag Rk [1) 28— HiHECDR2;

HSEER FF4ISEQ 1D NO: 28K [ 25— Hi4kCDR3 .

2 ARPEAHN ER PR AR e P pUR s P g & BB, Horp Bk 88 P 45 675
SR e T AR X HAG GInd061us€4E (VACD3: G1n40G1u) s Frik 88 “Hili 45 5B 1 sE
AT AS X HAGGIn39Lys 284 (VHCD3: G1n39Lys) .

3 ARIEACH SR 1 sl 2 T iR (PR e M DUk el IR 25 5 BB, Forb, BT 28 85545
T3 B2 R AR 7 AIISEQ 1D NO: 18l HATAT AR A1) 85 i n] AR [X 5 A 35 1R J37 41 SEQ
ID NO: 50ukHATAAZ A 55 — difk i 47X .

4 FRPEACRN ER AT R [POBCRs FetE poik sl bU &5 6 B, Fob Brik 88— hut 45 &
SIS RPN A AR T AISEQ 1D NO: 58; MR 58 il 8553 o8 —Hpk had Ak
FRFF4ISEQ ID NO: 60;k#

ik 85 B 555500 IR 2 b s LR AIISEQ ID NO: 665 TR 28 4l &5
bR eE —Hgk N AR r 4IISEQ 1D NO: 68.

5 ARPEACH SR 1 sl 2 pir iR [FDOBURE e M p Uk el I 25 5 BB, Forb, TR S8 — Bt
BT -
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11 SRR EE R 9Bk 1 0FT b AR T 28 A7 o

12 A RUR SR 95k 1 OFT iR [RAZ IR AR R 1 LR 2k (4 i o

13. —Fhe 51, LA OAUR K -84 — T ATk (OB P E DUk sk i i 255 B
AR R 9Bk 10FTIR [IAZER AR EER LT IR 2 AR/ AR R 1 2R [ AT .

14— Pk - 25 BIcn , A& AN B a2 0007 3000 AR K 1 - 84— T pirak 1)
BRSSP 5 5 B

15 AR FEAHN ER 1AFTAR PR - 25 ey, Forb, Bk iad 7 3o han i SR b
I5 700 40 PR S I S RO SR SR YRR A 2%

16 ARFEAUR SR TR T - 29Iy, o, Bl g s e H A B -

BART 5 AN AN 2B 5 A AT BRKD s BRAY 58 s AR B s 22 34 %5 23 MBI B B e 10
KRR KR ORI 220 B s el s &y R E T 358 & buf 2200 34950
TR 10816 ; U 8 B KT R s YO 32 IR B 22D 1 - I S SE s Wi R SR s %
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IMAE JE MR YE VAREG BB 1 IAE A7 M P JR A i eg 6 SN IR 4n g B L 1
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ST BEMEIRIE B ST 4 5 Bl

ik JEE $ )i A GPC3 , BT ik JHEE o i A 50 08 5 GPC3FH I 5 19 GPC3AR S
BAE IR I GPC3 AV s « GPC3 B FFF-4n i des « GPC3BHYE R s - GPC3FH A fifides - GPC3PHYE
55 11 GPC3PHYEFLIR e - GPC3BHYAE Fiy H1 i « GPCRHE 1 Ijps s GPC3 BRI EL IR o
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— M F A R E R IE

B G
[0001] AT Mo —FIBURF S TR S L T, B3 BIE 45 5 CD3 M i — R I O BURF 5
PEDTIAR S

BEEEA

[0002]  THULBUEE T HUIAR ERARTANEAT RS | e — PRk STy, Al iR
AIERAN SR P U |l i a5 S TAIMECD 352 4k (CD34E) |, PA—Fh 2Bl T-TCR/
JIK/HLAT 75 5, (ET 4001 1 CD3 K A= SR G , s A T4 55 igg o b 208044, B
2 ) RS Sk 3505 R 41 i (Nature . 1985Apr 18-24;314 (6012) :628-31;
Nature.1985Jul 25-31;316(6026) :354-6) 2215 30 EMIMST , LM T HUAARRFEHEL 1]
L, A 3 B S PR 2B SRS e dE 1 T RS E L HE @ NE h BoR TR i RSy
R, AELBE 2 SR R E FHADGE b 1 B, BELAS 1 R 3002 S8 S0 s S oAk 1 |32 B FH o 451
a1 F I F i catumaxomab - Fe B S T IEKupf fer il Rk fIFe v &2 kg &, 51k T+
BRI A B, B e aR 5 20144F _FiiiAYblinatumomab, FT- R HFvE UM A B, A=
W TR 2/ NI SRR RS ik Ry , [5) Is FDASHEHE AT 21 it PR R i & R A
SRR B,

[0003]  JE# G0 Rs 7 2t B, TCRDMIGSE R (91 -100uM) 45 & eal A5 4niF (/MR
k- A\ A 4iindi A HLA) @t D3R S 2 & (FIH5CD3e v «CD3eSFICD3LL) , ¥4
WG SR TR BOE R A MO M a1 (e 1 B0k 27 L33 55) I3k,
HHTCRE S A 15 S i B TR v iz « T A FICD3RE: ek, 235 T
OKT3.L2K.UCHT LFNTR66%5/ DI I hT A, S A s , S E T4l BT AL, BRSO = 4n i
R, P A g IR XGRS s R, Esi A b & S B0 B h A B 3 B
B ARAE R A1 2 Stk

[0004]  Hi{KFciiBor SFc y ARG G HE 12 50— N 5 294 B 82 R 2%, F T Fe
y SZRAE L RNEH A RA W R DB S Fe SARIIR e vy AREE ST, 7T S38UA
— It A5 A NCD3SZ AR [AIF e v SZ R GETm ZICTE AL , AT A= F i A 58 o 28 5 1 FHF e y
ARG HE IR III AL gG23 I R Bk L gGAMI Y, ol 5t 0 AECH2AH N (v g T2 SR 5 Joe
W1 : Armour F- ¥ 1gG1 AT gGAf 55233 - 2361 i (BUSF A4 5) B4 sl LgG2AHR 741, Ik /b 1 11
Fe vy Z kR 454 (Bur. J. Immunol . 1999) ,Newman“57F 1gG4 5| AN RAZSer228Profll
Leu235G1u, fe/E TgGA 45 M [FlIN /D SFe v 2 4RIM45 & (Clin Immunol.2001) , Idusogie<s
KB Asp270.Lys322.Pro329akPro3314 BB HumiAla, Pl kD 1gGl 5¥MACLq 4 & (J
Immunol . 2000) %,

[0005] ] EE AL 2 RIR T eGREBURE bR A i R 38 T 2 M s Merchant  AMEE & A3
[R5k (1998) , BkFischer NS & IOALFIT4E (2015) , 10 #0 T U TR 28 A R T
Muid , mkH A B EL N 7= (McWhirter J,2012) ;Carter PZE (1997) il ik A HifkFc
5| Nknobs-into-holes F#N5AR , DA TG ] U EE L s Schaefer G2 (2011) Hk TR
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F kI Fabil sk 4 K T3 et Cros sMab i A, MR e 2 B I 1) 3, Ho b 545 32 Ha
CrossMab"™ V" HiCrossMab™ LB N ZAMK B DL B0 IE BAEC NS , i Fab 4 K28 # 1
CrossMab" ™ TEAARC AT ZAFE50 %

LZAARE

[0006]  7ESRIR MR PRI RE R, AR BN I, K A MREE R A TR CD3 T4
TR A W R B ARSI T4, CD3BTAR MR ik BE {851 ) 1) It 1) CD 3 B e 04 TR, 11
PO P iickappa g 9 n] TR RIR T A ST R SERC i P e EE A T Bk
HLfRT, AT DA i IE IO 0% o 1 EL, SEEG-UERH , ) FICD20 W BOMARIGPC3 % 22/ s i fAR A1
N IR CD3H AL B A TAN RS , 28 =25 4lY Y 52 B98 - 100 % [ FRAR AT , S5 L
BIRRAR (<1%) &

[0007]  ANTFRGE T — g U TN e fers , SR AN R AR e B Ak o, g
K TGy, o - 2550 AN AT 40 CD 3 BT 23531 SR Hlkappa 4255 Ml lambda 5 , 51
AR A FE A TROAT, RIS 5 | ON B A FArp b B85 1A 2 5 i ok S5 A e, 9 T4n i
TEPE AR N BT SRR T A TN, W SEAn it = A 3 0, TR A A A I AN S T4
65 TR, T TR ARURE T A S F e y REZARES &, I 1 7 AR 4 BR - XU 1 USRS
KT T3 A ST CD20 X CD3kMBURE ST\ BCMA X CD3kABURS FHTAFIGPC3xCD3
OBV HUAR AR = i =254l T S99 % 4l o S #UCD20 - CD3kAAUES
SRR R GF i TN ey 7 80 e eV E R TRl 2k

[0008]  [Aljtt, £E—J Il , A THHRAE T — PSR M E BT B U 45 535550

[0009]  FE— 5], AR T 4t Qi b 5 T AR AR sl L BT 45 55500 1A%
2

[0010]  ZE— 51, AN TR T 00 STk Ty T AZER T A o

[0011]  ZE— 51, AN THRAL T 00 Ermk Ty T A AT .

[0012]  AREFTAT— 7 I HUAR sk o g5 53550, Horh Frid bk ek B gh 535500 2
PN

[0013]  ZE— 5l , AN R T 68 QT — 5 I bk sk Bt 45 53500 el H 4
AL S A S B EE 2 RN DS I A ERE R 5 R i =

[0014]  FE— 5], AN TR AN E 2R 7 B T iR — 7 T AR 1 h Ak
HPUREE S OB M s 2 R e A T TR - 2B«

[0015]  FE— 5], AR TG SAESSRAER ik, HAHE NP8 : Bk FL2)
Wil HaT 7 A SO I T — 5 T iR sk BT 45 & B B IR A A A/ s 2%
HEW.

[0016]  YE—J5 T, AT T R — 5 T AR e P 456 R B AR A 4
A0/ s 25 A S £ T I6T TR FLEDY rh 5 e o S SRE 1 2 el i
.

[0017]  ANTFIOBHUA T DL T2 RN , (048 IR Bl 12 W IaT T s 7R 5 e
ARSI o
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B =135 AR

[0018] KL/ T AN IS —F5 X CDIMMUES ik

[0019] K2/~ T CD3 AR HTA S ACD3e v 25 45

[0020] &3/~ T CD3 AR TR S Jurkat 445 5

[0021]  E4/xHH T CD3 NI ETA S A CD3e@ I B HIRCD30 & [ 45 &

[0022] &5 R T AN TFHIRL001 \KkA002 1 1kA003  kA004 . kL0051 5544 .

[0023] K67 H T CD20 X CD3AMRF A HifhZEProtein AZIKITZE R

[0024]  [E|77xH T CD20 X CD3kAAE i SEC - HPLCAS I 45

[0025] K87 T CD20 X CD3rAMUES SR AR — Z8 A4t IR

[0026]  [E|9 /R H! T CD20 X CD3ASURF F-piiAk 5 CD20Fa L A AU 45 7

[0027]  [&[10-55H 1 CD20 X CD3xMBURF - 1A 55 Ieg 41/ SU-DHL - 4 \Ra j i AINALM- 6[1) 25 55
[0028]  [&|1175xH T CD20 X CD3ABUEE 01K 5 Jurkat 4H 45 A o

[0029]  [&]12755H 17 CD20 X CD3ABURF 4R S/ E I TAR IS5 7

[0030]  [E]137~H 1 CD20 X CD3RMBUREFHUAS TSI TDCCHE T, B 13A 7~ X Nalm- 6 41 i1
S5, 3B R A T4 TG AL »

[0031] 1475 H 1 CD20 X CD3RAMUFR LA NS A TDCCTE I, A 14A T 7556 TMD - 841
S5, 1AB R R A T4 TG AL »

[0032]  [&[157~H T CD20 X CD3xkMBURE FH A TDCCHE ], E15A K R4 Toledo 4 i1
S5, 1B R A TANE TG AL »

[0033] 167xH T CD20 X CD3RAIURF ST ASK THIINFAT(E 5 1 K 7R

[0034] 177 H T CD20 X CD3xAIURS AR AR e fie i 43t/ Nid Ra j i RS AR SR R (R 4R £
.

[0035]  [&]187~H 1 CD20 X CD3RMBURE i/ To ik Bra i/ INFRUEZ T Raji 9 APBMCTR & 4%
TR R I E .

[0036]  [&]19/55H T CD20 X CD3kABURF SR AE £ i 2452

[0037]  [E]2075H T BCMA X CD3xARUE; ik I BOMARS LRI 45 &

[0038]  [&[2175H [ BCMA X CD3xM B -t 4 55 Ieg 4 UNCT - HO29MIRPMI - 8226 1 £ 15 o
[0039]  [&|225xH T BOMA X CD3kABUEE S04 5 Jurkat 4H 45 A o

[0040]  [&]23 < HY T BCMA X CD3kABURR ik 5 40 I TAn ) 45 &

[0041]  [E]247~H T BCMA X CD3MBURE - HUAS TSI TDCCHE I, B 24A 7R AINCT -H929411 iy
075 , B 24B 7 T4 TS 1L

[0042]  [K]257H T BCMA X CD3kASURF - Hi i/ I TDCCHE ] , E125A 0 X RPMT - 8226 4]
Mart 45, R25B 8 o TANMETE AL -

[0043]  [&]267xH T BOMA X CD3MBUEE S TN TAHONFAT( 5 1m % 17 H o

[0044]  [&]27 1 HY T BCMA X CD3kABURR SHi AN PBMCT A FAR S-1800

[0045]  [&]28 1 T BCMA X CD3kARSUE S H A S Fe SR 455

[0046]  [E]297~H | BCMA X CD3xMBURE i/ o B ik Bra i/ INFRUEZ N NCT -HO29 RS A AT
HRRAm I E .

[0047]  [E[30-1:H T GPC3 X CD3kAAUE; Fedifk HGPC3fahb 44t & .
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[0048] K31 H " GPC3 X CD3xAAURF - hifk 5 IR 4HiuHe pG2I1 45 5

[0049]  [&|3275xH T GPC3 X CD3kABUEE 11K 5 Jurkat 4HI 45 A o

[0050] |33 HY T/ GPC3 X CD3AAUE; edvfk 5 /N i T4m it ) 25

[0051]  [K[347RH T GPC3 X CD3kASUR; PRS- FIITDCCE I, EI34A L ok HepG2 4 i 1
F:405 , B 34B R A T4 IS 1L o

[0052]  [&[357xH T GPC3 X CD3RAMURFF-HU AN T NFAT/S S 1@ B A E H -

[0053] 367xH T GPC3 X CD3kARUEF - H LA PBMCIY AR i

[0054]  [E377xH T GPC3 X CD3kMBUE - Hi A e Fi i/ INFUEE M HepG2 RS AR LR R 1Y
JHEIE o

[0055]  [&]387~xH T GPC3 X CD3kAMRF HiARAECD3 A Pt FilHepal -6/ A\ GPC3FZAE A 15 /1Y
HRIRAm I E .

BRI A

[0056] T.7EX

[0057]  FEA T BRAE S A UL, 5 A R B2 FBOR £ 1m0 B AT ARSI R
N GO B PRI 75 S I H ASCH FT I 2R B MR AL 2 o3 T AE W2 AR 4 21
B5 7% A R AR ARTE AN SRS SR E D R AN S N )2 A AR EF
HUDER RIS, o T S R AC T, N TR AR AR ) SRR o

[0058] e ASCHVEE FHIG, 7 IR Ho 7 e 2 PR A7 AE T (Blah & 1) MR gniie b i — A
FEAE T I AU AT sk b peE %, sk PALLIE R AEMYR) 4iif b 3R E A7 T
W Es AT IR AN b e R E g, sk AR TR E R AR 40 A RIE
FEAE T IR 4 PP s U T e % o 12 AR PR b E0 16 R s S e Do, 4 s e
PEHUL (TSA) SR ARSI (TAA) , 4B IR ARSI T R IR IE ST A R A -2
PR AR R BN S 3R A AT e R i IR b i T LU, 9140, BT 4318
Bl (Fan, €D19.CD20FICD37) B4k kit (B-cell maturation antigen,BCMA) NS
LR 45 11 ZEME 3 (GPC3) « B maduld (ol an, FLie < B adie ilidee) il 2 PR S e ol
(PSA) sl mi A1 B e e VEIBE T (PSMA) B IBessa Bt il (B2, ZNAR B ) Jes i s &5 adea bt
NI s )N e W N = P2 71 = 1) O e I N T e W N e 711 S N = I B e 7115
KRB G E s U -

[0059]  TSAXFT- MRt E (kA B A ) SR, HAS A A=A RN i H A4 i L (1)
e A A FRAE B AR E AR  TANK TR ga o A~ vl i, - AR AE 1
A Ak BN, AR X PUR I R i SRS A T 3R B, YRR s
AT HABER B, TAART LR ARG Uk B i B AE I 4 Rk i, s el
ATV E 5 HOAE TE 5 A0 AR AR KT N AR (S AR IR it b AE B = /Ko R Rk 1Pt
[0060]  TSABKTAAGUIL [ FRFR 1 S B (35 3 AL B, 175 WIMART - 1/MelanA (MART-1) |
gp100 (Pmel 17) F&SAFREE  TRP- 1 TRP- 2R MHRg 45 3 2231 R P WIMAGE - 1 \MAGE -3
BAGE\GAGE-1.GAGE-2.p15; 1 Foik (WG DU, 18 AHCEA 5 15 700k 11 8500 2 PR AN 9842 19 JhRR
JRIBEA, 7 Wip53 \Ras JHER-2/neu; G Kk 5 (7 S B0 MURs YR ot , 14 2IBCR-ABL

8



CN 114524878 B W OB P 5/66 i

E2A-PRL.H4-RET.IGH- IGKMYL-RAR; VL MR s P , 18 W22 TR BtH B2 29 25515 EBVALL A
NEFL IR B HPY) HiHE6FNET o oAt Rg H1 )5 (9 55 TSP- 180 MAGE -4 \MAGE -5 \MAGE-6 .
RAGE.NY-ESO.erbB.p185erbB2.p180erbB-3.c-met.nm-23H1 .PSA.TAG-72.CA 19-9.CA72-
4.CAM 17.1.NuMa.K-ras.p-1EI [ CDK4 Mum-1.p 15.p 16.43-9F.5T4.791Tgp72.Hi4
1 B-HCGBCA225 .BTAACA 125.CA 15-3\CA 27.29\BCAA.CA 195.CA242.CA-50.CAM43.
CD68\P1.C0-029.FGF-5.6250.Ga733\EpCAM.HTgp-175.M344 MA-50 MG7-Ag MOV18.NB/
70K NY-CO-1.RCAS1.SDCCAG16.TA-90\Mac- 245445 11\ SEEAE 1 C-AHCHE 11 W TAALG
TAG72.TLPMUC16.IL13Ra2.FRa.VEGFR2.Lewis Y.FAP.EphA2.CEACAM5.EGFR.CA6.CA9.
GPNMB.EGP1.FOLR1 PN f7 5244 . STEAP1.SLCA4A4 G545 25 -4 AGS- 16 L AL EEC MUC- 1+
CFCIB. IR F 3%k (a3b1 sk, B E RN Sz AR 5E) ANTPS . HoAt e Hui ik (4% CD 19,
CD20.CD22.CD30.CD72.CD180.CD171 (L1CAM) .CD123.CD133.CD138.CD37.CD70.CD79a.
CD79b.CD56.CD74.CD166.CD71.CLL-1/CLECK12A.ROR1BCMA « B IS e LI 25 1 S8 4 3
(GPC3) A7 2 .CD33/IL3Ra.c-Met .PSCA.PSMA . }i#JIGF77 .EGFRvIII.GD-2.MY-ESO- 15k
MAGEA3.

[0061]  GuASCHE IR, R “CD20” $52K FHT M HESh kIR, B FLsh , i iR
) (BTN RS2 (B NS RR) [RATAR R SRCD20 6

[0062] K& “BrCD20PTAR” F1 “45 G CD201MHTiA” HREEE LUR B M 145 5CD20, filifF %4t
VA E e W IR/ B7G Ty IR CD20 H A DT A — NS 7S 267, iCD20 4 (4]
TexAECD208E [ 4k SRR B /N TAZ BTN CD20M 45 B 19 2010 % , Wi =t B s 5 S s il i
T2 (RIA) MR o £ HEEE ST T 56, 855 CD201W HifAR L A7 < 1pM, <100nM, <10nM, <1nM,
<0.1nM, <<0.01nM, 5k <<0.001nM ({5410 Mk B, 4514110 "M 10 "M, 4110 "MZE10 )
(IR 2 A (K ) o AR REBE S0 E /7 2, PrCD20 TR 455 702K AN [P A CD20 [R] £/ <5 1
CD20447

[0063] QA HE IR, AR “BCMA” AT DAFRALFRIFE A T s of AR AE T A
PR IBOMAAR B K AT AT AR A | [RI R AN 5% 2 R E 2 o

[0064] R “ ABCMA” S& F5 A KRIEIBCMA, I H A A e AT H AR T-Genbank & 5% 5
ABO52772. 1124 KR 741

[0065] K& “HUBCMAFTIAR” 1 “G5 G BCMAI ST FREE B LUE B I 1 45 5 BCVA, filif3 %4t
PRAEZ WA/ s I6 T AR SR BOMAH 2 A T A2 — S5 75 € P, HUBCMABTAACS
JCoAEBCMASE A I 45 S A /N T B UK BOMAT 85 5 TR 2910 % , Qi ik {5 4nise it o e e
T2 (RIA) MR o £ HEEE ST 5 56 Hh, 85 5 BOMATW ST L A7 < 1pM, < 100nM, <10nM, <1nM,
<0.1nM, <<0.01nM, 5k <<0.001nM ({5410 Mk B4, 4514010 "M 10 "M, #4110 M= 10 )
PR S (K ) o AE HEEE ST 77 i, HUBCMAPLAA 25 578 2K F AN Rl 0 A - BCMA 1] R 5T 1
BCMAZE A7 .

[0066]  GrASCHE IR, R “GPC3” P DAFRALFRIFE A T s of AR S A7 AE T A
PR IGPC3AR B K HAT AT AR A | [RI R AN 5% 2 R IAE 22 o

[0067] KB “ AGPC3” J&35 A\ K IIGPC3.

[0068]  Rif “BiGPC3FTIA” F1 “G5 G GPCIINHTIA” HREEE LR B M 1455 GPC3, filifF %4t
A E e W IR/ BG Y7 I RE I GPC3H & A DT A — NS Ty 26, JiGPC3hT iAokt
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TeAEGPC3HE A M 45 G /N TZ B TR GPC3 I 85 A I 2910 % , Wi i 91 an it S e
T (RIA) L  AF FEEe St 77 26 rh , 85 7 GPC3fU TR FLAG < 1M, <100nM, <10nM, <1nM,
<0. 1nM, <0.01nM, 55<<0. 00 1nM ({52110 *Mlt BEAIG, (514110 *MZE10 "M, 4il4n10 M= 10 M)
(AR 20 (K ) o AE HERE ST 26 T, HUGPC3 PR S S5 A1 2k F AN IFI R GPC3 TR SF 1
GPC3FA T .

[00691  “CD3” 45k FATAT B MESh YRR, B FL M iR K2 (B A L FEAR
KB (Fan e Anmkos s G/ NI RER) ATAT RSRCD3, BRAE 53 AMRIH . 12K R
WG 7 AT RICD3 LA AR H 4l Fb i T AEATE 2 CD3 o 12 RIEIA 155 CD 3[R K2R
KA, AT R Rl S A AR R o A — A S0 05 5, CD3 A2 A CD3, 5 51l ACD3IYJE
PHIZEE 3£ (CD3e) « ACD3el 2 FER 41 i 1s T-UniProt (www.uniprot.org) &3 5P07766
(A 144) , 8BXNCBT (www.ncbi.nlm.nih.gov/)RefSeq NP 000724.1. & Macaca
fascicularis]CD3e[R)Za 5Ll R T4 i 7/~ T"NCBI GenBank no.BAB71849.1.

[0070]  JRiE “HHg A A S AR YR F AR ARIUE I I 5 3, TRt B ik el i ok 558 1 A
Hen 4 a i A NG

[0071] QAT Al AR SR WA, AR “2)7 5k “R L7 & HBAE 25 12 A 58 B 1 Dk ik
10% 2 PN AE 75 2O N AR FR 7 45 (8 sl B IEkisk 10 % 2 N 1) sk
AR

[0072]  mRfuist Z KA i &, JvE “EAAH R aT RN RPN 52 B2 741 2 D
60% <65% 70% <75 % +80% 85 % <90 % 95 % 96 % 97 % 98 % 99 % uk & 25 1] Fy- A [Fi] — 1
HUARSE AR A1 S L 1ZAE P ERAR Y R0 5 2 AR Fr 41 22 /D K 1760 % 65 %
70% 75% 80 % +85% <90 % 95 % 96 % 97 % 98 % 99 % uk B = 1) - 41 [ — M A% 1 e
Ao

[0073]  J3 41 “FHIRTTEE” sl “[F]—ME" FAG ARGUS A NI 2 3C, F HRT AR A TR BOR 3
PMZIR Bk Z IR 53— B X332 [ SRR 5 53 b « FT LAY G 2 A2 IR s 2 IR 4 Kk
T A %D & AR R (S0, 49140 : Computational Molecular Biology,
Lesk,A.M.,ed.,Oxford University Pres,New York,1988;Biocomputing:Informatics
and Genome Projects,Smith,D.W.,ed.,Academic Press,New York,1993;Computer
Analysis of Sequence Data,Part I,Griffin,A.M.,and Griffin,H.G.,eds.,Humana
Press,New Jersey,1994;Sequence Analysis in Molecular Biology,von Heinje,G.,
Academic Press,1987;and Sequence Analysis Primer,Gribskov,M.and Devereux,].,
eds.,M Stockton Press,New York,1991) . BRIRAFAE 2 ML NN 2% H TRk Z2 K 2 TR
ARRIVER 5 7 AE R ARE “AHFIVE” 2 BOR A BRI (Carrillo, H.&Lipman,D. ,STAM J
Applied Math 48:1073(1988)) .

[0074]  “HUAAY” Aot RIRFr b 2 /D — S Sl R B EE R B T AN R 2 B RN
FARR7 B AR A B R R RO BN iy - — AN U R g R slom] v 2
AN, FHZARIR] 3 A7 PR B 2010 S R 21 BT 7 T2 8 67 i TR
—/NEUEERR AT 2 N R EE R, o Hh X R A R A AR BN 5« “HR AN AR RS —
DA AT N B A — BRIR T A T Re 8 A7 B AL S B R T AR Ak o B AP 2 B iR
HAB 5125 AR 1o AR EE o SUER ERB M B o “BRAC A AR A RIR AR 7 41 Fh— Ak

10
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ZAN BRI R AR il I DL N, S A A L4y R E XN A — Al A
IR IR o

[0075]  FRHUIAI AT ARSI 5 , AR P RIEPUAZ R ) 12 791 2 7 1A
(SRR, EL T FRE R E DU R e RN S & B, T AR PEAE BT
BN TR GERIGN A TS B E) 3 AT o WA VR R FR AR B PR DR T 4ok 2 X 3k (CDRs 5 BJCDR1
CDR2FIICDR3) B AR X ) = AN X B, e A 10 T B RN EE S 1 AT AR S5 A3k N o AT AR S5 A3
DRSS B S S 0 PR A A (FR) DX kAL B8 A1) o SRR ER S AR S () R T AR S A e %)
AFEPUANFRIX, B TR AIB-Tr& 2, BT TR = A CDRsZEFZ K , CORSJE IR, iRk
B - & ST BB B NIRRT B - 1T & G o T 45 S I CDRs il 5 A FRIX A ST
Fee ok, I HAR B 1ok L EBEICDR,, A B T HUARSE S S0 i GRAZERIRE 70 BITERK (Z
HKabat®: ASequences of Proteins of Immunological Interest,Nationallnstitute
of Health,Bethesda,MD(1987)) o IEANASSCHT i T, S BRAEE F 2 FER PR B I G 5 2 (R
Kabat &5 A [RGB BKER 1 & LR IR 4 5 A gt A T1M , BRAE D3 A 1B . —NCDR ] HAT R
S RE PN C I DAR[E(E

[0076] QAT F, HUR ) “Dud R BE sl “Dui 45 5 v B FE e KPUAR AR5, Hb
Tk HE R DU ESHUR TR BUARIIE S TAZ X (B a0—4>8 2> CDRMI/ 5—4>
SN PURGE L) |, I HLI M OR B S5 5 e e 1 DA R Tl e K BT ) 22 /D3 o0 i e Ik 4
FHEST A, PR S  BR & BTV R B P UA S SR U B &5 55000
PP B oy Bt FE il iy (i A PR A AUl P AR BT AR , AR B AR 1)
TAEYD, Pl 20 7 A AT A DU AR BodOR B Bk R B S B a5 (H AN PR T-Fab
Fab’ \F(ab’) , FREEFY (scFv) \Fv.dsFv BT FARIF” B CHA Y B, B4R BRI
B (&G, a0, Methods in Molecular Biology,Vol 207:Recombinant Antibodies for
Cancer Therapy Methods and Protocols (2003) ;Chapter 1;p 3-25,Kipriyanov) .Jfrik
Fr BT DLEIE A I 2 A5 5E , Al A A/ sl PR s PR B R Ay
F /DR ZI50 SRR , - H U 5 /D Ek 292005 KPR - U 45 5 Fr BB R T bodd A B,
HAPBARNDUAHES () AN X ) IN 5 RAF o s e e 5 5 (BRI = /D sk
ZE/D2)107-10°M- 1{1Ka) HUIRHOFTH . “ThAEF BY 8% Bk 25l 2 n iy 1E sk S A A
WS ARG GRS B)E S SRR 11 Beal UM o (E ARS8, Thise v Be— i
5 “PpR ) By SCHRAL, Bt poikimie, T Hsaelh 1k sl L AR R 52 R 25 S i ik sk 5 2
BSHSFIBRIF B, BIA0Fv JFabF (ab’) 555 “Fv” B — S5 BEBE AR G5 AL 3 Al
— SRR 1 P AR A I RE AR 5 S ST B 28 4k (V- V, 5840 A k. AE %A 2R
1, AP A= ANCORS T I ABASEY, Y, — 4RI RS £, 135
FUARTITE OL—FF o Frk 7SN CORs AL IR T S S iRk R SE SR e o (HUE , B2 B AR
SERI, (S B AE 3RS S CDRs[WE VIR —21) T ] A R AN, SHE T R

[0077] AR B T, RO “OBURE 1 (Bispecific antibody,BsAb) $EHuiAR/ ski/i
5507 e R R YRS S TSR IO U DR e, 1 R ST sk b 85 647
TR PRUR G550, Frh MR T AN RO DUE 5 o £ R0 S 7 S, Bindk
BURE S PEBUARIN /U 85 6 93 T BEE IR S5 G AT I D 1% R B2 A PR RS R 1R 41
i Fek PR R 1 DR 7

11
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[0078] AT, “BneBEHUA” FaAH R BRI , Fom B e BT AOh 1 B2
SRR 5 HAt ARy AR X MR M S TR 2 vl R AT R AR, Al $rifk
1925 e TR AR By A Z PR R e A PR » B e B po A T DA I v 25 28 IR 5 Kl £
(Smith et al. (2004) J.Clin.Pathol.57,912-917;#INelson et al.,]J Clin Pathol
(2000) ,53,111-117) o BilZn, B yw AT AT DA ik 7k A= A BAH IR i 25, 490 anam o) 5 5 e
Rl DA AR R R A AR el i P BBV 15 55 I AB I o EEH BORGA T AT SK
FEARSNE S 5T gR i PR ROAZ H R I T 2 R ORI FE AL 18 E 4 R Mg 4y v
e NI ESE IR

[00791 A HAT T, RS “IeAIi” sk “FAc S 4 48 FH RS T DU bk EL AR i AT A
U A ifu = AR R Al 4m i 25 QE 0 B SR slbR C R 40 o AR UEE I ER A
GUUTHRTI , 23 988 AT MG A SIS P AR R A B v PR LA o T AR 2 AR 1 5 TR DR 240
SRE RN (A5, Har Tow&Lane , 1988) o 442 S ARIE “Ge3988” ok “Gexc R 4ni” I, Hak fudh
FASIRANIN v AT A o

[0080]  GUASCIT I, KA AP A K HE (19 21VH-CH1 - CH2 - CH3 1k VH - CH1 - CH2-
CH3-CH4) M1 25 4K 55 (VL-CL) AEE DX e, A9 anim et ot oy B I R K 7= A 1t
PRDA R 5 i A ) B ARIA) S5 A b

[0081]  RIE “fRAHUA” EFE XA, Borh vl R X e 21 B — i 8 E X 815
A 55—, i TR X A BN BT SR E DX AR E TR A

[0082]  “AJfb” frfdsg FEdE N (BN HTioE X, B RGN e ka1 R kR
Pk 2 5 B (W0Fv . Fab.Fab’ \F (ab’) sk DTk B HURE S F 40 , &A1 HAE
NI BREE A/ N A AR, NI N sk 1 ez Ehui) | Hhese &
PUAR B AMREX (CDR) 7RI 2k F A A BRI R R AT TR A (A
PR /NS R B Bl R O CDRAA I ik o

[0083] A, £E A5k, 38 AT BEXTVEAN/ Bk VLAYCDR1 . CDR2F/ 5k CDR3[X PN [ S L i ik it
TR, HIESGEDUAT — B 2 PS5 SRR (IR ANTE) o« AT T APCRAT S 154 5|
NG, FON RS, & 5l B DIRRF I A2 Wi T A A SR i pA ANk gk A o o 1
T BINRSFIE AR LSRR O R R AR IR I sk ek o 73 4h , CORIN IR 5832 1 i A
DA A A, AT IR AR HTAGA 16 55 CDR A B3 25 13k 2 P A S BE IR SR [ B
(NS

[0084] YK SCRT A, ARGE “CDR” 45 H 4R EIX (complementarity-determining region) ,
LRI IS BB A4k B 3/NCDR . CORM AR m AR X, HAFAE T HUR IR Ek
MERGER AT AZ X, AECDRI— K kg B A AR = AL e A7 o A B 5 vk, EEBEfCDR
FHoR H HERE ) 2350 17 41 1 2 AL (U CDR1 L CDR2 . CDR3FE 7 , FRBEVI CDR FH 3k [ A 11 S 2k
i F7- A S i ) CDR 1 CDR2  CDR3FR 7R o X MU 57 i AT — G S5 A iz bl , - D e Hrodd iy
SO DU R

[0085] AT T, AR SR FaHu R M EL M 85 A TR ATtk i - s
PRTE I BB A s e o0 2L, B an s SR sl Ut , O HLal i B R E 1 =
YRR DA MR E B FLTRFAE o

[0086] QAT I, ST Hik el i 455 P Ben “Fem PR 45 57 ok “o e Rt 4557

12
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FEASCH AT 24 il 1T, O HLAR ARk U S5 & R Balal Sl ik s &0 s 2 TRl
AN EAE N S RRSUEE R — sk 2 AR BB T Tk P vl D2 2 B i
Bk AFAE T IR o - T, S RE R M s A B MRS ) PR PO DL 2R 1 X 10"M
ER X TOM T R A AR (3l 1 X 10 M1 X 10 M BRI ES B 5L (Kd)) 254
TR Ut o S AN O DA ik Hip SN AR HE B 127 05 TR IE , B, S e e 21 55
B +:38 (SPR) (Rich and Myszka (2000) Curr.Opin.Biotechnol 11:54;Englebienne
(1998) Analyst.123:1599) SR E AL (ITC) slASII L AN HAMh Bl ) 27AH B 7E FH
E &G0, N, Paul , ed. ,Fundamental Immunology,2nd ed.,Raven Press,New York,
pages 332-336 (1989) ;182 WA R HI T T HSEPUARI S 5 2% A 7R IPESPRANTTC S {11
KL R T, 229,6195) o T SIHSAS IR I 45 A R N aw A5 g TR, FF BT
Bl (%0 ,BiaCore 2000,Biacore AB,Upsala,Sweden and GE Healthcare Life
Sciences;Malmgvist (2000) Biochem.Soc.Trans.27:335) .

[0087] AT I, KB “BAZHIR” M Bl 17 18 & 2 DM MER I H IR S
FRAT AN BRI R A, O 610 5 10 BRI s B — i i SAAZ R A R (DNA)
FIAZHHAZTR (RNA) o QAT E ], AE iRy 17 B FEDNAY £ MRNAZY - AZ TR 7
AR R OB , BT eDNA

[0088] QAT I, 23 BERUAZIR 47 - J& MAFAE T AR 53 IR RS b ) HABAZ IR 70
5 BHIAZIR 57 o W AeDNAY 11 “43 B I AZIR oy - R DA il HE A BRI I BEAS 1A
O H AN R R B A N B A E AN i Al A 2 ) s AN
FIT B2 BE R B4y B AZIR /0 1 B AE RS I S A iR sk bt 45 & P BE) o0 S AR 47
¥

[00891  GASSCHT I, S TAZIR 7 A1 DX 3 o sl S5 A3 “ PR E I 12 RS IR X
FAHDREAESC AP0, S B~ AT LA AT ER Y E I 72 2 4t 2 IR AR , M ik IS Bl 2k
I FITRAZIR I o

[0090]  FRHEALAS IR Fr A K Bk e A “Orsr B, BIASTHER FRAZ IR 5 41 4
a5 A R B R T YN HUA S HUR O S5 S IR S B TR 7 Y MBI o X LB RS 7 A 1
B RSFAZ IR M S B R B DA AR S S SRR N N Bt 2K o 4 40, P i ok ARk 2
HIBRHEBOR (BIANE FE AR M PCRATFIITEAD) BHEMR 5| NSRRI 7 7 38 o RS 7 41
EIRCURE PR T 2 BERR U , o S LR B 5 4 00 B AU ) S SR e Bk FLAA 28
MBI Z SRR IR ) SR I AN AT 78 S o X B8 5 I Eu 16 A TR M B 1) 2 3R
(BN R RS R A SR  F A TR MIGE ) 2 IR (P RSTR A =) A A AT
FEL ARG P A 1) S B R (B H 2R R A el A B I 22 R 70 U B U P e
R (SR A TR IR 1) S R (91 AP R 2R S R e 2R IR K
PRFR  HIR L)  FA B BRI Z AR (a7 =R AR ot &) M EA &
JRAMEE ) 2 SE TR (B AT 2R R N 2R « (024 R A 2R - [AIIE , H1CD20 BCMAE GPC3 4Tk
HRIR TN A E AL TS S SRR FR B L e ok I ) — DB S 1) ) — S SRR S e AN
BRI, & A% IR M S BRI IR S BRI 3 5 R AR U P 20 R (91140, 2 Dl Brumme 11 et
al.,Biochem.32:1180-1187 (1993) ;Kobayashi et al.,Protein Eng.12(10) :879-884
(1999) ;Burks et al.,Proc.Natl.Acad.Sci.USA 94:412-417(1997)) .
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[0091] N —2 8, 70 5 — 36 75 b, T B A 548 i iGCD20  BOMAEK PC3 4t
PR Gt A A4k — R FEAL S TN RAE , HLRTERN B R 19 45 G il T s T i3 28 1 bt
CD20.BCMAELGPC3H 44 o

[0092] QAR , “Feik” FR 1 2% H BRI e R B P~ AR 2 K i A « Z IR 2k
JKERT AR FHAS SIS 2 AT 5 R oA, S FE B a0l e M e = 4t AR 2 IR &L
T7 1 IX T T DL FEAE AR T i ELTSAZE T 4R SY v i 2 K, IR L vk 2 Je 2%
s g, Lowry s FHIE DA MBradford & HIAE .

[0093] AR I, “fE B4’ & T8z ORFE IR AR 4t - 16 2 4n it
RIDA TSR SRR AR T g i) 22 K o 24 1 S A o3 4, i rb Bir & FOAZIRR A ), AT 38444
FR o A A1 AT DU FOAZ AN s Az A o S 0 1 =E AN B 45 {H AP T-CHOAN it &% AC0S
1 HeLa4llff HEKAN I ATHEK 29341

[0094]  QASCRT I, “BA” S T A2 HIOAZIR , 4 3R (NS 2 (1048 4RI, iTDAMZ
AR — Mk 2 PR I AR 1 o e T A A B A I e o PR A B D A A B v UK 4
12 KB B B IOAZER 5 N LA 1 34 o T A IA R 35 TR R840 25 4 8 22 IR PR AZ R 1) 26
T AR TR GRS 2 IR IAZTR 5 I\ 240, T8 BEAZIR el T3R8/ R sz I
TSI 2 IR o BRI RIS, B2 AT AT R R Rl o0 B N R B ek . i
2 8N T3 AR A, B an e B N\ T AR FL 2 N T3 o X R I 2 B AN
P RAGTURE AN LA RN .

[0095] QAR , 8Pt B4 P i3 A8 Bl “Pa s I A o i B3 I A2 T AR AR
, FCAT R R 5 AN R DURH N L R R 72 (PE I T )k 27 4R (shuttle) ) A4HJH.
[0096] AT Y, “Feak k™ A Am e g SRR DNAFR 1k, BTk DNA S 15 4= 21 IX 1 7
B2 M X JSDNA Fr Bk R 2 e 51 A] 45 E bt 122 X 28B4 M BE AT AU 6 2 -2k
e A, I AR T LS — A ek 2 N E A S — DN A Bl R 1 2 1R
HIRIAE 555 AR B A — R T JPTkr s #5DNA, sl 25 i) DAE Er X i I o« IR, 36
RS T 41 DNASRNARG S0, (31 Q0 JSORE gk BT 4  E2 415 25 sl At A8k, 24 SN s 2 17
F AN, T2 FEDNATY FEIE o 18 4 1 R A A ARG AR BRI, B A Fs A T
A2 AN/ sl BrAZ A e H T A2 8 1) ek 2 Ak DA S PRAR I 125 1) SRk A A el 2 5 N i 2411
SEIRI A ek R

[0097] QAT I, “TR97” IBAT DI sl B IR AR Z R AT R AR E AR5 53 5l 5
iR, AR T R L, 6T G RE TS 18 7 RN/ slIE - TR 45 B 1 E i A
A0/ IERE DO B A FE o 1677 I8 AR TR AR AT e sk e I 45 5 B B DA AR
TR BN ST 252 1%

[0098]  GASCHT I, 73 Foom FAMARIIATT I S B0 RCR , oAz il ol = skl e
I3 Sk IRARGUIEIR , BB TR R B R Dl o

[0099]  QUASCHT I, “Tad7 A 38” sk “Ya97 A R80fa” 15iie TN R 2 e 2 /D 2 LU A9y
RIS MR B S A A SR R R, HO B IE SRR G JBHI B
53 BRI Sl FE (AR PIT A TS TR &

[0100]  GuASSCHT I, “TiBh A 35” mk “Tulss A7 38050 480 it HH 6 i 2= B A TR 7t
Bl ORI 0T A R B SR A S R 040, B 1 B R sl R A

14
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KA R DR e R &k AR B A2 A 1 AT REME « 524 B A 3867 & A i e —A
FE AR, T H AT DU T — R85 2 Ja A A IR, TR A 380 ] DAE— IR 8k 22 it
FarTiE ]

[0101] AT I, R “ B e Fal FL S, I

[0102]  IT.HLpRSNTT 2k

[0103]  fE—J5 il , AR L T —FobURE e e iRk Ui a5 5 7 B, a4

[0104]  (a) SE—PUR GG TR B PSS G F B Ik S — P 538 i & 55—k
MEE— gk, ik 5 — R B EE, Tk S8 — DU S G B8 58— PUE S —
Rt (b I

[0105]  (b) 28 B GG TR Bk P SE & F B Ik 28 P 5558 5 88 Rk
G 1 SO IS N S ) WA UL o I N SO 71 Lo e N B ERE 71 e e O £
sEE A

[0106] L6506 5 S, Tk 58— Hul o CD3H U

[0107]  fF 285077 S, Frak 88 P 85 800 1 B8 52k Al 2 IX B Gln, GlusAr
(Vhepy:GIn, Glu) 5 Frak o “ Pl &5 5 8B 1028 ik il X A A Gln, Ly s58AE (VH ., -
Gln,Lys) o

[0108] 2L 5 SEH, Birak 28 45 & a5 il 0 2 ik A 2 AR JT AISEQ 1D NO:7-9,
14,1520 21 s HATATAS AR 1 25— 2 5ECDR 5 A1/ 1k 108 |1 24 ZLFR £ 41JSEQ 1D NO:26-28.31.
34404346 .47k HATATA AT 55— Fr5ECDR.

[0109]  fr—LLsTj )y ZErh , Frik 85 85 & a5 Mgl 0 15 1k F 2 35 Fy 41ISEQ 1D NO: 7. 141K
AT R 28 52 5ECDR1 , 146 H 2 3EFR 7 HISEQ 1D NO:8.15. 208k HARfT AL (A1) 26 4%
BECDR2, 1%k A 2 342 7 ISEQ 1D NO: 9. 21 sl HATAn[AZ pA 1) 25 24 CDR3 ; 1/ ke F 2 TR
FFAISEQ TD NO:26. 31465k HATMT AR 25 — FEHECDR ], 128 H 2 3EFR 7 41SEQ 1D NO: 27,
ATl AT AR 58— FrBECDR2,, 8 [ 2 3EFR 7 AISEQ 1D NO:28.34.37.40. 43k AT 4L
PR 25— HiHECDR3,

[0110] LBy 28k, Brk 85 85 & 25 Mgl 1) 58 R4 CDRIE H « 70 I B0 5 S LR 7
HISEQ ID NO:7.8.9[%) 55 —#4%4ECDR1 CDR2 M, CDR3 7> 41] ; 43 B 05 24 3L R J AIISEQ 1D NO:
14,1591 55 —F25ECDR1 \CDR2 S CDR3JF- 1] 5 73 Bl 5 2 SR FFAIISEQ 1D NO:7.8.211)58
#2555 CDR1 CDR2 M CDR3JF A ; 43 M40 2 S FE B P MISEQ ID NO:7.20. 21145 — % 5ECDR]
CDR2 M CDR3J7-H1]; 1/ e BT ik £ 45 & 25 Ry sl [¥) B S CDRudke [+ 43 7)1 B0 2 S B R J 7 IISEQ 1D
NO:26.27. 28155 — FE%%ECDR1.CDR2 M, CDR3JF- 41 ; 45 W A0 & 2 L2 I #1ISEQ 1D NO:31.27.28
[ 55 — FEBECDR1 .CDR2 M, CDR3 41 3 45 B A0 2y S LR T AISEQ 1D NO:31.27. 341948 — ik
CDR1.CDR2 J2 CDR3JFZ A1 5 45 IS R LR #1ISEQ ID NO:31.27.371 %5 — FE%%CDR1.CDR2 M
CDR3JF- 41 3 43 B0 & 2 3G I #1ISEQ 1D NO: 312740155 — Hi%ECDR1 .CDR2 2 CDR3 7 4] 5 43
AL SR - AISEQ 1D NO:31.27.43[M) 88— HHECDR1 . CDR2 & CDR3 [T 41l 43 Bl 15 e ik
FRF7#ISEQ ID NO:46.47.28[1 5 —H5ECDR1.CDR2 & CDR3JF- 4] o

01111 —BUsjE Jy S v, Frak 58 85 5 Gl 0 5k I S 42 7 /1ISEQ 1D NO: 5,10,
12,1618 22 FATATAZ PR 55 gk ] AR [X 5 1/ skt F 2 AR 7 /ISEQ 1D NO:24.29,
32.35.38.41.44.48.50 52k HATATA A1) 55— Frpk n] 47X o
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[0112]  fF B0 7 S8, PITak 55 85 5 S5 s (0 5 S BE IR I M1ISEQ . ID NO - 18k HATA]
AR B e AT AR X s FI LR P AIISEQ 1D NO: 24k HAT A 2R (A1) 55— Hdk n] AR [X
[0113] fﬁﬁ%Mﬁ $F%;%*%Q%ﬁW@Abﬁ&Fﬂ%QDNOKE4ﬂﬂ
AR EE 525 AT ARX s FIS LR P AISEQ 1D NO: 485k AT A AR 55 — gk ] X [X
[0114] f*%%mﬁ%$ﬁhﬁtﬁm AR Lﬁ%Fﬂ%QENOBiﬁEﬁ
ARAEE 525 AT ARX s IS LR AISEQ 1D NO: 48k AT A AR 55 — gk ] X [X
[0115] fﬁﬁ%Mﬁ W BT 2B A S At A ﬁ&fﬂ%QmN0524ﬂﬂ
ARAEE 525 nT AR X s FISERR Fr AISEQ 1D NO: 50k AT AR AR 55— gk ] A7 [X
[0116] ?:J%WWTFP%L%ZMQ R B SR AISEQ 1D NO: 105k Eﬁ
ARAEE 525k AT AR X s FIS AR AISEQ 1D NO: 50k AT A AR 55— gk ] 45 [X
[0117] f*%%mﬁ%$ﬁhﬁtﬁm R A SR AISEQ 1D NO: 128 Eﬁ
PRI EE 525 n AR X PSR P AISEQ 1D NO: 50k HAT A A (A 2 — digk nf A8 [X
[0118] fﬁﬁ%mﬁ W TR SR A A A B A S R T AIISEQ ID NO: 188k Eﬁ
ARAEE 525k AT AR X s IS LR AISEQ 1D NO: 50k HATAr A AR 55— gk ] A7 [X
[0119] ?‘i@%ﬁhﬂjﬁLM*hﬁ%Qﬁ PSR R ﬁﬁﬂﬁ&fﬂ%Qw
NO: 5871166 5 A1/ BT ik 55 Pt &5 S5 (R 28 — FE ik H 2 LR 7 #ISEQ 1D NO: 604168,
LS R0 1 S TE 5 2 Hh, Birad 28— Bl 85 5500 10 58 i R 2 AARR Jr AIISEQ 1D NO:
SSMWLwﬁ?ﬁ%ﬁﬁAmM*E%ﬁLﬁ%fﬂ%DHHW60T~%ﬁLmi%
J7 5 BTk 88 HU R S5 G0 I 58 IRBEN E LR [ HIISEQ 1D NO: 66 5 MR 25 )it
25BN o8 Bk 2 LR P 41IISEQ D NO: 68.
[0120] #2650 5 v, ATk 58— B e b
(01211  fF—EE ke 3m 7 &, Frik i de B . CD19.CD20.CD22.CD30.CD38.CD72.
CD180.CD171 (L1CAM) .CD123.CD133.CD138.CD37.CD70.CD79a.CD79b.CD56.CD74.CD166+
CD71.CLL-1/CLECK12A.ROR1.BCMA.GPC3.[A]¥ 2% .CD33/IL3Ra.c-Met PSCA.PSMA KEIBF77 .
EGFRvIII.GD-2.MY-ESO-1.Her2.Her3.MUC1.MUC17.Claudinl8EkMAGEAS.
[0122] RS S S Hh, BTl R AR < Hi 2k FI CD20 \BCMAFIGPC3 .
[0123] #2650 5 5, IR 58— B CD204t i
[0124]  fF 2RS0T S, Pk 28— U A 3 I A — 5 v X A GlnggLys
*ﬁW%me@m)fﬁﬁﬁLm%Mﬁmﬁﬁm. — UGG I o — H R AR
FATGIn,,G1uZ35 (161, Glu)
[0125] fE— EEftl_;kB&7i7KFP Eﬁl_ — PR GG AR EE AT EIX B Gln,gLys
A (Vkgpgo: GlnggLys) , s —5pgkH e X A ﬁGluwBLysﬂ]GlnlMLysﬁ%/x\ (Vic=Ck o
Glng Lys\Glu,,,Lys\GIn ,,Lys) o fE—2E{L0E M S0t 77 ZE b, ik 28 — Bt 5 5350 1 B —
%%T* HAGCINGluZAE (VH oo :GlngGlu) , HEAE—EEEIEEX B Lys ,Glufll
218G1u9§ 2 (V=Cilepgo: GInggGlu\Lys, ., Glu\Lys, Glu) o
[0126] {E—BE e S0 7 2, Bk 58— Ul 455309 1Y 58 — S pik ot H 24 A5 7 41 SEQ
ID NO:54.62H170; K11/ sl firak 28—t &5 55807 10 85— E Rk F 2 A5 IR 7 4ISEQ 1D NO:
5664172,

[0127]  fE—BefLde Sy S Hh, ik 28— Ul 25 15 00 I 2 — iy 2 FE IR - HISEQ. 1D
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NO: 54, FIFTAR 55— P 45 53 1 B — T BN 2 LR T AISEQ 1D NO:56.

[0128] LBk a0ty S, Ik 58 — DU 45 A B (N 8 — BN S AR 7 7ISEQ 1D
NO: 62, FIFTIR S5 — Pl &5 5B 10 86— E s S FE R 7 7IISEQ 1D NO:64.

[0129] BBk 500ty S, Ik 58 — DU 5 5B [N 8 — BN S 35y 7ISEQ 1D
NO: 70, FIFTAR 55— P 45 53 1 8 — F BN 2 LR P AISEQ 1D NO: 72,

[0130] LBk a0ty S, Ik 58 — DU 5 5B (N 8 — B N U 35 7 7ISEQ 1D
NO: 54, FIFTAR 58— 5 G 3B IR EE— FRE N R R T HISEQ 1D NO: 56, ik 88 il &5
RIS G S R T HISEQ 1D NO: 58, Ik 85 — Huli g &35 1 88 — it Ty ad,
ELFRFEHISEQ 1D NO:60.

[0131]  f—Be Rk a0ty S, Ik 58 — DU 45 5B (N 8 — B N S 35y 7ISEQ 1D
NO: 62, MR 58 —HU 5 G aB 0 IR F — FRE N R R T HISEQ 1D NO: 64, ik 88 —Hilil &5
EERAT IR RS SR T HISEQ ID NO: 66, FIFTk 85 — Huli g &35 1 88 — dt Ty ad,
FPRFTAISEQ 1D NO: 68, Frik 8 il 8553500 10 28 BN & 34 Jy 4ISEQ 1D NO: 58,
FUFTAR S8 — Bl e 550 1O 28 — iE Rk N 2 5EMR - 7ISEQ 1D NO:60.

[0132] e fuk a0ty S, Ik 58 — DU S5 5B o (N 8 — B N S ARy 7ISEQ 1D
NO: 70, MR 58 —HU 5 G 3B IR 2F — FRE A S R T HISEQ 1D NO: 72, ik 88 —Hilil &5
ErERAT IR RS SR T HISEQ ID NO: 66, FIFTk 85 — ol g &35 1 28 — dt Ty ad,
ELFRFEHISEQ 1D NO:68.

[0133] BB {50ty S, Ik 58 — DU 5 5B (N 8 — B N S 358y 7ISEQ 1D
NO: 62, MR 58 —HU 5 G B0 IR 25— FRE A R LR T HISEQ 1D NO: 64, ik 88 —Pilil &5
ErERAT I8 R S R T HISEQ ID NO: 58, Ik 85 — Hulii g &35 1 28 — it Ty ad,
ELFFEHISEQ 1D NO:60.

[0134] BBk a0ty S, Ik 58 — DU 45 5B (N 8 — B N & 35y 71ISEQ 1D
NO: 54, FIFTAR 58— HUH S5 G 3B IR 2E — FRE N S R T HISEQ 1D NO: 56, ik 88 —Pilil &5
EERAT ISR RS S AT HISEQ ID NO: 66, FIFTk 85 — ol g &35 11 28 — dk Ty ad,
ELFRFEHISEQ 1D NO:68.

[0135] L6506 5 5 v, Tk 58— B BCMAST A

[0136] BB {5 /7 2, Tk 58 — P 85 5300 I 28 — R B ] 2 X H A Gln, Lys
GEAT (Viceyy - GIny Lys) o FE—EBALEIM S0 Ty S, Tk 85— P 45 538000 i B — Hidk il AR
X HAGIng GluZRAE (VHypy,, 0 GlngGlu) o

[0137]  fr—Se e Sty S, iR 55— 553500 I 25— ik s [ 2 3508 17 411 SEQ
ID NO:80H184 5 A1/ ki Frak 55—l &5 80 1 268 — H ikt 1 2 35 F7 S1ISEQ 1D NO: 821
86.

[0138] LBk a0ty S H, Ik 58 — DU 5 5B (N 8 — B N S 35y 7ISEQ 1D
NO: 80 ; FIFTIAR S5 — P 45 53 1 B — T BN 2 LR 7 AISEQ 1D NO:82,

[0139] e fuk a0ty S, Ik 58 — DU 45 5B [N 8 — B N & 35y 7ISEQ 1D
NO: 84 ; FIFITAR 55— P 45 53 B 8 — T B N S IL IR FF F1ISEQ 1D NO: 82,

[0140] LB fuk a0ty S, Ik 58 — DU 5 5B (N 8 — BN S 35 7 7ISEQ 1D
NO: 80 ; FIFITIAR 55— Pl 45 53 B 8 — T B N S SL IR F #1ISEQ 1D NO: 86,
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[0141]  fr—Be Rk 50ty S, Ik 58 — DU 45 5B [N 8 — BN S AR 7 7ISEQ 1D
NO: 84 ; FIFITAR 55— P 45 530 B 8 — T B N S AL IR F #1ISEQ 1D NO: 86,

[0142] SOk a0y S, Ik 58 — DU 45 5B o [N 8 — B N S 35 Fr 7ISEQ 1D
NO: 80, MR 58— &5 G EB 0 M 5 — FRE A S LR HISEQ 1D NO: 82, ik 8 —ilil &5
TR R S AT HISEQ ID NO: 66, FIFk 85 — Huli g &35 1 88 — dt Ty ad,
ELFRF41SEQ 1D NO:68.

[0143]  fr—BE a0ty S, Ik 58 — DU 5 5B [N 8 — B o S 35y 7ISEQ 1D
NO: 84, MR 58 —HU &5 G EB 0 M 5F— FRE N S IR HISEQ 1D NO: 82, ik 8 —ilil &5
RIS S R T HISEQ ID NO: 66, FIFTk 85 — Hulii g &35 11 88 — dt Ty ad,
AL F41SEQ 1D NO:68.

[0144] SOk 500y S, Ik 58 — DU S5 5B (N 8 — B N & 35y 7ISEQ 1D
NO: 80, MR 58 —HI &5 G aB o0 M 2 — FRE A 2 LR T HISEQ 1D NO: 86, ik 8 —Hilil &5
ErERAT IR R S R T HISEQ ID NO: 66, FIFTk 85 — Huli g &35 1 88 — it Ty ad,
AR F41SEQ 1D NO:68.

[0145] BB {500ty S, Ik 58 — DU S5 5B o [N 8 — B N U ARy 7ISEQ 1D
NO: 84, MR 58 —H &5 G aB 0 M 2 — FRE A S LR T HISEQ 1D NO: 86, ik 8 —Pilil &5
ErERAT IR RS SR T HISEQ ID NO: 66, FIFTk 85 — ol g &35 1 28 — dt Ty ad,
AL F41SEQ 1D NO:68.

[0146] L85 5 v, TR 58— Bl GPC3H A

[0147]  fF 205007 S, Tk 28— U G 3 A — 5 v X A A GIny,Lys
G N, GIuZRAE (Vicgpes : G Lys 3 VHopeg 1 GInggGlu)

[0148] - —SL it Sty S H, Bk 85— 8553500 IR 5F — ik s | 2 3508 17 411 SEQ
ID NO:88F192; M1/ ok Frak 55—l &5 580 1 268 — H ikt [ 2 340 7 4ISEQ 1D NO: 901
94,

[0149] - —LBE ik 50ty S, Ik 58 — DU 5 5B [N 8 — B N S AR Fr 7ISEQ 1D
NO: 88, TR S5 — P 45 53 B — T BN 2 LR T AISEQ 1D NO: 90,

[0150] LB {50ty S, Ik 58 — DU S5 5B o [N 8 — B N S 35y 7ISEQ 1D
NO: 92, MR 55— Pl &5 G B0 1 86— EE S AR 7 7IISEQ 1D NO: 94,

[0151] ek 500ty S, Ik 58 — B 45 A B (N 8 — B o S 35 Fr 7ISEQ 1D
NO: 88, MR 58 —H &5 G aB o0 IR 2F — FRE A R R T HISEQ 1D NO:90, Frik 88 —Hilil &5
RIS R S R T HISEQ ID NO: 66, FIFTk 85 — Huli g &35 1 28 — dt Ty ad,
£ F41SEQ 1D NO:68.

[0152] ek a0ty S, Ik 58 — DU 5 5B o (N 8 — B N S 35 7 7ISEQ 1D
NO: 92, MR 58— HU &5 G 3B IR 2F— FRE N S LR T HISEQ 1D NO:94, ik 88 —Puli &5
RIS RS SR T HISEQ ID NO: 66, FIPk 85 — Huli g &35 1 88 — dt Ty ad,
AL F41SEQ 1D NO:68.

[0153] {1 —SL57E /5 ZErh , P AU R BT 28— Pl 45 G5B 00 1/ 5 58— hil 45 65
5 IF el s K Hknob- into-hole&5# /YL Lk 5 /7 56 H, KT A 1gG4 knob-into-
hole4it .
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[0154]  YE—SE57JE 5 S, BT BURE SR LRI 28— B &5 5B 40 R/ 8 B8 — P 455
ﬁj\ﬁﬁ\ﬁSerzngr‘o\Leu235G1u$ﬂ/EJZPr0329Ala?%/‘Eo

[0155]  ZF— 51, AN THRAE T 4 ar SR e ok sl e 45 5B 00 AR

[0156]  FE—BB sk St J5 v, FITidk 88 — Ul 45 5 5890 45 D3P, ik 28 —hili s &
AT S i TR IX 4z o8 FAZHTR 7 4ISEQ 1D NO:6.11.13.17.19F123; A1/,
T 55 — Hul &5 550550 1 865 — Fi i AT AR DX O gmd A IR0k 11 4% HRR Fr #11SEQ 1D NO: 2530,
33.36.39.42.45.49.5 1 F153 . fE—SL{L 0 S /7 Z i, BTk 58 — Hilid 45 5300 O 28 — ek
IAAZIR e FAZ TR - FIISEQ 1D NO: 59F167 3 R/ sk ATk 28 — Bl 45 530 i 26— Hidk
(I4m iz IR e EAZ R FE41ISEQ 1D NO: 61169 7E— B8tk 52t /7 ZE Hh , Al il 25— Hi)ii 45
BB B8 — B gR A% IR o8 1 A% HFIR PP #IISEQ 1D NO: 59, FIFTk 28 — Huli &5 455555 1)
o T ER R AL AR AR I AISEQ TD NO: 61 £F—S8 (e 50 Jy 2 v, ATk 48 — 4
JREEG A I 56 — 524z iR ot A% R I 7ISEQ 1D NO: 67, FIprdk 88 — Pl 4555
SIS H R I AZ IR FAZ IR P 41IISEQ 1D NO:69.

[0157]  YE—SEft e SftE /5 v, BTk 88— P 45 58 0 &5 5 CD20t i, Firik 56 — Bl 45
BB R S — B g A% IR o8 11 A2 HFIR FP #IISEQ 1D NO: 55 63F171 5 1/ sk Fradk 25 —Pulit
AR ISR — EAR O g A% IR 10k FUAZ TR 7 AISEQ 1D NO: 5765173 £-—LE {10t it
TR BTk 56— 45 53000 1O 28— R B g A% R 1% FIAZ IR F ISEQ 1D NO: 55, Al
ATk 56— P 5 55000 1 58— BBk g% iR 1k A% H R I #1ISEQ 1D NO: 57 /E—Le{fiie
ST R, BT 28 — B 45 A 1 S8 — RSN SR ADAZ R vk A% R 7 41ISEQ 1D NO:
63, MR 56 —HUb 45 &350 1 56— SR B (1 g A% IR o 1 A% H R 7 #1ISEQ 1D NO: 65 /1
SO SRt S Bl 28— Bl 45 G 1A 8E — R I S B AZ IR e FUAZ AR PP #1ISEQ 1D
NO: 71, FIFR S5 — P 45 538 1 8 — EE B A A% IR 158 FIAZ R F #1ISEQ 1D NO: 73,
[0158]  YE—SLft e Sift /5 v, Il 88— P 45 58 0 45 S BCMAL I, Firik 56 — Bl 45
BB 2B — R A g A% IR 1%k FURZ R I 5ISEQ 1D NO: 81F185 5 K1/ sk Frak 85—t it 45
B I 28— E BRI G AR 108 FIAZH R T AISEQ 1D NO: 83187 o 41— EB It 14 St /7 4€
W BT 58— B S5 55000 10 28 — R U g i A% R 1k FAZ FHRR P #ISEQ 1D NO: 81, ATk
PSS 1SR — RN AZIR O A H R T HISEQ 1D NO: 83, /- —LB e 5t
5 BTk 56— 45 53000 1O 28— FR B g A% FR 1% I A% IR F IISEQ 1D NO: 85, Al
ATk 56— P 45 5 5000 1 58— BBk g% iR 18 A% R I #1ISEQ 1D NO: 83 7t —LE{ftie
SN TT ZE T, BT 28 — P 45 A 1 28— RSN 4R ADAZ R vk A% TR 7 41ISEQ 1D NO:
81, Mk 56— 45 55000 1 56— SR B (1 g A% R o 1 A% H R 7 #1ISEQ 1D NO: 87 o f1—
SO SRt S, Bk 28— Pl 45 G 1A 8E — R I S AR e FUAZ ARG P #1ISEQ 1D
NO: 85, FIFITIAR S5 — P 45 538 1 8 — FE B IO A% TR 1% FIAZH R Fr7IISEQ 1D NO: 87,
[0159]  fE—efede sty S, Bk 85—l 45 53000 45 5 GPC3 P it , FTik 8 —Hrulit 45
BB 28— R A g A% IR 1%k FURZ ARG T 7ISEQ 1D NO: 89F193 5 K1/ sk Fridk 85—t Jid 45
B I 28— E BRI G AL IR 108 FIAZH R T AISEQ 1D NO: 91195« /1 — 2Bt 1 S /7 4€
W TR S5 — B 45 5 1 28 — R IO g A% R 16 FIAZ IR FP #IISEQ 1D NO: 89, FlIffTiA
PSS 1SR — RN B O A H R T HISEQ 1D NO: 91, /- —Le e 50t
T BTk 56— 45 53000 1O 28— R B g A% R 1% A% IR F #1ISEQ 1D NO: 93, A1l
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Tt 28— &5 55500 1 28 — EE R 1 g A AZ R o 11 A% HFIR F #1ISEQ 1D NO: 95,

[0160]  fE—LB {5 jie 5 S, T AR S LR O T 85— P 4553000 45 55 CD20 4t
I, BT 28 — Bl &5 A CD3P I, BTk 26— Bt 25 55500 O 28 — R R A IR 1k FUAZ IR
JFAISEQ 1D NO:55, ik S5—Huhd 655 H 0 10 58 — TRk gt AZ iR ot A 2 H Ry #IISEQ 1D
NO: 57, Frik 28 — Bl 455047 11 28 IR B (1 gm A AZ IR % FAZ FFIR 7 41ISEQ ID NO: 59, FIFT
W EE PR EE G 10 58 — BB g% R 2k A% R 7 4ISEQ 1D NO: 61 /E—Ee it 5t
Tt 7 S, BT 28— 65 A 00 T 28 — RSN 4 A% PR 1%k A% IR Fr- 51ISEQ 1D NO: 63,
FIRTIAR 85— B 555500 I 28— T Bk N g AR ot A AZ H TR 7 AISEQ 1D NO: 65, Frik 58—
PUREE G 1056 52 BE M A%k it A% H R 7 4ISEQ 1D NO: 67, FIFTk 28 — Pl 455
PB4 T EE  EAE IO A AR e A TR P AISEQ 1D NO: 69, iR 88— Hilsl 45 il as —
ARSI AR e A A LR P HISEQ 1D NO: 59, Rk 25 —Hul 543340 1 A — T4
IR 1 FUAZ ARG T HISEQ ID NO:61. 7 —2E ik Skt S, Tk 56— HUli 45 50 1y
oA G R AR e A AR FE HISEQ TD NO: 71, Ik 45—t £54 3500 1 4 — ik
HIZmDZ R 1 FAZ HFRFF4IISEQ TD NO: 73, FT iR 28 i 45 Al 40 1 66— 52 Bk dmh AR
28 AR FFAISEQ ID NO: 67, MIFTR 58 — Bl 45550503 1 28 — S i m b AZ IR 0E FI A%
BRI 3ISEQ 1D NO: 69 {E—Le e S /5 S v, FTad 28— Hult &5 55040 110 58 — R 1 b
Tk g AR P 5ISEQ 1D NO: 63, Mk 55— Pl 455500 10 8 — F sk U gm b A ot H
AR 5ISEQ 1D NO: 65, flrik 58 — Pl 455500 1 88 — R B izt ot A H R 751
SEQ ID NO:59, FMFTiAR 88 —Huli g & 5553 11 88 — B gt iz iR 1%k FUAZ IR 7 4ISEQ 1D
NO: 61 AE—E e S 5 S, FITads 28 — bt &5 500 O 28— R O A IR 2k FUAZ TR
JFAISEQ 1D NO:55, ik S5 —Huhd 655 H 0 10 58 — TRk gt AZ iR ot A 2 H Ry #IISEQ 1D
NO:57, BTk 58 Bl 65 G857 1 28 R 4m b AZ IR e A% R 7 4ISEQ 1D NO: 67, AT
W EE PSS B 26— B g R AZ IR O A% R P 41ISEQ 1D NO:69.

[0161]  fE—Se e 50jie 5 S, T SRR S U AR O T i 85— P i 4553000 45 75 BCMA
I, BT 28 — Bl &5 A CD3P I, BT 26— Bt 25 55000 O 28 — R R A IR 1k FUAZ IR
FFHISEQ ID NO:81, Firik 8 —$Hu il &5 5500 10 8 — E U g A% o8 FUAZ R T H1ISEQ 1D
NO: 83, Frik 28 — Bl 4555047 11 28 IR B (1 gm A AZ IR % FAZ FFR 7 41ISEQ ID NO: 67, FIFT
W EE PR EE G 10 58 — BB %R 2k A% R 7 4ISEQ 1D NO: 69 /E—Ee it 52
Jit6 7 S, BT 28— Hu I 65 A 00 T 28 — RSN 4 A A% PR 1%k A% R - 51ISEQ 1D NO: 85,
FIT ik 56— PR 455 5090 10 56— BB MO 4 A% ot A% R I 7ISEQ 1D NO: 83, ATk 88—t
JREEG A I 58 SR 4mA% iR ot A% R I 7ISEQ 1D NO: 67, FIprk 88 — Pl 4555
A TR BRI S DA% e F A FTRR P ASEQ 1D NO: 69 7F — S8l e St 5 58 vh , Firidk 28
— PR GG I — R AR ot AR T HISEQ 1D NO:81, Frik s —hili s &
S B — E R IR R g AT R AISEQ 1D NO: 87, Ik 88— hiH 45 5 i s —
ARSI AR 1 1A A LR P HISEQ 1D NO: 67, Rk 25 —Hul 543340 1 A — Tk 4
IR 1% FUAZ R T HISEQ ID NO: 69/ —2Eft e Skt S, Tk 56— HU 45 500 1y
B IR I SRS U FEHIISEQ ID NO: 85, FITik 85—t 4h 4 1 4 — TR B
GibDAZIR e FAZFR - 41ISEQ 1D NO: 87, TR 28— Hii 45 53R 11 88 255 I g AA% IR e
FIAZHFRFFFISEQ 1D NO: 67, FIFTIA S Pt 455580 1 86— Fr Bk M gm WA o 1 4% IR
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JF4ISEQ ID NO:69.

[0162]  fE—EefLie Sy 2, ATl R S U RIP AT 28— Pl 85 5 0 85 - GPC3 4t
i, BTk 88— HU S5 A CD3 BT, BTk 58— P 45 530 o0 1 8 — R R I S A AZ IR 12 FIAZ TR
JFHISEQ ID NO:89, Flrik 55 — Bl &5 G553 [ 28— Hpk M gnAbAZ IR s A% H IR 7 41ISEQ 1D
NO: 91, Frik 85 — Bl 45531500 I 28 B g iz ot A AZ H R 7 #ISEQ ID NO:67, AT
WEE HUR S G EB o T 28 H B gz ot A A% H R T AISEQ ID NO:69. /L8t 5
75 S, Frid 58— P 550 T 85— R BE I SR DA% IR 1%k FIAZ H R #1ISEQ 1D NO: 93,
FITiR 28— S5 5B o0 1M 8 — F B g Az vt A% HR 7 4IISEQ 1D NO: 95, ik 85—t
PREEGH T I EE R Bk g A% IR 18 FAZ R T 7ISEQ 1D NO:67, FIFTIR 28 il 455

S IS8 EE R g AZIR vk A A% H IR T AISEQ 1D NO:69.

[0163]  AE—J51f], ANATTHRHE TR S AT AR A

[0164]  AE—J510], ANATTHREE TR S AT AR al AR I A

[0165]  FF—J 1] , AN TR AL 7002 BT R BURS S E Pk sl Hopu i 45 535 00 AR Bk
M/ ke EY.

[0166]  fr—J5 Il AN TTHR M T B2 LB G iR 7 8 i SR e po Ak i
SR PR - 25 ) o

[0167]  {feasth, FT iR yG s 7 o010 1 A s o0 I 70 S AR L1~ S B 4 il 351 oo e )
0 GlINEAS 3 NE A T[S VAE

[0168] A TFIPUARLE 25 FhIIHRE S Bl A A B3 8 A I vh T P ETR Y B2 W
TH.

[0169] 55 R b ARSI S 77 28 v, IR b e i A ks B T 4n i
3R SRR A Ak B Fh O IRASAREL B Bt i B 2 sa 8 =010 % Rl g = /b
20% Z/050% . Z=/D100% « 270200 % 52 /0500% /01000 % « 27010000 % sk H A2 H £,
FE— )T S, P AR B AL A BN, T AE AR (R A 2 ) 2 2 S AT AR s A
AT, SIS U AR 1SR -

[0170] L5705 R, Birak 55 IR SO AE SS9 2 5 CD20AH I « 78— SE L s
(158 7 5 v, S5 CD20AH I CUFEBAR S , (9 AnBAR IS Ve , s B i2 CD20FH
BYNIAIE s L]l , iR 1 I A FE A bk EL SR (NHL) | S MEMRES 4k (i (ALL) | 12
PEMREL 4 PR 1995 (CLL) |, 5y M KBTI ER R (DLBCL) , JEJERMEMREL SR (FL) , =40k
EUJRE (MCL) , i IXREL IR (MZL) |, DA M R MR P EIRE (W) FEE A7k (HL) »

[0171]  fE—28 50575 S, AT S5 I Pu U DS (9 D 5 BOMAAR S 5 DL, 15
BCMARHS A5 U FEBAN LN 5 PLdetl, Pr i 5 Je T it s Rt b, ik eshie /2 B- 41 A
FIHIE , Hode 22 BV B B0 MR SR AR AT bR R L &5 T RS A S e AT
SRR Kahler” syps A PE 11 U009 2% 40 110099 « 2% 4199 B - 40 i 4hibk E2 4t 11 i,
I3 « B4R A 5 B- AU A EE AT bR R (NHL) s MRS I 1 15 (AML) 18 bk 2 i 1
1M (CLL) S VERES 40 (15 (ALL) @ VEBEYE F 00 (CML) BEI IR R PRk D
TR I DR EE IR T MR E2 IR R A bR SRS 1 7k B - JbR 2 4 b EL 96 3 12 1 L5 ~ B
IRETRHCE BRE M AE 5302 M KBk I R8T MEIR IR i S DX EE IR R A O
PPRES 2 2R ESL SR /N AR E R A MR I8« IR 20 (P SRRk LR U A (g
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JRE) K BAH bR B9 Ik B S A IR EELRE © FL/R BT RS B B AR 1 IIUE IR ER 2500 2% X BT Y
PREL SR B 5 DXIBR LR LA PR KB - A R L3R i MRS HH MR L SR IR SR A PR 2
I3~ B 2 TN/ AR A1 i ) KB - AR BRI PR FR A R Geibk ELIRE I A B2 Ik 12
PERB- ANk 9 (hRZEY) 24 A\EBVEH BR8P KB - 4RI 2 EAR 52 K B-
T IPRES SR8« ILAE PN KB - 41 bk 2L JRg ALK SHE KB - bk E2 988 - B4 bR EEL 9 HHVSAH S
(12 HuCast Lemandpg H ™ A= 11 KB - IR ERIRE A3 2RI 5 AT 9 4 B - 41 bk B g A
PR EAREE IR PR TRLRFIE B - ARk B oA 20 2RI FAT 508 MR KB - Ak R AN 22 L 7y
UKL IR R TRIRFAIE OB - AR bR 988 DA K Ho B - 4RO AR SRR EL R 5 BEA ettt Firid B 5
SEBYNSERT s oy, R ANNPREATE H - 2 & VR BER R Anis R 4l B afnes s BBk
IMLAE ERAEAPE AREC I BREE 1 IUAE IR PR 2R 40 BdRE  BE SN R AN e - P L 1 s
TR B R SN AT B v PR R ER 5 3 DA AR 22 A P v R 5 Pk M, ik
T B S RBEIRIE , AR Ze LT BRIl 2 R 2 28

[0172] 265006 5 S 23R T AR S e R Es SIE A ME T4 Bk

[0173]  fE—SE )7 S H 23R T A S R R 45 5 D3, K5 B A2 CD3e [ HiAk .

[0174] A TTFACR: P EHUARIAST I AE IR T T B MR : i i L2
T HI6T A 380 I iR — 5 T TR S DU S5 & Br el iR o1k ik sl 4 i sk 25
SYEIREEYIR

[0175]  fr—E50E 7 R AN TR R Ty sl B S e s 1 5 1 , L Eu A i) R it
BB A5G GPC3M PR, oA TR Hi ik LA 2 /D 40ug /m1 (IS 7K o £EAN ] 52730 T 56
e TR AR DR % /D 50ug/ml % /D 150pg/ml « %/0300ug/ml « % /0>400pg/ml ak % />
500pg/ml Y IMLIE /K o AEA R ST )5 S Vb T T iR Pk DA AN 1 800ug /m1 . 700ug/
m1.600pg/ml\550pg/ml5500ug/mlf¥ LI 7K o £ —N S0 75 R, BT (Mg /K -
40pg/ml %2 700pg/ml , %8 40ug/ml 22600ug/ml , {158 H50ue/ml 2500ug/ml , 41150pg/ml
#500pg/ml 5k 300pg/ml % 500ug/ml o WA LA A5 Fh it FHARSE “Ins A, HE i8R
WY LIS R IR B o AE— A0y S rp SR TR LS /K 2D TR R D 14K AE
— AT 2 BT T A T 2 2D 300mg /m BT AR i, 1 /0600mg /m”, HARZE S
4%1500mg/m”, %451200mg/m" 5% %= 25 1000mg/m*.

[0176] L5 7 R AT R R Ty sl B S e s 1 5 1 , Hau A i) KB Tt
BEELE A GPC3I BT, Hh PAZE /1 300mg /m*, 411%E/0600mg/m”, HALZEZ £51500mg/m”, % %
1200mg/m” B} 2 25 1000mg /m” 771 e HI AT i ok

(01771 fr—BE50E 7 b AT R R Ty sl B S e s 1 5 1 , L au A i) R it
BEfB 25 & GPC3IHT A, Horh ik B 1 %5 /D50 % , i 5E 960 % 70 % 80 % 55,90 % [¥3 411 iy
NGPC3FHER/ Sk Frak BRI 22040 % , fJiade 50 % 560 % 1558 41 GPC3[M 2 il ik FH

50% , 5226260 % 70 % 80 % k.90 % GPCIFHVE s A AN/ Bk 22 /040 % , f226 50 % 5560 %
FRSEE AN R S, T Jee 40 B M GPC3 R T ek BHE s A M b . i) T S5 it FH R e 45
GPC3FIPUAR o AE—AN S 5 22, Fir i FR i 2 /D95 % k2 /D98 % 1 Jem 4R ) GPCIBH IR o
NS0 T, R BRE R D70 % 57080 % 5 A2 /D90 % s 4 it ) GPC3 1) 2 i 4
AFHE

22



CN 114524878 B W OB P 19/66 71

[0178]  FE AT AR 5 TR 7 T — N S HE T S, S e i BT T 45 A S
THFRE AL b RIS T E S 2 D2/ H 203 Hek 206 He

[0179]  FF—2L57jE /5 S, AN TR SEEl e e AR A O I RR e 1 5 1, Hudd ik
SEE IR 45 B GPCIMIBUA AE— 0 5 b i B fauE S 2 D2/ H V& /D34 Hiek
/b6 He

[0180]  FEASCRTAR BIATAAT 5 T /T R —AN St 77 5 v, DA e ek 22 71 B it FH ok
[0181]  E—2L5j /5 ZErh , AN IR AR T ok MBS 1 5 25 , FeAu i i) S5 76
BEMEZE A GPC3RIBTLIAR , Horh DAL it T ik pridAc o

[0182]  GnARARPEATF AL UG it TR Bodk, WPk DA 2 /D 3Yk G L 25/ DAV &
T/ D5IRFIR D6 D TR D8I L B D 9UR IR L A D 107G FLAR
165 25 30 R 25K 5 20251 &+ 15Kt ke 107K 1) 6 e FH AT ok« fle e DA 2 /D 7
R D10K S E D 14K /D 20 KPR [ [A) Bt FH AT P 7 & e e PL7T 230K 105
20K HLA58 kg 249 AR P [R] PRI Bt FH Tk oA i 57

[0183]  YE—A~sits 5 6, e PR Sk AESR A 5 /D 40pg /ml I 7KV o AEAN R 5t
77 & i AR SR DU EHR AL 2 /D 50pg /m] L /0 150pg/ml  F/0300pg/ml « % /0400ug/ml
B2 /0500ug/mL I 7K o« FEAN RN S0 77 56, i FH ATk riR DU SR AN L 800ug /m1 |
700pg/ml600pug/ml550png/mlEk500pg/ml ¥ I Ko fE—> 5005 ZH, BT e e 1
7KV h40ug/ml 2 700pg/ml , ft1%E H40ug/ml 22600pg/ml , {158 H50pg/ml 42500ug/ml, 41150
ug/ml % 500pg/ml=;300ug/ml Z500ug/ml o« 7E— AN S5 Zh , FEREAT R 5 K2 D TR
Bk B D4R AT e, Firid A3 e F %20 300mg/m”, 417 /D600mg/m” HLA 1
ZE£1500mg/m”\ % £1200mg/m” B % £ 1000mg /m” [ H AR 7] &

[0184]  RiiMT— 5 IO HUAR R PR 45 5 BESAZ IR 7 F- 3k sk A i sl 25 4 5
LEIE TG L 2D Fb GPC3 AR S FE I 251 b 1 T

[0185]  ARFEFT A T— 510, (ELeth, Frid P B b 254 , Bl bric sk H A i i
LRI

[0186]  FF—J 1 , ANTHA IR &, Bl 57 S FE AN TPk R B A
TR AT A i A A AL S i Bl bl Bl R A SO S S, LA
P IERHAS R LA e 2 AN O (ERIDE 5 55 iz U H 15 T B HE AR R AN Ak A ol 2 i fil 1)
P BRI 4R S - BUAR T DUB RIS ek A, 185 2 4 Tzl & g 5 e
B, AN i EEA AT LA SO T U S H B A sy o 5 R T DATIE it 2
GRS S5 T H @B, Frid HE @l A ey Agsk T2 2 inillE .
UHUASEH RGO, B FBE RN, B8 20 Z3R 50 ST ARG R RN S Al R - (1
SEA ARSI A € PR e A TR o AN, e R Ingsl, anke e ) 22 i (19 ansd 1]
2% MR SRR M) S T FEAE N o 22 AR ARG B T DA iR s i ik
Gity, XA T RIETE A A A P A 1 X e T DA TR SRR, A
TR, WREIIE A, B AR AR AT ELAT 0 Y Ik AR VA

[0187]  FiaRAF— 5 T HIPTIAREk H Ih 8 Fr BEl iR 43 - sk Ak sk it ek 25 241 5 Pk ik
FEAE 2% FHTAmRIGPC3 4SS S v 1 g o

[0188] kAN, AT IR T AR AT T S e 4k 75 1 DA B 3 e Bk AR 1 el 3
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Fr BT o 2R A ARG o A TR

[0189] AL, AN T IR S AT BTGP Pk sk 2 B &4 , B ik pudak
JT RN 257 b T2 I B R R A B A 2 5, 13X AR 1 o B

[0190] RN TFRT i HIARTE “Coal &0 A3 2 Rl sl . &A1 7 A 80a N2
WU R JC R AR T A Tk R TR AR b B S s e Al e 1 .
[0191] AR AP RT DAE N s RO Al o, T 5 5 s M A
[0192]  fE—Se57E 5 K, AR AJR LS IR SI6T7 R (B 251n) 8845 Ia 7T 555 Al
DI B R O e g I3 O PR RN A L= 40K i B N AR 2= 60 NS 31 NS ' o T VA
BEZSARIBIE AR R “Bipk - 25 BIB” sk “ADC” .

[0193]  fE—UBsji /5 <, Hofac 5 4R a5 20 (I o 4R 20 T DA de 5 DA R
SN ; ANMIAASH ZXB; FEAT BRIKD 5 IRAL B8 s AR 22 59585 2% KFE R B e iR K
IR AR FOKAARG 230 b B 5 A& 3 R B s e & 1 il an 988 2R ek
H AU AT A=W s DU 2257 28500 a0 o RS B At T Esk Pk HR Dk i AE 9 1B g R
105k 15 H 2D 5 737 8 Bl L 2 A s KFE R 5 YO 25 5 R TR R D 1 - DG S 520 5 e
Bz s W R TR A2 R W28 R RS R 3R R AT s 2Rk L ki A4
P s HUARUR 24, A SRS L 635 SEEEIS L 6 SIS L D A« SRk e SR I V22—
W& R BENIR S R AT o5 D e sl e hor JeRse s BEA i), a0 — Sl 3 % RIS K T
FREIT LG R ANT (BSNU) & BEE]TT (CONU) ERSREN « 12— I H- b e IR e
R 2k R EUE (DTIC) N -REIR L 22 2455 20 JR2iT AR, litsask 40, 2 RS RA 2k
TG RSAVH TR (CC-1065) s H UM Ek AT A=W s HrAE R, AR R & W TR R AL
FZ DRI E AL E JEER ARG R KITRIR G /15 R LEE R (AMC) ;I
[2,1-c][1,4]-2RFF %005 (PDB) 5 FIMR R 32 ARG A0 IR ARE M TS M P BOMIZR
S ERE R MRS RAR IR R A SR EALS R EDFSRSLT 1.
SLT TTI.SLT TIV.LTEZ . .C38E EMEE . [ HZEZ 5 X5 2 . Kk U Bownan-Birk#
IR 70 R I R A 2R P PR R R AR R R R R A S S R ARE
WA R Z AR a-sarcin. JHifi (Aleurites fordii) & A ATTEE A2 MNFREE A W
PAPT.PAPTIMIPAP-S. I (momordica charantia) #P#lF. /R Z . HEEEJEEE
(sapaonaria officinalis) il A& 222955 2 JRPR HH R 2R s 2RI S 2
B LI (RNase) ;DNase T2 EKE N 85 3A; BbEDUR 858 H 5 RS 2 AMRCR
MR .

[0194] 257575 SR, PupR 5 B Bt 7T sl IR AT AR W sl i 251k . L85k
HH, BB TT T 50 T35 GTP K AR LA R AZ AN AR 3 20+ B A S U AL e il an
BB 7T E R DA S0 < I SR R il oK HR e 25 TR B R, 43 731l 7 A= AEBATIAEV B o At LR )
BB T AT B FGAFP JMMAF (R R Bt 7T F) FIMMAE (o L BLER AT TE) o 5 18 1Y BB
b TRNBE By 7T 1 AU T AR AT 25, LSO T4 B Bt 7T 55 AbAIBE (1) & i Bk ik
Tl anzEE % =5, 635,483.5, 780, 5887116, 214 , 3450 K [E B % I FH 15 FFW002088172.
W02004010957 .\W02005081711.W02005084390.W02006132670.W003026577 .W0200700860 -
W0207011968F1W0205082023 ,

[0195]  FF—BE5jit 5 b, HUR ST 12,1-c] [1,4] - 5 )F %42 (PDB) s H k2512
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Y AT APk 298K - S PDBLA M PDBAT A AR S RS AR T-fl diHar t ey J.A. 5,
Cancer Res 2010;70(17) :6849-6858;Antonow D.%F, Cancer J 2008314 (3) :154-169;
Howard P.W.%5 Bioorg Med Chem Lett 2009;19:6463-646641Sagnou®y,Bioorg MedChem
Lett2000;10(18) :2083-2086.

[0196]  £F—285 /7 S, Hik S5k B DL R i s e300 (I : BOARHiAE R R
R R AER D RERVEUEZR (CC-1065) R R 1080 & R 16 B L
Bl fth 7T E 3L B Bt TF W PDB, uk AT AT (1 2S04 AT A= i 25

[0197]  FF B850 7 8, Pk 5 BIAZS U AE R al H 2RO AT ARl i 2 (I o 71— 28
ST S, PR S SR R 2R AT AE Ml i 2 o A — ST T R Bk S R
A5 2k HRAU AT AW s T 29I o AF — 2RS0T S Uik S 2 RS R s 2R
T AE ek i 25000 - A — 28500 7 S8 vh , Ptk 5 R VI 2 (CC-1065) sl H UM AT APk
AT 29I o £F — 285007 S, Bk S0 5 2R 108 - 2B AT AR sk i 25 (K o /F — 28
ST, ik il s 2 15 ok LSO AT AR 251K o £E — 2R S TS Z Pk
55 B L B B fth T E sl FC AU AT A= W sl i 25 10K o £F — 2R 500367 S, Pofk 5 B FRL B
Softh T F i H AP AT Al iy 2 I o /5 — S8 S0t 5 S, o g g [2,1-¢] [1,4] -
R R AU AT AT 29I o £E — BRSNS Duik S R B L 26
W) AT A= s 2o (K

[0198]  YE—Bbsjm /5 v, Pk 54l s (lanIL-2.1L-4 . IL-6.IL-7.IL-10.IL-12,
IL-13.IL-15.IL-18.1L-23.1L-24.1L-27.1L-28a.1L-28b.IL-29.KGF.IFNa.IFN3.IFNy.
GM-CSFCDAOL \F1t3FC A« T 4H R 1~ £ P ) 55 HITNFa) fHHK o

[0199] LBy 2, Hod 9SO Pk R vz 2Rk S IO MR )7 22 1R 2 S Ik . 451 4,
JUART LS Se v eI S RO PR A6 3R 28 S 28 7 e Sk (91 4nDOTA \DTPA Bk BE pEIE) Bk .
Prpad i LAsk il de A 8 — A sk 2 A U PERR I 1 S B R el A U PR IS I o F- ek
2 I TR R 7 2R AR AR S 1L O NG S Y e T P T R 2B
NI T g T iaYY LR, AT DA 2 5 Bk alORL AR B A USR] 7 25, 49 an ™ 1.0
21y 2025 610y 186p, 188p £2i2p

[0200] 447 S HUAABIK ) B AR AU NI 5, AZIR 57 97 MIH N - LR 3
PRI Je i ke 5 SR T e B R T S5 oAk L RO e B sl e D S R L e 4 o Him A, (1] T2
P D R ke R B TR R AR S BE IR (AR T 12 AT SR O [ B o R 3, AR oK
N B3 AT AT 2 B B A S R 0P RS (B & A GinfIKIARZS 5kQ- r%) sl %2
IR TR (B ami s 22 K 1 s 3L RR B A TN BB ER 2848) 2 A S R P A s A 2 I e
TR EFe 2K AR, A Bl vT 55 e A (B , 602 slade 21 SR PR g 19 /)N
5r1) F A, VOB BbeE B TR S Fe 2 IIARIBE I , b e fAam o 2 ik
PR SRS B AT Hlr / F i / ISR ) PRI R A S B e 57 e e e M 5 5 F e 22 R
e (W02012059882)

[0201] S Y3 AR ik STt ) S HOTR T AR 5 s i 252 b AT Re sz i A U1
DL e85 NI Fh AR B EGE R R 18 I 52 MR S 1t — Tl e 1« B 2 24 1R 7
FIA] W FrAT 290 T A EE B A 2580 . Remington’ s Pharmaceutical Sciences (GBf
155 ,Mack Publishing Company,Easton,Pa. (1975)) , %5l & FH hBlaug.Seymour[l)EE87
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B o XL A SR AT AR R S WTR) T 77 RSP B T R ST 5 i o (R 1 s BT S 1) 3
f& (BlnLipofectin™) DNAZR A JC/KIRHE K CRI A /K FLIR . FLIRCER C B (B gy
TR CEESEIRVL S A 2 C R E SR S ARTHTIR IR S 2] ik
FIFARARAS AT ROTRTY BT 7 ik , ST A P 7 P 1 o3 AN R R o EL A AR R
AR 2 45 2R

[0202] £ —/Naie s S, PERE R pk FH PRI 7 77 e RO RR a1 H TRy 22 i
I/ BTR3NS S8 ARSI o 2 o 1] i
FRAE Ty Rl e Sk, Plan A (A TR A ) 5 5 IR U 2k i VAT /5
15 S ARSI BT, BRI DU RO AE Y A B R I ETR T 5 5€ - R DLk il
7, o HEEGUR A e A SR AR RO TR i e FH 45 52103 o ELRF il PR H S
PRE A I AR e IR ST O AT TR S B S b (B iR o) i s MR/
S5 S 1S IIRE it U TR S S iS5 (Bl 5 H AT RIRES 511
PRI B RS & o 140, Hoi 5 SERRES S S ST A D s iR/ s AR e
T3 AW MR Rk TE A/ S5 S5 T A — B0 50 7 ST, iR sy S R R U
RISHIOPIR B PR , PR AT BRI HECDRI HU At 4a 325

[0203] £ 55—/t o S, SRR BUR HO TR T AR rh 2 R0 S e s UE
R/ B E T ARSI ok (B, FH 00 5 2 A BEAE At P A SRR R/ SR it K
L T 2W i, T EA G A — D EE ST S N IR DU AT AR
B 2k R 2R A R R O S IR DA DU 25 S SIS, TR 25
FARTER A CF SRR “TRT7 )

[0204] 45— ST S, PLE I AREBOR BTGB (el SR UTTE , B8 FS i
FEDUR AR P ER DU B R U5 2 I S P e b5 28 A B dndk (Bl R Bo) 7]
FHF A DN AL e ot PP R 2 DT o A — 28 SISy, AR AR i A I e i £ e
PRI AR ) —FB50, 1n, I RfE 2558 7077 SR EhRt R A (RUMpREZERR) 200
S I 5T R A A A o RS A S5 B RO 5 il L MR RO ERRE A &
FEMRRTBE AR BB RS A S B R S IR E R B -~ LA ik
A s pa b e SRE YNGR IKDE R S e VESR 7/ VTP NI VEC S e S
HIZE R I IEPIERR SR s UIR SO 3R P P S =R 0O Ml
e H 5 AR — s B AR EKE s AW RO EMR R B 2 e 2l 0%
FeEAKEEE [, I LA BT MR R BIaE T T Sl He

[0205] 55—/t o S AR AC A O FLpA T F VARSI s R R i sl L 2 o
BRG] o £ — 2850 5 S, At IR bR - MO 22 se ik, BUE L1k
PR A T S B PRl B B (Bl AnFab  scFvEkF (ab’) ) « S THUARIAR T “brid”
5 A COTm R A SR (B RR) Bl iRk bRl ek, LU E 5 1
PEBRICI 73— R SNR R AR CIZ TR REZARIC I s B AR 2 PRI 28 — 9t
PREIN S —Bidk , AN A 2 b TR bR IC DT, DL RE RS 1D E R ic O o R 2 it
TR AGE LML 5 A IR M2 o B AL AN AE A O, DA R Sk
PAFAEI AT AT o DRI, RS “ AP A0 458 IROR T I i 1R 5 53 w4
o7 AR 1025 B IRC 460 5 2, BT S )7 SRR N5 725 i) AR PR e fA A
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AEWE S R I A AT PmRNA L 25 1 BTk S AL DNA 514, 43 BT ) mRNA G S I B AR A F:
NorhternZ2 & MR o 43 M ¥ [ BUARSME IR A AR I Se B B E (ELTSA)
WesternER  GuREITIE DA M BEHC o 53 AT B K ZH DNAPR MG B fu i Southern i
o T AT M E R T R R AR T9 40 “ELTISA : Theory and Practice:Methods in
Molecular Biology”, #8424, ] .R.Crowther (4i%4) Human Press,Totowa,N.J.,1995;

“Immunoassay’ ,E.Diamandis#IT.Christopoulus,Academic Press,Inc.,San Diego,

Calif.,1996; L A “Practice and Theory of Enzyme Immunoassays’ ,P.Tijssen,
Elsevier Science Publishers,Amsterdam,1985. 40, 75 #rnas (A BT AR N AS TH AR A
FIA 32 E RSP PT ATEE B o B, v DLRTBCR Y EP R bricbuia, S8R5 7T
VA 5 R B I S22 AR A S A i A A A 2

[0206] R ASC TR GUAREATAY) B AR R e N1 T Tie i 25 2 &
W o 28 I 2R 20 SV I M i BRAN 2 R R DA Mase B 20 B R A A0 AR s P BT
M, 102 W Remington’s Pharmaceutical Sciences:The Science And Practice Of
Pharmacy#f19fik (Alfonso R.GennaroZf A Zm#H) Mack Pub.Co.,Easton,Pa.:1995;Drug
Absorption Enhancement:Concepts,Possibilities,Limitations,And Trends,Harwood
Academic Publishers,Langhorne,Pa.,1994;)L M Peptide And Protein Drug Delivery
(Advances In Parenteral Sciences,#44%) ,1991,M.Dekker,New York.

[0207]  JHb 2R 20 Sl i (0 S BTN 252 b AT 32 sk o U il oo B, SRR A
Sh O SRR R S S e NI R BT D ARde g 4, BT H TR AT E X A1), T RA %
THR B 45 SRS V5T YRR JTROIIK O - o e 2RI AT 2 AN/ sl ok B 2H DNABE R 4=
&I amMarasco®E: A\, Proc.Natl.Acad.Sci.USA,90:7889-7893(1993))

[0208]  GUACSCIT I, ARGE “2527 b TRz N EUA” B 18 (il 5 25 4a 2o M AT AT A
BT A3 A BT AR U4 B 77 T B 1) S8 R IR SO 28 57 56 o it 1 275 AT ez
HES RS A T i ik JRemington’ s Pharmaceutical SciencesH, X &AM IR IES
ZAH LS NS 2 AR s B R e s 0 G AR AN PR 1K R K AR
FEEQ VAR A g BEVA RO % IR 8 ot T DAGH T IR B AN E/ K 2, 51 i e
P o B I 28 BRI T T 29005 PR W B AR STUS AN o 5 AT B R A o ke i)
SHUAAARE 2N, @ ARRARH S ik

[0209]  RePirak S /5 2 1 25 A0 S I ) a5 L TUTE TR« 25 2 i iR Bl
FENA B AN, BIAE KN BN B2 N VR (B N) V2252 (BRJRSEBI) R IR B A4 25
T E S BN sz I T iR ek s v i T di LA N 4y 34 SRR R K
RIS T TE T 5RO RS R P R R B S BOR T Bt T A R o R
IR FHER FHS 5 B sal 1, (90 andrii s i R sl I A R 28 5 255571, (91 N & — e PU £ FR (EDTA) ;2%
W, I CTRER TG IR Eh sl R £6 DA KR 151203 s (A1, 490 an S A B sl A Tre g o pH m ]
PR EARIEA TR, 91 AN ERIR sl 20 BN o PRI B AN 60 R 20— PR B Al B
FE S AR 2255 i LY o

[0210] 3Ty 0 B 25 4 S L FE O K PRI IR (FE e /2 /KA PR IR) sl ok DA &
P B 5188 JC bRl 3 SR 20 BRI TC A A o X Tk N T, i i 2525 AT 32 11
AR FEATEEL K IR 7K  Cremophor EL™ (BASF,Parsippany,N.J.) sRBEFREL£E £k /K
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(PBS) AEFTATEOL I, HE WAL T LR 9T sh ik 2 5 TS R HoAE
TSI 25 RO AGE O ELAIIRE R | AR A B An2m e RHEC R 75 S - dk
LR S A BIAK Sl 2 70l (BIan, H i N BRI S & B 55) IR 1l o3 o
Jot, BT TR S o 9 i R PR E B AN IR R , £ 50 B Ol e Fir 7Rk R
S PAR NIRRT A, AT AORERE B T s X st A= U F RO B 1 E T A % A dm
TR AT T B A At e R PR Sl T s 2R UM R BRI S5 R S o AEVF 25
TEOUN R LA AL S A5 B, AR 2270l G Bils LIS U ah.
T2 A S W R R T i A I 2 5 i 0 2 e G R P st 481 G PP A8 SR B
WK1 5

[0211] MRS EL, P PAE L R DT R AT i BN A ST sy it — Rk 414 (%
5 20 IO Er A I PR ) s TR E AT, SR B8 T w « —OR U, I K LR NS
BRPES3 BS ORI B ST A AL i ) P -2 6 B0 A TS Tl 28 o R e ol o 3 FH 1 1l 25
TERTERA RIS R &, W87 e AW R B TR TR 2o R
T VERT AU SN RS, EA R B TR X e e O JC TR i B8 VAT

[0212] G FIRNES 25, A0S S G AN — S PR S5 AR R DN s A el R sl 2
% AR S s e 5 ) -

[0213] & AT DAH o 22 AR ki B 5 A B 2 o 0 T 2ORE I s 152 45 245 , A il 70 FR A )
8B PR BRIE 3 71 I 2 2 70 LA UEE 1 H PIr R , I HLAA IR A T2t
LA TS B ER RO DU BRI AR M o £ MG 25 245 M LA ot 5 DS Sk ATl 7R SR o 5
TIBRC AR, MR — vl 22 R i A A s Qn AN STt s T KR 57 BT IR S Bl

=

H o

[0214] R PRSP LIRS (40, HA5 5 MR FIBE 5T, 4 ml IS sl e i) sl B
PERE I St A T s LU T2 Bk -

[0215]  fE—/Sfite S, i ook il BT 1 H A S bt JHBAR O e pA il o5, 0 dn
T /AR, RN AR R A B8 A o AT T AR v AR S IR 59,
BN I - CFR IR RIS 28 SR IR SR IR AN SR FLRR o FH T 2 e 28 77U 10
R T ARG BTS2 B i 2 W .

[0216]  JLHAMAZ LA AL AR B SN S VLA 5T e IR B — 2o an
ARSI S B I AR AE TR T ik, @ S oy A R RO EE b m] o0 B
FRAL BN A 28T S S TG 2 sk S5 G A B2 6 7 ORI TUE Fe g — bt 2
Firi A BTk St 5 SRR A sCR IRt A R 98 B IR T« iR AeRr
LA S L ATRT 7 2R RTINS DT R A I B U 3] SRR A
(02171 FrR 2 5 n] 545 250l —E T A B Bl e

[0218]  ASCHTAR B AR 20y O RIS DUt 605 2 T—RbFrdk ok, ede B 4
AN VEAROS (R S 02 T2 R ARE o S de M s BR it 2 A, A5 W T il dn 0 2 g s L DD RE Y
B, 7 an 2 s 2R R A SR 7 ) BRI R b 28051 DN UM H A
SR Y MU A7 A » AR, PTG A7, T DA I S A7 A

(02191 fE—/Sfite s &, — e 2R ik nT ARG E e T e A, B1S H e R
iy 7 CRE AT Y W BRI AE B 5RG , An 2 R U e « B S S e VERE RS AN R M
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PIR) B o ARG TR A 5B U B AR L [RRE R, R M sl Tk 25T - @i 2RI
KT WAL TG TE 28 — e ST, AL S R 88— RIS S (e 76 Ty S AL DA
R FER AN E o A —FIG O T, “BEE” W AT DU A 3R R R I B 2 A A T I BUAR A
({UNGET NGl

[0220] i, Bk A 7697 AT A A ATl —Fhik 2 i pk 5 — Bl 2 BB G 77 57510 (140
— ik 22 AR PRl R AR AR PR -4 70 S SRR 7 B 28 55 AR I i 751 e L 5 AR/
ol 20 i 25 ZR ko An i AR KA ), an B SRR ) R RIRC AN/ sl R o b 2R AR T T
A A T RARA &= T 76 o7 77, Rk o 7 5 & Bl — 7 A T BR s sl &
[0221]  fr—ANSTt )y &b, SSAER AN PR BU ARG T 75 AR IR T T 56
B RIEARIZARE T S Z TS A TR T 7R B e FAE S o i IR - B

[0222] [k BIE RN R AR H 1, AR ESAR R e s3 T — L8 56 77 ZE 11—
B4 RAIRRHE , SR, R ER RIS AT ITE T B 4d BT Btk i AT A ol — 28R E
G —EE S ) ZE

[0223] 1R T B S5 —Bi)i X CD3MBURE - BRI 454

[0224]  RANJTECEGUERA, AE A ST O b, AJRECDIE AR Bt n) T 55 R ) Hgk
PEATRON , 5 I A RO P 2R RIRE , A VS TR st ) I S5 RT3 e B
BEHATRONS , 5 AV CD3F A BN LG ZARA 5 I, EFv 5N T AN AR AR A, dE— 20
DT ATRE AR R B R L - CD20 X CD3KAMAURF TR I F i3 K A\ 18G4 knob-into-hole
254, 1l RAZSer, Pro.Leu,, GluklPro,, Ala, REFECEEX AU E IS SFe v SR DL MK
ClaAH EAE

[0225]  =JjtEfd]

[0226]  SZJHEAIL : CO3HTA I AN TN PO 1 ]

[0227] 1. FEHEAMEGH

[0228] & ACD3 y (UniProt P09693,G1n23-Asn116) AICD3e (UniProt PO7766,G1n23-
Asp126) JANXAZ R 41, Citi 20 B9 A 1gG Fe holeikFe knoblhis, ZikJE A ACD3e v -
Fe's i — 54k (ACD3 y IgG Fe (hole) S EIL T 4 AISEQ ID NO. 1ff15, ACD3eIgG Fe
(knob) 2 FEEL 7 HI WISEQ 1D NO. 2fr7) 5 [FIAE5 i & B CD3 y (UniProt Q95LIT,
G1n23-Asn110) FICD3g (UniProt Q95L15,G1n22-Aspl17) ,Cimsy Al 5 E 8 %1¢G Fe holenk
Fc knobl &, RIATE A HHECD3e v -Fe I — 284K (& E4CD3 v 16 Fe (hole) (95 3EML
JEHIAISEQ ID NO. 3Ff%, frECD3 v 1gG Fe (knob) [HEILER T4 QISEQ ID NO.4) 3
IACD3 y -FeANCD3e-Fe 41 ik 53mg/mL PEI (Polysciences,#24765-2) &1, FLiELL
HEK293E4I iy (5572 EE0PM-293CD03 DPM) ,37°C120rpm 5% CO2857:7 K W ek 75 3L 1
W, ZProtein ASEAMIENTAEE, 152 A sk &2 #H%CD3e v -FcHAHEH .

[0229]  2.CD3HUAR NI

[0230]  [Rl LA ECD3B 4R (EMBO J.1985.4(2) :337-344;].Immunol.1986,137 (4) :
1097-100;J.Exp.Med.1991,174:319-326; . Immunol.1991,147 (9) :3047-52) 2B AFIE
BENRCD3SZAR, B4 an B

[0231]  FICD3FR FHTFRBE R ILIR 741«
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[0232]  QAVVTQESALTTSPGETVTLTCRSSTGAVTTSNYANWVQQKPDHLFTGLIGGTNKRAPGVPARFSGSLI
GDKAALTITGAQTEDEATYFCALWYSNLWVFGGGTKLTVL

[0233]  FICD3FR FL T HE % IE R 741«

[0234]  EVQLVESGGGLVQPKGSLKLSCAASGFTFNTYAMNWVRQAPGKGLEWVARTRSKYNNYATYYADSVKDR
FTISRDDSQSILYLQMNNLKTEDTAMYYCVRHGNEGNSYVSWFAYWGQGTLVTVSS

[0235]  K{HTCD3FPHTAIR , B BRI A E’J]\JV AIENIMGT hVL7-431E1T424%ECDR
FEOM, FM4%E F A TGLT3%02; 1%6P- A IMGT hVH3-733E T EBECDRAZAA , FM4 1% F A TGHT4%01 . 1%
TR BIAF E A AR R (R .

[0236]  3R1.CD3IAJRALHUARI ATAELX J741]

SEQ ID NOs: 5-23

CD3 AR didk LCVR LCDRI1 LCDR2 LCDR3
prTER  AAR HER AAE Py RAR
57 ! A3 57 5
hVLI 5 6 7 8 9
hVL2 10 11 7 8 9
hVL3 12 13 14 15 9
hVL4 16 17 14 15 9
hVL5 18 19 7 8 21
hVL6 22 23 7 20 21
SEQ ID NOs: 24-53
[0237] CD3 AlRAbAAR HCVR HCDR1 HCDR2 HCDR3
FHTER AR B BRI BRI /L8R
hVHI 24 25 26 27 28
hVH2 29 30 31 27 28
hVH3 32 33 31 27 34
hVH4 35 36 31 27 37
hVH5 38 39 31 27 40
hVH6 41 42 31 27 43
hVH7 44 45 46 47 28
hVHS 48 49 26 27 28
hVH9 50 51 26 27 28
hVHI0 52 53 26 27 28

[0238]  hVLI1RUSAELER A AISEQ 1D NO. 5K, H4m iR 82 4nSEQ 1D NO.6ff7s, M
LCDR1.LCDR2HILCDR345 BIANSEQ ID NO.7.8.9f %o

[0239]  QAVVTQEPSLTVSPGGTVTLTCRSSTGAVTTSNYANWVQQKPGQAPRGLIGGTNKRAPWTPARFSGSLL
GGKAALTLSGAQPEDEAEYYCALWYSNLWVEGGGTKLTVL

[0240]  BZIR)T A

[0241]  CAGGCTGTGGTCACACAAGAGCCTAGCCTGACAGTGTCTCCTGGCGGCACAGTGACCCTGACCTGTAGA
TCTTCTACAGGCGCCGTGACCACCAGCAACTACGCTAATTGGGTGCAGCAGAAGCCCGGCCAGGCTCCTAGAGGACT
GATCGGCGGAACAAACAAGAGAGCCCCTTGGACACCCGCCAGATTCTCTGGATCTCTGCTCGGCGGAAAGGCCGCTC
TGACACTTTCTGGTGCTCAGCCTGAGGACGAGGCCGAGTACTATTGTGCCCTGTGGTACAGCAACCTGTGGGTGTTC
GGCGGAGGCACCAAACTGACAGTTCTG

[0242]  hVL2R S AR 741 4NSEQ ID NO. 10f 7, H4hbAZ R 41SEQ 1D NO. 117
LCDR1.LCDR2HFILCDR345 BIANSEQ ID NO.7.8.9f %0

[0243]  QAVVTQEPSLTVSPGGTVTLTCRSSTGAVTTSNYANWVQEKPGQAPRGLIGGTNKRAPWTPARFSGSLL
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GGKAALTLSGAQPEDEAEYYCALWYSNLWVEGGGTKLTVL
[0244]  BZIR)T A

[0245]  CAGGCTGTGGTCACACAAGAGCCTAGCCTGACAGTGTCTCCTGGCGGCACAGTGACCCTGACCTGTAG
ATCTTCTACAGGCGCCGTGACCACCAGCAACTACGCTAATTGGGTGCAGZAGAAGCCCGGCCAGGCTCCTAGAGGA
CTGATCGGCGGAACAAACAAGAGAGCCCCTTGGACACCCGCCAGATTCTCTGGATCTCTGCTCGGCGGAAAGGCCGC
TCTGACACTTTCTGGTGCTCAGCCTGAGGACGAGGCCGAGTACTATTGTGCCCTGTGGTACAGCAACCTGTGGGTGT
TCGGCGGAGGCACCAAACTGACAGTTCTG

[0246]  hVL3[EIERE 4 4ISEQ 1D NO. 1207, Fo4a AR 4iSEQ 1D NO.13ff, H
LCDR1LCDR2FIILCDR3%y HI4ASEQ ID NO. 14,1591/ 1%.

[0247]  EAVVTQEPSLTVSPGGTVTLTCESSDGAVTTSNYANWVQEKPGQAPRGLIGGTNKEAPWTPARFSGSLL
GGKAALTLSGAQPEDEAEYYCALWYSNLWVEGGGTKLTVL

[0248]  KZIR)T A

[0249]  GAGGCTGTGGTCACACAAGAGCCTAGCCTGACAGTGTCTCCTGGCGGCACAGTGACCCTGACCTGTGAG
TCTTCTGACGGCGCCGTGACCACCAGCAACTACGCTAATTGGGTGCAGGAGAAGCCCGGCCAGGCTCCTAGAGGACT
GATCGGCGGAACAAACAAGGAGGCCCCTTGGACACCCGCCAGATTCTCTGGATCTCTGCTCGGCGGAAAGGCCGCTC
TGACACTTTCTGGTGCTCAGCCTGAGGACGAGGCCGAGTACTATTGTGCCCTGTGGTACAGCAACCTGTGGGTGTTC
GGCGGAGGCACCAAACTGACAGTTCTG

[0250]1  hVLAPRYSIERS 74 40SEQ ID NO. 161~ , FH4afdiZ R 4nSEQ 1D NO. 17/, B
LCDR1.LCDR2FILCDR343 HIAISEQ ID NO.14.15 907,

[0251]  QAVVTQEPSLTVSPGGTVTLTCESSDGAVTTSNYANWVQEKPGQAPRGLIGGTNKEAPWTPARFSGSLL
GGKAALTLSGAQPEDEAEYYCALWYSNLWVEGGGTKLTVL

[0252]  KZIR)T A

[0253]  CAGGCTGTGGTCACACAAGAGCCTAGCCTGACAGTGTCTCCTGGCGGCACAGTGACCCTGACCTGTGAG
TCTTCTGACGGCGCCGTGACCACCAGCAACTACGCTAATTGGGTGCAGGAGAAGCCCGGCCAGGCTCCTAGAGGACT
GATCGGCGGAACAAACAAGGAGGCCCCTTGGACACCCGCCAGATTCTCTGGATCTCTGCTCGGCGGAAAGGCCGCTC
TGACACTTTCTGGTGCTCAGCCTGAGGACGAGGCCGAGTACTATTGTGCCCTGTGGTACAGCAACCTGTGGGTGTTC
GGCGGAGGCACCAAACTGACAGTTCTG

[0254]  hVL5[YSERS 74 40SEQ ID NO. 18, Hi4afliZ R 4nSEQ 1D NO.19ff, B
LCDR1.LCDR2FILCDR345-BIAISEQ ID NO.7.8.21ff 7.

[0255]  QAVVTQEPSLTVSPGGTVTLTCRSSTGAVTTSNYANWVQEKPGQAPRGLIGGTNKRAPWTPARFSGSLL
GGKAALTITGAQAEDEAEYYCVLWYSNLWVEGGGTKLTVL

[0256]  KZIR)T A

[0257]  CAGGCTGTGGTCACACAAGAGCCTAGCCTGACAGTGTCTCCTGGCGGCACAGTGACCCTGACCTGTAG
ATCTTCTACAGGCGCCGTGACCACCAGCAACTACGCTAATTGGGTGCAGZAGAAGCCCGGCCAGGCTCCTAGAGGA
CTGATCGGCGGAACAAACAAGAGAGCCCCTTGGACACCCGCCAGATTCTCTGGATCTCTGCTCGGCGGAAAGGCCGC
TCTGACAATCACTGGTGCTCAGGCTGAGGACGAGGCCGAGTACTATTGTGTGCTGTGGTACAGCAACCTGTGGGTGT
TCGGCGGAGGCACCAAACTGACAGTTCTG

[0258]  hVL6[YZIEER T A ANSEQ ID NO. 220/~ , H4ihbiZ L2 4nSEQ 1D NO. 23 <, H
LCDR1.LCDR2HILCDR3%5 BIANSEQ ID NO.7.20.21F1 Ko
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[0259]  QAVVTQEPSLTVSPGGTVTLTCRSSTGAVTTSNYANWFQEKPGQAPRGLIYGTNKRAPWTPARFSGSLL
GGKAALTLSGAQAEDEAEYYCVLWYSNLWVFGGGTKLTVL

[0260]  FZIR)T A

[0261]  CAGGCTGTGGTCACACAAGAGCCTAGCCTGACAGTGTCTCCTGGCGGCACAGTGACCCTGACCTGTAGA
TCTTCTACAGGCGCCGTGACCACCAGCAACTACGCTAATTGGTTCCAGGAGAAGCCCGGCCAGGCTCCTAGAGGACT
GATCTACGGAACAAACAAGAGAGCCCCTTGGACACCCGCCAGATTCTCTGGATCTCTGCTCGGCGGAAAGGCCGCTC
TGACACTTTCTGGTGCTCAGGCTGAGGACGAGGCCGAGTACTATTGTGTCCTGTGGTACAGCAACCTGTGGGTGTTC
GGCGGAGGCACCAAACTGACAGTTCTG

[0262]  hVH1[HAUERRF A WISEQ 1D NO. 24077, IR WISEQ 1D NO. 250775, 3L
HCDR1 . HCDR2FIHCDR343 BIUASEQ ID NO.26.27.28Ff <0

[0263]  EVQLVESGGGLVQPGGSLRLSCAASGETENTYAMNWVRQAPGKGLEWVSRIRSKYNNYATYYADSVKDR
FTISRDDSKNTLYLQMNSLRAEDTAVYYCVRHGNEGNSYVSWFAYWGQGTLVTVSS

[0264]  KZIR)T A

[0265]  GAGGTGCAGCTGGTTGAATCTGGCGGAGGACTGGTTCAGCCTGGCGGATCTCTGAGACTGTCTTGTGCC
GCCAGCGGCTTCACCTTCAACACCTACGCTATGAACTGGGTCCGACAGGCCCCTGGCAAAGGACTGGAATGGGTGTC
CAGAATCAGGTCCAAGTACAACAACTACGCCACCTACTACGCCGACAGCGTGAAGGACAGATTCACCATCAGCAGGG
ACGACAGCAAGAACACCCTGTACCTGCAGATGAACAGCCTGAGAGCCGAGGACACCGCCGTGTACTACTGTGTCAGA
CACGGCAACTTCGGCAACAGCTATGTGTCTTGGTTTGCCTACTGGGGCCAGGGCACACTGGTCACAGTTAGCTCT
[0266]  hVH2I A ELRG FF A 4NSEQ 1D NO. 29071, H4mdAZ R 4nSEQ 1D NO. 30/ <, H
HCDR1 . HCDR2FIHCDR343 BI4ASEQ ID NO.31.27.28Ff <.

[0267]  EVQLVESGGGLVQPGGSLRLSCAASGETFSTYAMNWVRKAPGKGLEWVSRIRSKYNNYATYYADSVKDR
FTISRDDSKNTLYLQMNSLRAEDTAVYYCVRHGNEGNSYVSWFAYWGQGTLVTVSS

[0268]  FZIR)T A

[0269]  GAGGTGCAGCTGGTTGAATCTGGCGGAGGACTGGTTCAGCCTGGCGGATCTCTGAGACTGTCTTGTGC
CGCCAGCGGCTTCACCTTCtcCACCTACGCTATGAACTGGGTCCGAaagGCCCCTGGCAAAGGACTGGAATGGGTG
TCCAGAATCAGGTCCAAGTACAACAACTACGCCACCTACTACGCCGACAGCGTGAAGGACAGATTCACCATCAGCAG
GGACGACAGCAAGAACACCCTGTACCTGCAGATGAACAGCCTGAGAGCCGAGGACACCGCCGTGTACTACTGTGTCA
GACACGGCAACTTCGGCAACAGCTATGTGTCTTGGTTTGCCTACTGGGGCCAGGGCACACTGGTCACAGTTAGCTCT
[0270]  hVH3AYSAELMRFF A ANSEQ ID NO. 32, H 4w R 4NSEQ 1D NO.33ff 7, 1
HCDR1 . HCDR2FIHCDR343 BI4ASEQ ID NO.31.27.34ff <.

[0271]  EVQLVESGGGLVQPGGSLRLSCAASGETFSTYAMNWVRKAPGKGLEWVSRIRSKYNNYATYYADSVKDR
FTISRDDSKNTLYLQMNSLRAEDTAVYYCVRHGNEGESYVSWFAYWGQGTLVTVSS

[0272]  KZIR)T A

[0273]  GAGGTGCAGCTGGTTGAATCTGGCGGAGGACTGGTTCAGCCTGGCGGATCTCTGAGACTGTCTTGTGCC
GCCAGCGGCTTCACCTTCTCCACCTACGCTATGAACTGGGTCCGAAAGGCCCCTGGCAAAGGACTGGAATGGGTGTC
CAGAATCAGGTCCAAGTACAACAACTACGCCACCTACTACGCCGACAGCGTGAAGGACAGATTCACCATCAGCAGGG
ACGACAGCAAGAACACCCTGTACCTGCAGATGAACAGCCTGAGAGCCGAGGACACCGCCGTGTACTACTGTGTCAGA
CACGGCAACTTCGGCGAGAGCTATGTGTCTTGGTTTGCCTACTGGGGCCAGGGCACACTGGTCACAGTTAGCTCT
[0274]  hVHA[Y SRR 4 0SEQ 1D NO. 35fo , H4a A% 4nSEQ 1D NO. 36ff1, 1
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HCDR1 . HCDR2FIHCDR343 BIUASEQ ID NO.31.27. 377 xe

[0275]  EVQLVESGGGLVQPGGSLRLSCAASGETFSTYAMNWVRKAPGKGLEWVSRIRSKYNNYATYYADSVKDR
FTISRDDSKNTLYLQMNSLRAEDTAVYYCVRHGNEGQSYVSWFAYWGQGTLVTVSS

[0276]  KZIR)T A

[0277]  GAGGTGCAGCTGGTTGAATCTGGCGGAGGACTGGTTCAGCCTGGCGGATCTCTGAGACTGTCTTGTGCC
GCCAGCGGCTTCACCTTCTCCACCTACGCTATGAACTGGGTCCGAAAGGCCCCTGGCAAAGGACTGGAATGGGTGTC
CAGAATCAGGTCCAAGTACAACAACTACGCCACCTACTACGCCGACAGCGTGAAGGACAGATTCACCATCAGCAGGG
ACGACAGCAAGAACACCCTGTACCTGCAGATGAACAGCCTGAGAGCCGAGGACACCGCCGTGTACTACTGTGTCAGA
CACGGCAACTTCGGCCAGAGCTATGTGTCTTGGTTTGCCTACTGGGGCCAGGGCACACTGGTCACAGTTAGCTCT
[0278]  hVH5[{) 2 5% 41 40SEQ 1D NO. 38ffor , H4a A% tnSEQ 1D NO. 39ffr, H
HCDR1 . HCDR2FIHCDR343 BI4ASEQ ID NO.31.27.40Ff <.

[0279]  EVQLVESGGGLVQPGGSLRLSCAASGETFSTYAMNWVRKAPGKGLEWVSRIRSKYNNYATYYADSVKDR
FTISRDDSKNTLYLQMNSLRAEDTAVYYCVRHGNEGDSYVSWFAYWGQGTLVTVSS

[0280]  ZIR)T A

[0281]  GAGGTGCAGCTGGTTGAATCTGGCGGAGGACTGGTTCAGCCTGGCGGATCTCTGAGACTGTCTTGTGCC
GCCAGCGGCTTCACCTTCTCCACCTACGCTATGAACTGGGTCCGAAAGGCCCCTGGCAAAGGACTGGAATGGGTGTC
CAGAATCAGGTCCAAGTACAACAACTACGCCACCTACTACGCCGACAGCGTGAAGGACAGATTCACCATCAGCAGGG
ACGACAGCAAGAACACCCTGTACCTGCAGATGAACAGCCTGAGAGCCGAGGACACCGCCGTGTACTACTGTGTCAGA
CACGGCAACTTCGGCGACAGCTATGTGTCTTGGTTTGCCTACTGGGGCCAGGGCACACTGGTCACAGTTAGCTCT
[0282]  hVH6[HAUIEIRF A WISEQ 1D NO. 41, IR WISEQ 1D NO. 42/, 3L
HCDR1 . HCDR2FIHCDR343 BIUASEQ ID NO.31.27.43ff <0

[0283]  EVQLVESGGGLVQPGGSLRLSCAASGETFSTYAMNWVRKAPGKGLEWVSRIRSKYNNYATYYADSVKDR
FTISRDDSKNTLYLQMNSLRAEDTAVYYCVRHGNEGTSYVSWFAYWGQGTLVTVSS

[0284]  KZIR)T A

[0285]  GAGGTGCAGCTGGTTGAATCTGGCGGAGGACTGGTTCAGCCTGGCGGATCTCTGAGACTGTCTTGTGCC
GCCAGCGGCTTCACCTTCTCCACCTACGCTATGAACTGGGTCCGAAAGGCCCCTGGCAAAGGACTGGAATGGGTGTC
CAGAATCAGGTCCAAGTACAACAACTACGCCACCTACTACGCCGACAGCGTGAAGGACAGATTCACCATCAGCAGGG
ACGACAGCAAGAACACCCTGTACCTGCAGATGAACAGCCTGAGAGCCGAGGACACCGCCGTGTACTACTGTGTCAGA
CACGGCAACTTCGGCACCAGCTATGTGTCTTGGTTTGCCTACTGGGGCCAGGGCACACTGGTCACAGTTAGCTCT
[0286]  hVHT[HAUIEIRF A WISEQ 1D NO. 4477, IR WISEQ 1D NO. 45075, It
HCDR1 . HCDR2FIHCDR343 BIUASEQ ID NO.46.47.28Ff 7150

[0287]  EVQLVESGGGLVQPGGSLRLSCAASGETFSDYAMNWVRKAPGKGLEWVSRIRSKYNNYATYYADSVEDR
FTISRDDSKNTLYLQMNSLRAEDTAVYYCVRHGNEGNSYVSWFAYWGQGTLVTVSS

[0288]  ZIR)T A

[0289]  GAGGTGCAGCTGGTTGAATCTGGCGGAGGACTGGTTCAGCCTGGCGGATCTCTGAGACTGTCTTGTGCC
GCCAGCGGCTTCACCTTCTCCGACTACGCTATGAACTGGGTCCGAAAGGCCCCTGGCAAAGGACTGGAATGGGTGTC
CAGAATCAGGTCCAAGTACAACAACTACGCCACCTACTACGCCGACAGCGTGGAGGACAGATTCACCATCAGCAGGG
ACGACAGCAAGAACACCCTGTACCTGCAGATGAACAGCCTGAGAGCCGAGGACACCGCCGTGTACTACTGTGTCAGA
CACGGCAACTTCGGCAACAGCTATGTGTCTTGGTTTGCCTACTGGGGCCAGGGCACACTGGTCACAGTTAGCTCT
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[0290]  hVHS[YZAIEHL 4 #1SEQ ID NO.48ffr 1<, H4mfdiZ R UNSEQ 1D NO.49fr k~
HCDR1HCDR2FIHCDR345 BIANSEQ ID NO.26.27.28Ff 1%,

[0291]  EVQLVESGGGLVQPGGSLRLSCAASGFTENTYAMNWVRKAPGKGLEWVGRIRSKYNNYATYYADSVKDR
FTTSRDDSKNSLYLQMNSLKTEDTAVYYCARHGNFGNSYVSWFAYWGQGTLVTVSS

[0292]  KZIR)T 4]

[0293]  GAGGTGCAGCTGGTTGAATCTGGCGGAGGACTGGTTCAGCCTGGCGGATCTCTGAGACTGTCTTGTGCC
GCCAGCGGCTTCACCTTCAACACCTACGCTATGAACTGGGTCCGAAAGGCCCCTGGCAAAGGACTGGAATGGGTGGG
AAGAATCAGGTCCAAGTACAACAACTACGCCACCTACTACGCCGACAGCGTGAAGGACAGATTCACCATCAGCAGGG
ACGACAGCAAGAACAGCCTGTACCTGCAGATGAACAGCCTGAAAACCGAGGACACCGCCGTGTACTACTGTGCCAGA
CACGGCAACTTCGGCAACAGCTATGTGTCTTGGTTTGCCTACTGGGGCCAGGGCACACTGGTCACAGTTAGCTCT
[0294]  hVHORYZAEERG 74 41SEQ ID NO. 507, H iR anSEQ ID NO.51f 7, H
HCDR1HCDR2FIHCDR3%5 BIANSEQ ID NO.26.27.28Ff 1%,

[0295]  EVQLVESGGGLVQPGGSLRLSCAASGFTENTYAMNWVRKAPGKGLEWVGRIRSKYNNYATYYADSVKDR
FTTSRDDSKNSLYLQMNSLKTEDTAVYYCVRHGNFGNSYVSWFAYWGQGTLVTVSS

[0296]  KZIR)T A

[0297]  GAGGTGCAGCTGGTTGAATCTGGCGGAGGACTGGTTCAGCCTGGCGGATCTCTGAGACTGTCTTGTGCC
GCCAGCGGCTTCACCTTCAACACCTACGCTATGAACTGGGTCCGAAAGGCCCCTGGCAAAGGACTGGAATGGGTGGG
AAGAATCAGGTCCAAGTACAACAACTACGCCACCTACTACGCCGACAGCGTGAAGGACAGATTCACCATCAGCAGGG
ACGACAGCAAGAACAGCCTGTACCTGCAGATGAACAGCCTGAAAACCGAGGACACCGCCGTGTACTACTGTGTCAGA
CACGGCAACTTCGGCAACAGCTATGTGTCTTGGTTTGCCTACTGGGGCCAGGGCACACTGGTCACAGTTAGCTCT
[0298]  hVHIO[WZ IR T /I 4NSEQ ID NO. 5217, H4ghhZ R 41SEQ 1D NO. 53F, H
HCDR1HCDR2FIHCDR345 BIANSEQ ID NO.26.27.28Ff 1%,

[0299]  EVQLVESGGGLVQPGGSLRLSCAASGFTENTYAMNWVRKAPGKGLEWVARTRSKYNNYATYYADSVKDR
FTTSRDDSKNSLYLQMNSLKTEDTAVYYCVRHGNFGNSYVSWFAYWGQGTLVTVSS

[0300]  FZIR)T A

[0301]  GAGGTGCAGCTGGTTGAATCTGGCGGAGGACTGGTTCAGCCTGGCGGATCTCTGAGACTGTCTTGTGCC
GCCAGCGGCTTCACCTTCAACACCTACGCTATGAACTGGGTCCGAAAGGCCCCTGGCAAAGGACTGGAATGGGTGGC
CAGAATCAGGTCCAAGTACAACAACTACGCCACCTACTACGCCGACAGCGTGAAGGACAGATTCACCATCAGCAGGG
ACGACAGCAAGAACAGCCTGTACCTGCAGATGAACAGCCTGAAAACCGAGGACACCGCCGTGTACTACTGTGTCAGA
CACGGCAACTTCGGCAACAGCTATGTGTCTTGGTTTGCCTACTGGGGCCAGGGCACACTGGTCACAGTTAGCTCT
[0302] Rz HEBE A JREAR RS AT 2 A0 G e, B 2 S A Ptk lambdaf2 B 1H E
X Bk A\ T eG4 Bk 1H 12 [X CH1 - CH3 [ BAZ ek i fk , LAt HEK293Eﬂam@ 37°C120rpm 5%CO0,
BEFE5-6 K, I 7o it HIH R, Wi Protein AEMTH I TAE{L o

[0303]  3.CD3 AL HUIARIIZER )

[0304]  fU ACD3e y HEAIEEH ,4°CII 1R - 2% BUIRAE D E A, B AL IINAS R AR5 507
CO3FUAR, A /NN s —HUIIAHPRAMICI L F T A TG Fe, TMBIS IR (i , PAMR IR 2% 11
ISR FEAEA50nmAL i FHIR R o [ 20 -RCD3 A AL ik (f94%aCD3-hVH1/VL5.aCD3-hVHS/
VL1.aCD3-hVH8/VL5.aCD3-hVHI/VL1.aCD3-hVHI/VL2.aCD3-hVHI/VL3.aCD3-hVH9/VL5) 15
ACD3e y E LT, COB NIREHTA R R AN 14557 CD3e v THATER -
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[0305]  HWIHAE K I Jurkat 411, 3% BSAZ 30458, PLAEFLS X 10 41 i A\ 96 FLUR
W, B0 T TG AU SOUL BB FE R HuiA (i B A 30pg/mLi , SFFARES MR ) |
4°CIFE 1NN B e —Pua, PN : 3004k HJALexa Fluro647FRidHILLITF-HTAIeG Fe
(Jackson ImmunoResearch,109-606-170) ,4°CHFE & 45778, Yo B AL 5 T-50ul PBSiE
FTFACS (iQue, Intellicyt) Foll. 25 R ANEI3AT 7, CD3 NI Ptk 55 Jurkat A g &, Hop
CD3 NG FHTARRVHI/ VL5 (aCD3-hVHI/VL5) FIThVHO,/VL2 (aCD3-hVHI/VL2) )i 55 T4 HEHT

PROKTS, DA SRR 5 15

Jurkat it

[0306] 2 /RCD3 A IS PTiA S5 CD3F A& I HI Jurkat 4R R 2EHT T .
[0307]  2.CD3 NI PRI AN T

[0308]

ELISA(CD3g y) FACS (Jurkat)
aCD3-hVH1/VL5 0.60 nM 10nM
aCD3-hVH8/VL1 0.65nM 15nM
aCD3-hVH8/VL5 0.74nM 95
aCD3-hVH9/VL1 0.49 nM nM
aCD3-hVH9/VL2 0.44nM 25nM
aCD3-hVH9/VL3 0.70nM 95
aCD3-hVH9/VL5 0.42nM 20nM
OKT3-hIgGl ND 0.27nM
KLH-hTgG4 - -

[03091  ND. AA&ill
[0310] -. 455

(03111 4.CD3NTEALTTIR SN REIRCD3 e v HUR A XA

[0312] 733l Eufz ACD3e vy &5 A MIEHHRCD3e v 21, 4°Cd 4« 2% JBUIBAF W A, AL
IINAFIRRASEICD3 PR, W & 1/INN s ZHTIIAHPRAFIE LI "FEHT A TeG Fe, TMBIATR .
5, PAMRIRER 25 11 SO I AE450nmAb 132 IR O'C T o K448 7RCD3 AL i f&hVHI / VL5 (aCD3 -
hVH9/VL5) AThVH9/VL2 (aCD3-hVHI/VL2) ¥4I R[[A]H} £5¢5 A\ CD3e@ ISk CD30 & [ .
[0313] S BI2AG FEAN [ R ER B Bl 1 CD20 X CD3kAAURF S hi Ak

[0314]  1.CD20 X CD3kARUR - HiAR IRy 3t

[0315]  PACD3 NI HiiARVHI/ VLS (Wi ak AN F5E) A1 AL CD205 T4 G p AR
HEE) A AT RIR T eGP T R TN AR S PR o

[0316] GRS R, Vet AT EE T N5 FHCD20 X CDIABURS S HTA :

[0317] 1) CD20 X CD3kA001 : PR A CD3FEFICD204T 5 5 IR R 411 5

[0318]  2) CD20 X CD3kA002 : [FIIN AECD2047T /55 AICD3 S 5 N FLf A2 744 (Viey 01 Glng Lys s
VH g0 G1ng Glu; VA, :GIn, (Glu; VH 1 Glng Lys) 5

[0319]  3) CD20 X CD3kA003 : FLT-CD20 X CD3xkA002 , £ECH1 /Cic 2z [RIHE hI H A FL frf X (Vi -
CKepoo: GInggLys\Glu,,,Lys\Gln ,,Lys;V,-C,1 :G1n,,Glu\Lys .,Glu\Lys, Glu; VL
Gln,Glu;VH.p,:GlngLys) 5

[0320]  4) CD20 X CD3kA004 : (L AECD20HEE 5] N FL TR T4 (Vi GInygLys s VH
Gln,Glu) ;

124 ntep2o 152 218 LR
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[0321]  5)CD20 X CD3KA005 : {XAECD3E 5| N HLAFAE A& (VA1 610, Glus VH 1 Gln Lys) «
[0322]  AHWN 541 L3, K HEH 4R CD20 X CD3-crossFabZ: % CrossFab /7 1Mt (Schaefer

W45 PNAS 2011) .

[0323]  $3.CD20 X CD3KARUE A 4]

[0324] CD20'%25E  |CD20 ik |CD3 gt | CD3f Hik
CD20 X CD3kA001 SEQ ID NO.54 |SEQ ID NO.56 |SEQ ID NO.58 |SEQ ID NO.60
CD20 X CD3kA002 SEQ ID NO.62 |SEQ ID NO.64 [SEQ ID NO.66 [SEQ ID NO.68
CD20 X CD3kA003 SEQ ID NO.70 |SEQ ID NO.72 |SEQ ID NO.66 [SEQ ID NO.68
CD20 X CD3kA004 SEQ ID NO.62 [SEQ ID NO.64 [SEQ ID NO.58 |SEQ ID NO.60
CD20 X CD3kA005 SEQ ID NO.54 |SEQ ID NO.56 |SEQ ID NO.66 [SEQ ID NO.68
CD20 X CD3-crossFab|SEQ ID NO.70 [SEQ ID NO.74 [SEQ ID NO.76 |SEQ ID NO.78

[0325]  CD20 X CD3xA001 ;

[0326]  CD20"Hx}2%5ESEQ 1D NO.54

[0327]  EIVLTQSPGTLSLSPGERATLSCRASQSVSSYLAWYQQKPGQAPRLLIYDASNRATGIPDRFSGSGSGT

DFTLTISRLEPEDFAVYYCQQRSNWPITFGQGTKLEIKRTVAAPSVF IFPPSDEQLKSGTASVVCLLNNFYPREAKV
QWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

[0328] A ERTAISEQ 1D NO.55

[0329]  GAGATCGTGCTGACACAGAGCCCTGGCACACTGTCACTGTCTCCAGGCGAGAGAGCCACACTGAGCTGT
AGAGCCAGCCAGAGCGTGTCCTCTTACCTGGCCTGGTATCAGCAGAAGCCTGGACAGGCTCCCAGACTGCTGATCTA
CGACGCCAGCAACAGAGCCACAGGCATCCCCGATAGATTCAGCGGCTCTGGCTCTGGCACCGACTTCACCCTGACAA
TCAGCAGACTGGAACCCGAGGACTTCGCCGTGTACTACTGCCAGCAGAGAAGCAACTGGCCCATCACATTCGGCCAG
GGCACCAAGCTGGAAATCAAGCGAACTGTGGCTGCACCATCTGTCTTCATCTTCCCGCCATCTGATGAGCAGTTGAA
ATCTGGAACTGCCTCTGTTGTGTGCCTGCTGAATAACTTCTATCCCAGAGAGGCCAAAGTACAGTGGAAGGTGGATA
ACGCCCTCCAATCGGGTAACTCCCAGGAGAGTGTCACAGAGCAGGACAGCAAGGACAGCACCTACAGCCTCAGCAGC
ACCCTGACGCTGAGCAAAGCAGACTACGAGAAACACAAAGTCTACGCCTGCGAAGTCACCCATCAGGGCCTGAGCTC
GCCCGTCACAAAGAGCTTCAACAGGGGAGAGTGT

[0330]  CD20%EHrk (Fi%%1) SEQ ID NO.56

[0331]  EVQLLESGGGVVQPGGSLRLSCAASGFTENDYAMHWVRQAPGKGLEWVSTISWNSGSIGYADSVKGRET
ISRDNSKNTLYLQMNSLRAEDTAVYYCAKDIQYGNYYYGMDYWGQGTLVTVSSASTKGPSVFPLAPCSRSTSESTAA
LGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESK
YGPPCPPCPAPEFEGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQENWYVDGVEVHNAKTKPREEQFNS
TYRVVSVLTVLHQDWLNGKEYKCKVSNKGLASSTEKTISKAKGQPREPQVCTLPPSQEEMTKNQVSLSCAVKGFYPS
DIAVEWESNGQPENNYKTTPPVLDSDGSFFLVSKLTVDKSRWQEGNVFSCSVMHEALHNHY TQKSLSLSLGK
[0332] A&7 AISEQ ID NO.57

[0333]  GAAGTGCAGCTGCTGGAATCTGGTGGCGGAGTTGTTCAGCCTGGCGGCTCTCTGAGACTGTCTTGTGCT
GCCAGCGGCTTCACCTTCAACGACTACGCTATGCACTGGGTCCGACAGGCCCCTGGCAAAGGACTTGAATGGGTGTC
CACCATCAGCTGGAACAGCGGCTCTATCGGCTACGCCGATTCCGTGAAGGGCAGATTCACCATCTCCAGAGACAACA
GCAAGAACACCCTGTACCTGCAGATGAACAGCCTGAGAGCCGAGGACACCGCCGTGTACTACTGTGCCAAGGACATC
CAGTACGGCAACTACTACTACGGCATGGACTACTGGGGCCAGGGAACACTGGTTACCGTTAGCTCTGCTAGCACCAA
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GGGCCCCAGCGTGTTCCCCCTGGCCCCTTGCAGCAGAAGCACCAGCGAGAGCACAGCCGCCCTGGGCTGCCTGGTGA
AGGACTACTTCCCCGAGCCCGTGACCGTGTCCTGGAACAGCGGCGCTCTGACCAGCGGCGTGCATACCTTCCCCGCC
GTGCTCCAGAGCAGCGGACTGTACTCCCTGAGCAGCGTGGTGACCGTGCCTTCCAGCAGCCTGGGCACCAAGACCTA
CACCTGCAACGTGGACCACAAGCCCAGCAACACCAAGGTGGACAAGAGAGTGGAGAGCAAGTACGGCCCTCCCTGCC
CCCCTTGCCCTGCCCCCGAGTTCGAGGGCGGACCTAGCGTGTTCCTGTTCCCCCCCAAGCCCAAGGACACCCTGATG
ATCAGCAGAACCCCCGAGGTGACCTGCGTGGTGGTGGACGTGTCCCAGGAGGACCCCGAGGTCCAGTTTAATTGGTA
CGTGGACGGCGTGGAAGTGCATAACGCCAAGACCAAGCCCAGAGAGGAGCAGTTCAACAGCACCTACAGAGTGGTGT
CCGTGCTGACCGTGCTGCACCAGGACTGGCTGAACGGCAAGGAATACAAGTGCAAGGTCTCCAACAAGGGCCTGGCC
AGCAGCATCGAGAAGACCATCAGCAAGGCCAAGGGCCAGCCACGGGAGCCCCAGGTCTGCACCCTGCCACCTAGCCA
AGAGGAGATGACCAAGAACCAGGTGTCCCTGAGCTGTGCCGTGAAAGGCTTCTATCCCAGCGATATCGCCGTGGAGT
GGGAGAGCAACGGCCAGCCCGAGAACAACTACAAGACCACCCCCCCTGTGCTGGACAGCGACGGCAGCTTCTTCCTG
GTTTCCAAGCTGACCGTGGACAAGTCCAGATGGCAGGAGGGCAACGTCTTCAGCTGCTCCGTGATGCACGAGGCCCT
GCACAACCACTACACCCAGAAGTCCCTGAGCCTGAGCCTGGGCAAG

[0334]  CD3}HAFLHESEQ 1D NO.58

[0335]  QAVVTQEPSLTVSPGGTVTLTCRSSTGAVTTSNYANWVQQKPGQAPRGLIGGTNKRAPWTPARFSGSLL
GGKAALTITGAQAEDEAEYYCVLWYSNLWVFGGGTKLTVLGQPKAAPSVTLFPPSSEELQANKATLVCLISDFYPGA
VTVAWKADSSPVKAGVETTTPSKQSNNKYAASSYLSLTPEQWKSHRSYSCQVTHEGSTVEKTVAPTECS

[0336]  AZTI1&FT4ISEQ ID NO.59

[0337]  CAGGCTGTGGTCACACAAGAGCCTAGCCTGACAGTGTCTCCTGGCGGCACAGTGACCCTGACCTGTAGA
TCTTCTACAGGCGCCGTGACCACCAGCAACTACGCTAATTGGGTGCAGCAGAAGCCCGGCCAGGCTCCTAGAGGACT
GATCGGCGGAACAAACAAGAGAGCCCCTTGGACACCCGCCAGATTCTCTGGATCTCTGCTCGGCGGAAAGGCCGCTC
TGACAATCACTGGTGCTCAGGCTGAGGACGAGGCCGAGTACTATTGTGTGCTGTGGTACAGCAACCTGTGGGTGTTC
GGCGGAGGCACCAAACTGACAGTTCTGGGTCAGCCCAAGGCGGCGCCCTCGGTCACTCTGTTCCCGCCCTCCTCTGA
GGAGCTTCAAGCCAACAAGGCCACACTGGTGTGTCTCATAAGTGACTTCTATCCGGGAGCCGTGACAGTGGCCTGGA
AGGCAGATAGCAGCCCCGTCAAGGCGGGAGTGGAGACCACCACACCCTCCAAACAAAGCAACAACAAGTACGCGGCC
AGCAGCTACCTGAGCCTGACGCCTGAGCAGTGGAAGTCCCACAGAAGCTACAGCTGCCAGGTCACGCATGAAGGGAG
CACCGTGGAGAAGACAGTGGCCCCTACAGAATGTTCA

[0338]  CD34 Hfik (Fi%E2) SEQ 1D NO.60

[0339]  EVQLVESGGGLVQPGGSLRLSCAASGFTENTYAMNWVRQAPGKGLEWVGRTIRSKYNNYATYYADSVKDR
FTTSRDDSKNSLYLQMNSLKTEDTAVYYCVRHGNFGNSYVSWFAYWGQGTLVTVSSASTKGPSVFPLAPCSRSTSES
TAALGCLVKDYFPEPVTVSWNSGALTSGVHTEPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRV
ESKYGPPCPPCPAPEFEGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQ
FNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLASSTEKT I SKAKGQPREPQVYTLPPCQEEMTKNQVSLWCLVKGF
YPSDTAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQEGNVFSCSVMHEALHNHY TQKSLSLSLGK
[0340]  AZ A&7 4ISEQ ID NO.61

[0341]  GAGGTGCAGCTGGTTGAATCTGGCGGAGGACTGGTTCAGCCTGGCGGATCTCTGAGACTGTCTTGTGCC
GCCAGCGGCTTCACCTTCAACACCTACGCTATGAACTGGGTCCGACAGGCCCCTGGCAAAGGACTGGAATGGGTGGG
AAGAATCAGGTCCAAGTACAACAACTACGCCACCTACTACGCCGACAGCGTGAAGGACAGATTCACCATCAGCAGGG
ACGACAGCAAGAACAGCCTGTACCTGCAGATGAACAGCCTGAAAACCGAGGACACCGCCGTGTACTACTGTGTCAGA

37



CN 114524878 B W OB P 34/66 T

CACGGCAACTTCGGCAACAGCTATGTGTCTTGGTTTGCCTACTGGGGCCAGGGCACACTGGTCACAGTTAGCTCTGC
TAGCACCAAGGGCCCCAGCGTGTTCCCCCTGGCCCCTTGCAGCAGAAGCACCAGCGAGAGCACAGCCGCCCTGGGCT
GOCTGGTGAAGGACTACTTCCCCGAGCCCGTGACCGTGTCCTGGAACAGOGGCGCTCTGACCAGCGGCGTGCATACC
TTCCCCGCCGTGCTCCAGAGCAGCGGACTGTACTCCCTGAGCAGCGTGGTGACCGTGCCTTCCAGCAGCCTGGGCAC
CAAGACCTACACCTGCAACGTGGACCACAAGCCCAGCAACACCAAGGTGGACAAGAGAGTGGAGAGCAAGTACGGCC
CTCCCTGCCCCCCTTGCCCTGOCCCCGAGTTCGAGGGCGGACCTAGCGTGTTCCTGTTCCCCCCCAAGCCCAAGGAC
ACCCTGATGATCAGCAGAACCCCCGAGGTGACCTGCGTGGTGGTGGACGTGTCCCAGGAGGACCCCGAGGTCCAGTT
TAATTGGTACGTGGACGGCGTGGAAGTGCATAACGCCAAGACCAAGCCCAGAGAGGAGCAGTTCAACAGCACCTACA
GAGTGGTGTCCGTGCTGACCGTGCTGCACCAGGACTGGCTGAACGGCAAGGAATACAAGTGCAAGGTCTCCAACAAG
GGCCTGGCCAGCAGCATCGAGAAGACCATCAGCAAGGCCAAGGGCCAGCCACGGGAGCCCCAGGTCTACACCCTGCC
ACCTTGTCAAGAGGAGATGACCAAGAACCAGGTGTCCCTGTGGTGTCTGGTGAAAGGCTTCTATCCCAGCGATATCG
COGTGGAGTGGGAGAGCAACGGCCAGCCCGAGAACAACTACAAGACCACCCCCCCTGTGCTGGACAGCGACGGCAGC
TTCTTCCTGTACTCCAAGCTGACCGTGGACAAGTCCAGATGGCAGGAGGGCAACGTCTTCAGCTGCTCCGTGATGCA
CGAGGCCCTGCACAACCACTACACCCAGAAGTCCCTGAGCCTGAGCCTGGGCAAG

[0342] (D20 X CD3kA002:

[0343]  CD20/¥x2HESEQ 1D NO.62

[0344]  EIVLTQSPGTLSLSPGERATLSCRASQSVSSYLAWYQKKPGQAPRLLIYDASNRATGIPDRFSGSGSGT
DETLTISRLEPEDFAVYYCQQRSNWPITFGQGTKLE TKRTVAAPSVF IFPPSDEQLKSGTASVVCLLNNFYPREAKV
QWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSENRGEC

[0345]  AZT11& 7 5SEQ ID NO.63

[0346]  GAGATCGTGCTGACACAGAGCCCTGGCACACTGTCACTGTCTCCAGGCGAGAGAGCCACACTGAGCTGT
AGAGCCAGCCAGAGCGTGTCCTCTTACCTGGCCTGGTATCAGAAGAAGCCTGGACAGGCTCCCAGACTGCTGATCTA
CGACGCCAGCAACAGAGCCACAGGCATCCCCGATAGATTCAGCGGCTCTGGCTCTGGCACCGACTTCACCCTGACAA
TCAGCAGACTGGAACCCGAGGACTTCGCCGTGTACTACTGCCAGCAGAGAAGCAACTGGCCCATCACATTCGGCCAG
GGCACCAAGCTGGAAATCAAGCGAACTGTGGCTGCACCATCTGTCTTCATCTTCCCGCCATCTGATGAGCAGTTGAA
ATCTGGAACTGCCTCTGTTGTGTGCCTGCTGAATAACTTCTATCCCAGAGAGGCCAAAGTACAGTGGAAGGTGGATA
ACGCCCTCCAATCGGGTAACTCCCAGGAGAGTGTCACAGAGCAGGACAGCAAGGACAGCACCTACAGCCTCAGCAGC
ACCCTGACGCTGAGCAAAGCAGACTACGAGAAACACAAAGTCTACGCCTGCGAAGTCACCCATCAGGGCCTGAGCTC
GCCCGTCACAAAGAGCTTCAACAGGGGAGAGTGT

[0347]  CD20% Hafk (FE5%1) SEQ ID NO.64

[0348]  EVQLLESGGGVVQPGGSLRLSCAASGFTENDYAMHWVREAPGKGLEWVSTISWNSGSIGYADSVKGRET
ISRDNSKNTLYLQMNSLRAEDTAVYYCAKDIQYGNYYYGMDYWGQGTLVTVSSASTKGPSVFPLAPCSRSTSESTAA
LGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESK
YGPPCPPCPAPEFEGGPSVELFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQENWYVDGVEVHNAKTKPREEQFNS
TYRVVSVLTVLHQDWLNGKEYKCKVSNKGLASSIEKT I SKAKGQPREPQVCTLPPSQEEMTKNQVSLSCAVKGFYPS
DIAVEWESNGQPENNYKTTPPVLDSDGSFFLVSKLTVDKSRWQEGNVFSCSYMHEALHNHY TQKSLSLSLGK
[0349] A% LFF4ISEQ ID NO.65

[0350]  GAAGTGCAGCTGCTGGAATCTGGTGGCGGAGTTGTTCAGCCTGGCGGCTCTCTGAGACTGTCTTGTGCT
GCCAGCGGCTTCACCTTCAACGACTACGCTATGCACTGGGTCCGAGAGGCCCCTGGCAAAGGACTTGAATGGGTGTC
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CACCATCAGCTGGAACAGCGGCTCTATCGGCTACGCCGATTCCGTGAAGGGCAGATTCACCATCTCCAGAGACAACA
GCAAGAACACCCTGTACCTGCAGATGAACAGCCTGAGAGCCGAGGACACCGCCGTGTACTACTGTGCCAAGGACATC
CAGTACGGCAACTACTACTACGGCATGGACTACTGGGGCCAGGGAACACTGGTTACCGTTAGCTCTGCTAGCACCAA
GGGCCCCAGCGTGTTCCCCCTGGCCCCTTGCAGCAGAAGCACCAGCGAGAGCACAGCCGCCCTGGGCTGCCTGGTGA
AGGACTACTTCCCCGAGCCCGTGACCGTGTCCTGGAACAGCGGCGCTCTGACCAGCGGCGTGCATACCTTCCCCGCC
GTGCTCCAGAGCAGCGGACTGTACTCCCTGAGCAGCGTGGTGACCGTGCCTTCCAGCAGCCTGGGCACCAAGACCTA
CACCTGCAACGTGGACCACAAGCCCAGCAACACCAAGGTGGACAAGAGAGTGGAGAGCAAGTACGGCCCTCCCTGCC
CCCCTTGCCCTGCCCOCGAGTTCGAGGGCGGACCTAGCGTGTTCCTGTTCCCCCCCAAGCCCAAGGACACCCTGATG
ATCAGCAGAACCCCCGAGGTGACCTGCGTGGTGGTGGACGTGTCCCAGGAGGACCCCGAGGTCCAGTTTAATTGGTA
CGTGGACGGCGTGGAAGTGCATAACGCCAAGACCAAGCCCAGAGAGGAGCAGTTCAACAGCACCTACAGAGTGGTGT
COGTGCTGACCGTGCTGCACCAGGACTGGCTGAACGGCAAGGAATACAAGTGCAAGGTCTCCAACAAGGGCCTGGCC
AGCAGCATCGAGAAGACCATCAGCAAGGCCAAGGGCCAGCCACGGGAGCCCCAGGTCTGCACCCTGCCACCTAGCCA
AGAGGAGATGACCAAGAACCAGGTGTCCCTGAGCTGTGCCGTGAAAGGCTTCTATCCCAGCGATATCGCOGTGGAGT
GGGAGAGCAACGGCCAGCCCGAGAACAACTACAAGACCACCCCCCCTGTGCTGGACAGCGACGGCAGCTTCTTCCTG
GTTTCCAAGCTGACCGTGGACAAGTCCAGATGGCAGGAGGGCAACGTCTTCAGCTGCTCCGTGATGCACGAGGCCCT
GCACAACCACTACACCCAGAAGTCCCTGAGCCTGAGCCTGGGCAAG

[0351]  CD3}HAFLHESEQ 1D NO.66

[0352]  QAVVTQEPSLTVSPGGTVTLTCRSSTGAVTTSNYANWVQEKPGQAPRGLIGGTNKRAPWTPARFSGSLL
GGKAALTITGAQAEDEAEYYCVLWYSNLWVFGGGTKLTVLGQPKAAPSVTLFPPSSEELQANKATLVCLISDFYPGA
VTVAWKADSSPVKAGVETTTPSKQSNNKYAASSYLSLTPEQWKSHRSYSCQVTHEGSTVEKTVAPTECS

[0353] A% {7 4ISEQ ID NO.67

[0354]  CAGGCTGTGGTCACACAAGAGCCTAGCCTGACAGTGTCTCCTGGCGGCACAGTGACCCTGACCTGTAGA
TCTTCTACAGGCGCCGTGACCACCAGCAACTACGCTAATTGGGTGCAGGAGAAGCCCGGCCAGGCTCCTAGAGGACT
GATCGGCGGAACAAACAAGAGAGCCCCTTGGACACCCGCCAGATTCTCTGGATCTCTGCTCGGCGGAAAGGCCGCTC
TGACAATCACTGGTGCTCAGGCTGAGGACGAGGCCGAGTACTATTGTGTGCTGTGGTACAGCAACCTGTGGGTGTTC
GGCGGAGGCACCAAACTGACAGTTCTGGGTCAGCCCAAGGCGGCGCCCTCGGTCACTCTGTTCCCGCCCTCCTCTGA
GGAGCTTCAAGCCAACAAGGCCACACTGGTGTGTCTCATAAGTGACTTCTATCCGGGAGCCGTGACAGTGGCCTGGA
AGGCAGATAGCAGCCCCGTCAAGGCGGGAGTGGAGACCACCACACCCTCCAAACAAAGCAACAACAAGTACGCGGCC
AGCAGCTACCTGAGCCTGACGCCTGAGCAGTGGAAGTCCCACAGAAGCTACAGCTGCCAGGTCACGCATGAAGGGAG
CACCGTGGAGAAGACAGTGGCCCCTACAGAATGTTCA

[0355]  CD3% Hifk (Hi%%2) SEQ ID NO.68

[0356]  EVQLVESGGGLVQPGGSLRLSCAASGFTENTYAMNWVRKAPGKGLEWVGRIRSKYNNYATYYADSVKDR
FTTSRDDSKNSLYLQMNSLKTEDTAVYYCVRHGNFGNSYVSWFAYWGQGTLVTVSSASTKGPSVFPLAPCSRSTSES
TAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRY
ESKYGPPCPPCPAPEFEGGPSVELFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQ
FNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLASS TEKTISKAKGQPREPQVYTLPPCQEEMTKNQVSLWCLVKGF
YPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQEGNVFSCSYMHEALHNHY TQKSLSLSLGK
[0357] %R FTAISEQ ID NO.69

[0358]  GAGGTGCAGCTGGTTGAATCTGGCGGAGGACTGGTTCAGCCTGGCGGATCTCTGAGACTGTCTTGTGCC
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GCCAGCGGCTTCACCTTCAACACCTACGCTATGAACTGGGTCCGAAAGGCCCCTGGCAAAGGACTGGAATGGGTGGG
AAGAATCAGGTCCAAGTACAACAACTACGCCACCTACTACGCCGACAGCGTGAAGGACAGATTCACCATCAGCAGGG
ACGACAGCAAGAACAGCCTGTACCTGCAGATGAACAGCCTGAAAACCGAGGACACCGCCGTGTACTACTGTGTCAGA
CACGGCAACTTCGGCAACAGCTATGTGTCTTGGTTTGCCTACTGGGGCCAGGGCACACTGGTCACAGTTAGCTCTGC
TAGCACCAAGGGCCCCAGCGTGTTCCCCCTGGCCCCTTGCAGCAGAAGCACCAGCGAGAGCACAGCCGCCCTGGGCT
GCCTGGTGAAGGACTACTTCCCCGAGCCCGTGACCGTGTCCTGGAACAGCGGCGCTCTGACCAGCGGCGTGCATACC
TTCCCCGCCGTGCTCCAGAGCAGCGGACTGTACTCCCTGAGCAGCGTGGTGACCGTGCCTTCCAGCAGCCTGGGCAC
CAAGACCTACACCTGCAACGTGGACCACAAGCCCAGCAACACCAAGGTGGACAAGAGAGTGGAGAGCAAGTACGGCC
CTCCCTGCCCCCCTTGCCCTGCCCCCGAGTTCGAGGGCGGACCTAGCGTGTTCCTGTTCCCCCCCAAGCCCAAGGAC
ACCCTGATGATCAGCAGAACCCCCGAGGTGACCTGCGTGGTGGTGGACGTGTCCCAGGAGGACCCCGAGGTCCAGTT
TAATTGGTACGTGGACGGCGTGGAAGTGCATAACGCCAAGACCAAGCCCAGAGAGGAGCAGTTCAACAGCACCTACA
GAGTGGTGTCCGTGCTGACCGTGCTGCACCAGGACTGGCTGAACGGCAAGGAATACAAGTGCAAGGTCTCCAACAAG
GGCCTGGCCAGCAGCATCGAGAAGACCATCAGCAAGGCCAAGGGCCAGCCACGGGAGCCCCAGGTCTACACCCTGCC
ACCTTGTCAAGAGGAGATGACCAAGAACCAGGTGTCCCTGTGGTGTCTGGTGAAAGGCTTCTATCCCAGCGATATCG
CCGTGGAGTGGGAGAGCAACGGCCAGCCCGAGAACAACTACAAGACCACCCCCCCTGTGCTGGACAGCGACGGCAGC
TTCTTCCTGTACTCCAAGCTGACCGTGGACAAGTCCAGATGGCAGGAGGGCAACGTCTTCAGCTGCTCCGTGATGCA
CGAGGCCCTGCACAACCACTACACCCAGAAGTCCCTGAGCCTGAGCCTGGGCAAG

[0359]  CD20 X CD3kA003:

[0360]  CD20/Ek£5%SEQ ID NO.70

[0361]  EIVLTQSPGTLSLSPGERATLSCRASQSVSSYLAWYQKKPGQAPRLLIYDASNRATGIPDRFSGSGSGT
DFTLTISRLEPEDFAVYYCQQRSNWPITFGQGTKLEIKRTVAAPSVF IFPPSDKKLKSGTASVVCLLNNEYPREAKV
QWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

[0362] % HZJTHISEQ ID NO.71

[0363]  GAGATCGTGCTGACACAGAGCCCTGGCACACTGTCACTGTCTCCAGGCGAGAGAGCCACACTGAGCTGT
AGAGCCAGCCAGAGCGTGTCCTCTTACCTGGCCTGGTATCAGAAGAAGCCTGGACAGGCTCCCAGACTGCTGATCTA
CGACGCCAGCAACAGAGCCACAGGCATCCCCGATAGATTCAGCGGCTCTGGCTCTGGCACCGACTTCACCCTGACAA
TCAGCAGACTGGAACCCGAGGACTTCGCCGTGTACTACTGCCAGCAGAGAAGCAACTGGCCCATCACATTCGGCCAG
GGCACCAAGCTGGAAATCAAGCGAACTGTGGCTGCACCATCTGTCTTCATCTTCCCGCCATCTGATAAGAAATTGAA
ATCTGGAACTGCCTCTGTTGTGTGCCTGCTGAATAACTTCTATCCCAGAGAGGCCAAAGTACAGTGGAAGGTGGATA
ACGCCCTCCAATCGGGTAACTCCCAGGAGAGTGTCACAGAGCAGGACAGCAAGGACAGCACCTACAGCCTCAGCAGC
ACCCTGACGCTGAGCAAAGCAGACTACGAGAAACACAAAGTCTACGCCTGCGAAGTCACCCATCAGGGCCTGAGCTC
GCCCGTCACAAAGAGCTTCAACAGGGGAGAGTGT

[0364]  CD20/E Hgk (FE%%1) SEQ ID NO.72

[0365]  EVQLLESGGGVVQPGGSLRLSCAASGFTFNDYAMHWVREAPGKGLEWVSTISWNSGSIGYADSVKGRET
ISRDNSKNTLYLQMNSLRAEDTAVYYCAKDIQYGNYYYGMDYWGQGTLVTVSSASTKGPSVFPLAPCSRSTSESTAA
LGCLVEDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDERVESK
YGPPCPPCPAPEFEGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFENWYVDGVEVHNAKTKPREEQENS
TYRVVSVLTVLHQDWLNGKEYKCKVSNKGLASSTEKTISKAKGQPREPQVCTLPPSQEEMTKNQVSLSCAVKGFYPS
DIAVEWESNGQPENNYKTTPPVLDSDGSFFLVSKLTVDKSRWQEGNVFSCSVMHEALHNHY TQKSLSLSLGK
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[0366] A% 11T 4ISEQ ID NO.73

[0367]  GAAGTGCAGCTGCTGGAATCTGGTGGCGGAGTTGTTCAGCCTGGCGGCTCTCTGAGACTGTCTTGTGCT
GCCAGCGGCTTCACCTTCAACGACTACGCTATGCACTGGGTCCGAGAGGCCCCTGGCAAAGGACTTGAATGGGTGTC
CACCATCAGCTGGAACAGCGGCTCTATCGGCTACGCCGATTCCGTGAAGGGCAGATTCACCATCTCCAGAGACAACA
GCAAGAACACCCTGTACCTGCAGATGAACAGCCTGAGAGCCGAGGACACCGCCGTGTACTACTGTGCCAAGGACATC
CAGTACGGCAACTACTACTACGGCATGGACTACTGGGGCCAGGGAACACTGGTTACCGTTAGCTCTGCTAGCACCAA
GGGCCCCAGCGTGTTCCCCCTGGCCCCTTGCAGCAGAAGCACCAGCGAGAGCACAGCCGCCCTGGGCTGCCTGGTGE
AGGACTACTTCCCCGAGCCCGTGACCGTGTCCTGGAACAGCGGCGCTCTGACCAGCGGCGTGCATACCTTCCCCGCC
GTGCTCCAGAGCAGCGGACTGTACTCCCTGAGCAGCGTGGTGACCGTGCCTTCCAGCAGCCTGGGCACCAAGACCTA
CACCTGCAACGTGGACCACAAGCCCAGCAACACCAAGGTGGACGAGAGAGTGGAGAGCAAGTACGGCCCTCCCTGCC
CCCCTTGCCCTGCCCCCGAGTTCGAAGGCGGACCTAGCGTGTTCCTGTTCCCCCCCAAGCCCAAGGACACCCTGATG
ATCAGCAGAACCCCCGAGGTGACCTGCGTGGTGGTGGACGTGTCCCAGGAGGACCCCGAGGTCCAGTTTAATTGGTA
CGTGGACGGCGTGGAAGTGCATAACGCCAAGACCAAGCCCAGAGAGGAGCAGTTCAACAGCACCTACAGAGTGGTGT
CCGTGCTGACCGTGCTGCACCAGGACTGGCTGAACGGCAAGGAATACAAGTGCAAGGTCTCCAACAAGGGCCTGGCC
AGCAGCATCGAGAAGACCATCAGCAAGGCCAAGGGCCAGCCACGGGAGCCCCAGGTCTGCACCCTGCCACCTAGCCA
AGAGGAGATGACCAAGAACCAGGTGTCCCTGAGCTGTGCCGTGAAAGGCTTCTATCCCAGCGATATCGCCGTGGAGT
GGGAGAGCAACGGCCAGCCCGAGAACAACTACAAGACCACCCCCCCTGTGCTGGACAGCGACGGCAGCTTCTTCCTG
GTTTCCAAGCTGACCGTGGACAAGTCCAGATGGCAGGAGGGCAACGTCTTCAGCTGCTCCGTGATGCACGAGGCCCT
GCACAACCACTACACCCAGAAGTCCCTGAGCCTGAGCCTGGGCAAG

[0368]  CD3}HAFLHESEQ 1D NO.66

[0369]  QAVVTQEPSLTVSPGGTVTLTCRSSTGAVTTSNYANWVQEKPGQAPRGLIGGTNKRAPWTPARFSGSLL
GGKAALTITGAQAEDEAEYYCVLWYSNLWVFGGGTKLTVLGQPKAAPSVTLFPPSSEELQANKATLVCLISDFYPGA
VTVAWKADSSPVKAGVETTTPSKQSNNKYAASSYLSLTPEQWKSHRSYSCQVTHEGSTVEKTVAPTECS

[0370] A% {7 4ISEQ ID NO.67

[0371]  CAGGCTGTGGTCACACAAGAGCCTAGCCTGACAGTGTCTCCTGGCGGCACAGTGACCCTGACCTGTAGA
TCTTCTACAGGCGCCGTGACCACCAGCAACTACGCTAATTGGGTGCAGGAGAAGCCCGGCCAGGCTCCTAGAGGACT
GATCGGCGGAACAAACAAGAGAGCCCCTTGGACACCCGCCAGATTCTCTGGATCTCTGCTCGGCGGAAAGGCCGCTC
TGACAATCACTGGTGCTCAGGCTGAGGACGAGGCCGAGTACTATTGTGTGCTGTGGTACAGCAACCTGTGGGTGTTC
GGCGGAGGCACCAAACTGACAGTTCTGGGTCAGCCCAAGGCGGCGCCCTCGGTCACTCTGTTCCCGCCCTCCTCTGA
GGAGCTTCAAGCCAACAAGGCCACACTGGTGTGTCTCATAAGTGACTTCTATCCGGGAGCCGTGACAGTGGCCTGGA
AGGCAGATAGCAGCCCCGTCAAGGCGGGAGTGGAGACCACCACACCCTCCAAACAAAGCAACAACAAGTACGCGGCC
AGCAGCTACCTGAGCCTGACGCCTGAGCAGTGGAAGTCCCACAGAAGCTACAGCTGCCAGGTCACGCATGAAGGGAG
CACCGTGGAGAAGACAGTGGCCCCTACAGAATGTTCA

[0372]  CD34 Hfik (Fi%E2) SEQ 1D NO.68

[0373]  EVQLVESGGGLVQPGGSLRLSCAASGFTENTYAMNWVRKAPGKGLEWVGRTIRSKYNNYATYYADSVKDR
FTTSRDDSKNSLYLQMNSLKTEDTAVYYCVRHGNFGNSYVSWFAYWGQGTLVTVSSASTKGPSVFPLAPCSRSTSES
TAALGCLVKDYFPEPVTVSWNSGALTSGVHTEPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRV
ESKYGPPCPPCPAPEFEGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQ
FNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLASSTEKT I SKAKGQPREPQVYTLPPCQEEMTKNQVSLWCLVKGF
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YPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQEGNVESCSVMHEALHNHY TQKSLSLSLGK
[0374] A% 127 5ISEQ ID NO.69

[0375]  GAGGTGCAGCTGGTTGAATCTGGCGGAGGACTGGTTCAGCCTGGCGGATCTCTGAGACTGTCTTGTGCC
GCCAGCGGCTTCACCTTCAACACCTACGCTATGAACTGGGTCCGAAAGGCCCCTGGCAAAGGACTGGAATGGGTGGG
AAGAATCAGGTCCAAGTACAACAACTACGCCACCTACTACGCCGACAGCGTGAAGGACAGATTCACCATCAGCAGGG
ACGACAGCAAGAACAGCCTGTACCTGCAGATGAACAGCCTGAAAACCGAGGACACCGCCGTGTACTACTGTGTCAGA
CACGGCAACTTCGGCAACAGCTATGTGTCTTGGTTTGCCTACTGGGGCCAGGGCACACTGGTCACAGTTAGCTCTGC
TAGCACCAAGGGCCCCAGCGTGTTCCCCCTGGCCCCTTGCAGCAGAAGCACCAGCGAGAGCACAGCCGCCCTGGGCT
GCCTGGTGAAGGACTACTTCCCCGAGCCCGTGACCGTGTCCTGGAACAGCGGCGCTCTGACCAGCGGCGTGCATACC
TTCCCOGCCGTGCTCCAGAGCAGCGGACTGTACTCCCTGAGCAGCGTGGTGACCGTGCCTTCCAGCAGCCTGGGCAC
CAAGACCTACACCTGCAACGTGGACCACAAGCCCAGCAACACCAAGGTGGACAAGAGAGTGGAGAGCAAGTACGGCC
CTCCCTGCCCCCCTTGCCCTGCCCCCGAGTTCGAGGGCGGACCTAGCGTGTTCCTGTTCCCCCCCAAGCCCAAGGAC
ACCCTGATGATCAGCAGAACCCCCGAGGTGACCTGCGTGGTGGTGGACGTGTCCCAGGAGGACCCCGAGGTCCAGTT
TAATTGGTACGTGGACGGCGTGGAAGTGCATAACGCCAAGACCAAGCCCAGAGAGGAGCAGTTCAACAGCACCTACA
GAGTGGTGTCCGTGCTGACCGTGCTGCACCAGGACTGGCTGAACGGCAAGGAATACAAGTGCAAGGTCTCCAACAAG
GGCCTGGCCAGCAGCATCGAGAAGACCATCAGCAAGGCCAAGGGCCAGCCACGGGAGCCCCAGGTCTACACCCTGCC
ACCTTGTCAAGAGGAGATGACCAAGAACCAGGTGTCCCTGTGGTGTCTGGTGAAAGGCTTCTATCCCAGCGATATCG
CCGTGGAGTGGGAGAGCAACGGCCAGCCCGAGAACAACTACAAGACCACCCCCCCTGTGCTGGACAGCGACGGCAGC
TTCTTCCTGTACTCCAAGCTGACCGTGGACAAGTCCAGATGGCAGGAGGGCAACGTCTTCAGCTGCTCCGTGATGCA
CGAGGCCCTGCACAACCACTACACCCAGAAGTCCCTGAGCCTGAGCCTGGGCAAG

[0376]  CD20 X CD3kA004 :

[0377]  CD20/Ex2HESEQ 1D NO.62

[0378]  EIVLTQSPGTLSLSPGERATLSCRASQSVSSYLAWYQKKPGQAPRLLIYDASNRATGIPDRFSGSGSGT
DETLTISRLEPEDFAVYYCQQRSNWPITFGQGTKLE TKRTVAAPSVF IFPPSDEQLKSGTASVVCLLNNFYPREAKV
QWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

[0379] A% ERFF4ISEQ ID NO.63

[0380]  GAGATCGTGCTGACACAGAGCCCTGGCACACTGTCACTGTCTCCAGGCGAGAGAGCCACACTGAGCTGT
AGAGCCAGCCAGAGCGTGTCCTCTTACCTGGCCTGGTATCAGAAGAAGCCTGGACAGGCTCCCAGACTGCTGATCTA
CGACGCCAGCAACAGAGCCACAGGCATCCCCGATAGATTCAGCGGCTCTGGCTCTGGCACCGACTTCACCCTGACAA
TCAGCAGACTGGAACCCGAGGACTTCGCCGTGTACTACTGCCAGCAGAGAAGCAACTGGCCCATCACATTCGGCCAG
GGCACCAAGCTGGAAATCAAGCGAACTGTGGCTGCACCATCTGTCTTCATCTTCCCGCCATCTGATGAGCAGTTGAA
ATCTGGAACTGCCTCTGTTGTGTGCCTGCTGAATAACTTCTATCCCAGAGAGGCCAAAGTACAGTGGAAGGTGGATA
ACGCCCTCCAATCGGGTAACTCCCAGGAGAGTGTCACAGAGCAGGACAGCAAGGACAGCACCTACAGCCTCAGCAGC
ACCCTGACGCTGAGCAAAGCAGACTACGAGAAACACAAAGTCTACGCCTGCGAAGTCACCCATCAGGGCCTGAGCTC
GCCCGTCACAAAGAGCTTCAACAGGGGAGAGTGT

[0381]  CD20% Hi%k (HE%%1) SEQ ID NO.64

[0382]  EVQLLESGGGVVQPGGSLRLSCAASGFTENDYAMHWVREAPGKGLEWVSTISWNSGSIGYADSVKGRET
ISRDNSKNTLYLQMNSLRAEDTAVYYCAKDIQYGNYYYGMDYWGQGTLVTVSSASTKGPSVFPLAPCSRSTSESTAA
LGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESK
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YGPPCPPCPAPEFEGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQFNS
TYRVVSVLTVLHQDWLNGKEYKCKVSNKGLASSTEKTISKAKGQPREPQVCTLPPSQEEMTKNQVSLSCAVKGFYPS
DTAVEWESNGQPENNYKTTPPVLDSDGSFFLVSKLTVDKSRWQEGNVFSCSVMHEALHNHY TQKSLSLSLGK
[0383] A% 1117 4ISEQ ID NO.65

[0384]  GAAGTGCAGCTGCTGGAATCTGGTGGCGGAGTTGTTCAGCCTGGCGGCTCTCTGAGACTGTCTTGTGCT
GCCAGCGGCTTCACCTTCAACGACTACGCTATGCACTGGGTCCGAGAGGCCCCTGGCAAAGGACTTGAATGGGTGTC
CACCATCAGCTGGAACAGCGGCTCTATCGGCTACGCCGATTCCGTGAAGGGCAGATTCACCATCTCCAGAGACAACA
GCAAGAACACCCTGTACCTGCAGATGAACAGCCTGAGAGCCGAGGACACCGCCGTGTACTACTGTGCCAAGGACATC
CAGTACGGCAACTACTACTACGGCATGGACTACTGGGGCCAGGGAACACTGGTTACCGTTAGCTCTGCTAGCACCAA
GGGCCCCAGCGTGTTCCCCCTGGCCCCTTGCAGCAGAAGCACCAGCGAGAGCACAGCCGCCCTGGGCTGCCTGGTGA
AGGACTACTTCCCCGAGCCCGTGACCGTGTCCTGGAACAGCGGCGCTCTGACCAGCGGCGTGCATACCTTCCCCGCC
GTGCTCCAGAGCAGCGGACTGTACTCCCTGAGCAGCGTGGTGACCGTGCCTTCCAGCAGCCTGGGCACCAAGACCTA
CACCTGCAACGTGGACCACAAGCCCAGCAACACCAAGGTGGACAAGAGAGTGGAGAGCAAGTACGGCCCTCCCTGCC
CCCCTTGCCCTGCCCCCGAGTTCGAGGGCGGACCTAGCGTGTTCCTGTTCCCCCCCAAGCCCAAGGACACCCTGATG
ATCAGCAGAACCCCCGAGGTGACCTGCGTGGTGGTGGACGTGTCCCAGGAGGACCCCGAGGTCCAGTTTAATTGGTA
CGTGGACGGCGTGGAAGTGCATAACGCCAAGACCAAGCCCAGAGAGGAGCAGTTCAACAGCACCTACAGAGTGGTGT
CCGTGCTGACCGTGCTGCACCAGGACTGGCTGAACGGCAAGGAATACAAGTGCAAGGTCTCCAACAAGGGCCTGGCC
AGCAGCATCGAGAAGACCATCAGCAAGGCCAAGGGCCAGCCACGGGAGCCCCAGGTCTGCACCCTGCCACCTAGCCA
AGAGGAGATGACCAAGAACCAGGTGTCCCTGAGCTGTGCCGTGAAAGGCTTCTATCCCAGCGATATCGCCGTGGAGT
GGGAGAGCAACGGCCAGCCCGAGAACAACTACAAGACCACCCCCCCTGTGCTGGACAGCGACGGCAGCTTCTTCCTG
GTTTCCAAGCTGACCGTGGACAAGTCCAGATGGCAGGAGGGCAACGTCTTCAGCTGCTCCGTGATGCACGAGGCCCT
GCACAACCACTACACCCAGAAGTCCCTGAGCCTGAGCCTGGGCAAG

[0385]  CD3}HAfL5ESEQ 1D NO.58

[0386]  QAVVTQEPSLTVSPGGTVTLTCRSSTGAVTTSNYANWVQQKPGQAPRGLIGGTNKRAPWTPARFSGSLL
GGKAALTITGAQAEDEAEYYCVLWYSNLWVFGGGTKLTVLGQPKAAPSVTLFPPSSEELQANKATLVCLISDFYPGA
VTVAWKADSSPVKAGVETTTPSKQSNNKYAASSYLSLTPEQWKSHRSYSCQVTHEGSTVEKTVAPTECS

[0387] A% FF4ISEQ ID NO.59

[0388]  CAGGCTGTGGTCACACAAGAGCCTAGCCTGACAGTGTCTCCTGGCGGCACAGTGACCCTGACCTGTAGA
TCTTCTACAGGCGCCGTGACCACCAGCAACTACGCTAATTGGGTGCAGCAGAAGCCCGGCCAGGCTCCTAGAGGACT
GATCGGCGGAACAAACAAGAGAGCCCCTTGGACACCCGCCAGATTCTCTGGATCTCTGCTCGGCGGAAAGGCCGCTC
TGACAATCACTGGTGCTCAGGCTGAGGACGAGGCCGAGTACTATTGTGTGCTGTGGTACAGCAACCTGTGGGTGTTC
GGCGGAGGCACCAAACTGACAGTTCTGGGTCAGCCCAAGGCGGCGCCCTCGGTCACTCTGTTCCCGCCCTCCTCTGA
GGAGCTTCAAGCCAACAAGGCCACACTGGTGTGTCTCATAAGTGACTTCTATCCGGGAGCCGTGACAGTGGCCTGGA
AGGCAGATAGCAGCCCCGTCAAGGCGGGAGTGGAGACCACCACACCCTCCAAACAAAGCAACAACAAGTACGCGGCC
AGCAGCTACCTGAGCCTGACGCCTGAGCAGTGGAAGTCCCACAGAAGCTACAGCTGCCAGGTCACGCATGAAGGGAG
CACCGTGGAGAAGACAGTGGCCCCTACAGAATGTTCA

[0389]  CD34 Hfik (Fi%E2) SEQ 1D NO.60

[0390]  EVQLVESGGGLVQPGGSLRLSCAASGFTENTYAMNWVRQAPGKGLEWVGRTIRSKYNNYATYYADSVKDR
FTTSRDDSKNSLYLQMNSLKTEDTAVYYCVRHGNFGNSYVSWFAYWGQGTLVTVSSASTKGPSVFPLAPCSRSTSES
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TAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRY
ESKYGPPCPPCPAPEFEGGPSVELFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQ
FNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLASS TEKTISKAKGQPREPQVYTLPPCQEEMTKNQVSLWCLVKGF
YPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQEGNVFSCSYMHEALHNHY TQKSLSLSLGK
[0391]  EZHZJTHISEQ ID NO.61

[0392]  GAGGTGCAGCTGGTTGAATCTGGCGGAGGACTGGTTCAGCCTGGCGGATCTCTGAGACTGTCTTGTGCC
GCCAGCGGCTTCACCTTCAACACCTACGCTATGAACTGGGTCCGACAGGCCCCTGGCAAAGGACTGGAATGGGTGGG
AAGAATCAGGTCCAAGTACAACAACTACGCCACCTACTACGCCGACAGCGTGAAGGACAGATTCACCATCAGCAGGG
ACGACAGCAAGAACAGCCTGTACCTGCAGATGAACAGCCTGAAAACCGAGGACACCGCCGTGTACTACTGTGTCAGA
CACGGCAACTTCGGCAACAGCTATGTGTCTTGGTTTGCCTACTGGGGCCAGGGCACACTGGTCACAGTTAGCTCTGC
TAGCACCAAGGGCCCCAGCGTGTTCCCCCTGGCCCCTTGCAGCAGAAGCACCAGCGAGAGCACAGCCGCCCTGGGCT
GOCTGGTGAAGGACTACTTCCCCGAGCCCGTGACCGTGTCCTGGAACAGOGGCGCTCTGACCAGCGGCGTGCATACC
TTCCCCGCCGTGCTCCAGAGCAGCGGACTGTACTCCCTGAGCAGCGTGGTGACCGTGCCTTCCAGCAGCCTGGGCAC
CAAGACCTACACCTGCAACGTGGACCACAAGCCCAGCAACACCAAGGTGGACAAGAGAGTGGAGAGCAAGTACGGCC
CTCCCTGCCCCCCTTGCCCTGOCCCCGAGTTCGAGGGCGGACCTAGCGTGTTCCTGTTCCCCCCCAAGCCCAAGGAC
ACCCTGATGATCAGCAGAACCCCCGAGGTGACCTGCGTGGTGGTGGACGTGTCCCAGGAGGACCCCGAGGTCCAGTT
TAATTGGTACGTGGACGGCGTGGAAGTGCATAACGCCAAGACCAAGCCCAGAGAGGAGCAGTTCAACAGCACCTACA
GAGTGGTGTCCGTGCTGACCGTGCTGCACCAGGACTGGCTGAACGGCAAGGAATACAAGTGCAAGGTCTCCAACAAG
GGCCTGGCCAGCAGCATCGAGAAGACCATCAGCAAGGCCAAGGGCCAGCCACGGGAGCCCCAGGTCTACACCCTGCC
ACCTTGTCAAGAGGAGATGACCAAGAACCAGGTGTCCCTGTGGTGTCTGGTGAAAGGCTTCTATCCCAGCGATATCG
COGTGGAGTGGGAGAGCAACGGCCAGCCCGAGAACAACTACAAGACCACCCCCCCTGTGCTGGACAGCGACGGCAGC
TTCTTCCTGTACTCCAAGCTGACCGTGGACAAGTCCAGATGGCAGGAGGGCAACGTCTTCAGCTGCTCCGTGATGCA
CGAGGCCCTGCACAACCACTACACCCAGAAGTCCCTGAGCCTGAGCCTGGGCAAG

[0393] (D20 X CD3kA005:

[0394]  CD20/Hx£HESEQ 1D NO.54

[0395]  EIVLTQSPGTLSLSPGERATLSCRASQSVSSYLAWYQQKPGQAPRLLIYDASNRATGIPDRFSGSGSGT
DETLTISRLEPEDFAVYYCQQRSNWPITFGQGTKLE IKRTVAAPSVF IFPPSDEQLKSGTASVVCLLNNFYPREAKV
QWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSENRGEC

[0396] A% F¥4ISEQ ID NO.55

[0397]  GAGATCGTGCTGACACAGAGCCCTGGCACACTGTCACTGTCTCCAGGCGAGAGAGCCACACTGAGCTGT
AGAGCCAGCCAGAGCGTGTCCTCTTACCTGGCCTGGTATCAGCAGAAGCCTGGACAGGCTCCCAGACTGCTGATCTA
CGACGCCAGCAACAGAGCCACAGGCATCCCCGATAGATTCAGCGGCTCTGGCTCTGGCACCGACTTCACCCTGACAA
TCAGCAGACTGGAACCCGAGGACTTCGCCGTGTACTACTGCCAGCAGAGAAGCAACTGGCCCATCACATTCGGCCAG
GGCACCAAGCTGGAAATCAAGCGAACTGTGGCTGCACCATCTGTCTTCATCTTCCCGCCATCTGATGAGCAGTTGAA
ATCTGGAACTGCCTCTGTTGTGTGCCTGCTGAATAACTTCTATCCCAGAGAGGCCAAAGTACAGTGGAAGGTGGATA
ACGCCCTCCAATCGGGTAACTCCCAGGAGAGTGTCACAGAGCAGGACAGCAAGGACAGCACCTACAGCCTCAGCAGC
ACCCTGACGCTGAGCAAAGCAGACTACGAGAAACACAAAGTCTACGCCTGCGAAGTCACCCATCAGGGCCTGAGCTC
GCCCGTCACAAAGAGCTTCAACAGGGGAGAGTGT

[0398]  CD20% Hi%k (HE%%1) SEQ ID NO.56
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[0399]  EVQLLESGGGVVQPGGSLRLSCAASGFTENDYAMHWVRQAPGKGLEWVSTISWNSGSIGYADSVKGRFT
TSRDNSKNTLYLQMNSLRAEDTAVYYCAKDIQYGNYYYGMDYWGQGTLVTVSSASTKGPSVFPLAPCSRSTSESTAA
LGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESK
YGPPCPPCPAPEFEGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQFNS
TYRVVSVLTVLHQDWLNGKEYKCKVSNKGLASSTEKTISKAKGQPREPQVCTLPPSQEEMTKNQVSLSCAVKGFYPS
DTAVEWESNGQPENNYKTTPPVLDSDGSFFLVSKLTVDKSRWQEGNVFSCSVMHEALHNHY TQKSLSLSLGK
[0400]  ZFZJTHIISEQ ID NO.57

[0401]  GAAGTGCAGCTGCTGGAATCTGGTGGCGGAGTTGTTCAGCCTGGCGGCTCTCTGAGACTGTCTTGTGCT
GCCAGCGGCTTCACCTTCAACGACTACGCTATGCACTGGGTCCGACAGGCCCCTGGCAAAGGACTTGAATGGGTGTC
CACCATCAGCTGGAACAGCGGCTCTATCGGCTACGCCGATTCCGTGAAGGGCAGATTCACCATCTCCAGAGACAACA
GCAAGAACACCCTGTACCTGCAGATGAACAGCCTGAGAGCCGAGGACACCGCCGTGTACTACTGTGCCAAGGACATC
CAGTACGGCAACTACTACTACGGCATGGACTACTGGGGCCAGGGAACACTGGTTACCGTTAGCTCTGCTAGCACCAA
GGGCCCCAGCGTGTTCCCCCTGGCCCCTTGCAGCAGAAGCACCAGCGAGAGCACAGCCGCCCTGGGCTGCCTGGTGA
AGGACTACTTCCCCGAGCCCGTGACCGTGTCCTGGAACAGCGGCGCTCTGACCAGCGGCGTGCATACCTTCCCCGCC
GTGCTCCAGAGCAGCGGACTGTACTCCCTGAGCAGCGTGGTGACCGTGCCTTCCAGCAGCCTGGGCACCAAGACCTA
CACCTGCAACGTGGACCACAAGCCCAGCAACACCAAGGTGGACAAGAGAGTGGAGAGCAAGTACGGCCCTCCCTGCC
CCCCTTGCCCTGCCCCCGAGTTCGAGGGCGGACCTAGCGTGTTCCTGTTCCCCCCCAAGCCCAAGGACACCCTGATG
ATCAGCAGAACCCCCGAGGTGACCTGCGTGGTGGTGGACGTGTCCCAGGAGGACCCCGAGGTCCAGTTTAATTGGTA
CGTGGACGGCGTGGAAGTGCATAACGCCAAGACCAAGCCCAGAGAGGAGCAGTTCAACAGCACCTACAGAGTGGTGT
CCGTGCTGACCGTGCTGCACCAGGACTGGCTGAACGGCAAGGAATACAAGTGCAAGGTCTCCAACAAGGGCCTGGCC
AGCAGCATCGAGAAGACCATCAGCAAGGCCAAGGGCCAGCCACGGGAGCCCCAGGTCTGCACCCTGCCACCTAGCCA
AGAGGAGATGACCAAGAACCAGGTGTCCCTGAGCTGTGCCGTGAAAGGCTTCTATCCCAGCGATATCGCCGTGGAGT
GGGAGAGCAACGGCCAGCCCGAGAACAACTACAAGACCACCCCCCCTGTGCTGGACAGCGACGGCAGCTTCTTCCTG
GTTTCCAAGCTGACCGTGGACAAGTCCAGATGGCAGGAGGGCAACGTCTTCAGCTGCTCCGTGATGCACGAGGCCCT
GCACAACCACTACACCCAGAAGTCCCTGAGCCTGAGCCTGGGCAAG

[0402]  CD3}HAFLHESEQ 1D NO.66

[0403]  QAVVTQEPSLTVSPGGTVTLTCRSSTGAVTTSNYANWVQEKPGQAPRGLIGGTNKRAPWTPARFSGSLL
GGKAALTITGAQAEDEAEYYCVLWYSNLWVFGGGTKLTVLGQPKAAPSVTLFPPSSEELQANKATLVCLISDFYPGA
VTVAWKADSSPVKAGVETTTPSKQSNNKYAASSYLSLTPEQWKSHRSYSCQVTHEGSTVEKTVAPTECS

[0404]  AZT11& 7 4SEQ ID NO.67

[0405]  CAGGCTGTGGTCACACAAGAGCCTAGCCTGACAGTGTCTCCTGGCGGCACAGTGACCCTGACCTGTAGA
TCTTCTACAGGCGCCGTGACCACCAGCAACTACGCTAATTGGGTGCAGGAGAAGCCCGGCCAGGCTCCTAGAGGACT
GATCGGCGGAACAAACAAGAGAGCCCCTTGGACACCCGCCAGATTCTCTGGATCTCTGCTCGGCGGAAAGGCCGCTC
TGACAATCACTGGTGCTCAGGCTGAGGACGAGGCCGAGTACTATTGTGTGCTGTGGTACAGCAACCTGTGGGTGTTC
GGCGGAGGCACCAAACTGACAGTTCTGGGTCAGCCCAAGGCGGCGCCCTCGGTCACTCTGTTCCCGCCCTCCTCTGA
GGAGCTTCAAGCCAACAAGGCCACACTGGTGTGTCTCATAAGTGACTTCTATCCGGGAGCCGTGACAGTGGCCTGGA
AGGCAGATAGCAGCCCCGTCAAGGCGGGAGTGGAGACCACCACACCCTCCAAACAAAGCAACAACAAGTACGCGGCC
AGCAGCTACCTGAGCCTGACGCCTGAGCAGTGGAAGTCCCACAGAAGCTACAGCTGCCAGGTCACGCATGAAGGGAG
CACCGTGGAGAAGACAGTGGCCCCTACAGAATGTTCA
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[0406] D34 Hifk (F%%2) SEQ ID NO.68

[0407]  EVQLVESGGGLVQPGGSLRLSCAASGFTFNTYAMNWVRKAPGKGLEWVGRIRSKYNNYATYYADSVKDR
FTTSRDDSKNSLYLQMNSLKTEDTAVYYCVRHGNFGNSYVSWFAYWGQGTLVTVSSASTKGPSVFPLAPCSRSTSES
TAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRY
ESKYGPPCPPCPAPEFEGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQ
FNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLASS TEKT I SKAKGQPREPQVYTLPPCQEEMTKNQVSLWCLVKGF
YPSDTAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQEGNVESCSVMHEALHNHY TQKSLSLSLGK
[0408]  AZT11& 7 4SEQ ID NO.69

[0409]  GAGGTGCAGCTGGTTGAATCTGGCGGAGGACTGGTTCAGCCTGGCGGATCTCTGAGACTGTCTTGTGCC
GCCAGCGGCTTCACCTTCAACACCTACGCTATGAACTGGGTCCGAAAGGCCCCTGGCAAAGGACTGGAATGGGTGGG
AAGAATCAGGTCCAAGTACAACAACTACGCCACCTACTACGCCGACAGCGTGAAGGACAGATTCACCATCAGCAGGG
ACGACAGCAAGAACAGCCTGTACCTGCAGATGAACAGCCTGAAAACCGAGGACACCGCCGTGTACTACTGTGTCAGA
CACGGCAACTTCGGCAACAGCTATGTGTCTTGGTTTGCCTACTGGGGCCAGGGCACACTGGTCACAGTTAGCTCTGC
TAGCACCAAGGGCCCCAGCGTGTTCCCCCTGGCCCCTTGCAGCAGAAGCACCAGCGAGAGCACAGCCGCCCTGGGCT
GCCTGGTGAAGGACTACTTCCCCGAGCCCGTGACCGTGTCCTGGAACAGOGGCGCTCTGACCAGCGGCGTGCATACC
TTCCOCGCCGTGCTCCAGAGCAGCGGACTGTACTCCCTGAGCAGCGTGGTGACCGTGCCTTCCAGCAGCCTGGGCAC
CAAGACCTACACCTGCAACGTGGACCACAAGCCCAGCAACACCAAGGTGGACAAGAGAGTGGAGAGCAAGTACGGCC
CTCCCTGCCCCCCTTGCCCTGOCCCCGAGTTCGAGGGCGGACCTAGCGTGTTCCTGTTCCCCCCCAAGCCCAAGGAC
ACCCTGATGATCAGCAGAACCCCCGAGGTGACCTGCGTGGTGGTGGACGTGTCCCAGGAGGACCCCGAGGTCCAGTT
TAATTGGTACGTGGACGGCGTGGAAGTGCATAACGCCAAGACCAAGCCCAGAGAGGAGCAGTTCAACAGCACCTACA
GAGTGGTGTCCGTGCTGACCGTGCTGCACCAGGACTGGCTGAACGGCAAGGAATACAAGTGCAAGGTCTCCAACAAG
GGCCTGGCCAGCAGCATCGAGAAGACCATCAGCAAGGCCAAGGGCCAGCCACGGGAGCCCCAGGTCTACACCCTGCC
ACCTTGTCAAGAGGAGATGACCAAGAACCAGGTGTCCCTGTGGTGTCTGGTGAAAGGCTTCTATCCCAGCGATATCG
COGTGGAGTGGGAGAGCAACGGCCAGCCCGAGAACAACTACAAGACCACCCCCCCTGTGCTGGACAGCGACGGCAGC
TTCTTCCTGTACTCCAAGCTGACCGTGGACAAGTCCAGATGGCAGGAGGGCAACGTCTTCAGCTGCTCCGTGATGCA
CGAGGCCCTGCACAACCACTACACCCAGAAGTCCCTGAGCCTGAGCCTGGGCAAG

[0410] (D20 X CD3-crossFab

[0411]  CD20/Ex’£5%SEQ ID NO.70

[0412]  EIVLTQSPGTLSLSPGERATLSCRASQSVSSYLAWYQKKPGQAPRLLIYDASNRATGIPDRFSGSGSGT
DFTLTISRLEPEDFAVYYCQQRSNWPITFGQGTKLETKRTVAAPSVF TFPPSDKKLKSGTASVVCLLNNFYPREAKV
QWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

[0413]  AZHHE&F74ISEQ ID NO.71

[0414]  GAGATCGTGCTGACACAGAGCCCTGGCACACTGTCACTGTCTCCAGGCGAGAGAGCCACACTGAGCTGT
AGAGCCAGCCAGAGCGTGTCCTCTTACCTGGCCTGGTATCAGAAGAAGCCTGGACAGGCTCCCAGACTGCTGATCTA
CGACGCCAGCAACAGAGCCACAGGCATCCCCGATAGATTCAGCGGCTCTGGCTCTGGCACCGACTTCACCCTGACAA
TCAGCAGACTGGAACCCGAGGACTTCGCCGTGTACTACTGCCAGCAGAGAAGCAACTGGCCCATCACATTCGGCCAG
GGCACCAAGCTGGAAATCAAGCGAACTGTGGCTGCACCATCTGTCTTCATCTTCCCGCCATCTGATAAGAAATTGAA
ATCTGGAACTGCCTCTGTTGTGTGCCTGCTGAATAACTTCTATCCCAGAGAGGCCAAAGTACAGTGGAAGGTGGATA
ACGCCCTCCAATCGGGTAACTCCCAGGAGAGTGTCACAGAGCAGGACAGCAAGGACAGCACCTACAGCCTCAGCAGC
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ACCCTGACGCTGAGCAAAGCAGACTACGAGAAACACAAAGTCTACGCCTGCGAAGTCACCCATCAGGGCCTGAGCTC
GCCCGTCACAAAGAGCTTCAACAGGGGAGAGTGT

[0415]  CD20% Hagk (FE5%1) SEQ ID NO.74

[0416]  EVQLLESGGGVVQPGGSLRLSCAASGFTENDYAMHWVREAPGKGLEWVSTISWNSGSIGYADSVKGRET
ISRDNSKNTLYLQMNSLRAEDTAVYYCAKDIQYGNYYYGMDYWGQGTLVTVSSASTKGPSVFPLAPCSRSTSESTAA
LGCLVEDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDERVESK
YGPPCPPCPAPEFEGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQFAS
TYRVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVCTLPPSQEEMTKNQVSLSCAVKGFYPS
DIAVEWESNGQPENNYKTTPPVLDSDGSFFLVSKLTVDKSRWQEGNVESCSVMHEALHNHY TQKSLSLSLGK
[0417] L7 HISEQ ID NO.75

[0418]  GAAGTGCAGCTGCTGGAATCTGGTGGCGGAGTTGTTCAGCCTGGCGGCTCTCTGAGACTGTCTTGTGCT
GCCAGCGGCTTCACCTTCAACGACTACGCTATGCACTGGGTCCGAGAGGCCCCTGGCAAAGGACTTGAATGGGTGTC
CACCATCAGCTGGAACAGCGGCTCTATCGGCTACGCCGATTCCGTGAAGGGCAGATTCACCATCTCCAGAGACAACA
GCAAGAACACCCTGTACCTGCAGATGAACAGCCTGAGAGCCGAGGACACCGCCGTGTACTACTGTGCCAAGGACATC
CAGTACGGCAACTACTACTACGGCATGGACTACTGGGGCCAGGGAACACTGGTTACCGTTAGCTCTGCTAGCACCAA
GGGCCOCAGCGTGTTCCCCCTGGCCCCTTGCAGCAGAAGCACCAGCGAGAGCACAGCCGCCCTGGGCTGCCTGGTGG
AGGACTACTTCCCCGAGCCCGTGACCGTGTCCTGGAACAGCGGCGCTCTGACCAGCGGCGTGCATACCTTCCCOGCC
GTGCTCCAGAGCAGCGGACTGTACTCCCTGAGCAGCGTGGTGACCGTGCCTTCCAGCAGCCTGGGCACCAAGACCTA
CACCTGCAACGTGGACCACAAGCCCAGCAACACCAAGGTGGACGAGAGAGTGGAGAGCAAGTACGGCCCTCCCTGCC
CCCCTTGCCCTGOCCCOGAGTTCGAAGGCGGACCTAGCGTGTTCCTGTTCCCCCCCAAGCCCAAGGACACCCTGATG
ATCAGCAGAACCCCCGAGGTGACCTGCGTGGTGGTGGACGTGTCCCAGGAGGACCCCGAGGTCCAGTTTAATTGGTA
CGTGGACGGCGTGGAAGTGCATAACGCCAAGACCAAGCCCAGAGAGGAGCAGTTCGCCAGCACCTACAGAGTGGTGT
CCGTGCTGACCGTGCTGCACCAGGACTGGCTGAACGGCAAGGAATACAAGTGCAAGGTCTCCAACAAGGGCCTGCCT
AGCAGCATCGAGAAGACCATCAGCAAGGCCAAGGGCCAGCCACGGGAGCCCCAGGTCTGCACCCTGCCACCTAGCCA
AGAGGAGATGACCAAGAACCAGGTGTCCCTGAGCTGTGCCGTGAAAGGCTTCTATCCCAGCGATATCGCCGTGGAGT
GGGAGAGCAACGGCCAGCCCGAGAACAACTACAAGACCACCCCCCCTGTGCTGGACAGCGACGGCAGCTTCTTCCTG
GTTTCCAAGCTGACCGTGGACAAGTCCAGATGGCAGGAGGGCAACGTCTTCAGCTGCTCCGTGATGCACGAGGCCCT
GCACAACCACTACACCCAGAAGTCCCTGAGCCTGAGCCTGGGCAAG

[0419]  CD3}HAFLHESEQ 1D NO.76

[0420]  EVQLVESGGGLVQPGGSLRLSCAASGFTENTYAMNWVRKAPGKGLEWVGRIRSKYNNYATYYADSVKDR
FTTSRDDSKNSLYLQMNSLKTEDTAVYYCVRHGNFGNSYVSWFAYWGQGTLVTVSSASTKGPSVFPLAPCSRSTSES
TAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRY
[0421] A% {ERFFAISEQ ID NO.77

[0422]  GAGGTGCAGCTGGTTGAATCTGGCGGAGGACTGGTTCAGCCTGGCGGATCTCTGAGACTGTCTTGTGCC
GCCAGCGGCTTCACCTTCAACACCTACGCTATGAACTGGGTCCGAAAGGCCCCTGGCAAAGGACTGGAATGGGTGGG
AAGAATCAGGTCCAAGTACAACAACTACGCCACCTACTACGCCGACAGCGTGAAGGACAGATTCACCATCAGCAGGG
ACGACAGCAAGAACAGCCTGTACCTGCAGATGAACAGCCTGAAAACCGAGGACACCGCCGTGTACTACTGTGTCAGA
CACGGCAACTTCGGCAACAGCTATGTGTCTTGGTTTGCCTACTGGGGCCAGGGCACACTGGTCACAGTTAGCTCTGC
TAGCACCAAGGGCCCCAGCGTGTTCCCCCTGGCCCCTTGCAGCAGAAGCACCAGCGAGAGCACAGCCGCCCTGGGCT
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GCCTGGTGAAGGACTACTTCCCCGAGCCCGTGACCGTGTCCTGGAACAGCGGCGCTCTGACCAGCGGCGTGCATACC
TTCCCCGCCGTGCTCCAGAGCAGCGGACTGTACTCCCTGAGCAGCGTGGTGACCGTGCCTTCCAGCAGCCTGGGCAC
CAAGACCTACACCTGCAACGTGGACCACAAGCCCAGCAACACCAAGGTGGACAAGAGAGTG

[0423]  CD34 HfiE (Fi%E2) SEQ 1D NO.78

[0424]  QAVVTQEPSLTVSPGGTVTLTCRSSTGAVTTSNYANWVQEKPGQAPRGLIGGTNKRAPWTPARFSGSLL
GGKAALTITGAQAEDEAEYYCVLWYSNLWVFGGGTKLTVLGQPKAAPSVTLFPPSSEELQANKATLVCLISDFYPGA
VTVAWKADSSPVKAGVETTTPSKQSNNKYAASSYLSLTPEQWKSHRSYSCQVTHEGSTVEKTVAPTECSESKYGPPC
PPCPAPEFEGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQFASTYRVV
SVLTVLHQDWLNGKEYKCKVSNKGLPSS TEKT TSKAKGQPREPQVYTLPPCQEEMTKNQVSLWCLVKGFYPSDTAVE
WESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQEGNVFSCSYMHEALHNHY TQKSLSLSLGK

[0425] A% {7 4ISEQ ID NO.79

[0426]  CAGGCTGTGGTCACACAAGAGCCTAGCCTGACAGTGTCTCCTGGCGGCACAGTGACCCTGACCTGTAGA
TCTTCTACAGGCGCCGTGACCACCAGCAACTACGCTAATTGGGTGCAGGAGAAGCCCGGCCAGGCTCCTAGAGGACT
GATCGGCGGAACAAACAAGAGAGCCCCTTGGACACCCGCCAGATTCTCTGGATCTCTGCTCGGCGGAAAGGCCGCTC
TGACAATCACTGGTGCTCAGGCTGAGGACGAGGCCGAGTACTATTGTGTGCTGTGGTACAGCAACCTGTGGGTGTTC
GGCGGAGGCACCAAACTGACAGTTCTGGGTCAGCCCAAGGCGGCGCCCTCGGTCACTCTGTTCCCGCCCTCCTCTGA
GGAGCTTCAAGCCAACAAGGCCACACTGGTGTGTCTCATAAGTGACTTCTATCCGGGAGCCGTGACAGTGGCCTGGA
AGGCAGATAGCAGCCCCGTCAAGGCGGGAGTGGAGACCACCACACCCTCCAAACAAAGCAACAACAAGTACGCGGCC
AGCAGCTACCTGAGCCTGACGCCTGAGCAGTGGAAGTCCCACAGAAGCTACAGCTGCCAGGTCACGCATGAAGGGAG
CACCGTGGAGAAGACAGTGGCCCCTACAGAATGTTCAGAGAGCAAGTACGGCCCTCCCTGCCCCCCTTGCCCTGCCC
CCGAGTTCGAGGGCGGACCTAGCGTGTTCCTGTTCCCCCCCAAGCCCAAGGACACCCTGATGATCAGCAGAACCCCC
GAGGTGACCTGCGTGGTGGTGGACGTGTCCCAGGAGGACCCCGAGGTCCAGTTTAATTGGTACGTGGACGGCGTGGA
AGTGCATAACGCCAAGACCAAGCCCAGAGAGGAGCAGTTCGCCAGCACCTACAGAGTGGTGTCCGTGCTGACCGTGC
TGCACCAGGACTGGCTGAACGGCAAGGAATACAAGTGCAAGGTCTCCAACAAGGGCCTGCCTAGCAGCATCGAGAAG
ACCATCAGCAAGGCCAAGGGCCAGCCACGGGAGCCCCAGGTCTACACCCTGCCACCTTGTCAAGAGGAGATGACCAA
GAACCAGGTGTCCCTGTGGTGTCTGGTGAAAGGCTTCTATCCCAGCGATATCGCCGTGGAGTGGGAGAGCAACGGCC
AGCCCGAGAACAACTACAAGACCACCCCCCCTGTGCTGGACAGCGACGGCAGCTTCTTCCTGTACTCCAAGCTGACC
GTGGACAAGTCCAGATGGCAGGAGGGCAACGTCTTCAGCTGCTCCGTGATGCACGAGGCCCTGCACAACCACTACAC
CCAGAAGTCCCTGAGCCTGAGCCTGGGCAAG

[0427]  2.CD20 X CD3kANUER P  FRak Falifl,

[0428]  RegtibAHN Hoik B BORE , #%CD207 5 #25k - CD3E 24k . CD204% HifE (FiEL) : CD3
AR (FBE2) =2:2: 1: 1NEERIR A, H3me/nL PEVRA G , SLFA4:4LCHO-S4Ri , #£500mL
CD CHO AGTH;FREE (Gibco#12490-001) 37°C5%C0, 150rpmiGIF, 53 BILEBHE 52 ARI6 K,
JIN4%CHO Feed C+iMEF (Gibco#A25031-05) o Y4 ANE 24 285 % A AT , WK R T, 1ot
JEJa%Protein ASEMEMNTEEML 3T A M gk A ZE I CD20 X CDIkABURS S i
Protein A—afifb i Bk 4l B far ok i T-90 % , fi ) FH A CD20 X CD3 - crossFabf B fk
AP T80% (24) ,kMREERIEL R 1: 1 (&6) .

[0429]  3824.CD20 X CD3AAUFF F BRI 4 (SEC-HPLC)
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IO SEC-HI"LC (%)
BAR R S h B
CD20xCD3 xh001 4.1 92.5 3.5
[0430] CD20xCD3 xA002 4.6 90.8 4.5
CD20xCD3 k4003 3.1 88.3 8.6
CD20xCD3 k2004 4.8 91.1 4.0
CD20xCD3 xAh005 6.0 90.5 3.5
CD20xCD3-crossFab 7.6 76.0 16.4

[0431]  fifi iCapto S TmpAct S 1-3ZHeEHT, BFCD20 X CDIMMES - pifk it — b ksl 4lify
1 1d50-300mM NaCl, 50mMAEREL , pHE . 4BEIE VL, &I Bilée , SEC-HPLCHR A2 Bt il o
F99% (K7) .CD20 X CD3xA002F1CD20 X CD3kA003LLf Y AE it , F25E FE L b R (<1 %)
A ZICD3 [ — Z Rk CD20 [ — 244k (K18) .

[0432]  3.CD20 X CD3KANUEF BHT AT 5 A im Ik

[0433] 43 JlE A 5 CD20 Fek Fa e AN i sl CD20+ YRR AN iR I &5 5 , 1 BURR S B
CD20HT I8 s Ay, il A U 5 CD3 E A Ul Jurkat 4HfE OB 43 25 1AM I TAR AR
G55  HRE AR B UPRCD3AE [R5 A1 T o Al 25 SR S 7, 3 Z89CD20 X CD3kAMBURE S A 15 g
IILRISER T T S TANE R SR R 1293 ~ 565 o BHPER R Ht /b sAB1 4% X HkUS20170174781
G RIEHIE

[0434] (1) CD20 X CDIASFE i 9 AN EHIRCD20 3L AN &5 &

[0435] OGS 25 AE K I S35 1 71l 6% [ CHO - A CD20AICHO - & 8 A CD20 S AN, 114 % /)N
M7 (Hyclone, SH30626.06) FHE4HI0 %5 X 10> 40f/ml , JIN100p 1 /FLAHNE i 596
FLUTIH, 300g BS.055 8, 77 10 , BEFL NN 100pLBS S RO PTIAR GRS 4R B 1800nM, 355
B, 10MEEE) L 4°CIE 6043 1. —HTUNAB0uL/fLAlexa Fluro647hricdILEHT A TG Fe
(1:300%480) , vK I 2098, P LR NS 0uL/FLA L N IE (PT) 7274 (1:300) , ¥ & 5%
B, I A A A TR T B9 RN 25 4 7k, CD20 X CD3 kA AU S H Ak v 5% A 1 45 4 2 i
CD205Z 44, 72 A BN CD20 R L 4 s & JIAH Y

[0436]  3K5.CD20 X CD3AAURF FHTIARFICD20 A5 A 45
[0437]

RC., \CD20-CHO EEAECD20-CHO
CD20 X CD3xA001 10 nM 12nM
CD20 X CD3kA002 9 nM 8nM
CD20 X CD3kA003 7 nM 8nM
CD20 X CD3xA004 8nM 10nM
CD20 X CD3kA005 9nM 14nM
KLH X CD3 - -
[0438]  “-7 . fEES

[0439]  (2) CD20 X CD3kAAURR PR 5 A CD20 [iRg 4nffu 45

[0440]  FOW %04 K- 1K) SU-DHL -4 \Ra j i FANALM- 6 211, JIIA200pg/mLEL TG (Jackson
ImmunoResearch, 115-005-03) JKiGE 130458, 4 % /NI IS I 4RI %5 X 10°41f/
mL, TEFL100pL JIN96FLUZIAR , 300 E5.00655 81, 77 _E1 , FEALINN L0OuL S FEAEE ik GiE
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B FE1800nM, 3f5HEE, LONBER) ,4°CF 605 . Yok —Pu, IIAS0uL/fLAlexa
Fluro647hrid FLLEHT A TG Fe (1:30044F8) , vK 1 IF 204 B, P 1R JS IIN50uL/FLPT,
58, i A SGIEA TR A I 5 5 W B 10FIFE6 , CD20 X CD3kABURF S oA =i
454 CD20+ My 2 fuSU-DHL -4 \Ra j i FINALM-6.
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[0441]  (3) CD20 X CD3RMILRE TR S Jurkat 4045 &
[0442] BSOS KA Jurkat 40, JiAN200pg/mLER IgG (Jackson ImmunoResearch,

115-005-03) , /K305l F4 % /N i A 4o 25 X 1L0° 2R /mL , &L 100uL I 9641
UL, 300g B0 25 10t , T AL IIN 100p L BB EEARPRE I DT GRS A6 FE 1800nM, 35 AR R , 104>
BRED) , 4°CIF R 604 Bh —HUMAS0uL/fLAlexa Fluro647Thmic il ATgG Fe (1: 3007
B LUK EIEE 20081, Be L IINS0uL/ £LPL I & 545 8, Mt 2N4nfii{X (BD C6) E4T4:
I 4G 25 SR AN 1 TRNER6 , CD20 X CD3RMBURE TR LA &S A1 255 N A IR T4 it 3
JurkatZlff1, EC, £071-120nM, {i T-CD204705 5 5 CD205Z 4145 5 11291045

[0443]  (4) CD20 X CD3KABUEE 1A S AN E I T4 25 &

[0444] Y BrfEE SRR, 1850 Ficoll. Paque Plu(GE,17-1440-03) 45 2545351 PBMC . 4PBMC
4% /N I3 (Hyclone , SH30626 . 06) A% 410 %5 X 10°AN4/mL, 100uL/ LA 96U
AR, B O A RIS B AUIN 100pL AR BEAEE I HTIAR GEEZATR FE 1800nM, 3F5FRE, 10MEEIE) |
4°CIEE 6058 —HTIIANS0uL/fLALexa Fluro64ThriciULLIEHTATIeG Fe (1: 3005580 , 7k
#2000, Pe 1= IINS0uL/ALPT, WEE 547 B, iR =4 fa () (BD 06) FEA TAG I o 4845 SR
L 127176 , CD20 X CD3RARURFE T BRI B A SN I1CD4 TAICDS T4, 55 A T41 % H1 /)
£)65-98nM, 551 CD20t )i 5 CD20 52 (AR &5 5 11291065 , A F T AR HuiR i ot = S 21

RO

[0445]  3%6.CD20 X CD3RMAURF RS TR S A4 15 /1 (nM)

04461 Trc_ (n) SU-DHL-4 |Raji |NALM-6 |Jurkat |CDAT |CDST
(D20 X CD3KA002 |7 23 |10 71 73 |98
(D20 X CD3KA003 |6 25 |8 120 69 |65
bsAB1 19 115 |48 ND 25 |22
KLH X CD3 : - - 33 62 |65

[0447]  ND: /R BESS P I AT B AT

[0448]  4.CD20 X CD3KABURE ST T I TDCCAFE ]

(04491 HUHTif 53 543 B PBMC Ay ol S5 AL T e A= KA 41 INALM - 6 . TMD - 8 M1 To ledo

YHTE 3N /AN =8 1, BEAL DI BOuL BB EE AR AR (BUiAik FE 66 . TndiiE , 10£%
MRE, TR ,5%C0, 37°CH:FR24/ NN« B5 7245 i, K50ul F i e 2 2 8 AR g bR
M, IIN50pL/ FLLDHASIUJECH D , 1043 P 26 1k SN A L DI ; FL N R s 4 i 114 96 /N
MIE V2, IN100pg/mL A TgGHFF 5 10438, FER I TR TS (A A (CD25-PE, CD4 -
APC,CD69-FITCHICDS - APC) , 7K _FJF 72043 o BEHE AT F 375, INGOUL/FLPT, % Tk 5
Syl i IS A - B 13A\ 13B43 A1) i 7RCD20 X CD3AAURE S HTA ABIBREL [ 111
P ANfINa L m- 611 3545 R TR R TE AL « B 14A L 14B43 B i 1:CD20 X CD3 kAR S iAok
TMD - 8ZH ) AT AN TAHIEIMTE AL o E15A L 15B43 Al {2 ZRCD20 X CD3RABURE - PiiA X  Toledo
AR A A TAI TS 1 « X T-CD20 3%k /KA FEd 41 ifeNa lm-6 . TMD-8F1Toledo,
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CD20 X CD3kA002F1CD20 X CD3kA003 325 H] /- TARA = A= A R A R HI , S A i M S50 IR T
PRbsABIAR Y i 58 , HON TR B & 5 il A
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[0450]  5.CD20 X CD3kABURF P T AT TH S ¥ 10 1% 1S
[0451]  HOWEAE KR Jurkat -NFAT - Tuc i 25 41 i AICD20 SH 4 # 41Jis (SU-DHL -4 \Ra jiF/

NALM-640) , B 0o FF FIi , FEE 2 X 104N /m1 . 50p 1 /AL RIEL AN 2 96 FLIR, 300g 25
OB BT 17, 50ul/fLEE R Jurkat -NFAT - TucdR 5 41 2= 96 FLAR , AR AL DI SOpL s FEA RS
[RCD20 X CD3KMBUES Ul 4 FRUARKLE X CD3 GRS UATR B 20ug /m1 , LOfE RS, LOAMBRE) |
5%C0,, 37°CHIFR6/ NN B 7R 45 17, #&MONE-Glo Luciferase Assay SystemiiH]H3,
FUIINTO0pLAS M H1, S IR 353 81, THFY (Biotek Synergy HT) Ao 4G 0125 5K I,
16711727, CD20 X CDIRAMBUEFFHTIALAAS [R]CD20 7828 7K - (1) JIea 41 i b ¥E 4RI, 245 7] 5
TG THHINFATS 5 10 .

[0452]  327.CD20 X CD3MBUF 4T AN TAHNFAT IS 30T
04531 TC_ (n) SU-DHL-4 Raji NALM-6
CD20 X CD3KA002 0.10 0.02 0.14
CD20 X CD3KkA003 0.11 0.02 0.14
KLH X CD3 - - -
[0454]  6.CD20 X CD3MIURF PR SFe v 2RSS &
[0455]  }§50ug/ml His-TaghufAiid S AR RICME. 0N, 23 Bl iy AT H sSPRAFIUFC y

RI.Fcy RITA,, AlFc y RITIA, 40 H (Sino Biological,#10256-H08H/10374-HO8H1/
10389-HOSH1) , HiliAkHF A1 40FD, i7i ik 10uL/min, e SRS , B bk MR AU PTiA GRS afik
37.5pg/mL, 2F% M FE) PL30uL/minf it il i, 85 S I TRl 1204, i@ B TR 20070,
Biacore evaluation®{FHUE1GE]5 15 £ 81 I, CD20 X CD3xAM 4 S hifk HFe
y RI.Fc y RITA, , MFc y RITTA, JTCE5 G B AR ToGAXS B HT ik LU i B M 185 & Fe y
RT, 5Fc y RITA,,, HIE945 5 -

[0456]  :8.CD20 X CD3RMIKS FHifR HFe v SZARIIZE A
(04571 [p Fc y RI Fey RTTA,,., Fey RITTA, .,
CD20 X CD3KkA002 G NG NG
CD20 X CD3kA003 A NG NG
TgGA[R] xS R 14nM P EE NG
[0458] 7. %upsEr i/ NUBZ FRaji AR BT
[0459]  ed%6 ~ 8 HIMEER-NGD/NRL (77 BIEEEMRIHA PR A 7)) |, B FEERN3 X 10°Raji

AR, AR ZE60mm I, BEMLAS 4, 2 BIEE J94h 25413 . Omg/ kg £ 25210 . 6mg /kg 45 25
2010 12mg/ kg FNEFIME XS FRAIKLE X CD3  3mg/kg o 45 AU/ N EMIKIT 11 X 10™4SPBMCAfY , 3K
JE IR EE — IR/ INRRER 2, 265 25 AL R 5 — IR, HRgi 2537 o W/ INERUIYRE AR R /INFRU AR R
SIS SR T SAL AT/ NS B R TS5 o 45 SR LRI 17, CD20 X CD3kAURR b A ) 44k ;Y
2550 S IR v AR, PR IR AR v ) b AR 30 1 82 % 189 % o fnpdEd /INERUNS LA b 71 ek i
SR, TR TR S AR N .

[0460] 8. Gl i/ INRUBZ M Ra ji-5 A PBMCTR A2 i A5 7Y
(04611 96 ~ 8FHIMENEB-NGD/INGL (F B AR AE MR ATIR A 7] L #5Raji (3 X 10°4) F
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PBMC (5% 10°/4N) TR AT R T/ NGUBZ N, A fiied il g VR R 2132560 - 100mm ™, BEATLS3-2H - 4
WIEE A 25403 . Omg/mL 2525210 . 6mg/mL 45 25400 . 12mg/mL AN 4 5t B ZHKLH X CD3
3mg/kg o 45 25 IAIBE 5 R — K, FRan 25200 o i I/ INERUIREE AR B/ INFR PR ER , 126 435 TR e i 1
AEFE/INER, , BB R R FE 10 3% » 45 5 LI 18, CD20 X CD 3k AR S oA i 4k PR 245580 2 B 51 Fe A
TN A8~ FHRT 2 791 e R 3240 11 oA 65 % 98 % 162 % , v Hi 7] b £E IRE 5 A 4l ke v

[0462]  9.CD20 X CD3RAAUE S H A B s 1 255k
[0463] B8 A il AT A, B0 2 2 U 4Rk, R 4% 2 o & 57 4

B 14 2550545 B0 3.1 3mg/kg (BRI LUK, 45253 [, JhAUk 45 25) Fllimg/ kg (BALIR 25 25)
CD20 X CD3KAOO2RURR ST , 25 2575 2 359 48 25 MWk 5 1), &4 4 T A ek B 4
AR EERCN, A WAL T 5ot « £ 711 v A AR A I B o e i eZs , TS0 U L P O
o, FHOOSR R-RIBIYP-RIA T QT ] 1 QRSB A4 s 75K TR S5 FebroA WA 055 o AE 45
e ANIFIS TR) R 1 i s AR A A0 R L HP BAN TR FE AR B0 A6, BT A A4
M= AR ICPICD20 %5 5 (CD20+40J) , T FTICD3 % 5 (CD3+4MM) « 45 25 8/INI, AT If.
FRBH L R, 24/ N EAR TSI MR (B19)

[0464]  59.CD20 X CD3ARU IR 2577 %
1 5] # & Y2 iR 4% BN R A S
| 2016221
wA M | 0.3 mgke IV, &8 1x/3F, DI, D8, DI5, D22 W | 2016222
M| 2016223
o] P F) B 1 mg/kg IV, &8 1:&/3 4, DI. D8, DI5, D22 % | 2016224
# | 2016225
& 3 mg/kg IV, %/ 1:%/3 A, DI, D8, DIS. D22 % | 2016236
M| 2016227
A ER 1 mg/kg IV, D1 $:x4% # | 2016228
[0466]  SZjitfAI3 « Ke) AN ) 2T R T B I BCMA X CD3ARURE Fprifk
[0467] 1 .BCMA X CD3KARUES Sk 1t
[0468] DL Enc2BEIBOMA N BifA , 5 & MR BE N JRALCD3 P A, 225 St 51 2 4 i 2

AT RIRTgGA IR R BCMA - CD3kA N I OB STk , [T AEBCMAS T 578 AICD3 S 5]\ HA fif
AR (Viyeyy 1 GIn Ly s s VHy oy G1ngGlus VA, 1 Gln, (Glus VH g : GInggLys) (41 WL410) 5 8
R RPUARIIFCE K HIATg64 knob-into-holeZf#y, PASIEN I — Z AR , - Ham i 58
ASery,Pro.Leu,, GlufliProggAla, SREFEGEX AT HFRS8 SFc v REZRMCIaHIAH AR

[0469]
[0470]

[0471]

£10.BCMA X CD3xAMURE 4k

HAFSI

BCMARE 82455

BCMA ik

CD3 2k

CD34 i

BCMA X CD3xA003

SEQ ID NO.80

SEQ ID NO.82

SEQ ID NO.66

SEQ ID NO.68

BCMA X CD3xA004

SEQ ID NO.84

SEQ ID NO.82

SEQ ID NO.66

SEQ ID NO.68

BCMA X CD3xA005

SEQ ID NO.80

SEQ ID NO.86

SEQ ID NO.66

SEQ ID NO.68

BCMA X CD3xA006

SEQ ID NO.84

SEQ ID NO.86

SEQ ID NO.66

SEQ ID NO.68

BCMA X CD3xA003
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[0472]  BOMA/Efx’2%E: SEQ 1D NO.80

[0473]  DIVLTQSPASLAVSPGQRATITCRASKSVSTSGYSYMHWYQKKPGQPPKLLIYLASNLESGVPARFSGS
GSGTDFTLTINPVEAEDTANYYCQHSRELPWTFGQGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPR
EAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

[0474] K% 275 : SEQ ID NO.8I1

[0475]  GACATCGTGCTGACACAGAGCCCTGCTTCTCTGGCTGTGTCTCCTGGCCAGAGAGCCACCATCACCTGT
AGAGCCAGCAAGAGCGTGTCCACCAGCGGCTACTCTTACATGCACTGGTATCAGAAGAAGCCCGGCCAGCCTCCTAA
GCTGCTGATCTACCTGGCTAGCAACCTCGAAAGCGGAGTGCCTGCTAGATTTTCTGGCAGCGGCTCTGGCACCGACT
TCACCCTGACAATCAACCCCGTGGAAGCCGAAGACACCGCCAACTACTACTGCCAGCACAGCAGAGAGCTGCCCTGG
ACATTTGGCCAGGGCACCAAGGTGGAAATCAAGCGAACTGTGGCTGCACCATCTGTCTTCATCTTCCCGCCATCTGA
TGAGCAGTTGAAATCTGGAACTGCCTCTGTTGTGTGCCTGCTGAATAACTTCTATCCCAGAGAGGCCAAAGTACAGT
GGAAGGTGGATAACGCCCTCCAATCGGGTAACTCCCAGGAGAGTGTCACAGAGCAGGACAGCAAGGACAGCACCTAC
AGCCTCAGCAGCACCCTGACGCTGAGCAAAGCAGACTACGAGAAACACAAAGTCTACGCCTGCGAAGTCACCCATCA
GGGCCTGAGCTCGCCCGTCACAAAGAGCTTCAACAGGGGAGAGTGT

[0476]  BOMA/EF Hif (Fi%%1) :SEQ 1D NO.82

[0477]  QVQLVQSGSELKKPGASVKVSCKASGY IFTNFGMNWVREAPGQGLEWMGWINTYTGEQTYADGFTGRFV
FSLDTSASTAYLQISSLKAEDTAVYFCARGETYYGYDVGFVYWGQGTLVTVSSASTKGPSVEPLAPCSRSTSESTAA
LGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESK
YGPPCPPCPAPEFEGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQENWYVDGVEVHNAKTKPREEQFNS
TYRVVSVLTVLHQDWLNGKEYKCKVSNKGLASS IEKTISKAKGQPREPQVCTLPPSQEEMTKNQVSLSCAVKGFYPS
DIAVEWESNGQPENNYKTTPPVLDSDGSFFLVSKLTVDKSRWQEGNVFSCSVMHEALHNHY TQKSLSLSLGK
[0478]  AZAF& 741 :SEQ ID NO.83

[0479]1  CAGGTTCAGCTGGTGCAGTCTGGCAGCGAGCTGAAGAAACCTGGCGCCTCTGTGAAGGTGTCCTGCAAG
GCTAGCGGCTACATCTTCACCAACTTCGGCATGAACTGGGTCCGAGAGGCTCCTGGACAGGGACTCGAATGGATGGG
CTGGATCAACACCTACACCGGCGAGCAGATCTACGCCGATGGCTTCACAGGCAGATTCGTGTTCAGCCTGGACACCA
GCGCCAGCACAGCTTACCTGCAGATCAGCTCTCTGAAGGCCGAGGATACCGCCGTGTACTTCTGTGCCAGAGGCGAG
ATCTACTACGGCTACGACGTGGGCTTTGTGTACTGGGGCCAGGGAACACTGGTCACCGTTAGCTCTGCTAGCACCAA
GGGCCCCAGCGTGTTCCCCCTGGCCCCTTGCAGCAGAAGCACCAGCGAGAGCACAGCCGCCCTGGGCTGCCTGGTGA
AGGACTACTTCCCCGAGCCCGTGACCGTGTCCTGGAACAGCGGCGCTCTGACCAGCGGCGTGCATACCTTCCCCGCC
GTGCTCCAGAGCAGCGGACTGTACTCCCTGAGCAGCGTGGTGACCGTGCCTTCCAGCAGCCTGGGCACCAAGACCTA
CACCTGCAACGTGGACCACAAGCCCAGCAACACCAAGGTGGACAAGAGAGTGGAGAGCAAGTACGGCCCTCCCTGCC
CCCCTTGCCCTGCCCCOGAGTTCGAGGGCGGACCTAGCGTGTTCCTGTTCCCCCCCAAGCCCAAGGACACCCTGATG
ATCAGCAGAACCCCCGAGGTGACCTGCGTGGTGGTGGACGTGTCCCAGGAGGACCCCGAGGTCCAGTTTAATTGGTA
CGTGGACGGCGTGGAAGTGCATAACGCCAAGACCAAGCCCAGAGAGGAGCAGTTCAACAGCACCTACAGAGTGGTGT
CCGTGCTGACCGTGCTGCACCAGGACTGGCTGAACGGCAAGGAATACAAGTGCAAGGTCTCCAACAAGGGCCTGGCC
AGCAGCATCGAGAAGACCATCAGCAAGGCCAAGGGCCAGCCACGGGAGCCCCAGGTCTGCACCCTGCCACCTAGCCA
AGAGGAGATGACCAAGAACCAGGTGTCCCTGAGCTGTGCCGTGAAAGGCTTCTATCCCAGCGATATCGCCGTGGAGT
GGGAGAGCAACGGCCAGCCCGAGAACAACTACAAGACCACCCCCCCTGTGCTGGACAGCGACGGCAGCTTCTTCCTG
GTTTCCAAGCTGACCGTGGACAAGTCCAGATGGCAGGAGGGCAACGTCTTCAGCTGCTCCGTGATGCACGAGGCCCT
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GCACAACCACTACACCCAGAAGTCCCTGAGCCTGAGCCTGGGCAAG
[0480]  CD3*EAf2%%:SEQ ID NO.66

[0481]  QAVVTQEPSLTVSPGGTVTLTCRSSTGAVTTSNYANWVQEKPGQAPRGLIGGTNKRAPWTPARFSGSLL
GGKAALTITGAQAEDEAEYYCVLWYSNLWVFGGGTKLTVLGQPKAAPSVTLFPPSSEELQANKATLVCLISDFYPGA
VTVAWKADSSPVKAGVETTTPSKQSNNKYAASSYLSLTPEQWKSHRSYSCQVTHEGSTVEKTVAPTECS

[0482]  AZH& 741 :SEQ ID NO.67

[0483]  CAGGCTGTGGTCACACAAGAGCCTAGCCTGACAGTGTCTCCTGGCGGCACAGTGACCCTGACCTGTAGA
TCTTCTACAGGCGCCGTGACCACCAGCAACTACGCTAATTGGGTGCAGGAGAAGCCCGGCCAGGCTCCTAGAGGACT
GATCGGCGGAACAAACAAGAGAGCCCCTTGGACACCCGCCAGATTCTCTGGATCTCTGCTCGGCGGAAAGGCCGCTC
TGACAATCACTGGTGCTCAGGCTGAGGACGAGGCCGAGTACTATTGTGTGCTGTGGTACAGCAACCTGTGGGTGTTC
GGCGGAGGCACCAAACTGACAGTTCTGGGTCAGCCCAAGGCGGCGCCCTCGGTCACTCTGTTCCCGCCCTCCTCTGA
GGAGCTTCAAGCCAACAAGGCCACACTGGTGTGTCTCATAAGTGACTTCTATCCGGGAGCCGTGACAGTGGCCTGGA
AGGCAGATAGCAGCCCCGTCAAGGCGGGAGTGGAGACCACCACACCCTCCAAACAAAGCAACAACAAGTACGCGGCC
AGCAGCTACCTGAGCCTGACGCCTGAGCAGTGGAAGTCCCACAGAAGCTACAGCTGCCAGGTCACGCATGAAGGGAG
CACCGTGGAGAAGACAGTGGCCCCTACAGAATGTTCA

[0484]  CD3/E Hgk (FE5%2) :SEQ ID NO.68

[0485]  EVQLVESGGGLVQPGGSLRLSCAASGFTENTYAMNWVRKAPGKGLEWVGRIRSKYNNYATYYADSVKDR
FTTSRDDSKNSLYLQMNSLKTEDTAVYYCVRHGNFGNSYVSWFAYWGQGTLVTVSSASTKGPSVFPLAPCSRSTSES
TAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRV
ESKYGPPCPPCPAPEFEGGPSVELFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQ
FNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLASS TEKTISKAKGQPREPQVYTLPPCQEEMTKNQVSLWCLVKGF
YPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQEGNVFSCSYMHEALHNHY TQKSLSLSLGK
[0486]  AZAH1& 741 :SEQ ID NO.69

[0487]  GAGGTGCAGCTGGTTGAATCTGGCGGAGGACTGGTTCAGCCTGGCGGATCTCTGAGACTGTCTTGTGCC
GCCAGCGGCTTCACCTTCAACACCTACGCTATGAACTGGGTCCGAAAGGCCCCTGGCAAAGGACTGGAATGGGTGGG
AAGAATCAGGTCCAAGTACAACAACTACGCCACCTACTACGCCGACAGCGTGAAGGACAGATTCACCATCAGCAGGG
ACGACAGCAAGAACAGCCTGTACCTGCAGATGAACAGCCTGAAAACCGAGGACACCGCCGTGTACTACTGTGTCAGA
CACGGCAACTTCGGCAACAGCTATGTGTCTTGGTTTGCCTACTGGGGCCAGGGCACACTGGTCACAGTTAGCTCTGC
TAGCACCAAGGGCCCCAGCGTGTTCCCCCTGGCCCCTTGCAGCAGAAGCACCAGCGAGAGCACAGCCGCCCTGGGCT
GCCTGGTGAAGGACTACTTCCCCGAGCCCGTGACCGTGTCCTGGAACAGCGGCGCTCTGACCAGCGGCGTGCATACC
TTCCCOGCCGTGCTCCAGAGCAGCGGACTGTACTCCCTGAGCAGCGTGGTGACCGTGCCTTCCAGCAGCCTGGGCAC
CAAGACCTACACCTGCAACGTGGACCACAAGCCCAGCAACACCAAGGTGGACAAGAGAGTGGAGAGCAAGTACGGCC
CTCCCTGCCCCCCTTGCCCTGCCCCCGAGTTCGAGGGCGGACCTAGCGTGTTCCTGTTCCCCCCCAAGCCCAAGGAC
ACCCTGATGATCAGCAGAACCCCCGAGGTGACCTGCGTGGTGGTGGACGTGTCCCAGGAGGACCCCGAGGTCCAGTT
TAATTGGTACGTGGACGGCGTGGAAGTGCATAACGCCAAGACCAAGCCCAGAGAGGAGCAGTTCAACAGCACCTACA
GAGTGGTGTCCGTGCTGACCGTGCTGCACCAGGACTGGCTGAACGGCAAGGAATACAAGTGCAAGGTCTCCAACAAG
GGCCTGGCCAGCAGCATCGAGAAGACCATCAGCAAGGCCAAGGGCCAGCCACGGGAGCCCCAGGTCTACACCCTGCC
ACCTTGTCAAGAGGAGATGACCAAGAACCAGGTGTCCCTGTGGTGTCTGGTGAAAGGCTTCTATCCCAGCGATATCG
CCGTGGAGTGGGAGAGCAACGGCCAGCCCGAGAACAACTACAAGACCACCCCCCCTGTGCTGGACAGCGACGGCAGC
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TTCTTCCTGTACTCCAAGCTGACCGTGGACAAGTCCAGATGGCAGGAGGGCAACGTCTTCAGCTGCTCCGTGATGCA
CGAGGCCCTGCACAACCACTACACCCAGAAGTCCCTGAGCCTGAGCCTGGGCAAG

[0488]  BCMA X CD3xA004

[0489]  BCMA'Efk’23%:SEQ 1D NO.84

[0490]  DIVLTQSPASLAVSPGQRATITCRASKSVTTSGYSYIHWYQKKPGQPPKLLIYLASDLEAGVPARFSGS
GSGTDFTLTINPVEAEDTANYYCQHSRELPWTFGQGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPR
EAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC
[0491] A% 1712741 :SEQ ID NO.85

[0492]  GACATCGTGCTGACACAGAGCCCTGCTTCTCTGGCTGTGTCTCCTGGCCAGAGAGCCACCATCACCTGT
AGAGCCAGCAAGAGCGTGACCACCAGCGGCTACTCTTACATCCACTGGTATCAGAAGAAGCCCGGCCAGCCTCCTAA
GCTGCTGATCTACCTGGCCAGCGATCTGGAAGCTGGCGTGCCAGCTAGATTTTCTGGCAGCGGCTCTGGCACCGACT
TCACCCTGACAATCAACCCCGTGGAAGCCGAAGACACCGCCAACTACTACTGCCAGCACAGCAGAGAGCTGCCCTGG
ACATTTGGCCAGGGCACCAAGGTGGAAATCAAGCGAACTGTGGCTGCACCATCTGTCTTCATCTTCCCGCCATCTGA
TGAGCAGTTGAAATCTGGAACTGCCTCTGTTGTGTGCCTGCTGAATAACTTCTATCCCAGAGAGGCCAAAGTACAGT
GGAAGGTGGATAACGCCCTCCAATCGGGTAACTCCCAGGAGAGTGTCACAGAGCAGGACAGCAAGGACAGCACCTAC
AGCCTCAGCAGCACCCTGACGCTGAGCAAAGCAGACTACGAGAAACACAAAGTCTACGCCTGCGAAGTCACCCATCA
GGGCCTGAGCTCGCCCGTCACAAAGAGCTTCAACAGGGGAGAGTGT

[0493]  BCMAME Higf (FE%%1) :SEQ ID NO.86

[0494]  QVQLVQSGSELKKPGASVKVSCKASGY ITFTNFGMNWVREAPGQGLEWMGWINTYTGEQTYADGFTGRFV
FSLDTSASTAYLQISSLKAEDTAVYFCARGEIYYGYDVGEVYWGQGTLVTVSSASTKGPSVFPLAPCSRSTSESTAA
LGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESK
YGPPCPPCPAPEFEGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQENS
TYRVVSVLTVLHQDWLNGKEYKCKVSNKGLASS TEKTISKAKGQPREPQVCTLPPSQEEMTKNQVSLSCAVKGFYPS
DIAVEWESNGQPENNYKTTPPVLDSDGSFFLVSKLTVDKSRWQEGNVFSCSVMHEALHNHY TQKSLSLSLGK
[0495]  AZF& 741 :SEQ ID NO.87

[0496]  CAGGTTCAGCTGGTGCAGTCTGGCAGCGAGCTGAAGAAACCTGGCGCCTCTGTGAAGGTGTCCTGCAAG
GCTAGCGGCTACATCTTCACCAACTTCGGCATGAACTGGGTCCGAGAGGCTCCTGGACAGGGACTCGAATGGATGGG
CTGGATCAACACCTACACCGGCGAGCAGATCTACGCCGATGGCTTCACAGGCAGATTCGTGTTCAGCCTGGACACCA
GCGCCAGCACAGCTTACCTGCAGATCAGCTCTCTGAAGGCCGAGGATACCGCCGTGTACTTCTGTGCCAGAGGCGAG
ATCTACTACGGCTACGACGTGGGCTTTGTGTACTGGGGCCAGGGAACACTGGTCACCGTTAGCTCTGCTAGCACCAA
GGGCCCCAGCGTGTTCCCCCTGGCCCCTTGCAGCAGAAGCACCAGCGAGAGCACAGCCGCCCTGGGCTGCCTGGTGA
AGGACTACTTCCCCGAGCCCGTGACCGTGTCCTGGAACAGCGGCGCTCTGACCAGCGGCGTGCATACCTTCCCOGCC
GTGCTCCAGAGCAGCGGACTGTACTCCCTGAGCAGCGTGGTGACCGTGCCTTCCAGCAGCCTGGGCACCAAGACCTA
CACCTGCAACGTGGACCACAAGCCCAGCAACACCAAGGTGGACAAGAGAGTGGAGAGCAAGTACGGCCCTCCCTGCC
CCCCTTGCCCTGCCCCOGAGTTCGAGGGCGGACCTAGCGTGTTCCTGTTCCCCCCCAAGCCCAAGGACACCCTGATG
ATCAGCAGAACCCCCGAGGTGACCTGCGTGGTGGTGGACGTGTCCCAGGAGGACCCCGAGGTCCAGTTTAATTGGTA
CGTGGACGGCGTGGAAGTGCATAACGCCAAGACCAAGCCCAGAGAGGAGCAGTTCAACAGCACCTACAGAGTGGTGT
CCGTGCTGACCGTGCTGCACCAGGACTGGCTGAACGGCAAGGAATACAAGTGCAAGGTCTCCAACAAGGGCCTGGCC
AGCAGCATCGAGAAGACCATCAGCAAGGCCAAGGGCCAGCCACGGGAGCCCCAGGTCTGCACCCTGCCACCTAGCCA
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AGAGGAGATGACCAAGAACCAGGTGTCCCTGAGCTGTGCCGTGAAAGGCTTCTATCCCAGCGATATCGCCGTGGAGT
GGGAGAGCAACGGCCAGCCCGAGAACAACTACAAGACCACCCCCCCTGTGCTGGACAGCGACGGCAGCTTCTTCCTG
GTTTCCAAGCTGACCGTGGACAAGTCCAGATGGCAGGAGGGCAACGTCTTCAGCTGCTCCGTGATGCACGAGGCCCT
GCACAACCACTACACCCAGAAGTCCCTGAGCCTGAGCCTGGGCAAG

[0497]  CD3/EAf25%:SEQ ID NO.66

[0498]  QAVVTQEPSLTVSPGGTVTLTCRSSTGAVTTSNYANWVQEKPGQAPRGLIGGTNKRAPWTPARFSGSLL
GGKAALTITGAQAEDEAEYYCVLWYSNLWVFGGGTKLTVLGQPKAAPSVTLFPPSSEELQANKATLVCLISDFYPGA
VTVAWKADSSPVKAGVETTTPSKQSNNKYAASSYLSLTPEQWKSHRSYSCQVTHEGSTVEKTVAPTECS

[0499]  AZF& 741 :SEQ ID NO.67

[0500]  CAGGCTGTGGTCACACAAGAGCCTAGCCTGACAGTGTCTCCTGGCGGCACAGTGACCCTGACCTGTAGA
TCTTCTACAGGCGCCGTGACCACCAGCAACTACGCTAATTGGGTGCAGGAGAAGCCCGGCCAGGCTCCTAGAGGACT
GATCGGCGGAACAAACAAGAGAGCCCCTTGGACACCCGCCAGATTCTCTGGATCTCTGCTCGGCGGAAAGGCCGCTC
TGACAATCACTGGTGCTCAGGCTGAGGACGAGGCCGAGTACTATTGTGTGCTGTGGTACAGCAACCTGTGGGTGTTC
GGCGGAGGCACCAAACTGACAGTTCTGGGTCAGCCCAAGGCGGCGCCCTCGGTCACTCTGTTCCCGCCCTCCTCTGA
GGAGCTTCAAGCCAACAAGGCCACACTGGTGTGTCTCATAAGTGACTTCTATCCGGGAGCCGTGACAGTGGCCTGGA
AGGCAGATAGCAGCCCCGTCAAGGCGGGAGTGGAGACCACCACACCCTCCAAACAAAGCAACAACAAGTACGCGGCC
AGCAGCTACCTGAGCCTGACGCCTGAGCAGTGGAAGTCCCACAGAAGCTACAGCTGCCAGGTCACGCATGAAGGGAG
CACCGTGGAGAAGACAGTGGCCCCTACAGAATGTTCA

[0501]  CD3/E Hgk (FE%%2) :SEQ ID NO.68

[0502]  EVQLVESGGGLVQPGGSLRLSCAASGFTENTYAMNWVRKAPGKGLEWVGRTRSKYNNYATYYADSVKDR
FTISRDDSKNSLYLOQMNSLKTEDTAVYYCVRHGNFGNSYVSWEAYWGQGTLVTVSSASTKGPSVFPLAPCSRSTSES
TAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRV
ESKYGPPCPPCPAPEFEGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQENWYVDGVEVHNAKTKPREEQ
ENSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLASSTEKT ISKAKGQPREPQVYTLPPCQEEMTKNQVSLWCLVKGF
YPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQEGNVESCSVMHEALHNHY TQKSLSLSLGK
[0503]  AZ %741 :SEQ ID NO.69

[0504]  GAGGTGCAGCTGGTTGAATCTGGCGGAGGACTGGTTCAGCCTGGCGGATCTCTGAGACTGTCTTGTGCC
GCCAGCGGCTTCACCTTCAACACCTACGCTATGAACTGGGTCCGAAAGGCCCCTGGCAAAGGACTGGAATGGGTGGG
AAGAATCAGGTCCAAGTACAACAACTACGCCACCTACTACGCCGACAGCGTGAAGGACAGATTCACCATCAGCAGGG
ACGACAGCAAGAACAGCCTGTACCTGCAGATGAACAGCCTGAAAACCGAGGACACCGCCGTGTACTACTGTGTCAGA
CACGGCAACTTCGGCAACAGCTATGTGTCTTGGTTTGCCTACTGGGGCCAGGGCACACTGGTCACAGTTAGCTCTGC
TAGCACCAAGGGCCCCAGCGTGTTCCCCCTGGCCCCTTGCAGCAGAAGCACCAGCGAGAGCACAGCCGCCCTGGGCT
GOCTGGTGAAGGACTACTTCCCCGAGCCCGTGACCGTGTCCTGGAACAGOGGCGCTCTGACCAGCGGCGTGCATACC
TTCCOCGCCGTGCTCCAGAGCAGCGGACTGTACTCCCTGAGCAGCGTGGTGACCGTGCCTTCCAGCAGCCTGGGCAC
CAAGACCTACACCTGCAACGTGGACCACAAGCCCAGCAACACCAAGGTGGACAAGAGAGTGGAGAGCAAGTACGGCC
CTCCCTGCCCCCCTTGCCCTGOCCCCGAGTTCGAGGGCGGACCTAGCGTGTTCCTGTTCCCCCCCAAGCCCAAGGAC
ACCCTGATGATCAGCAGAACCCCCGAGGTGACCTGCGTGGTGGTGGACGTGTCCCAGGAGGACCCCGAGGTCCAGTT
TAATTGGTACGTGGACGGCGTGGAAGTGCATAACGCCAAGACCAAGCCCAGAGAGGAGCAGTTCAACAGCACCTACA
GAGTGGTGTCCGTGCTGACCGTGCTGCACCAGGACTGGCTGAACGGCAAGGAATACAAGTGCAAGGTCTCCAACAAG
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GGCCTGGCCAGCAGCATCGAGAAGACCATCAGCAAGGCCAAGGGCCAGCCACGGGAGCCCCAGGTCTACACCCTGCC
ACCTTGTCAAGAGGAGATGACCAAGAACCAGGTGTCCCTGTGGTGTCTGGTGAAAGGCTTCTATCCCAGCGATATCG
CCGTGGAGTGGGAGAGCAACGGCCAGCCCGAGAACAACTACAAGACCACCCCCCCTGTGCTGGACAGCGACGGCAGC
TTCTTCCTGTACTCCAAGCTGACCGTGGACAAGTCCAGATGGCAGGAGGGCAACGTCTTCAGCTGCTCCGTGATGCA
CGAGGCCCTGCACAACCACTACACCCAGAAGTCCCTGAGCCTGAGCCTGGGCAAG

[0505]  BCMA X CD3xA005

[0506]  BCMA‘Ek’2%E: SEQ 1D NO.80

[0507]  DIVLTQSPASLAVSPGQRATITCRASKSVSTSGYSYMHWYQKKPGQPPKLLIYLASNLESGVPARFSGS
GSGTDFTLTINPVEAEDTANYYCQHSRELPWTEGQGTKVETKRTVAAPSVE TFPPSDEQLKSGTASVVCLLNNFYPR
EAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC
[0508] A% &) 41:SEQ ID NO.81

[0509]  GACATCGTGCTGACACAGAGCCCTGCTTCTCTGGCTGTGTCTCCTGGCCAGAGAGCCACCATCACCTGT
AGAGCCAGCAAGAGCGTGTCCACCAGCGGCTACTCTTACATGCACTGGTATCAGAAGAAGCCCGGCCAGCCTCCTAA
GCTGCTGATCTACCTGGCTAGCAACCTCGAAAGCGGAGTGCCTGCTAGATTTTCTGGCAGCGGCTCTGGCACCGACT
TCACCCTGACAATCAACCCCGTGGAAGCCGAAGACACCGCCAACTACTACTGCCAGCACAGCAGAGAGCTGCCCTGG
ACATTTGGCCAGGGCACCAAGGTGGAAATCAAGCGAACTGTGGCTGCACCATCTGTCTTCATCTTCCCGCCATCTGA
TGAGCAGTTGAAATCTGGAACTGCCTCTGTTGTGTGCCTGCTGAATAACTTCTATCCCAGAGAGGCCAAAGTACAGT
GGAAGGTGGATAACGCCCTCCAATCGGGTAACTCCCAGGAGAGTGTCACAGAGCAGGACAGCAAGGACAGCACCTAC
AGCCTCAGCAGCACCCTGACGCTGAGCAAAGCAGACTACGAGAAACACAAAGTCTACGCCTGCGAAGTCACCCATCA
GGGCCTGAGCTCGCCCGTCACAAAGAGCTTCAACAGGGGAGAGTGT

[0510]  BCMA/EF Hif (Fi%%1) :SEQ 1D NO.86

[0511]  QVQLVQSGSELKKPGASVKVSCKASGY IFTNFGMNWVREAPGQGLEWMGWINTYTGEQIYADGFTGRFV
FSLDTSVSTAYLQISSLKAEDTAVYFCARGETYYGYDVGFVYWGQGTLVTVSSASTKGPSVEPLAPCSRSTSESTAA
LGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESK
YGPPCPPCPAPEFEGGPSVELFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQENWYVDGVEVHNAKTKPREEQFNS
TYRVVSVLTVLHQDWLNGKEYKCKVSNKGLASS TEKT I SKAKGQPREPQVCTLPPSQEEMTKNQVSLSCAVKGFYPS
DIAVEWESNGQPENNYKTTPPVLDSDGSFFLVSKLTVDKSRWQEGNVFSCSYMHEALHNHY TQKSLSLSLGK
[0512]  AZH& 741 :SEQ ID NO.87

[0513]  CAGGTTCAGCTGGTGCAGTCTGGCAGCGAGCTGAAGAAACCTGGCGCCTCTGTGAAGGTGTCCTGCAAG
GCTAGCGGCTACATCTTCACCAACTTCGGCATGAACTGGGTCCGAGAGGCTCCTGGACAGGGACTCGAATGGATGGG
CTGGATCAACACCTACACCGGCGAGCAGATCTACGCCGATGGCTTCACAGGCAGATTCGTGTTCAGCCTGGACACCA
GCGTCAGCACAGCTTACCTGCAGATCAGCTCTCTGAAGGCCGAGGATACCGCCGTGTACTTCTGTGCCAGAGGCGAG
ATCTACTACGGCTACGACGTGGGCTTTGTGTACTGGGGCCAGGGAACACTGGTCACCGTTAGCTCTGCTAGCACCAA
GGGCCCCAGCGTGTTCCCCCTGGCCCCTTGCAGCAGAAGCACCAGCGAGAGCACAGCCGCCCTGGGCTGCCTGGTGA
AGGACTACTTCCCCGAGCCCGTGACCGTGTCCTGGAACAGCGGCGCTCTGACCAGCGGCGTGCATACCTTCCCCGCC
GTGCTCCAGAGCAGCGGACTGTACTCCCTGAGCAGCGTGGTGACCGTGCCTTCCAGCAGCCTGGGCACCAAGACCTA
CACCTGCAACGTGGACCACAAGCCCAGCAACACCAAGGTGGACAAGAGAGTGGAGAGCAAGTACGGCCCTCCCTGCC
CCCCTTGCCCTGOCCCOGAGTTCGAGGGCGGACCTAGCGTGTTCCTGTTCCCCCCCAAGCCCAAGGACACCCTGATG
ATCAGCAGAACCCCCGAGGTGACCTGCGTGGTGGTGGACGTGTCCCAGGAGGACCCCGAGGTCCAGTTTAATTGGTA
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CGTGGACGGCGTGGAAGTGCATAACGCCAAGACCAAGCCCAGAGAGGAGCAGTTCAACAGCACCTACAGAGTGGTGT
CCGTGCTGACCGTGCTGCACCAGGACTGGCTGAACGGCAAGGAATACAAGTGCAAGGTCTCCAACAAGGGCCTGGCC
AGCAGCATCGAGAAGACCATCAGCAAGGCCAAGGGCCAGCCACGGGAGCCCCAGGTCTGCACCCTGCCACCTAGCCA
AGAGGAGATGACCAAGAACCAGGTGTCCCTGAGCTGTGCCGTGAAAGGCTTCTATCCCAGCGATATCGCCGTGGAGT
GGGAGAGCAACGGCCAGCCCGAGAACAACTACAAGACCACCCCCCCTGTGCTGGACAGCGACGGCAGCTTCTTCCTG
GTTTCCAAGCTGACCGTGGACAAGTCCAGATGGCAGGAGGGCAACGTCTTCAGCTGCTCCGTGATGCACGAGGCCCT
GCACAACCACTACACCCAGAAGTCCCTGAGCCTGAGCCTGGGCAAG

[0514]  CD3/EAf25%:SEQ ID NO.66

[0515]  QAVVTQEPSLTVSPGGTVTLTCRSSTGAVTTSNYANWVQEKPGQAPRGLIGGTNKRAPWTPARFSGSLL
GGKAALTITGAQAEDEAEYYCVLWYSNLWVFGGGTKLTVLGQPKAAPSVTLFPPSSEELQANKATLVCLISDFYPGA
VTVAWKADSSPVKAGVETTTPSKQSNNKYAASSYLSLTPEQWKSHRSYSCQVTHEGSTVEKTVAPTECS

[0516]  AZ %741 :SEQ ID NO.67

[0517]  CAGGCTGTGGTCACACAAGAGCCTAGCCTGACAGTGTCTCCTGGCGGCACAGTGACCCTGACCTGTAGA
TCTTCTACAGGCGCCGTGACCACCAGCAACTACGCTAATTGGGTGCAGGAGAAGCCCGGCCAGGCTCCTAGAGGACT
GATCGGCGGAACAAACAAGAGAGCCCCTTGGACACCCGCCAGATTCTCTGGATCTCTGCTCGGCGGAAAGGCCGCTC
TGACAATCACTGGTGCTCAGGCTGAGGACGAGGCCGAGTACTATTGTGTGCTGTGGTACAGCAACCTGTGGGTGTTC
GGCGGAGGCACCAAACTGACAGTTCTGGGTCAGCCCAAGGCGGCGCCCTCGGTCACTCTGTTCCCGCCCTCCTCTGA
GGAGCTTCAAGCCAACAAGGCCACACTGGTGTGTCTCATAAGTGACTTCTATCCGGGAGCCGTGACAGTGGCCTGGA
AGGCAGATAGCAGCCCCGTCAAGGCGGGAGTGGAGACCACCACACCCTCCAAACAAAGCAACAACAAGTACGCGGCC
AGCAGCTACCTGAGCCTGACGCCTGAGCAGTGGAAGTCCCACAGAAGCTACAGCTGCCAGGTCACGCATGAAGGGAG
CACCGTGGAGAAGACAGTGGCCCCTACAGAATGTTCA

[0518]  CD34% fifif (Fi%#2) :SEQ 1D NO.68

[0519]  EVQLVESGGGLVQPGGSLRLSCAASGFTENTYAMNWVRKAPGKGLEWVGRTRSKYNNYATYYADSVKDR
FTISRDDSKNSLYLOQMNSLKTEDTAVYYCVRHGNFGNSYVSWEAYWGQGTLVTVSSASTKGPSVFPLAPCSRSTSES
TAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRV
ESKYGPPCPPCPAPEFEGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQENWYVDGVEVHNAKTKPREEQ
ENSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLASSTEKT ISKAKGQPREPQVYTLPPCQEEMTKNQVSLWCLVKGF
YPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQEGNVESCSVMHEALHNHY TQKSLSLSLGK
[0520] A&7 41 :SEQ ID NO.69

[0521]  GAGGTGCAGCTGGTTGAATCTGGCGGAGGACTGGTTCAGCCTGGCGGATCTCTGAGACTGTCTTGTGCC
GCCAGCGGCTTCACCTTCAACACCTACGCTATGAACTGGGTCCGAAAGGCCCCTGGCAAAGGACTGGAATGGGTGGG
AAGAATCAGGTCCAAGTACAACAACTACGCCACCTACTACGCCGACAGCGTGAAGGACAGATTCACCATCAGCAGGG
ACGACAGCAAGAACAGCCTGTACCTGCAGATGAACAGCCTGAAAACCGAGGACACCGCCGTGTACTACTGTGTCAGA
CACGGCAACTTCGGCAACAGCTATGTGTCTTGGTTTGCCTACTGGGGCCAGGGCACACTGGTCACAGTTAGCTCTGC
TAGCACCAAGGGCCCCAGCGTGTTCCCCCTGGCCCCTTGCAGCAGAAGCACCAGCGAGAGCACAGCCGCCCTGGGCT
GCCTGGTGAAGGACTACTTCCCCGAGCCCGTGACCGTGTCCTGGAACAGCGGCGCTCTGACCAGCGGCGTGCATACC
TTCCOCGCCGTGCTCCAGAGCAGCGGACTGTACTCCCTGAGCAGCGTGGTGACCGTGCCTTCCAGCAGCCTGGGCAC
CAAGACCTACACCTGCAACGTGGACCACAAGCCCAGCAACACCAAGGTGGACAAGAGAGTGGAGAGCAAGTACGGCC
CTCCCTGCCCCCCTTGCCCTGOCCCCGAGTTCGAGGGCGGACCTAGCGTGTTCCTGTTCCCCCCCAAGCCCAAGGAC
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ACCCTGATGATCAGCAGAACCCCCGAGGTGACCTGCGTGGTGGTGGACGTGTCCCAGGAGGACCCCGAGGTCCAGTT
TAATTGGTACGTGGACGGCGTGGAAGTGCATAACGCCAAGACCAAGCCCAGAGAGGAGCAGTTCAACAGCACCTACA
GAGTGGTGTCCGTGCTGACCGTGCTGCACCAGGACTGGCTGAACGGCAAGGAATACAAGTGCAAGGTCTCCAACAAG
GGCCTGGCCAGCAGCATCGAGAAGACCATCAGCAAGGCCAAGGGCCAGCCACGGGAGCCCCAGGTCTACACCCTGCC
ACCTTGTCAAGAGGAGATGACCAAGAACCAGGTGTCCCTGTGGTGTCTGGTGAAAGGCTTCTATCCCAGCGATATCG
CCGTGGAGTGGGAGAGCAACGGCCAGCCCGAGAACAACTACAAGACCACCCCCCCTGTGCTGGACAGCGACGGCAGC
TTCTTCCTGTACTCCAAGCTGACCGTGGACAAGTCCAGATGGCAGGAGGGCAACGTCTTCAGCTGCTCCGTGATGCA
CGAGGCCCTGCACAACCACTACACCCAGAAGTCCCTGAGCCTGAGCCTGGGCAAG

[0522]  BCMA X CD3xkA006

[0523]  BCMA'Efk’23%:SEQ 1D NO.84

[0524]  DIVLTQSPASLAVSPGQRATITCRASKSVTTSGYSYIHWYQKKPGQPPKLLIYLASDLEAGVPARFSGS
GSGTDFTLTINPVEAEDTANYYCQHSRELPWTFGQGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPR
EAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC
[0525] A%y 41 :SEQ ID NO.85

[0526]  GACATCGTGCTGACACAGAGCCCTGCTTCTCTGGCTGTGTCTCCTGGCCAGAGAGCCACCATCACCTGT
AGAGCCAGCAAGAGCGTGACCACCAGCGGCTACTCTTACATCCACTGGTATCAGAAGAAGCCCGGCCAGCCTCCTAA
GCTGCTGATCTACCTGGCCAGCGATCTGGAAGCTGGCGTGCCAGCTAGATTTTCTGGCAGCGGCTCTGGCACCGACT
TCACCCTGACAATCAACCCCGTGGAAGCCGAAGACACCGCCAACTACTACTGCCAGCACAGCAGAGAGCTGCCCTGG
ACATTTGGCCAGGGCACCAAGGTGGAAATCAAGCGAACTGTGGCTGCACCATCTGTCTTCATCTTCCCGCCATCTGA
TGAGCAGTTGAAATCTGGAACTGCCTCTGTTGTGTGCCTGCTGAATAACTTCTATCCCAGAGAGGCCAAAGTACAGT
GGAAGGTGGATAACGCCCTCCAATCGGGTAACTCCCAGGAGAGTGTCACAGAGCAGGACAGCAAGGACAGCACCTAC
AGCCTCAGCAGCACCCTGACGCTGAGCAAAGCAGACTACGAGAAACACAAAGTCTACGCCTGCGAAGTCACCCATCA
GGGCCTGAGCTCGCCCGTCACAAAGAGCTTCAACAGGGGAGAGTGT

[0527]  BCMAKE HBg% (FE%%1) :SEQ ID NO.86

[0528]  QVQLVQSGSELKKPGASVKVSCKASGY IFTNFGMNWVREAPGQGLEWMGWINTYTGEQIYADGFTGRFV
FSLDTSVSTAYLQISSLKAEDTAVYFCARGEIYYGYDVGEVYWGQGTLVTVSSASTKGPSVFPLAPCSRSTSESTAA
LGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESK
YGPPCPPCPAPEFEGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQENS
TYRVVSVLTVLHQDWLNGKEYKCKVSNKGLASSIEKTISKAKGQPREPQVCTLPPSQEEMTKNQVSLSCAVKGFYPS
DIAVEWESNGQPENNYKTTPPVLDSDGSFFLVSKLTVDKSRWQEGNVESCSVMHEALHNHY TQKSLSLSLGK
[0529]  AZF1& 741 :SEQ ID NO.87

[0530]  CAGGTTCAGCTGGTGCAGTCTGGCAGCGAGCTGAAGAAACCTGGCGCCTCTGTGAAGGTGTCCTGCAAG
GCTAGCGGCTACATCTTCACCAACTTCGGCATGAACTGGGTCCGAGAGGCTCCTGGACAGGGACTCGAATGGATGGG
CTGGATCAACACCTACACCGGCGAGCAGATCTACGCCGATGGCTTCACAGGCAGATTCGTGTTCAGCCTGGACACCA
GCGTCAGCACAGCTTACCTGCAGATCAGCTCTCTGAAGGCCGAGGATACCGCCGTGTACTTCTGTGCCAGAGGCGAG
ATCTACTACGGCTACGACGTGGGCTTTGTGTACTGGGGCCAGGGAACACTGGTCACCGTTAGCTCTGCTAGCACCAA
GGGCCCCAGCGTGTTCCCCCTGGCCCCTTGCAGCAGAAGCACCAGCGAGAGCACAGCCGCCCTGGGCTGCCTGGTGA
AGGACTACTTCCCCGAGCCCGTGACCGTGTCCTGGAACAGCGGCGCTCTGACCAGCGGCGTGCATACCTTCCCCGCC
GTGCTCCAGAGCAGCGGACTGTACTCCCTGAGCAGCGTGGTGACCGTGCCTTCCAGCAGCCTGGGCACCAAGACCTA
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CACCTGCAACGTGGACCACAAGCCCAGCAACACCAAGGTGGACAAGAGAGTGGAGAGCAAGTACGGCCCTCCCTGCC
CCCCTTGCCCTGCCCCCGAGTTCGAGGGCGGACCTAGCGTGTTCCTGTTCCCCCCCAAGCCCAAGGACACCCTGATG
ATCAGCAGAACCCCCGAGGTGACCTGCGTGGTGGTGGACGTGTCCCAGGAGGACCCCGAGGTCCAGTTTAATTGGTA
CGTGGACGGCGTGGAAGTGCATAACGCCAAGACCAAGCCCAGAGAGGAGCAGTTCAACAGCACCTACAGAGTGGTGT
COGTGCTGACCGTGCTGCACCAGGACTGGCTGAACGGCAAGGAATACAAGTGCAAGGTCTCCAACAAGGGCCTGGCC
AGCAGCATCGAGAAGACCATCAGCAAGGCCAAGGGCCAGCCACGGGAGCCCCAGGTCTGCACCCTGCCACCTAGCCA
AGAGGAGATGACCAAGAACCAGGTGTCCCTGAGCTGTGCCGTGAAAGGCTTCTATCCCAGCGATATCGCOGTGGAGT
GGGAGAGCAACGGCCAGCCCGAGAACAACTACAAGACCACCCCCCCTGTGCTGGACAGCGACGGCAGCTTCTTCCTG
GTTTCCAAGCTGACCGTGGACAAGTCCAGATGGCAGGAGGGCAACGTCTTCAGCTGCTCCGTGATGCACGAGGCCCT
GCACAACCACTACACCCAGAAGTCCCTGAGCCTGAGCCTGGGCAAG

[0531]  CD3/EAf25%:SEQ ID NO.66

[0532]  QAVVTQEPSLTVSPGGTVTLTCRSSTGAVTTSNYANWVQEKPGQAPRGLIGGTNKRAPWTPARFSGSLL
GGKAALTITGAQAEDEAEYYCVLWYSNLWVFGGGTKLTVLGQPKAAPSVTLFPPSSEELQANKATLVCLISDFYPGA
VTVAWKADSSPVKAGVETTTPSKQSNNKYAASSYLSLTPEQWKSHRSYSCQVTHEGSTVEKTVAPTECS

[0533]  AZH& 741 :SEQ ID NO.67

[0534]  CAGGCTGTGGTCACACAAGAGCCTAGCCTGACAGTGTCTCCTGGCGGCACAGTGACCCTGACCTGTAGA
TCTTCTACAGGCGCCGTGACCACCAGCAACTACGCTAATTGGGTGCAGGAGAAGCCCGGCCAGGCTCCTAGAGGACT
GATCGGCGGAACAAACAAGAGAGCCCCTTGGACACCCGCCAGATTCTCTGGATCTCTGCTCGGCGGAAAGGCCGCTC
TGACAATCACTGGTGCTCAGGCTGAGGACGAGGCCGAGTACTATTGTGTGCTGTGGTACAGCAACCTGTGGGTGTTC
GGCGGAGGCACCAAACTGACAGTTCTGGGTCAGCCCAAGGCGGCGCCCTCGGTCACTCTGTTCCCGCCCTCCTCTGA
GGAGCTTCAAGCCAACAAGGCCACACTGGTGTGTCTCATAAGTGACTTCTATCCGGGAGCCGTGACAGTGGCCTGGA
AGGCAGATAGCAGCCCCGTCAAGGCGGGAGTGGAGACCACCACACCCTCCAAACAAAGCAACAACAAGTACGCGGCC
AGCAGCTACCTGAGCCTGACGCCTGAGCAGTGGAAGTCCCACAGAAGCTACAGCTGCCAGGTCACGCATGAAGGGAG
CACCGTGGAGAAGACAGTGGCCCCTACAGAATGTTCA

[0535]  CD3%# difk (F%42) :SEQ ID NO.68

[0536]  EVQLVESGGGLVQPGGSLRLSCAASGFTENTYAMNWVRKAPGKGLEWVGRIRSKYNNYATYYADSVKDR
FTTSRDDSKNSLYLQMNSLKTEDTAVYYCVRHGNFGNSYVSWFAYWGQGTLVTVSSASTKGPSVFPLAPCSRSTSES
TAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRY
ESKYGPPCPPCPAPEFEGGPSVELFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQ
FNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLASS TEKTISKAKGQPREPQVYTLPPCQEEMTKNQVSLWCLVKGF
YPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQEGNVFSCSYMHEALHNHY TQKSLSLSLGK
[0537]  AZH& 741 :SEQ ID NO.69

[0538]  GAGGTGCAGCTGGTTGAATCTGGCGGAGGACTGGTTCAGCCTGGCGGATCTCTGAGACTGTCTTGTGCC
GCCAGCGGCTTCACCTTCAACACCTACGCTATGAACTGGGTCCGAAAGGCCCCTGGCAAAGGACTGGAATGGGTGGG
AAGAATCAGGTCCAAGTACAACAACTACGCCACCTACTACGCCGACAGCGTGAAGGACAGATTCACCATCAGCAGGG
ACGACAGCAAGAACAGCCTGTACCTGCAGATGAACAGCCTGAAAACCGAGGACACCGCCGTGTACTACTGTGTCAGA
CACGGCAACTTCGGCAACAGCTATGTGTCTTGGTTTGCCTACTGGGGCCAGGGCACACTGGTCACAGTTAGCTCTGC
TAGCACCAAGGGCCCCAGCGTGTTCCCCCTGGCCCCTTGCAGCAGAAGCACCAGCGAGAGCACAGCCGCCCTGGGCT
GOCTGGTGAAGGACTACTTCCCCGAGCCCGTGACCGTGTCCTGGAACAGOGGCGCTCTGACCAGCGGCGTGCATACC
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TTCCCCGCCGTGCTCCAGAGCAGCGGACTGTACTCCCTGAGCAGCGTGGTGACCGTGCCTTCCAGCAGCCTGGGCAC
CAAGACCTACACCTGCAACGTGGACCACAAGCCCAGCAACACCAAGGTGGACAAGAGAGTGGAGAGCAAGTACGGCC
CTCCCTGCCCCCCTTGCCCTGCCCCCGAGTTCGAGGGCGGACCTAGCGTGTTCCTGTTCCCCCCCAAGCCCAAGGAC
ACCCTGATGATCAGCAGAACCCCCGAGGTGACCTGCGTGGTGGTGGACGTGTCCCAGGAGGACCCCGAGGTCCAGTT
TAATTGGTACGTGGACGGCGTGGAAGTGCATAACGCCAAGACCAAGCCCAGAGAGGAGCAGTTCAACAGCACCTACA
GAGTGGTGTCCGTGCTGACCGTGCTGCACCAGGACTGGCTGAACGGCAAGGAATACAAGTGCAAGGTCTCCAACAAG
GGCCTGGCCAGCAGCATCGAGAAGACCATCAGCAAGGCCAAGGGCCAGCCACGGGAGCCCCAGGTCTACACCCTGCC
ACCTTGTCAAGAGGAGATGACCAAGAACCAGGTGTCCCTGTGGTGTCTGGTGAAAGGCTTCTATCCCAGCGATATCG
CCGTGGAGTGGGAGAGCAACGGCCAGCCCGAGAACAACTACAAGACCACCCCCCCTGTGCTGGACAGCGACGGCAGC
TTCTTCCTGTACTCCAAGCTGACCGTGGACAAGTCCAGATGGCAGGAGGGCAACGTCTTCAGCTGCTCCGTGATGCA
CGAGGCCCTGCACAACCACTACACCCAGAAGTCCCTGAGCCTGAGCCTGGGCAAG

[0539]  2.BCMA X CD3kAAS TPkt F ik Fatifl,

[0540] A AR N oA R BE BURE , F2BCMART 585 (%) < CD3AT A5k (WER4%) : BCMAY
Hrpk (FEg%L) OO fipk (FEHE2) =2:2: 1: 1L RIE S, 53mg/mL PELTRG I, SR [AIHE 4
CHO-S4Hfif, 7£500mL CD CHO AGTH5##3E (Gibco#12490-001) 37°C5%C0, 150rpmi s, 2l
FEBHFESE2 ARG K, TIANA%CHO Feed C+EMEF (Gibeo#A25031-05) o 24 41 4[4 2285 % /¢
A R AL, i B8R 22 Protein ASRRIZETRIZEAHAL , SEC- HPLC AR e i /s i B e
T92% ;28Capto S ImpActiZ [ AZH=AT, RS Bt PR A 98-99% LA | (GE11D) .
[0541]  £511.BCMA X CD3KARURE BT 1 4l

HPLC-SEC (Protein A &) | HPLC-SEC (/8 & F 3 E#1)5)
B4 | Bk | AR | R&K LR i
BCMAXCD3 k2003 | 2.3% 94.4% 3.3% 1.8% 98.2% 0.0%
BCMAXCD3 k2004 | 1.4% 95.2% 3.4% 1.0% 99.0% 0.0%
BCMAXCD3 k2005 | 2.0% 91.9% 6.2% 1.6% 98.4% 0.0%
BCMAXxCD3 «A006 | 0.5% | 96.4% | 3.1% 0.6% 99.4% 0.0%

[0543]  3.BCMA X CD3AAE PR IK45 SiE M

[0544] (1) BCMA X CD3kMBURE - HUIAR S s A 1l E

[0545]  {10pg/mL A Bl B EBCMAEL CD3 e v H1 21 Hu i i 24 LB IDE 45 5 B OG0 (GE
healthcare) , =l BT 456 5 29200RU FE28VRA T , KAbs AR IO H TR (A 10pg/mLi , 24%
FARET/MBEIE) |, LL3OuL /mi nfl i it i o0s 1, 5 2 I TR 350D, il 5N [1600F) « FiBiacore
T200 evaluationfKPFLAL: 145G HEAF BN 20 ) A s A e 45 R WAk12.
[0546] 312 .BCMA X CD3MBURF LD UA S PR SRR

HPLC #

[0542]

(05471 Tkp (nw) ABCMA | & BUEBOMA | ACD3sy | EMRECD3e y
BCMA X CD3kA003 | 1.3 0.16 31 43
BCMA X CD3kA004 | 1.0 0.12 32 43
BCMA X CD3kA005 | 1.1 0.09 28 20
BCMA X CD3kA006 | 1.2 0.10 27 33
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[0548]  (2) BCMA X CD3rkAMUARE S HifAR S BCMA+ A1) 45 &

[05491 3 IO Z0A KU CHO - ABCMARS A% 4H )i (CHO-hBCMA) AICHO - B BCMA TS 4T
fifs (CHO-cynoBCMA) , IR 41 HINCT -HO29FIRPMI -8226 , 4 [41 5 45 FL N 1L0OpL A6 B AR 11
Pk GEEARMEEE 1800nM, 35 R, LOMEE) , 4°CIF A 604 B —HiIIAS0uL/fLAlexa
Fluro647FRC LT ALeG Fe (1:300F) , vk FIFF 2058, P LIRS I 50pL/FLPT%
W (1:300) , 75550 B, i g SGIEA TAS I 20 57k, BOMA X CD3kABURR P A 2 55 A1
TS A BOMARA L4 ; 21 'k, BOMA X CD3kAMU S P Ak i 37 1 7 454 BOMA+
A ANONCT -HI29FIRPMI - 8226 - BOMA X CD3kMIURF - Pk S AN 45 & XEC, W4 13,
[0550] 513 BCMA X CD3kABURR ST AHIBOMARS AL 4RI 25

[0551] EC. , (nM) ABCMA-CHO | E4#BCMA-CHO  |[NCI-H929  |RPMI-8226

BCMA X CD3xkA003 |16 3 34 34
BCMA X CD3xkA004 |22 3 36 39
BCMA X CD3xkA005 |24 3 33 38
BCMA X CD3xkA006 |16 3 32 19

KLH X CD3 - - - -
[0552]  (3) BCMA X CD3xAMBURF-Hiik 5 Jurkat 40045 &

[0553] IO KA Jurkat 40/, JIAN200ug/mLE IgG (Jackson ImmunoResearch,
115-005-03) , 7Kir 3055 o FH4 % /N I A 40 25 X 10° 41 /mL , 251 100uL JIN 9641,
URHR , 300g 25005 Ei , BEAL DI 100pL B FEAR DU IA GEAG BT 1800nM, 3154 RS, 109
FEEE) , 4°CHEE 6073 Bl —HiNAS0uL/FLAlexa Fluro647hricd LLI=FHTA TG Fe (1: 3005
B UK I E 2045 %0, Y1k 5 IING0uL/FLPT , B & 54541, v 4nfia{ (BD C6) FH1 744
Mo A S5 SR A 22 178 14, BOMA X CD3k MR- fLik DA A 71455 A\ A TR T41 i &
Jurkat it

[0554]  (4) BOMAXCD3kAMURF P 5 AN L TAN R 45

[0555]  Hgrfe AN, i1 Ficoll .Paque Plu(GE,17-1440-03) 43 E5452PBMC . J4-PBMC
F4.% /NI (Hyclone, SH30626 . 06) 8240 ZE5 X 10°AN2H/mL , 100uL /LI 964LU
MR, B FE RIS, BRI LOOpL S FEMRE BT GEE A6 B 1800nM, 315 HRE , L0MERET) |
4°CHEE 60455 —HUIINS0uL/fLAlexa Fluro647THriCHIILIEHTA TG Fe (1:300%F) , 7k
204380, Ye Lk Ja INS0uL/FLPT, W & 55 81, TR A4nfie{ (BD C6) HEA T4 o X Hefruac
REGN5458Z: HUS20200024356 55 il H- il £ o A8 M 5 J WL 23 RN 1477775, BOMA X CD3kAMUER
FEHUAGH B SN 11 CDA+THICD8+TAH)IY, 55 AT A1 712160 97nM, Y55 T-BCMAS TR AE
SBOMASZ AR ES & 1, AR TR o ot s S 21 v 4n it .

[0556] 14 .BCMA X CD3kARURFFH T S Jurkat 40 45 7

05571 TEC_ (n) Jurkat CDA+T CD8+T
BOMA X CD3KA003 66 89 97
BOMA X CD3KA004 61 79 67
BCMA X CD3KA005 51 66 60
BCMA X CD3KA006 56 91 93
KLH X CD3 76 57 62
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[0558]  4.BCMA X CD3kARUEE AN T TDCCHE H

(05591  HAUHrie4y B4 2 PBMC A3 Al S5 AL TN 2 A K I R A0 INC T - HO29 MTIRPMT - 8226 41
FfR A, S /e =8 1, AL SOpL B AR BT IA (HUMAk B 66 . TnMiie , L5 A
FE TR ,5%C0, 37°CHEFR24/ NN 5 IR G5, KE50ul 175 ¥ A8 2 3 1 AR (s F Al
JIN50pL/ FLLDHAS RS , 1043 B i 26 1k S 57 A8 IILDHRE 55 FLPS F8 s 4n i F4 % /N1
THVE2 A, IIN100pg/mL A TgGHlF &5 1043 B, FE AN TN % (AS M4 (CD25-PE, CD4 -
APC,CD69-FITCHICD8-APC) , UK _FJF 75 2043 e Peidk ¢ -3 , IIN60uL/FLPT, & T- VK FIF 5
a8, AR A S TAS I - I 24A L 24B 43 A1) i ZRBCMA X CD3kABURR - PTG NCT -H9294
HEF GRS TANMEAITE L - B 25A . 25B4) Al i 7RBCMA X CD3kABUES S UK RPMI - 8226 411D
1255 AR TARBE TS AL « AT BOMAZZ IR /KT ASA] FO IRE 4 HENC T -H929ATIRPMI - 8226 , BCMA
X CD3RMBURR S PU AR Y T A T = A=A R AGVE I, S A5 1 5 56 B TR REGN5 4584
[0560]  5.BCMA X CD3kABURE ST A TS A 18 0

[0561]  HOWESAE K Jurkat -NFAT - Lucdi 75 41 FIBCMABH 4 AT AIRPMI - 8226 , .05 57
B R X 10N /m o 501/ FLAZE IR AR ZE 96 FL, 300g 205553 B # L3i , 50u
1/ zeM Jurkat -NFAT - TuctR #5201 = 96 FLAR , 5 FL DN BOpLA EEFRRE I BCMA X CD3kAAEF
SPUREON BEPTIRKLH X CD3 (a7 E20pg/m1 , 10f%H8E , LOMERIE) ,5%C0,, 37°CH5 776
I RS FREE RS, #%HONE-Glo Luciferase Assay SystemidHA5, &L TN 100uLAS ML
I, ZEWUBCEL3 0 B, TREFHMY (Biotek Synergy HT) Ao 4G4 R ILIEI26 , BCMA X CD3kARX
RS- PTA PARPMI - 8226 [HRg A o SO AN, Al B0 AN INFATS 5 ;s Joiignfiah, A~
WOENFATS 5108

[0562]  6.BCMA X CD3kASURF - P A PBMCH FARE -0

[0563] I ey 2575 21 PBMC, BEFL I SORLABFEEFRRE BT (DT FE 66 TnMEE , 10
MRS, TMBBEE) ,5%C0, 37°CHEF 24/ NN BT 45 IR, K 50pL_H G HAE 1M SR (b
%, IINS0uL/ FLLDHAS A , 1053 8 2% 10 SO I A IIILDHRE AL ; FLIN Tl S 4m i 4 9% /N
MIFPE20 , IIN100pg/mL A TgGH 75 104381, FE DI\ TR (e AS il Hi44 (CD25-PE, CD4-
APC,CD69-FITCHICD8-APC) , UK _FWF 75 2043 e Peidk ¢ 10 , IIN60uL/FLPT, & T- VK FIF 5
A58l TR ARSI A I o A I 45 R WL 27 , AE 5k = BE4H I 4545 T , BCMA X CD3kABUES
SPUASKANE M TR OB E ], SRR EKLH X CD34HY .

[0564]  7.BCMA X CD3RAN IR BURE AR SFe RIS &

[0565]  3450pg/ml His-TaghiAiid S B MIBERICMB.05 B, 43 Bk T AT Hi s6AR2 [1Fc y
RT\Fc y RITA, FllFc y RITTA, FATER F, BRI RI40FD, Ji i 10uL/min, BEE-RRS , Ri
JEFBEIIPUIR GRRAGIR 3T . Spg/mL, 2% H0FS) PA30uL/minflimd i th b, 45 A i 1Al 120
b, AR ESES TRI200%0, HBiacore evaluation®K UGS 215511 £ HHIEI28 7] DL, BCMA X
CD3AMEF PR S5Fe y RT\Fe y RIIA, , FllFc y RITIA,  JATCE 6 5 B A A 1 gGAXS FRBTALA
BRSE M 145G Fe v RL, S5Fc y RITA, . A 99455 .

[0566] 8. sl /NG NNCT -HO29FS R A2

(05671 Bef¥6 ~ 8 i B-NGD/N, (F BFR B AR B A PR A 71 |, B B2 X 10°NCT -
H92940 8 (5IEFE Matrigel) 1: LIRS , £ K = 60mn’ I, BEHL> 21, 73 Bl b s 254
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3.0mg/kg 45 252400 . 6mg/ kg FIBIMERT RZHKLH X CD33mg/ kg o &5 U/ NFUR BRI 41 X 1074
PBMCAINE, 3R T AR SE— R /INIES 2, 25 25 IRIBR 5K, FRE8 2520k A2 R — /N
Rl JIR AR K/ N A, 526 45 R T I A4 S8 /INRR , BB B B 10 538 » 245 51 L1229 , BCMA X
CD3RMBURR PRI PR N 2538 2 IR AR M , 3. Omg/ kg 45 254110 . 6mg/ kg 25 Z5 24 A %
4332495 % F11108 % (BCMA X CD3kA005) DA K94 % F1108 % (BCMA X CD3kA006) « fiJed /INER DA
RS2 AS, JOAR R AR SN .
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[0568]  SjE4 « K AN F] IR EE T AR IGPC3 X CD3kM B S ik
[05691  1.GPC3 X CD3kARUEE SEH A
[0570]  RE 2Bk N IR L GPCIUIA , 5O MR RE I N IRALCD3 BT , 2275 S il 24 i3t

B RIR TG HT U GPC3 - CD3r A\ SRR Bo i, RIS AEGPC3 [ ANCD3AE 5 N FE £y
AR Sk (Vikgpeg : GIn Lys s VHpey 1 Glng Glus VA, : GIn, (Glus VH , : GlnggLys) (A DL 15) o A
FE SRR R H A 1gG4 knob-into-holeZb#4), ASZHE IR — SR ARECN , H g 2¢

ASery,ProLeu,, GluflIProg,Ala, SREFEGEX A E TS HFc v ARFICLafU R A

[0571]  $315.GPC3 X CD3kA N AV MU e Fifk

[o572] CD20W2gE  |CD20 Gt |CD3Rfhept | CD3i gk
GPC3 X CD3kA002 [SEQ ID NO.88 [SEQ D NO.90 [SEQ ID NO.66 |SEQ ID NO.68
GPC3 X CD3kA003 [SEQ ID NO.92 [SEQ D NO.94 [SEQ D NO.66 |SEQ ID NO.68

[0573]  GPC3 X (CD3xA002:

[0574]  GPC3Ex2HESEQ 1D NO.88

[0575]  DVVMTQSPLSLPVTPGEPASTSCRSSQSTVHSNGNTYLEWYLKKPGQSPQLLIYKVSNRFSGVPDRFSG

SGSGTDFTLKISRVEAEDVGVYFCLQVTHVPLTFGQGTKLEIKRTVAAPSVE IFPPSDEQLKSGTASVVCLLNNFYP
REAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC
[0576]  #Z1R)74ISEQ ID NO.89

[0577]  GACGTGGTCATGACACAGAGCCCTCTGAGCCTGCCTGTGACACCTGGCGAACCTGCCAGCATCAGCTGT
AGAAGCAGCCAGAGCATCGTGCACAGCAACGGCAACACATACCTGGAGTGGTATCTGAAGAAGCCCGGCCAGTCTCC
TCAGCTGCTGATCTACAAGGTGTCCAACAGATTCAGCGGCGTGCCCGACAGATTCTCTGGCTCTGGATCTGGCACCG
ACTTCACCCTGAAGATCTCCAGAGTGGAAGCCGAGGACGTGGGCGTGTACTTCTGTCTCCAGGTCACACACGTGCCC
CTGACATTTGGCCAGGGCACCAAGCTGGAAATCAAGCGAACTGTGGCTGCACCATCTGTCTTCATCTTCCCGCCATC
TGATGAGCAGTTGAAATCTGGAACTGCCTCTGTTGTGTGCCTGCTGAATAACTTCTATCCCAGAGAGGCCAAAGTAC
AGTGGAAGGTGGATAACGCCCTCCAATCGGGTAACTCCCAGGAGAGTGTCACAGAGCAGGACAGCAAGGACAGCACC
TACAGCCTCAGCAGCACCCTGACGCTGAGCAAAGCAGACTACGAGAAACACAAAGTCTACGCCTGCGAAGTCACCCA
TCAGGGCCTGAGCTCGCCCGTCACAAAGAGCTTCAACAGGGGAGAGTGT

[0578]  GPC3/E Hafk (FE4%1) SEQ ID NO.90

[0579]  QVQLVQSGAEVKKPGSSVKVSCKASGYTFADYEIHWVREAPGQGLEWMGATHPGSGGTAYAQKFQGRVT
LTADESSTTAYMELSSLRSEDTAVYYCTRYYSFAYWGQGTLVTVSSASTKGPSVFPLAPCSRSTSESTAALGCLVKD
YFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYGPPCPP
CPAPEFEGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQENWYVDGVEVHNAKTKPREEQFNSTYRVVSV
LTVLHQDWLNGKEYKCKVSNKGLASSIEKTISKAKGQPREPQVCTLPPSQEEMTKNQVSLSCAVKGFYPSDIAVEWE
SNGQPENNYKTTPPVLDSDGSFFLVSKLTVDKSRWQEGNVESCSVMHEALHNHY TQKSLSLSLGK
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[0580]  AZHZJTIISEQ ID NO.91

[0581]  CAGGTTCAGCTGGTTCAGTCTGGCGCCGAAGTGAAGAAACCTGGCAGCAGCGTGAAGGTGTCCTGCAAG
GCTAGCGGCTACACCTTCGCCGACTACGAGATCCACTGGGTCCGAGAGGCTCCAGGACAGGGACTTGAATGGATGGG
CGCTATCCATCCTGGCTCTGGCGGCACAGCTTACGCCCAGAAATTCCAGGGCAGAGTGACCCTGACCGCCGACGAGT
CTAGCACCACCGCCTACATGGAACTGAGCAGCCTGAGAAGCGAGGACACCGCCGTGTACTACTGCACCCGGTACTAC
AGCTTCGCCTACTGGGGACAGGGAACCCTGGTCACAGTCAGCTCTGCTAGCACCAAGGGCCCCAGCGTGTTCCCCCT
GGCCOCTTGCAGCAGAAGCACCAGCGAGAGCACAGCCGCCCTGGGCTGCCTGGTGAAGGACTACTTCCCCGAGCCCG
TGACCGTGTCCTGGAACAGCGGCGCTCTGACCAGCGGCGTGCATACCTTCCCCGCCGTGCTCCAGAGCAGCGGACTG
TACTCCCTGAGCAGCGTGGTGACCGTGCCTTCCAGCAGCCTGGGCACCAAGACCTACACCTGCAACGTGGACCACAA
GCCCAGCAACACCAAGGTGGACAAGAGAGTGGAGAGCAAGTACGGCCCTCCCTGCCCCCCTTGCCCTGCCCCOGAGT
TCGAGGGCGGACCTAGCGTGTTCCTGTTCCCCCCCAAGCCCAAGGACACCCTGATGATCAGCAGAACCCCCGAGGTG
ACCTGCGTGGTGGTGGACGTGTCCCAGGAGGACCCCGAGGTCCAGTTTAATTGGTACGTGGACGGCGTGGAAGTGCA
TAACGCCAAGACCAAGCCCAGAGAGGAGCAGTTCAACAGCACCTACAGAGTGGTGTCCGTGCTGACCGTGCTGCACC
AGGACTGGCTGAACGGCAAGGAATACAAGTGCAAGGTCTCCAACAAGGGCCTGGCCAGCAGCATCGAGAAGACCATC
AGCAAGGCCAAGGGCCAGCCACGGGAGCCCCAGGTCTGCACCCTGCCACCTAGCCAAGAGGAGATGACCAAGAACCA
GGTGTCCCTGAGCTGTGCOGTGAAAGGCTTCTATCCCAGCGATATCGCCGTGGAGTGGGAGAGCAACGGCCAGCCCG
AGAACAACTACAAGACCACCCCCCCTGTGCTGGACAGCGACGGCAGCTTCTTCCTGGTTTCCAAGCTGACCGTGGAC
AAGTCCAGATGGCAGGAGGGCAACGTCTTCAGCTGCTCCGTGATGCACGAGGCCCTGCACAACCACTACACCCAGAA
GTCCCTGAGCCTGAGCCTGGGCAAG

[0582]  CD3}HAfLHESEQ 1D NO.66

[0583]  QAVVTQEPSLTVSPGGTVTLTCRSSTGAVTTSNYANWVQEKPGQAPRGLIGGTNKRAPWTPARFSGSLL
GGKAALTITGAQAEDEAEYYCVLWYSNLWVFGGGTKLTVLGQPKAAPSVTLFPPSSEELQANKATLVCLISDEYPGA
VTVAWKADSSPVKAGVETTTPSKQSNNKYAASSYLSLTPEQWKSHRSYSCQVTHEGSTVEKTVAPTECS

[0584] A% {7 4ISEQ ID NO.67

[0585]  CAGGCTGTGGTCACACAAGAGCCTAGCCTGACAGTGTCTCCTGGCGGCACAGTGACCCTGACCTGTAGA
TCTTCTACAGGCGCCGTGACCACCAGCAACTACGCTAATTGGGTGCAGGAGAAGCCCGGCCAGGCTCCTAGAGGACT
GATCGGCGGAACAAACAAGAGAGCCCCTTGGACACCCGCCAGATTCTCTGGATCTCTGCTCGGCGGAAAGGCCGCTC
TGACAATCACTGGTGCTCAGGCTGAGGACGAGGCCGAGTACTATTGTGTGCTGTGGTACAGCAACCTGTGGGTGTTC
GGCGGAGGCACCAAACTGACAGTTCTGGGTCAGCCCAAGGCGGCGCCCTCGGTCACTCTGTTCCCGCCCTCCTCTGA
GGAGCTTCAAGCCAACAAGGCCACACTGGTGTGTCTCATAAGTGACTTCTATCCGGGAGCCGTGACAGTGGCCTGGA
AGGCAGATAGCAGCCCCGTCAAGGCGGGAGTGGAGACCACCACACCCTCCAAACAAAGCAACAACAAGTACGCGGCC
AGCAGCTACCTGAGCCTGACGCCTGAGCAGTGGAAGTCCCACAGAAGCTACAGCTGCCAGGTCACGCATGAAGGGAG
CACCGTGGAGAAGACAGTGGCCCCTACAGAATGTTCA

[0586]  CD3% Hi%k (Hi%%2) SEQ ID NO.68

[0587]  EVQLVESGGGLVQPGGSLRLSCAASGFTENTYAMNWVRKAPGKGLEWVGRIRSKYNNYATYYADSVKDR
FTTSRDDSKNSLYLQMNSLKTEDTAVYYCVRHGNFGNSYVSWFAYWGQGTLVTVSSASTKGPSVFPLAPCSRSTSES
TAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRY
ESKYGPPCPPCPAPEFEGGPSVELFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQ
FNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLASS TEKTISKAKGQPREPQVYTLPPCQEEMTKNQVSLWCLVKGF
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YPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQEGNVESCSVMHEALHNHY TQKSLSLSLGK
[0588] A% {17 #ISEQ ID NO.69

[0589]  GAGGTGCAGCTGGTTGAATCTGGCGGAGGACTGGTTCAGCCTGGCGGATCTCTGAGACTGTCTTGTGCC
GCCAGCGGCTTCACCTTCAACACCTACGCTATGAACTGGGTCCGAAAGGCCCCTGGCAAAGGACTGGAATGGGTGGG
AAGAATCAGGTCCAAGTACAACAACTACGCCACCTACTACGCCGACAGCGTGAAGGACAGATTCACCATCAGCAGGG
ACGACAGCAAGAACAGCCTGTACCTGCAGATGAACAGCCTGAAAACCGAGGACACCGCCGTGTACTACTGTGTCAGA
CACGGCAACTTCGGCAACAGCTATGTGTCTTGGTTTGCCTACTGGGGCCAGGGCACACTGGTCACAGTTAGCTCTGC
TAGCACCAAGGGCCCCAGCGTGTTCCCCCTGGCCCCTTGCAGCAGAAGCACCAGCGAGAGCACAGCCGCCCTGGGCT
GCCTGGTGAAGGACTACTTCCCCGAGCCCGTGACCGTGTCCTGGAACAGCGGCGCTCTGACCAGCGGCGTGCATACC
TTCCCOGCCGTGCTCCAGAGCAGCGGACTGTACTCCCTGAGCAGCGTGGTGACCGTGCCTTCCAGCAGCCTGGGCAC
CAAGACCTACACCTGCAACGTGGACCACAAGCCCAGCAACACCAAGGTGGACAAGAGAGTGGAGAGCAAGTACGGCC
CTCCCTGCCCCCCTTGCCCTGCCCCCGAGTTCGAGGGCGGACCTAGCGTGTTCCTGTTCCCCCCCAAGCCCAAGGAC
ACCCTGATGATCAGCAGAACCCCCGAGGTGACCTGCGTGGTGGTGGACGTGTCCCAGGAGGACCCCGAGGTCCAGTT
TAATTGGTACGTGGACGGCGTGGAAGTGCATAACGCCAAGACCAAGCCCAGAGAGGAGCAGTTCAACAGCACCTACA
GAGTGGTGTCCGTGCTGACCGTGCTGCACCAGGACTGGCTGAACGGCAAGGAATACAAGTGCAAGGTCTCCAACAAG
GGCCTGGCCAGCAGCATCGAGAAGACCATCAGCAAGGCCAAGGGCCAGCCACGGGAGCCCCAGGTCTACACCCTGCC
ACCTTGTCAAGAGGAGATGACCAAGAACCAGGTGTCCCTGTGGTGTCTGGTGAAAGGCTTCTATCCCAGCGATATCG
CCGTGGAGTGGGAGAGCAACGGCCAGCCCGAGAACAACTACAAGACCACCCCCCCTGTGCTGGACAGCGACGGCAGC
TTCTTCCTGTACTCCAAGCTGACCGTGGACAAGTCCAGATGGCAGGAGGGCAACGTCTTCAGCTGCTCCGTGATGCA
CGAGGCCCTGCACAACCACTACACCCAGAAGTCCCTGAGCCTGAGCCTGGGCAAG

[0590]  GPC3 X CD3kA003:

[0591]  GPC3Efx2HESEQ 1D NO.92

[0592]  DVVMTQSPLSLPVTPGEPASISCRSSQSIVHSNGNTYLEWYLKKPGQSPQLLIYKVSNRFSGVPDRFSG
SGSGTDFTLKISRVEAEDVGVYFCLQVTHVPLTFGQGTKLETKRTVAAPSVFIFPPSDKKLKSGTASVVCLLNNEYP
REAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC
[0593] A% {7 4ISEQ ID NO.93

[0594]  GACGTGGTCATGACACAGAGCCCTCTGAGCCTGCCTGTGACACCTGGCGAACCTGCCAGCATCAGCTGT
AGAAGCAGCCAGAGCATCGTGCACAGCAACGGCAACACATACCTGGAGTGGTATCTGAAGAAGCCCGGCCAGTCTCC
TCAGCTGCTGATCTACAAGGTGTCCAACAGATTCAGCGGCGTGCCCGACAGATTCTCTGGCTCTGGATCTGGCACCG
ACTTCACCCTGAAGATCTCCAGAGTGGAAGCCGAGGACGTGGGCGTGTACTTCTGTCTCCAGGTCACACACGTGCCC
CTGACATTTGGCCAGGGCACCAAGCTGGAAATCAAGCGAACTGTGGCTGCACCATCTGTCTTCATCTTCCCGCCATC
TGATAAGAAATTGAAATCTGGAACTGCCTCTGTTGTGTGCCTGCTGAATAACTTCTATCCCAGAGAGGCCAAAGTAC
AGTGGAAGGTGGATAACGCCCTCCAATCGGGTAACTCCCAGGAGAGTGTCACAGAGCAGGACAGCAAGGACAGCACC
TACAGCCTCAGCAGCACCCTGACGCTGAGCAAAGCAGACTACGAGAAACACAAAGTCTACGCCTGCGAAGTCACCCA
TCAGGGCCTGAGCTCGCCCGTCACAAAGAGCTTCAACAGGGGAGAGTGT

[0595]  GPC3% Hi%k (HE%%1) SEQ ID NO.94

[0596]  QVQLVQSGAEVKKPGSSVKVSCKASGYTFADYEIHWVREAPGQGLEWMGATHPGSGGTAYAQKFQGRVT
LTADESSTTAYMELSSLRSEDTAVYYCTRYYSFAYWGQGTLVTVSSASTKGPSVFPLAPCSRSTSESTAALGCLVED
YFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDERVESKYGPPCPP
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CPAPEFEGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQENSTYRVVSV
LTVLHQDWLNGKEYKCKVSNKGLASSTEKTISKAKGQPREPQVCTLPPSQEEMTKNQVSLSCAVKGFYPSDIAVEWE
SNGQPENNYKTTPPVLDSDGSFFLVSKLTVDKSRWQEGNVFSCSVMHEALHNHY TQKSLSLSLGK

[0597] A% L7 4ISEQ ID NO.95

[0598]  CAGGTTCAGCTGGTTCAGTCTGGCGCCGAAGTGAAGAAACCTGGCAGCAGCGTGAAGGTGTCCTGCAAG
GCTAGCGGCTACACCTTCGCCGACTACGAGATCCACTGGGTCCGAGAGGCTCCAGGACAGGGACTTGAATGGATGGG
CGCTATCCATCCTGGCTCTGGCGGCACAGCTTACGCCCAGAAATTCCAGGGCAGAGTGACCCTGACCGCCGACGAGT
CTAGCACCACCGCCTACATGGAACTGAGCAGCCTGAGAAGCGAGGACACCGCCGTGTACTACTGCACCCGGTACTAC
AGCTTCGCCTACTGGGGACAGGGAACCCTGGTCACAGTCAGCTCTGCTAGCACCAAGGGCCCCAGCGTGTTCCCCCT
GGCCCCTTGCAGCAGAAGCACCAGCGAGAGCACAGCCGCCCTGGGCTGCCTGGTGGAGGACTACTTCCCCGAGCCCG
TGACCGTGTCCTGGAACAGCGGCGCTCTGACCAGCGGCGTGCATACCTTCCCCGCCGTGCTCCAGAGCAGCGGACTG
TACTCCCTGAGCAGCGTGGTGACCGTGCCTTCCAGCAGCCTGGGCACCAAGACCTACACCTGCAACGTGGACCACAA
GCCCAGCAACACCAAGGTGGACGAGAGAGTGGAGAGCAAGTACGGCCCTCCCTGCCCCCCTTGCCCTGCCCCCGAGT
TCGAAGGCGGACCTAGCGTGTTCCTGTTCCCCCCCAAGCCCAAGGACACCCTGATGATCAGCAGAACCCCCGAGGTG
ACCTGCGTGGTGGTGGACGTGTCCCAGGAGGACCCCGAGGTCCAGTTTAATTGGTACGTGGACGGCGTGGAAGTGCA
TAACGCCAAGACCAAGCCCAGAGAGGAGCAGTTCAACAGCACCTACAGAGTGGTGTCCGTGCTGACCGTGCTGCACC
AGGACTGGCTGAACGGCAAGGAATACAAGTGCAAGGTCTCCAACAAGGGCCTGGCCAGCAGCATCGAGAAGACCATC
AGCAAGGCCAAGGGCCAGCCACGGGAGCCCCAGGTCTGCACCCTGCCACCTAGCCAAGAGGAGATGACCAAGAACCA
GGTGTCCCTGAGCTGTGCCGTGAAAGGCTTCTATCCCAGCGATATCGCCGTGGAGTGGGAGAGCAACGGCCAGCCCG
AGAACAACTACAAGACCACCCCCCCTGTGCTGGACAGCGACGGCAGCTTCTTCCTGGTTTCCAAGCTGACCGTGGAC
AAGTCCAGATGGCAGGAGGGCAACGTCTTCAGCTGCTCCGTGATGCACGAGGCCCTGCACAACCACTACACCCAGAA
GTCCCTGAGCCTGAGCCTGGGCAAG

[0599]  CD3}HAFLHESEQ 1D NO.66

[0600]  QAVVTQEPSLTVSPGGTVTLTCRSSTGAVTTSNYANWVQEKPGQAPRGLIGGTNKRAPWTPARFSGSLL
GGKAALTITGAQAEDEAEYYCVLWYSNLWVFGGGTKLTVLGQPKAAPSVTLFPPSSEELQANKATLVCLISDFYPGA
VTVAWKADSSPVKAGVETTTPSKQSNNKYAASSYLSLTPEQWKSHRSYSCQVTHEGSTVEKTVAPTECS

[0601]  AZT11& 7 5ISEQ ID NO.67

[0602]  CAGGCTGTGGTCACACAAGAGCCTAGCCTGACAGTGTCTCCTGGCGGCACAGTGACCCTGACCTGTAGA
TCTTCTACAGGCGCCGTGACCACCAGCAACTACGCTAATTGGGTGCAGGAGAAGCCCGGCCAGGCTCCTAGAGGACT
GATCGGCGGAACAAACAAGAGAGCCCCTTGGACACCCGCCAGATTCTCTGGATCTCTGCTCGGCGGAAAGGCCGCTC
TGACAATCACTGGTGCTCAGGCTGAGGACGAGGCCGAGTACTATTGTGTGCTGTGGTACAGCAACCTGTGGGTGTTC
GGCGGAGGCACCAAACTGACAGTTCTGGGTCAGCCCAAGGCGGCGCCCTCGGTCACTCTGTTCCCGCCCTCCTCTGA
GGAGCTTCAAGCCAACAAGGCCACACTGGTGTGTCTCATAAGTGACTTCTATCCGGGAGCCGTGACAGTGGCCTGGA
AGGCAGATAGCAGCCCCGTCAAGGCGGGAGTGGAGACCACCACACCCTCCAAACAAAGCAACAACAAGTACGCGGCC
AGCAGCTACCTGAGCCTGACGCCTGAGCAGTGGAAGTCCCACAGAAGCTACAGCTGCCAGGTCACGCATGAAGGGAG
CACCGTGGAGAAGACAGTGGCCCCTACAGAATGTTCA

[0603]  CD34 Hifik (Fi%E2) SEQ 1D NO.68

[0604]  EVQLVESGGGLVQPGGSLRLSCAASGFTENTYAMNWVRKAPGKGLEWVGRTIRSKYNNYATYYADSVKDR
FTTSRDDSKNSLYLQMNSLKTEDTAVYYCVRHGNFGNSYVSWFAYWGQGTLVTVSSASTKGPSVFPLAPCSRSTSES
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TAALGCLVKDYFPEPVTVSWNSGALTSGVHTEPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRV
ESKYGPPCPPCPAPEFEGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQ
FNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLASSIEKT I SKAKGQPREPQVYTLPPCQEEMTKNQVSLWCLVKGF
YPSDIAVEWESNGQPENNYKTTPPYVLDSDGSFFLYSKLTVDKSRWQEGNVESCSVMHEALHNHY TQKSLSLSLGK
[0605]  #ZHTRFTHISEQ ID NO.69

[0606]  GAGGTGCAGCTGGTTGAATCTGGCGGAGGACTGGTTCAGCCTGGCGGATCTCTGAGACTGTCTTGTGCC
GCCAGCGGCTTCACCTTCAACACCTACGCTATGAACTGGGTCCGAAAGGCCCCTGGCAAAGGACTGGAATGGGTGGG
AAGAATCAGGTCCAAGTACAACAACTACGCCACCTACTACGCCGACAGCGTGAAGGACAGATTCACCATCAGCAGGG
ACGACAGCAAGAACAGCCTGTACCTGCAGATGAACAGCCTGAAAACCGAGGACACCGCCGTGTACTACTGTGTCAGA
CACGGCAACTTCGGCAACAGCTATGTGTCTTGGTTTGCCTACTGGGGCCAGGGCACACTGGTCACAGTTAGCTCTGC
TAGCACCAAGGGCCCCAGCGTGTTCCCCCTGGCCCCTTGCAGCAGAAGCACCAGCGAGAGCACAGCCGCCCTGGGCT
GCCTGGTGAAGGACTACTTCCCCGAGCCCGTGACCGTGTCCTGGAACAGCGGCGCTCTGACCAGCGGCGTGCATACC
TTCCCCGCCGTGCTCCAGAGCAGCGGACTGTACTCCCTGAGCAGCGTGGTGACCGTGCCTTCCAGCAGCCTGGGCAC
CAAGACCTACACCTGCAACGTGGACCACAAGCCCAGCAACACCAAGGTGGACAAGAGAGTGGAGAGCAAGTACGGCC
CTCCCTGCCCCCCTTGCCCTGCCCCCGAGTTCGAGGGCGGACCTAGCGTGTTCCTGTTCCCCCCCAAGCCCAAGGAC
ACCCTGATGATCAGCAGAACCCCCGAGGTGACCTGCGTGGTGGTGGACGTGTCCCAGGAGGACCCCGAGGTCCAGTT
TAATTGGTACGTGGACGGCGTGGAAGTGCATAACGCCAAGACCAAGCCCAGAGAGGAGCAGTTCAACAGCACCTACA
GAGTGGTGTCCGTGCTGACCGTGCTGCACCAGGACTGGCTGAACGGCAAGGAATACAAGTGCAAGGTCTCCAACAAG
GGCCTGGCCAGCAGCATCGAGAAGACCATCAGCAAGGCCAAGGGCCAGCCACGGGAGCCCCAGGTCTACACCCTGCC
ACCTTGTCAAGAGGAGATGACCAAGAACCAGGTGTCCCTGTGGTGTCTGGTGAAAGGCTTCTATCCCAGCGATATCG
CCGTGGAGTGGGAGAGCAACGGCCAGCCCGAGAACAACTACAAGACCACCCCCCCTGTGCTGGACAGCGACGGCAGC
TTCTTCCTGTACTCCAAGCTGACCGTGGACAAGTCCAGATGGCAGGAGGGCAACGTCTTCAGCTGCTCCGTGATGCA
CGAGGCCCTGCACAACCACTACACCCAGAAGTCCCTGAGCCTGAGCCTGGGCAAG

[0607]  4&mh AN oA R B BURE , #2GPC3YF 345k (%) < CD3AT A5k (Wg%) : GPC3HT
Hrpk (FEE%L) OO Fipk (FERE2) =2:2: 1 1L RIE A, 53mg/mL PELRG I, SR R)HE 4
CHO-S#HJif, 7£500mL CD CHO AGTH5##3E (Gibco#12490-001) 37°C5%C0, 150rpmi%H, 2l
FEBHFESE2 A6 K, TIANA%CHO Feed C+EMER (Gibeo#A25031-05) o 24 41 R[4 %285 % /¢
A W R T, 1 e S A Protein ASEAENTHIS4liY , SEC-HPLC B A S oo 5 1792 %
ZButyl HPHi/KEMTHICapto QRHE 1 =AT, RS Bt P42 R 99.5% DA I (5K16) .
[0608]  £16.GPC3-CD3 A SRR ik 4lifl

HPLC-SEC (Protein A J5) HPLC-SEC (M & T & 47 )5)
HPLC #& ]
R4k AR )P Ak HAR )P
[0609]
GPC3xCD3 1002 2.6% 94.2% 3.1% 0.0% 100.0% 0.0%
GPC3xCD3 1003 2.2% 93.2% 4.5% 0.1% 99.5% 0.4%

[0610] 2. GPC3 X CD3RMBUF A HL I GPC3 R AT 45 75

[06111  HOW A= K I CHO - A GPC3 . CHO - £ 88 4 GPC3 Fadrs 4 it sl AT 41 s He pG2 e
2, B AR A 4R 25 X 10°AN4af /m, I 1001 /FLAH N sk 2296 FL USRI , 300g BS.0»
543, 5 L AR FLAIN 100pLBEBERFR- BT GG 1800nM, SRR, L0MBBED) L 4°C
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72604 %l —HiIA50uL/fLAlexa Flurob47Aric il =+ AlgG Fe (1: 300578 , vk I
IFET 2045 B, e 1205 INGO0uL/FLPTH K (1:300) , WF & 54580, 4t oS- TG ) o 45
FRILAEB0-31F1517, GPC3 X CD3AMS S HifA i % AN ) 45 5 GPC3+ 4 i .

[0612]  3£17.GPC3 X CD3RMBURR AP UAFIGPC3+I I 25 &

06131 Tgc, \GPC3-CHO L BRGPC3 -CHO HepG2
GPC3 X CD3xA002 2. 8nll 3.0nM 2. 1nM
GPC3 X CD3xA003 2. 9n) 3.0nM 2. 50
KLHX CD3 NG A e

[0614]  3.GPC3 X CD3KAMAURF P 5 Jurkat 41 45 &

[0615]  HONECAE KA Jurkat 40/, JIAN200ug/mLE IgG (Jackson ImmunoResearch,
115-005-03) , 7Kir 3055 %o FH4 % /INF IS A 40 25 X 10° 41 /mL , 551 100uL JIA 964,
UZAR, 300g B9 025 17 , LI\ 100pL B EEARE I HTMA GRS A7 FE 1800nM, 3% A7 RS, 104>
FEFE) , 4°CHEE 6073 Bl —HiNAS0uL/FLAlexa Fluro647hricd LLI=FHTA TG Fe (1: 30054
B L UK FIF A 2045 Bh, e 1 2k 5 INSO0uL/FLP T, I & 545 %1, =4 fe{ (BD C6) Ef T4
I A4S AN 32F05% 18, GPC3 X CD3kMBURE LR DA S22 A1 855 N B IR T4 AR
Jurkat4ffffd, EC, #]20-40nM.

[0616]  4.GPC3 X CD3kABURF P 5 4N ML T4 45

[0617]  HUHTE A ok S8 N I, ik Ficoll . Paque Plus (GE,17-1440-03) 4y 57535
PBMC o PBMC FH4 % /NF [fTL i (Hyelone, SH30626 . 06) %4 555 X 10>/ fifd/mL , 100pL/
FLIINO6FLUTIM , 25007 b7 , BEAL DN 0OpL B 5 AR (M 44k GRS 434 B2 1800nM, 3% F7
B, LONERIE) L 4°CHIF B 602 . —PUMIASG0uL/fLALexa Fluro647hric il 2Edt A1gG Fe
(1: 30044 86) , vKi 2043 B, Yo LR JG IMNS0uL/4LP T, I & 54 8, i 2 4n gAY (BD
Celesta) AR I A4, S L33 1125 18, GPC3 X CD3kAMMUE; PR LIRS A 145 &5 A4
I T4R .

[0618]  318.GPC3 X CD3AMIUE Fedifk S T4 45 &

06191 Tgc, Jurkat CDA+T CD8+T
GPC3 X CD3KA002 360 650 65ni
GPC3 X CD3KA003 26\ 56nM 69nM
KLH X CD3 27nM 77 84n)

[0620]  5.GPC3 X CD3RAMURFSF-Hi A S1TDCCAE

[0621]  FUHTEESY 2545 2 FIPBMCAy A1 S5 A0 T4 AU KR #E 41 HepG2 AN 5, R0/ e
e =10: 1, FSLMIASOPLES EEMABE T (TR EEN66 . TaMa , LORFARE , TR )
5%C0, 37°CE:FR24/INI o 5577 45 N, B550uL 17 M 0 SR s bRAl , INN50pL/ L
LDHAS RS, 103 28 11 S8 HAG L DA I 5 FLIN T4 4t FH4 % /NS Y2k i , i
AN100pg/mL A TgGHF A 10538, FEANTARAETE (oA il Hi & (CD25-BV421,CD4-FITC, CD69-
BV605H1CD8-APC) , vK I & 2043 # ek 7 10 , IIN60uL/ALPL, B -7k EIF &5 8, A
TR TAS T o &1 34A L 34B45 A i RGPC3 X CD3kAMUEE F T AR A He pG 241 [ [ 33455 11
XTI RTE L o

[0622]  6.GPC3 X CD3kABURF - TN TAN I (L B (10
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[0623] R A= KIROHEARIICHO - AGPC3, B0FE Fi, B ZE2 X 10° AN /m1 - 50uL/
FLEFIEEANIE 2 96 LI, 5% C02, 37°CHEFRILAR o HOW HAE K I Jurkat -NFAT- LucH 2541
33005 054 I 13, TR ZEA X 104 /m1 , BUH 96 UMK, 75 13, 25uL /A3l
Jurkat -NFAT-Tucti 25 400 22 96 SR , FEAL I 25l XA REIGPC3 X CD3kABURF - ik k
X HEHTARKLH X CD3 G 4RI FE20pg /m1 , 3RS, LOMERIE) ,5%C02, 37°CHEFR6/ NN o B 77
5N  FHONE-Glo Luciferase Assay Systemipt I, BEALITA100WLAS I, T Fbs
{2 (MD SpectraMax i3x) £l #4145 5 DLIAI35, GPC3 X CD3 kA MU 44k LLCHO- AGPC3
PRI, PGS TANINFAT(S S5 10 .

[0624]  7.GPC3 X CD3RAMUF TP IAPBMCIT A s S50

[0625]  HCHTHE 5> 2943 2] 1PBMC, JIAN100uLdtfk (10pug/mL) ,5%C02 37°CHEFR24/NI o £L
P AN 4 % /N IS PE2K 5, JIN100pg /mL A TgGIF 7 10438l , BN TAN IS AL AS Bt
{A& (CD25-BV421,CD4-FITC,CD69-BV605KICDS-APC) , UK I 552045 5. i 7 i, I\ 60p
L/SLPT, B Tk B & 548, i s gn e A 2E 4748 I o BH X PR BT ARERY 974 5 i
US201702677831ll 55 « 45 R DLIEI36 , 7Rk = #EANI 2 LE B, GPC3 X CD3RARURE - hifAckS
AN I TR JCEE 1E T, SEAPER EKLH X CD34HY .

[0626] 8. Tz di H/INFRUEZ N Hep G2 R AR R AT

[0627] 56 ~ 8 S5 HENEB-NGD/INGR (F BRI AR AR A F]) |, B2 T EeFlHepG241iE (7
X10°/5) , 5 K- 2260~ 100mm”I , AR 4, 45 B RE s e 25203 . Omg /kg  H 771
#5258 1. Omg/ kg MRFIREA 25400 . 3mg/kg  BHPEXS FALERY 7ARTBAME X FHZHKLH X CD3 3mg/
kg o £ /N FR KL X 10"PBMCAE, 3 K5 FFUA 25— R/ NERES 25 , 45 25 FI PR 5Kk —
IR, FRE 245208 o S /NG IRR AR M /INBRARER , 5286 45 SR BT SRR AL/ NFR, BOREFR BB 510
SR G R ILIAIBT , GPC3 X CDIASURR S BT AR PN 25380 2 B AR, IR 3 (P 2 oy
FUED 23 B 76.7 % 81.3% 195 . 9% o fapfgd/INFUON LA IR 52 R 4, TR R SEA R
SR o

[0628]  9.CD3 AJE{E R Hepal -6/ A\ GPC3FZ ARG A5

[0629] e PE6 JHENECET/BL6-hCD3/INR (F B PRI A= R A TR 23 7)) L FfHepal-6/ A
GPC3 (6 X 10°/ L) R F/ NG N, 735 Fivyed 5 Jed (A B 211560 - 100mm I, B34 o 45 B E
My A 2540 10mg /mL P R 45 2520 3mg/mL IG5 2540 1mg /mLL B0 FRZH ERY9 74
FIBHET FRAIKLH X CD3 10mg/kg o 45 25 A1 M 3R — IR , FL45 253K o M I/ INFRU Mg AR A /)N
VAR , SIS0 S5 TR S W Ak 51/ NS, HOORE PR B 10 5%« 45 2R WL 38 , GPC3 X CD 3k AU RE S A
A ZA SRR S SUIRE 40 , D MArRg A ; HL10mg /kg 71l 5 SHERYO T4 25800 2
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[0001]
[0002]
[0003]
[0004]
[0005]
[0006]
[0007]
[0008]
[0009]
[0010]
[0011]
[0012]
[0013]
[0014]
[0015]
[0016]
[0017]
[0018]
[0019]
[0020]
[0021]
[0022]
[0023]
[0024]
[0025]
[0026]
[0027]
[0028]
[0029]
[0030]
[0031]
[0032]
[0033]
[0034]
[0035]
[0036]
[0037]
[0038]
[0039]
[0040]
[0041]

SEQUENCE LISTING

<110>
<120>
<130>
<160>
<170>
<210>
211>
212>
213>
<400>

RN A= 25 R B (ed) APR A 7]

—POBURE DU M i
MTI20179

95

PatentIn version 3.5

1

306

PRT

Homo sapiens

1

Gln Ser Ile Lys Gly Asn His Leu Val Lys Val

1

5 10

Asp Gly Ser Val Leu Leu Thr Cys Asp Ala Glu

20 25

Trp Phe Lys Asp Gly Lys Met Ile Gly Phe Leu

35 40

Lys Trp Asn Leu Gly Ser Asn Ala Lys Asp Pro

50

55

Cys Lys Gly Ser Gln Asn Lys Ser Lys Pro Leu

65

70 75

Met Cys Gln Asn Cys Ile Glu Leu Asn Ala Pro

85 90

Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys

100 105

Ser Arg Thr Pro Glu Val Thr Cys Val Val Val

115 120

Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp
130 135
Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr

145

150 155

Val Val Ser Val Leu Thr Val Leu His Gln Asp

165 170

Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu

180 185

Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg

195 200

Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys
210 215
Ser Cys Ala Val Lys Gly Phe Tyr Pro Ser Asp

225

230 235

71

Tyr

Ala

Thr

Arg

60

Gln

Glu

Asp

Asp

Gly

140

Asn

Trp

Pro

Glu

Asn

220
Ile

Asp
Lys
Glu
45

Gly
Val
Ala
Thr
Val
125
Val
Ser
Leu
Ala
Pro
205

Gln

Ala

Tyr
Asn
30

Asp
Met
Tyr
Ala
Leu
110
Ser
Glu
Thr
Asn
Ser
190
Gln

Val

Val

Gln
15

Ile
Lys
Tyr
Tyr
Gly
95

Met
His
Val
Tyr
Gly
175
Ile
Val

Ser

Glu

Glu

Thr

Lys

Gln

Arg

80

Gly

Ile

Glu

His

Arg

160

Lys

Glu

Cys

Leu

Trp
240
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[0042] Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val
[0043] 245 250 255
[0044] Leu Asp Ser Asp Gly Ser Phe Phe Leu Val Ser Lys Leu Thr Val Asp
[0045] 260 265 270

[0046] Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His
[0047] 275 280 285

[0048] Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro
[0049] 290 295 300

[0050] Gly Lys

[0051] 305

[0052] <210> 2

[0053] <211> 339

[0054] <212> PRT

[0055] <213> Homo sapiens

[0056]  <400> 2

[0057] Gln Asp Gly Asn Glu Glu Met Gly Gly Ile Thr Gln Thr Pro Tyr Lys
[0058] 1 5 10 15
[0059] Val Ser Ile Ser Gly Thr Thr Val Ile Leu Thr Cys Pro Gln Tyr Pro
[0060] 20 25 30

[0061] Gly Ser Glu Ile Leu Trp Gln His Asn Asp Lys Asn Ile Gly Gly Asp
[0062] 35 40 45

[0063] Glu Asp Asp Lys Asn Ile Gly Ser Asp Glu Asp His Leu Ser Leu Lys
[0064] 50 55 60

[0065] Glu Phe Ser Glu Leu Glu Gln Ser Gly Tyr Tyr Val Cys Tyr Pro Arg
[0066] 65 70 75 80
[0067] Gly Ser Lys Pro Glu Asp Ala Asn Phe Tyr Leu Tyr Leu Arg Ala Arg
[0068] 85 90 95
[0069] Val Cys Glu Asn Cys Met Glu Met Asp Ala Pro Glu Ala Ala Gly Gly
[0070] 100 105 110

[0071] Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile
[0072] 115 120 125

[0073] Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu
[0074] 130 135 140

[0075] Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His
[0076] 145 150 155 160
[0077] Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg
[0078] 165 170 175
[0079] Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys
[0080] 180 185 190

[0081] Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Ser Ile Glu
[0082] 195 200 205

[0083] Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr
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[0084] 210 215 220

[0085] Thr Leu Pro Pro Cys Arg Asp Glu Leu Thr Lys Asn Gln Val Ser Leu
[0086] 225 230 235 240
[0087] Trp Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp
[0088] 245 250 255
[0089] Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val
[0090] 260 265 270

[0091] Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp
[0092] 275 280 285

[0093] Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His
[0094] 290 295 300

[0095] Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro
[0096] 305 310 315 320
[0097] Gly Lys Gly Ser Gly Leu Asn Asp Ile Phe Glu Ala Gln Lys Ile Glu
[0098] 325 330 335
[0099] Trp His Glu

[0100]  <210> 3

[0101]  <211> 305

[0102]  <212> PRT

[0103] <213> Macaca fascicularis

[0104]  <400> 3

[0105] Gln Ser Phe Glu Glu Asn Arg Lys Leu Asn Val Tyr Asn Gln Glu Asp
[0106] 1 5 10 15
[0107] Gly Ser Val Leu Leu Thr Cys His Val Lys Asn Thr Asn Ile Thr Trp
[0108] 20 25 30

[0109] Phe Lys Glu Gly Lys Met Ile Asp Ile Leu Thr Ala His Lys Asn Lys
[0110] 35 40 45

[0111]  Trp Asn Leu Gly Ser Asn Thr Lys Asp Pro Arg Gly Val Tyr Gln Cys
[0112] 50 55 60

[0113] Lys Gly Ser Lys Asp Lys Ser Lys Thr Leu Gln Val Tyr Tyr Arg Met
[0114] 65 70 75 80
[0115] Cys Gln Asn Cys Ile Glu Leu Asn Ala Pro Glu Ala Ala Gly Gly Pro
[0116] 85 90 95
[0117]  Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser
[0118] 100 105 110

[0119]  Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp
[0120] 115 120 125

[0121]  Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn
[0122] 130 135 140

[0123] Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val
[0124] 145 150 155 160
[0125] Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu
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[0126] 165 170 175
[0127]  Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Ser Ile Glu Lys
[0128] 180 185 190

[0129] Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Cys Thr
[0130] 195 200 205

[0131] Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val Ser Leu Ser
[0132] 210 215 220

[0133] Cys Ala Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu
[0134] 225 230 235 240
[0135] Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu
[0136] 245 250 255
[0137] Asp Ser Asp Gly Ser Phe Phe Leu Val Ser Lys Leu Thr Val Asp Lys
[0138] 260 265 270

[0139]  Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu
[0140] 275 280 285

[0141] Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly
[0142] 290 295 300

[0143] Lys

[0144] 305

[0145] <210> 4

[0146] <211> 330

[0147]  <212> PRT

[0148] <213> Macaca fascicularis

[0149]  <400> 4

[0150] Gln Asp Gly Asn Glu Glu Met Gly Ser Ile Thr Gln Thr Pro Tyr Gln
[0151] 1 5 10 15
[0152] Val Ser Ile Ser Gly Thr Thr Val Ile Leu Thr Cys Ser Gln His Leu
[0153] 20 25 30

[0154]  Gly Ser Glu Ala Gln Trp Gln His Asn Gly Lys Asn Lys Glu Asp Ser
[0155] 35 40 45

[0156] Gly Asp Arg Leu Phe Leu Pro Glu Phe Ser Glu Met Glu Gln Ser Gly
[0157] 50 55 60

[0158] Tyr Tyr Val Cys Tyr Pro Arg Gly Ser Asn Pro Glu Asp Ala Ser His
[0159] 65 70 75 80
[0160] His Leu Tyr Leu Lys Ala Arg Val Cys Glu Asn Cys Met Glu Met Asp
[0161] 85 90 95
[0162] Ala Pro Glu Ala Ala Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys
[0163] 100 105 110

[0164] Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val
[0165] 115 120 125

[0166] Val Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr
[0167] 130 135 140
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[0168] Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu
[0169] 145 150 155 160
[0170]  Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His
[0171] 165 170 175
[0172] Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys
[0173] 180 185 190

[0174] Ala Leu Pro Ala Ser Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln
[0175] 195 200 205

[0176] Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Cys Arg Asp Glu Leu
[0177] 210 215 220

[0178] Thr Lys Asn Gln Val Ser Leu Trp Cys Leu Val Lys Gly Phe Tyr Pro
[0179] 225 230 235 240
[0180] Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn
[0181] 245 250 255
[0182] Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu
[0183] 260 265 270

[0184] Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val
[0185] 275 280 285

[0186] Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln
[0187] 290 295 300

[0188] Lys Ser Leu Ser Leu Ser Pro Gly Lys Gly Ser Gly Leu Asn Asp Ile
[0189] 305 310 315 320
[0190] Phe Glu Ala Gln Lys Ile Glu Trp His Glu

[0191] 325 330

[0192] <210> 5

[0193]  <211> 109

[0194]  <212> PRT

[0195] <213> Homo sapiens

[0196]  <400> 5

[0197] Gln Ala Val Val Thr Gln Glu Pro Ser Leu Thr Val Ser Pro Gly Gly
[0198] 1 5 10 15
[0199]  Thr Val Thr Leu Thr Cys Arg Ser Ser Thr Gly Ala Val Thr Thr Ser
[0200] 20 25 30

[0201] Asn Tyr Ala Asn Trp Val Gln Gln Lys Pro Gly Gln Ala Pro Arg Gly
[0202] 35 40 45

[0203] Leu Ile Gly Gly Thr Asn Lys Arg Ala Pro Trp Thr Pro Ala Arg Phe
[0204] 50 55 60

[0205] Ser Gly Ser Leu Leu Gly Gly Lys Ala Ala Leu Thr Leu Ser Gly Ala
[0206] 65 70 75 80
[0207]  Gln Pro Glu Asp Glu Ala Glu Tyr Tyr Cys Ala Leu Trp Tyr Ser Asn
[0208] 85 90 95
[0209] Leu Trp Val Phe Gly Gly Gly Thr Lys Leu Thr Val Leu
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[0210]
[0211]
[0212]
[0213]
[0214]
[0215]
[0216]
[0217]
[0218]
[0219]
[0220]
[0221]
[0222]
[0223]
[0224]
[0225]
[0226]
[0227]
[0228]
[0229]
[0230]
[0231]
[0232]
[0233]
[0234]
[0235]
[0236]
[0237]
[0238]
[0239]
[0240]
[0241]
[0242]
[0243]
[0244]
[0245]
[0246]
[0247]
[0248]
[0249]
[0250]
[0251]

100 105
<210> 6
211> 327
<212> DNA
<213> Homo sapiens
<400> 6

caggctgtgg tcacacaaga gecctagectg acagtgtcte ctggeggeac agtgaccctg 60
acctgtagat cttctacagg cgccgtgacc accagcaact acgctaattg ggtgecagecag 120
aagcccggee aggetcctag aggactgatc ggeggaacaa acaagagage cccttggaca 180
cccgecagat tctetggate tctgetegge ggaaaggecg ctetgacact ttetggtget 240
cagcctgagg acgaggecga gtactattgt gecctgtggt acagcaacct gtgggtgtte 300

ggcggaggea ccaaactgac agttctg 327

210> 7

211> 14

<212> PRT

<213> Homo sapiens

<400> 7

Arg Ser Ser Thr Gly Ala Val Thr Thr Ser Asn Tyr Ala Asn

1 5 10

<210> 8

211> 8

<212> PRT

<213> Homo sapiens

<400> 8

Gly Gly Thr Asn Lys Arg Ala Pro

1 5

<210> 9

211> 9

<212> PRT

<213> Homo sapiens

<400> 9

Ala Leu Trp Tyr Ser Asn Leu Trp Val

1 5

<210> 10

<211> 109

<212> PRT

<213> Homo sapiens

<400> 10

Gln Ala Val Val Thr Gln Glu Pro Ser Leu Thr Val Ser Pro Gly Gly

1 5 10 15

Thr Val Thr Leu Thr Cys Arg Ser Ser Thr Gly Ala Val Thr Thr Ser
20 25 30
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[0252]
[0253]
[0254]
[0255]
[0256]
[0257]
[0258]
[0259]
[0260]
[0261]
[0262]
[0263]
[0264]
[0265]
[0266]
[0267]
[0268]
[0269]
[0270]
[0271]
[0272]
[0273]
[0274]
[0275]
[0276]
[0277]
[0278]
[0279]
[0280]
[0281]
[0282]
[0283]
[0284]
[0285]
[0286]
[0287]
[0288]
[0289]
[0290]
[0291]
[0292]
[0293]

Ala
35
Gly

Asn Tyr

Leu Ile
50

Ser Gly

65

Gln Pro

Ser

Glu

Leu Trp Val
210> 11
211> 327
<212> DNA
<213> Homo
<400> 11
caggectgtgg
acctgtagat
aagccceggec
cccgecagat
cagcctgagg
ggcggaggca
210> 12
<211> 109
212> PRT
<213> Homo
<400> 12
Glu Ala Val
1
Thr Val Thr
Tyr Ala
35
Leu Ile Gly
50
Gly Ser

Asn

Ser
65
Gln Pro Glu

Leu Trp Val

<210> 13
211> 327

Asn Trp

Gly Thr

Leu Leu

70

Asp Glu
85

Phe Gly

100

sapiens

tcacacaaga
cttctacagg
aggctcctag
tctctggate
acgaggccga

ccaaactgac

sapiens
Val Thr
5

Thr

Gl
Leu Cy
20
Asn Trp

Gly Thr As
Gl
70

Al

Leu Leu

Glu
85
Gly

Asp

Phe
100

Gl

Val

55

40

Asn Lys Arg

Gly Gly Lys

Ala Glu Tyr

Gly Gly Thr

Val Gln Glu Lys Pro Gly

Ala Pro Trp

Ala Ala Leu
75
Tyr Cys Ala
90
Lys Leu Thr
105

gcctageetg acagtgtete

cgcegtgace accagcaact

aggactgatc ggcggaacaa

tctgectecgge ggaaaggecg

gtactattgt gcecectgtggt
agttctg 327

n Glu

s Glu

Gln

n Lys

55

y Gly

a Glu

y Gly

Pro

Ser

Glu

40

Glu

Lys

Tyr

Thr

Leu Thr
10

Asp

Ser

Ser Gly

25

Lys Pro Gly

Ala Pro Trp

Ala Ala Leu
75
Cys Ala
90

Leu

Tyr

Lys Thr

105

7

Gln Ala
45

Thr Pro

60

Thr Leu

Pro Arg Gly

Ala Arg Phe

Ser Gly Ala

80
Ser Asn
95

Leu Trp Tyr

Val Leu

ctggecggecac agtgaccctg 60
acgctaattg ggtgcaggag 120
acaagagagc cccttggaca 180
ctctgacact ttctggtget 240
acagcaacct gtgggtgttce 300

Val Gly
15

Thr

Ser Pro Gly

Ala Val Thr
30

Pro

Ser

Gln Ala
45

Pro

Arg Gly
Thr
60
Thr

Ala Arg Phe
Ala
80

Asn

Leu Ser Gly

Ser
95

Leu Trp Tyr

Val Leu
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[0294]
[0295]
[0296]
[0297]
[0298]
[0299]
[0300]
[0301]
[0302]
[0303]
[0304]
[0305]
[0306]
[0307]
[0308]
[0309]
[0310]
[0311]
[0312]
[0313]
[0314]
[0315]
[0316]
[0317]
[0318]
[0319]
[0320]
[0321]
[0322]
[0323]
[0324]
[0325]
[0326]
[0327]
[0328]
[0329]
[0330]
[0331]
[0332]
[0333]
[0334]
[0335]

<212> DNA

<213> Homo sapiens

<400> 13

gaggctgtgg tcacacaaga gcctagectg acagtgtete

acctgtgagt cttctgacgg cgccgtgacc accagcaact

aagcccecggece aggetcctag aggactgatc ggeggaacaa

ccecgecagat tctetggate tectgetegge ggaaaggecg

cagcctgagg acgaggceccga gtactattgt gecctgtggt

ggcggaggea ccaaactgac agttctg 327

<210> 14

211> 14

<212> PRT

<213> Homo sapiens

<400> 14

Glu Ser Ser Asp Gly Ala Val Thr Thr Ser Asn

1 5 10

210> 15

211> 8

<212> PRT

<213> Homo sapiens

<400> 15

Gly Gly Thr Asn Lys Glu Ala Pro

1 5

<210> 16

<211> 109

212> PRT

<213> Homo sapiens

<400> 16

Gln Ala Val Val Thr Gln Glu Pro Ser Leu Thr

1 5 10

Thr Val Thr Leu Thr Cys Glu Ser Ser Asp Gly

20 25
Asn Tyr Ala Asn Trp Val Gln Glu Lys Pro Gly
35 40
Leu Ile Gly Gly Thr Asn Lys Glu Ala Pro Trp
50 55

Ser Gly Ser Leu Leu Gly Gly Lys Ala Ala Leu

65 70 75

Gln Pro Glu Asp Glu Ala Glu Tyr Tyr Cys Ala
85 90

Leu Trp Val Phe Gly Gly Gly Thr Lys Leu Thr

100 105

78

ctggecggeac agtgaccctg 60
acgctaattg ggtgcaggag 120
acaaggaggc cccttggaca 180
ctctgacact ttctggtget 240
acagcaacct gtgggtgtte 300

Tyr Ala Asn

Val Gly
15

Thr

Ser Pro Gly

Ala Val Thr
30

Pro

Ser

Gln Ala
45

Pro

Arg Gly
Thr
60
Thr

Ala Arg Phe
Ala
80

Asn

Leu Ser Gly

Ser
95

Leu Trp Tyr

Val Leu
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[0336]
[0337]
[0338]
[0339]
[0340]
[0341]
[0342]
[0343]
[0344]
[0345]
[0346]
[0347]
[0348]
[0349]
[0350]
[0351]
[0352]
[0353]
[0354]
[0355]
[0356]
[0357]
[0358]
[0359]
[0360]
[0361]
[0362]
[0363]
[0364]
[0365]
[0366]
[0367]
[0368]
[0369]
[0370]
[0371]
[0372]
[0373]
[0374]
[0375]
[0376]
[0377]

210> 17
211> 327
<212> DNA
<213> Homo
<400> 17
caggectgtgg
acctgtgagt
aagccceggec
ccecgecagat
cagcctgagg
ggcggaggea
<210> 18
211> 109
<212> PRT
<213> Homo
<400> 18
Gln Ala Val
1
Thr Val Thr
Tyr Ala
35
Ile Gly
50
Gly Ser

Asn

Leu

Ser
65
Gln Ala Glu

Leu Trp Val
<210> 19
211> 327
<212> DNA
<213> Homo
<400> 19
caggetgtgg
acctgtagat
aagccceggece
cccgecagat
caggctgagg
ggcggaggcea
<210> 20

sapiens

tcacacaaga
cttctgacgg
aggctcctag
tctctggatce
acgaggccga

ccaaactgac

sapiens
Val Thr
5

Leu Thr
20
Asn Trp

Gly Thr

Leu Leu
Glu
85
Gly

Asp

Phe
100

sapiens

tcacacaaga
cttctacagg
aggctcctag
tctctggatce
acgaggccga

ccaaactgac

Gln Glu

Cys

Val

Asn Lys

Gly

70

Ala Glu

Gly

gcctageetg acagtgtete
cgcegtgace accagcaact
aggactgatc ggcggaacaa
tctgetecgge ggaaaggecg
gtactattgt gccctgtggt
agttctg 327

Leu Thr
10

Thr

Pro Ser

Ser Gly
25

Lys

Arg Ser

Gln Glu
40

Arg

Pro Gly

Ala Pro Trp

55
Gly Ala

Ala Leu

75
Val

Lys

Cys
90
Gly Thr Leu

Lys Thr

105

gcctageetg acagtgtete
cgcegtgacce accagcaact
aggactgatc ggcggaacaa
tctgetegge ggaaaggcecg
gtactattgt gtgctgtggt
agttctg 327

79

ctggeggceac
acgctaattg
acaaggaggc
ctctgacact

acagcaacct

Val Ser Pro

Ala Val Thr

30

Gln Ala Pro
45

Thr Pro

60

Thr

Ala

Ile Thr

Leu Tyr

Val Leu

ctggecggceac
acgctaattg
acaagagagc
ctctgacaat

acagcaacct

agtgaccctg 60
ggtgcaggag 120
cccttggaca 180
ttctggtget 240
gtgggtgtte 300

Gly
15
Thr

Gly

Ser

Arg Gly

Arg Phe

Ala
80

Asn

Gly

Ser
95

agtgaccctg 60
ggtgcaggag 120
cccttggaca 180
cactggtget 240
gtgggtgtte 300



CN 114524878 B Fo5l & 10/55 T
[0378] <211> 8

[0379]  <212> PRT

[0380] <213> Homo sapiens

[0381]  <400> 20

[0382] Tyr Gly Thr Asn Lys Arg Ala Pro

[0383] 1 5

[0384] <210> 21

[0385] <211> 9

[0386]  <212> PRT

[0387] <213> Homo sapiens

[0388]  <400> 21

[0389] Val Leu Trp Tyr Ser Asn Leu Trp Val

[0390] 1 5

[0391] <210> 22

[0392] <211> 109

[0393]  <212> PRT

[0394] <213> Homo sapiens

[0395]  <400> 22

[0396] Gln Ala Val Val Thr Gln Glu Pro Ser Leu Thr Val Ser Pro Gly Gly
[0397] 1 5 10 15

[0398] Thr Val Thr Leu Thr Cys Arg Ser Ser Thr Gly Ala Val Thr Thr Ser
[0399] 20 25 30

[0400] Asn Tyr Ala Asn Trp Phe Gln Glu Lys Pro Gly Gln Ala Pro Arg Gly
[0401] 35 40 45

[0402] Leu Ile Tyr Gly Thr Asn Lys Arg Ala Pro Trp Thr Pro Ala Arg Phe
[0403] 50 55 60

[0404] Ser Gly Ser Leu Leu Gly Gly Lys Ala Ala Leu Thr Leu Ser Gly Ala
[0405] 65 70 75 80

[0406] Gln Ala Glu Asp Glu Ala Glu Tyr Tyr Cys Val Leu Trp Tyr Ser Asn
[0407] 85 90 95

[0408] Leu Trp Val Phe Gly Gly Gly Thr Lys Leu Thr Val Leu

[0409] 100 105

[0410] <210> 23

[0411]  <211> 327

[0412] <212> DNA

[0413] <213> Homo sapiens

[0414]  <400> 23

[0415] caggctgtgg tcacacaaga gcctagectg acagtgtcte ctggeggeac agtgaccetg 60
[0416] acctgtagat cttctacagg cgccgtgace accagcaact acgctaattg gttccaggag 120
[0417] aagcccggec aggetcctag aggactgatc tacggaacaa acaagagage cccttggaca 180
[0418] cccgecagat tctectggate tcetgetegge ggaaaggecg ctectgacact ttetggtget 240
[0419] caggctgagg acgaggecga gtactattgt gtcctgtggt acagcaacct gtgggtgtte 300

80
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[0420] ggcggaggea ccaaactgac agttctg 327

[0421] <210> 24

[0422] <211> 125

[0423]  <212> PRT

[0424] <213> Homo sapiens

[0425]  <400> 24

[0426] Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
(04271 1 5 10 15

[0428] Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Asn Thr Tyr
[0429] 20 25 30

[0430] Ala Met Asn Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val

[0431] 35 40 45

[0432] Ser Arg Ile Arg Ser Lys Tyr Asn Asn Tyr Ala Thr Tyr Tyr Ala Asp
[0433] 50 55 60

[0434] Ser Val Lys Asp Arg Phe Thr Ile Ser Arg Asp Asp Ser Lys Asn Thr
[0435] 65 70 75 80

[0436] Leu Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr
[0437] 85 90 95

[0438] Tyr Cys Val Arg His Gly Asn Phe Gly Asn Ser Tyr Val Ser Trp Phe
[0439] 100 105 110

[0440] Ala Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser

[0441] 115 120 125

[0442] <210> 25

[0443] <211> 375

[0444]  <212> DNA

[0445] <213> Homo sapiens

[0446]  <400> 25

[0447] gaggtgcage tggttgaatc tggecggagga ctggttcage ctggeggate tctgagactg 60
[0448] tcttgtgeeg ccageggett caccttcaac acctacgeta tgaactgggt ccgacaggee 120
[0449] cctggcaaag gactggaatg ggtgtccaga atcaggtcca agtacaacaa ctacgccacc 180
[0450] tactacgccg acagegtgaa ggacagattc accatcagca gggacgacag caagaacacc 240
[0451] ctgtacctge agatgaacag cctgagagcc gaggacaccg ccgtgtacta ctgtgtcaga 300
[0452] cacggcaact tcggcaacag ctatgtgtct tggtttgecct actggggceca gggecacactg 360
[0453] gtcacagtta gctct 375

[0454]  <210> 26

[0455] <211> 6

[0456]  <212> PRT

[0457] <213> Homo sapiens

[0458]  <400> 26

[0459] Asn Thr Tyr Ala Met Asn

[0460] 1 5

[0461]  <210> 27

81
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[0462]
[0463]
[0464]
[0465]
[0466]
[0467]
[0468]
[0469]
[0470]
[0471]
[0472]
[0473]
[0474]
[0475]
[0476]
[0477]
[0478]
[0479]
[0480]
[0481]
[0482]
[0483]
[0484]
[0485]
[0486]
[0487]
[0488]
[0489]
[0490]
[0491]
[0492]
[0493]
[0494]
[0495]
[0496]
[0497]
[0498]
[0499]
[0500]
[0501]
[0502]
[0503]

211> 18

<212> PRT

<213> Homo sapiens

<400> 27

Ile Arg Ser Lys Tyr Asn Asn Tyr Ala

1 5

Lys Asp

<210> 28

211> 14

<212> PRT

<213> Homo sapiens

<400> 28

His Gly Asn Phe Gly Asn Ser Tyr Val

1 5

<210> 29

211> 125

<212> PRT

<213> Homo sapiens

<400> 29

Glu Val Gln Leu Val Glu Ser Gly Gly

1 5

Ser Leu Arg Leu Ser Cys Ala Ala Ser
20 25

Ala Met Asn Trp Val Arg Lys Ala Pro

35 40
Ser Arg Ile Arg Ser Lys Tyr Asn Asn
50 55

Ser Val Lys Asp Arg Phe Thr Ile Ser

65 70

Leu Tyr Leu Gln Met Asn Ser Leu Arg

85

Tyr Cys Val Arg His Gly Asn Phe Gly
100 105

Ala Tyr Trp Gly Gln Gly Thr Leu Val

115 120

<210> 30

<211> 375

<212> DNA

<213> Homo sapiens

<400> 30

gaggtgcage tggttgaatc tggecggagga ctggttcage ctggeggate tctgagactg 60
tcttgtgeeg ccageggett caccttectee acctacgeta tgaactgggt ccgaaaggee 120

82

Thr Tyr Tyr Ala Asp Ser Val

10

Ser Trp Phe Ala Tyr

10

Gly
10

Gly
Gly
Tyr

Arg

Ala
90

Asn

Thr

Leu

Phe

Lys

Ala

Asp

75

Glu

Ser

Val

Val

Thr

Gly

Thr

60

Asp

Asp

Tyr

Ser

Gln

Phe

Leu

45

Tyr

Ser

Thr

Val

Ser
125

Pro

Ser

30

Glu

Tyr

Lys

Ala

Ser
110

15

Gly
15
Thr

Trp

Ala

Asn

Val

95
Trp

Gly

Tyr

Val

Asp

Thr

80

Tyr

Phe
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[0504]
[0505]
[0506]
[0507]
[0508]
[0509]
[0510]
[0511]
[0512]
[0513]
[0514]
[0515]
[0516]
[0517]
[0518]
[0519]
[0520]
[0521]
[0522]
[0523]
[0524]
[0525]
[0526]
[0527]
[0528]
[0529]
[0530]
[0531]
[0532]
[0533]
[0534]
[0535]
[0536]
[0537]
[0538]
[0539]
[0540]
[0541]
[0542]
[0543]
[0544]
[0545]

cctggcaaag
tactacgcceg
ctgtacctge
cacggcaact
gtcacagtta
<210> 31
211> 6
<212> PRT
<213> Homo
<400> 31
Ser Thr Tyr
1

210> 32
211> 125
212> PRT
<213> Homo
<400> 32
Glu Val GIn
1
Ser

Leu Arg

Ala Asn
35
Ile

Met

Arg
50
Val

Ser
Ser Lys
65
Leu

Tyr Leu

Tyr Cys Val

Ala Trp
115
<210> 33
211> 375
<212> DNA
<213> Homo
<400> 33
gaggtgcagce
tcttgtgeceg

Tyr

cctggcaaag

tactacgcceg

gactggaatg ggtgtccaga atcaggtcca agtacaacaa ctacgccacc 180

acagcgtgaa ggacagattc accatcagca gggacgacag caagaacacc 240

agatgaacag cctgagagcc gaggacaccg ccgtgtacta ctgtgtcaga 300

tcggcaacag ctatgtgtcet tggtttgect actggggeca gggecacactg 360

gctet 375

sapiens

Ala Met Asn
5

sapiens

Val
5

Ser

Leu Glu

Leu Cys
20
Trp

Val Arg

Arg Ser Lys
Phe
70

Asn

Asp Arg

Gln Met
85
Arg His Gly
100
Gly

Gln Gly

sapiens

tggttgaatc tggcggagga
ccagcggett caccttetece
gactggaatg ggtgtccaga
acagcgtgaa ggacagattc

Ser

Ala

Lys

Tyr

55

Thr

Ser

Asn

Thr

Gly

Ala

Ala

40

Asn

Ile

Leu

Phe

Leu
120

Gly Gly
10

Gly

Leu
Ser Phe
25
Pro

Gly Lys

Asn Tyr Ala
Asp
75

Glu

Ser Arg
Ala
90
Glu

Arg

Gly
105
Val

Ser

Thr Val

ctggttcagce
acctacgcta
atcaggtcca

accatcagca

83

Val Gln

Thr Phe

Gly Leu
45
Thr Tyr
60
Asp Ser

Asp Thr

Tyr Val

Ser
125

Ser

Pro

Ser

30

Glu

Tyr

Lys

Ala

Ser
110

Gly
15
Thr

Trp

Ala

Asn

Val

95
Trp

Gly

Tyr

Val

Asp

Thr

80

Tyr

Phe

ctggecggate tctgagactg 60

tgaactgggt ccgaaaggcc
agtacaacaa ctacgccacc

gggacgacag caagaacacc

120
180
240
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[0546]
[0547]
[0548]
[0549]
[0550]
[0551]
[0552]
[0553]
[0554]
[0555]
[0556]
[0557]
[0558]
[0559]
[0560]
[0561]
[0562]
[0563]
[0564]
[0565]
[0566]
[0567]
[0568]
[0569]
[0570]
[0571]
[0572]
[0573]
[0574]
[0575]
[0576]
[0577]
[0578]
[0579]
[0580]
[0581]
[0582]
[0583]
[0584]
[0585]
[0586]
[0587]

ctgtacctge agatgaacag cctgagagec gaggacaccg ccgtgtacta ctgtgtcaga 300

cacggcaact tcggcgagag ctatgtgtct tggtttgect actggggceca gggecacactg 360

gtcacagtta
210> 34
211> 14
212> PRT
<213> Homo
<400> 34

gcetet 375

sapiens

His Gly Asn Phe Gly Glu Ser Tyr Val Ser Trp Phe Ala Tyr

1

<210> 35
211> 125
<212> PRT
<213> Homo
<400> 35
Glu Val GIn
1
Ser Leu Arg
Ala Asn
35
Arg Ile
50
Val

Met
Ser
Ser Lys
65
Leu

Tyr Leu

Tyr Cys Val

Ala Tyr Trp
115
<210> 36
211> 375
<212> DNA
<213> Homo
<400> 36
gaggtgcagc
tcttgtgeceg
cctggcaaag
tactacgccg
ctgtacctge

cacggcaact

5

sapiens

Val
5

Ser

Leu Gl

Leu Cy
20
Trp

Val Ar

Arg Ser Ly
Ph
70

As

Asp Arg

Gln Met
85
Arg His Gl
100
Gly

Gln GI

sapiens

tggttgaatc
ccagcggcett
gactggaatg
acagcgtgaa
agatgaacag

tcggceccagag

u Ser Gly

s Ala Ala

Ala
40

Asn

g Lys

s Tyr
55

e Thr Ile

n Ser Leu

Asn Phe

y

Thr Leu

120

y

tggcggagga
caccttctee
ggtgtccaga
ggacagattc
cctgagagcece
ctatgtgtct

10

Gly Gly
10

Gly

Leu
Ser Phe
25
Pro Gly

Asn Tyr Ala
Asp
75

Glu

Ser Arg
Ala
90

Gly Gln Ser
105
Val

Thr Val

ctggttcage
acctacgcta
atcaggtcca
accatcagca
gaggacaccg

tggtttgecet

84

Val Gln Pro

Thr Phe Ser
30

Gly Leu Glu
45

Thr Tyr

60

Asp

Tyr

Ser Lys

Asp Thr Ala

Val Ser

110

Tyr

Ser
125

Ser

ctggeggatce
tgaactgggt
agtacaacaa
gggacgacag
ccgtgtacta
actggggcca

Gly
15
Thr

Gly
Tyr
Val
Ala

Asp

Thr
80
Tyr

Asn

Val
95

Trp Phe

tctgagactg
ccgaaaggcec
ctacgccacc
caagaacacc
ctgtgtcaga
gggcacactg

60

120
180
240
300
360
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[0588] gtcacagtta gctct 375

[0589] <210> 37

[0590] <211> 14

[0591]  <212> PRT

[0592] <213> Homo sapiens

[0593]  <400> 37

[0594] His Gly Asn Phe Gly Gln Ser Tyr Val Ser Trp Phe Ala Tyr

[0595] 1 5 10

[0596]  <210> 38

[0597] <211> 125

[0598]  <212> PRT

[0599] <213> Homo sapiens

[0600]  <400> 38

[0601] Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
[0602] 1 5 10 15

[0603] Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Thr Tyr
[0604] 20 25 30

[0605] Ala Met Asn Trp Val Arg Lys Ala Pro Gly Lys Gly Leu Glu Trp Val

[0606] 35 40 45

[0607] Ser Arg Ile Arg Ser Lys Tyr Asn Asn Tyr Ala Thr Tyr Tyr Ala Asp
[0608] 50 55 60

[0609] Ser Val Lys Asp Arg Phe Thr Ile Ser Arg Asp Asp Ser Lys Asn Thr
[0610] 65 70 75 80

[0611] Leu Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr
[0612] 85 90 95

[0613] Tyr Cys Val Arg His Gly Asn Phe Gly Asp Ser Tyr Val Ser Trp Phe
[0614] 100 105 110

[0615] Ala Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser

[0616] 115 120 125

[0617]  <210> 39

[0618] <211> 375

[0619]  <212> DNA

[0620] <213> Homo sapiens

[0621]  <400> 39

[0622] gaggtgcage tggttgaatc tggecggagga ctggttcage ctggeggate tctgagactg 60
[0623] tcttgtgeecg ccageggett caccttctee acctacgeta tgaactgggt ccgaaaggee 120
[0624] cctggecaaag gactggaatg ggtgtccaga atcaggtcca agtacaacaa ctacgccace 180
[0625] tactacgccg acagcgtgaa ggacagattc accatcageca gggacgacag caagaacacc 240
[0626] ctgtacctge agatgaacag cctgagagcc gaggacaccg ccgtgtacta ctgtgtcaga 300
[0627] cacggcaact tcggcgacag ctatgtgtct tggtttgect actggggcca gggecacactg 360
[0628] gtcacagtta gctet 375

[0629] <210> 40

85
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[0630] <211> 14

[0631]  <212> PRT

[0632] <213> Homo sapiens

[0633]  <400> 40

[0634] His Gly Asn Phe Gly Asp Ser Tyr Val Ser Trp Phe Ala Tyr

[0635] 1 5 10

[0636] <210> 41

[0637] <211> 125

[0638]  <212> PRT

[0639] <213> Homo sapiens

[0640]  <400> 41

[0641] Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
[0642] 1 5 10 15

[0643] Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Thr Tyr
[0644] 20 25 30

[0645] Ala Met Asn Trp Val Arg Lys Ala Pro Gly Lys Gly Leu Glu Trp Val

[0646] 35 40 45

[0647] Ser Arg Ile Arg Ser Lys Tyr Asn Asn Tyr Ala Thr Tyr Tyr Ala Asp
[0648] 50 55 60

[0649] Ser Val Lys Asp Arg Phe Thr Ile Ser Arg Asp Asp Ser Lys Asn Thr
[0650] 65 70 75 80

[0651] Leu Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr
[0652] 85 90 95

[0653] Tyr Cys Val Arg His Gly Asn Phe Gly Thr Ser Tyr Val Ser Trp Phe
[0654] 100 105 110

[0655] Ala Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser

[0656] 115 120 125

[0657]  <210> 42

[0658] <211> 375

[0659]  <212> DNA

[0660] <213> Homo sapiens

[0661]  <400> 42

[0662] gaggtgcage tggttgaatc tggcggagga ctggttcage ctggeggate tctgagactg 60
[0663] tcttgtgeecg ccageggett caccttctee acctacgeta tgaactgggt ccgaaaggee 120
[0664] cctggcaaag gactggaatg ggtgtccaga atcaggtcca agtacaacaa ctacgccacce 180
[0665] tactacgccg acagcgtgaa ggacagattc accatcagea gggacgacag caagaacacc 240
[0666] ctgtacctge agatgaacag cctgagagcc gaggacaccg ccgtgtacta ctgtgtcaga 300
[0667] cacggcaact tcggcaccag ctatgtgtcet tggtttgect actggggeca gggecacactg 360
[0668] gtcacagtta gctct 375

[0669] <210> 43

[0670] <211> 14

[0671]  <212> PRT

86
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[0672] <213> Homo sapiens

[0673]  <400> 43

[0674] His Gly Asn Phe Gly Thr Ser Tyr Val Ser Trp Phe Ala Tyr

[0675] 1 5 10

[0676]  <210> 44

[0677]  <211> 125

[0678]  <212> PRT

[0679] <213> Homo sapiens

[0680]  <400> 44

[0681] Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
[0682] 1 5 10 15

[0683] Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Asp Tyr
[0684] 20 25 30

[0685] Ala Met Asn Trp Val Arg Lys Ala Pro Gly Lys Gly Leu Glu Trp Val

[0686] 35 40 45

[0687] Ser Arg Ile Arg Ser Lys Tyr Asn Asn Tyr Ala Thr Tyr Tyr Ala Asp
[0688] 50 55 60

[0689] Ser Val Glu Asp Arg Phe Thr Ile Ser Arg Asp Asp Ser Lys Asn Thr
[0690] 65 70 75 80

[0691] Leu Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr
[0692] 85 90 95

[0693] Tyr Cys Val Arg His Gly Asn Phe Gly Asn Ser Tyr Val Ser Trp Phe
[0694] 100 105 110

[0695] Ala Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser

[0696] 115 120 125

[0697]  <210> 45

[0698] <211> 375

[0699]1  <212> DNA

[0700] <213> Homo sapiens

[0701]  <400> 45

[0702] gaggtgcage tggttgaatc tggeggagga ctggttcage ctggeggate tctgagactg 60
[0703] tcttgtgeecg ccageggett caccttctee gactacgeta tgaactgggt ccgaaaggee 120
[0704] cctggcaaag gactggaatg ggtgtccaga atcaggtcca agtacaacaa ctacgccacc 180
[0705] tactacgccg acagcgtgga ggacagattc accatcagca gggacgacag caagaacacc 240
[0706] ctgtacctge agatgaacag cctgagagcc gaggacaccg ccgtgtacta ctgtgtcaga 300
[0707] cacggcaact tcggcaacag ctatgtgtct tggtttgect actggggeca gggecacactg 360
[0708] gtcacagtta gctct 375

[0709]  <210> 46

[0710]  <211> 6

[0711]  <212> PRT

[0712] <213> Homo sapiens

[0713]  <400> 46
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[0714]  Ser Asp Tyr Ala Met Asn

[0715] 1 5

[0716]  <210> 47

[0717] <211> 18

[0718]  <212> PRT

[0719] <213> Homo sapiens

[0720]  <400> 47

[0721] Ile Arg Ser Lys Tyr Asn Asn Tyr Ala Thr Tyr Tyr Ala Asp Ser Val

[0722] 1 5 10 15

[0723]  Glu Asp

[0724] <210> 48

[0725] <211> 125

[0726]  <212> PRT

[0727] <213> Homo sapiens

[0728]  <400> 48

[0729] Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
[0730] 1 5 10 15

[0731] Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Asn Thr Tyr
[0732] 20 25 30

[0733] Ala Met Asn Trp Val Arg Lys Ala Pro Gly Lys Gly Leu Glu Trp Val

[0734] 35 40 45

[0735] Gly Arg Ile Arg Ser Lys Tyr Asn Asn Tyr Ala Thr Tyr Tyr Ala Asp
[0736] 50 55 60

[0737] Ser Val Lys Asp Arg Phe Thr Ile Ser Arg Asp Asp Ser Lys Asn Ser
[0738] 65 70 75 80

[0739] Leu Tyr Leu Gln Met Asn Ser Leu Lys Thr Glu Asp Thr Ala Val Tyr
[0740] 85 90 95

[0741] Tyr Cys Ala Arg His Gly Asn Phe Gly Asn Ser Tyr Val Ser Trp Phe
[0742] 100 105 110

[0743] Ala Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser

[0744] 115 120 125

[0745]  <210> 49

[0746] <211> 375

[0747]  <212> DNA

[0748] <213> Homo sapiens

[0749]  <400> 49

[0750] gaggtgcage tggttgaatc tggcggagga ctggttcage ctggeggate tctgagactg 60
[0751] tcttgtgeecg ccageggett caccttcaac acctacgeta tgaactgggt ccgaaaggee 120
[0752] cctggcaaag gactggaatg ggtgggaaga atcaggtcca agtacaacaa ctacgccacc 180
[0753] tactacgccg acagcgtgaa ggacagattc accatcagca gggacgacag caagaacage 240
[0754] ctgtacctge agatgaacag cctgaaaacc gaggacaccg ccgtgtacta ctgtgecaga 300
[0755] cacggcaact tcggcaacag ctatgtgtct tggtttgeet actggggeca gggecacactg 360
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[0756] gtcacagtta gctct 375

[0757]  <210> 50

[0758] <211> 125

[0759]  <212> PRT

[0760] <213> Homo sapiens

[0761]  <400> 50

[0762] Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
[0763] 1 5 10 15

[0764] Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Asn Thr Tyr
[0765] 20 25 30

[0766] Ala Met Asn Trp Val Arg Lys Ala Pro Gly Lys Gly Leu Glu Trp Val

[0767] 35 40 45

[0768] Gly Arg Ile Arg Ser Lys Tyr Asn Asn Tyr Ala Thr Tyr Tyr Ala Asp
[0769] 50 55 60

[0770] Ser Val Lys Asp Arg Phe Thr Ile Ser Arg Asp Asp Ser Lys Asn Ser
[0771] 65 70 75 80

[0772] Leu Tyr Leu Gln Met Asn Ser Leu Lys Thr Glu Asp Thr Ala Val Tyr
[0773] 85 90 95

[0774] Tyr Cys Val Arg His Gly Asn Phe Gly Asn Ser Tyr Val Ser Trp Phe
[0775] 100 105 110

[0776] Ala Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser

[0777] 115 120 125

[0778] <210> 51

[0779] <211> 375

[0780]  <212> DNA

[0781] <213> Homo sapiens

[0782]  <400> 51

[0783] gaggtgcage tggttgaatc tggcggagga ctggttcage ctggeggate tctgagactg 60
[0784] tcttgtgeeg ccageggett caccttcaac acctacgeta tgaactgggt ccgaaaggece 120
[0785] cctggcaaag gactggaatg ggtgggaaga atcaggtcca agtacaacaa ctacgccacc 180
[0786] tactacgccg acagegtgaa ggacagattc accatcagca gggacgacag caagaacage 240
[0787] ctgtacctge agatgaacag cctgaaaacc gaggacaccg ccgtgtacta ctgtgtcaga 300
[0788] cacggcaact tcggcaacag ctatgtgtct tggtttgecct actggggeca gggecacactg 360
[0789] gtcacagtta gctct 375

[0790] <210> 52

[0791] <211> 125

[0792] <212> PRT

[0793] <213> Homo sapiens

[0794]  <400> 52

[0795] Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
[0796] 1 5 10 15

[0797] Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Asn Thr Tyr
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[0798] 20 25 30

[0799] Ala Met Asn Trp Val Arg Lys Ala Pro Gly Lys Gly Leu Glu Trp Val
[0800] 35 40 45

[0801] Ala Arg Ile Arg Ser Lys Tyr Asn Asn Tyr Ala Thr Tyr Tyr Ala Asp
[0802] 50 55 60

[0803] Ser Val Lys Asp Arg Phe Thr Ile Ser Arg Asp Asp Ser Lys Asn Ser
[0804] 65 70 75 80

[0805] Leu Tyr Leu Gln Met Asn Ser Leu Lys Thr Glu Asp Thr Ala Val Tyr
[0806] 85 90 95

[0807] Tyr Cys Val Arg His Gly Asn Phe Gly Asn Ser Tyr Val Ser Trp Phe
[0808] 100 105 110

[0809] Ala Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser

[0810] 115 120 125

[0811]  <210> 53

[0812]  <211> 375

[0813]  <212> DNA

[0814] <213> Homo sapiens

[0815]  <400> 53

[0816] gaggtgcage tggttgaatc tggecggagga ctggttcage ctggeggate tctgagactg 60
[0817] tcttgtgeeg ccageggett caccttcaac acctacgeta tgaactgggt ccgaaaggee 120
[0818] cctggecaaag gactggaatg ggtggccaga atcaggtcca agtacaacaa ctacgccace 180
[0819] tactacgccg acagcgtgaa ggacagattc accatcagca gggacgacag caagaacage 240
[0820] ctgtacctge agatgaacag cctgaaaacc gaggacaccg ccgtgtacta ctgtgtcaga 300
[0821] cacggcaact tcggcaacag ctatgtgtct tggtttgect actggggceca gggecacactg 360
[0822] gtcacagtta gctct 375

[0823]  <210> 54

[0824] <211> 214

[0825]  <212> PRT

[0826] <213> Homo sapiens

[0827]  <400> 54

[0828] Glu Ile Val Leu Thr Gln Ser Pro Gly Thr Leu Ser Leu Ser Pro Gly
[0829] 1 5 10 15

[0830] Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ser Val Ser Ser Tyr
[0831] 20 25 30

[0832] Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Arg Leu Leu Ile
[0833] 35 40 45

[0834] Tyr Asp Ala Ser Asn Arg Ala Thr Gly Ile Pro Asp Arg Phe Ser Gly
[0835] 50 55 60

[0836] Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Arg Leu Glu Pro
[0837] 65 70 75 80

[0838] Glu Asp Phe Ala Val Tyr Tyr Cys Gln Gln Arg Ser Asn Trp Pro Ile
[0839] 85 90 95
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[0840] Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys Arg Thr Val Ala Ala
[0841] 100 105 110

[0842] Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu Lys Ser Gly
[0843] 115 120 125

[0844] Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala
[0845] 130 135 140

[0846] Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser Gly Asn Ser Gln
[0847] 145 150 155 160
[0848] Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser
[0849] 165 170 175

[0850] Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr
[0851] 180 185 190

[0852] Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro Val Thr Lys Ser
[0853] 195 200 205

[0854] Phe Asn Arg Gly Glu Cys

[0855] 210

[0856]  <210> 55

[0857] <211> 642

[0858]  <212> DNA

[0859] <213> Homo sapiens

[0860]  <400> 55

[0861] gagatcgtge tgacacagag ccctggecaca ctgtcactgt ctccaggecga gagagccaca 60
[0862] ctgagctgta gagccagecca gagegtgtee tcttacctgg cctggtatca gecagaagect 120
[0863] ggacaggctc ccagactgct gatctacgac gccagcaaca gagccacagg catccccgat 180
[0864] agattcagcg getetggete tggecaccgac ttcaccctga caatcagcag actggaaccce 240
[0865] gaggacttcg ccgtgtacta ctgccagcag agaagcaact ggcccatcac attcggecag 300
[0866] ggcaccaagc tggaaatcaa gcgaactgtg getgcaccat ctgtcttcat cttecececgeca 360
[0867] tctgatgage agttgaaatc tggaactgec tctgttgtgt gectgetgaa taacttctat 420
[0868] cccagagagg ccaaagtaca gtggaaggtg gataacgccc tccaatcggg taactcccag 480
[0869] gagagtgtca cagagcagga cagcaaggac agcacctaca gcctcagcag caccctgacg 540
[0870] ctgagcaaag cagactacga gaaacacaaa gtctacgcct gegaagtcac ccatcaggge 600
[0871] ctgagctcge ccgtcacaaa gagcttcaac aggggagagt gt 642

[0872] <210> 56

[0873] <211> 449

[0874]  <212> PRT

[0875] <213> Homo sapiens

[0876]  <400> 56

[0877] Glu Val Gln Leu Leu Glu Ser Gly Gly Gly Val Val Gln Pro Gly Gly
[0878] 1 5 10 15

[0879] Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Asn Asp Tyr
[0880] 20 25 30

[0881] Ala Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
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[0882] 35 40 45

[0883] Ser Thr Ile Ser Trp Asn Ser Gly Ser Ile Gly Tyr Ala Asp Ser Val
[0884] 50 55 60

[0885] Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
[0886] 65 70 75 80
[0887] Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
[0888] 85 90 95
[0889] Ala Lys Asp Ile Gln Tyr Gly Asn Tyr Tyr Tyr Gly Met Asp Tyr Trp
[0890] 100 105 110

[0891] Gly Gln Gly Thr Leu Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro
[0892] 115 120 125

[0893] Ser Val Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser Glu Ser Thr
[0894] 130 135 140

[0895] Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr
[0896] 145 150 155 160
[0897] Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro
[0898] 165 170 175
[0899] Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr
[0900] 180 185 190

[0901] Val Pro Ser Ser Ser Leu Gly Thr Lys Thr Tyr Thr Cys Asn Val Asp
[0902] 195 200 205

[0903] His Lys Pro Ser Asn Thr Lys Val Asp Lys Arg Val Glu Ser Lys Tyr
[0904] 210 215 220

[0905] Gly Pro Pro Cys Pro Pro Cys Pro Ala Pro Glu Phe Glu Gly Gly Pro
[0906] 225 230 235 240
[0907] Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser
[0908] 245 250 255
[0909] Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser Gln Glu Asp
[0910] 260 265 270

[0911]  Pro Glu Val Gln Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn
[0912] 275 280 285

[0913] Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe Asn Ser Thr Tyr Arg Val
[0914] 290 295 300

[0915] Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu
[0916] 305 310 315 320
[0917] Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu Ala Ser Ser Ile Glu Lys
[0918] 325 330 335
[0919] Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Cys Thr
[0920] 340 345 350

[0921] Leu Pro Pro Ser Gln Glu Glu Met Thr Lys Asn Gln Val Ser Leu Ser
[0922] 355 360 365

[0923] Cys Ala Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu
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[0924] 370 375 380

[0925]  Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu

[0926] 385 390 395 400

[0927] Asp Ser Asp Gly Ser Phe Phe Leu Val Ser Lys Leu Thr Val Asp Lys

[0928] 405 410 415

[0929] Ser Arg Trp Gln Glu Gly Asn Val Phe Ser Cys Ser Val Met His Glu

[0930] 420 425 430

[0931] Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Leu Gly

[0932] 435 440 445

[0933] Lys

[0934]  <210> 57

[0935] <211> 1347

[0936] <212> DNA

[0937] <213> Homo sapiens

[0938]  <400> 57

[0939] gaagtgcage tgctggaatc tggtggegga gttgttcage ctggeggete tctgagactg 60
[0940] tcttgtgetg ccageggett caccttcaac gactacgeta tgcactgggt ccgacaggee 120
[0941] cctggecaaag gacttgaatg ggtgtccacce atcagetgga acageggete tatcggetac 180
[0942] gcecgattecg tgaagggecag attcaccatc tccagagaca acagcaagaa caccctgtac 240
[0943] ctgcagatga acagcctgag agccgaggac accgecgtgt actactgtge caaggacatc 300
[0944] cagtacggca actactacta cggcatggac tactggggcc agggaacact ggttaccgtt 360
[0945] agctctgeta gcaccaaggg ccccagegtg ttccceetgg ceccecttgeag cagaageace 420
[0946] agcgagagca cagccgecct gggetgectg gtgaaggact acttccccga gecegtgace 480
[0947] gtgtcectgga acageggege tctgaccage ggegtgeata ccttceceege cgtgeteccag 540
[0948] agcagcggac tgtactccct gagcagegtg gtgaccgtge cttccagecag cctgggeace 600
[0949] aagacctaca cctgcaacgt ggaccacaag cccagcaaca ccaaggtgga caagagagtg 660
[0950] gagagcaagt acggccctce ctgeceeeet tgecctgece cegagttega gggeggacet 720
[0951] agcgtgttce tgttccccec caagcccaag gacaccctga tgatcagecag aacccecgag 780
[0952] gtgacctgeg tggtggtgga cgtgteccag gaggaccecg aggtccagtt taattggtac 840
[0953] gtggacggeg tggaagtgeca taacgccaag accaagcecca gagaggagea gttcaacage 900
[0954] acctacagag tggtgtccgt getgaccgtg ctgecaccagg actggetgaa cggcaaggaa 960
[0955] tacaagtgca aggtctccaa caagggcctg gccagcageca tcgagaagac catcagcaag 1020
[0956] gccaagggec agccacggga gecccaggtce tgcaccctge cacctageca agaggagatg 1080
[0957] accaagaacc aggtgtccct gagctgtgece gtgaaagget tctatcccag cgatatcgee 1140
[0958] gtggagtggg agagcaacgg ccagcccgag aacaactaca agaccaccec ccctgtgetg 1200
[0959] gacagcgacg gcagettctt cctggtttee aagetgaccg tggacaagtc cagatggecag 1260
[0960] gagggcaacg tcttcagetg ctcegtgatg cacgaggece tgcacaacca ctacacccag 1320
[0961] aagtccctga gecctgagect gggcaag 1347

[0962]  <210> 58

[0963] <211> 215

[0964] <212> PRT

[0965] <213> Homo sapiens
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[0966]  <400> 58

[0967] Gln Ala Val Val Thr Gln Glu Pro Ser Leu Thr Val Ser Pro Gly Gly
[0968] 1 5 10 15

[0969] Thr Val Thr Leu Thr Cys Arg Ser Ser Thr Gly Ala Val Thr Thr Ser
[0970] 20 25 30

[0971] Asn Tyr Ala Asn Trp Val Gln Gln Lys Pro Gly Gln Ala Pro Arg Gly
[0972] 35 40 45

[0973] Leu Ile Gly Gly Thr Asn Lys Arg Ala Pro Trp Thr Pro Ala Arg Phe
[0974] 50 55 60

[0975] Ser Gly Ser Leu Leu Gly Gly Lys Ala Ala Leu Thr Ile Thr Gly Ala
[0976] 65 70 75 80

[0977]  Gln Ala Glu Asp Glu Ala Glu Tyr Tyr Cys Val Leu Trp Tyr Ser Asn
[0978] 85 90 95

[0979] Leu Trp Val Phe Gly Gly Gly Thr Lys Leu Thr Val Leu Gly Gln Pro
[0980] 100 105 110

[0981] Lys Ala Ala Pro Ser Val Thr Leu Phe Pro Pro Ser Ser Glu Glu Leu
[0982] 115 120 125

[0983] Gln Ala Asn Lys Ala Thr Leu Val Cys Leu Ile Ser Asp Phe Tyr Pro
[0984] 130 135 140

[0985] Gly Ala Val Thr Val Ala Trp Lys Ala Asp Ser Ser Pro Val Lys Ala
[0986] 145 150 155 160
[0987] Gly Val Glu Thr Thr Thr Pro Ser Lys Gln Ser Asn Asn Lys Tyr Ala
[0988] 165 170 175

[0989] Ala Ser Ser Tyr Leu Ser Leu Thr Pro Glu Gln Trp Lys Ser His Arg
[0990] 180 185 190

[0991]  Ser Tyr Ser Cys Gln Val Thr His Glu Gly Ser Thr Val Glu Lys Thr
[0992] 195 200 205

[0993] Val Ala Pro Thr Glu Cys Ser

[0994] 210 215

[0995] <210> 59

[0996] <211> 645

[0997]  <212> DNA

[0998] <213> Homo sapiens

[0999]  <400> 59

[1000] caggctgtgg tcacacaaga gcctagectg acagtgtctc ctggeggeac agtgaccetg 60
[1001] acctgtagat cttctacagg cgccgtgacc accagcaact acgctaattg ggtgcagecag 120
[1002] aagccecggee aggetcctag aggactgatc ggeggaacaa acaagagage cccttggaca 180
[1003] cccgecagat tctetggate tctgetegge ggaaaggecg ctectgacaat cactggtget 240
[1004] caggctgagg acgaggccga gtactattgt gtgetgtget acagcaacct gtgggtgtte 300
[1005] ggcggaggca ccaaactgac agttctgggt cagcccaagg cggegeecte ggtcactetg 360
[1006] ttccegeeet cctetgagga gettcaagec aacaaggeca cactggtgtg tctcataagt 420
[1007] gacttctatc cgggagcegt gacagtggee tggaaggecag atagcagece cgtcaaggeg 480
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[1008]
[1009]
[1010]
[1011]
[1012]
[1013]
[1014]
[1015]
[1016]
[1017]
[1018]
[1019]
[1020]
[1021]
[1022]
[1023]
[1024]
[1025]
[1026]
[1027]
[1028]
[1029]
[1030]
[1031]
[1032]
[1033]
[1034]
[1035]
[1036]
[1037]
[1038]
[1039]
[1040]
[1041]
[1042]
[1043]
[1044]
[1045]
[1046]
[1047]
[1048]
[1049]

ggagtggaga
ctgagcctga
gaagggagca
<210> 60
211> 452
212> PRT
<213> Homo
<400> 60

ccaccacacc ctccaaacaa agcaacaaca

cgcctgageca gtggaagtcce cacagaagcet

ccgtggagaa gacagtggece cctacagaat

sapiens

Glu Val Gln Leu Val

1
Ser Leu Arg

Ala Met Asn
35
Gly Arg Ile
50
Ser Val Lys
65
Leu Tyr Leu

Tyr Cys Val

Ala Tyr Trp
115
Lys Gly Pro
130
Glu Ser Thr
145
Pro Val Thr

Thr Phe Pro

Val Val Thr
195
Asn Val Asp
210
Ser Lys Tyr
225
Gly Gly Pro

Met Tle Ser

Leu
20

Trp
Arg
Asp
Gln
Arg
100
Gly
Ser
Ala
Val
Ala
180
Val
His
Gly

Ser

Arg
260

5

Ser

Val

Ser

Arg

Met

85

His

Gln

Val

Ala

Ser

165

Val

Pro

Lys

Pro

Val

245
Thr

Glu

Cys

Arg

Lys

Phe

70

Asn

Gly

Gly

Phe

Leu

150

Trp

Leu

Ser

Pro

Pro

230

Phe

Pro

Ser

Ala

Gln

Tyr

55

Thr

Ser

Asn

Thr

Pro

135

Gly

Asn

Gln

Ser

Ser

215

Cys

Leu

Glu

Gly
Ala
Ala
40

Asn
Ile
Leu
Phe
Leu
120
Leu
Cys
Ser
Ser
Ser
200
Asn
Pro

Phe

Val

Gly
Ser
25

Pro
Asn
Ser
Lys
Gly
105
Val
Ala
Leu
Gly
Ser
185
Leu
Thr
Pro

Pro

Thr
265

95

Gly
10

Gly
Gly
Tyr
Arg
Thr
90

Asn
Thr
Pro
Val
Ala
170
Gly
Gly
Lys
Cys
Pro

250
Cys

Leu

Phe

Lys

Ala

Asp

75

Glu

Ser

Val

Cys

Lys

155

Leu

Leu

Thr

Val

Pro

235

Lys

Val

agtacgcgge cagcagctac 540
acagctgcca ggtcacgecat 600

gttca 645

Val

Thr

Gly

Thr

60

Asp

Asp

Tyr

Ser

Ser

140

Asp

Thr

Tyr

Lys

Asp

220

Ala

Pro

Val

Gln

Phe

Leu

45

Tyr

Ser

Thr

Val

Ser

125
Arg

Ser

Ser

Thr

205

Lys

Pro

Lys

Val

Pro

Asn

30

Glu

Tyr

Lys

Ala

Ser

110

Ala

Ser

Phe

Gly

Leu

190

Tyr

Arg

Glu

Asp

Asp
270

Gly
15
Thr

Ala

Asn

Val

95

Trp

Ser

Thr

Pro

Val

175

Ser

Thr

Val

Phe

Thr

255
Val

Gly

Tyr

Val

Asp

Ser

80

Tyr

Phe

Thr

Ser

Glu

160

His

Ser

Cys

Glu

Glu

240

Leu

Ser
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[1050] Gln Glu Asp Pro Glu Val Gln Phe Asn Trp Tyr Val Asp Gly Val Glu
[1051] 275 280 285

[1052] Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe Asn Ser Thr
[1053] 290 295 300

[1054] Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn
[1055] 305 310 315 320
[1056] Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu Ala Ser Ser
[1057] 325 330 335

[1058] Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln
[1059] 340 345 350

[1060] Val Tyr Thr Leu Pro Pro Cys Gln Glu Glu Met Thr Lys Asn Gln Val

[1061] 365 360 365

[1062] Ser Leu Trp Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val

[1063] 370 375 380

[1064] Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro
[1065] 385 390 395 400
[1066] Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr
[1067] 405 410 415

[1068] Val Asp Lys Ser Arg Trp Gln Glu Gly Asn Val Phe Ser Cys Ser Val

[1069] 420 425 430

[1070] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu
[1071] 435 440 445

[1072] Ser Leu Gly Lys

[1073] 450

[1074] <210> 61

[1075]  <211> 1356

[1076]  <212> DNA

[1077] <213> Homo sapiens

[1078]  <400> 61

[1079] gaggtgcage tggttgaatc tggecggagga ctggttcage ctggeggate tctgagactg 60
[1080] tcttgtgeeg ccageggett caccttcaac acctacgeta tgaactgggt ccgacaggee 120
[1081] cctggcaaag gactggaatg ggtgggaaga atcaggtcca agtacaacaa ctacgccacc 180
[1082] tactacgccg acagcgtgaa ggacagattc accatcagca gggacgacag caagaacage 240
[1083] ctgtacctge agatgaacag cctgaaaacc gaggacaccg ccgtgtacta ctgtgtcaga 300
[1084] cacggcaact tcggcaacag ctatgtgtct tggtttgect actggggceca gggecacactg 360
[1085] gtcacagtta gctctgetag caccaaggge cccagegtgt tccccctgge cecttgeage 420
[1086] agaagcacca gcgagagcac agccgecctg ggetgectgg tgaaggacta cttcccecgag 480
[1087] cccgtgaccg tgtcctggaa cageggeget ctgaccageg gegtgeatac ctteceegee 540
[1088] gtgctccaga gcageggact gtactccctg agcagegtgg tgaccgtgee ttccageage 600
[1089] ctgggcacca agacctacac ctgcaacgtg gaccacaagc ccagcaacac caaggtggac 660
[1090] aagagagtgg agagcaagta cggccctcee tgecceectt gecctgecee cgagttegag 720
[1091] ggcggaccta gegtgttect gttecccecee aageccaagg acaccctgat gatcagcaga 780
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[1092] acccccgagg tgacctgegt ggtggtggac gtgtcccagg aggaccccega ggtceccagttt 840
[1093] aattggtacg tggacggegt ggaagtgcat aacgccaaga ccaagcccag agaggageag 900
[1094] ttcaacagca cctacagagt ggtgtccgtg ctgaccgtge tgcaccagga ctggetgaac 960
[1095] ggcaaggaat acaagtgcaa ggtctccaac aagggcctgg ccagcagecat cgagaagacce 1020
[1096] atcagcaagg ccaagggcca gccacgggag ccccaggtct acaccetgee accttgtcaa 1080
[1097] gaggagatga ccaagaacca ggtgtccctg tggtgtctgg tgaaaggctt ctatcccage 1140
[1098] gatatcgcecg tggagtggga gagcaacgge cageccgaga acaactacaa gaccaccece 1200
[1099] cctgtgetgg acagcgacgg cagettctte ctgtactcca agctgaccgt ggacaagtce 1260
[1100] agatggcagg agggcaacgt cttcagctge tccgtgatge acgaggecct geacaaccac 1320
[1101] tacacccaga agtccctgag cctgagectg ggcaag 1356

[1102] <210> 62

[1103] <211> 214

[1104]  <212> PRT

[1105] <213> Homo sapiens

[1106]  <400> 62

[1107] Glu Ile Val Leu Thr Gln Ser Pro Gly Thr Leu Ser Leu Ser Pro Gly

[1108] 1 5 10 15

[1109]  Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ser Val Ser Ser Tyr

[1110] 20 25 30

[1111]  Leu Ala Trp Tyr Gln Lys Lys Pro Gly Gln Ala Pro Arg Leu Leu Ile

[1112] 35 40 45

[1113] Tyr Asp Ala Ser Asn Arg Ala Thr Gly Ile Pro Asp Arg Phe Ser Gly

[1114] 50 55 60

[1115] Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Arg Leu Glu Pro

[1116] 65 70 75 80

[1117]  Glu Asp Phe Ala Val Tyr Tyr Cys Gln Gln Arg Ser Asn Trp Pro Ile

[1118] 85 90 95

[1119]  Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys Arg Thr Val Ala Ala

[1120] 100 105 110

[1121] Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu Lys Ser Gly

[1122] 115 120 125

[1123] Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala

[1124] 130 135 140

[1125] Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser Gly Asn Ser Gln

[1126] 145 150 155 160

[1127]  Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser

[1128] 165 170 175

[1129]  Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr

[1130] 180 185 190

[1131] Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro Val Thr Lys Ser

[1132] 195 200 205

[1133] Phe Asn Arg Gly Glu Cys
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[1134] 210

[1135] <210> 63

[1136] <211> 642

[1137]  <212> DNA

[1138] <213> Homo sapiens

[1139]  <400> 63

[1140] gagatcgtge tgacacagag ccctggecaca ctgtcactgt ctccaggega gagagcecaca 60
[1141] ctgagctgta gagccageca gagegtgtee tcttacctgg cctggtatca gaagaagect 120
[1142] ggacaggctc ccagactget gatctacgac gccagcaaca gagccacagg catccccgat 180
[1143] agattcagcg gctctggete tggecaccgac ttcaccctga caatcagcag actggaacce 240
[1144] gaggacttcg ccgtgtacta ctgccagecag agaagcaact ggcccatcac attcggecag 300
[1145] ggcaccaagc tggaaatcaa gcgaactgtg getgcaccat ctgtcttcat cttccecgeca 360
[1146] tctgatgage agttgaaatc tggaactgec tctgttgtgt gectgetgaa taacttctat 420
[1147] cccagagagg ccaaagtaca gtggaaggtg gataacgccce tccaatcggg taactcccag 480
[1148] gagagtgtca cagagcagga cagcaaggac agcacctaca gcctcagcag caccctgacg 540
[1149] ctgagcaaag cagactacga gaaacacaaa gtctacgcct gegaagtcac ccatcaggge 600
[1150] ctgagctcge ccgtcacaaa gagcttcaac aggggagagt gt 642

[1151]  <210> 64

[1152]  <211> 449

[1153] <212> PRT

[1154] <213> Homo sapiens

[1155]  <400> 64

[1156]  Glu Val Gln Leu Leu Glu Ser Gly Gly Gly Val Val Gln Pro Gly Gly
[1157] 1 5 10 15

[1158] Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Asn Asp Tyr
[1159] 20 25 30

[1160] Ala Met His Trp Val Arg Glu Ala Pro Gly Lys Gly Leu Glu Trp Val

[1161] 35 40 45

[1162] Ser Thr Ile Ser Trp Asn Ser Gly Ser Ile Gly Tyr Ala Asp Ser Val

[1163] 50 55 60

[1164] Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
[1165] 65 70 75 80

[1166] Leu GIn Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
[1167] 85 90 95

[1168] Ala Lys Asp Ile Gln Tyr Gly Asn Tyr Tyr Tyr Gly Met Asp Tyr Trp
[1169] 100 105 110

[1170] Gly Gln Gly Thr Leu Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro
[1171] 115 120 125

[1172]  Ser Val Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser Glu Ser Thr
[1173] 130 135 140

[1174] Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr
[1175] 145 150 155 160
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[1176] Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro
[1177] 165 170 175
[1178] Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr
[1179] 180 185 190

[1180] Val Pro Ser Ser Ser Leu Gly Thr Lys Thr Tyr Thr Cys Asn Val Asp
[1181] 195 200 205

[1182] His Lys Pro Ser Asn Thr Lys Val Asp Lys Arg Val Glu Ser Lys Tyr
[1183] 210 215 220

[1184]  Gly Pro Pro Cys Pro Pro Cys Pro Ala Pro Glu Phe Glu Gly Gly Pro
[1185] 225 230 235 240
[1186] Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser
[1187] 245 250 255
[1188] Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser Gln Glu Asp
[1189] 260 265 270

[1190] Pro Glu Val Gln Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn
[1191] 275 280 285

[1192]  Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe Asn Ser Thr Tyr Arg Val
[1193] 290 295 300

[1194] Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu
[1195] 305 310 315 320
[1196] Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu Ala Ser Ser Ile Glu Lys
[1197] 325 330 335
[1198] Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Cys Thr
[1199] 340 345 350

[1200] Leu Pro Pro Ser Gln Glu Glu Met Thr Lys Asn Gln Val Ser Leu Ser
[1201] 355 360 365

[1202] Cys Ala Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu
[1203] 370 375 380

[1204]  Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu
[1205] 385 390 395 400
[1206] Asp Ser Asp Gly Ser Phe Phe Leu Val Ser Lys Leu Thr Val Asp Lys
[1207] 405 410 415
[1208] Ser Arg Trp Gln Glu Gly Asn Val Phe Ser Cys Ser Val Met His Glu
[1209] 420 425 430

[1210] Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Leu Gly
[1211] 435 440 445

[1212] Lys

[1213]  <210> 65

[1214]  <211> 1347

[1215]  <212> DNA

[1216] <213> Homo sapiens

[1217]  <400> 65
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[1218] gaagtgcage tgctggaatc tggtggegga gttgttcage ctggeggete tctgagactg 60
[1219] tcttgtgetg ccageggett caccttcaac gactacgeta tgcactgggt ccgagaggee 120
[1220] cctggcaaag gacttgaatg ggtgtccacc atcagetgga acageggete tatcggetac 180
[1221] gcegatteeg tgaagggecag attcaccatc tccagagaca acagcaagaa caccctgtac 240
[1222] ctgcagatga acagcctgag agccgaggac accgecgtgt actactgtge caaggacatce 300
[1223] cagtacggca actactacta cggcatggac tactggggee agggaacact ggttaccgtt 360
[1224] agctctgcta gcaccaaggg ccccagegtg ttccccetgg ceccttgeag cagaagecace 420
[1225] agcgagagca cagccgecct gggetgectg gtgaaggact acttccccga geccegtgace 480
[1226] gtgtcctgga acageggege tctgaccage ggegtgeata ccttceceege cgtgeteccag 540
[1227] agcagcggac tgtactccct gagcagegtg gtgaccgtge cttceccagecag cctgggeace 600
[1228] aagacctaca cctgcaacgt ggaccacaag cccagcaaca ccaaggtgga caagagagtg 660
[1229] gagagcaagt acggccctce ctgecceeet tgecctgece cegagttega gggeggacet 720
[1230] agcgtgttee tgttccceee caagecccaag gacaccctga tgatcagcag aacccccgag 780
[1231] gtgacctgeg tggtggtgga cgtgtcccag gaggaccecg aggtccagtt taattggtac 840
[1232] gtggacggeg tggaagtgeca taacgccaag accaagcecca gagaggagea gttcaacage 900
[1233] acctacagag tggtgtccgt getgaccgtg ctgcaccagg actggetgaa cggecaaggaa 960
[1234] tacaagtgca aggtctccaa caagggcectg geccagcageca tcgagaagac catcagcaag 1020
[1235] gccaagggce agccacggga gecccaggte tgecaccetge cacctageca agaggagatg 1080
[1236] accaagaacc aggtgtccct gagectgtgee gtgaaagget tctatcccag cgatatcgee 1140
[1237] gtggagtggeg agagcaacgg ccagcccgag aacaactaca agaccaccce ccctgtgetg 1200
[1238] gacagcgacg gcagcttctt cctggtttce aagectgaccg tggacaagtc cagatggecag 1260
[1239] gagggcaacg tcttcagetg ctccgtgatg cacgaggecce tgcacaacca ctacacccag 1320
[1240] aagtccctga gectgageet gggecaag 1347

[1241] <210> 66

[1242] <211> 215

[1243] <212> PRT

[1244] <213> Homo sapiens

[1245]  <400> 66

[1246] Gln Ala Val Val Thr Gln Glu Pro Ser Leu Thr Val Ser Pro Gly Gly

[1247] 1 5 10 15

[1248] Thr Val Thr Leu Thr Cys Arg Ser Ser Thr Gly Ala Val Thr Thr Ser

[1249] 20 25 30

[1250] Asn Tyr Ala Asn Trp Val Gln Glu Lys Pro Gly Gln Ala Pro Arg Gly

[1251] 35 40 45

[1252] Leu Ile Gly Gly Thr Asn Lys Arg Ala Pro Trp Thr Pro Ala Arg Phe

[1253] 50 55 60

[1254] Ser Gly Ser Leu Leu Gly Gly Lys Ala Ala Leu Thr Ile Thr Gly Ala

[1255] 65 70 75 80

[1256] Gln Ala Glu Asp Glu Ala Glu Tyr Tyr Cys Val Leu Trp Tyr Ser Asn

[1257] 85 90 95

[1258] Leu Trp Val Phe Gly Gly Gly Thr Lys Leu Thr Val Leu Gly Gln Pro

[1259] 100 105 110
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[1260] Lys Ala Ala Pro Ser Val Thr Leu Phe Pro Pro Ser Ser Glu Glu Leu
[1261] 115 120 125

[1262] Gln Ala Asn Lys Ala Thr Leu Val Cys Leu Ile Ser Asp Phe Tyr Pro
[1263] 130 135 140

[1264] Gly Ala Val Thr Val Ala Trp Lys Ala Asp Ser Ser Pro Val Lys Ala
[1265] 145 150 155 160
[1266] Gly Val Glu Thr Thr Thr Pro Ser Lys Gln Ser Asn Asn Lys Tyr Ala
[1267] 165 170 175

[1268] Ala Ser Ser Tyr Leu Ser Leu Thr Pro Glu Gln Trp Lys Ser His Arg
[1269] 180 185 190

[1270] Ser Tyr Ser Cys Gln Val Thr His Glu Gly Ser Thr Val Glu Lys Thr
[1271] 195 200 205

[1272] Val Ala Pro Thr Glu Cys Ser

[1273] 210 215

[1274] <210> 67

[1275]  <211> 645

[1276]  <212> DNA

[1277] <213> Homo sapiens

[1278]  <400> 67

[1279] caggctgtgg tcacacaaga gecctagectg acagtgtcte ctggeggeac agtgaccctg 60
[1280] acctgtagat cttctacagg cgccgtgacc accagcaact acgctaattg ggtgcaggag 120
[1281] aagccecggee aggetcctag aggactgatc ggeggaacaa acaagagage cccttggaca 180
[1282] cccgecagat tctectggate tctgetcgge ggaaaggecg ctctgacaat cactggtget 240
[1283] caggctgagg acgaggecga gtactattgt gtgetgtggt acagcaacct gtgggtgtte 300
[1284] ggcggaggea ccaaactgac agttctgggt cagcccaagg cggegeccte ggtcactetg 360
[1285] ttccegeeet cctetgagga gettcaagee aacaaggeca cactggtgtg tctcataagt 420
[1286] gacttctatc cgggagecgt gacagtggece tggaaggcag atagcagecce cgtcaaggeg 480
[1287] ggagtggaga ccaccacacc ctccaaacaa agcaacaaca agtacgegge cagcagetac 540
[1288] ctgagcctga cgectgagea gtggaagtce cacagaaget acagetgeca ggtcacgeat 600
[1289] gaagggagca ccgtggagaa gacagtggece cctacagaat gttca 645

[1290] <210> 68

[1291] <211> 452

[1292] <212> PRT

[1293] <213> Homo sapiens

[1294]  <400> 68

[1295] Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
[1296] 1 5 10 15

[1297] Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Asn Thr Tyr
[1298] 20 25 30

[1299] Ala Met Asn Trp Val Arg Lys Ala Pro Gly Lys Gly Leu Glu Trp Val

[1300] 35 40 45

[1301] Gly Arg Ile Arg Ser Lys Tyr Asn Asn Tyr Ala Thr Tyr Tyr Ala Asp
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[1302] 50 55 60

[1303] Ser Val Lys Asp Arg Phe Thr Ile Ser Arg Asp Asp Ser Lys Asn Ser
[1304] 65 70 75 80
[1305] Leu Tyr Leu Gln Met Asn Ser Leu Lys Thr Glu Asp Thr Ala Val Tyr
[1306] 85 90 95
[1307] Tyr Cys Val Arg His Gly Asn Phe Gly Asn Ser Tyr Val Ser Trp Phe
[1308] 100 105 110

[1309] Ala Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser Ala Ser Thr
[1310] 115 120 125

[1311]  Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser
[1312] 130 135 140

[1313]  Glu Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu
[1314] 145 150 155 160
[1315] Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His
[1316] 165 170 175
[1317] Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser
[1318] 180 185 190

[1319] Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Lys Thr Tyr Thr Cys
[1320] 195 200 205

[1321] Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys Arg Val Glu
[1322] 210 215 220

[1323] Ser Lys Tyr Gly Pro Pro Cys Pro Pro Cys Pro Ala Pro Glu Phe Glu
[1324] 225 230 235 240
[1325] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
[1326] 245 250 255
[1327] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser
[1328] 260 265 270

[1329] Gln Glu Asp Pro Glu Val Gln Phe Asn Trp Tyr Val Asp Gly Val Glu
[1330] 275 280 285

[1331] Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe Asn Ser Thr
[1332] 290 295 300

[1333] Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn
[1334] 305 310 315 320
[1335] Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu Ala Ser Ser
[1336] 325 330 335
[1337] Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln
[1338] 340 345 350

[1339] Val Tyr Thr Leu Pro Pro Cys Gln Glu Glu Met Thr Lys Asn Gln Val
[1340] 355 360 365

[1341] Ser Leu Trp Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val
[1342] 370 375 380

[1343] Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro
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[1344] 385 390 395 400

[1345] Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr

[1346] 405 410 415

[1347] Val Asp Lys Ser Arg Trp Gln Glu Gly Asn Val Phe Ser Cys Ser Val

[1348] 420 425 430

[1349] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu

[1350] 435 440 445

[1351] Ser Leu Gly Lys

[1352] 450

[1353] <210> 69

[1354]  <211> 1356

[1355]  <212> DNA

[1356] <213> Homo sapiens

[1357]  <400> 69

[1358] gaggtgcage tggttgaatc tggecggagga ctggttcage ctggeggate tctgagactg 60
[1359] tcttgtgeecg ccageggett caccttcaac acctacgeta tgaactgggt ccgaaaggee 120
[1360] cctggcaaag gactggaatg ggtgggaaga atcaggtcca agtacaacaa ctacgccacc 180
[1361] tactacgccg acagegtgaa ggacagattc accatcagca gggacgacag caagaacage 240
[1362] ctgtacctge agatgaacag cctgaaaacc gaggacaccg ccgtgtacta ctgtgtcaga 300
[1363] cacggcaact tcggcaacag ctatgtgtct tggtttgeet actggggeca gggecacactg 360
[1364] gtcacagtta gctctgectag caccaaggge cccagegtgt tcccecetgge cecttgeage 420
[1365] agaagcacca gcgagagcac agccgecctg ggetgectgg tgaaggacta cttccccgag 480
[1366] ccegtgaccg tgtcctggaa cageggeget ctgaccageg gegtgeatac ctteccegee 540
[1367] gtgctccaga gcageggact gtactccetg agcagegtgg tgaccgtgee ttccagecage 600
[1368] ctgggcacca agacctacac ctgcaacgtg gaccacaage ccagcaacac caaggtggac 660
[1369] aagagagtgg agagcaagta cggccctcce tgecceectt gecctgecee cgagttegag 720
[1370] ggcggaccta gegtgtteet gtteccecee aageccaagg acaccctgat gatcagecaga 780
[1371] acccccgagg tgacctgegt ggtggtggac gtgtcccagg aggaccccga ggtccagttt 840
[1372] aattggtacg tggacggcgt ggaagtgcat aacgccaaga ccaagcccag agaggageag 900
[1373] ttcaacagca cctacagagt ggtgtccgtg ctgaccgtge tgcaccagga ctggetgaac 960
[1374] ggcaaggaat acaagtgcaa ggtctccaac aagggcctgg ccagcagcat cgagaagacc 1020
[1375] atcagcaagg ccaagggcca gccacgggag ccccaggtcet acaccctgee accttgtcaa 1080
[1376] gaggagatga ccaagaacca ggtgtccctg tggtgtctgg tgaaaggett ctatcccage 1140
[1377] gatatcgccg tggagtggga gagcaacgge cageccgaga acaactacaa gaccacccce 1200
[1378] cctgtgctgg acagcgacgg cagcttcttec ctgtactcca agetgaccgt ggacaagtce 1260
[1379] agatggcagg agggcaacgt cttcagetge tccgtgatge acgaggecct gecacaaccac 1320
[1380] tacacccaga agtccctgag cctgagectg ggcaag 1356

[1381]  <210> 70

[1382] <211> 214

[1383]  <212> PRT

[1384] <213> Homo sapiens

[1385]  <400> 70
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[1386] Glu Ile Val Leu Thr Gln Ser Pro Gly Thr Leu Ser Leu Ser Pro Gly
[1387] 1 5 10 15

[1388] Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ser Val Ser Ser Tyr
[1389] 20 25 30

[1390] Leu Ala Trp Tyr Gln Lys Lys Pro Gly Gln Ala Pro Arg Leu Leu Ile
[1391] 35 40 45

[1392] Tyr Asp Ala Ser Asn Arg Ala Thr Gly Ile Pro Asp Arg Phe Ser Gly
[1393] 50 55 60

[1394] Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Arg Leu Glu Pro
[1395] 65 70 75 80

[1396] Glu Asp Phe Ala Val Tyr Tyr Cys Gln Gln Arg Ser Asn Trp Pro Ile
[1397] 85 90 95

[1398] Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys Arg Thr Val Ala Ala
[1399] 100 105 110

[1400] Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Lys Lys Leu Lys Ser Gly
[1401] 115 120 125

[1402] Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala
[1403] 130 135 140

[1404] Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser Gly Asn Ser Gln
[1405] 145 150 155 160
[1406] Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser
[1407] 165 170 175

[1408] Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr
[1409] 180 185 190

[1410] Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro Val Thr Lys Ser
[1411] 195 200 205

[1412]  Phe Asn Arg Gly Glu Cys

[1413] 210

[1414] <210> 71

[1415]  <211> 642

[1416] <212> DNA

[1417] <213> Homo sapiens

[1418]  <400> 71

[1419] gagatcgtge tgacacagag ccctggecaca ctgtcactgt ctccaggega gagagccaca 60
[1420] ctgagctgta gagccagcca gagegtgtce tcttacctgg cctggtatca gaagaagect 120
[1421] ggacaggctc ccagactget gatctacgac gecagcaaca gagccacagg catccccgat 180
[1422] agattcagcg gctctggete tggcaccgac ttcaccctga caatcagcag actggaaccce 240
[1423] gaggacttcg ccgtgtacta ctgccagecag agaagcaact ggcccatcac attcggecag 300
[1424] ggcaccaagc tggaaatcaa gcgaactgtg getgcaccat ctgtcttcat cttecececgeca 360
[1425] tctgataaga aattgaaatc tggaactgcc tctgttgtgt gectgetgaa taacttctat 420
[1426] cccagagagg ccaaagtaca gtggaaggtg gataacgccc tccaatcggg taactcccag 480
[1427] gagagtgtca cagagcagga cagcaaggac agcacctaca gcctcagecag caccctgacg 540
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[1428]
[1429]
[1430]
[1431]
[1432]
[1433]
[1434]
[1435]
[1436]
[1437]
[1438]
[1439]
[1440]
[1441]
[1442]
[1443]
[1444]
[1445]
[1446]
[1447]
[1448]
[1449]
[1450]
[1451]
[1452]
[1453]
[1454]
[1455]
[1456]
[1457]
[1458]
[1459]
[1460]
[1461]
[1462]
[1463]
[1464]
[1465]
[1466]
[1467]
[1468]
[1469]

ctgagcaaag cagactacga gaaacacaaa gtctacgcct

ctgagctcge ccgtcacaaa gagcttcaac aggggagagt

210> 72

<211> 449
<212> PRT
<213> Homo sapiens

<400> 72

Glu Val Gln Leu

1

Ser

Ala

Ser

Lys

65

Leu

Ala

Gly

Ser

Ala

145

Val

Ala

Val

His

Gly

225

Ser

Arg

Pro

Leu
Met
Thr
50

Gly

Gln

Gln
Val
130
Ala
Ser
Val
Pro
Lys
210
Pro
Val

Thr

Glu

Arg

His

35

Ile

Arg

Met

Asp

Gly

115

Phe

Leu

Trp

Leu

Ser

195

Pro

Pro

Phe

Pro

Val

Leu
20
Trp

Ser

Phe

Asn

Ile

100

Thr

Pro

Gly

Asn

Gln

180

Ser

Ser

Cys

Leu

Glu

260
Gln

Leu
5
Ser
Val
Trp
Thr
Ser
85
Gln
Leu
Leu
Cys
Ser
165
Ser
Ser
Asn
Pro
Phe
245

Val

Phe

Glu

Cys

Arg

Asn

Ile

70

Leu

Val
Ala
Leu
150
Gly
Ser
Leu
Thr
Pro
230
Pro

Thr

Asn

Ser
Ala
Glu
Ser
55

Ser
Arg
Gly
Thr
Pro
135
Val
Ala
Gly
Gly
Lys
215
Cys
Pro

Cys

Trp

Gly

Ala

Ala

40

Gly

Arg

Ala

Asn

Val

120

Cys

Glu

Leu

Leu

Thr

200

Val

Pro

Lys

Val

Tyr

Gly

Ser

25

Pro

Ser

Asp

Glu

105

Ser

Ser

Asp

Thr

Tyr

185

Lys

Asp

Ala

Pro

Val

265
Val

105

Gly
10

Gly
Gly
Ile
Asn
Asp
90

Tyr
Ser
Arg
Tyr
Ser
170
Ser
Thr
Glu
Pro
Lys
250

Val

Asp

Val
Phe
Lys
Gly
Ser
75

Thr
Tyr
Ala
Ser
Phe
155
Gly
Leu
Tyr
Arg
Glu
235
Asp

Asp

Gly

gcgaagtcac ccatcaggge 600

gt 642

Val

Thr

Gly

60

Lys

Ala

Gly

Ser

Thr

140

Pro

Val

Ser

Thr

Val

220

Phe

Thr
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Gly
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15
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Lys
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Gly
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Val

Val

Tyr

80
Cys

Pro

Thr

Thr

160

Pro

Thr

Asp

Tyr

Pro

240

Ser

Asn
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[1470] 275 280 285

[1471] Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe Asn Ser Thr Tyr Arg Val

[1472] 290 295 300

[1473] Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu
[1474] 305 310 315 320
[1475] Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu Ala Ser Ser Ile Glu Lys
[1476] 325 330 335

[1477] Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Cys Thr
[1478] 340 345 350

[1479] Leu Pro Pro Ser Gln Glu Glu Met Thr Lys Asn Gln Val Ser Leu Ser
[1480] 355 360 365

[1481] Cys Ala Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu
[1482] 370 375 380

[1483] Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu
[1484] 385 390 395 400
[1485] Asp Ser Asp Gly Ser Phe Phe Leu Val Ser Lys Leu Thr Val Asp Lys
[1486] 405 410 415

[1487] Ser Arg Trp Gln Glu Gly Asn Val Phe Ser Cys Ser Val Met His Glu
[1488] 420 425 430

[1489] Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Leu Gly
[1490] 435 440 445

[1491] Lys

[1492] <210> 73

[1493] <211> 1347

[1494]  <212> DNA

[1495] <213> Homo sapiens

[1496]  <400> 73

[1497] gaagtgcage tgctggaatc tggtggegga gttgttcage ctggeggete tctgagactg 60
[1498] tcttgtgetg ccageggett caccttcaac gactacgeta tgcactgggt ccgagaggee 120
[1499] cctggcaaag gacttgaatg ggtgtccacc atcagetgga acageggete tatcggetac 180
[1500] gecegatteeg tgaagggecag attcaccatc tccagagaca acagcaagaa caccctgtac 240
[1501] ctgcagatga acagcctgag agccgaggac accgecgtgt actactgtge caaggacatc 300
[1502] cagtacggca actactacta cggcatggac tactggggec agggaacact ggttaccgtt 360
[1503] agctctgeta gcaccaaggg ccccagegtg ttcccectgg ccecttgeag cagaageace 420
[1504] agcgagagca cagccgecect gggetgecetg gtggaggact acttcccega gecegtgace 480
[1505] gtgtcctgga acageggege tctgaccage ggegtgeata cctteccege cgtgetecag 540
[1506] agcagcggac tgtactccct gagcagegtg gtgaccgtge cttccageag cctgggeace 600
[1507] aagacctaca cctgcaacgt ggaccacaag cccagcaaca ccaaggtgga cgagagagtg 660
[1508] gagagcaagt acggccctec ctgeccecet tgeectgece cegagttega aggeggaccet 720
[1509] agcgtgttee tgttccceee caagecccaag gacaccctga tgatcagecag aacccccgag 780
[1510] gtgacctgeg tggtggtgga cgtgtcccag gaggacceeg aggtccagtt taattggtac 840
[1511] gtggacggeg tggaagtgca taacgccaag accaagccca gagaggagea gttcaacage 900
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[1512] acctacagag tggtgtccgt gectgaccgtg ctgcaccagg actggetgaa cggcaaggaa 960
[1513] tacaagtgca aggtctccaa caagggcctg gccagecagea tcgagaagac catcagcaag 1020
[1514] gccaagggee ageccacggga gecccaggte tgcaccetge cacctageca agaggagatg 1080
[1515] accaagaacc aggtgtccct gagetgtgec gtgaaagget tctatcccag cgatatcgee 1140
[1516] gtggagtggg agagcaacgg ccagcccgag aacaactaca agaccacccce ccctgtgetg 1200
[1517] gacagcgacg gcagcttctt cctggtttec aagectgaccg tggacaagtc cagatggeag 1260
[1518] gagggcaacg tcttcagetg ctcecgtgatg cacgaggece tgcacaacca ctacacccag 1320
[1519] aagtccctga gectgageet gggecaag 1347

[1520] <210> 74

[1521]  <211> 449

[1522]  <212> PRT

[1523] <213> Homo sapiens

[1524]  <400> 74

[1525] Glu Val Gln Leu Leu Glu Ser Gly Gly Gly Val Val Gln Pro Gly Gly

[1526] 1 5 10 15

[1527] Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Asn Asp Tyr

[1528] 20 25 30

[1529] Ala Met His Trp Val Arg Glu Ala Pro Gly Lys Gly Leu Glu Trp Val

[1530] 35 40 45

[1531] Ser Thr Ile Ser Trp Asn Ser Gly Ser Ile Gly Tyr Ala Asp Ser Val

[1532] 50 55 60

[1533] Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr

[1534] 65 70 75 80

[1535] Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys

[1536] 85 90 95

[1537] Ala Lys Asp Ile Gln Tyr Gly Asn Tyr Tyr Tyr Gly Met Asp Tyr Trp

[1538] 100 105 110

[1539] Gly Gln Gly Thr Leu Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro

[1540] 115 120 125

[1541] Ser Val Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser Glu Ser Thr

[1542] 130 135 140

[1543] Ala Ala Leu Gly Cys Leu Val Glu Asp Tyr Phe Pro Glu Pro Val Thr

[1544] 145 150 155 160

[1545] Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro

[1546] 165 170 175

[1547] Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr

[1548] 180 185 190

[1549] Val Pro Ser Ser Ser Leu Gly Thr Lys Thr Tyr Thr Cys Asn Val Asp

[1550] 195 200 205

[1551] His Lys Pro Ser Asn Thr Lys Val Asp Glu Arg Val Glu Ser Lys Tyr

[1552] 210 215 220

[1553] Gly Pro Pro Cys Pro Pro Cys Pro Ala Pro Glu Phe Glu Gly Gly Pro
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[1554] 225 230 235 240
[1555] Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser
[1556] 245 250 255

[1557] Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser Gln Glu Asp
[1558] 260 265 270

[1559] Pro Glu Val Gln Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn
[1560] 275 280 285

[1561] Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe Ala Ser Thr Tyr Arg Val

[1562] 290 295 300

[1563] Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu
[1564] 305 310 315 320
[1565] Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu Pro Ser Ser Ile Glu Lys
[1566] 325 330 335

[1567] Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Cys Thr
[1568] 340 345 350

[1569] Leu Pro Pro Ser Gln Glu Glu Met Thr Lys Asn Gln Val Ser Leu Ser
[1570] 355 360 365

[1571] Cys Ala Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu
[1572] 370 375 380

[1573]  Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu
[1574] 385 390 395 400
[1575] Asp Ser Asp Gly Ser Phe Phe Leu Val Ser Lys Leu Thr Val Asp Lys
[1576] 405 410 415

[1577] Ser Arg Trp Gln Glu Gly Asn Val Phe Ser Cys Ser Val Met His Glu
[1578] 420 425 430

[1579] Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Leu Gly
[1580] 435 440 445

[1581] Lys

[1582] <210> 75

[1583]  <211> 1347

[1584]  <212> DNA

[1585] <213> Homo sapiens

[1586]  <400> 75

[1587] gaagtgcage tgctggaatc tggtggegga gttgttcage ctggeggete tctgagactg 60
[1588] tcttgtgetg ccageggett caccttcaac gactacgeta tgcactgggt ccgagaggee 120
[1589] cctggcaaag gacttgaatg ggtgtccacc atcagetgga acageggete tatcggetac 180
[1590] gccgattcecg tgaagggeag attcaccatc tccagagaca acagcaagaa caccctgtac 240
[1591] ctgcagatga acagcctgag agccgaggac accgecgtgt actactgtge caaggacatce 300
[1592] cagtacggca actactacta cggcatggac tactggggee agggaacact ggttaccgtt 360
[1593] agctctgeta gcaccaaggg ccccagegtg ttcecceetgg ccecttgeag cagaagecace 420
[1594] agcgagagca cagccgecct gggetgectg gtggaggact acttccccga geccegtgace 480
[1595] gtgtcctgga acageggege tctgaccage ggegtgeata ccttceceege cgtgeteccag 540
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[1596] agcagcggac tgtactccct gagcagegtg gtgaccgtge cttccagecag cctgggeace 600
[1597] aagacctaca cctgcaacgt ggaccacaag cccagcaaca ccaaggtgga cgagagagtg 660
[1598] gagagcaagt acggccctce ctgeceeeet tgecctgece cegagttega aggeggacet 720
[1599] agcgtgttce tgttccccec caagcccaag gacaccctga tgatcagecag aacccecgag 780
[1600] gtgacctgeg tggtggtgga cgtgtceccag gaggaccecg aggtccagtt taattggtac 840
[1601] gtggacggeg tggaagtgeca taacgccaag accaagccca gagaggagea gttcgecage 900
[1602] acctacagag tggtgtccgt getgaccgtg ctgecaccagg actggetgaa cggcaaggaa 960
[1603] tacaagtgca aggtctccaa caagggcctg cctagcageca tcgagaagac catcagcaag 1020
[1604] gccaagggce agccacggga gecccaggte tgecaccetge cacctageca agaggagatg 1080
[1605] accaagaacc aggtgtccct gagctgtgece gtgaaagget tctatcccag cgatatcgee 1140
[1606] gtggagtggeg agagcaacgg ccagceccgag aacaactaca agaccacccce cccetgtgetg 1200
[1607] gacagcgacg gcagcttctt cctggtttce aagectgaccg tggacaagtc cagatggecag 1260
[1608] gagggcaacg tcttcagetg ctccgtgatg cacgaggecce tgcacaacca ctacacccag 1320
[1609] aagtccctga gectgagect gggecaag 1347

[1610]  <210> 76

[1611]  <211> 223

[1612]  <212> PRT

[1613] <213> Homo sapiens

[1614]  <400> 76

[1615] Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly

[1616] 1 5 10 15

[1617] Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Asn Thr Tyr

[1618] 20 25 30

[1619] Ala Met Asn Trp Val Arg Lys Ala Pro Gly Lys Gly Leu Glu Trp Val

[1620] 35 40 45

[1621] Gly Arg Ile Arg Ser Lys Tyr Asn Asn Tyr Ala Thr Tyr Tyr Ala Asp

[1622] 50 55 60

[1623] Ser Val Lys Asp Arg Phe Thr Ile Ser Arg Asp Asp Ser Lys Asn Ser

[1624] 65 70 75 80

[1625] Leu Tyr Leu Gln Met Asn Ser Leu Lys Thr Glu Asp Thr Ala Val Tyr

[1626] 85 90 95

[1627] Tyr Cys Val Arg His Gly Asn Phe Gly Asn Ser Tyr Val Ser Trp Phe

[1628] 100 105 110

[1629] Ala Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser Ala Ser Thr

[1630] 115 120 125

[1631] Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser

[1632] 130 135 140

[1633] Glu Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu

[1634] 145 150 155 160

[1635] Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His

[1636] 165 170 175

[1637] Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser
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[1638] 180 185 190

[1639] Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Lys Thr Tyr Thr Cys
[1640] 195 200 205

[1641] Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys Arg Val

[1642] 210 215 220

[1643]  <210> 77

[1644] <211> 669

[1645] <212> DNA

[1646] <213> Homo sapiens

[1647]  <400> 77

[1648] gaggtgcage tggttgaatc tggcggagga ctggttcage ctggeggate tctgagactg 60
[1649] tcttgtgecg ccageggett caccttcaac acctacgeta tgaactgggt ccgaaaggee 120
[1650] cctggcaaag gactggaatg ggtgggaaga atcaggtcca agtacaacaa ctacgccacce 180
[1651] tactacgccg acagcgtgaa ggacagattc accatcageca gggacgacag caagaacage 240
[1652] ctgtacctge agatgaacag cctgaaaacc gaggacaccg ccgtgtacta ctgtgtcaga 300
[1653] cacggcaact tcggcaacag ctatgtgtct tggtttgect actggggeca gggecacactg 360
[1654] gtcacagtta gctctgetag caccaaggge cccagegtgt tcccecctgge cecttgeage 420
[1655] agaagcacca gcgagagcac agccgecctg ggetgectgg tgaaggacta ctteccegag 480
[1656] cccgtgaccg tgtcctggaa cageggeget ctgaccageg gegtgeatac ctteceegee 540
[1657] gtgctccaga gecageggact gtactcecctg agcagegtgg tgaccgtgee ttccageage 600
[1658] ctgggcacca agacctacac ctgcaacgtg gaccacaagc ccagcaacac caaggtggac 660
[1659] aagagagtg 669

[1660] <210> 78

[1661]  <211> 444

[1662]  <212> PRT

[1663] <213> Homo sapiens

[1664]  <400> 78

[1665] Gln Ala Val Val Thr Gln Glu Pro Ser Leu Thr Val Ser Pro Gly Gly
[1666] 1 5 10 15

[1667] Thr Val Thr Leu Thr Cys Arg Ser Ser Thr Gly Ala Val Thr Thr Ser
[1668] 20 25 30

[1669] Asn Tyr Ala Asn Trp Val Gln Glu Lys Pro Gly Gln Ala Pro Arg Gly
[1670] 35 40 45

[1671] Leu Ile Gly Gly Thr Asn Lys Arg Ala Pro Trp Thr Pro Ala Arg Phe
[1672] 50 55 60

[1673] Ser Gly Ser Leu Leu Gly Gly Lys Ala Ala Leu Thr Ile Thr Gly Ala
[1674] 65 70 75 80

[1675]  Gln Ala Glu Asp Glu Ala Glu Tyr Tyr Cys Val Leu Trp Tyr Ser Asn
[1676] 85 90 95

[1677] Leu Trp Val Phe Gly Gly Gly Thr Lys Leu Thr Val Leu Gly Gln Pro
[1678] 100 105 110

[1679] Lys Ala Ala Pro Ser Val Thr Leu Phe Pro Pro Ser Ser Glu Glu Leu
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[1680] 115 120 125

[1681] Gln Ala Asn Lys Ala Thr Leu Val Cys Leu Ile Ser Asp Phe Tyr Pro
[1682] 130 135 140

[1683] Gly Ala Val Thr Val Ala Trp Lys Ala Asp Ser Ser Pro Val Lys Ala
[1684] 145 150 155 160
[1685] Gly Val Glu Thr Thr Thr Pro Ser Lys Gln Ser Asn Asn Lys Tyr Ala
[1686] 165 170 175
[1687] Ala Ser Ser Tyr Leu Ser Leu Thr Pro Glu Gln Trp Lys Ser His Arg
[1688] 180 185 190

[1689] Ser Tyr Ser Cys Gln Val Thr His Glu Gly Ser Thr Val Glu Lys Thr
[1690] 195 200 205

[1691] Val Ala Pro Thr Glu Cys Ser Glu Ser Lys Tyr Gly Pro Pro Cys Pro
[1692] 210 215 220

[1693] Pro Cys Pro Ala Pro Glu Phe Glu Gly Gly Pro Ser Val Phe Leu Phe
[1694] 225 230 235 240
[1695] Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val
[1696] 245 250 255
[1697] Thr Cys Val Val Val Asp Val Ser Gln Glu Asp Pro Glu Val Gln Phe
[1698] 260 265 270

[1699] Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro
[1700] 275 280 285

[1701] Arg Glu Glu Gln Phe Ala Ser Thr Tyr Arg Val Val Ser Val Leu Thr
[1702] 290 295 300

[1703] Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val
[1704] 305 310 315 320
[1705] Ser Asn Lys Gly Leu Pro Ser Ser Ile Glu Lys Thr Ile Ser Lys Ala
[1706] 325 330 335
[1707] Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Cys Gln
[1708] 340 345 350

[1709] Glu Glu Met Thr Lys Asn Gln Val Ser Leu Trp Cys Leu Val Lys Gly
[1710] 355 360 365

[1711]  Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro
[1712] 370 375 380

[1713]  Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser
[1714] 385 390 395 400
[1715] Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Glu
[1716] 405 410 415
[1717]  Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His
[1718] 420 425 430

[1719]  Tyr Thr Gln Lys Ser Leu Ser Leu Ser Leu Gly Lys

[1720] 435 440

(17211  <210> 79
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[1722] <211> 1332

[1723] <212> DNA

[1724] <213> Homo sapiens

[1725]  <400> 79

[1726] caggctgtgg tcacacaaga gcctagectg acagtgtcte ctggeggeac agtgaccetg 60
[1727] acctgtagat cttctacagg cgccgtgacc accagcaact acgctaattg ggtgcaggag 120
[1728] aagcccggec aggetcctag aggactgatc ggeggaacaa acaagagage cccttggaca 180
[1729] cccgecagat tctectggate tctgetegge ggaaaggecg ctctgacaat cactggtget 240
[1730] caggctgagg acgaggccga gtactattgt gtgetgtggt acagcaacct gtgggtgtte 300
[1731] ggcggaggea ccaaactgac agttctgggt cagcccaagg cggegeccte ggtcactetg 360
[1732] ttccegeeet cctetgagga gettcaagee aacaaggeca cactggtgtg tctcataagt 420
[1733] gacttctatc cgggagecgt gacagtggece tggaaggcecag atagcagecce cgtcaaggeg 480
[1734] ggagtggaga ccaccacacc ctccaaacaa agcaacaaca agtacgcgge cagcagcetac 540
[1735] ctgagcctga cgectgagea gtggaagtcce cacagaaget acagectgeca ggtcacgeat 600
[1736] gaagggagca ccgtggagaa gacagtggece cctacagaat gttcagagag caagtacgge 660
[1737] ccteeetgee ceecttgeee tgeccecgag ttcgagggeg gacctagegt gttectgtte 720
[1738] ccccccaage ccaaggacac cctgatgatc agcagaacce ccgaggtgac ctgegtggtg 780
[1739] gtggacgtgt cccaggagga ccccgaggtc cagtttaatt ggtacgtgga cggegtggaa 840
[1740] gtgcataacg ccaagaccaa gcccagagag gagcagttcg ccagcaccta cagagtggtg 900
[1741] tccgtgetga cecgtgetgea ccaggactgg ctgaacggea aggaatacaa gtgcaaggte 960
[1742] tccaacaagg gcctgectag cagcatcgag aagaccatca gcaaggcecaa gggecageca 1020
[1743] cgggageccce aggtctacac cctgecacct tgtcaagagg agatgaccaa gaaccaggtg 1080
[1744] tccetgtggt gtctggtgaa aggettcectat cccagegata tcgecgtgga gtgggagage 1140
[1745] aacggccage ccgagaacaa ctacaagacc acccccectg tgetggacag cgacggeage 1200
[1746] ttcttecetgt actccaaget gaccgtggac aagtccagat ggcaggaggg caacgtctte 1260
[1747] agctgetecg tgatgecacga ggecctgeac aaccactaca cccagaagtc cctgageetg 1320
[1748] agcctgggea ag 1332

[1749]  <210> 80

[1750] <211> 218

[1751]  <212> PRT

[1752] <213> Homo sapiens

[1753]  <400> 80

[1754] Asp Ile Val Leu Thr Gln Ser Pro Ala Ser Leu Ala Val Ser Pro Gly

[1755] 1 5 10 15

[1756] Gln Arg Ala Thr Ile Thr Cys Arg Ala Ser Lys Ser Val Ser Thr Ser

[1757] 20 25 30

[1758] Gly Tyr Ser Tyr Met His Trp Tyr Gln Lys Lys Pro Gly Gln Pro Pro

[1759] 35 40 45

[1760] Lys Leu Leu Ile Tyr Leu Ala Ser Asn Leu Glu Ser Gly Val Pro Ala

[1761] 50 55 60

[1762] Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Asn

[1763] 65 70 75 80
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[1764] Pro Val Glu Ala Glu Asp Thr Ala Asn Tyr Tyr Cys Gln His Ser Arg
[1765] 85 90 95

[1766] Glu Leu Pro Trp Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys Arg
[1767] 100 105 110

[1768] Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln
[1769] 115 120 125

[1770] Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr
[1771] 130 135 140

[1772]  Pro Arg Glu Ala Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser
[1773] 145 150 155 160
[1774] Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr
[1775] 165 170 175

[1776] Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys
[1777] 180 185 190

[1778] His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro
[1779] 195 200 205

[1780] Val Thr Lys Ser Phe Asn Arg Gly Glu Cys

[1781] 210 215

[1782] <210> 81

[1783] <211> 654

[1784]  <212> DNA

[1785] <213> Homo sapiens

[1786]  <400> 81

[1787] gacatcgtge tgacacagag ccctgettct ctggetgtgt ctecctggeca gagagecace 60
[1788] atcacctgta gagccagcaa gagcgtgtcc accagegget actcttacat gecactggtat 120
[1789] cagaagaagc ccggccagece tcctaagetg ctgatctacc tggetagcaa cctcgaaage 180
[1790] ggagtgcctg ctagattttc tggecagegge tctggecaccg acttcaccct gacaatcaac 240
[1791]  cccgtggaag ccgaagacac cgccaactac tactgccage acagcagaga getgecctgg 300
[1792] acatttggec agggcaccaa ggtggaaatc aagcgaactg tggetgecacce atctgtcette 360
[1793] atcttccecge catctgatga gcagttgaaa tctggaactg cctetgttgt gtgectgetg 420
[1794] aataacttct atcccagaga ggccaaagta cagtggaagg tggataacge cctccaatcg 480
[1795] ggtaactccc aggagagtgt cacagagcag gacagcaagg acagcaccta cagcctcage 540
[1796] agcaccctga cgctgagcaa agcagactac gagaaacaca aagtctacge ctgcgaagtce 600
[1797] acccatcagg gcctgagete geccgtcaca aagagettca acaggggaga gtgt 654
[1798] <210> 82

[1799]1  <211> 449

[1800]  <212> PRT

[1801] <213> Homo sapiens

[1802]  <400> 82

[1803] Gln Val Gln Leu Val Gln Ser Gly Ser Glu Leu Lys Lys Pro Gly Ala
[1804] 1 5 10 15

[1805] Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Ile Phe Thr Asn Phe

113



CN 114524878 B Fo5l & 44/55 7
[1806] 20 25 30

[1807] Gly Met Asn Trp Val Arg Glu Ala Pro Gly Gln Gly Leu Glu Trp Met
[1808] 35 40 45

[1809] Gly Trp Ile Asn Thr Tyr Thr Gly Glu Gln Ile Tyr Ala Asp Gly Phe
[1810] 50 55 60

[1811] Thr Gly Arg Phe Val Phe Ser Leu Asp Thr Ser Ala Ser Thr Ala Tyr
[1812] 65 70 75 80
[1813] Leu Gln Ile Ser Ser Leu Lys Ala Glu Asp Thr Ala Val Tyr Phe Cys
[1814] 85 90 95
[1815] Ala Arg Gly Glu Ile Tyr Tyr Gly Tyr Asp Val Gly Phe Val Tyr Trp
[1816] 100 105 110

[1817] Gly Gln Gly Thr Leu Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro
[1818] 115 120 125

[1819] Ser Val Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser Glu Ser Thr
[1820] 130 135 140

[1821] Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr
[1822] 145 150 155 160
[1823] Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro
[1824] 165 170 175
[1825] Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr
[1826] 180 185 190

[1827] Val Pro Ser Ser Ser Leu Gly Thr Lys Thr Tyr Thr Cys Asn Val Asp
[1828] 195 200 205

[1829] His Lys Pro Ser Asn Thr Lys Val Asp Lys Arg Val Glu Ser Lys Tyr
[1830] 210 215 220

[1831] Gly Pro Pro Cys Pro Pro Cys Pro Ala Pro Glu Phe Glu Gly Gly Pro
[1832] 225 230 235 240
[1833] Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser
[1834] 245 250 255
[1835] Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser Gln Glu Asp
[1836] 260 265 270

[1837] Pro Glu Val Gln Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn
[1838] 275 280 285

[1839] Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe Asn Ser Thr Tyr Arg Val
[1840] 290 295 300

[1841] Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu
[1842] 305 310 315 320
[1843] Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu Ala Ser Ser Ile Glu Lys
[1844] 325 330 335
[1845] Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Cys Thr
[1846] 340 345 350

[1847] Leu Pro Pro Ser Gln Glu Glu Met Thr Lys Asn Gln Val Ser Leu Ser
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[1848] 365 360 365

[1849] Cys Ala Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu

[1850] 370 375 380

[1851] Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu

[1852] 385 390 395 400

[1853] Asp Ser Asp Gly Ser Phe Phe Leu Val Ser Lys Leu Thr Val Asp Lys

[1854] 405 410 415

[1855] Ser Arg Trp Gln Glu Gly Asn Val Phe Ser Cys Ser Val Met His Glu

[1856] 420 425 430

[1857] Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Leu Gly

[1858] 435 440 445

[1859] Lys

[1860] <210> 83

[1861]  <211> 1347

[1862]  <212> DNA

[1863] <213> Homo sapiens

[1864]  <400> 83

[1865] caggttcage tggtgcagtc tggcagecgag ctgaagaaac ctggegecte tgtgaaggtg 60
[1866] tcctgecaagg ctageggeta catcttcacc aacttcggeca tgaactgggt ccgagagget 120
[1867] cctggacagg gactcgaatg gatgggetgg atcaacacct acaccggega gecagatctac 180
[1868] gcegatgget tcacaggecag attcgtgttc agectggaca ccagegecag cacagettac 240
[1869] ctgcagatca gctctctgaa ggccgaggat accgecgtgt acttetgtge cagaggegag 300
[1870] atctactacg gctacgacgt gggetttgtg tactggggee agggaacact ggtcaccgtt 360
[1871] agctctgeta gcaccaaggg ccccagegtg ttcececeetgg cecccttgeag cagaageace 420
[1872] agcgagagca cagccgecct gggetgectg gtgaaggact acttcccega gecegtgace 480
[1873] gtgtcctgga acageggege tctgaccage ggegtgeata ccttceceege cgtgeteccag 540
[1874] agcagcggac tgtactccct gagcagegtg gtgaccgtge cttccagecag cctgggeacce 600
[1875] aagacctaca cctgcaacgt ggaccacaag cccagcaaca ccaaggtgga caagagagtg 660
[1876] gagagcaagt acggccctcee ctgeccecct tgecectgeee ccgagttega gggeggacet 720
[1877] agcgtgttee tgttccccee caagecccaag gacaccctga tgatcagcag aacccccgag 780
[1878] gtgacctgeg tggtggtgga cgtgtceccag gaggaccecg aggtccagtt taattggtac 840
[1879] gtggacggeg tggaagtgeca taacgccaag accaagccca gagaggageca gttcaacage 900
[1880] acctacagag tggtgtccgt getgaccgtg ctgecaccagg actggetgaa cggcaaggaa 960
[1881] tacaagtgca aggtctccaa caagggcctg gccagcageca tcgagaagac catcagcaag 1020
[1882] gccaagggcece agecacggga gecccaggte tgecaccetge cacctageca agaggagatg 1080
[1883] accaagaacc aggtgtccct gagectgtgee gtgaaagget tctatcccag cgatatcgee 1140
[1884] gtggagtggeg agagcaacgg ccagcccgag aacaactaca agaccacccce ccctgtgetg 1200
[1885] gacagcgacg gcagcttctt cctggtttee aagetgaccg tggacaagtc cagatggecag 1260
[1886] gagggcaacg tcttcagetg ctccgtgatg cacgaggece tgcacaacca ctacacccag 1320
[1887] aagtccctga gcctgagect gggcaag 1347

[1888] <210> 84

[1889] <211> 218
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[1890] <212> PRT

[1891] <213> Homo sapiens

[1892]  <400> 84

[1893] Asp Ile Val Leu Thr Gln Ser Pro Ala Ser Leu Ala Val Ser Pro Gly
[1894] 1 5 10 15

[1895]  Gln Arg Ala Thr Ile Thr Cys Arg Ala Ser Lys Ser Val Thr Thr Ser
[1896] 20 25 30

[1897] Gly Tyr Ser Tyr Ile His Trp Tyr Gln Lys Lys Pro Gly Gln Pro Pro
[1898] 35 40 45

[1899] Lys Leu Leu Ile Tyr Leu Ala Ser Asp Leu Glu Ala Gly Val Pro Ala
[1900] 50 55 60

[1901] Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Asn
[1902] 65 70 75 80

[1903]  Pro Val Glu Ala Glu Asp Thr Ala Asn Tyr Tyr Cys Gln His Ser Arg
[1904] 85 90 95

[1905]  Glu Leu Pro Trp Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys Arg
[1906] 100 105 110

[1907] Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln
[1908] 115 120 125

[1909] Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr
[1910] 130 135 140

[1911]  Pro Arg Glu Ala Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser
[1912] 145 150 155 160
[1913]  Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr
[1914] 165 170 175

[1915] Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys
[1916] 180 185 190

[1917] His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro
[1918] 195 200 205

[1919] Val Thr Lys Ser Phe Asn Arg Gly Glu Cys

[1920] 210 215

[1921] <210> 85

[1922] <211> 654

[1923] <212> DNA

[1924] <213> Homo sapiens

[1925]  <400> 85

[1926] gacatcgtge tgacacagag ccctgettct ctggetgtgt ctecctggeca gagagecace 60
[1927] atcacctgta gagccagcaa gagcgtgacc accagecgget actcttacat ccactggtat 120
[1928] cagaagaagc ccggccagec tcctaagetg ctgatctace tggecagega tctggaaget 180
[1929] ggcgtgecag ctagattttc tggcagegge tctggeaccg acttcaccct gacaatcaac 240
[1930] cccgtggaag ccgaagacac cgccaactac tactgccage acagcagaga getgecctgg 300
[1931] acatttggcc agggcaccaa ggtggaaatc aagcgaactg tggetgecacce atctgtette 360
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[1932] atcttcccge catctgatga gcagttgaaa tctggaactg cctectgttgt gtgectgetg 420
[1933] aataacttct atcccagaga ggccaaagta cagtggaagg tggataacge cctccaatcg 480
[1934] ggtaactccc aggagagtgt cacagagcag gacagcaagg acagcaccta cagcctcage 540
[1935] agcaccctga cgctgagcaa agcagactac gagaaacaca aagtctacge ctgcgaagtce 600
[1936] acccatcagg gcctgagete geccgtcaca aagagcttca acaggggaga gtgt 654
[1937] <210> 86

[1938] <211> 449

[1939]  <212> PRT

[1940] <213> Homo sapiens

[1941]  <400> 86

[1942] GIn Val Gln Leu Val Gln Ser Gly Ser Glu Leu Lys Lys Pro Gly Ala
[1943] 1 5 10 15

[1944]  Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Ile Phe Thr Asn Phe
[1945] 20 25 30

[1946] Gly Met Asn Trp Val Arg Glu Ala Pro Gly Gln Gly Leu Glu Trp Met
[1947] 35 40 45

[1948] Gly Trp Ile Asn Thr Tyr Thr Gly Glu Gln Ile Tyr Ala Asp Gly Phe
[1949] 50 55 60

[1950] Thr Gly Arg Phe Val Phe Ser Leu Asp Thr Ser Ala Ser Thr Ala Tyr
[1951] 65 70 75 80

[1952] Leu Gln Ile Ser Ser Leu Lys Ala Glu Asp Thr Ala Val Tyr Phe Cys
[1953] 85 90 95

[1954] Ala Arg Gly Glu Ile Tyr Tyr Gly Tyr Asp Val Gly Phe Val Tyr Trp
[1955] 100 105 110

[1956] Gly Gln Gly Thr Leu Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro
[1957] 115 120 125

[1958] Ser Val Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser Glu Ser Thr
[1959] 130 135 140

[1960] Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr
[1961] 145 150 155 160
[1962] Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro
[1963] 165 170 175

[1964] Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr
[1965] 180 185 190

[1966] Val Pro Ser Ser Ser Leu Gly Thr Lys Thr Tyr Thr Cys Asn Val Asp
[1967] 195 200 205

[1968] His Lys Pro Ser Asn Thr Lys Val Asp Lys Arg Val Glu Ser Lys Tyr
[1969] 210 215 220

[1970] Gly Pro Pro Cys Pro Pro Cys Pro Ala Pro Glu Phe Glu Gly Gly Pro
(19711 225 230 235 240
[1972] Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser
[1973] 245 250 255
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[1974] Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser Gln Glu Asp
[1975] 260 265 270

[1976] Pro Glu Val Gln Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn
[1977] 275 280 285

[1978] Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe Asn Ser Thr Tyr Arg Val

[1979] 290 295 300

[1980] Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu
[1981] 305 310 315 320
[1982] Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu Ala Ser Ser Ile Glu Lys
[1983] 325 330 335

[1984] Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Cys Thr
[1985] 340 345 350

[1986] Leu Pro Pro Ser Gln Glu Glu Met Thr Lys Asn Gln Val Ser Leu Ser
[1987] 355 360 365

[1988] Cys Ala Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu
[1989] 370 375 380

[1990] Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu
[19911 385 390 395 400
[1992] Asp Ser Asp Gly Ser Phe Phe Leu Val Ser Lys Leu Thr Val Asp Lys
[1993] 405 410 415

[1994] Ser Arg Trp Gln Glu Gly Asn Val Phe Ser Cys Ser Val Met His Glu
[1995] 420 425 430

[1996] Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Leu Gly
[1997] 435 440 445

[1998] Lys

[1999]1  <210> 87

[2000] <211> 1347

[2001]  <212> DNA

[2002] <213> Homo sapiens

[2003]  <400> 87

[2004] caggttcage tggtgcagtc tggcagecgag ctgaagaaac ctggegecte tgtgaaggtg 60
[2005] tcctgecaagg ctageggeta catcttcacc aacttcggeca tgaactgggt ccgagagget 120
[2006] cctggacagg gactcgaatg gatgggetgg atcaacacct acaccggega gecagatctac 180
[2007] gcegatgget tcacaggecag attcgtgttc agecctggaca ccagegecag cacagettac 240
[2008] ctgcagatca gctctctgaa ggeccgaggat accgecgtgt acttetgtge cagaggegag 300
[2009] atctactacg gctacgacgt gggctttgtg tactggggee agggaacact ggtcaccgtt 360
[2010] agctctgeta gcaccaaggg ccccagegtg ttcecceetgg ccecttgeag cagaageace 420
[2011] agcgagagca cagccgecct gggetgectg gtgaaggact acttcccega gecegtgace 480
[2012] gtgtcectgga acageggege tctgaccage ggegtgeata ccttceceege cgtgeteccag 540
[2013] agcagcggac tgtactccct gagcagegtg gtgaccgtge cttccageag cetgggeace 600
[2014] aagacctaca cctgcaacgt ggaccacaag cccagcaaca ccaaggtgga caagagagtg 660
[2015] gagagcaagt acggccctcee ctgeccecet tgecectgeee ccgagttcecga gggeggacet 720
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[2016] agcgtgttce tgttcceceee caagecccaag gacaccctga tgatcagecag aacccccgag 780
[2017] gtgacctgeg tggtgetgga cgtgtcecccag gaggaccecg aggtccagtt taattggtac 840
[2018] gtggacggeg tggaagtgca taacgccaag accaagccca gagaggagca gttcaacage 900
[2019] acctacagag tggtgtccgt gctgacegtg ctgcaccagg actggctgaa cggcaaggaa 960
[2020] tacaagtgca aggtctccaa caagggcctg gccagecagea tcgagaagac catcagcaag 1020
[2021] gccaagggee agecacggga gecccaggte tgecaccetge cacctageca agaggagatg 1080
[2022] accaagaacc aggtgtccct gagetgtgee gtgaaagget tctatcccag cgatatcgee 1140
[2023] gtggagtgge agagcaacgg ccagcccgag aacaactaca agaccacccce ccctgtgetg 1200
[2024] gacagcgacg gcagcttctt cctggtttce aagectgaccg tggacaagtc cagatggcag 1260
[2025] gagggcaacg tcttcagctg ctccgtgatg cacgaggecc tgcacaacca ctacacccag 1320
[2026] aagtccctga gcctgagect gggcaag 1347

[2027] <210> 88

[2028] <211> 219

[2029]  <212> PRT

[2030] <213> Homo sapiens

[2031]  <400> 88

[2032] Asp Val Val Met Thr Gln Ser Pro Leu Ser Leu Pro Val Thr Pro Gly

[2033] 1 5 10 15

[2034] Glu Pro Ala Ser Ile Ser Cys Arg Ser Ser Gln Ser Ile Val His Ser

[2035] 20 25 30

[2036] Asn Gly Asn Thr Tyr Leu Glu Trp Tyr Leu Lys Lys Pro Gly Gln Ser

[2037] 35 40 45

[2038] Pro Gln Leu Leu Ile Tyr Lys Val Ser Asn Arg Phe Ser Gly Val Pro

[2039] 50 55 60

[2040] Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile

[2041] 65 70 75 80

[2042] Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Phe Cys Leu Gln Val

[2043] 85 90 95

[2044] Thr His Val Pro Leu Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys

[2045] 100 105 110

[2046] Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu

[2047] 115 120 125

[2048] GIn Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe

[2049] 130 135 140

[2050] Tyr Pro Arg Glu Ala Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln

[2051] 145 150 155 160

[2052] Ser Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser

[2053] 165 170 175

[2054] Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu

[2055] 180 185 190

[2056] Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser

[2057] 195 200 205
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[2058] Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys

[2059] 210 215

[2060]  <210> 89

[2061]  <211> 657

[2062]  <212> DNA

[2063] <213> Homo sapiens

[2064]  <400> 89

[2065] gacgtggtca tgacacagag ccctctgage ctgectgtga cacctggega acctgecage 60
[2066] atcagctgta gaagcagcca gagcatcgtg cacagcaacg gcaacacata cctggagtgg 120
[2067] tatctgaaga agcccggeca gtctcecctcag ctgetgatcet acaaggtgte caacagattc 180
[2068] agcggegtge ccgacagatt ctetggetct ggatctggea ccgacttcac cctgaagatce 240
[2069] tccagagtgg aagccgagga cgtgggegtg tacttctgte tccaggtcac acacgtgece 300
[2070] ctgacatttg gccagggecac caagctggaa atcaagcgaa ctgtggetge accatctgte 360
[2071] ttcatcttce cgecatctga tgagcagttg aaatctggaa ctgectetgt tgtgtgectg 420
[2072] ctgaataact tctatcccag agaggccaaa gtacagtgga aggtggataa cgccctccaa 480
[2073]  tcgggtaact cccaggagag tgtcacagag caggacagca aggacagcac ctacagecte 540
[2074] agcagcaccc tgacgctgag caaagcagac tacgagaaac acaaagtcta cgectgegaa 600
[2075] gtcacccatc agggectgag ctcgeccgte acaaagaget tcaacagggg agagtgt 657
[2076] <210> 90

[2077] <211> 442

[2078] <212> PRT

[2079] <213> Homo sapiens

[2080]  <400> 90

[2081] GIn Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ser
[2082] 1 5 10 15

[2083] Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Ala Asp Tyr
[2084] 20 25 30

[2085] Glu Ile His Trp Val Arg Glu Ala Pro Gly Gln Gly Leu Glu Trp Met
[2086] 35 40 45

[2087] Gly Ala Ile His Pro Gly Ser Gly Gly Thr Ala Tyr Ala Gln Lys Phe
[2088] 50 55 60

[2089] Gln Gly Arg Val Thr Leu Thr Ala Asp Glu Ser Ser Thr Thr Ala Tyr
[2090] 65 70 75 80

[2091] Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
[2092] 85 90 95

[2093] Thr Arg Tyr Tyr Ser Phe Ala Tyr Trp Gly Gln Gly Thr Leu Val Thr
[2094] 100 105 110

[2095] Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro
[2096] 115 120 125

[2097] Cys Ser Arg Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys Leu Val

[2098] 130 135 140

[2099] Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala
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[2100] 145 150 155 160
[2101] Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser Gly
[2102] 165 170 175
[2103] Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly
[2104] 180 185 190

[2105] Thr Lys Thr Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys
[2106] 195 200 205

[2107]  Val Asp Lys Arg Val Glu Ser Lys Tyr Gly Pro Pro Cys Pro Pro Cys
[2108] 210 215 220

[2109]  Pro Ala Pro Glu Phe Glu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro
[2110] 225 230 235 240
[2111]  Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys
[2112] 245 250 255
[2113]  Val Val Val Asp Val Ser Gln Glu Asp Pro Glu Val Gln Phe Asn Trp
[2114] 260 265 270

[2115] Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
[2116] 275 280 285

[2117]  Glu Gln Phe Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu
[2118] 290 295 300

[2119] His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
[2120] 305 310 315 320
[2121] Lys Gly Leu Ala Ser Ser Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly
[2122] 325 330 335
[2123]  Gln Pro Arg Glu Pro Gln Val Cys Thr Leu Pro Pro Ser Gln Glu Glu
[2124] 340 345 350

[2125] Met Thr Lys Asn Gln Val Ser Leu Ser Cys Ala Val Lys Gly Phe Tyr
[2126] 355 360 365

[2127]  Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn
[2128] 370 375 380

[2129]  Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe
[2130] 385 390 395 400
[2131] Leu Val Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn
[2132] 405 410 415
[2133] Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
[2134] 420 425 430

[2135] Gln Lys Ser Leu Ser Leu Ser Leu Gly Lys

[2136] 435 440

[2137]  <210> 91

[2138]  <211> 1326

[2139] <212> DNA

[2140] <213> Homo sapiens

[2141]  <400> 91
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[2142] caggttcage tggttcagtc tggcgecgaa gtgaagaaac ctggcagecag cgtgaaggtg 60
[2143] tcctgecaagg ctageggeta caccttecgee gactacgaga tccactgggt ccgagagget 120
[2144] ccaggacagg gacttgaatg gatgggcget atccatcctg getetggegg cacagettac 180
[2145] gcccagaaat tccagggecag agtgaccctg accgcecgacg agtctagcac caccgectac 240
[2146] atggaactga gcagcctgag aagcgaggac accgecgtgt actactgcac ccggtactac 300
[2147] agcttcgeet actggggaca gggaaccctg gtcacagtca getctgetag caccaaggge 360
[2148] cccagegtgt tcceceetgge ceccttgeage agaagcacca gegagagecac agecgecctg 420
[2149] ggctgeetgg tgaaggacta cttcccecgag cccgtgaccg tgtecctggaa cageggeget 480
[2150] ctgaccagcg gegtgeatac cttccecegee gtgetccaga gecageggact gtactcectg 540
[2151] agcagegtgg tgaccgtgee ttccagecage ctgggcacca agacctacac ctgcaacgtg 600
[2152] gaccacaagc ccagcaacac caaggtggac aagagagtgg agagcaagta cggccctcec 660
[2153] tgceeceett gecctgecee cgagttcecgag ggeggaccta gegtgtteet gtteccecee 720
[2154] aagcccaagg acaccctgat gatcagcaga acccccgagg tgacctgegt ggtggtggac 780
[2155] gtgtcccagg aggaccccega ggtccagttt aattggtacg tggacggegt ggaagtgeat 840
[2156] aacgccaaga ccaagcccag agaggagceag ttcaacagca cctacagagt ggtgtccecgtg 900
[2157] ctgaccgtge tgcaccagga ctggctgaac ggcaaggaat acaagtgcaa ggtctccaac 960
[2158] aagggcctgg ccagcagecat cgagaagacc atcagcaagg ccaagggeca gecacgggag 1020
[2159] ccccaggtct gecaccetgee acctagecaa gaggagatga ccaagaacca ggtgtcecetg 1080
[2160] agctgtgecg tgaaaggett ctatcccage gatatcgecg tggagtggga gagcaacgge 1140
[2161] cagcccgaga acaactacaa gaccacccec cctgtgetgg acagegacgg cagettcette 1200
[2162] ctggtttcca agctgaccgt ggacaagtcc agatggcagg agggcaacgt cttcagetge 1260
[2163] tccgtgatge acgaggececet geacaaccac tacacccaga agtccctgag cctgagectg 1320
[2164] ggcaag 1326

[2165] <210> 92

[2166] <211> 219

[2167]  <212> PRT

[2168] <213> Homo sapiens

[2169]  <400> 92

[2170] Asp Val Val Met Thr Gln Ser Pro Leu Ser Leu Pro Val Thr Pro Gly

[2171] 1 5 10 15

[2172]  Glu Pro Ala Ser Ile Ser Cys Arg Ser Ser Gln Ser Ile Val His Ser

[2173] 20 25 30

[2174] Asn Gly Asn Thr Tyr Leu Glu Trp Tyr Leu Lys Lys Pro Gly Gln Ser

[2175] 35 40 45

[2176] Pro Gln Leu Leu Ile Tyr Lys Val Ser Asn Arg Phe Ser Gly Val Pro

[2177] 50 55 60

[2178]  Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile

[2179] 65 70 75 80

[2180] Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Phe Cys Leu Gln Val

[2181] 85 90 95

[2182] Thr His Val Pro Leu Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys

[2183] 100 105 110
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[2184] Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Lys
[2185] 115 120 125

[2186] Lys Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe
[2187] 130 135 140

[2188] Tyr Pro Arg Glu Ala Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln
[2189] 145 150 155 160
[2190] Ser Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser
[2191] 165 170 175

[2192] Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu
[2193] 180 185 190

[2194] Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser
[2195] 195 200 205

[2196] Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys

[2197] 210 215

[2198] <210> 93

[2199] <211> 657

[2200]  <212> DNA

[2201] <213> Homo sapiens

[2202]  <400> 93

[2203] gacgtggtca tgacacagag ccctctgage ctgectgtga cacctggega acctgecage 60
[2204] atcagctgta gaagcagcca gagcatcgtg cacagcaacg gcaacacata cctggagtgg 120
[2205] tatctgaaga agcccggceca gtctcctcag ctgetgatcet acaaggtgte caacagattce 180
[2206] agcggegtge ccgacagatt ctetggetet ggatctggea ccgacttcac cctgaagate 240
[2207] tccagagtgg aagccgagga cgtgggegtg tacttctgte tccaggtcac acacgtgece 300
[2208] ctgacatttg gccagggcac caagctggaa atcaagcgaa ctgtggetge accatctgte 360
[2209] ttcatcttce cgeccatctga taagaaattg aaatctggaa ctgectectgt tgtgtgectg 420
[2210] ctgaataact tctatcccag agaggccaaa gtacagtgga aggtggataa cgccctccaa 480
[2211] tcgggtaact cccaggagag tgtcacagag caggacagca aggacagcac ctacagcctc 540
[2212] agcagcaccc tgacgctgag caaagcagac tacgagaaac acaaagtcta cgectgegaa 600
[2213] gtcacccatc agggecctgag ctcgecegte acaaagaget tcaacagggg agagtgt 657
[2214] <210> 94

[2215]  <211> 442

[2216]  <212> PRT

[2217] <213> Homo sapiens

[2218]  <400> 94

[2219] Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ser
[2220] 1 5 10 15

[2221] Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Ala Asp Tyr
[2222] 20 25 30

[2223] Glu Ile His Trp Val Arg Glu Ala Pro Gly Gln Gly Leu Glu Trp Met
[2224] 35 40 45

[2225] Gly Ala Ile His Pro Gly Ser Gly Gly Thr Ala Tyr Ala Gln Lys Phe
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[2226] 50 55 60

[2227] Gln Gly Arg Val Thr Leu Thr Ala Asp Glu Ser Ser Thr Thr Ala Tyr
[2228] 65 70 75 80
[2229] Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
[2230] 85 90 95
[2231] Thr Arg Tyr Tyr Ser Phe Ala Tyr Trp Gly Gln Gly Thr Leu Val Thr
[2232] 100 105 110

[2233] Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro
[2234] 115 120 125

[2235] Cys Ser Arg Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys Leu Val
[2236] 130 135 140

[2237]  Glu Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala
[2238] 145 150 155 160
[2239] Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser Gly
[2240] 165 170 175
[2241] Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly
[2242] 180 185 190

[2243] Thr Lys Thr Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys
[2244] 195 200 205

[2245] Val Asp Glu Arg Val Glu Ser Lys Tyr Gly Pro Pro Cys Pro Pro Cys
[2246] 210 215 220

[2247]  Pro Ala Pro Glu Phe Glu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro
[2248] 225 230 235 240
[2249] Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys
[2250] 245 250 255
[2251] Val Val Val Asp Val Ser Gln Glu Asp Pro Glu Val Gln Phe Asn Trp
[2252] 260 265 270

[2253] Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
[2254] 275 280 285

[2255] Glu Gln Phe Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu
[2256] 290 295 300

[2257] His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
[2258] 305 310 315 320
[2259] Lys Gly Leu Ala Ser Ser Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly
[2260] 325 330 335
[2261]  Gln Pro Arg Glu Pro Gln Val Cys Thr Leu Pro Pro Ser Gln Glu Glu
[2262] 340 345 350

[2263] Met Thr Lys Asn Gln Val Ser Leu Ser Cys Ala Val Lys Gly Phe Tyr
[2264] 355 360 365

[2265] Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn
[2266] 370 375 380

[2267] Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe
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[2268] 385 390 395 400

[2269] Leu Val Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn

[2270] 405 410 415

[2271] Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr

[2272] 420 425 430

[2273] Gln Lys Ser Leu Ser Leu Ser Leu Gly Lys

[2274] 435 440

[2275] <210> 95

[2276] <211> 1326

[2277]  <212> DNA

[2278] <213> Homo sapiens

[2279]  <400> 95

[2280] caggttcage tggttcagtc tggcgeccgaa gtgaagaaac ctggecagecag cgtgaaggtg 60
[2281] tcctgecaagg ctageggeta caccttcgee gactacgaga tccactgggt ccgagagget 120
[2282] ccaggacagg gacttgaatg gatgggeget atccatcctg getetggegg cacagettac 180
[2283] gcccagaaat tccagggecag agtgaccctg accgecgacg agtctagecac caccgectac 240
[2284] atggaactga gcagcctgag aagcgaggac accgeegtgt actactgecac ccggtactac 300
[2285] agcttcgect actggggaca gggaaccctg gtcacagtca getctgetag caccaaggge 360
[2286] cccagegtgt tcceceetgge ceccttgecage agaagcacca gegagagcecac agecgeccetg 420
[2287] ggctgectgg tggaggacta cttcccegag cccgtgaccg tgtcctggaa cageggeget 480
[2288] ctgaccagcg gegtgeatac cttccecegee gtgetccaga gecageggact gtactccectg 540
[2289] agcagegtgg tgaccgtgee ttccagcage ctgggecacca agacctacac ctgcaacgtg 600
[2290] gaccacaagc ccagcaacac caaggtggac gagagagtgg agagcaagta cggecctcee 660
[2291] tgceecceett gecectgecee cgagttcecgaa ggeggaccta gegtgttect gttceccececee 720
[2292] aagcccaagg acaccctgat gatcagcaga acccccgagg tgacctgegt ggtggtggac 780
[2293] gtgtcccagg aggaccccga ggtccagttt aattggtacg tggacggegt ggaagtgeat 840
[2294] aacgccaaga ccaagcccag agaggagcag ttcaacagea cctacagagt ggtgtccgtg 900
[2295] ctgaccgtge tgcaccagga ctggetgaac ggcaaggaat acaagtgcaa ggtctccaac 960
[2296] aagggcctgg ccagcagecat cgagaagacc atcagcaagg ccaagggeca gecacgggag 1020
[2297] ccccaggtet gecaccetgee acctageccaa gaggagatga ccaagaacca ggtgtcectg 1080
[2298] agctgtgceg tgaaaggett ctatcccage gatatcgecg tggagtggga gagcaacgge 1140
[2299] cagcccgaga acaactacaa gaccaccccce cctgtgetgg acagegacgg cagettette 1200
[2300] ctggtttcca agctgaccgt ggacaagtcc agatggcagg agggcaacgt cttcagetge 1260
[2301] tccgtgatge acgaggecct gecacaaccac tacacccaga agtccctgag cctgagectg 1320
[2302] ggcaag 1326

125



CN 114524878 B W OB BB 1/24 T

41
2.5+
- aCD3-hVH1/VL5
£ 20- -o- aCD3-hVH8/VL1
£ -e- aCD3-hVH8/VL5
3 154 -+ aCD3-hVHI/VL1
& -+ aCD3-hVHI/NVL2
ﬁf{ 1.0 - aCD3-hVH9/VL3
W
a -8 aCD3-hVHI/NVL5
O 0.54
0-0 L] L] L L 1
104 10+ 102 100 102 104
PRI FE (nM)
%2

126



CN 114524878 B W OB BB 2/24 T

250001 A 4 aCD3-hVH1NLE-hG4
3 @ aCD3-hVHBVL1-hG4
CD3-hVH8NL5-hG4
20000 © =
—~ B aCD3-hVHO/VL1-hG4
= 4 aCD3-hVHINL2-hG4
5 15000 M aCD3-hVHI/VL3-hG4
4o B aCD3-hVHINLE-hG4
4R A OKT3-higG1
2100001 % KLH-hlgG4
famz|
O
5000
ol —=—= : :
0.01 1 100
itk (nM)
3
ACD3ey %k HECDIey %tk
3 - aCD3-hVHINVL2-hGG4 = - aCD3-hVHIVL2-hG4
TE‘ -= aCD3-hVHINVL5-hG4 5 -= aCD3-hVHIWVL5-hG4
S 2 =+ KLH-hG4 $ 21 -+ KLH-hG4
3 3
5 =
§ 14 § 14
o [ &)
= &
1] T T T T T T T 1 0 T T T T T T T 1
10 10-% 104 102 102 10" 10° 10' 102 10 10-% 104 10 102 10 10° 10' 102
i H(ng/ml) i H(ng/ml)
&4
K,001 k) 002 K»003 k1004 k,005

N w4 ’ » s -
i W B o =

55

127



CN 114524878 B

i

B H M [E

3/24 TH

& J5 CE-SDS

5|FEECE-SD§_

‘mr: g TH A E o TIETY DT S
“| €D20X €D3 kA0D1 »{ €D20XCD3KA001
»q m
i I ”
w ’A | \“ +
. i o . — e oo i)
2 I W n ' ] ' - g1 LY 5 " s ™ s o oy 0 e
O T S W TR D RS T W TR WEANUW
"1 cp20x cD3KA002 *| CD20X CD3KAO02
\ 5
™ | "
: ﬁJ \ : \
. l ___J — T __ _ . e————————— —— ]
& I n W ) & A = ods & e Y s = als ] s "o
- TR € Sagedt 4 MR W00 7 FARBI AR & TG € B 70 1 Bl =300 T W
| cD20%CD3KA003 .| CD20X CD3KA003
E \ n
: __.___,—_A\L_,J kh—-__\____—_ L e e el
R - W, S TR T " ] - gy 5 s & s A i ) = P
““DIDH. TS TS R ) AN EF W _"-DDIE &1 -
“1 €D20X CD3KA004 | €D20 CD3 xkA004
';;/J. J._ ' \_ S
o n N 0 a ) A g8 n i ) i P i o qi Frr|
TADY T ST 7 g RN DAY . BT I =40 100 wu
.| cp20% cD3 KA00S "1 CD20X CD3 kA005
. M ) \ : CTE= S|

E3[

128



CN 114524878 B W BR B 4/24 T

-t
W
20
CD20 X CD3 kA002
0
]
80
&
2
5 h] b 5 F-] g
&7
CD20-CD3#iF — B4k (E5H)
CD20xCD3 kA002 D
v 79
‘a 'ﬂ/
e 977239
322 1*pyroGlu (Q)(-17.0306)
275
25- ||
225-
i |
8 ot |
el ) !
1251 \\ e . | .
1- T u,-’:z;‘_,‘-’ CD3FIR=RAK | preus  CD20FLR = RAE
0754 ' I| | A
054 : | Nk
0.25- 969172 l e VM i
96200 96400 96600 96800 7000 97200 97400 97600 97800 98000 98200 98400 98600 98800 99000 99200
L ERSTE
CD20-CD3 i — R4k (JEH)
CD20xCD3 kA003 ‘ -4
e
an 977349
1*pyroGlu (Q)(-17.0306)
3
254
24
seata
15 \,. Ao
.l \ (.:_f-__'g;y--" CD3F # = R4k CD20F) i = # A&
05- ¢ l — oms,sl
96919.3
96200 96400 96600 96800 97000 97200 97400 S7600 97800 98000 98200 98400 98600 98800 99000 99200
ERGTE

E3fS

129



CN 114524878 B .IH' HH :F; Bﬁ 5/24 71

A CD20%: ¥ 40 i Bep20fafanm

0 - SiNHMI - m,‘lm
2 40000, = CD20=CD3 xh003 40000 & CD20=CD3 xA003
o -4 * KLHxCD3 e KLHXCD3
e DN L
gm gzmm
8 om0 S oo
N (=]

[ E R P A A AR S O R A N A A
PsHIE (oM POAE (M)
A CD20%a ¥ 4 AR BCp20%a ¥ 40 iR

B LT
= = CD20=CD3 xADO1 ~ = CD20=CD3 xADO1
& -+ CD20=CD3 xADO4 5 -+ CD20=CD3 xAD0O4
~ 30N - CD20=CD3 xADOS -~ -»- CD20=CD3 xADOS

<
5 N
S s
a JLLL] 8
e w w1 e T w1 e e
PiKEE (ol Pk CoM)
%49

130



CN 114524878 B

" PR BB

6/24 TH

~
i
S
43
&
=]
)

8

CD20%45 1y (MFI)

CD20%5 (v (MFI)

40000+

30000+

200004

10000+

0

SU-DHL-4

CD20xCD3 x A 002
CD20xCD3 x A 003
KLHxCD3

bsAB1

AN

102

100000 4
80000 4
60000
40000
20000 4

0+

-20000 -

6000

40004

20004

10

100 10° 100 102 10° 104
Pk )T (nM)

Raji

CD20xCD3 x A 002

CD20xCD3 x A 003
ELHxCD3
bsAB1

bted

107 10 10! 102 0% 104

PR AIE (nM)
NALM-6
-~ CD20xCD3 x A 002
%~ CD20xCD3 x A 003
® -+~ KLHxCD3
- bsABI1

100 10 10! 107 10 104
ok )E (ol

£]10

131



CN 114524878 B

" PR BB

7/24 T

Mean APC-A

1000004

800004

60000

40000+

20000

0
1

%3

10!

30000+

20000

10000+

CD345 (v (MF 1)

0-
10-2

A CD4+T

101

0 10 10
PRI (aMD

10°

104

Jurkat

® CD20xCD3 x A 002

-~ (CD20xCD3 x A 002
- CD20xCD3 x A 003
- hsABL

-+ KLHxCD3

A ® CD20xCD3 x A 003
+ KLHxCD3
¥ bsAB1
10° 10! 102 10 104
AR T (aM)
11
A CD8+T
e~ CD20xCD3 x X 002 e
= CD20xCD3 x A 003
~+ bsABl 3 S
—- KLHxCD3 2
‘: 40000
= 20000
[IE T T T 1
107 10! 10" 10! 102 10 104
Ptk (MDD

K12

132



CN 114524878 B W BR B 8/24 T

A Nalm-6
100+
CD20xCD3 kA002
80- CD20xCD3 kA003
- bsAB1
60-
— KLHxCD3
¥ 40-
=
% 20
0- -
DAk (ow)
B CD69+/CD8+ T CDE9+/CDA+ T
100+ 100 4
= CD20xCD3 kADO2
20 F o -+ CD20xCD3 KAOO3
v ~
é o 3 - =+ bsAB1
o a -+ KLHxCD3
g g
S o 20
0 v - T ¥ . T T 1 0 T T T T T ’l__.l_—.l
10 105 104 107 102 10 10° 10° 107 10© 10° 104 10° 10° 10 10° 10' 10¢
TR (o) B (o)
CD25+/CD8+T CD25+/CD4+ T
100 4 1004
F 804 T 90
: S
& 60- 5 604
[=] (=]
$ 0 S 0
& i
o 204 o 204
10 10 10+ 10° 107 10 10° 10' 107 10+ 10° 10+ 10° 102 10" 10° 10' 10°
kT (o) Pk (o)
%13

133



CN 114524878 B -LR HH :F!' Bﬁ- 9/24 T
A T™D.8
- i CD20xCO3 KAD02
80- —3  _a CD20xCD3 xA003
g - bsAB1
T m-
» - KLHxCD3
S 404
%
204 . 3
T i —
104 10° 10* 10 10* 10" 10°* 10' 10*
Pk (o)
B CD69+/CD8+ T CDG9+/ICDA+ T
100+ 100
# CD20xCD3 kAD02
= 804 g - & CD20xCD3 KADO3
% = -+ bsAB1
E 60 3 60
g -+ KLHXCD3
& g "
é 20 ﬁ 20
° o) SV = e
10¢ 10° 104 10° 107 10° 10° 10° 10° 10¢ 10* 10+ 10° 10¢ 10° 10° 10' 10:
Diih A (om) kA (o)
CD25+/CD8+T CD25+/CD4+T
100 100+
3 80 = 80
£ -
g 8"
|ﬁ 40 GI 404
- =
=] o 20
0 0

10 10* 10+ 107 10° 10"

DAY (o)

10° 10" 10?

%14

134

T T T T T T T 1
10* 10° 10* 10 107 10" 10° 10' 107

DL (o)



CN 114524878 B W BR B 10/24 71

A Toledo
100 4
-8 CD20xCD3 xAD02
80 -+ CD20xCD3 xAD03
-
® oo % bsAB1
* -+ KLHxCD3
8 401
%
20
0 T T T T T T T 1
104 10° 10* 10° 107 10 10° 10' 10¢
Pkt (o)
B CD69+/CD8+ T CD69+/CD4+ T
100+ 100+
- CD20xCD3 xA002
< 80 3 804 -4 CD20xCD3 xA003
- -
& 60 $ oo - B
o - -+ KLHxCD3
< 0 S 0]
¢ g
S 204 o 204
10* 10° 10* 10* 107 10" 10 10" 107 104 1045 10* 10 102 10" 10* 10" 10%
)T (o) Bk A (M)
CD25+/CD8+T CD25+/ICD4+ T
100+ 100-
= 804 F 80
= -
& 60 < 60
o o
e 2 40
404 .
& &
S » S 204
0 : . . - -o* ; 0 — T T — . .
10* 10* 10* 10 107 10" 10° 10" 107 10* 10% 10* 10 10% 10" 10* 10' 10?
A H )t (oM DLk (ol
Z15
SU-DHL-4 Raji Nalm-6 G 4 i
20000 30000 - e ‘= CD20xCD3 KADO2
~ i " e A - CD20xCD3 kADO3
= $ = 20000 Em gm - KLHxCD3
210000 - = ]
] M 40000 21000 :,mu
o & « “ M-
0 1] e S T G .'4444.1.1 1407
10410%10410710210 10° 10" 102 10% 104 10410+10410-210-210-1 10° 10" 102 102 104 104 1051041010210 10° 10" 102 10 10¢  10%10*10410710910" 107 10" 107 10° 10#
A (o) b (o) (nM) Sk I ()

%{16

135



CN 114524878 B

i

B H M [E

11/24 71

2500 -

2000 4

~ 1500+
3
&
£ 1000 4
=

500

26+

18

10 11 12 13 14 15 16 17 18
I B

T T
8 9

T

K ¥

T T T T T T T 1
10 11 12 13 14 15 16 17 18

&{17

136

tendot 4

teddot 4

CD20xCD3 kA002 0.12mg/kg
CD20xCD3 kA002 0.6mg/kg
CD20xCD3 kA002 3.0mg/kg
CD20xCD3 kA003 0.12mg/kg
CD20xCD3 KA0O3 0.6mg/kg
CD20xCD3 kA003 3.0mg/kg
KLHxCD3 3.0mg/kg

CD20xCD3 KA002 0.12mg/kg
CD20xCD3 kA002 0.6mg/kg
CD20xCD3 KA002 3.0mg/kg
CD20xCD3 KA003 0.12mg/kg
CD20xCD3 KA003 0.6mg/kg
CD20xCD3 kA003 3.0mglkg
KLHXCD3 3.0mg/kg



CN 114524878 B .I'H HH :I:; Bﬁ 12/24 11

600

CD20xCD3 KA002 0.12mg/kg
CD20xCD3 kKA002 0.6mg/kg
CD20XxCD3 KA002 3.0mg/kg
CD20xCD3 KA003 0.12mg/kg
CD20xCD3 KA003 0.6mg/kg
CD20xCD3 KA003 3.0mg/kg
KLHXCD3 3.0mg/kg

toedd ot

=

24.- CD20xCD3 kA002 0.12mg/kg
CD20xCD3 kA002 0.6mg/kg
CD20xCD3 kA002 3.0mg/kg
CD20xCD3 kA003 0.12mg/kg
CD20xCD3 kA003 0.6mg/kg
CD20xCD3 kA003 3.0mg/kg

KLH*CD3 3.0mg/kg

teddot s

18-

16

£]18

80, 2016221
+ 2016222
-+ 2016223

2016224
-+ 2016225
+ 2016226
B 2016227
A 2016228

0 D3 DIZESh  DIZE2n
D20+ HEZEHERE

%19

137



N 114524878 B w BB P M

13/24 11

CHO-hBCMA
4000007 s BCMAxCD3 kA003
4 BCMAxCD3 kA004
¥ BCMAxCD3 KA005
= 3000001 -+ BCMAxCD3 KA00B
= W KLHxCD3
4o y
g:? 200000
=
|
* 1000001
0 . . NN N —
10-2 10-! 109 10! 102 103 104
PR E (aM)
CHO-cynoBCMA
1500000
% BCMAxCD3 kA0D3
- 12000001 4 BCMAxCD3 kA004
= ¥ BCMAxCD3 kA005
= -+ BCMAxCD3 kAO0B
‘4‘]; 9000001 B KLHXCD3
g 6000001
]
[am]
3000001
O. T T —— R
102 10! 10° 10! 102 103 104
PRI E (nM)
{20

138



CN 114524878 B W OB BB 14/24 1

NCI-H929
2500001
¢ A * BCMAxCD3 kh003

200000 X A BCMAxCD3 kACO4
- 3 ¥ BCMAxCD3 kA005
Z 1500001 + BCMAxCD3 kA006
4o m KLHxCD3
= 1000001
o
[v'a]

50000

0_
102 10 10° 10! 102 10° 104

PUAEIE (M)
RPMI 8226
30000
s BCMAxCD3 kA003
. & BCMAxCD3 kA004
= ¥ BCMAxCD3 kA005
% 20000 -+ BCMAxCD3 kA006
4 B KLHxCD3
R
=
gmm

0 : : : : : ;
10-2 10! 10° 101 102 103 104
PUAIRE (nMD

&]21

Jurkat

% BCMAxCD3 kA003
4 BCMAxCD3 kA004
¥ BCMAxCD3 kA005

4+ BCMAxCD3 kA006
& KLHxCD3

0 . : : : : .
10-2 10! 10° 10! 102 103 104
PUARE (aM)

[&]22

139



ON 114524878 B W OB B M E 15/24 i

CD4+ T CD8+ T
81004+ 610+
- BCMAxXCD3 kA003 - BCMAXCD3 kA003
e -~ BCMAxCD3 kA004 -« BCMAxCD3 kA004
» -+ BCMAxCD3 k005 4-10% -+ BCMAxCD3 kA005
B 410 -~ BCMAxCD3 kA0S 5 -+ BCMAxCD3 kA006
¥ + REGNS5458 S -+ REGN5458
24100 -+ KLHxCD3 -= KLHxCD3
04 0 T T T 1
102 10! 10" 10! 10% 10¢ 14 102 10! 10 10! 102 10° 104
PUEHEE (nM) PLERE (M)
%23
A NCI-H929
1204
- BCMAxCD3 kA003
-4 BCMAxCD3 kA004
2 807 -¥- BCMAxCD3 kA005
; -+~ BCMAxCD3 KA006
£ 4l -&- REGN5458
"% = KLHxCD3
D =— =— A e T
105 104 104 102 10 10° 10' 10% 10°
PR E (aMD
B CD69+/CD8+ T CD69+/CD4+ T
1001 100-
- BCMAxCD3 kA003
T 801 T 801 — BCMAxCD3 kA004
= = -+ BCMAxCD3 kA005
© 60 < 60
s 8 -+ BCMAxCD3 kA006
é 40 é 404 -8 REGN5458
S 201 S - & KLHxCD3
ﬂ.
I(I“ ll]-l ll‘l3 102 I(II lll" II‘)I l2 1045 104 102 102 10-' 10" 10" 10* 103
Pk (nMD i E (nMD
CD25+/CD8+T CD25+/CD4+ T
100- 100~
= 807 52 801
= -
5 +
© 60 g 60
S S
¥ 407 & 401
8 =
S o 201
n | | n
04 0 e
105 104 104 102 10" 10" 10! 105 10 104 10 100 10" 10" 10* 103
itk He BE (nMD HiAk i E (oD
%24

140



CN 114524878 B

WO P M E

16/24 1

A

RPMI-8226
100
80 e
= 60 =
-
% o b
ﬂzm -
-
0.
105 104 104 102 107 10° 10' 10 103
HidkIREE (nMD
CD69+/CD8+ T
100+
T 807
=
& 604
a
Q
¥ A40-
@
S 20
% —a—N
105 104 10° 102 107 10° 10" 10* 10°
PRWKE (nMD
CD25+/CD8+T
1007
T 807
=
& 604
a
o
E4m
a
o 204
0- R R
105 104 10° 102 107 10° 10' 10® 10°
PRI (nMD
5000+

102

101 10° 10
PR E @M)

BCMAXCD3 kA003
BCMAXCD3 kA004
BCMAXCD3 kA005
BCMAXCD3 KA00G
REGN5458
KLH%CD3
CD69+/CD4+ T
) ~+ BCMAXCD3 kA003
3 801 - BCMAXCD3 kA004
E 601 ~ BCMAXCD3 kA005
3 ~+ BCMAXCD3 KAOOG
T 0] - REGNS5458
- j = KLHXCD3
o4 s—w—8
105 104 10 102 10" 10" 10! 10 108
PR (nMD
CD25+/CD4+ T
100+
= 804
-
éam
Q
ﬁqw
(=]
© 201 #
m g =
10° ]l;" ]l;i"‘ IEI'Z llll" 1|IZIn 1;]1 1;]1 III}"
Pk (ndD
%25
-+ BCMAxCD3 kA005
- BCMAxCD3 kA006
-~ REGN5458
= KLHxCD3
o BCMAxCD3 kA005 (75 44 iid)
® BCMAxCD3 kA006 (7 4 41 Jf1)
*  KLHxCD3 (JG # 41 i)
102 103
%26

141



17/24 71

B M

i

}

Ny

CN 114524878 B

BCMAxCD3 kA006

[ BCMAXCD3 kA005
REGN5458

B3 BCMAxCD3 kA003
Bl BCMAxCD3 kA004
B KLHxCD3

o o o o o o 0 o A A o o
]

A A

o A o A 0 0 A A o o e
AR

A A A
AN NN
e ——

) o = =3 ?

o~ -—
(%) H4 H 20

142

527



18/24 1

BH B Mt E

.I

CN 114524878 B

FOSIU-HTY

85+ NOTH

200 EADXVIADH

SO0 EADIXVINOE

i fo . s . i o . i s
ooE o oz L1 004 o o 0% o0e- mE 00E [ 4 o (=18 WL o o o o0 06E ocE L —4 oo =13 o0 o o o oL e ooE o oo 13 oos -] o s 0oL
" L
Lﬂ * - 0 o —— o 4 o
> _ ﬂ.\\ .d
f fa - e ogsA
2 < P 1 VIS4
o F o oL F sE
e 1 w B
o or o o
e _._1- ne ne
i o ' od fu % R Il fu - " Ind fu
R o [ oo o -1 o 1] - of =t o [ o o -1 -] L] -] 13 “oet ox oel o0 L1 oo -] ° [ o0 {3 ox o ooz (-1 o -] 1] [ 00 -
o 4 - + *
) " * rull* Lo — ||*v|llo ° J "
. 2 < = <
o E o F o w'® Wy
0 & & &
" Loz oz ®
e ™ e i
i o . vl [0 . Il fu . Ied fu
oet oot o (-4 o L o L] ah. o0 5 ot oo =T o o 00 o L] o 3—.n. oee o T oo oe ool o L] o L o o o ooz o o L ° % L
]
o - [* e .I*rlral [ _ e [ Lr e ]
' _ |
& & &
o E ] ] -l )
a o8 o o G % 4
u’ F ¥ ¥
e L i o
wusLe=ax | o oz o
e e e ne

[%]28

143



CN 114524878 B W OB BB 19/24 71

1500

A BCMAxXCD3 kA005 0.6mg/kg
4 BCMAxXCD3 kA005 3.0mg/kg
12001 7 BCMAXCD3 KAOO6 0.6mg/kg
"’E ¥ BCMAxCD3 kA006 3.0mg/kg
£ 900/ * REGNS5458 0.6mg/kg
ﬁ + REGN5458 3.0mg/kg
g 600 © KLHxCD3 3.0mg/kg
-——4
3001
ek
0 ’ x . ' . Atk
0 3 6 9 12 15 18
R
26 A BCMAxCD3 kA005 0.6mg/kg
4 BCMAxCD3 kA005 3.0mg/kg
241 ¥ BCMAxCD3 kA006 0.6mglkg
¥ BCMAxCD3 kA006 3.0mg/kg
S22 +* REGN5458 0.6mg/kg
i -+ REGN5458 3.0mg/kg
& 20 © KLHxCD3 3.0mg/kg
181
16 - " . - - s
0 3 6 9 12 18 18

%129

144



CN 114524878 B W OB BB 20/24 T

AGPC3fa#: 4
2x1005 -
2,10% -= GPC3xCD3 2002
) -+ GPC3xCD3 k1003
ﬁ pp— + KLHxCD3
=
5,(1005 n
0 - T T *T——
102 10 10° 10" 102 103
BRI (nMD
HRGPC3ta k41 i
1x1005 "
8x10% 1 = GPC3xCD3 x).002
-+~ GPC3xCD3 k003
ﬁ Es T s KLHxCD3
# 4x10% -
2x109 4
& : , _ .
102 10"  10° 10" 102 102
FiAEWRE (nMD
{30
HepG2
8x10% -
A
2 6x10% 4 -= GPC3xCD3 k1002
2 a -+ GPC3xCD3 k1003
 axio% ¢ KLHXCD3
4o 4% T
i
o
g 2x10% -
(4=}
0 ¢ * @
102 102 10" 10° 10" 102 10°
LA BE (nMD
231

145



CN 114524878 B

W BR B 21/24 T

11005+
810044
610044
i 410

210

0+
10°

10+

Jurkat

5x100
. 4x10%4 = GPC3xCD3 x1002
% -+ GPC3xCD3 «1003
= 3x10%4 -~ KLHxCD3
4o
4R 2x10%+
a
O 1x10%-
0 L] L] L] L] L] 1
103 102 101 10° 101 102 103
PiAERRE (nMD
%32
ACD4+T ACD8+ T
L1004
-+ GPC3xCD3kA002 gl - GPC3xCD3kA002
-+ GPC3xCD3KA003 p—-—" -+ GPC3xCD3kA003
-+ KLHxCD3 » - KLHxCD3
34.10%4
i’
2}‘100!_
u.
100 101 102 10° 104 102 107 100 101 102 108 104
PLAEHEE (oM) PitkHEE (oD
%33

146



" B B

i

CN 114524878 B S 22/24 T
HepG2
A 1004
- GPC3xCD3 xA001
504 -+ GPC3xCD3 xA002
- - GPC3xCD3 xA003
£ 604 — KLHxCD3
#
&40
<
204
.;D" II!I'4 10+ I(Il" II!I'I I;l" lll}i I;l’ Ill}i
HUEHSE (nMD
CD69+/CD8+ T CD69+/CD4+ T
B 100+ 100+
-+~ GPC3xCD3 001 -e- GPC3xCD3 xA001
32 804 __—i = GPC3xCD3 k1002 33 804 = GPC3xCD3 x 1002
& -~ GPC3xCD3xA003 & - GPC3xCD3 xAD03
g 60+ - KLHxCD3 Z 604 -+ KLHxCD3
8 3}
< 404 S 401
o vy
= =]
T 20 i T 204 /
3 T T T T T T T 1 0' T T T T T 1
10 104 10 102 10 10° 10! 102 10° 105 104 10° 102 10 10° 10' 102 10°
PRI (nMD PUAIRHE (aMD
CD25+/CD8+ T CD25+/CD4+ T
80- 100
--- GPC3xCD3 /001 -e- GPC3xCD3 kI00A
e -= GPC3xCD3 k1002 37 80- -% GPC3xCD3 k2002
& 60+ + GPCHCDININS & . - GPC3xCD3 k003
£ - KLHxCD3 2604 —— KLHxCD3
% 404 2
< & 401
2 g
= 204 E |
o o 20 .-/—’
04 0 T T T T T T T 1
105 104 10° 102 104 109 10' 10% 10 105 104 10 102 10 10° 107 102 103
HitkdeE (D Bk CaMD
%34

2500

NFAT{E ¥ 3 ¥ (RLU)
o 2 = S
g8 8 8 8

-

-
=3
e

107

CHO-hGPC3

-= GPC3xCD3 k1002

2000+

1500+

1000+

500+

NFATY & i i (RLU)

T HE 40

0

————t

-+ GPC3xCD3 k1003
+ [KLHxCD3
o F o, F o0
107 10° 10" 102 10%
B (aMD
%35

147

10 1w 10° 107 102 10°

Pk g (nMD

= GPC3xCD3 «1002
-+ GPC3xCD3 k1003
- KLHxCD3



" PR BB

CN 114524878 B 23/24 T
[BR7S 7878
80-
B GPC3xCD3 xA002
s : B GPC3xCD3 xA003
2 ERY074
%) v
:?: 40 - B KLHxCD3
204 p
0=
‘_\c& \c““ \5‘% \c‘.°$
& S g &
& o S o
%36
2800 -
- GPC3xCD3 kA002 3.0mg/kg
-4 GPC3xCD3 kA002 1.0mglkg
600 8 GPC3xCD3 kA2 0.3mglkg
-E - ERY974 3 Omglkg
& 400 -+ ERY074 1.0mgikg
§ & ERY97403mghkg
HxCD3 3
tzoo- -o KLHxCD3 3 Omglkg
0
f
PBMC
28-
s GPC3xCD3 kA002 3.0mg/kg
26 - - GPC3xCD3 kA002 1.0mg/kg
- = GPC3xCD3 kA002 0.3mg/kg
-»- ERY974 3.0mg/kg
£ 22 -+ ERY974 1.0mg/kg
- = ERY974 0.3mg/kg
- KLHxCD3 3.0mg/kg
18 P ————————
0 2 4 6 8 10 12 14 16 18 20

A¥

K37

148



CN 114524878 B .IH' HH :I:; Bﬁ 24/24 HL

2000+ .
- GPC3xCD3 kA002 10 mg/kg
ool & GPC3xCD3 kA002 3 mgikg
1000 -+ GPC3xCD3 KADD2 1 mgikg
EY :gg' - ERY974 10 mg'kg
§ - -+ KLHxCD3 10 ma/kg
£ 200
100
0 T T T T T T I I
0 3 6 8 10 12 14 16
Pttt xe
24
-~ GPC3IxCD3 xaAD02 10 makg
22 - GPC3xCD3 kAD02 3 ma/kg
@ 20 -4 GPC3xCD3 kA002 1 mo/kg
¥ - ERY974 10 mo/kg
= 18 -+ KLHxCD3 10 mgikg
16
14 T T T T
0 s 10 15 20

P

%138

149



	BIB
	BIB00001

	CLA
	CLA00002
	CLA00003
	CLA00004

	DES
	DES00005
	DES00006
	DES00007
	DES00008
	DES00009
	DES00010
	DES00011
	DES00012
	DES00013
	DES00014
	DES00015
	DES00016
	DES00017
	DES00018
	DES00019
	DES00020
	DES00021
	DES00022
	DES00023
	DES00024
	DES00025
	DES00026
	DES00027
	DES00028
	DES00029
	DES00030
	DES00031
	DES00032
	DES00033
	DES00034
	DES00035
	DES00036
	DES00037
	DES00038
	DES00039
	DES00040
	DES00041
	DES00042
	DES00043
	DES00044
	DES00045
	DES00046
	DES00047
	DES00048
	DES00049
	DES00050
	DES00051
	DES00052
	DES00053
	DES00054
	DES00055
	DES00056
	DES00057
	DES00058
	DES00059
	DES00060
	DES00061
	DES00062
	DES00063
	DES00064
	DES00065
	DES00066
	DES00067
	DES00068
	DES00069
	DES00070

	BIS
	BIS00071
	BIS00072
	BIS00073
	BIS00074
	BIS00075
	BIS00076
	BIS00077
	BIS00078
	BIS00079
	BIS00080
	BIS00081
	BIS00082
	BIS00083
	BIS00084
	BIS00085
	BIS00086
	BIS00087
	BIS00088
	BIS00089
	BIS00090
	BIS00091
	BIS00092
	BIS00093
	BIS00094
	BIS00095
	BIS00096
	BIS00097
	BIS00098
	BIS00099
	BIS00100
	BIS00101
	BIS00102
	BIS00103
	BIS00104
	BIS00105
	BIS00106
	BIS00107
	BIS00108
	BIS00109
	BIS00110
	BIS00111
	BIS00112
	BIS00113
	BIS00114
	BIS00115
	BIS00116
	BIS00117
	BIS00118
	BIS00119
	BIS00120
	BIS00121
	BIS00122
	BIS00123
	BIS00124
	BIS00125

	DRA
	DRA00126
	DRA00127
	DRA00128
	DRA00129
	DRA00130
	DRA00131
	DRA00132
	DRA00133
	DRA00134
	DRA00135
	DRA00136
	DRA00137
	DRA00138
	DRA00139
	DRA00140
	DRA00141
	DRA00142
	DRA00143
	DRA00144
	DRA00145
	DRA00146
	DRA00147
	DRA00148
	DRA00149


